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LOI NOI PAU

Bénh Dai thao dusng (PTD) 13 bénh néi tiét - chuyén héa,
giy nén nhifu bién ching, dac biét cac bién ching tim mach,
dang 14 van dé stic khde toan cdu cia thé ky XXI. Bénh ¢6 chiéu
huéng gia tang khong chi d cac nude phat trién ma ca cic nuéc
dang phat trién. Theo cong b8 cta Hidp héi D4l thio dusng quoc
t&, nam 2006 toan thé giéi ¢ 246 triéu ngusi mic bénh DTD.
Du bio caa T6 chic Y t&€ thé gidi, t61 ndm 2025 s8 ¢6 300 - 330
triéu nguoi mac bénh DTD, chiém ty 1& 5,4% dan sé toan cau.

Céac cbng trinh nghién ctu trong nude ti nam 1990 t61 nay
cho thay bénh DTD d4 tang gin gap 2 lan. Nganh Y t€ nude nha
da va dang ¢6 ging vé nhidu mat dé han ché gia ting, dy phong
va diéu tri bénh eling nhu bién ching cua bénh.

Kién thitc, hidu biét vé moi linh vuc d6i v6i bénh DTD ting
lén khéng ngimg, nhitng khai niém vé ndi tiét - chuyén héa, lién
quan chat ché gita néi tiét- chuyén héa véi tim mach, nhiing
héi ching mang tinh ph&i hop nhu héi ching chuyén héa,
khang insulin 1am cho quan niém diéu tri va dy phong bénh
DTD da thay déi co ban... Chinh vi vay, doi héi cac thay thuoe
lam sing ndi tit cAn phai theo kip dugde nhitng hiéu biét hién

nay dé phuc vu tdt céng viéc cua minh.

Cuén sach Thue hanh lim sang bénh ddi thdo dudng
da cung cAp phan nao mdt s van dé vé bénh DTD ciing nhu cae
van dé lién quan ma cac bac si thyc hanh 1am sang dang quan



tam. Tuy tac gia da c6 nhiu c6 ging trong qua trinh bién soan,
khdi lugng kién thic qua 16n, lai phai viét va trinh bay sao cho
bao dam dudc tinh cd ban, hé théng, cap nhat kién thiie. Vi vay,
cubn sach khoé tranh khéi nhing thi€u s6t, mong cac dong
nghiép déng gép ¥ kign dé 1an taiban sau dude t6t hon.

Tac gia chan thanh cam on TS. Truong Ngoc Dudng da gitp
to1 sap xép lai ban thao va chin thanh cdm on Nha xust ban Y
hoc d4 xust ban cudn sach dé sém dén tay ban doc.

Tdc gia

GS.TS. THAI HONG QUANG
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Chuong 1. PHAN DAI CUONG

1. TEN BENH "DAI THAO BUGNG"

T "Diabetes" xudt xi tit ti€ng Hy Lap "Diabainein", nghia
den cua né 1a "di qua - passing through" hay "xi phéng - mphon"
theo tit dién y hoc Viét Nam cé nghia 1a "dai thao", la mét trong
nhiing trleu ching chinh cta bénh, bai tiét mét s6 lugng 16n
nude tiu ra ngoai.

Niam 1675, Thomas Willis dimg tir "Mellitus” dé chi bénh
DTD. "Mellitus" xullt phat ti tiéng Latin nghia la "ngot”, micic
tiéu c6 vi ngot, tridu ching nay dad duge cicnhay hoc Hy Lap cé
dai, Trung Quéc, A Rap va An D% théng bao ti thoi ¢b xua.

Nam 1776, Matthew Dobson x4c nhan ring, vi ngot trong
nuéc tiéu 1a do c6 qua nhidu céac loai dudng trong nude tiéu va
trong mau cua bénh nhéan.

Nhiing ngudi An Do ¢6 dai da quan sat thay rang nhiing con
kién tu tap dén nudc tiéu ngudi bénh va tén bénh dudge goi 1a "bénh
nuéc tidu ngot". Ngudi Trung Quéc, Nhat Ban, Han Quée ding ti
"Diabetes"ciing dua trén nhing du kién tuong tu, nghia la bénh
d41 nhiéu, c6 dudng trong nude tidu, nudc tiéu c6 vi ngot.

Tu "Pai thao" (Diabetes) thudng dé chi bénh DTD, nhung
cling ¢6 mdt s tinh trang tuy rat hiém gap cing dung td
"diabetes”, thudng gip nhat trén lam sang 1a bénh dai thao
nhat (d1abetes insipidus - theo tiéng Latin nghla la dai1 thao,
nude tiéu khéng cé vi), trong bénh nay, nuéc tiéu khong cé Vi



ngot, nguyén nhan c6 thé do than (nephrogenic DI), hoac do ton
thuong tuyén yén (central DI).

Cum tu DTD typ 1 thav th€ nhiing tén g01 truée day, bao
gom DTD xudt hién & tudi thidu nién, DTD tuét vi thanh nién
va DTD phu thudce insulin.

Cum tu DTD typ 2 cang thay thé mét vai tén goi trude day
nhu DTD xuat hién ngusi 16n, BDTD lién quan véi béo va DTD
khéng phu thugc insulin, mét s§ co s§ da dua ra cac dinh nghia
DTD khac nhu;

- Dai thio duong ngudi mang thai.

~ Da1 thao dudng typ 1 khang insulin (hoic DTD kép)
"double diabetes".

~ D41 thao duong typ 2 tién trién nang ciAn phai tiém
insulin.

~ Dai thao duong tu mién, xuit hién muén & ngusi lén
(LADA) hoac DTD typ 1,5.

Nhu vay, tif trude t6i nay y van thé giéi déu dung tén dé g01
1a "bénh dai thao dudng (diabetes melhtus)" tay theo giai doan,
dac diém 1am sang va nhing bién déi sinh bénh 1y, muc do nang
nhe khac nhau cta ting hoan canh cuy thé dé thém nhing cum
tir trude hosic sau d6 dé didn giai cu thé, chinh xac hon.

2. LICH SU BENH

Méac di bénh DTD da dude ghi nhan ti ¢é xua, nhiéu
phuong phap diéu tri d nhting dia phuong khac nhau, v6i nhiing
hiéu qua khac nhau da tén tai trong truyén thuyét tu rat lau.
Co ché& bénh sinh cta bénh chi duge biét qua thuc nghiém vao
khoang ndm 1900. T4t ca cac y van déu cong nhin vai tro cia
Joseph von Mermg va Oskar Minkowski trong viée phat minh
vé vai tro clia tuyén tuy trong bénh PTD vao nam 1889, cac tac
gia nay da phat hién nhing con ché bi lay mit tuyén tuy sé
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phat sinh t4t ca cac ddu hiéu va triéu chiing bénh BTD va chét
sau thoi gian ngan. Nam 1910, Sir Edward Albert Sharpei -
Schafer da ¢6 nhan xét rang, nhiing nguoi bi DTD thiéu mot
chat, chat nay dudc tuy tang tiét trong cudc séng binh thuong.
Téac gia dé nghi dat tén chit nay 1a insulin, xuit phat tit tiéng
Latin "insula" nghia 1a d3o (island), ¥ néi rang insulin duge tiét
ra tif cac tiéu dao Langerhans cta tuyén tuy.

Vai trd ndi tibt cia tuyén tuy trong chuyén héa va sy cin
thiét 6n dinh cta insulin da khéng dude lam sang to. Cho tdi
nam 1921, khi Sir Frederick Grant Banting va Charles Herbert
Best lap lai céng trinh caa Von Mering va Minkowski, nghién
ctitu sdu hon, va céc tac gid nay d3 chiing minh ho ¢6 thé phuc
héi lai stic khoe cho nhiing con ché bi DTD bang cach tiém cho
chung chat chiét xuit td dao Langerhans tuyén tuy lay ra tu
nhiing con ché khoe manh. Banting Best va cfng sy (dac biét
nha héa hoc Collip) da tién hanh tinh ché€ hormon insulin ti tuy
bo tai Truong dai hoc Toroto, Canada va da ap dung diéu tri co
hiéu qua bing cach tiém insulin. Bénh nhan dau tién da duge
diéu tri vao nam 1922. Véi thanh tuu nay, Banting va giam déc
phong nghién citu MaclLeod d& duge nhan giai thudng Nobel vé
y hoc vao nam 1923. Tu d6 phuong phap diéu tri bénh DTD
bing insulin da nhanh chéng phé bién khap thé gidi.

Nam 1936, Sir Harold Percival (Harry) Himsworth 14n dau
tién dua ra phan loai gitta DTD typ 1 va typ 2 nhu hién nay
ching ta dang st dung va da ¢6 nhiéu sita doi.

Nam 1936, H. C. Hagedorn san xuat ra insulin tac dung
trong thoi gian dai rat thuan lgi.

Nam 1942, M. Janbon nhan manh tic dung ha dudng huyét
cua mét trong cac sulfonamid chita bénh thuong han. Lan dau
tién phat minh ra sulfonylureas, mot nhém thudce udéng chia
bénh DTD tén tai cho téi ngay nay.
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Nam 1943, Dunn, Sheehan, va MacLetchie phat minh
phuong phap giy dai thao dudng thuc nghiém bing alloxan.

Nam 1944, A. Loubatieres xac dinh cach tac déng cua mot
6 thude udng ha dusng huyét.

Nim 1955, F. Sanger phat minh ra cfu trdc phan td cta
mmsulin.

Nam 1957, G. Unger gidi thiéu phenethyl biguanid vao
trong céng thiic diéu tri bénh DTD.

Nam 1957, S. A Berson va R.Yallow dinh lugng néng d6
insulin huyét tuong biang phuong phap mién dich phéng xa
(radioimmunological methods). Véi phat minh nay, nam 1977
hai éng da duge nhan gidi thudng Nobel vé y hoc.

Nam 1964, H. Zahn (Piic), Katsoyannis (Hoa Ky), va
Niu Ching-i (Trung Quéc 1965) da déc 1ap phat minh va thanh
cdng tong hop insulin.

Nam 1967, D. F. Steiner va P.Ovyer biét 1ap duge proinsulin.

Nam 1969, Mrs. D.G.Hodgkin phat minh ciu tric 3 chidu
cua insulin lgn.

Nam 1980, Cong ty k§ thuat sinh hoc Genetech da phat
trién insulin nguoi (human insulin). Insulin dudc biét lap tir vi
khuin da duge bién d6i vé di truyén (genetically-altered
bacteria) - vi khudn chiia gen ngudi dé tong hop insulin nguoi,
cac vi khudn nay sdn xuit mét s§ lugng 16n insulin, cic nha
khoa hoc sau dé da tinh ché insulin va phan phat dé su dung
cho bénh nhan PTD.

Nam 1988, Gerald Reavent tap hop nhém céac réi loan di
cung thanh mét hoi chiing, tac gia goi 1a " Héi chltng chuyén
héa" (metabolic syndrome).

Nam 1993, DDCT (The Diabetes Control and Complications
Trial Research Group) nghién citu tac dung ctia didu tri tich cuc
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d6i v6i su phat trién va tién trién cac bién ching man tinh &
bénh nhan PTD typ 1.

Nhiing nam 1990 da xae dinh duge thiazolidindion ¢é tac
dung trén tinh nhay cam cta insulin.

Nam 1998, mét loat cac céng trinh nghién ciu cia UKPDS
vé bénh DTD typ 2, dd ching minh vai trd di€u tri tich cuc
trong diéu tri bénh va d€ phong cac bién chiing man tinh bénh
DTD typ 2. Day 1a nhiing cdng trinh 16n da déng gép rat nhicu
trong chin doan, diéu tri va du phéng bénh DTD typ 2.

Nhiing nam tiép theo sau dé 13 nhitng nghién cdu, thu
nghiém ldm sang ldn nhu: Action to Control Cardiovascular
Risk in Diabetes (ACCORD), Action in Diabetes and Vascular
disease: Preterax and Diamicron Modified Release Controlled
Evaluation (ADVANCE), Veterans Affairs Diabetes Trial
(VAD'D), Prospective Pioghtazone Chnical Trial in Macrovascular
Events (PROACTIVE), va Rosightazone Evaluated for
Cardiovascular Qutcomes in0Oral Agent Combination Therapy for
Type 2 diabetes (RECORD), The Diabetes Control and
Complications Trial/ Epidemioclogy of Diabetes Interventions and
Complications (DDCT/EDIC). Va nhiéu cong trinh khac. Day 12
nhiing céng trinh nghién ciu vé cac bién chiing lién quan dén bénh
DTD, dic biét bién ching tim mach, nghién citu cac phuong phap
diéu tri tich cuc d8 kéo dai va ndng cao chat luong cude séng cho
ngudi bénh. -

3. TOM TAT GIAI PHAU VA SINH LY TUYEN TUY

Tuyén tuy c6 ba phan: dau, than va dudi tuy, nam sau phic
mac ngang vé1 dét séng thét lung I - 11, phia trudc tuy 13 da day.
Dau tuy duge ta trang 6m, dudi tuy nidm sat lich. Tuyén tuy
nédng 80 - 100g, dai 15 - 23cm.
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Phén tuy ndi tiét bao gbm cac dao tuy, chiém khoang 1 - 2%
trong lugng toan tuyén, phéan con lai thuc hién chdic ning ngoai
ti8t, ti6t cac enzym tiéu héa, cae enzym nay theo 6ng tuy dé vao
ta trang.

Dao tuy (dao Langerhans) ¢6 tit 500.000 dén 1.500.000 dao.
Méi mét dao gom 3 loai té bao, nhiing t&€ bao béta tiét ra insulin
chi€m 60 - 70% cac té bao dao tuy, ndm chi yéu & ving trung
tdm. Céac t€ bao alpha tiét glucagon chiém trung binh 1/5, cac té
bio nay nim & ngoai vi d3o tuy. Phan con lai 1a t& bao delta,
chiém khoang 1/10, tiét ra chét serotonin va somatostatin.
Trong qua trinh phat trién cta thai ngudi, 6 tuan thi 8 - 9 bt
dau xuit hién t& bao alpha va béta, nam doc theo dudng di cua
6ng tuy, vao tuan tha 10 - 11 bat dau phat trién céc t& bao béta.
Trong qua trinh phat trién vé sau, cac t€ bao nay la chi yéu.
Ngudi ta cho rang, cac t& bio néi tiét cha tuy duge hinh thanh
ti nhiing t& bao dng bai tiét ctia tuyén tuy.

Finh mach Bdng mach
chi bung  chi byrig

. L&tch

Dau tuy

Hinh 1.1. Tuyén tuy va cac ¢ quan lan can.
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Tuvén tuy duge cung cdp mau bang nhing nhanh cua dong
mach ta tuy, ddng mach lach. Cac tinh mach d6 vao tinh mach
lach hoac tinh mach cua.

Than kinh phan bd vio tuyén tuy 13 cae nhanh than tang,
gan va nhanh mac treo trang trén.

Trong cic bénh ndi tidt tuyén tuy, thuong gap nhat 1a bénh
gay nén do rol loan chiic nang t& bao béta tiét insulin. Cudn
sdch nay chi trinh bay bénh gay nén do rdi loan chiic nang nay
la chinh.

3.1. Téng hop Insulin

) ngudi, insulin 12 mdt polypeptid phic tap gém 51 acid
amin (a.a) tao thanh hai chudi A va B gin véi nhau béi hai cau
disulfit. Tién chat cta insulin 1a proinsulin. Proinsulin khac vé
insulin ¢ chd, chudi A va B dugc néi bang C - peptid. Proinsulin
la chit c6 hoat tinh sinh hoc khéng manh (bing 5% hoat tinh
ctia insulin) mic di tinh chédt mién dich chia proinsulin giong
vél insulin.

Eiﬂsu!_in | | i

COOH

|C Peptide |

Hinh 1.2. Proinsulin, Inssulin va C-peptid.

15



Bang phuong phap soi kinh hién vi dién td, y hoc ngay nay
da nghién ctiu bidt duge qua trinh téng hop insulin trong t& bao
béta cua dao Langerhans. Theo so d6 caa Cerasi va Luft (1970),
qua trinh téng hdp insulin duge minh hoa nhu sau:

Chat kich thich diéu hoa tdng hgp va tiét insulin 13 glucose.
Glucose hoat héa thu cam thé (receptor) nhan dang né nidm trén
mat mang t&€ bao béta, nhitng kich thich ¢ thu cAm thé duoc
truyén vao mang trong té bao bdng véu té van chuyén
(transductor) va hoat héa adenylcyclase, adenyleyclase sé kich
thich chuyén ATP thanh 3.5 AMP véng (cycle 3.5 adenosin
monophosphat), 3’,5 AMP vong lam tang qui trinh phan huy
glucogen trong t& bao. Nhitng chit chuyén héa trong qua trinh
chuyén héa glucose sé kich thich téng hop va tist insulin trong
céac ribosom.

3.2. Téng hop insulin trong t& bao béta dao Langerhans

- Insulin dugc tach ra ti mét polypeptid 14 proinsulin (Lacy
1968). Proinsulin dugc téng hgp trong ribosom va duge tich lai &
cac hat trung gian trong bé Golgi. Sau d6 1a qué trinh sip x&p vi
trf cac a.a, cae cau disulfit dé hinh thanh cac chudi A va B. Cudi
cing cic enzym phén huy protein tach C-peptid (cua proinsulin)
dé hinh thanh insulin hoan chinh. Insulin sau khi téng hop
dugc tich lai trong cac hat "béta chin", cdc hat nay dudge boc
trong mot mang moéng. Cac hat "béta chin" tién dén hé théng
6ng vi mé va soi vi md (microtubular microfilament system),
duéi dang ctia ion Ca*, chuyén cac hat béta dén bé mat cia t&
bao va giai phéng insulin vao hé tuin hoan.

Theo Mater (1969), trong cac dac Langerhans, insulin dugc
tich trit 6 hai vi tri: 3 nhiing hé nhé (small storagepool) ¢6 tac
dung tiét insulin ngay lap tdc d&€ dap vng lai cac tac nhan kich
thich (mdt s6 tac gia cho rang, day 1a insulin that sy, insulin duy
tri). O nhiing hd 16n, dap ting lai nhiing kich thich yé&u hon, giai
phdng insulin trong diéu kién cd s6 va tiét kéo dai (insulin méi
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duge téng hgp va dang dude téng hgp trong qué trinh cé tac
nhan kich thich). V& hién tugng tiét insulin nhu trén cé thé
thdy duge rat ré khi truyén dich glucose. Khi glucose duge
truyén vao, trude hét mot ty 1& rit it insulin ca tuy (insulin du
trit) dugc giai phéng mdt cach nhanh chéng. Tiép tuc, khoang
30 - 60 phat, insulin duge ti€t ra nhiéu hon (insulin dang duge
tong hop). Giai doan thi hai nay ¢6 thé bi vc ché bdi puromycin,
12 ch4dt c6 tac dung ngin can qua trinh téng hop protein trong t&
bao, va c6 1€, n6 ciling ¢6 tac dung Ge ché tong hgp insulin méi.
Nguoi ta da tinh dude nia thoi gian cua phan tng dé tiét
insulin vao trong mau la 2 - 3 gid. Nguoe lai, nia thoi gian dé
chuyén proinsulin thanh insulin 1a khoang mét gid.

Trong qua trinh téng hdp. phitc tap nhu vay c6 thé xay ra
nhiing "thi€u sé6t", chinh nhiing "thiéu s6t" d6 14 nguyén nhan
cta nhiing réi loan téng hop va tiét ra insulin, t4t nhién d6 1a
nhing nguyén nhin giy nén mot bénh thuong gip nhit trén
lam sang "Bénh DTD".

4. NHONG RO! LOAN TRONG QUA TRINH TONG HOP VA
TIET INSULIN

4.1. Tén thuong hé théng receptor tiép nhan giucose

Tén thuong cac receptor nay sé lam mat kha ning nhan
dang glucose cua t& bao béta, hau qua 1& ¢ glucose nhung
insulin khong duge tiét dé dap dng. Theo d6i 1Am sing, nhiéu
nha nghién ctu bénh DTD & tré em thdy ring: ¢6 nhiing dda tré
mdi sinh, trong 24 gio dau, bd phan tiét insulin khéng phan tng
(d€ ti€t mot luong insulin thich hgp) khi thay déi néng do
glucose trong mau, phan ng nay chi xuit hién & ngay thi hai,
ba va dudc duy tri suét d6i. Nguge lai, nhiing dda tré bi bénh
DTD bam sinh, mic dit tudi da 1,5 - 2 thang, phan ng dé tiét
insulin thich ing véi thay d6i néng 46 glucose trong mau khoéng
¢6 (do ro1 loan di truyén), va d6 c¢6 thé 13 nguyén nhan sinh

17



bénh. Cang véi tinh trang rdi loan di truyén, ¢6 rat nhiéu chit
héa hoc c¢6 kha ning lam thay d6i tinh nhén dang cua
glucoreceptor dé1 v6i glucose.

Trong lam sang, ¢6 thé gip PTD thoang qua khi cho udng
mot liéu glucose kha cao. Trong trudng hgp nay tang glucose
khéng chi 1am cho t& bao béta qua tai, ma c¢dn phat sinh tinh tro
cia thu cam thé cia mang té bao d6i véi glucose, trong khi dé té
chic ngoai vi lai ngiing ho#c déng hoa glucose khong kip.

4.2, R&i loan co ché tham calci vao trong té bao

Thay déi tu’dng guan gnia calct véi mag‘nesm nhutng roi
loan nay sé can trg viée truyen cac thong tin ti cac receptor vao |
trong t& bao. Néng d calei trong t& bao ¢6 thé giam do tac dong
cua glucagon, thyrocalcitonin.

4.3. R&i loan hé thong adenyicyclase

Nhu thiéu adenyleyclase hay ATP, qui nhiéu
phosphodieterase lam cho qua trinh chuyén ta 3°, 5 AMP sang
5 AMP qua nhanh, ho#ic adenyleyclase bi e ché (béi
theophylin), hodic do thidu, hay qua thita cdc hormon cé tac
dung lam thay d6i hoat tinh clia hé théng nay. Hé théng 3,5
AMP chiu kich thich cia mét s6 hormon va mét s6 chat duge 1.
Vi du: adenyleyclase duge hoat héa béi ACTH, GH, TSH,
glucagon, adrenalin, serotonin, nhung bi acetylcholin va insulin
tc ché&. Ngugce lai, phosphodiesterase duge hoat héa béi insulin
va bi e ché bdi thyroxin, theophylin, cafein va cac thiazid.

Trong thuc nghiém c¢6 thé thay loai DTD theo co ché nay 1a
PTP sau khi tiém z2lloxan do alloxan dc ché 3’, 5 AMP vong.
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ATP 5'AMPv

ACTH - STH - TSH

Adenylcyclasel Catecholamin  [nsulin

e N
X/ | \K Thyroxin

3' 5 AMP vong
Insulin Theophylin
Acetylcholin Cafein
Thiazid

-~ Kich thich
1‘—’ Uc ché&
So do 1.1. Cac yéu t6 diéu hoa hoat dong clia hé théng
3, 5" AMP vong.

4.4. RSi loan qua trinh phan hiy glucose (glucolysis)

Ré1 loan qua trinh phén huy glucose xay ra trong nhiing
truong hop sau:

— Qua thita hoidc thiéu mét s6 hormon.

-~ Réi loan cac hé théng enzym.

— R&1 loan chuyén héa dién giai, chi yéu la Na*, K, va chit
dé61 khang véi Na*va K,
4.5. Nhimg roi Ioan bam sinh hodc mac phai & cac bd phan
bao dam cho téng hop va tiét insulin

ADN, ribosom, ARN mi théng tin va truyén dat théng tin,
hoac thiu céc aa cin thidt dé téng hop insulin, dic biét 1a
leucin va arginin.
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4.6. R&i loan qua trinh chuyén tir proinsulin thanh insulin

Vi r8i loan nay cé thé dua vao mau tuin hoan chudi béta -
insulin va proinsulin. O trong mau chudi béta - insulin sé két
hop véi albumin thanh moét chidt ma Vallance va Owen goi la
synalbumin. Pay la chat khang insulin, c¢6 tic dung ngan can
tac dung cta insulin trén t6 chiic ¢0, ngin can qua trinh oxy héa
cua glucose.

4.7. RSi loan qua trinh tach insulin tir cac hat béta cta t&€
bao béta dao Langerhans va can tré qua trinh chuyén
insulin vao trong khoang giira té bao

4.8. Rbi loan qua trinh van chuyén insulin tir khoang giira té&
bao vao trong ludi mao mach

4.9. Té bac béta mat tinh nguyén ven dc Y, nang (kyste}
chan thuong, xo héa, viém tuy |

Thudng gip trong l1am sang thé DTD xay ra do ung thu tuy
tang, ung thu nim Vater, viém tuy mu cap

Tén thuong t€ bao béta cé thé do phan ung mién dich vi
tiém insulin. Viém céac t& bao dio tuy (insulitite) néu khéng
duge diéu tri thi sé 1am cho chiic ning tiét insulin gidm. Mic da
con phai tiép tuc nghién cfiu, nhiing insulitit do cd ché mién
dich cé co s6 dé dé nghi, 14 mét trong cac yeu t6 tham gia vao co
ché& bénh sinh bénh DTD. -

5. QUA TRINH TIET INSULIN VA TAC DUNG CUA INSULIN

5.1. Qua trinh tiét cda insulin

Tuyén tuy nguoi binh thuong tiét khoang 40 - 50 don w1
insulin/ngdy. Néng d6 insulin nén trong mau lic déi & ngudi
trung binh 10pU/ml (0,4ng/ml hosic 69pmoll). O ngudi binh
thuong insulin huyét tuong it khi tang t61 100pU/ml (600
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pmo}/l) sau biia an théng thudng. Nong dé insulin ¢ mau ngoai
vi bat dau tiang & - 10 phut sau khi an va dat t61 dinh cao sau
30 - 45 phat, sau d6 giam nhanh ciing véi giam néng d6 glucose
trong huyét tucng sau khi an, va nong 46 glucose sé trd vé gia
tri ban dau sau 90 - 120 phat.

— Tiét insulin trong diéu kién co ban: nghia la hién tugng
tiét insulin khéng chiu anh hudng cia nhiing kich thich ngoai
lai, 12 lugng insulin dugce tiét ra khi dé6i. Ngudi ta da biét rang,
nong d6 glucose duéi 80 - 100mg/dl (4,4 - 5,6 mmol/l) khéng kich
thich giai phéng insulin, sy hién dién cua glucose 13 hét stc can
thiét d8i véi hau hét nhing yéu t6 diéu hoa tiét insulin.

- Kich thich tiét insulin: Insulin dudc tiét dé dap tng véi
nhiing kich thich ti bén ngoai in vivo, 1& dap tng cta té bao p
v6i thic an dua ti ngoai vao ¢d thé. Glucose 1a chat kich thich
manh nhat dé gai phéng insulin. O con chudt duge truyén
glucose thiy c6 hai pha gial phéng insulin.

Khi glucose mau tang 1én d6t ngot sé xuit hién pha sém
giai phong insulin. Néu nong d¢ glucose van giit & ndng db cao
nhu vay thi gial phéng insulin sé ha xuéng dian dan, sau dé la)
bat ddu tang lai dé dat dugde néng dd bén viing (pha mudn). Tuy
nhién, nong d6 insulin duge duy tri ¢ nong d6 glucose cao kéo
dai (> 4gi6 in vitro hodc > 24 gio in vitro) sé lam méat tinh nhay
cam va khong héi phue duge cia té bao béta véi glucose.

Glucose di vao t& bao béta bing khuéch tan thu dong, su
khuéch tan nay c¢6 sy tham gia cua mét protein mang dic biét,
dé 1a glucose transporter - 2 (GLUT,). |

Vi 4i lue cua GLUT, véi glucose tuong dér thap, do vay né
chi van chuyén glucose trong tinh trang nong dé glucose mau
tang nhu sau khi an.
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5.2. Co quan thu cam (receptor) va tac dong cta insulin

Tac dong cua insulin bat diu bing sy gin insulin véi
receptor trén bé mat cia mang t&€ bao dich (xin doc thém & cac
phén sau vé tac dong cta insulin, khing insulin), nhidu t& bao
cua co thé hinh nhu ciing ¢6 receptor ti€p nhan dic hidu insulin
trén b&é mit. Trong t6 chiic md, gan va cic t& bao cd, khi gén
msuhn v6i receptor sé xay ra hang loat phan ting sinh hoc caa
t6 chiic nay véi insulin. Cac receptor gan v6i insulin rdt nhanh,
tinh dac hiéu cao, 4i Iyc manh di dé gian moét s& lugng phan tu
cuc nho. Ngudi ta da xac dinh duge receptor tiép nhan insulin 1
nhiing glycoprotein mang goém hai tiéu don vi. Tiéu don vi
alpha, c¢6 trong lugng phan ti 16n 1a 130.000, ndm & ngoai t&
bao, tham gia vao qua trinh gan véi phan t& insulin.

Tiéu don vi béta, c6 trong lugng phin t@ nhé hon 12 80.000,
ndm trong bio tuong chia tyrosinkinase, enzym tyrosinkinase
duge hoat héa trong qua trinh insulin gin véi receptor va dua
dén qua trinh ty hoat héa ban than cac tiéu don vi béta.

Sau khi g&n véi receptor, insulin ¢6 hai cach tac dong.

~ Céach th@ nhat: tham gia vao qua trinh phosphoryl héa
xudt phat ti vimg kinase dugec hoat héa, ving nay tao ra
khoang trong t& bao cua cac protein, bao gdm chit van chuyén
glucose 4 - GLUT, (glucose transporter 4), transferrin, receptor
tiép nhan 11poprote1n ti trong thdp va receptor t18p nhan yéu té
tang trudng giong insulin II (IGFy). Nhiing protein nay dudge
van chuyen t3i bé mat t& bao trong bita an, tao diéu kién van
chuyén cac chat dinh dudng vao trong cac td chic dich cua
insulin, kich thich sy phat trién bing cach chuyén IGF;; luu
hanh trong mau dén receptor trén bé mit t& bao. Theo cach tac
dong nay, nhiing thi€u sét di truyén sau receptor ti€p nhan
insulin s& gdy nén tinh trang khang insulin sau receptor.
Nhitng thiéu sét d6 c6 thé la:
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+ BA&t thudng & cac enzym chiu trach nhiém phosphoryl
héa protein van chuyén glucose, nhu dét bién bat thuong ban
thin protein van chuyén glucose hodc bat thudng trong qua
trinh vin chuyén cta né.

~+ Chinh bAt thudng cdc enzym phosphatase cé thé 13
nguyvén nhan lam cham qua trinh phuc héi lai binh thu’dng
receptor tzep nhan insulin ¢ vi tri cia nd trén bé mit mang t&
bao, két qua 1a gdy nén khang tac dung cla insulin sau nay.

— Cach thi hai: thay phan (hydrolysis) cta glycolipid
mang béi hoat tinh cia enzym phospholipase C kich thich
insulin. Nhitng chit truyén tin thi# ciAp manh nhu inositol
monophosphat ho#c diacylglycerol ¢6 thé lam trung gian cho
dap ung trong té bao dé1 véi insulin. Diacylglycerol kich thich
qua trinh phosphoryl héa trong te bio bang hoat héa protein
kinase C.

Nhiing bat thuong cta receptor ti€p nhan insulin vé néng
dd, v€ ai Iuc hodc ca hai déu sé anh hudng dén tac dong cua
insulin.

5.3. Co ché tac dung cua insulin

Insulin 12 mdt hormon manh, ¢6 tac dung nhiéu mit. Bing
truc tiép hay gian tiép né c6 tac dung trén cdu tric, chic ning
cua cac co quan trong cd thé, dén mbi mdt cdu trie sinh héa.

Téc dung cua insulin manh hay yéu phu thuéc trude hét vao:

—  Khéi lugng insulin duge tiét ra.

— Phan bé cta insulin.

— Loai (typ) insulin.

~ 86 Iugng insulin két hop véi cac receptor dic hidu ctia né.

~  Loai va s ugng cac chat dinh dudng trong va ngoal t& bao.

— Cac loal ion va nong dé cua chiing.
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- 56 lugng va loal cac hormon khac.

Chitc nang chu yéu cua insulin 1a kich thich phén dng déng
héa cac chat carbonhydrat lipid, protid va acid nucleic. Insulin
lam xic tac dé€ tao nén cac phan td 1én (macromolecule) trong té
bao, chinh cac macromolecule nay sé duge sit dung trong ciu
tric cua té bao.

— Tich trd n&ng lugng.

~  Diéu hoa nhiéu chic nang cua t& bao.

Insulin ¢6 tic dung kich thich dé téng hgp protein tir
aminoacid, téng hop cac acid nucleic ti mononucleotid, tong

hop polysaccharld ti monosaccharid, va téng hgp lipid ti céc
acid béo.

Cé6 thé tom tit mot s6 tac dung chinh cua insulin nhu sau:
- Insulin sé lam ting:

Van chuyén glucose qua mang t& bao.

Tang hoat tinh ATPase.

Tang qua trinh oxy héa glucose.

Tang tao protein.

Tang qua trinh tao ATP, ADN va ARN.

Insulin s& lam gidm:

+ + + o+ +

|

-

Giam phén hiy glucose, lipid, protid.

+

Giam qui trinh tan tao glucose (gluconeogenesis).

+

Giam qua trinh tao ure véa ceton.

M@t s6 tac dung cua insulin 12 e ché hinh thanh AMP vong
va day la nguyén nhén lam giam hoat tinh cta proteinkinase,
giam sy phosphoryl héa, nhung lai ting hoat tinh ctia mét s6
enzym khoéng tham gia vao qua trinh phosphoryl héa. Céac
enzym nay ¢é thé sé kich thich su dong héa (anabolism) nhu tao
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glycogen, protein, lipid, tdng s6 lugng acid nucleic va gidn phén
(mitogenesis). :

- Insulin khéng ¢6 tac dung kich thich van chuyén glucose
vaio trong t& bao hong ciu hodc trong té bao nio. Insulin cling
khéng ¢6 tac dung trén qua trinh tai hap thu glucose 6 éng than
hoac qua trinh hép thu glucose ciia cac chat nhay tai rudt.

s Tdc dung cua insulin tai gan

Cd quan quan trong ma insulin dén trudc hét tit dong mau
la gan. Insulin c6 hai cach tac dong trén gan:

— Insulin kich thich qua trinh déng héa:

+ Kich thich téng hop va du trit glycogen, dong thdi ngin
can qua trinh thoai gidng glycogen. Gan 14 co quan du trit
glycogen nhiéu nhat (100 - 110g glycogen), tuong duong véi
440 kcal nang lugng.

+ Insulin lam tiang téng hop protein, triglycerid va hinh
thanh VLDL (very low density lipoprotein) trong gan.

+ Insulin dec ché€ qua trinh tan tao dusng, kich thich phan
huy glucose théng qua tac dung cua nd trén cac enzym trong
qua trinh phan huy glucose.

— Insulin tic ch& qua trinh di héa

~ Insulin téc dong dé phuc hdi qua trinh di héa gial doan
sau hap thu bang cach ic ché& qua trinh phin huy glycogen, qué
trinh tao ceton va qua trinh tan tao duong.

o Tdc dung ctia insulin trén té chiic co

—  Insulin kich thich téng hgp protein trong cd bang cach
ting van chuyén a.a, ciing nhu kich thich téng hgp protein
trong ribosom.

- Insulin kich thich téng hop glycogen dé thay thé, bd
sung cho lugng glycogen da cung cap cho hoat déng cua cg, lam
tang hoat tinh cha glycogen synthase va tc ché hoat tinh cua
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glycogen phosphorylase. 0 nam gigi khde manh binh thuong,
nang 70 kg, trong t6 chitc co du trit téi 500 - 600g glycogen,
nhung trong cd khong ¢é enzym glucose - 6 - phosphatase nén
co khdng thé sit dung glucose nguodn géc ti mau, trit trucng hop
gan cung cap gian tiép bang lactat dé sau &5 chuyén thanh
glucose.

- > * 3 - -, e
® Tdc dung cua insulin t6 chitc mé

M3 duéi dang triglycerid la thiéic 4n hiéu qua nhit vé cung
cip nang lugng, md cung cip 9kcal/gam chét dy trii, trong khi
d6é dam va dudng chi cung cap dugc 4kcal/gam. O ngudi nam g161
khée manh nang 70kg lugng nang lugng cia to chitc md vao
khoang 100.000 keal.

Insulin tac dong dé tich tri triglycerid trong t& bao md bing
nhiéu ¢o ché: |

— Insulin cam tng tao lipoprotein lipase, enzym nay géin
v0l cac té bao ndi mac trong t& chiic md va luéi mao mach,
né lam thuy phén triglycerid ti cac lipoprotein luu hanh
trong mau.

— Béng cach ting van chuyén glucose vao trong cac té& bao
md, insulin lam ting tinh khd dung cta a- glycerol - phosphat -
la chat tham gia vio qua trinh este héa acid béo td do thanh
triglycerid.

— Insulin kim him hién tugng phan hiy mé (lipolysis)
trong té bao cua cac triglycerid dy trii bang tic ché enzym lipase
trong t& bao, enzym nay dugc goi la lipase min cam hormon.

* Tdc dung clia insulin déi vdi chuyén héa duong

Khi tac dung trén mang t& bao t8 chic ¢d, insulin lam ting
tinh tham cla t& chiic d6, lam cho tée dé van chuyén glucose vao
trong t€ bao nhanh hon. Ngay lap tdc sau khi vao trong t& bao,
glucose duge ATP phosphoryl héa & vi tri thit 6 véi su ¢6 mait cta
hexokinase va Mg*™ tao nén glucose - 6 - phosphat (G - 6 - P). Day
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12 hgp chit chia khéa quan trong trong qua trinh chuyén hoéa
glucose. G - 6 - P duge bién déi tiép thanh glucose - 1 - phosphat
(G - 1 -P) va sau d6 la glycogen duge tich lai trong co.

insulin

|

Hexokinase Glucokinase

|

Glucose + ATF

L 4

Glucose-6-phosphat — Giucose-i-Phosphat — Glycogen

Giucose - 6 - Phosphatase

&
EEEE—

Insulin

<
Glucose + FPhosphat

So dd 1.2. Tac dung cla Insulin

Khi hoat tinh cta enzym glucose - 6 - phosphatase ting cé
thé chuyén G - 6 - P thanh glucose + phosphat. Insulin c6 tac
dung Gc ché enzym nay, khi thiéu insulin, enzym nay ting, qua
trinh tao glucose cang tang, G - 6 - P ¢6 thé di vao qua trinh oxy
hoa dé cung edp nang luong cho rit nhiéu qua trinh sinh héa xa
ra trong t& bao.

Nhu vay khi thiéu insulin sé xay ra nhiing rol loan sau day:

— Lam cham qua trinh phosphoryl héa glucose do glam
hoat tinh cia hexokinase va mat hoan toan hoat tinh cua
glucokinase, vi vay glucose ti ngoai vao van 6 trong trang thai
tu do.



- Thiéu insulin, glucose phosphatase tang hoat tinh. Vi
vay, mdt s§ G - 6 - P da dudc tao nén bi phan huy (d€ tach G -6 - P
thanh glucose va phosphat), k&t qua 1a tang glucose mau, cd thé
sé § trong tinh trang dao 16n: trong mau thi glucose cao, nhung
trong té& bao lai thidu glucose.

— Thiéu insulin & tang qua trinh phan huy lipid, cac acid
béo khong duge oxy héa dan dé dén chat cudi ciing vao chu trinh
Krebs. Mot phan acid acetic ¢6 coenzym A chuvén thanh acid
acetoacetic va sau dé chuyén thanh aceton.

~ Khi thiéu insulin, cdc qué trinh ting, giadm do tac dung
cua insulin sé bi ré1 loan.

6. CAC PROTEIN VAN CHUYEN GLUCOSE

Oxy héa glucose 12 con dudng cung cap nang luong cha yéu
cho nhiéu t& bao clia co thé, dac biét ddi véi chic niang nio, vi
cac mang t€ bao khong ¢ kha niang tham déi véi eac phan ti ua
nudéc nhu glucose, tAt ca cac t& bao doi hoi phai ¢6 nhiing protein
mang dé van chuyén glucose qua hai 16p lipid (lipid bilayers) vao
cytosol; trong khi rudt va than cé chat déng van chuyén Na -
glucose phu thudc nang lugng, tat ca cac té bao khac ¢6 cac chat
van chuyén khéng phu thude ning lugng, ching tac thuan lgi
cho viée khuéch tan glucose tf néng dé cao sang néng d6 thap
qua mang t& bao. It nhat ¢6 5 chat van chuyén glucose duge
nghién citu nhiéu nhit, mdi mot chat van chuyén ¢é ai Ivc khac
nhau déi véi glucose, ching duge dat tén GLUT, (glucose
transporter 1), GLUT,, GLUT,;, GLUT,, GLUT,. Dic diém cua
méi mét chat d6 nhu saw:

6.1. GLUT,

Co trong tat ca cac té chiic cia ngusi, hinh nhu né 1a chat
trung gian hap thu glucose co s6, vi GLUT, ¢6 ai Idc rat cao déi
véi glucose, nén no c6 kha nang van chuyén glucose khi nong do
glucose tuong ddi thap nhu da thay trong trang thai cd s6 (basal
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state), vi vy GLUT, 14 thanh phan quan trong cta hé thong
mach mau nao (hang rac chin miu nao) dé bao dam van
chuyén mét cach day di glucose huyét tuong vao trong hé thong
than kinh trung uong.

6.2. GLUT,

GLUT, c6 a1 lue rat théfp vGi glucose, né tac déng nhu 1a mot
chét van chuyén chi khi néng d6 glucose huyét ‘tudng tuong don
cao, nhu sau khi an, GLUT, 1a chdt van chuyén chinh glucose
trong t& bao béta tuy va t& bao gan, sy khuéch tan cua glucose
vio trong cac t& bao nay chi dé dang khi c6 néng do glucose vao
trong mau tang, difu d6 ngin can duge su hdp thu glucose cua
gan hodc tiét insulin khong thich hgp & trang thai co s6 hoic
trong khi déi.

6.3. GLUT,

Ciing c6 trong tdt ea cac td chic, 1a chit van chuyén chinh
glucose trén bé mat t& bao than kinh. GLUT, cang ¢6 ai luc rat
cao vOl glucose va ¢6 trach nhiém van chuyén .glucose ti dich
nfo tuy vao trong cac té bao than kinh.

6.4. GLUT,

- C6 trong t8 chiic ¢o va td chiic md, khu tra chu yéu trong cac
vach ngin trong t€ bao, né thyc hién chic ning van chuyén
glucose khi nhan dugc nhung tin hiéu sau khi insulin két hgp
véi receptor trén mang té bao; GLUT, dugc van chuyén dén
mang t& bao dé thuc hién chiic nang van chuyén cua minh.

6.5. GLUT,

Cé trén riém ban chai cua cac t& bao rudt non nguaci va tinh
trung, né 1a chat van chuyén chi yéu cha fructose.
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7. VAI TRO CUA MOT SO HORMON TRONG CO CHE BENH
SINH BENH BAl THAO BUONG

7.1. Glucagon

Sinh téng hdp: gen cia glucagon tuy nam & chromosom - 2
cua ngudi, 13 mét chudi polypeptid don gém cb 29 a.a, c6 trong
lugng phén ti 1a 3485. Glucagon dude téng hop trong t& bao
alpha (viét tit 1a t& bao A) cla dao tuy, né duge tach ra ti mét
tién chat (proglucagon), trong proglucagon ¢6 mét vai peptid
lién hé khéac nhu peptid lién hé glicentin related polypeptid -
(GRP), peptid 1 giéng glucagon (glucagon - like - peptid 1 -
GLP)) va glucagon like peptid 2 (GLP,). Hai thanh phan
Glicentin - related polypeptid (GRP) va glucagon c6 tat ci 69
a.a, cac a.a nay c¢6 trong thanh phan cta glicentin, 13 mét
hormon dugc tiét ra tai ruét non, tuy khéng tiét hormon nay.
Hai ch4t GLP, va GLP, tang 1&n sau khi an.

GLP, khi cat b6t 6 a.a diu tién trong s6 37 a.a ctia né GLP,
(7 - 37), 1a mot chat kich thich r4t manh t& bao béta tuy va la
y&u td sinh 1y cha y&u cha rudt (incretin), né lam tang tiét
msulin bai kich thich glucose sau khi &n. GLP, (7 - 37) dudgc tidt
ra tit cac t& bao L nhé t4 trang trong bita an hén hep. GLP, (7 -
37) tac dung manh hon glucagon nhiéu 1in, né nhu la mét chat
kich thich tiét insulin. Ngudgc lai, GLP, ¢6 diy du 37 a.a,(1-37)
va GLP; thi lai khéng ¢6 tac dung kich thich tiét insulin.

3 ngudi binh thudng, nong dé glucagon lic déi trong huyét
thanh do bang phuong phap mién dich, trung binh la 75pg/ml
(25pmol/l). Chi ¢6 30 - 40% trong s6 nay la glucagon cua tuy,
phan con lai 14 nhiing hop chat khéng déng nhat caa nhiing
phén t ¢6 phan ti lugng cao nhu proglucagon, glicentin, GLP,
dd mat 6 a.a dau, GLP,. |

Théi gian ban hiy ctia glucagon tuy ti 3 - 6 phat, chuyén
héa chu yéu cta glucagon & gan va than. Glucose tc ché tidt
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glucagon, ngudc lai glucose kich thich tiét insulin. Ngudi ta
cling chua rd, c6 phai tac déng cla glucose ddi véi glucagon la
truc tiép trén té bao A hay la théong qua viée giai phéng insulin
hoidc somatostatin, ca hai hormon nay déu c¢é tac dung tc ché
t16t cua té bao A.

Ngoai ra y aminobuturic acid (GABA) dudc tiét ra ti t& bao
béta, va receptor cia acid nay nam trén té bao A c¢é thé tham
gia vao viéc Gc ché tiét chia té& bao A trong khi kich thich t& bao
béta.

Nhiéu a.a kich thich giai phong glucagon d nhiing mic do
khac nhau, vi du: arginin kich thich giai phéng ca glucagon va
insulin, cac a.a khac (nhu alanin) kich thich cht yéu tiét
glucagon, leucitin kich thich manh giail phéng insulin, khong cé
tac dung kich thich giai phéng glucagon. M6t s6 chat kich thich
tiét glucagon la: catecholamin, cac hormon dudng tiéu héa nhu
cholecystokinin (CCK), gastrin, peptid wc ché da day (gastric
inhibitory polypeptid (GIP), glucorticoid, kich thich giao cam va
phé giao cam déu kich thich giai phéng glucagon, diéu nay hét
stic quan trong trong viéc lam ting dap Gng cua t& bao A d61 véi
tinh trang ha dudng huyét.

Cing nhu cac hormon khac, trudc hét glucagon hoat héa
adenyleyclase ndm trong mang trong t& bao. Duédi tac dung nay,
. ATP sé chuyén thanh AMP vong. AMP vong moét 1an nita duéi
tac dung ctia ATP chuyén proteinkinase hoat dong thanh kinase
-phosphorylase hoat déng. Dudi tac ddng cua enzym nay, khi ¢é
tham gia cia 4 phan tu ATP, phosphorylase B khéng hoat dong
chuyén thanh phosphorylase A hoat dong. Chinh phosphorylase
A nay sé phan ly phospho cua glycogen dé cho glucose tu do.
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Glucagon

l

Adenyicyciase -

l

ATP ' ¥ AMP vong

Mg-H l
ATP

» ADP
Proteinkinase

J;

Kinase phosphorylase hoat dong

l

2 Pho§phory!ase B + 4ATP ——— Phosphorylase A + 4ATP
hoat dong

Glucose + Glucose - | - Phosphat + Glycogen
So dé 1.3. Tac dung cia glucagon.

Nhu vay, glucagon kich thich hoat déng tae glucose tir
glycogen, qué trinh nguge lai do insulin tac dong.

Néu nhu insulin lam tang van chuyén glucose tu dang tu do
vao trong t€ bao, thi nguge lai glucagon lai chuyén glycogen vao
té€ bao thanh glucose tu do dé di vao cac khoang gian bao va vao
mau. Glucagon 1a yéu td lam tang dudng mau néi sinh, nod cé
thé lam tiang duong mau ngay ca khi glucose khong duge dua ti
ngoat vao.

Glucagon cang c6 tac dung ngude véi insulin trén chuyén
héa lipid, insulin lam tidng nhanh qua trinh chuyén héa lipid,
thi glucagon lam tang qué trinh phén lay lipid va tich lai trong
mau cac san phiam cua chuyen héa lipid, 12 nguén géc tao the
ceton - la nguyén nhin caa hén mé do ting ceton mau.
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O ngudi, vi hé thong ndi tiét hoan chinh, nén tuong quan
gifia insulin va glucagon chi ¢6 cam giac nhu 1a chit dé khang,
trong chitng muc nao d6 1 nhiing chat hé trg cho nhau. Vi du:
khi nong 45 glycogen trong mau giam, glucagon ¢6 tac dung
chuyén glycogen trong gan sang thé glucose tu do, dua vao
trong mau, trong t6 chiic co dé dap tng nhu ciu hoat déng séng
cia t& bao duéi tac dung caa insulin. D81 v6i chuyén héa lipid
ciing vay. Nhung su diéu chinh nay sé bi ré1 loan khi ¢6 nhiing
qué trinh bénh 1y, dic biét khi thidu insulin. Khi thiéu insulin
thi glucagon thudng tang tiét, trong truong hop nay c6 thé sé
lam vao nhiing r6i loan rat ning né: thidu insulin sé ting
glucose va cac san pham chuyén héa lipid. Tang glucagon lai
cang tang qué trinh tao glucose va cac san phdm phan hiy cta
chuyén héa lipid. Vi vay, cac tac gia (Unger et al, Buchanan,
Mec. Caroll) cho rang, hién tuong ting duong mau 6 bénh nhan
DTD, c¢6 vai trdé quan trong bac nhat la glucagon.

B4t ky tang duong huyét do bénh DTD hay ting duong
huyét khéng phai do bénh DTD (nhu chin thuong, do béng va
nhiéu nguyén nhan khac) déu xay ra trén cd s6 tang glucagon.

Ngudi ta cing phat hién thiy glucagon khéng chi duge tiét
ra t t& bao alpha tuy, ma con duge tiét ra 6 t&€ bao alpha cta
day da day. Glucagon cua t€ bao alpha da day ciing cé chic
niang gidng nhu glucagon cua tuy nhu da trinh bay trén day.

Ty s6 insulin/glucagon ¢6 anh hudng dén nhing cé quan
dich quan trong, né diéu chinh quia trinh phosphoryl héa
(phosphorylation) hod¢ qua trinh loai bé phospho
(dephosphorylation) (tiing quéa trinh mdt hoac c¢a hat) chia nhiing
enzym quan trong tham gia trong qua trinh chuyén hoa
nang lugng.

Ngoai ra, ty s6 nay lam tiang hoac lam giam sé& lugng dich
thific cia nhitng enzym nhat dinh, bang cach d6 kiém tra duge
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su di chuyén clia cac chat dinh dudng nay di vao hoéac di ra khéi
nhiing noi du tra.

7.2. Catecholamin |

Adrenalin ciing ¢6 tac dung lam tdng dudng mau bing cach:
tang phin hay glycogen trong gan va co, tang phan huy lipid.
Co ché tac dung ctia adrenalin ciing gidng nhu glucagon.

7.3. Vai trd clia hormon tang trudng (GH)

-~ Trong thuc nghiém: Haussay, Biosotii Young... tiém tinh
chit tuyén yén cho siic vat gy duge bénh DTD, sau d6 da xac dinh
duge tac dung chinh 1a do GH. Néu tiém GH trong thdi gian ngan
sé giy duge réi loan chuyén héa glucid tam théi. Néu nhu tiém kéo
dai, khi ngimeg tiém GH thi DTD van kéo dai vinh vién.

—~ Trong lam sang: thuong géip bé&nh nhén to dau chi
(acromegalia) c6 kém theo bénh DTD. Hon niia, diéu tri bénh to
dau chi, 1am giam hodc nging hoat dong tiét GH s& lam giam
qua trinh bénh ¥ cidc vi mach mau do DTD (diabetic
microangiopathy).

~ Co ché tac dung cia GH trong qua trinh chuyén héa &
bénh nhan DTD chua rd va rit khac nhau. Mdt mit, lam tang
tiét insulin va tiang st dung glucose & td chic lipid, mat khac,
GH lam téng diéu dong glucose ti gan, tao chat tc ché béta
lipoprotein do phan Gng hexokinase tic ché qua trinh oxy hoéa
ngoai vi trong cd, va kéo dai qua trinh chuyén tit glucose sang
lipid, hoat héa enzym insulinase cua gan.

Khi tiém (hay tiét) GH kéo dai, véi nong d6 cao sé lam kiét
stic t& bao béta dao Langerhans, va diy la nguyén nhéan dua dén
bénh DTD vinh vién.

~ D6i véi chuyén héa lipid, GH lam tang qua trinh phan
huy lipid, tang nong do acid béo khong este héa trong mau.
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~ D6t véi chuyén héa protid, GH lam ting qua trinh tong
hgp protid. Nong dé6 GH trong mau bénh nhan DTD trong giai
doan con b thudng khéng thay d6i. Nhung néu méau toan héa
do tang ceton thi néng d6 GH trong mau ting nhiéu.

Tang GH trong mau thuong thdy é nhitng bénh nhan cé réi
loan bénh 1y trong cdc vi mach mau, va 14 nguyén nhin cua
hién tugng khang insulin 6 bénh nhan DTD.

7.4. Vai trd cia ACTH

ACTH tac dung trén chuyén héa glucose la do ting tiét
glucocorticoid vo thugng than. Tang tiét glucocorticoid sé lam
tang glucose huyét, khi ting thudng xuyén sé gay ra DTD do
thugng thian nhu trong bénh Cushing, u thugng than tiét
corticoid (corticosteroma). Trong diéu tri néu diung corticoid liéu
cao, kéo dai cing c6 thé gay nén DTD.

Co ché chu yéu cua glucocorticoid trén chuyén héa glucose

nhu sau:

~  Glucocorticoid di héa cac a.a tao glycogen va dong thoi
cé tac dung tao glucose maéi t céac a.a déb.

~ Téac dung ngugc lai v6i tac dung caa insulin:
+ Giam qua trinh chuyén glucose qua mang t& bao.
+ Hoat héa enzym glucose - 6 - phosphatase.

+ Uc ché enzym hexokinase cuia gan.

Nhung khi chiic nang cua té bao béta dao Langerhans binh
thuong, thi tac dung tang glucose huyét cua ACTH (hay
glucocorticoid) sé khong ré rang. Chinh vi glucocorticoid ¢é tac
dung lam tang duong huyét khi suy chiic ning té& bao béta, nén
tac dung nay dugc duge diing lam test dé chdn doan tinh trang
~ rét loan dung nap glucose. Ciing vi trong tinh trang stress mét
s0 lugng kha 16n corticoid dugdc ti€t ra, nén nhiing nguoi ¢é roi
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loan dung nap glucose (tien DTD, DTD chua ¢6 tridu chiing lam
sang) ¢6 thé chuyén thanh DT 14m sang.

7.5. Vai tro cia TSH

Tac dung théng qua T3 - T4 lam tang glucose mau. Co ché
tac dung chii yéu ctia T3 - T4 trén chuyén hoa glucose la:

- Lam tai hap thu nhanh glucose trong éng tiéu héa.

— Tang tan tao glucose tit cac san pham phan huy protid
(vi du prolin).

'~ Tang didu dong glucose ti gan vao mau

—~ TSH lam ting téc 46 chuyén hoa caa insulin, hoat héa
enzym insulinase.

Vi véy, trong 1am sang bénh cudng chlic ning tuyén giap
thudng c6 tang glucose trong mau, mic di chuyén héa glucose
trong bénh nay rat manh.

7.6, Somatostatin

Gen cla somatostatin nim trén cdnh dai cia chromosom -
3, tién chit chia somatostatin ¢6 116 amino - acid, peptid 1a
preprosomatostatm, tu day, cac carboxyl tédn cung dudc tich ra
dé thanh hormon somatostatin 1a da peptid vong ¢6 14 a.a, véi
trong lugng phéan tit 1640. O tuy tang ngudi, somatostatin dude
tiét ra tit t& bao D, ndm & ngoai vi cac tiéu dao tuy.

Somatostatin truéc hét dugc phat hién trong vung
hypothalamus va dat tén cho né 14 do kha nang cua
somatostatin kim ham giai phéng hormon tang trudng (GH), vé
sau somatostatin con duge phat hién trong mét 8 t6 chitc nhiéu
viing ciia nio, 0ng tiéu héa va tuy. Trong hé than kinh trung
uong va trong tuy tang, chu yéu 13 somatostatin c¢6 14 a.a
(somatostatin - 14) nhung c6 khodng 5 -10% somatostatin trong
nio la somatostatin c¢6 28 a.a (somatostatin - 28), gom cé ving
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amin tadn cang ch@a 14 a.a va doan carboxyl t&n cung cé
somatostatin - 14.

G rubt non, 70 — 75% la somatostatin 28, chi ¢6 25 -30% la
somatostatin -14, trong khi t€ bao D tuy tang chi tong hgp
somatostatin -14. :

Somatostatin - 28 ¢6 tac dung Gc ché GH va insulin gap 10
lan hon so v6i somatostatin -14, ngugc lai somatostatin -14 ¢6
tac dung c ché glucagon manh hon.

Cac yéu té kich thich dé giai phéng insulin nhu glucose,
arginin cac hormon 6ng tidu hoa va tolbutamid cting kich thich
giai phong somatostatin.

Vai tro ctia somatostatin thuc ra chua hidu hét, vai tro chu
y&u ctia né ¢6 18 1a téc dung can tiét dén cac t& bao dao tuy va to
chiic ctia 6ng tiéu héa. Nong do sinh 1y & nguéi binh thuong it
khi vugt qua 80pg/ml (49pmol/l). Somatostatin dua ti ngoai vao
¢6 thé chuyén héa rat nhanh, thoi gian ban hily ctia né chi dudi
3 phut.

Hién nay, da xac dinh dugc cé it nhat 5 receptor ti€p nhin
somatostatin (somatostatin receptor - SSTR) dude danh so tir 1
dén 5 (SSTR 1 - 5), chung 1a nhiing receptor cap déi véi protein
G (G.protein - couple receptors) véi 7 ving cip trén mang t&
bao. Cac receptor nay bién d6i trong giéi han tit a.a 364 dén 418
(trong d6 c6 105 a.a khoéng bién d61), ching duge phat hién thay
trong hé than kinh trung uong va nhiéu ndi khac & cac t6 chiic
ngoai vi nhu tuyén yén, rudt non, tuy tang.

Cac receptor nay bing cach hoat héa enzym tyrosin
phosphatase, l1am mé#t phospho cua protein (dephosphorylating
protein), do vay sé l1am can trd qua trinh tiét cua somatostatin.
Khi somatostatin gin véi SSTR, sé fic ché tiét insulin, khi gian
vii SSTRz, somatostatin kim ham tiét hormon tang trudng, diéu
nay giai thich tai sao octreotid, mot chit gibng somatostatin lai
¢6 tac dung manh trong diéu chinh tiét hormon ting trudng,
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ngude lai khéng c6 anh hudng trén chuyén héa dudng khi didu
tri bénh Acromegalia, vi né ¢é ai lyc rat manh v SSTR, hon 12
véi SSTR,.

Somatostatin tac dong bang nhifu dudng dé kiém ché su
van chuyén cac chat dinh dudng ti 6ng rudt non vao tuan hoan,
né kéo dai théi gian tréng da day, giam tiét acid da day, giam
san xudt gastrin, han ché tift enzym tuy, giam dong mau trong
lach va lam cham hap thu cylose.

Trén thuc nghiém ngudi ta thiy rang, § con ché, trung hoa
somatostatin bing huyét thanh khang somatostatin sé lam ting
hdp thu cac chat dinh dudng. Diéu dé6 ching td rang,
somatostatin vita 12 hormon ndi tiét vita 1a hormon tac dung can
tiét (paracrine effect).

8. VAI TRO CUA POLYPEPTID TUY VA AMYLIN

8.1. Polypeptid cta tuy (pancreatic polypeptid - PP)

Céc polypeptid tuy duge phat hién trong t€ bao F nam chd
yéu trong cac dao tuy phan duéi dau tuy, da peptid nay c6 tat ca
36 a.a, trong lugng phan tit 42.000. Con rat it bist vé sinh tong
hop polypeptid nay. Nong d6 ciia nd ting trong mau dé dap dng
v6i bita &n hén hgp, tuy nhién truyén glucose hoic truyén
triglycerid vao tinh mach khéng lam ting ndng 46 PP trong
méu, truyén a.a tinh mach lam tang PP rat it. Cit day X sé lam
mit dap @ng véi thiic an.

O ngudi khée manh, ndng d6 ctia PP trung binh 1a 24 + 4
pmol/lit. PP ting trong mau do nhiéu yéu t6 nhu tudi gia, udng
rugu, ia long, suy than man tinh, ha duéng huyét hay nhing réi
loan do viém.

Nong dé 300 pmol/lit, thudng gap & hdu hét bénh nhén c6 u
tuy néi tiét nhu glucagonoma, VIPoma va cac khoi u té bao F
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tuy, trén 20% bénh nhan cé insulinoma va 1/3 ¢6 gastrinomas cé
nong 46 PP trén 300 pmol/lit.

Tac dung sinh 1y ctia PP chua ré.

8.2. Polypeptid dang bot cia dao tuy (islet Amyloid
polypeptid - IAPP) hay amyiin

TAPP hay amylin duge xac dinh 1a peptid ¢6 37 a.a, dude
tich tri cing véi insulin trong té€ bao P tuy, nhung chi véi ti 1&
rdt thap so vé1 insulin (khoang 1%), né cing tiét véi insulin dé
dap dng voi glucose va cac y€u t& kich thich d61 vé6i t& bao B.
Chtic nang cia amylin chua xac dinh dugc nhung hinh nhi né
gay ra su lang dong cic chat dang tinh bdt (amyloid) trong dao
tuy ¢ hau hét bénh nhan bi bénh DTP typ 2. Cac chat dang tinh
bot nay 13 nhiing s¢i protein khéng hoa tan, thanh phan cha
yéu la amylin va cac peptid tién chat ctia né.

Ciing da ¢6 ¥ kién cho rang, amylin gy nén tinh trang
khang insulin khi cho sinh vat thuc nghiém liéu amylin trén
sinh 1¥, nhung hién nay chua chiing minh dudc trén nguoi.

Dao tuy cia ngudi 16n tudi khong bi bénh BPTD ¢6 chita mét
s0 amyloid gidng nhyu nguoi bi bénh DTD, chi khac 14 véi quy
mb it hon. Quan sat nay, cung v6i su that bai trong viée xéc
dinh hién tudng dot bién (mutation) cua amylin ¢ bénh nhan
DTD typ 2 lam cho ta nghi rang, su lang dong qua nhiéu chat
dang tinh bét (amyloid) trong dao tuy bénh nhan DTD typ 2
12 do ré1 loan vé di truyén tryc ti€p tao nén phan td amylin
bat thuong.

9. VAI TRO CUA MOT SO YEU TO KHONG PHA! HORMON
TRONG CU CHE BENH SINH DAl THAO DUONG

9.1. Rdi loan di truyén

R4t nhiéu tac gia cho rang, nhiing réi loan di truyén hoat tinh
cua enzym phan huy protein (cic enzym nay c¢6 tac dung tach
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C- peptid va giai phéng phén £ insulin) ¢6 ¥ nghia rat 16n trong co
ché& bénh DTD. Khi néng d6 proinsulin, cac thé trung gian, va C-
peptid ting trong mau thi néng d6 insulin lai rat thap.

9.2. Khang thé khang insulin khi tiém insulin khong tinh
khiét

9.3. Lipoprotein

Cé tac dung khang insulin: loai lipoprotein da phat hién
th&y & nhitng con vat thi nghiém giv DTD bing allocsan, DTD
do tdng GH kéo dai. Nhiing bénh nhéan khi c6 tinh trang ha
dlidng huyét kéo dai, ning (vi du: khi ha dudng huyet do giy soc
dé didu tri bénh tam than), lipoprotein ngan can insulin hoat
héa hexokinase khi taoc nén nhiing phic hop véi GH va
glucocorticoid.

9.4. Acid béo khong este hda

Néng d6 acid béo khong este hoa thuong thay tang trong

mau bénh nhan DTD va ¢é thé 13 mét trong nhitng yéu t6 sinh
bénh DTD.

9.5. Bién ddi téc db phan hiy insulin

Déc biét réi loan phan huy tai gan. Trong gan c6 nhiéu hé
théng enzym cé tac dung trén tiing giai doan khéac nhau ctia qua
trinh thoai héa insulin. Nhiing bénh nhin DTD, hoat tinh cla
cac enzym nay c¢6 thé bi bién déi.

Thoi gian phéin hity ctia insulin, m6t mit phu thude vio téc
do va cu?dng dd tiét insulin, mit khac phu thudc vao sy phan
hay cua né ¢ trong gan va & cac t8 chic ngoai vi. Thai gian ban
hay nay khoang 35 phiit. G nhitng con vat bi DTD, thai gian
ban huy cta insulin thay déi 16n hon nhifu so véi nhing con
vat khac.
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Chudng 2. PHAN LOAI NGUYEN NHAN BENH
DAl THAO PUONG

1. PHAN LOAI

1.1. Bai thao dudng typ 1

La bénh do t&€ bao béta tuy bi phi hoai dua dén thiéu
insulin hoan toan.

— Mién dich trung gian t€ bao

— Khong rd nguyén nhan

1.2. Bai thao duong typ 2

DTD typ 2 c6 thé i tinh trang khang insulin 1a chinh véi
thidu insulin tuong d6i dén tinh trang thiéu hut vé tiét insulin
1a chul y&u cung véi tinh trang khang insulin.

1.3. Cac typ PTP dic hidu khac

1.3.1. Thiéu hut di truyén chirc nang té bao béta
— Chromosome 12. HNF - 1=. (Thé MODY. 3).
— Chromosome 7. glucokinase (Thé MODY. 2).
—  Chromosome 20. HNF - 4. (Thé MODY. 1).
— AND cua ty lap thé (mitochondrial ADN).
—  Céc thé khac.
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1.3.2. Thiéu hut di truyén vé tdc déng cua insulin

Khang insulin typ A.

Héi chiing Leprechaunism.

Hé1 chiing Rabson- Mendenhall.

Dai thao dudng teo t6 chic mé (lipoatrophic diabetes).
Cac thé khac.

1.3.3. Bénh tuyén tuy ngoai tiét

Viém tuy.

Chan thuong, cit tuy toan bé. ‘

Ung thu tuy.

Xd nang tuy (cystic fibrosis).

Nhiém sic t6 siat (hemochromatosis).

Xo s0i tuy (fibrocalculous pancreatopathy).
Céac bénh khac.

1.3.4. Cdc bénh néi tiét

a—

Bénh to dau chi.

Ho: chiang Cushing,.

U t&€ bao tiét glucagon (glucagonoma).

U tuy thugng than (pheochromocytoma).
Cuong giap (hyperthyroidism).

U tiét somatostatin.

U tiét aldosteron.
Cac bénh khac.

1.3.5. Thuéc hodc hoa chat
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Pentamidin.

Acid micotinic.

Hormon tuyén giap.

Diazoxad.

Cac chat ddng van p adrenergic.
Thiazid.

Dilantin.

Interferon <.
Céac chat khac.

1.3.6. Nhiém khuan

Bénh s6i (rubella) bAm sinh.
Cytomegalovirus.

Céc loai nhiém khuan khac.

1.3.7. Nhing thé PTD mién dich trung gian it gdp

- Cac khang thé khang receptor tiép nhan insulin.

Héi ching Stiff - man.

Céc thé khac.

1.3.8. M6t s6 héi chung di truyén két hop vdi DTD

Hé61 ching Down,

Héi chiing Klinefelter.
Héi chitng Turner.
Héi ching Wolfam.
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2. GIAI THICH MOT SO CHI TIET TRONG BANG PHAN LOAI
pTD

~ Cum tt DTD phu thudéc insulin (insulin - dependent
Diabetes mellitus - IDDM) va DTD khoéng phu thude insulin
(non - insulin - dependent Diabetes mellitus (NIDDM). Hién
nay nguci ta khong dung vi nhitng cum ti trén gy ra su nham
1an, va phan loai nhu vay dua trén nhu ciu didu tri insulin hon
14 theo co ché bénh sinh.

~  Cum t typ 1 va typ 2 DTD dude giif lai, cac con s6 I va
II bing s6 La Ma truéc day duge thay bing s6 A Rap 1, 2 dé
tranh nham con s8 “II” sang s6 11.

Dai thao duong typ 1 gébm nhiing trudng hop ma nguyén
nhén trudc hét 1a do pha hoai t&€ bao béta, c6 xu huéng nhiém
toan ceton, co ché sinh bénh lién quan dén quéa trinh ty mién
dich. Khi khéng ¢6 nhitng nguyén nhén ké trén PTD typ 1 dugc
xép vao mét loai riéng: DTD typ 1 khéng rd nguyén nhén (typ 1
1diopathic).

+ Dai thao dudng typ 1 khéng gém nhung thé bénh tuy té
bao béta cling bi hiy hoai hodc suy giam chiic ning nhung trong
cd ché bénh sinh khéng phai do tu mién dich dic hiéu (mhu x¢
nang tuy).

+ Hau hét DTD typ 1 thuong c6 cac tu khang thé sau day:
khang thé khang t& bao dao tuy, khang thé khang GAD, IA - 2,
IA - 2B, hoac tu khang thé khang insulin. Cac qua trinh tu mién
dich nay sé pha hoai t€ bao béta. Nhiing trudng hop khéng cé
béng chiing vé tu mién, s& dude xép vao loai PTD typ 1 khéng r6
nguyén nhan.

- Dai thao dudng typ 2 chi€m ti 1& da s6 trong théng ké
chung bénh DTD, cd ché& bénh sinh chi yéu cta typ 2 1a khang
insulin ciing véi thiéu hut vé tiét insulin.
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- Vé bénh DTD do kém dinh dudng (malnutrition related
diabetes) dugc loai bd, vi tinh trang kém dinh dudng c6 thé anh
huong dén su xuat hién cia cac typ khac cia bénh DTD, nhiing
bang chitng vé thiéu protein 12 nguyén nhan truc tiép gay ra
bénh DTD thi chua thuyét phuc.

Bénh xo sd1 tuy (fibrocalculous pancreatopathy) trude déiy
duge xép vao mdt nhém nhoé cha caa DTD lién quan dén kém
dinh dudng, nay dugc xép vao “bénh cta tuy ngoai tiét”.

~  Tinh trang ro1 loan dung nap glucose (impaired glucose
Tolerance - IGT) dudc giit nguyén khai niém nay. Tinh trang
trung glan lac d6i duge dat tén 14 “roi loan duong huyét lac déi”
(impaired fasting glucose - IFG).

- DAai thao dudng & thoi ki c6 thal (gestational diabetes
mellitus - GDM) duge giit lai nhu dinh nghia cua Té chiic Y t&
thé& gigi (WHOQO) va cta Nhom tu liéu DTD quéce gia (National
Diabetes Data group - NDDQG) truée day. Dé sang loc va phat
hién, khuyén nén tién hanh nghiém phap ting dudng huyét.

~ V& tinh trang tang dudng huyét c6 thé thay déi theo thoi
gian, phu thude vao dién bién bénh co ban. Trong qua trinh tién
trién ctia bénh DTD, ¢6 thé chua c6 tri¢u ching 14m sang vé
DTD, nhung lam xét nghiém da cé tinh trang IGF va/ hodc IGT
(ré1 loan dung nap glucose).

+ Mot s bénh nhan DTD, nhat 1a DTD t§p 2, kiém soat
glucose c6 thé dat hiéu qua bing cac bién phap giam trong
luong co thé, tap luyén, va/ hoic udng céc thudc ha dudng huyét,
ma khéng can dén insulin.

+ Nhung 6 mdt s6 bénh nhan, chiic nang tiét insulin cia té
bao béta tuy bi suy gidm chua that nghiém trong cé thé phai
dung insulin, dé giap kiém soat, diéu chinh. M6t s bénh nhan,
t€ bao béta bi pha hoal ning, khéng con kha nang tiét insulin,
can phai dung insulin dé tén tai, séng con.
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+ Mic d6 ning cua qua trinh r6i loan chuyén héa co thé
ning dan 1én (progress), giam dan (regress), hodac khéng bién
d6i. Nhu vay, mic d6 ting dudng huyét phan anh muc db
ning cua qua trinh réi loan chuyén héa. Do vay diéu tri dé 6n
dinh mic duong huyét 14 muc dich hang dau trong diéu tri
bénh DTD.

- Xac dinh typ DTD dé1 vdi ting bénh nhan phu thube vao
hoan canh & thoi diém dat chin doan, nhifu trudng hop khéng
phai dé dang x€p vao mét loai nao cho that chinh xac. Vi du:
ngudi phu nit ¢6 DTD & thoi ky cé thai (GMD) c6 thé tiép tuc
tang duong huyét sau khi da sinh con, trén thuc t& nhitng bénh
nhan d6 duge x€p vao DT typ 1. G mét s8 bénh nhan khac, bi
DTD vi dung liéu qua lén glucocorticoid c6 thé trd lai tinh trang
duong huyét binh thuong sau khi bénh nhan ngitng uéng thude,
nhung sau dé c6 thé bi DTD vai niam sau khi ¢6 viém tuy tai
phat. Hodc mot s6 nguoi diéu tri bang thiazid xay ra DTD vai
nam sau. Thiazid ban than né hi€m khi 12 nguyén nhan lam
tang dudéng huyét ning, do viay nhiing ngudi nay c6 18 da co
bénh DTD typ 2 va thudc thiazid 14 nguyén nhén lam bénh
DTD niang 1én.

3. DAI THAO DUONG TYP 1 (BTP MIEN DICH TRUNG GIAN
TE BAO)

Trong phan loai cii, typ 1 DTD duge goi 1a PTD phu thuse
insulin, hodc DTD ngudi tré. Nguyén nhan 1a do t& bao béta bi
pha huy do quéa trinh mién dich trung gian t&€ bao. Cac ddu an
cua qua trinh gom cé: cac tu khang thé khang té bao dao tuy, tu
khang thé khang insulin, tu khang thé khang glutamic acid
decarboxylase (GAD), tu khang thé khang tyrosin phosphatase
TA -2 vaJA - 2B. C6 @én 85 - 90% ngudi c6 ting dudng huyét lic
dé1, trong thoi gian dau phat hién dude méot hay nhiéu cac dau
4n (makers) néi trén.
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Bénh DTD typ 1 ¢6 moi lién két rat chat ché véi HLA, véi
gen DQA, gen B, cac gen DRB. Céac allen HLA - DR/DQ nay cb
thé 1a tién t& (predisposing) hoac 1& cac yéu t6 bao vé
(protective).

Dai thao dufdng typ 1 ¢6 téc d6 t& bao béta bi huy hoai rat
khac nhau, ¢6 thé nhanh § mét sO ng‘Lfdl nay (chu yéu Ia 6 tré
nho va tudéi thanh nién) nhung c6 thé cham véi nhiing nguoi
khéc {chi yéu & ngudi 16n tudi). Tré em va thanh thidu nién ¢
thé ¢ tinh trang nhiém toan ceton la tridu ching ddu tién cia
bénh. Mét s6 bénh nhan hic ban dau tang dudng huyét luc déi
chi é mic vita phai, nhung c6 thé bién déi rat nhanh thanh ting
duong huyét ning vd/ hodic ¢6 toan héa chuyén héa tang acid
cetonic khi bi nhi€m khuén hodc stress khac. Con mét s nguol
khac, dac biét 6 ngudi 16n, chiic nang t& bao béta con duy tri
dugc phin nao da dé ngan chin tinh trang toan héa chuyén
trong nhiéu nam, nhung cang vé sau sé trd nén phu thudc
insulin dé s6ng nhat 13 nguy cd nhiém ceton.

Vao giai doan muén hon cua bénh, insulin dudc tiét ra rat it
hodc t€ bao béta hoan toan khéng con chic ning tiét insulin
nida, dinh lugng C peptid huyét tuong thip hodc khéng xic
dinh dugc.

Bénh DTD typ 1 thudng xay ra 6 ngudi tré va vi thanh nién,
nhung né ciing c¢6 thé xay ra ¢ bat ky lia tudl nao ngay 6 nhiing
nguoi 80 - 80 tudl.

R61 loan tu mién dua dén hiy hoai t& bao béta ¢6 da bam t&
di truyén, dong thoi lién quan dén cac yéu t6 méi trudng, nhiing
yéu t6 nay con it dude xac dinh.

Mac di bénh nhian DTD typ 1 it khi ¢6 béo phi, nhung néu
¢6 béo cling khong phai khong gip trén 14m sang.
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Dai thao duong typ 1 ¢6 xu huéng két hgp véi cac bénh tu
mién khac nhu bénh Basedow (bénh Graves), bénh Hashimoto;
Addison, bénh bach bién, thifu mau ac tinh.

Dai thao dudng khong r6 nguyén nhan (idiopathic diabetes):
mot s6 thé DTD typ 1 ¢ ch& bénh sinh chua rd, ¢6 giam insulin
thudng xuyén va cé xu hudng nhiém toan do ting acid cetonic.
Nhung khéng cé bang ching vé réi loan tu mién trong t&€ bao
béta tuy, khong c¢6 két hop véi HLA. Bénh nhéin can phai diéu
tri insulin.

4. DAI THAO DUGNG TYP 2 (KHANG INSULIN GAY NEN
THIEU INSULIN TUONG PO! DEN THIEU HUT VE TIET
INSULIN)

Phan loai cii goi thé bénh nay 132 PTD khéng phu thude
insulin, DTP typ 2, hoac PTD ngudi 16n tudi.

Dai thao dudng typ 2 14 cum tit dé chi ngudi cé tinh trang
khang insulin va thudng ¢é khang insulin tuong 461 (hon la
tuyét d61), it nhat la lie bat ddu bi bénh khéng can phai diéu tri
bing insulin dé duy tri su séng.

Bénh c6 rat nhiéu nguyén nhan, xac dinh dudec nguyén
nhan sinh bénh dic hiéu con khé khan. Nhung khéng c¢é hién
tugng huy hoai t& bao béta tu mién.

Hau hét bénh nhan DTD typ 2 c¢6 béo, va béo ban than nd
da 14 nguyén nhan & mtc d6 nhit dinh cta khang insulin,
nhing bénh nhan khong béo (tinh theo can nang l¥ tudng, tinh
theo chi s§ khéi co thé - BMI) ¢6 thé cé tang tap trung mé vang
bung. Tinh trang toan héa chuyén héa do tang acid cetonic it
khi xay ra mot cach tu nhién, thuong xay ra khi ¢6 stress hoic
két hgp véi nhiing bénh khac nhu nhiém khuén.
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Pai thao dudng typ 2 dién bién cham, it c6 triéu ching ro
rét nén ngudi bénh khéng biét minh bi bénh, nhung lai tiém an
nguy co phat trién cic bién chitng mau.

Nong 46 insulin, huyét tuong binh thuong hoac tang. Tinh
trang khéang insulin c¢6é thé duge cai thién bang cac bién phap
giam can va/ hoac bang thude ha dudng huyét, nhung it khi trd
lai duge trang thai binh thudng. Nguy co phat trién DTD typ 2
tang lén theo tudi, béo phi, khong hoat dong thé luc, tang HA,
&1 loan chuyén hoéa lipid, ¢6 sy tham gia cta yéu t8 chung tée
va dia 1y.

Yéu té di truyén trong DTD typ 2 manh hon BT typ 1, di
truyén cua DTD typ 2 da dang, phic hop va ¢én chua xac dinh
roé rang.

5. CAC TYP DAC HIEU KHAC CUA BENH BTD

— Thiéu hut di truyén t& bao béta: Mot 6 thé PTD la do
khiém khuyét di truyén don gen (monogenetic defect) trong
chiic niang t&€ bao béta. Nhitng thé nay cta DTD ¢6 dic diém
ting dudng huyét viia phai, thuong bit diu bénh § tudi tré
(thudng duéi tudi 25) nén dugce goi 1a thé PTD xudt hién d ngudi
tré (Maturity - onset diabetes of the young - MODY), ¢6 dac
diém cht yéu la r6i loan tiét insulin. Bénh di truyén cha yéu la
rdi loan tiét insulin. Bénh di truyén theo kiéu tréi, tu théan
(autosomal dominant pattern). Nhiing bat thuong & 3 locus di
truyén trén cac chromosom khéac nhau giy nén nhiing héi chitng
1am sang khéc nhau da dude xac dinh; thudng giap nhat la thé
lién quan dén do6t bién chromosom 12 trong yéu té sao chép cia
té bao gan, con dude goi 1a “yéu td nhan” cua t€ bao gan
(Hepatoeyte Nuclear factor (HNF) 1 - «).

— Thé thi hai do d6t bién gen glucokinase ¢ chromosom
7p: gy nén sy thiéu hut phan ti glucokinase, enzym nay c¢o
nhiém vu chuyén glucose thanh glucose — 6 — phosphat, chuyén
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héa cua no, nguge lai, kich thich t& bao béta it insulin. Nhu
vay, glucokinase ¢6 vai tro nhu yéu t “do tim” glucose (glucose
sensor) cho t& bao béta. V1 thidu gen glucokinase nén tang néng
d6 glucose 1a can thidt dé kich thich t& bao béta tiét insulin.

— Thé thi ba la do dot bién gen HNF - 4o (Hepatocyte
Nuclear factor 4 - «) trén chromosom 20 - gq. HNF - 4« 1a yé&u t6
sao chép tham gia diéu hoa sy trinh dién cia HNF - .

~ D6t bién trén AND ctia mitochondria: cfing da duge phat
hién c6 1ién quan dén BTD va diéc. Dot bién thufing gip nhit &
vi tri 3243 trong gen tRNA leucin lam chuyén tt A — G. Cac
tén thuong bifu hién cac triéu chiing bénh 1¥ tuong Gng trong
hé1 ching MELAS: (Mltochondnal myopathy, Encephalopathy,
lactic acidosis and stroke - like - syndrome). Bénh co do ty lap
thé; bénh nao, nhidm toan acid lactic, hé1 chiing giéng d6t quy.
Tuy nhién DTD khong co trong ho1 chung nay, chiing to su khac
biét ctia nhiing bifu hién kidu hinh cia r6; loan di truyén nay.

- Nhilng bat thudng gy nén tinh trang mit kha nang
chuyén proinsulin thanh insulin: cing d& xac dinh dugec 6 mot
val gia dinh, nhiing bat thuang nay cung duge di truyen theo
kidu trdi, tu than. Nhiing réi loan c¢6 thé thay duge la: réi loan
dung nap glucose vita phai, ¢6 nhiing phén tii insulin dot bién,
bat thudng vé hién tugng gén insulin véi receptor.

— Khi€m khuyét di truyén vé tac dong chia insulin: dai
thao dudng c6 thé xay ra do nhitng bat thusng vé quydt dinh di
truyén v€ tdc dong cla insulin. Nhiing bat thudng vé chuyén
hoa két hgp v6i dot bién receptor tiép nhan insulin ¢6 thé dua
dén tinh trang tang insulin huyét tuong va tang dudng huyét
viia phai dén DTD mtic do nang. Mot s6 bénh nhan bi nhiing dét
bién nay ¢6 thé méc bénh gai den (acanthosis nigricans), phu nii
¢6 thé bi nam héa, to cac nang buéng tring. Héi ching nay
trude day goi 14 héi ching khang insulin typ A.

— Hoi chiing Leprechaunism va Rabson - Mandenhall: 13
hai héi chitng nhi khoa, xay ra do dét bién trong gen receptor
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ti€p nhan insulin, Jam bi&n déi chiic nang clia receptor tiép
nhan insulin va gay nén tinh trang khang insulin manh.

Hoi ching Leprechaunism ¢6 nhiing triéu chiing déc trung
vé b mit va tré thudng chét & tudi nhi nhi, con héi ching
Rabson - Mandenhall dac trung boi nhiing bat thuong vé rang,
mong tay, chdn va qua san tuyén tung. Ngudi ta cho ring
nhiing tén thuong gy nén nhing héi chung ldm sang trén day
c6 18 khu tra trong nhiing duong truyén dat tin hiéu théng tin
sau receptor.

— Bénh cia tuy ngoai tiét:

B4t ¢t qué trinh bénh 1y ndo gay tén thu’dng lan téa ¢ tuy
d€u c6 thé giy nén bénh DTD. Cac bénh Iy mie phai & tuy nhu
viém tuy, chin thuong, nhiém khuin, cit bd tuy, ung thu tuy,
cac bénh xo nang tuy (cystic fibrosis) va bénh nhiém sic t8 st
mb tuy cling c6 thé giy ton thuong t€ bao béta va lam réi loan
tiét insulin.

— Céac bénh noi tiét: cac bénh duge liét ké trong bang
phan loai.

— Thude va héa chat.

~ Nhiém khuén.

~ Nhiing thé it phd bién ciia PTP mién dich trung gian
té& bao.

— Héi chang Stiff-man: 12 mot r6i loan tu midn cta hé
than kinh trung uong, cé dac diém co cing cac co truc, co thit
gay dau, thuong c¢6 hiéu gia cao vé tu khang thé khang GAD va
¢6 khoang 1/3 phat trién thanh bénh BTH.

Khang thé khang receptor tié’p nhan insulin c¢é thé la
nguyen nhan gay nén DTD, vi khi gan vl receptor sé ngan chin
gin insulin véi receptor cta insulin & co quan dich. Tuy nhién,
trong mot sd truong hdp, cac khang thé nay c6 thé tac dong nhu
mdt chu van (agomst) cua insulin sau khi gin véi receptor, bang
cach d6, 6 thé 1a nguyén nhan giy ha duong huyét.
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Khéang thé khang receptor tiép nhan insulin déi khi phat
hién thdy 6 nhiing bénh nhan bi bénh lupus ban do hé théng va
cac bénh tu mién dich khéc.

Nhiing bénh nhé&n nay thudng bi bénh gai den (acanthosis
nigricans).

Trude diy thé bénh nay duge goi 1a “khang insulin typ B”.
—  Cac hoi ching di truyén khac két hgp véi bénh DTD:

Nhiing héi chiing di truyén d6 1a héi ching Down (bat
thuong vé chromosome).

Hai chiing Klinefeiter, hoi chiing Turner, héi chiing Wolfam 14
do ré61 loan di truyén kiéu l#n, tu than, dic trung bdi thiu tram
trong insulin va khéng thay té bao béta khi lam giai phau bénh.

M6t s6 biéu hién khac nhu dai thac nhat, suy chiic nang
sinh duc, teo thi than kinh, diéc than kinh va nhiéu héi chiing
khac da dugce liét ké trong bang phan loai.

-~ Dai thao duong trong thoi gian ¢é thai:

Chan doan DTD trong thoi ki ¢ thai & bat ki miic d6 nao
cua ro1 loan dung nap glucose, xuit hién lan dau tién hay da
duge xac dinh trong thoi ki ¢6 thai. Khai niém nay bao gdm ca
nhiing nguoi da duge xac dinh ¢6 réi loan dung nap glucose di
duge diéu tri bang tiét ché hay bang insulin, ngay ca khi dudng
huyét ting sau khi 43 sinh, ca nhiing bénh nhan bi BTD trude
khi chua c6 thai nhung chua dude chén doan.

6 tuan sau khi sinh tat ca cac bénh nhan nay phai duge
kiém tra lai dé€ danh gia tién trién ctia bénh, ¢6 thé c6 nhing
kiéu dién bién nhu: réi loan dung nap glucose, roi loan dudng
lac 461, trd lai trang thai binh thuong (théng thudng nhat).

Néu 14n sinh tiép theo, ¢6 roi loan dung nap glucose thi ti
30 - 50% sé chuyén sang bénh DTD thuc thu typ 1 hodc typ 2.
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Chuong 3. BENH DAl THAC DPUCNG

1. BINH NGHIA VA KHAI NIEM CHUNG VE BENH BTD

Dai thao dudng 1a bénh cia nhém cac bénh chuyén héa, cb
dac diém tang dudng huyét do thiu hut vé tiét insulin, vé tac
dong cua insulin hoac ca hai. Tang dudng huyét kéo dai gay nén
nhiing tén thuong, rdi loan chiic ning, suy giam cic ¢ quan
trong co thé, d4c bidt 14 mat, than, than kinh, tim va mach mau.

Mot vai qua trinh bénh 1y tham gia trong su phat trién
bénh DTD, ti hiy hoai t€ bao béta do co ché tu mién dich, hau
qua la thiéu insulin, d&n nhiing réi loan do hién tusng d& khang
(resistance) tac dong cua insulin. Co sé cua nhiing ré1 loan
chuyén hoéa duong, dam, md & bénh nhan DTD 13 do su thidu
hut vé tac déng ctia insulin 6 cac t6 chic dich.

Su thidu hut d6 1a do tiét insulin khéng day du vivhoac
gidm dap ng cta t6 chic d6i v6i insulin, § mét hoic nhiéu khau
trong qua trinh tac ddng cia né. Ré1 loan gua trinh tiét insulin
va thi€u hut vé tac dong cua né thudng xay ra trén mot bénh
nhan va thuong khé xac dinh nguyén nhin nao xay ra truéc gay
nén tinh trang tang duong huyét. Nhiing triéu ching giy nén
tinh trang ting dudng huyét bao gom dai nhidu, uéng nhiéu, sit
cén, d61 khi &n nhiéu, mg mét, r6i loan vé sy phat trién va stc
chéng &8 d6i véi nhiém khuin.
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Nhiing bién chiing cap de doa dén cubc séng do tang dudng
huyét 12 bién ching tang acid cetonic hodc héi chimg ting ap
lge tham thiu.

Nhiing bién chiing man tinh ciia PTD bao gdm: bénh véng
mac lam mat thi lyc, bénh than dua dén suy than, bénh thin
kinh ngoai vi Ia nguyén nhén caa loét chén, dau khép, tham chi
phai cit cut chi, bénh than kinh thyc vat (autonomic
neuropathy) la nguyén nhén cua céc triéu chiing vé dudng tiéu
héa, tiét niéu sinh due, cic triéu ching tim mach va réi loan
chtc néng tinh duc (Sexual dysfunction).

Hién tugng gin dudng (glycation) clia protein té chic, cua
chac phan ta 16n khac va viée san xuit qua nhiéu cac phitc hop
polyol tit glucose 1a mét trong nhitng co ché& dua dén tén thuong
té chiic do tang dudng huyét.

O bénh nhan DPTD thudng tang ti 1& méi méic hang nam
(incidence) vé cac bénh tim mach do viia x¢ dong mach, céac
bénh mach mau ngoal vi, bénh mach mau nao, tang HA, nhiing
ré1 loan vé chuyén héa llpoprotem cac bénh quanh riang, la
nhiing bénh 1y thudng gip ¢ bénh DTH.

Anh hUOng vé tam 1y, xa hoi va nhu ciu didu tri cua bénh
DTD c6 thé 1a nguyén nhan cta nhiing réi loan tim sinh 1y caa
bénh nhan va ngudi than caa ho.

Phan 16n bénh nhin DTD rdi vao trong hai nhém 16n trong
phan loai bénh. Loai DTD typ 1 1a thé bénh thifu hoan toan
insulin do réi loan tiét insulin. Cac nguy co phat trién DTD typ
1 thuang c6 thé xac dinh duge bang huyet thanh hoc vé cac qua
trinh mién dich bénh 1y xay ra ¢ cac tiéu dao tuyén tuy va biang
cac ddu 4n di truyén (genetic markers).

Nhém thi hai chiém ti 16 da s6 bénh DTD 13 DTD typ 2, ma
nguyén nhén sinh bénh 1a sy phéi hgp cta tinh trang khang
insulin va tinh trang dap Gng insulin mit bu. Thé bénh nay
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thudng ton tai trong thoi gian dai ma khong ¢6 triéu ching 14m
sang. Trong subt thoi ki khéng cé triéu ching lam sang dé, cé
thé phat hién dude su bat thudng vé chuyén héa glucose bang
dinh hugng glucose huyét tuong lic déi hoac sau khi lam nghiém
phéap tang duong huyét. '

Nam 2000, theo WHO, toan thé gidi ¢ it nhat khoang 171
triéu nguci bi bénh DTD, ty 1é nay ting rat nhanh, dy doan téi
nam 2030, con s8 nay sé tang gip d6i (khoang trén 340 triéu
ngucl trén toan caw). Bénh DTD xiy ra khap cac chiu lue,
thuong 12 DTD typ 2, dic biét d cac nude phat trién. Tuy nhién,
ty 1& bénh tang nhanh nhit 13 cac nude thude chau Phi va chau
A, dy bao t6i nam 2030 s6 bénh nhan DTD cht yéu & hai chau
Iuc nay. Téng ty 1é bénh DTP & cac nude dang phat trién do di
dan ra thanh thi, thay d6i 181 séng, c6 16 quan trong nhat la ap
dung ché& d6 an theo Phuong Tay, DTD ¢6 1& 1a mét trong 5 bénh
quan trong hang dau & thé gidi phat trién, dang ting 1én mét
cach nghiém trong ¢ nol nay hay ndi khac, it nhat 20 nam gan
day, toc d6 phat trién cta bénh DTD 6 Bic My da va dang tang
Hén tuc. Nam 2005 6 My da c6 khoang 20,8 triéu nguoi bi bénh
DTD. Theo Hdi Dai thao dudng Hoa Ky (ADA), c6 khoang 6,2
triéu nguoi khéng duge chan doan va khoang 41 triéu ngudi
trong nhém tién DTD. |

DTD typ 1 chiém tu 5 -10%, con lai 13 DTD typ 2. Nam
2003, theo danh gia cua Trung tAm kiém soat va dy phong bénh
Hoa Ky (Centers for Control and Prevention) thi mét trong ba
nguoi My sinh ra sau nim 2000 sé phat sinh bénh DTD trong
cudce séng cua ho.

Theo ADA, khoang 18,3% (8,6 triéu) nguci My 6 d6 tudi
bing hoac trén 60 bi bénh DTD. Bénh PTD tang theo tudi, theo
NHANES III (The national health and nutrition examination
survey), nhitng ngudi trén 65 tudi 18 - 20% bi DTD, véi 40% cb
hodc 12 DTD hoic réi loan dung nap glucose.
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Ty 18 méc bénh thay d8i theo tiing nudc cb nén cOng nghiép
phat trién hay dang phat trién, thay d6i theo titng dan téc, ting
viung dia 1y khac nhau. Theo tai idu cua “nhém nghién cliu
Servier” thi § cac nuée chau Au (Tay Ban Nha ty 1& PTD typ 2:
1%, Vuong quéc Anh 1,2%, Dan Mach 1,6%, Phap 2%). 0 Nam
va Bic My (Argentina 5%, My 6,6%).

Chau Phi (Tunisia 3,8% thanh phé, 1,3% noéng thon; Mali
0,9%).

Theo théng ké ciia Lién doan PTD qudc t&€ (1991), ty 1 méc
bénh mét s6 nude chau A nhu sau: Thai Lan 3,58%, Philippin
4,27%, Malaysia 3,01%, Nam Triéu Tién 2,08%, Dai Loan 1,6%,
Hoéng Kéng 3%.

O Viét Nam, theo tai liéu nghién cttu théng ké ciia ba nhém
tac gia nghidn ciiu trén ba ving khac nhau cua dat nuée vao
d4u nhiing nam 90 thé ky trudc cho thay: 6 Ha Néi ty 16 DTD tu
15 tudi tré 1én 13 1,1%, ndi thanh 1,44%, ngoai thanh 0,63%, ty
1¢ giam dung nap glucose 1a 1,6% (Lé Huy Liéu va CS. 1991).

O thanh phd H6 Chi Minh theo Mai Thé Trach va cong su
(1993): ty 1&é méc bénh DTD 6 thanh phé Hé Chi Minh & ngudi
trén 15 tudi: & ndéi thanh 2,62 + 0,4%, ty 1é giam dung nap
glucose ]a 0,96 £ 0,2%.

Tai Hué: theo két qua nghién c¢Gu cua Trdn Hiu Dang
(1996) ty 1é méc bénh DTD 4 ngudi trén 15 tudi 1a 0,96 + 0,14%,
ty 1& giam dung nap glucose 1,45 + 0,17%.

Nam 2002 - 2003, cong trinh nghién cdu cap Qué’c gia do
Bénh vién Néi tiét Trung uong tién hanh cho thay:

Ty 18 bénh DTD toan quéc 1a 2,7 %, nit 3,7%, nam 3,3%.
Ving nai cao 2,1%, vang trung du 2,2%, vang dong bang ven
"~ bién 2,7%, vang d6 thi, khu cong nghiép 4,4%.
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Ty 1& rd1 loan dung nap glucose toan quéc la 7,3%, thanh
phé 6,5%, dong bang 7%, mién nii 7,1%, trung du 8,3%.

Ty 1é r6i loan dudng mau khi déi: toan qudc 1a 1,9%, mién
nai 2,2%, dong bang 1,4%, trung du 2,4%, thanh phé 1,8%.

So véi ty 1& ¢ nhilng ndm dau thé ky trudc, bénh DTD ¢
nude ta da tang gap 2 lan.

) tudi cang 16n ty 186 mic bénh cang cao, ti 65 tudi trd 1én ty
16 bénh 1én téi 16%. Ty 18 bénh DTD cao & nhitng ngudi bénh bi
béo, vi du: & nhiing ngudi béo trung binh, ty 1é mic bénh tang
lén 4 14n, néu bi bénh béo mic dé nang, ty 1& mac bénh DTD
ting t6i 30 1an so v4i ngudi binh thudng. Nhu vay tudi gia va
bénh béo lién quan véi nhitng y8u t& nguy co phat trién bénh
DTD & nhitng ngudi ¢6 t6 bam do61 véi bénh nay. Theo tai liéu
nghién ctu tinh chat dich té bénh DTD, thi ty 1é bénh ting 1én
hang niam, cd 15 nam thi ty 18 bénh tang 1én 2 lan, DTD duge
x&p vao mot trong ba bénh gay tan phé& va tu vong nhét (xo viia
déng mach, ung thu, DTD). Vi ty 1é bénh ngay cang tang, dic biét
ting trong sé nhiing ngudi dang tham gia lao dong san xuét, cho
nén phong chéng bénh DTD trd thanh van dé y hoc xa hoi. Nhiéu
quéc gia da tién hanh chuong trinh nghién ciu tinh phd bién cha
bénh nay, trude hét 1a dé phat hién sém & giai doan tién DTD dé
du phong ngin chin bénh t¥ giai doan tién lam sang sang lam
sang, va didu tri kip thdi, quan 1y ngoai tra tich cuc, nham dé
phong dude cac bién chitng do bénh giy nén.

Nhiing nguyén nhan tao diéu kién lam tang ty 1& bénh DTD
bao gébm nhiing yéu to sau day:

—~ Tang s6 ngudi c6 t& bam di truyén dé1 véi bénh DTD
trong dan so.

— Tang tudi tho do diéu kién séng va sinh hoat tot hon.
~ Té chiic diéu tri t6t bénh DTD.
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-~ Diéu kién dinh du’ong ngay cang tét, tiang bénh béo, nhip
diéu séng thay d61, tang tAn s cac bénh tim mach (bénh viia X0
dong mach, bénh cao HA...) 1a nhiing yéu td nguy c¢ phat trién
bénh DTD.

- Y té ngay cang phat trién, nén t6 chic phat hién ngay
cang sém bénh DTD trong dan s6. Tiéu chuin chdn doan bénh
DTD duge WHO thong qua 1997 (chén doan DTD khi glucose
huyét tuong lic déi > 126mg/dl (Tmmol/l)), Hoéi DTD Hoa Ky
(ADA) nam 2003 dua muc glucose huyét binh thudng xudng
100mg/dl (5,6 mmoV/l), chic chdn bénh sé duge phat hién sém va
ty 1& bénh ciing sé tang.

Nguyén nhan phat trién bénh PTD trong da s6 trudng
hop 1a sy két hop tinh t6 bdm di truyén va céc yéu t§ nguy cg
tu ngoal.

2. NGUYEN NHAN VA CO CHE SINH BENH

2.1. Co ché bénh sinh DTD typ 1

Vao thoi diém DTD typ 1 xuat hién, hdu hét cac t& bao béta
trong tuyén tuy da bi thuong tén. Qua trinh gay thuong t6n
nay, thyc chit 12 mét qué trinh tu mién dich, mac du ting chi
tiét nhé con dang duge thao luan. Nhidu y kién cho ring, qua
trinh sinh bénh duge minh heoa nhu sau:

— Buée 1: tinh man cam di truyén (genetic susceptibility)
dé61 véi bénh 1a cAn phai ¢b.

-~ Bude 2: mé1 tru(jng song thuong khoi xuéng qua trinh
bénh ¢ nhiing c4 thé c6 min cam di i;ruyen Nhiém vxrus dudgc
xem la co ché& giy bénh thudng gip. Bing ching dé khing dinh
cho méi truong séng tham gia vao cd ché bénh sinh bénh PTD
typ 1 1a nhiing nghién cliu tit nhiing cip dé sinh d6i cung tring.
Trong s6 tré sinh déi nay, ty 18 phit hop véi bénh DTD khong
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qua 50%. Néu DTD nguyén nhan chi la do di truyén, thi ty 1é
phu hop phai 13 100%.

—~ Budc 3: phan ting viém trong tuyén tuy la “insulitis”.
Cac t6 bao giy viém trong ddo tuy la céc t& bao lympho duge
hoat hoa.

Bang 3.1. Tom tat vé co ché bénh sinh bénh BTD typ 1.

Cac budéc | Qua trinh sinh bénh Tac nhan hodic phan img
1 Tinh mé‘in\cém di HLA, DR3, DR4
truyén (cd quan cam thuy té bao lympho T)
) !
2 Moi trudng song Virus (?)
2 !
3 Viém dao tuy Tham nhiém céc t&€ bao
(insuiitis) lympho T hoat héa
: !
4 Hoat hoa hé thong Ctia minh bién thanh
mien dich khong phai cla minh
v !
5 Tan cong cha mién Khang thé khang t& bao dZo tuy,
dich trén t& bao béta mién dich trung gian t€ bao
) 3
6 Dai thao dudng Trén 90% 1& bao béta bi pha hiy

~ Budc 4: su bién ddi hay bién chat bé mit té bao béta,
lam cho cac t& bao mién dich d& nhéan dang cii cia minh thanh
cai khéng phai cua minh (self — nonself).

~  Budec 5: phat trién cac phan fing mién dich vi cac dao tuy
bay gi6 dudc xem nhu “khong phal ciia minh” (nonself), cac
khang thé doc t& bao phat trién va hoat déng trong su phdi hop
vé1 ¢ ché mién dich trung gian t& bao. Két qua cudl cung la pha
hoai cac té bao béta va xuit hién bénh DTD.
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Tuy nhién, trong thue t& lam sang, PTD typ 1 c¢6 thé xay ra
chi do méi trudng song (nhu ngd doc thude diét chudt...) ciing c6
thé DTD typ 1 xay ra chi do co ch€ mién dich, hoan toan do yéu
t6 di truyén ma khéng ¢6 tac dong ciia méi trudng. Nhung nhin
chung qua trinh sinh bénh BTD typ 1 14 theo médt qua trinh: t6
bam di truyén — tac dong ctia moi trudng séng — vidm dao tuy
— chuyén t& bac béta clia minh thanh khéng phai cda minh —
hoat héa hé thong mién dich - pha hoai t& bao béta - DTD.

Dai thao dudng typ 1 la thé bénh nang, dién bién khéng dn
dinh, thudng cé ting ceton huyét khi khéng duge diéu tri, bénh
xudt hidn & tudl thanh thiéu nién, nhung d6i khi cang c6 thé
gdp ¢ nguoi Ién, dac biét khdng cé béo béu, va triéu chiing tang
duong huyét 1a triéu ching khéi dau cta bénh.

Day 1a mét tinh trang rdi loan chuyén héa di héa (catabolic
disorder), trong d6 insulin luu hanh trong mau hau nhu khéng
c6, nguge lai, tdng nong d6 glucagon. T& bao béta dao
Langerhans khéng dap ing véi nhiing kich thich nhim téng
hop va tidt insulin. Vi vay insulin tit ngoal dua vao la cin
thiét dé phuc héi lai tinh trang di héa, dé phong tinh trang toan
héa do tdng acid cetonic, giam glucagon huyét, va lam ha
dudng huyét.

Ty 1¢ DTD typ 1 khac nhau tay tai liéu cong bé, cao nhiat 14
d Scandinavia chiém 20% trong téng s6 bénh nhan bi DTD (ca
typ 1 va typ 2).

O Nam chau Au 13 13%, Hoa Ky 8%, trong khi dé & Nhat
Ban va Trung Quéc DTD typ 1 cht duéi 1%.

Khang nguyén bach cau ngudi - HLA (Human Leucocyte
Antigen) chac chin c6 lién quan rit chit ché véi sy xuit hién
DTD typ 1. Khodng 95% DTD typ 1 ¢6 HLA DR3 hodc DR4, so
v6i nhiing ngudi nhém chiing chi 45 - 50% (nghién citu &
Caucasian). Gen HLA - DQ 1a nhitng dau 4n (makers) dic hiéu
hon vé tinh min cam caa DTD typ 1. Nhing gen dic biét nhu
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HLA DQw 3.2 (con goi 1a DQwS) thudng xuyén phat hién thiy g
bénh nhan DTD typ 1 ¢6 HLADR4, con gen DQw 3.1 (con goi la
DQw7) la gen bao vé, thuong xuyén thdy & nhing ngudl nhém
chitng ¢6 HLA DR4. Ngudi ta c¢on cho rang HLA DR2 14 gen bao
vé chung chéng bénh DTD typ 1, vi thuong co6 sy lién két véi cac
gen DQ bao vé nhu DQw 3.1.

Cac khang thé khang té bao béta luu hanh duge phat hién 6
khoang 85% bénh nhan DTD typ 1 khi lam xét nghiém mién
dich nhay cam (sensitive immunoassay), phan 16n nhiing bénh
nhan nay da phat hién duge khang thé khang insulin trude khi
bénh nhan duge didu tri bang insulin. Ngudi ta da thdy ring,
hau hét cac khang thé khang t€ bao dao tuy 12 truc ti€p khang
lai acid glutamic decarboxylase (GAD), enzym cé trong lugng
phan ti 64.000 MW nay khu tra trong t€ bao dao tuy.

Chinh vi diic diém vé mién dich nidy, nguoi ta thdy DTD typ
1 thudng xay ra sau nhiém khuin hoic sau nhiém dfc. Ngudi ta
con thay, bénh DTD phéat sinh c6 lién quan vé1 mua, ting tan sd
phat sinh bénh vio mua thu, déng (trong thoi gian dé bi cac
bénh nhiém virus) va gidm vao mua hé. Nhiing yéu t6 nhiém
khu&n hoiic nhidm ddc lam tén thuong t& bao béta tuy tang o
nhilng nguoi ma hé théng mién dich cha ho ¢ t& bam di truyén
manh d&i véi su phat trién phan ing mién dich, hodc la
khang lai cac khang nguyén 1a t& bao béta da bi bign déi, hodc
l1a khang lai nhiing phdn td t& bao béta gidng véi protein
cua virus.

Nhitng yéu t& trong mdi trudng tac dong 1én chic ning t€
biao béta tuy tang bao gébm: cac virus nhu quai bi, hoéc
Coxsackie B4, cac tac nhan héa hoc, ho#c bdi chinh cac doc t6
cla t€ bao do té bao bi pha huy (destructive cytokins), va cac
khang thé duge giai phéng tit cac t& bao mién dich da dugc cam
thu (sensitized immunocytes).
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Bang 3.2. Tom tat nguyén nhan DTD typ 1.

bai thao dudng typ 1

Tén goi trudc day:

- Baj théo dudng phu thuéc insulin
- Dai théo dudng bat dau & tudi tré.

e Nguyén nhan: T€ bao {§ dao tuy bi hly hoai do co ch& mién dich
trung gian té bao.

 Nhilng ddu &n cla qué trinh mién dich trung gian t€ bao
- C6 khang thé t& bao dao tuy

- C6 tu khang thé khang insulin

- Tu khang thé khang glutamin acid decarboxylase (GAD)
- Ty khang thé khang tyrosin phosphatase I1A2 va 1A2 B

Mot hoac nhidu khang thé trén day phat hién duoc & 85 — 90% bénh
nhan DTD & thai diém phat hién bénh.

e Bénh DTD typ 1 ¢6 lién quan vdi HLA: Cac gen DQA va B, c6 thé bi
anh hudng bdi cac gen DRB. Cac aliele HLA DR/ DQ c6 the 13 md dudng
{predisposing) hoac bao vé (protection).

e Hly hoai t& bao B do tu mién c6 nhiéu & bam di truyén da dang, ¢6 lién
quan dén moéi trudng (mac du chua xac dinh day do).

e Dai thdo dudng typ 1 ¢6 khuynh hudng bi cac bénh tu mién khac nhu

bénh Graves, viém tuyén giap Hashimoto, bénh Addison, Vititigo, thiéu mau
ac tinh.

Cac gen HLA d#ic hidu c6 thé lam ting tinh min cAm cta t6
bao béta d61 véi virus gdy bénh DTD, hodc duge lién két véi
nhiing gen phan ng mién dich nhit dinh dua bénh nhan dén
phan dng tu midn pha huy, khang lai cac t& bao dao tuy caa
chinh ban than minh, qua trinh tu xdm 14n (autoaggression).
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Trén 14m sang, sy cai thién tinh trang tang dudng huyét &
nhiing bénh nhan DTD typ 1 duge didu tr1 bang cac thuée {e ché
mién dich nhu cyclosporin mét thoi gian ngan sau khi bénh
xuft hién la mdt bang chiing trong tuong lai vé vai trd ty mién
dich trong co ché& bénh sinh ctia thé bénh nay.

2.2. Co ché bénh sinh DTD typ 2

bai thao dusng typ 2 1a bénh khéng déng nhit, khéng phai
la mét bénh duy nhat, ma la mot tap hop cac hoi chiing khac
nhau. Bénh c¢é nhing bat thudng quan trong vé su tiét va vé tac
dung cta insulin. Du cho ban chit cia sy bat thuong ban dau la
gi cing déu din dén khang insulin va giam tiét insulin; tucng
tac 1an nhau trong quéa trinh phat trién cta bénh, cudi ciing suy
giam tiét insulin do suy kiét t&€ bao béta 1a diéu tat yéu xay ra.
Thém vao dé, moét khi da ting duong huyét, doc tinh glucose sé
gAy ra thém su bat thuong vé tac déng va bai tiét insulin.

2.2.1. Réi loan tiét insulin

Nghia la t& bao béta tuy bi ré1 loan vé kha nang san xuit
insulin binh thuong vé mat s& lugng ciing nhu chat lugng dé
dadm bao cho chuyén hoéa glucose binh thudng. Nhiing réi loan
d6 c6 thé la:

— B4t thuong vé nhip tiét va ddng hoc bai tiét insulin: mat
pha sém.

- Bat thuong vé s6 luong tiét insulin: Theo P.J.
Guillausseau (2000) vao cudi nhitng nam 80, sy phat trién
nhitng phuong phap nhay cam va dac hiéu hon dé dinh lugng
msulin va cac peptid khac thude “gia dinh insulin” trong bénh
nhan DTH typ 2, cho phép nhin nhan méi vé sinh ly bénh cua
DTD typ 2 va nhiing ré1 loan lién quan. St dung phuong phap
immunoradiometric assay; Templ. RC va cdng su (1989) da
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ching minh ring, k&t qua ma trudc day lam bang phuong phap
radioimmunoassay goi 14 insulin. Thuc t& 14 mét hon hgp nhiing
peptid khac nhau thudce “gia dinh insulin” gém: insulin thuc sy,
proinsulin nguyén va proinsulin dugc tach ra d vi tri 32 - 33, do
d6 trong bénh DTD typ 2, néng d6 insulin huyét tuong 461 da
duge ude lugng qua mic bing radicimmunoassay ¢6 dién. Bénh
nhan DTD typ 2 thuc su ¢6 gidm insulin trong tinh trang co ban
sau khi uéng glucose (Templ. RC 1989 va Davies MdJ et al -
1993), su giam sb lugng insulin quan sat thdy 6 bénh nhan DTD
typ 2 c6 béo hoiac khéng béo va khong cé su trung hgp gitia
nhitng tri s6 insulin 6 ngudi DTD va ngudi binh thuong.

— Nhiing bat thudng vé chat lugng cia nhiing peptid ¢6
lién quan dé&n insulin trong méau: ting proinsulin nguyén va
proinsulin tach ra & vi tri 32 - 33 tang g4p 2 - 3 1an ¢ bénh nhan
DTD typ 2 so v6i ngudi khoéng bi BTD.

Tai sao c6 réi loan tiét insulin? Nghia 13 tai sao t& bao béta
lai kém nhan biét glucose, va do vay tiét insulin ciia t& bao nay
tré nén kém: ¢é thé c6 nhiing réi loan sau day:

— Giam su xuat hién GLUT..

— Sy tich tu triglycerid va acid béo tu do trong mau dua
dén sy tich tu triglycerid trong tuy, 14 nguyén nhan gay “ngd
doc lipid” ¢ tuy.

—~ Vai trd ciia amylin.

— Tang nhay cam ctua té bao béta véi chat tc ché truong
lue o« adrenergic.

2.2.2. Khing insulin (Poc thém bai * khang insulin “6 phan sau)

(G bénh nhan DTD typ 2, insulin khong c6 kha nang thuc
hién nhiing tac déng cia minh nhu d ngudi binh thudng. Khang
insulin chtl yéu dudc nghién ciu nhiéu ¢ hai co quan la co
va gan.
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a. Khang insulin 6 co

O bénh nhian DTD typ 2, chuyén héa glucose trong t6 chiic
cd kém vi khéng tong hop duge glycogen ti glucose va rd1 loan
qué trinh oxy hoa glucose trong cac t& bao cg.

- Binh thudng glucose tit mau vao td chic ¢o thi 35% duge
téng hop thanh glycogen, 15% duge phan huy dé thanh lactat,
50% duge oxy héa. O bénh nhan PTD typ 2, hai qua trinh tdng
hop glycogen va oxy héa bi r61 loan, chi con qué trinh phén huy
glucose dé thanh lactat 12 con nguyén ven.

—  Vay tai sao ¢6 su khang insulin 6 t6 chic cd. Cac nghién
citu d3 dé xuat nhiing ¥ kién sau day:

— Vai trdé cua di truyén: cé 3 ré1 loan sau day khéng hoi
phuc lai duge sau khi ngusi bénh dd dude diéu chinh ndéng dd
glucose huyét tré vé binh thudng, lién quan dén di truyén:

+ Gidm qué trinh chuyén GLUTY4 tu khoang trong bao
tuong ra mang té bao dé van chuyén glucose duéi tac dung cta
insulin. Nong dé GLUT4 trong t& bao va sy thuan l¢i trong van
chuyén glucose cua céac t& bao cd va t& bao md gidm 40% &
nhiing nguoi béo khoéng bi bénh DTD va 85% 6 nhiing ngudi béo
co6 PTD typ 2.

+ Giam hoat doéng clia enzym chiu trach nhiém téng hdp
glycogen (enzym giycogenosynthase).

+ Gam kha nang phosphoryl héa dé chuyén glucose thanh
- G-6-Pdco.

— Ngoai ra, con thay ¢6 hién tugng giam hoat tinh enzym
chi yéu trong qua trinh oxy héa glucose (enzym pyruvat -

dehydrogenase) (PDH) do tang acid béo tu do sinh ra ta qua
trinh phan hay Lipid.
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— Mot s6 co ch& phan ti trong hién tugng khang insulin
tai co.

+ R&1 loan chiic nang tai receptor tiép nhan insulin do
giam hoat tinh cta tyrosin - kinase cta tiéu don vi béta va trong
IRS1 (insulin receptor substance 1).

+ Mot s6 cytokin ¢6 anh hudng téi tyrosin kinase ctia tiéu
don vi béta,

e« PC-1-1amot glucoprotein mang, tang trong té& bao cd
bénh nhin DTD typ 2, né tc ché hoat déng cua enzym
tyrosin kinase, tac ddng nhu thé nao chua ré nhung c6 1é 1a
su tuong tac gitia PC - 1 véi receptor tiép nhan insulin.

» Yéu t6 huy hoai u alpha (TN Fx - Tumor Necrosis
Factor alpha) 12 mét cytokin do t& bao md tiét, TN Fx {c
ch& hoat déng cua tyrosinkinase cta tiéu don vi alpha khi
phosphoryl héa tiéu don vi béta trén serin - threonin du.
TN Fx ¢6 thé 13 mot yéu t5 1ién két bénh béo phi véi khang
insulin 6 bénh nhan DTD typ 2.

Leptin 13 mét cytokin ciing do cic t& bdo mé md tiét ra, cb
tdc dung lam giam phosphoryl héa cia IRS-1, lam gidm tac
dung cua insulin d61 v61 enzym phosphoenol pyruvat
carboxykinase (PEP. CK) trong t& bao gan, enzym cb tac dung
lam ting qua trinh tin tao duong trong gan. Cytokin nay c6 1&
12 cau ndi gitta bénh béo phi véi DTD typ 2.

b. Khang insulin & gan

Cé hai yéu t6 duoc dé cap dén la:
— Vai tro tdng glucagon

—~ Téang hoat tinh enzym phosphoehol pyruvat carbo_xykihase
(PEP - CK).
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2.2.3. Vai tro cua di truyén va méi trudng
a. Bénh BTB typ 2 xay ra khi c6 dot bién mét gen

Loai DTD typ 2 nay thudng chi chidm khoang 5 - 15% trong
s0 bénh nhan DTD.

Thuong 1a mét gen trdi, vi du: dot bién gen cua insulin hay
gen cua receptor ti€p nhan insulin, nhitng d6t bién gen nay cb
lién quan dén tinh trang khang insulin. Mot s§ d6t bién khac
gAy nén mot s6 thé bénh “DTD” typ 2 & ngudi tré - MODY
(Maturity onset diabetes of the young).

- MODY - 1: d6t bién tai gen quy dinh yéu t6 nhan 4 o tai
gan (hepatic nuclear factor - 4 alpha = HNF 4«) nidm trén
nhanh dai cta nhidm sic thé 20.q. khi€m khuyét truse hét 1a
lam giam tiét insulin.

—~ MODY - 2: 46t bién vi tri gen quy dinh téng hop enzym
glucokinase, ndm trén canh ngin cua nhiém sic thé 7.p, chiém
gan 50% moi pha hé MODY. Bénh thudng bat dau & tudi tré
(tudi 10 - 15), bénh nhan gy HA khong tang, nguy cc bi bién
chiing thédp, cac triéu chiing 1am sang DTD xuit hién ddy du &
tudi day thi chi yéu 1a gidm tiét insulin.

—~ MODY - 3: d6t bién gen quy dinh yéu t6 nhan 1 alpha tai
t& bao gan - HNF - 1o, ndm trén canh dai cia nhidém séc thé 12,
chiém 1/4 moi trudng hdp PTD typ 2 dude chin doan trude tudi
30. Biéu hién trén ldm sang la tinh trang thifu insulin tram
trong, thudng xuyén cin phai diéu tri bing insulin, nguy co bi
cac bién ching bénh vi mach (bién chiing méat, than).

— Bénh DTD lién quan dén doét bién ADN cua ty lap thé
(Diabetes mellitus assolated with a mutation of mitochondrial
ADN). Vi tinh trang khéng ¢6 ty lap thé nén chi ¢6 me truyén
- cho con qua ty lap thé, do d6t bién (32 - 43 tRNA leucine gen).
Thudng kém theo diéc, cac ré1 loan chuyén héa nhu nhiém toan
ceton va mot hdi chiing bénh rat da dang bao gdm: bénh co do ty
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lap thé (mitochondrial myopathy), bénh nio (encephalopathy),
toan héa tang acid lactic (lactic acidosis), va nhiing dgt giong
dot quy néo {stroke - like- episodes). Hoi ching dude vidt tat:
LELAS - Syndrome.

b. Dai thao duong do dét bién nhiéu gen

Day la thé bénh thudng gap, chiém 85 - 95% bénh DTD typ
2. Kiéu hinh thusng gip nhat 1a “hoi chitng X” (tén thong dung
hién nay: Héi chiing chuyén héa). Nhifu tac gia cho ring, gen
khang insulin ciing ton tai véi cac gen khac nhu ting HA, ting
lipid, DTD typ 2 c6 trong hoi chidng nay.

Mot loai hinh da gen khac 1a BTD typ 2 xuat hién mudn &
nhiing ngudi td 65- 70 tudi. Bénh nhin thudng giy, thiu
insulin tram trong, khéng hodic rat it cé tinh trang khang
insulin. Can dugc di€u tri ngay cho bénh nhan bing insulin sau
khi duge chan doan. Cac xét nghiém mién dich thdy c6 dau &n
mién dich ggi ¥ tinh trang pha hiy té bao béta.

Nguoi ta cing da phat hién thay mot s6 d6t bién gen & bénh
nhan DTD typ 2 nhu d6t bién gen thu thé glucagon, gen thu thé
sulfamid ha duong huyét trén t& bao béta, d6t bién gen cuia
IRS - 1 cua glycogensenthase vi gen RAD (Ras Associatsd with
diabetes).

Chéc chin ring, néu nhu chi dét bién mét gen c6 thé khong
dua giy bénh DTD thi sy két hgp nhiéu gen d6t bidn xay ra yéu
t6 thuan lgi Jam xuét hién bénh BTD.

Hai duéi nhém cua DTD typ 2 12 PTD typ 2 ¢6 béo va khéng
béo. Miic do va ty 1é cua béo thay d6i trong s6 cac nhém chiing
toc khac nhau. Vi du: DTD typ 2 ¢6 béo & ngu?f:ii Trung Qudc va

Nhat Ban chi duéi 30%, 6 Nam My, chéu Au va chau Phi la"
80%, 100% trong s6 nhiing Pima Indians.
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Bang 3.3. Tom tat nguyén nhan BTD typ 2.

Pai thao dudng typ 2

Tén goi trude day: Dai thao dudn'g khéng phu thuéc insulin - Bai thao
dudng ngudi 18n tudi

- Thiéu insulin tuong doi (rat it khi thiéu hoan toan)

- Lién quan dén:

+ Tinh trang khang insulin va ri loan tiéf insulin

+ Béo (chh yéu béo bung)

+ Anh huéng ctia di truyén va méi trudng rat manh

- TY I& phil hgp tré sinh déi cling trimg bi DT typ 2 14 90 - 100%
- Lién guan tryc hé cung bi BTD

- Cac chiing téc khac nhau c6 ty 1é méc bénh DTD typ 2 khéc nhau

- Di truyén theo gen thuding — tréi nhu kiéu MODY

- Anh hudng cha su phét trién lic bao thai va tudi thidu nién.

- Dai thao dudng typ 2 khong béo: 6 nhém bénh nhan nay,
nguoi ta thay: -

Phai sém giai phéng insulin sau khich thich bang glucose
thdp khéng c6. Nhung sé xuit hién khi kich thich tuy tiét
insulin bang truyén sulfonylurea nhanh vao tinh mach, hay
glucagon hodic secretin.

Bénh nhéan dap dng tét véi diéu tri bang thudc udng ha
dudng huyét, doi khi chi béng ché& 46 an. Ciing c6 khi phai diéu
tri bang insulin dé kiém soat duge dudng huyét t6t hon, mac du
tinh trang tang ceton huyét it xay ra hon.

— Dai thao duong typ 2 ¢6 béo: dai thao dudng typ nay 1a
thi phat sau nhiing yéu t& ngoai tuy, giy nén tinh trang mat
nhay cdm d6i véi insulin ndi sinh. Dac diém cta typ nay la:
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DTD nhe, khéng ¢é toan héa chuyén héa tang acid cetonic, chu
yéu gap 6 nguoi 1dn tubi.

Tén thuong ddu tién 13 & ¢ quan ma insulin tac dong (co
quan dich), gdy nén tinh trang m#t hiéu luc téc ddng cua
insulin. Nhitng yéu t6 lam giam dap dng cia cd quan dich d6i
v01 insulin nhu sau:

+ Nhiing yéu td dc ché trudc receptor: cac khang thé
khang insulin.

+ Nhiing yéu td c ché tai receptor:
« Cac khang thé khang receptor ti6p nhan insulin.

» “Giam sy diéu hoa” clia cac receptor vi tang tiét insulin
(hyperinsulinism).

« Cuodng t1€t insulin tién phat (adenoma t&€ bao béta).

« Cudng tiét insulin thit phat dua dén khuyét tit sau
receptor (béo béu, héi chitng Cushing, bénh to dau chi, c¢6
thai) hodc tang dudng huyét kéo dai (bénh DTD, nghiém
phap dung nap sau khi tiém (udng) glucose).

+ Nhiing anh hudng sau receptor:

Céc ¢d quan dich ¢ ngoai vi dap tng kém véi insulin: béo
béu, bénh gan, tinh trang khéng hoat déng co bap, ting dudng
huyét kéo dai.

Tiét qua nhiéu cac hormon sau day: glucocorticoid, hormon
tdng trudng, udng cac thudc ngiia thai, progesteron,
catecholamin, thyroxin.

Nhiing yéu t§ nay sau do c6 thé anh hudng dén chitc nang
t& bao béta tuy tang. Do giam dap dng ddi véi insulin & t6 chite
ngoai vi (t6 chiic cd, mé...), duong huyét ngay cang tang, khi
tdng vira phai, tuyén tuy cudng san, ting tiét nhiéu insulin hon
niia dé trung hoa duge tinh trang tang duong huyét, nhing
trudng hgp néng, néng d6 glucose huyét ludén ludn ting, t6 bao
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béta “mit main cam” (desensitization), khéng con dap Gng dé
tiét insulin. Tinh man cdm nay cua té bao béta dé1 véi kich
thich ctia glucose sé duge phuc héi mét khi tinh trang tang
dudng huyvét duge didu chinh bang bat ki phuong phap nao (ché
d6 an, sulfonylurea va mnsulin).

Béo thudng phan b6 md ¢ bung, lam cho ty 18 bung/méng
tang hon binh thuong, dung ky thuat CT. Scan xac dinh mg tap
trung & mac ndl va mac treo rudt, béo bung thuong lién quan véi
hién tugng khang insulin. Ngudi ta cho rang, hién tugng khéang
insulin ¢6 1& do thi€u hut sau receptor trong tac dung ctaa insulin.
Vi vay sé lam nang hon Ién tinh trang tang dudng huyét.

Néu nhu bénh nhan theo mét ché& dé an nghiém chinh, bét
duge su #n udng qua muc, cac kho dy trit mé it bao hoa hon,
vong tron bénh 1y bi ngit sé cai thién duge “tinh man cam cua
insulin” va nhu viy sé giam tinh trang tang insulin huyét va
tang dudng huyét.

Béo ¢6 vai tré khong nhd trong co ché sinh bénh DTD.

Béo sé dua dén thidu tucng ddi insulin, cht yéu do giam s
lugng receptor 6 cac té6 chiic phu thude insulin.

Do khéng du insulin trong co thé sé gidm tinh thdm caa
mang t6 bao d6i véi glucose & t chitc cd va t6 chitc md, dc ché
qua trinh phosphoryl héa glucose (giam hoat tinh men
hexokinase) va oxy héa glucose lam chiam qué trinh chuyén héa
hydratcarbon thanh md, giam tong hogp glycogen trong gan,
ting tdn tao dudng méi. TAt ca nhing r6i loan trén day
12 nguyén nhan lam ting dudng huyét, 13 triéu chiing c¢s ban
cua bénh.

+ R&i loan chuyén hoéa hydratcarbon trong bénh DTD: bao
gom chu yéu cac rol loan sau day:

> 2 a A - ~ - . ~
o Can trg van chuyén glucose vao to chiic cd va ma.
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 Uc ché oxy héa glucose theo con dudng phosphoryl héa vi
giam hoat tinh cia enzym chia khéa hexokinase,
glycokinase...

» Giam téng hgp glycogen trong gan do giam hoat tinh caa
enzym glucagonsentease.

+ Téang tdn tao dudng mdi (tao dusng tit dam va mg).
Hau qua cua nhiing ré1 loan trén sé 1am cho tang dudng mau.

Con dudng co ban dé bién d6i glucose trong diéu kién sinh
1y 14 con duong phosphoryl héa, thuc hién duéi tac dung cua
insulin, khi khc’ing d insulin chuyén héa duﬁing theo con dudong
nay sé bi rdl loan, nguge lai sé ting chuyén héa theo dudng
khac, nhu chuyén héa glucose theo duong ki khi, do vay trong
céc td chiic sé tang s6 lugng acid lactic, ting acid lactic trong
méau sé 1am ning thém chuyén héa glucose theo duong noi
sorbitol. Sorbitol sé tich lai ¢ dong mach chi, than kinh, thuy
tinh dich. Vi sorbitol 1a ch&t rat hit nude, nén cac td chitc nay bi
phi1 né, gay nén nhiéu réi loan chuyén héa khac.

Nong d6 glucose mau khi cao hon ngudng du(‘}ng cua than
9,5 - IOmmolfht (170 -180mg%) glucose s€ bai tiét ra ngoal theo
nudc tiéu (glucose nidu), glucose niéu cang cao chiing t6 nong d6
glucose mau cang cao, glucose trong nudc tidu sé lam tang ap
suit thaim thiu cla nude tidu, glam tai hap thu nudc tai éng
than, do vay moét s6 lugng 16n nuée tidu sé duge bai tiét ra ngoai.
Nguoi ta tinh duge: ¢t 1g glucose sé kéo thém 20 - 40m] nuée
tiéu bai xudt: mat nude sé ting nong d6 Na*, Cl trong mau, khé
niém mac miéng, tang chiic ning cac tuyén nudc bot, 14 nguyén
nhén 1am cho bénh nhan cam thdy khat.



Bang 3.4. Tom tat lam sang DTB typ 1 vatyp 2.

Typ 1

Typ 2

Lam sang

Di truyén

Co ché
bénh sinh

Cac
té€ bao

.t
tieu dao

—  Khdi bénh < 20 tudi
- Céan nang: binh thudng

- Giam néng 46 insulin
huyét

~  C6 khang thé khang t&
bao tiéu dao

— Tang ceton mau: hay gap
- 50% phl hop 3 tré sinh doi

- K&t hop véi HLA

~ Ty mién. Cd ché ty mién
dich bénh Iy

—  Thiéu insulin ning

_  Viém d4o tuy & giai doan
sdm

-  Teo va xd hda

~  Suy kiét té bao B nang

~  Khdi bénh >30 tudi
-  Béo

- Néng dé insulin huyét binh
thudng hoac tang

—  Khéng cd khang thé khang
t€ bao tiéu dao

— it g&p tang ceton mau

—-  60-80% pht hdp d tré
sinh dbi

—  Khong két hop vai HLA

~  Khang insulin

—  Thiéu insulin tuong déi

~  Khbng c6 insulintis

- Teo tithg ving va lang
dong amyloid

—  Suy kiét t€ bao B vira phai

- Réiloan chuyén hoa lipid:

Khéng du insulin, tong hgp md sé giam, ngude lai ting phin
hiy md, tang diéu ddng md tit cac kho du trit, hau qua sé ting
liptd mau. Tang lipid huyét qua nhiéu, lipid duge tich tri lai
trong t€ bao gan, dua dén tinh trang thAm nhiém md gan, 12
mo6t tinh trang thuong gip trong bénh DTD.

Trong méu tang mot sé higng acid béo khong este héa, céc
acid nay thay thé glucose véi tu cach 14 nhiing chit cung cip
nang lugng.
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Trong gan, trong diéu kién glycogen thap: gidam qua trinh
bién déi acetyl - coA vao vong Kreb, do vay sé tang cac san
pham chuyén héa mé khéng duge oxy hoa day di, ting thé
ceton (acid acetoacetic, acid béta hydroxybutoric...) dua dén tinh
trang toan hoa, ting acid cetonic rat dac trung trong bénh DTD.

— Ré&i loan chuyén héa protid:

Khéng du insulin s& Gc ché qua trinh téong hgp dam, tiang
phan hiy dam. Do qué trinh téng hop dam bi tic ché, cée tré bi
bénh DTD khéng phat trién 1én 1én duge. Trong gan, dam
chuyén thanh duong:; do vady sé dua dén loan dudng protein,
nhat 14 thanh phan globulin. Tang cac san phim trong qua
trinh phan huy dam: amoniac,urg, cac a.a, cac chit nay di vao
trong mau la nguyén nhéan lam tang azét huyét.

Bang 3.5. Tom t&t BTD khéng rd nguyén nhan.

Dai thao dudng khong ré nguyén nhan (ldiopathic diabetes)
- Dién bién lam sang nhu BTH typ 1
+ Insulin mau ha thuong xuyén (permanent insulinopenia)
+ Co xu hudng toan hba chuyén héa, ting acid cetonic (nhiém toan- ceton)
+ Can diéu tri insulin thay thé, nhung c6 luc khdng can.
- Nhunmg lai khdng giong BT typ 1
+ Khéng c6 bang chimg vé tu mién dich_irong cd ¢ché sinh bénh.
+ Cé yéu 13 di truyén manh
+ Khéng ¢b lién quan dén HLA

- Thudng gap ngudi gbc chau Phi hoac chau A

Ngoai ra, trong co ché sinh bénh DTD, ngoai nguyén nhan
do thiéu insulin, cac hormon khang insulin hoac cac chat khang
insulin khéng phai hormon cling ¢6 vi tri rat quan trong.
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3. GIAI PHAU BENH

3.1. Tuyén tuy

- Dai thé: tuyén tuy nhan nheo, thé tich bi teo nho, nhiing
bién d6i chia phan tuy ngoai tiét khéng thuong xuyén, cé thé
thay teo dét, u md bién ddi thanh nang, xuat huyét...

— Vi thé: giam s6 lugng té& bao béta dao Langerhans, thoai
héa t€ bao béta, thodl héa trong (hyalinose) va xo hoa cac dao
tuy, thoai hoa phu (hydrotic degeneration), ling dong glucose &
cac t& bao béta va bidu moé cua éng tuy. Doi khi trong cac dao
tuy ¢6 hién tugng thAm nhiém t& bao lymmo, xudt huyét, hoai
tit, vér héa, cing v6i hién tuong teo va thoal hoéa cac dao tuy
thudng c6 nhiing dau hiéu tai tao, nhiéu trusng hop nhiing bién
d61 bénh 1§ trong dao tuy 14 bénh chinh: bénh nhiém sic t6 sit
md, viém tuy cip... nhiing ngudsi tré bi bénh DTD thdi gian
ngan thudng trong cac dao tuy chua cé nhing bién d6i bénh ly
gl ro rét.

3.2. Cac co quan khac

— Nhiing bién d6i 6 cac tuyén ndi tiét khac khéng thuong
xuyén. Tuyén vén, tuyén cin giap 6 thé c¢é kich thudc nho, dbi
khi trong tuyén yvén c6 hién tugng thoai héa giam té bao ai toan,
nhiéu truong hdp giam ca té bao ai kiém.

~ Trong tinh hoan cé thé thiy gidm qua trinh tac tinh
trung, trong budng tring cé hién tudng teo dét cac nang triing.

—  Phdi: thudng c6 lao phéi xdc dinh duge ca bing dai thé
va vi thé.

~— Than: tham nhiém glycogen trong nhu mé than, nhiéu
trudng hop ¢6 xo tiéu cau than trong long mach.

~ Gan: to, mau sang hoac vang phdt hong do tham nhiém
md, giam néng doé glycogen trong gan, ¢ thé ¢b xo gan.

75



— Thuong c6 hién tugng tham nhiém glycogen & hé thin
kinh trung uong va nhiéu e¢¢ quan khac.

— Nhing bénh nhan chét vi hon mé do DTD ¢6 bénh u mé
(ipomatose), nhitng hinh anh viém hay hoai tif trong. tuye’n tuy,
loan dudng md trong gan, xo than, cac triéu ching cua hién
tugng nhuyén xuong, chay mau trong éng tiéu héa, than to va
sung huyét than. Nhiéu trudng hop ¢6 nhdi mau cg tim.

Nghén tédc cac déng mach mac treo, déng mach phdi, viém
phéi, phii nio.

4. TRIEU CHUNG LAM SANG

Triéu chiing 1am séng rat da dang. O bénh nhan (BN) BTP
typ 1, bénh thucng xay ra dét ngot sau nhiém khuan hodc siéu
vi khudn, khai thac ky tién s c6 thé BN nhé duge gial doan
minh bi bénh.Triéu chiing cha yéu va ciling 14 triéu chitng quan
trong dé chan doan DTD typ 1 14 ting glucose huyét, c6 glucose
trong nude tidu. Cac triéu chutng thudéng ram r6: BN an nhiéu,
uéng nhiéu, dai nhiéu, khé mém, khé da, mét méi, gdy sut can.
Ngugc lai BN DTD typ 2: bénh dién bién tit tit, BN khong biét
minh b1 bénh tit bao gio, phat hién bénh mét cach nglu nhién
khi di kham bénh dinh ky hay da c6 bién ching. 50% BN DTH
typ 2 & thai diém phat hién bénh di 6 bién chiing.

4.1. Triéu chimg ngoai da

Hay gép nhét 1a cac triéu ching: ngia ngoai da, trén da
thu’dng hay bi mun nhot, mot cai nhot rat nhé & bénh nhan DTD
c6 thé trd thanh rat nang, mt s6 trudng hop c6 thé c6 nhing
biéu hién dac biét sau day:

~ Da long ban tav, ban chidn ¢6 mau anh vang, nguyén
nhan 12 do réi loan chuyén héa vitamin A, tich la1 trong 16p sdu
cua da nhidu carotin.
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— Nhiéu u vang (xanthoma): ¢6 thé thaiy trong vai ngay, no
14 nhitng g6 ndi 18n ciing, tan man, gdm nhiing hat mau vang,
hong nhat, ¢6 nhitng vong mau héng nhat ¢6 ngda. Vi tri thuong
hay gip cac u vang 13 6 vung mdng, gan ban tay, ban chén, phia
cac ¢ dubi. Cé nhiing u vang nay la do sy tap trung cac to chic
bao (hystiocyte) ¢ chia triglycerid va cholesterol. Xanthoma
thudng gap 6 bénh nhin nam hon 1a nii.

" — Hoai tit md da: thudng thady & mat truée cdng chén, né 13
nhiing hach ciing khéng 16n lam, to 1én dan din dén 5 -10cm
duong kinh, ¢6 mau vang sang, bén ngoai ¢6 nhiing vién do,
thuong céc hach nay tén tai lau nhung khéng loét. Vé té chiic
hoc, day 12 hién tuong hoai ti t6 chuc lién két, tich lai bén ngoai
té bao cac phospholipid va cholesterol. Thuong gip hoai td md
da & nhiing bénh nhan DTD nit dudi 40 tudi.

- Do giam siic dé khang cta co thé nén bénh nhan PTDH
thudng hay bi nhiém khuin thd phat: viém mua da, nhot,
niam da.

4.2. Triéu ching hé hip

Trude day khi chua ¢6 insulin, bénh DTD thudng td vong vi
lao phéi (5% trong s& nguyén nhan ti vong do bénh DTD). Sau
thoi dai insulin va khang sinh chéng lao, cac bénh lao phoi giam
hin, ty 18 ti vong do lao phéi trén duéi 1%. Tuy nhién, ty 18 lao
phéi 6 BN DTD con kha cao, theo tai lidu ctia mét sb tac gia
nudc ngoai ty 1& nay tu 8,2 dén 17,4%. Mét cong trinh nghién
ctiu trong nudc cua Dau Quang Minh (2007) ty 1& lao phdi 6 BN
PTD 1a 18,4%. Dac diém lam sang bénh lao phdt 6 BN BTD
thudng c6 hodi chiing nhiém tring man tinh, bénh canh 1lam
sang thudng niang hon lao phdi don thuén, thudng gap nhiéu &
tudi trén 40, nam bi bénh nhiéu hon ni. Bénh lao thudng tién
trién 4m tham trén BN dd c6 bénh DTD ti trude. Bénh lao
thuong xuit hién khi bénh DTD di kéo dai tit 1-5 nam. Bénh
lao néi chung khdéi phat thudng ban cdp, nhung BN DTD bi lao
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phéi thudng khéi phat cap tinh hon. Dién bién 14m sang lao phéi &
BN DTD ciing néng va phic tap hon: ty 1&8 AFB (+) trong dom, ho
ra mau, tai phat déu cao hon so véi ngusi khong bi PTD. Mac du
nhiéu cdng trinh nghién ciiu cho thay cac hinh thai t6n thusng lao
6 BN DTD khong khac v61 ngudt khéng bi DTD. Tuy nhién, cing
cé thé thay 6 BN DTD thudng gip tén thuong phéi trai, viing thap,
tén thuong rong, hang lao nhiéu hon. Diéu tri bénh lao 6 BN DTD
thuong kho khan va phic tap hon, ty 1&é khang thuéc va khang da
thuéc cao hon so vdi nhém BN lao phéi khéng bi BTD.

Nguoi bi bénh DTD thuong dé bi viém phoi, viém phé& gquan
do cac tap khuan khac.

4.3. Triéu chimg cd quan tiéu hoéa

Trong rat nhiéu nam, ngudi ta van cho rang ty 1é cac triéu
chiing tiéu hoa 6 BN DTD khéng 16n hon so véi dan sé chung.
Tuy nhién, t hon 10 - 15 ndm gin day, nhiing tié€n b, hiéu biét
vé sinh 1y éng tidu héa va cach phan loai cac tridu chitmg da cho
thay: thuc t€ BN DTD 13 nguyén nhan cua nhiéu triéu ching
tiéu héa do rdi loan vé cam gic va van dong. Su thdng nhat cac
triéu ching tiéu héa lién quan dén bénh DTD con phic tap; vi
du: rudt cé6 hé théng than kinh phic hgp véi nhiéu neuron than
kinh thugc hé thong than kinh ruét, than kinh tiy séng. Néu
cho rang, rat nhiéu bién chiing do PTD & mdt co quan nao khéc
trong co thé 1a do bénh 1y than kinh, thi bénh Iy thin kinh do
DTD ciing tac dong dén chiic ning 6ng tiéu héa & rat nhifu mie
d6 khac nhau,

VE lich su, cac triéu ching chinh tiéu héa lién quan véi
bénh DTD la non lién tuc do cham tréng da day hodc 1iét nhe da
day. Su két hgp gitta DTD véi cham tréng da day d3 dude Boas
mé ta tit rat 1du (1925), 30 nam sau Kassander da dung cum ti
" 11ét nhe da day do DTD" (Gastroparesis diabeticorum), va cum
td¥ nay van ton tai cho dén ngay nay. Liét nhe da day didu tri
con khé khan, khéng chi ¢ da day, bénh DTD anh hudng dén
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toan bo Ong tidu héa. Ciing da ¢6 ¥ kién cho rang, sé 14 sai 1am
khi chi quan tam dén cac triéu chiing éng tiéu hoéa nhu la bién
chiing ciia bénh DTD ma quén mat cac nguyén nhan khac, vi
vay khi kham xét nhitng BN nay can khai thac day du lich si
bénh, tién hanh nhiing bién phap thiam do thich hgp nhu nhiing
ngucl khong bi DTD ¢6 triéu ching tiéu héa.

4.3.1. Sinh Iy bénh réi loan chitc nang tiéu hoa ¢ bénh nhan BTD
— Bénh ly than kinh:

Nhiéu nghién ctu d3 phat hién réi loan 6 nhiing mdc 46
khéc nhau bénh 1y thin kinh 6 BN DTD. Liét nhe da day la bidu
hién ré rang nhait anh hudng caa DTP 461 véi rudt va 1a tinh
trang duge nghién ctu nhiéu nhat. Ban ddu ngudi ta cho rang,
tac dung cd hai cht yéu cia DTD d6i véi rudt 1a do bénh 1y than
kinh phé& vi (vagal neuropathy), phiu thuat cit day mudi
(vagotomy) cé triéu chiing rat giéng véi nhitng d4u hiéu sinh ly
& BN bi liét nhe da day. BN bi liét nhe da day c¢6 nhiing réi loan
4 ca hé than kinh phé giao cam va giao cam két hgp véi ré1 loan
hé than kinh rudt.

—  Miic d6 cua ré1 loan:

Bénh than kinh tu déng do PTD la bién chiing thudng gip
va nghiém trong, trong dé c6 hé théng than kinh ty déng caa
rudt (ANS), gay khé chiu va lam giam chat lugng séng cua BN
PTD. Hau hét cac nghién clu da cho thay, su hién dién cia
bénh 1y than kinh tu dong tim lam téng nguy co tuong déi tu
vong trong thdi ky 5 nam, nguy co tuong déi cao nhat da duge
ghi nhan gap téi 9.2 lan. DA ¢6 nhiéu giai thich vé hién tugng
nay nhu do chuyén héa anh hudng dén cac soi than kinh, suy
mach nuéi than kinh, do tu mién va thifu yéu t6 phat trién
than kinh hormon. Ciing nhu nhiéu nguyén nhén sinh bénh
da dang, bénh ly than kinh nay c¢6 thé anh hudng dén chiic
nang rudt.

— Nhiing r61 loan 6 rudt:
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Cang da ¢6 nhiéu nghién citu vé vai tro bénh 1y than kinh
noéi tang rudt trong bénh DTD. K§ thuit nhudm bac t6 chite dé
danh gia dam ré1 than kinh ruét da cho thady 6 BN DTD nhiing
dam ré1 than kinh nay binh thudng. Ngugce lai, Burnstock va
cong su da ching minh nhiing ré1 loan than kinh néi tang va vai
tro bao vé cua gangliosides, nghién cttu trén mé hinh chuét thuc
nghiém bang streptozotocin da chiing minh su thiéu hut neuron
ndi tang trong ¢¢ thit mén vi ciing nhu gidm chat din truyén
than kinh Gc ché va tang chat dan truyén kich thich trong co
khéng co that. Ngoai ra, mét sd nghién ciu gin day da chiing
minh r& loan trong cac t€ bao diéu hoa cta phan trén rudt.
Nghién cttu trén sic vat. Ordog va c¢bng su da chiing minh
nhiing ré1 loan vé dién sinh 1y két hop véi giam thé tich cac t&€
bao Pacemaker trong rudt, t€ bao ké Cajal (ICC) trong hang vi
va vung day da day. Nghién citu déc 1ap ti cac Bénh vién
Cleveland va Mayo da cho thady giam mang luét ICC (ICC
network) trong héng trang ¢ BN DTD, diéu nay lién quan véi
giam s6 lugng cdc neuron nhudém mau véi neuronal nitric
oxidsynthase (nNOS) va polypeptid ruét ¢6 tac dung hoat mach
(VIP). Nong d6 thap ctia nNOS ciing da dude ghi nhan trong cac
cong trinh truée day vé DTD thuc nghiém trén dong vat, nhiing
ré1 loan nay duge phuc hoi bang insulin.

Nhitng nghién cttu ndy cting da ching minh giam sé luong,
giam tai ciu tric ctia té€ bao Cajal. Nhitng nghién ctu trén BN
DTD cing da cho thiay giam phan bé than kinh tc ché
(inhibitory innervation) ¢ rudt, tang phan b& than kinh kich
thich (excitatory innervation). Vi vay, nhiing ré1 loan hé than
kinh rudt chic chin cé vai tro nhit dinh.

~ R&iloan than kinh tu chi:

Ngudi ta da ghi nhan rang, BN DTD bj liét nhe da day c6
réi loan chiic ning va mét vai réi loan van déng. Nhiing triéu
~chiing ¢ phin rudt thap do bénh 1y than kinh hon 1a do bénh 1y
cua cd, vi kich thich co tron truc tiép & BN DTD va ngudi khée
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manh binh thuong ¢6 két qua giéng nhu nhau. Trén mé hinh
thuc nghiém chudt bi di long do DTD, truong luc chua a2-
adrenergic bi r6i loan, ngudi ta cho rang day 1a nguyén nhan
giy nén réi loan nude va dién giai va do vay gay nén di ia long.
Sy phéi hop gitta bénh than kinh rudt véi bénh than kinh ty
dong tim 1a khéng ré. Ty 18 vé sy phdi hgp nay khac nhau phu
thude vao dinh nghia bénh 1y than kinh ty déng tim nhu thé
nao va BN dua vao nghién ciiu ra sao ? Vi du: nghién ciu trong
cdng dbéng bénh than kinh do DTD ¢ Oxford da ghi nhan ty 1é
16,7%, so véi nghién citu da trung tAm khac, ty 1é nay 12 25,3%
& DTD typl va 34,3% typ 2. Xac dinh bénh ly than kinh dic
hiéu cua rudt & nhitng BN nay cho t6i by gi¢ van con khé khin
do khéng ¢6 diy du nhitng dung cu dé do din truyén than kinh
ty dong dic hiéu cla rudt. Tién bd vé k§ thuat nghién ciu vé
sinh 1y than kinh ruét, chiic ning ty dong dic hidu cua rudt va
hoat dong cta than kinh trung uong sé tao co héi dé phan
loai phic hgp triéu chiing nay trong sinh 1y hoc va ap dung trén
lam sang.

— Réi loan than kinh trung uong:

Cang ngiy ngudi ta cang hidu r6 hon vé sy quan trong cla
hé than kinh trung uong trong nhiing réi loan chic ning khac
caa rudt, hé thin kinh trung udng ciing quan trong trong sinh
Iy bénh cac triéu chiing rudt do DTD. Nhiing nghién cau hinh
anh chic nang gan diy da quan sat duge cdu tric va chice nang
ciia ndo ¢ BN DTD tgyp 1. Ngudi ta da thdy ring, ha dudng
huyét cdp c¢6 anh hudng d&n mat ¥ thic (detrimental effect),
mic da nghién ciu gan diy di ghi nhin, ha duong huyét nang
tai dién & nhing ngudi tré tudi bi DTD typ 1 khong phai la
nguyén nhin mat ¥ thitc, cdu tric hoic chic ning cua ndo. Tuy
nhién, ting dudng huyét man kéo dai hinh nhu c¢6 anh hudng
dén ciu triic va chiic ning ndo, né k&t hgp véi nhiing thay doi
chit tring tidu diém nhd trong hach nén va anh hudng nhiéu
dén hiéu biét.
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4.3.2. Nhimg bién chumg thur quan
~ R&1loan nhu déng:

Nghién citu thyc quan bang do ap suét khi va nha&p nhay dé
{manometric and scintigraphic) cho thay thuc gquan BN BTD
dich chuyén cham 40-60%, gidm bién d va s6 lugng cac séng
nhu doéng, khong ¢6 séng truyén lai, nhiing rél loan rd vé nhu
dong nhut co thit thuc quan lan tran cling ¢6 thé gip. Ngoai ra,
ap luc co that thuc quan giam thap hon so véi nhém ching.
Ciing da ¢6 § kién cho rang, tac dung nay 1a do bénh 1y thin
kinh ph€ vi, ddy muoi 12 than kinh ly tdm chinh diéu hanh thye
quan. Cé6 hién tugng mit myelin va mat t& bao Schwann & sgi
phé giao cam (parasympathetic fibres) ¢ nhiing BN BTD typ 1
bi bénh da lau.

— Ré6iloan cam giac

Giam nhén cam cua thuyc quan ciing d3 duge mé tad 6 BN
DTD, vi vay ¢6 thé hiéu tai sao r6i loan van ddng cb ty 1é cao,
nhém réi loan cam gisce thuong khéng cé triéu chiing. Vé co ban,
tinh chit man tinh cta bénh DTP c¢6 thé giy nén roi loan
cam gide, trong khi ting duong huyét cap lam tang nhan biét
cam giac. |

~ Trac ngude da day thuc quan:

Nhu déng thuc quan khong ¢6 hiéu hic, gidm ap luc thuc
quan, trdo ngude da day thuc quan thudng gap ¢ BN PTD hon
la nguoi khéng bi BDTD. Ngay nhu nhitng BN khéng c6 triéu
chiing, nhiéu nghién cttu da ghi nhan c¢6 téi 40% BN DTD c6
trao nguge da day thuc quan nghiém trong, mac du ty 1& viém
thic quan khéong cao.

- Ching khé nuét (Dysphagia):



Chiing khé nuét 12 m4t kha nang nudt chét ran hodc chat
16ng, cam gidc khé chiu nhu ¢é cai dui trong thuc quan trude khi
xudng téi da day, khu trd cta cam gide nay 3% me ho. Ching
khé nuét thudng xay ra sau téc c¢ hoc nhu hep Sng tidu hoa
(peptic stricture) hodc u hon 1a do r6i loan nhu déng thuc quan.
Khéng c6 bing chiing ting tinh trang ac tinh thuc quan 6 BN
DTD, nhung tham do noi soi khi ¢6 khé zmot c*ac biét 6 BN
DTD typ 2 c¢6 béo phi nén chi dinh réng hon, v2 =i: Iy thuyét
nhiing ng'Lidl nay ¢é nguy ¢d ac tinh nhiéu hdn.

— Viém thuc quan do ndm Candida:

Pay 1a tinh trang khong phal gip thudsng xuyén ¢ BN DTD.
S& nghi ngé cbé viém thuc quan & bat ky BN DTD nao ¢é nudt
dau (odynophagia), ning sé ¢6 triéu chiing khé nuét. Nhﬁng
trudng hgp nhu vay phal tién hanh ndi soi. Noi soi bang sg1
mém c6 thé thiy dich tist tring trén niém mac thye quan, cb
thé chai thue quan 14y bénh pham xét nghiém &€ phat hién
n&m. Diéu tri nhu cac diéu tri ndm théng thudng khac. '

- Nhiing anh hudng ctia tdm than (Psychological effects)

Ty 1& lo 4u, tram cam ¢ BN DTD bi co thit thuc quan (87%)
cao hon nhiéu ¢6 ¥ nghia so v6i BN khéng c6 nhiing réi loan nay
(21%). Ngudi ta cho ring, ¢6 thé ¢6 su két hgp tam than véi réi
loan nhu déng thuc quan it nhit 6 mot s6 BN DTD, digu dé ¢b
thé phét sinh tit nhiing rd1 loan hoat déng tinh thic (arousal) va
rdi loan than kinh tu d6ng t nhitng trung tdm cao hon.

— Tham kham:

Céc triéu ching thuc quan bao gbm: cdm giac néng, ¢ chua,
trao nguge acid, nudt dau, nuét khé. BN DTD thudng cb ty 1é
cao trdo nguge da day thuc quan, khi c¢é cdm gide néng, d chua
nhiéu can tién hanh ndi soi sém dé xac dinh viém thuc quén
hoac Barrett "s oesophagus {nhiing bién d¢i loan san tién ac
tinh phan duéi thuc quan do triao nguge man tinh acid). Khi
khong ¢6 viém hodc khi cac triéu chiing van cén mic du da diéu
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tri Gc ché& acid day du, phai tién hanh do ap lue thuc quan
(manometry) va theo déi pH 24 gig, ngoai ra dé xac dinh s6 acid
trio nguge vao thyc quan, theo d6i pH lién tuc 24 gi6 dé phat
hién liéu c6 hay khéng, cac triéu ching xay ra dong thoi véi tinh
trang trao ngude acid vae thuec quan, nghia 12 méi lién hé gida
tinh trang acid véi cac triéu chitng 1am sang. C6 thé c¢6 nudt dau
khi khéng c6 triéu ching viém thuc quan, nhung sy hién dién
cua né 6 BN DTD ¢6 kha ning do ndm Candida, BN cédn duge
soi thuc quan va diéu tri thich hdp néu triéu chimng kéo dai.
Nuét khé, BN DTD ciing nhu khéng bi PTD can phai soi thue
quan dé tim nguyén nhan co hoc. Mét s6 nha tiéu héa hoe cho
udng thuée can quang soi hoiic chup X gquang trudc khi soi thuc
quan dé xac dinh vé giai phiu thuc quan. Khi khéng c6 téc do
nguyén nhén c¢ hoc sé phai tién hanh thim kham siu hon nhu
do ap luc, chup nhip nhay dé x4c dinh réi loan nhu déng thuc
quan. Tuy nhién, vi nhiing test nay la nhitng thi thuat xam
18n, khéng duge 4p dung rong rai, do vay can cin nhic trude khi |
chi dinh.

~  Diéu tri:

Triéu ching néng, ¢ chua sé dude didu tri theo cac phuong
phap truyén théng bing trung hoa acid da day. Nust dau do
ndm Caendida diéu tri bang cac thudc chéng ndm nhu nystatin
1-3 triéu don vi trong 6 gié hodc fluconazol 100mg/ngay. Diéu
tri rdi loan nhu dong thuc quan khé khin hon. Cé nhitng bang
chiing han ch€ tiac dung ctia cac thude duge st dung diu tién
difu tri cAc triéu ching thuc quan & BN DTP. Hién nay
cisaprid, 5HT4 agonist da khong dude st dung trén thi trudng
vi tac dung ddc d61 véi tim, né cé tac dung cAp thdi trén sy van
chuyén (transit) ca thuc quan, nhung hinh nhu khong cai
thién dude triéu ching khi dung kéo dai. Domperidon da dudge
chiing minh 1am tang tréng thuc quan & nhiing BN van chuyén
cda thic quan cham, cé tac dung cai thién cac triéu ching.
Metoclopramid hodc erythromycin ¢é ap dung diéu tri, nhung
¢on it cAc cong trinh tong hop danh gia.
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4.3.3. Bién chung da day (Stomach complications)

Ching liét da day (Gastroparesis): 14 m6t hdi chiing ¢é dac
diém cham tréng da day (thidc an ra khéi da day cham) ma
khéng phai do tic co hoc da day. Cac tridu ching cht yéu bao
gébm: diy bung sau khi &n, budn nén, nén, truéng bung. Trong
nhiéu nghién ctu, DTD hiu nhu chiém t6i 1/3 cac nguyén nhan
gdy chiing 1iét da day. Mét s6 nguyén nhadn khac nhu phiu
thuat da day trude dé, nhiing rdi loan than kinh, nhiing bénh do
thap khép, nhiéu nguyén nhan khac khéng rd (c6 kha nang xay
ra sau nhiém virus).

BN DTD c6 bién chiing liét da day thuong da bi DTD it nhat
10 nim, c¢é cic bién chiing khac nhu bénh véng mac, bénh than
kinh va bénh than. Liét da day c¢6 thé gy nén nhing triédu
chiing ning vé roi loan dinh dudng, réi loan kiém soat glucose,
gidm chit lugng cude séng, doc 1ap véi cac yéu t8 khac nhu tudi,
hat thuée, udng rugu hoic typ caa DTD. Nhiing triéu ching ¢
- lién quan véi 11ét da day dude ghi nhan gap ti 5-12% ¢ BN DTD.

Nghién citu lich st ti nhién 1iét da day con bi han ché vi s6
BN it, nhiéu y&u t§ lién quan, hoic thdi gian theo déi ngén.
Nhiéu nghién ctiu d3 ghi nhéan, tréng da day va nhiing triéu
chiing cta né nhin chung én dinh trong thoi gian theo déi 12
nédm hodc lidu hon. Trong nghién ciu 86 BN DTD dude theo déi
it nhat 9 nam, liét da day khong lién quan véi ty 1€ ti vong sau
khi diéu chinh v6i nhiing réi loan khac.

— Tréng da day binh thudng:

Da day gén (proximal) c6 trach nhiém du trii thiic 4n, phan
xa da day nhu cai may nghién. Tinh chat vat 1y, kich thude thiic
an, thanh phan md va calori cua thic an quyét dinh t6c d6 tréng
da day. Chat long khéng dinh dudng lam tréong da day nhanh,
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téc do nhanh nhat khi thé tich 16n. Néu nhu ting calon trong
giai doan dich 1éng cua thite &n, tréng da day tuong d61 6n dinh
theo thai gian, v8i t6¢ 46 t81 da 200keal/gis. Thic an rin lic dau
luu lai tzcng da day. sau d6 duge nhao tron khi hang vi co bép
va diy thic an xuong mén vi dang bi déng. Cac thanh phan
thic an duge lam tréng mét khi ching dude cit nho kich thuée

Zrm, 'é:,h:z“ fen rén lém trﬁ’ng trong 2 pha trong khoéng

e ) o
551 &n fﬂ?‘*—-h

Céc —ovmmon 218U hoa chuyén héa dude gidi phong khi thile
an dén wrong nhldng ving khée nhau cta rudt. Glucagon va
incretins {nhu amylin va glucagon-like peptid-1) lam cham
tréng dz <y, cho phép phén phéi thic &n & tée d6 ma toc db do6
lam tang tiéu héa va kiém tra dudng huyét sau khi an.

~ Ré: loan tréng da dayv 6 BN BTD:

O BN liét da day do DTD, réi loan phan 16n 1a do bénh ly
than kinh {glam sé lugng s¢i than kinh tc ché ndi tang, l1a
nhiing sgi than kinh quan trong diéu hdéa nhu déng, s6 céc té&
bao Pacemszizer] trong t€ bao k& Cajal]), va nhing thay d6i vé
hormon {(nhv t4ng nbng dd glucagon). Tiang néng dd glucose
mau man tinh lam ting nguy cé bénh 1y than kinh. Tang néng
dé HbAlc lién quan véi tang ty 18 cac triéu chiing tidu héa.
Tang glucose méu cip tinh cing ¢6 thé lam réi loan nhu déng
da day & EN 27T, Trén thuc nghiém, nita thoi gian thic &n rén
dua vao va du}c dua ra khoi da day (the half time) khoang 15
phut 14+ hon 3 BN téng dudng huyét (ndng dé glucose huyét
trén 180w o/} "*"mn?“s‘fﬂ s0 Vil ngu’d1 ¢6 glucose huyét binh
thudng. 41 ican thin kinh néi tiét va tang dudng huyét lam
giam tén =5 oo bép hang vi (cAn thidt dé nhao tron thie in) ¢
BN DTE. “zuge lal, thic &n Iong di khéi da day thuong binh
thuong ¢ =0 277
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Thitc 4n qua da day cham ¢ thé 14 nguyén nhan helc tang
1én do cac thuéc chiia DTD nhu: amylin analogues (nhu
pramlintide) va glucagon-like peptid 1 (nhu exenatide). Thiic 4n
di ra khéi da day cham cé tac dong truc tiép trén chuyén héa
duong, giam mc d6 glucose sau an. Trong mét thi nghiém 14m
sang vé exenatid, buén nén gip 57%, ndn 19% lam nging didu
tri t61 1/3 BN. Nhiing r6i loan tém than phéi hop c6 thé gép
phan gy ra cac triéu chiing tidu héa. Trong mdt nghién ciu cit
ngang, ting nhing tinh trang lo 4u, tram cam va réi loan than
kinh (neuroticism) lién quan véi tang gan gap déi ty 1é cac triéu
chitng tiéu héa 6 BN DTD. Ciing chua rd, cac tridu chitng tam
than gdy nén nhiing réi loan tidu héa, hay nguoe lai ?

I\¢ rs
~ Chan doan:

Tién st vé bénh véng mac, bénh than va bénh than kinh, ké
ca than kinh tu ddng thudng gip & BN cé liét da day do BTD,
mic du liét da day ed thé xay ra ma khdng co cac bién chiing
khaec mot cach rd rang. Non vao buéi sang truée khi an ¢6 thé do
nhiéu nguyén nhan khac (nhu ¢é thai, ting uré mau, u so nio).
Chiing ¢ néng, khé tiéu, hoic sti dung cac thudc non-steroid cb
thé c6 loét tidu hoa ké ca hep mén vi. Khai thac k¥ tién st dic
biét quan trong dé phat hién triéu chténg chua ré nhu: trao
nguge thitc dn nhiéu, sém sau khi &n, xdy ra hang ngay sau mdi
biia 4n, kéo dai hang thang, chat triao ngude ¢6 thé khéng déing
khong chua, phu thudc vao tinh trang xa héi, BN ¢6 thé khac
nhé thlc &n ra ngoai hoic nuét lai, khi lidt da day di ning sé
nén hang ngay.

Kham thue thé s& phat hién su k&t hop bénh ly than kinh
ngoai vi va than kinh ty dong (nhu déng 14 phén ing véi sy
diéu tiét nhung khong véi anh sang va bénh 1y thin kinh cadm
gidc ngoai vi), bénh véng mac nén hodc tién trién nhiéu hon,
truéng bung ving thugng vi, tiéng 6c ach khi lac bung. Khéng
¢6 tiéng 6¢ ach dich tiét trong bung 1 gid sau khi &n chiing té
luu théng dich qua da day binh thuong.

87



—  Céac xét nghiém dé chan doan:

Truée khi danh gia liét da day, diéu quan trong 1a phat hién
c6 téc hay khéng bang noi soi thuc quan, da day, hanh ta trang
hodc chup da day can quang. Thic 4n luu lai trong da day sau
an 12 gi6 chiing to c6 liét da day.

Do ludng cac thiic dn rén c6 thé tidu héa 1a bién phap chi
yéu dé chan doan liét da day. DAy thugng vi, truéng hoi, budn
nén cé thé do thitc an qua da day cham hodc nhanh, thic an
qua da day nhanh ctng cé thé 13 bién ching thfin kinh do bTD.
Nhiing tu liéu vé thic an cham qua da day can dudc nam chic
trude khi bat ddu diéu tri.

Chup nhép nhay khoang cach 15 phit trong 4 gid lién sau
khi &n duge cho 14 tiéu chudn vang dé danh gia tréng da day
mdt cich chi tiét. Tuy nhién, xét nghiém don gian hon bing
quét hang gid dé do thic an trong da day con lai thudng dude ap
dung trong lam sang. Thic dn con lai trén 10% sau 4 gio 1a bat
thudng. Khi so sanh véi tiéu chufin vang xét nghiém nay c¢é do
dac hiéu 62%, dd nhay 93%.

Nghiém phap thé dé do tréng da day bao gém cho #n thic
an gidu isotope bén, theo déi cac mAu thd dé phan tich carbon
dioxid két hdp vai 1sotope (13 COy). Phan 13 CO, bai xuat dudge
st dung dé danh gia nua thoi gian tréng da day. So sanh véi
chup nhap nhay 15 phat mét 1an trong thoil gian 4 gid, test
thé c6 d6 nhay 86%, d6 dac hiéu 80%. Tréng da day cé thé
dugc danh gia bang st dung chup X quang 6 gid sau khi dua
vao cac marker khéng tidu héa va can tia X. Xét nghiém nay
don gian, hitu dung va khéng dat, nhung né chi danh gia
trong da day thdc an rin khong tiéu héa hon 1a nhing thic
an ran tiéu héa duge. Ap luc gian miéng 6ng (intraluminal
pressure) va cAc thanh phin dién giai trén bé mit c6 thé su
dung dé danh gia chiic ning van dong cta da day. Tuy nhién
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nhiing bién phap nay khéng nén dua vao xét nghiém thudng
quy hang ngay.

~ S&n sbc diéu tri:

Nguyén tic co ban diéu tri iét da day do PTD 1a diéu chinh
glucose va dién gidi mau, cung cip day da dinh dudng, diéu tri
bing d6ng luc hoc (prokinetic) va diéu tri triéu ching. Diéu tri
cAn theo mic d6 ning cua tinh trang lidt da day, mdc dd nay
duge chia ra tiy theo kha nang duy tri dinh dudng day du va
dap tng véi diéu tri.

— Liét da day nhe: cac triéu chitng dude diéu chinh dé
dang bing duy tri cAn niang va dinh dudng bang diéu chinh ché
d6 an hodc thay déi ché d6 4n t6i thiéu.

- Liét da day trung binh, liét da day con bu. Cac triéu
ching vita phai, didu chinh dugdc bang thude, dinh dudng duge
duy tri bing ché 46 an va thay déi 161 séng, it khi phai diéu tri
né1 tra trong bénh vién.

—~ Liét da day nang: suy da day, cac triéu ching trg, khong
dap ing mac du diéu tri bang thudc, dinh dudng khéng thé duy
tri qua dudng udng, BN can phai nhap vién dé diéu tri.

— CAc yéu t6 1am bénh ning thém:

Cac thudc nhu cac thudc ha HA (thude chen kénh calei hodc
clonidin), anticholinergic agents (nhu thudc chéng tram cam) va
exenatid hodc pramlintid (didu tri dé kiém soat ting dudng
huyét sau 4n) cAn phai ngiing bat ci lic nao c6 thé. Mic di con
thiéu cac thi nghiém 1am sang dé ching minh rang, phuc hoi
lai dudng huyét binh thudng, hoac diéu chinh réi loan dién giai
sé binh thudng lai tréng da day hodc lam giam cac triéu ching.
Thuc nghiém lim sang cang nhu cac tu liéu dd quan sat cho
thay, kiém soat chuyén héa t6t 1a rat c6 1¢i. Vi du: trong mot
nghién citu, nhiing BN ting ure huyét do DTD, ghép than va
ghép tuy di cai thién dudc tinh trang 1iét da day va cac tridu
ching tiéu hoa.
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— Diéu tri bang thude:
+ Céc thuéc dong luc hoce (prokinetic agents):

Céac thuée dong luc hoc thudng dude st dung nhidu nhit d8
diéu tri liét da day bao gém: metoclopramid va ervthromyecin.
Nhitng thd nghiém lam sang ngiu nhién da chdng minh lgi ich
vé mat triéu chitng d6i véi cac thude nay, cling nhu cia cisaprid
va domperidon. Nhin chung, khi so sanh véi placebo, nhing
thuée nay lam ting tréng da day khodng 25-72% va lam giam
miic d§ néng cua cac triéu ching (duge do dic hidu bing can
Likert) khoang 25-68%. Tuy nhién, nhiéu trong cac thi nghiém
nay con nho, mdt sé khong ap dung phuong phap mi 46i,va mot
s6 bao gom nhiing BN liét da day do nhiing nguyén nhéan khac
hon 14 do DTD. Ngoai ra, tu liéu tit nhitng so sanh gilia céc loai
thube nay con han ché. Trong mét thtt nghiém nhu vay gém
nhiing dda tré bi DTD, domperidon ¢6 tac dung t6t hon cisaprid,
trong mot thu nghiém khac, metoclopramid va domperidon
giam duge triéu ching, nhung lai ¢6 tac dung phu trén hé than
kinh trung uong (budn ngt, chiic niang tam than, lo ling, trim
cam) gap nhiéu hon ¢ nhitng BN diéu tri bing metoclopramide,
gan day domperidon, cisaprid lam ting nguy co rél loan nhip
tim nhu xoén dinh, vi vay chi dinb rat han ch& va chi si dung
khi cac thubc khac diéu tri bi that bai. Tiém tinh mach
erythromycin (liéu 3mg/kg can ning co thé cit 8 gid tiém mot
1an) ¢ tac dung manh hon so véi gid duge trong nhiing truong
hgp xay ra liét da day cap BN nim trong bénh vién. Tuy nhién,
cing chua ¢6 mft thd nghiém nao so sanh erythromycin véi cac
loai thude khac.

Cac thuodc ti€t acetylcholin  muscain (bethanechol),
anticholinesterase (nhu pyridostigmin), va 5- hydroxytryptamin
(5-HT4) agonist tegaserod cé thé lam ting trong da day, nhung
tu lieu tit nhiing thi nghiém danh gia hiéu qua trén cac tridu
chiing liét da day dang con thidu,

+ Cac thude khae:
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Céac thufe chéng nén ciing c6 lgi dé lam gidm céc triéu
chiing. Mac dit con ¢6 it cong trinh th nghiém so sanh cac loai
thuéc khac nhau ctia nhém thuéc nay trén BN bi liét da day,
nhung day 13 phuong phap diéu tri it t6n kém nhit (nhu
dimenhydrinat hoic meclizin), néu nhu cac loai thuéc nay
khong cé6 hiéu qua, 5-hydroxytryptamin 3 (5-HT3) antagonist ¢6
thé thi diéu tri, mic da thudec nhém nay da khéng dude nghién
clu rd rang dé diéu trj liét da day.

Dé6i khi ciing can difu tri giam dau, cing chua cd tu liéu
nghién citu dé huéng din chon thuéc diéu tri cho BN liét da
day. Thuée dugc st dung trong lAm sang 1a thudc chéng tram
cam (thudc 3 vong liéu thap hodc duloxetin) va pregabalin {(cho
phép st dung cho BN bi bénh thian kinh do PTD). Cac thuée
non-steroid dic biét cdn phai tranh vi dé gay nén ton thuong
than d BN DPTD. Tramadol va thude phién cling chéng chi dinh
vi tac dung e ché& nhu dong rudt va nguy ¢d gy nghién.

+ Cung cép dinh dudng:

Chon thyc pham va duong cung cap phu thudc vao mic do
ning ctia bénh. Nhiing chi dinh dé béi phu dinh dudng trong
rudt bao gbm mat khéng rd nguyén nhan > 10 % can ning binh
thudng trong thi gian tit 3-6 thang, mat kha nang dé dat dugce
cin nang theo yéu cdu bing duong miéng, cin cho BN nhap
vién dé difu tri céc triéu chiing kéo dai anh hudng dén chat
lugng cudc séng nhu noén, budn nén. Néi soi hodc phau thuat dat
éng mdé thong da day (dé giai phéng chén ép, khéng cung cip
thitc #n) ho#c 6ng cung cdp thic an héng trang dé du tri cho
BN liét da day ning. B4t 1gi nhat d6i véi mo thong da day 1a cb
thé anh hudng sau nay dat dién cuc dé kich thich dién da day,
dat vinh clu duéi da 6ng héng trang. Hau hét BN cho an
thudng xuyén qua hong trang lam giam dudc triéu ching, giam
ty 1& phai vao vién do biing phat cac triéu chiing. Theo doi nhiéu
BN, md hdng trang truc ti€p qua da c6 thé lam dudc téi 68%
trong s6 307 thi nghiém lién tiép, 10% BN c6 bién chiing, trong
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2% BN da c6 bién chiing ning nhu: thung rudt, xoan rudt, chay
mau nhiéu.
+ Kich thich d1én da day:

Kich thich dién da day bing sti dung cac dién cuc dit trong
thanh co khi soi thanh bung. S6 lidu con han ché, nhung ciing
da cho thay phudng phap nay c6 thé kiém soat duge triéu chiing
liét nhe da day. Co ché tac dung kich thich dién da day chua 16,
dat dién cuc 6 nhiing vi tri khac nhau ¢é thé ¢6 hiéu qua trén
1am sang, tuy nhién doi héi phai nghién ctu nhiéu hon niia.

+ Phéau thuat:

R4t it chi dinh phiu thuat dé diéu tri liét da day trit khi do
nhing nguyén nhén khac ho#c phai giai phéng chén ép, hoac
dat éng dé nudi dudng.

4.3.4. Bénh tuyén tuy ngoai tiét

Tuyén tuy cé vai tré trung tAm trong cd ché bénh sinh bénh
DTD, vi vay nhiing bénh tuyén tuy khac c6 thé gy nén tinh
trang DTD nhu trong vidm tuy (ca cdp va man), dic bidt viem
tuy cdp. Trong viém tuy cap, khdi dau do ting ndéng d6 glucagon
va epinephrin hon 13 gidm tiét insulin. Trong viém tuy man
tinh, tinh trang xo man tinh toan b tuyén tuy lam tén thuong
t& bao tiéu dao tuy 1Am gidm tiét insulin.

Trong giai doan cip cua viém tuy, nong d6 amylase ting
nhiéu, nhung c6 thé giam 6 BN DTD ¢6 thdi gian bi bénh da lau,
do tuyén tuy tiét amylase s6 lugng thip; ngude lai, BN DTD
toan héa do tdng acid cetonic (cetoacidosis) ting néng db
amylase huyét thanh c6 1& khong phai do viém tuy, ting
amylase huyét thanh xay ra khi toan héa ting cetonic ma
khéng ¢6 triéu chiing vidém tuy, phai nhé khi danh gia BN toan
héa tang cetonic cé dau bung. Bat ddu diéu tri thong thudng sé
diéu tri tinh trang toan héa tang cetonic.
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Cling nhu roi loan chitc nang ndi tiét (cha yéu 6 typ 1, déi
khi ¢6 thé ca typ 2) ¢6 tang ty 1é r6i loan chic ning ngoai tiét
tuyén tuy 6 BN DTD. Suy giam chiic niing ngoal tiét tuy gip
khoang 60-80% BN DTD, mic du vay, suy tuy ngoai tiét triéu
chiing thue t& rat it gap vi c6 du trit I6n trong hé théng tiéu héa,
tuy nhién, chiing di ngoai phan md (steathorrhoea), dic biét &n
ché d6 6 lugng md cao, c6 thé xay ra.

Nguyén nhén suy chiic ndng ngoai tiét tuyén tuy 1a da yéu
t6. Tang duong huyét ban thin né da c6 tac dung tc ché trén
chfic ning ngoai tiét & nhiing nguoi binh thuong. Thiéu hut
insulin (1a mdt yéu td dinh dudng (trophic factor) 6 BN BTD typ
1 c6 1& c6 déng gop), bénh vi mach va xo chung quanh céc t€ bao
tiéu dao sé aAnh hudng dén cac t&€ bao ngoai tiét tuy.

Ung thu tuy (pancreatic carcinoma) thuéng giap 6 BN DTD
nhidu hon khi so sanh véi ngusi khéng bi DTD (OR =2,1). Ung
thu tuy ciing ¢6 thé dua dén tinh trang DT khang insulin, tinh
trang nay s& hét khi phau thuat khéi ung thu.

Chan doéan:

Suy chLic nang ngoal tiét tuy nghi ngd khi ¢6 tmeu chutng di
ngoai phan md; xac dinh bang thu gom phan 3 ngay lién dé do
khéi ludng (di ngoai phan md dude xac dinh néu nhu khéi hugng
phian hang ngay trén 200g) vA md kém hap thu (trén 3g
mé&/ngay d6i véi ch& d6 dn binh thudng). Xét nghiém chuén vang
dé xac dinh suy chiic niang ngoai tiét tuy la hat dich ta trang,
tuy nhién day 1a xét nghiém xam, gdy nhiéu khé chiu cho nguai
bénh. Elastase-1 trong phédn 14 marker cia sy suy giam chiic
ning ngoai tiét tuy, c¢6 thé sit dung dé ching minh md trong
phén. ¢ nhiing ngusi vidm tuy man tinh Elastase-1 trong phén
c6 khoang nhay cam 0-60% khi bénh vita phai. 33-100% khi
bénh ning véi d6 dac hidu 29-95%. Trong moét nghién ciu gan
day, 36% BN DTD khéng triéu chiing c6 nong d6 elastase-1
trong phan thip so v6i 5% ngusi khée manh binh thudng. Cang
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c6 nhiéu test khéng xam truc va gian ti&p khac dé xac dinh suy
chiic nang ngoai tiét tuy. Ngoai elastase-1 trong phéan, test
khong xdm pham tryc tiép bao gom dinh lugng trypsin huyét
thanh va chymotrypsin trong phan. Test gian tiép bao goém xét
nghiém pancreolauril, bentiromid, s lugng bai xuit méa trong
phén va phan tich md trong phan. Tuy nhién dé nhay trung
binh déi véi tit ca nhiing test khong x4m nay khi khong bi viém
tuy man nang la 50%, do vay rat han ché st dung céc test nay
dé sang loc. Lam siéu Am tuy dé€ phat hién tén thuong man tinh,
néu nghi ngd ¢6 khéi u, cin chup cit 16p vi tinh tuy.

Diéu tri:
B6 sung enzym tuy

Cho thubc ttc ché bom proton dé 48 phong bénh loét

4.3.5. Bénh gan mét ¢ BN BTD
— Gan trong bénh DTD:

Thim nhiém glucogen. G BN DTD typl difu chinh dudng
huyét khéng t8t gan to gip t6i 60% BN do thim nhidm
glucogen, gan to ¢6 thé phuc héi va dap dng véi diéu tri insulin

dé duy tri t6t dudng huyst.

Bién phap chén doan tot nhat 13 sinh thidt gan, tuy nhién
khéng can phai lam néu nhu diéu trj ¢6 hiéu qua {gan nho lai)
va s1éu am khéng phat hién thay bat ky tén thuong nao khac
trong gan.

- Bénh gan nhiém m3 khéng do rugu (non-alcolholic fatty
liver disease):

Bénh gan nhiém md khéng do rugu (BGNMKDR) bao gm
cac bénh gan tit nhiém mé gan (hepatic steatosis) dén viém gan
do nhiém md (steatohepatitis) va c6 thé xg gan. Bénh c6 ty 1é
cao 6 cic nude Phuong Tay, & My ty 18 nay t6i 23%. Bénh gan
nhiém mé khong do rugu chi c6 thé chin doan khi ngudi bénh
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khéng nghién rugu, do vy phai khai thac tién s rit ky,
BGNMKDR ¢o6 kem theo viém c6 thé dua dén xo gan, khoang
10-40% tién trién thanh bénh gan man tinh.

Sinh 1y bénh cia BGNMKDR chua hiéu biét duge day du,
mic du cé thé gap d BNDTD typ 1, nhung chi yéu gip 6 BN
DTD typ 2 c¢6 béo phi. Insulin chen (block) quéa trinh oxy héa
acid béo (fatty acid) trong ty thé (mitochondrial) 1am tang tich
lay acid béo trong té bao, qua trinh bénh 1y thudng ting ¢
nhing BN DTD typ 2 khang insulin -téng insulin huyét, khang
insulin va r6i loan chuyén héa acid béo déng vai trd trung tdm
trong tinh trang nay. Yéu t6 nao khdi xudng viém, hoai ti, xo
sau d6 thi chua biét duge, nhung san xudt cac cytokin bat
thuong va stress oxy hoa dua dén peroxyt héa lipid da duge giai
thich ¢6 quan hé nhan qua.

Chan doan gan nhiém mé trude hét dya vao siéu am. Siéu
Am chin doan c¢6 d6 nhay 80%, 46 dic hiéu 100% déi véi gan
sang két hop nhiing thay d61 do thim nhidm md. CT Scan
khéng tiém thuéc can quang cho thiy ting dé sang (increased
attenuation) cua gan khi so sanh véi lach, tuy nhién, hinh anh
sifu Am khong cung cdp lidu c6 tén thudng viém hay khéng?
Muén chin doan vidm phai sinh thiét. Khoang 8% BN bi
BGNMKDR c¢6 rél loan vé enzym gan. Trong bénh cdnh bénh
DTD c¢6 ré1 loan enzym gan, khong ¢6 tién st nghién rugu va
khéng ¢6 bang ching hinh anh viém gan khuyén nén lam sinh
thiét dé xac dinh cac d&u hiéu vé viém va xo gan.

Bude diéu tri quan trong diu tién 1a kiém soat chit cac tinh
trang k&t hop diac biét DTD va tang lipid méu, giam can ti¥ tit
cling gitp cai thién, nhung khong dude giam qua nhanh vi cé
thé lam suy gan ning 1én & mét 6 trudng hop.

Mot s6 thude dude ap dung dé didu tri véi muc dich lam
giam nong d6 triglycerid va cholesterol ciing da dude ching
minh trén déng vat thuc nghiém, tuy nhién, mét thd nghiém
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diéu tri clofibrat 12 thang da khong ching minh dude cé bat ky
cai thién nao vé enzym va t6 chiic hoc cua gan & 16 BN bi
BGNMKDR. Atovastatin dd duge chiing minh ¢6 tac dung cai
thién dudge cac thong s6 trén, nhung chi 6 mot nghién citu nhén
hiéu-mo rat nho.

Dé giam tinh trang khang insulin chi dinh biguanid hoic
thiazolidindion. Trong mdt nghién ciu nhéd, metformin c¢é tac
dung trén nhay cam insulin 6 t6 chiic dich ngeai vi va giam san
xudt glucose tai gan, tuy nhién khéng cai thién dugc ton thuong
t6 chitc hoc cia gan. Thiazolidinedion 1a thudc ¢6 tic dung truc
t1ép trén nhay cam insulin 6 t6 chiic dich ngoai vi, hy vong cac
loai thudc nay sé c6 hiéu hic hon. Tuy nhién, troglitazon da
khéng duge si dung vi gy suy gan, cac loai thudc méi nhu
rosiglitazon va pioglitazon hién nay dang dudge phép luu hanh
va st dung trén 14m sang, nhung can thiét phai nghién ctiu siu
hon dé x4c dinh hiéu qua va tinh an toan cia né. Hién nay, chi
dinh nhém thudc nay dé diéu tri thudng quy cho BN bi
BGNMKDR khéng khuyén dung trit muc dich nghién ctiu.

Diéu tri bing cac loai thudc bao vé t&€ bao nhu vitamin E va
ursodeoxycholic acid ciing khong ¢6 tac dung cai thién enzym va
to chic hoc gan.

Néi chung, diéu tri hién nay con han ché. BN DTD khuyén
nén giam can, in ché dé 4n han ché lipid, kiém soat t6t duong
huyét. Ty 1é cong d6ng bi bénh gan khéng do rudu man tinh cao
hon ¢é ¥ nghia ¢ BN DTD.

-~ Nhiing bénh gan khac:

Ting nhe ty 18 viém gan tu mién trong quan thé ngudi bi
DTD nhu da phat hién cé6 khang thé khang ty thé (anti-
mitochondrial gy bénh x0 gan mat tién phat) va khang thé
khang co tron.

Bénh viém gan B va C ciing c6 ty 1& cao hon trong quin thé
ngudi bi PTD. D61 véi bénh nhan khéng ¢6 viém gan B hodc C,
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nghién cliu gin day da cho thiy nguy cd carcinoma t& bio gan
ting 2,16 lan (OR = 2,16) 6 BN DTD so v61 nhém ching.

Bénh nhiém séc t8 sat (hematochromatosis) c¢6 thé giy bénh
DTD thit phat do tich lity sit trong tuy va gan, dong thoi tich
lity sét trong da giy nén bénh dai thao dudng da ddng den
(diabete bronze). Chan doan bang dinh lugng sit huyét thanh.
Tiéu chudn vang 14 sinh thiét gan. Xét nghiém phéat hién dot
bién thudng gép nhat cia gen HFE.

- Bénh gan 1a nguyén nhén cta ting va ha duong huyét:

Bénh x0 gan c¢6 thé gy nén ca ting va ha dudng huyét.
Tang dudng huyét thudng xay ra sau an, ¢6 thé phan anh mét
phan tinh trang khang insulin ngoai vi va r6i loan téng hop
glycogen. Ha dudng huyét thuong gap trong tinh trang nio-gan
khi giam cung cdp ning lugng, ré1 loan phan huy insulin, réi
loan san xuit glucose.

4.4, Triéu chimg tim mach
Thudng dugc chia ra hai nhém 16n:

—~  Tén thudng cac vi mach mau, chd yéu 12 cidc mao mach
(mlcroanglphathy)

— Ton thudng ciac mach mau 16n (macroangiophathy).

4.5. Bénh mach mau I6n ¢ bénh nhan dai thao dudng
(diabetic macroangiopathy)

Trén ca hai typ, DTD tac dong 1én mach mau 16n déu dua
dén hai hau qua:

- Thic diy qua trinh viia xo déng mach
~ Tang hién tudng t.z"ic mach do huyét khéi (thrombosis).

Nhiing mach méau thuang hay bi tén thuong nhu 13: mach
vanh, mach néo, cic mach mau ngoai vi.
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- V& bénh Iy mach mau 16n 6 bénh nhan PTP ¢6 nhitng diém
dang luu y sau day:

— Ngudi bi DTD, bénh vita x¢ ddng mach thudng gip hon
va xuit hién sém hon nguoi khong bi DTD.

— Phu ni khéng bi bénh DTD bi bénh mach vanh tim ty 18
thdp hon so v6i nam giéi khong bi DTD. Nhung khi bi bénh
DTD thi ty. 18 bénh mach vanh tim nam va né ngang
nhau, nguy co nay sé ting cao hon, nhanh hon 6 phu ni sau khi
man kinh.

—~ Nhiing yéu t6 sau day sé lam cho bénh viia xd dong
mach xuit hién sém hon 6 bénh nhan DTD: tang HA, réi loan
chuyén héa lipid, béo béu, hdt thude 14, t6 bam di truyén, gia
dinh, tudi tac.

— Nhiing yéu t6 két hgp vé6i DTD hinh nhu ¢6 tac dung
tuong tac lam cho bénh vita x6 dong mach tién trién ngay cang
ning: ting dudng huyét, ting insulin huyét, ting déng mau.

— Tang triglycerid huyét tic dong nhu mét yéu td nguy co
doc lap gy vita x¢ déng mach 6 bénh nhan DTH, nhung é ngudi
khéng bi DTD tac dung doc lap nay khong rd.

— Via x¢ dong mach va tdc mach & bénh nhan PTD lam
giam két qua cac bién phap k¥ thuat tai 1ap tudn hoan dé diéu
tri bénh mach vanh nhu nong mach qua da va dat stent hoéc k¥
thuat béc cdu do phi dai ndi mac mach mau.

4.6. Nhimg yéu t& tham gia hinh thanh ma3ng vira xo
dong mach
~ Cac té bao tham gia vao qua trinh viia x6 dong mach.
Tham gia vao cd ché hinh thanh mang vita X6 trude hé&t phai
ké dén 1a cac t& bao, cic té bao nay ¢6 thé 12 thanh phin trong
ciu trdc thanh mach mau, cac t€ bao viém (cac t& bao nay di vao

trong thanh dong mach) va nhitng thanh phan lvu hanh trong
mau (nhu tiéu ciu, bach cdu). Cac t& bao thanh mach bao gém:
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t& bao néi mac (endothelium cells), t& bao ¢o tron mach mau
(vascular smooth muscle cells - VSMC). Né1 mac mach méau
hién nay duge xem nhu mét cd quan dong tham gia trong cac
chitc ning metacrin, paracrin va endocrin, khéng don gian nhu
quan niém trudc diy cho ndi mac chi la mét co quan thu déng.
Thanh mach va dong mau luu hanh ¢6 mél tuong tic rat chat
ché, cac t& bao ndi mac ludén bién doi dé dap ting v6i nhing kich
thich bénh 1y nhu ting HA, ting dudng huyét, hut thude. Dap
{ing cua ndi mac s& cam Ung cac phén t két dinh va dé 1a bude
khdi ddu cho qua trinh hinh thanh vila x¢ déng mach (VXBM)
sau nay. Mét dap fing quan trong khéc 13 su bién d61 san xuflt
nitric oxid (NO), 14 nhiing phan td c6 thdi gian s6ng ngan,
nhung lai rit quan trong duy tri phan tng binh thudng cua noi
mac, han ch& hién tugng viém va tdc mach. San xudt NO 12 mét
vi du vé& vai trd quan trong ctia ndi mac trong co ché hoat dong
ctia mach mau.

T& bao c¢d tron mach mau (VSMC) & 16p trung mac thanh
mach mau 16n vd mach mau trung binh, binh thuong khong
tang sinh va khong di trd (migration), ching c6 tac dung co va
gidn dap dng véi cac tac nhan nhu NO. Khi cac t€ bao co tron
mach mau duge hoat héa, do chan thuong, hoic stress chuyén
héa nhu DTD, hoidc mdi truong lipid cao thi VSMC dugc hoat
héa va ¢6 xu hudng ting sinh va di tri. Ngoai ra, céc t& bao co
tron mach mau cling tiét ra cac cytokin IL-1, IL-6, cang nhu
mot s6 cac cytokm khac nhu endothelin-1, y&u t6 phat trién tiét
ra ti tifu cAu (Platelet-derived growth factor - PDGF) va
receptor - alpha cha yéu t6 nay (PDGF receptor -alpha) l1a
nhiing chit cé tac dung gian phan (mitogen) manh.

VSMC 12 thanh phén c&u tric dac biét giap duy tri trucng
luc mach mau, 1a thanh phan khéng thé thiéu trong nhiéu qui
trinh binh thudng cting nhu bénh ly (nhu VXDM, THA).
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VXDM c¢6 thé dic trung béi hién tugng di tra cta t& bio co
tron ti trung mac dén néi mac, sau d6 la su ting sinh cia
'VSMC 6 néi mac.

VSMC cung c4p cac thanh phin chinh cho matrix ngoai té
bao (extracellular matrix), cic matrix nay s€ hinh thanh cac mii
x0 (fibrous cap), sau dé thanh cac 161 lipid ctia mang viia xo. Cé
thé thay, VSMC c6 chiie nang dic biét khi phan tng véi tinh
trang bénh ly.

VSMC c6 thé 1am y&u, mat tinh én dinh cua mi %0 vi giam
san xudt cac matrix (nhu gidm toéng hgp collagen), tuy nhién,
cdc yéu t§ kich thich viém nhu interleukin- 1 lai c6 tac dung
ngan chin vige giam san xuit cac matrix nay.

VSMC kich thich cac enzym nhu matrix metalloproteinases
tham gia vao téi cu tric thanh mach mau.

Cac t&€ bao viém bao gém monocyt, macrophage va
lymphocyt (cha y&u 1a T-Cells) déng vai tro quan trong trong su
phat sinh va phat trién VXDM.

Céc t& bao monocyt va lymphocyt bi thu hit dén cac vi tri
mach mau bi tén thuong béi cac cytokin hoéa ing dong
(chemoattractant cytokin), va gia dinh cac protein nho, 1a tin
hifu théng qua cac co quan thu nhan chemokin dic hiéu
(specific chemokine receptors) trén bé mait cac té bao viém.

Céc phan tl k&t dinh noi mac bao gém: E. Selectin, cac phan
td két dinh trong t& bio (Intercellular Adhesion Molecules -
ICAM) va phan ti1 k&t dinh t8 bao mach mau (Vascular Cell
Adhesion Molecule-1 - VCAM-1). Vai trd clia cdc yéu té nay la
lam dinh, cuén, ciing d8 cac t& bao di vao trong thanh déng mach.

Trong co ch& bénh sinh VXDM, vai tré cia monocytes vi
macrophages duge tap trung nghién citu nhiéu, t& bao lympho T
€6 vai tré cung cip nhiing tin hiéu quan trong ddi vdi qua trinh
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VXDM,; vi dy: nhiing t& bao nay tiét ra cac cytokin viém tham
gla vao hoat héa cac monocyt, VSMCs va t& bao ndi mac.

— Qua trinh hinh thanh via X0 dong mach (VXDM).

Giai doan s6m cua VXDM 14 sy hién dién cta cac vach md
hodc cAc mang mdé trén thanh déng mach, theo thoi glan cac
mang md phat trién to ddn d4 dé lam hep long mach mau, day
12 nguyén nhin giy xao trén dong chay trong long mach, gay
chin thudng ndi mac. Ton thuong VXPM ngay cang ning, ddt,
v8 tao thanh nhiing cuc nghén giy tic mach, gy ra nhiing tinh
trang bénh 1y ¢dp nhu nhéi mau ¢o tim cap.

,'..: deDLt ® monocyte

L
L'}

N&E mac

'_

. . ;'mé ng xo vifa
atly sirea i " dé v3, tén

potaxis : thudng

Biét hda

J 1‘ Sudichuy8nté baoco tron
Té bao bot A

Hinh 3.1. C4c yéu t6 chinh cdia qua trinh xo via ddong mach.
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Qua trinh hinh thanh mang VXDM & ngudi bi bénh DTP va
khéng bi DTD giéng nhau, nhung ngudi bi PTD tdn thuong
VXDM xay ra sém, nhanh hon, bién chiing do né gay nén ciing
thudng gap hon; chinh vi vay, cac bénh tim mach ¢ bénh nhan
DTD néng hon, ty 1& tii vong cao hon.

—  Co ché hinh thanh VXPM:

+ Roi loan chitc ning ndi mac: nhiing bién d6i dau tién gay
nén VXBM 14 nhiing bién d6i & ndi mac mach mau. Mach mau
khdée manh, ndi mac nguyén ven, mém mai va tron, dong mau
chay qua khéng bi xao trén. N6i mac nguyén ven duy tri sy
thong nh&t phan dng gita ndi mac va thanh mach. N6i mac
kiém tra tru?dng luc mach mau bang nhu‘.ng tac nhan giy co va
gian mach caa né nhu: nitric oxid (NO), y&u t6 gidn mach tiét ra
td ng1 mac (Endothelium derived relaxing factor), khi néi mac
bi tén thudng, nhu do tang HA, stress gy viém va ré1 loan gian
mach. Viém (1nﬂammat10n) 12 dong nhat vdi rél loan chiic nang
ndi mae, ddu &n dé xac dinh 13 néng do C- reactzve Protein
(CRP) tang trong mau.

+ Hinh thanh mang vi@a x¢: khi néi mac bi tén thuong,
mat trong noi mac tré nén dinh (sticky) do ¢6 mat cia cac phén
td két dinh, day la nguyen nhén lam cho cac t€ bao nhu
monocyt, LDL tu tap lai ¢ viilng da bi ton thuong trén néi mac,
lam kéo dal mét qué trinh viém man tinh. Cac chat trung glan
gy viém nhu alpha tumor necrosis factor (TNF-a) kich thich
LDL dinh vao néi mac, sau dé6 di qua ndi mac vao phan duéi ndi
mac, ¢ ddy LDL bi oxy héa bdi cic cac phan ti oxXygen phan dng
(reactive oxygen species - ROS), cing thdi didm d6 chemokin
monocyt chemoattractant protein -1 (MCP-1) kich thich
monocyt di chuyén vao khoang duéi ndi mac, cAc monocyt nay
dude biét héa thanh dai thuc bao (macrophage) macrophage
"an” cac LDL da bi oxy héa thanh nhiing t€ bao 16n hon, goi 1a
t&€ bao bot. Cac t& bao nay tap trung va dinh vio thanh mach
mau hinh thanh nhiing vét mdé, nhiing vét mé nay vé sau s8 trd
thanh cdc mang via xo.
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+ Phat trién va vd mang vita x¢: LDL da b3 oxy héa, cac
yéu t6 phat trién va cac cytokin kich thich cac t& bao cd tron
mach mAau di chuyén ra 16p duéi ngi mac. Cac t& bao bot bj chét
va hoail tu tac nén 181 11p1d (lipid core), bac quanh né la cac té
bao cd tron mach mau dé hinh thanh mi x0 (fibrous cap). Cac té
bao bot tiét ra cac cytekin nhu TNF- o duy tri qua trinh viém.

Cac ton thuong nhu vét md, mil xo, 161 lipid, mang viia x0
cang ngdy cang 16n thanh ddng mach day 1én, thanh mach thich
nghi bing cich dan ra dé duy tri duge duge kich thudc binh
thuong cua déng mach (remodeling). Khi thanh mach khong con
gian duge niia, mang viia x0 sé nhd vao trong long mach can tro
dong mau luu hanh.

Sy hién dién ctia Matrix Metallo-Proteinases (MMPs), ddc
biet MMP-9 tang trong mang VXDM lam tiéu collagen, lam
méng cac mil xo. K&t qua cudi ciing ca mang vila xd 1& ntt, v3,
cac thanh phin cla mang vita xo giai phéng vao mau giy nén
the nghén. Bién chiing thudng gap tic mach nhu nhéi mau co
fim, dot quy.

Nhiing ngudi bi DTD, néng d6 PAI-1 (mét yéu t& tc ché tidu
fibrin) tang, do vay viée hinh thanh cac cuc gy tdc nghén
thudng xay ra nhiéu hon so véi nguoi khong bi DTD. Insulin 1a
hormon gAy gian mach, kich thich giai phéng NO ti ndi mac,
trong tinh trang khang insulin, glan mach do tac dong cua
insulin bi giam, do vay phan {ng cta mach méu ciing b1 giam...
Mait khac, trong tinh trang khang insulin giy nén day trung nd1
mac (iong mach canh, 1a yeu t& tham gia va quyét dinh ty 18 cac
bién ¢ tim mach. T4t cd cac thanh phan trong HCCH (hoi
chiing khang insulin) déu tham gia vao qué trinh VXDM.

~ Vita x6 déng mach - mét bénh 1y do viém:

Hién nay, viém dugc xem nhu la yéu to chinh thiic day qua
trinh VXDM. Sy tham gia cia cac t& bao viém, nhing chat
trung gian tién viém (proinflammatory mediators) nhu cac
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cytokin, chemokin 1a nhiing y&u t8 kich thich hinh thanh va vo
mang viia xd. Cac cytokin nhu interleukin, interferon - gamma,
TNF-a (Tumor necrosis factor alpha) 14 nhiing y&u t6 kich thich
manh, dua dén nhing dap dng da dang cia cic t& bio mach
mau va cic t& bao ¢6 lién quan dén VXDM. Nhiing dap dng nay
nhu: cam dng cac phan td k&t dinh, tdng stress oxy héa, giam
ti€t NO va tang sinh t& bao.

Viée uc ché san xuit collagen va cac thanh phan khac ciia
matrix, tang tiét MMPs s& lam v4 mang vita xo.

Géan day da phat hién mét s6 nguén gbc méi cia mét 8 chat
trung gian (mediators) tién viém nhu: tuong tac gita CD 40
vo1 ligand ctia né c6 thé 13 méi lién két quan trong giiia viém va
tdc mach.

T€ bao md tidt nhibu cytokin ¢é tac dung khac nhau, nhiing
cytokin nay cé thé tham gia vao qua trinh VXDM,

Vita xd déng mach lai thuong xay ra & bénh DTD do nhiing
1y do sau day:

+ AGEs (Advanced Glycation End products), dudc tao
thanh bdi phan dng khéng enzym (nonenzymatic reaction) giiia
glucose v6i cac nhém amino cia protein, lipid va acid nucleic,
binh thudng ching duge tao thanh trong co thé véi toe d6é cham.
Nhung trong bénh PTD, glucose mau cao, ACEs dudgc tao thanh
cang nhanh. AGEs lam réi loan chtic néng néi mac, t& bao gian
mach, dai thuc bao, lam bién dai LDL, LDL bi oxy héa va tich
lai trong thanh mach, 1a nguyén nhéin tao nén mang vita xg,
sinh ra cic miu oxygen phan ting (ROS).

+ Cac gbc tu do (Free radicals). Hién tugng oxy héa trong
t& bao ctia glucose s& sinh ra cac géc tu do oxygen (oxygen
radicals) dua dén oxy héa cac lipoprotein. LDL bi oxy héa,
nhing LDL bj oxy héa nay duge biy (trappe) trong té& bao co
tron thanh mach, cac dai thue bao tham gia hinh thanh mang
via xd.
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+ Cac protein matrix di bi bién déi (altered matrix
proteins). AGEs phan ung vll cac protein ngoai t€ bao, gy nén
lién két chéo cia mot s8 protein; vi du: lién két chéo collagen
typ 1, lam giam tinh mém mai, bao trude téon thuong néi mac.

+ T¢& bao néi mac, t& bao cd tron mach mau, dai thue bao
da bi bién d6i. Cac protein luu hanh trong huyét tlidng nhu LDL
bi bién ddi bdi AGEs, nhiing protein da bi bién ddi nay gin két
vGi dai thuc bao, t€ bao ¢ tron mach mau dé tiét ra nhiing cg
chat goi 1a cac cytokin. Nhiing cytokin nay giy viém va ton
thuong t€ bao ndi mac. Nhting protein da bi bién déi do AGEs
cing lam tang tinh thdm cua t&€ bao néi mac, ting hoat tinh
dong mau cha dai thuc bao va t& bao néi mac.

Tat ca nhiing nhitng y&u td trén day déu tang lén trong
bénh DTD, dac biét nhiing ngusi da bi bénh DT typ 2 trong
thoi gian dai.

Mot 86 yéu t6 khac nhu THA, tinh trang tang dong cling
gy tén thuong néi mac dua dén ting tinh tham, tang ling dong
md trong mach mau va hinh thanh mang viia xo.

4.7. Mt sG yéu t8 nguy co tim mach & bénh nhin DTD

— Nhiing yéu t8 nguy cd truyén théng va khéng truyén
théng dé1 véi bénh tim mach ¢ bénh nhan DTD:

Cac yéu t6 nguy co truyén théng:

+ Tang HA

+ Ré6i loan chuyén héa lipid mau

+ Béo phi

+ Hiit thudc

Cac yéu t6 nguy ¢d khéong truyén théng:

+ Ro6i1 loan tiéu sgi huyét (fibrinogen, PAI-1)

+ Vidam niéu (microalbuminuria)
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Ro61 loan chitc nang ndi mac
Cac marker viém (CRP, TNF alpha,IL-6)

Tang déong mau

+ o+ o+ 4+

Hemocystein
— Réi lean chitc ning ndi mac & bénh nhian DTH:

Binh thudng, t& bao ndi mac 1a diém then chét ctia chite
ndng mach mau, né diéu hoa truong luc mach méu bing san
xuidt NO. NO ¢6 nhiing tac dung sinh 1y trén thanh mach nhu
han ché tang sinh t& bao co tron, duy tri cac kidu hinh co mach 6
mach mau trudng thanh (mature contractile phenotyp). Cac té
bao ndl mac cling tiét ra cac protein c¢é tac dung chéng déng
nhu: yéu t6 hoat héa urokinase-plasminogen (Urokinase
vlasminogen activator) vi yéu té hoat héa plasminogen té chiic
(Tissue plasminogen activator - tPA). Trong huyét tuong tPA
luu hanh ch yéu d dang phtc hgp véi chat kim him né 1a
Plasminogen Activator Inhibitor - 1 (PAI-1) dugc t& bao ndéi mac
ti6t ra véi s6 lugng nhiéu hon so véi tPA dé kiém soat tiéu fibrin
tu phat. N61 mac binh thuong ciing ¢6 chiic nang chdng oxy héa
va chéng vidm, ndi mac cé thé xem 13 ndi ddu tién bio vé thanh
mach, duy tri chéic ning mach mau binh thuong. Nhung ndi
mac lai rdt nhay cam véi cic stress chuyén héa va céc bign d6i
vé héa sinh. Cac thanh phan cia HCCH déu c¢6 thé giy réi loan
chéic nang néi mac nhu: ré1 loan gidn mach qua trung gian dong
chay, giam tiét tPA, tang tiét cac chat tién dong mau PAIL-1 va
fibrinogen.

Nhiing stress man tinh nhu ting néng dé glucose mau, tang
acid béo ty do (FFAs) va réi loan lipid mau sé lam tang tiét cac
phéan tu két dinh (nhu E.Selectin, ICAM, VCAM-1), cac phan tu
nay lam tang kba nang gén va hoat héa cac dai thyc bao, tiéu
cAu dén céc tén thuong VXDM.

Cac t& bao ndi mace bi tén thuong tiét ra mot sd cytokin nhu:
Interleukin-6 (iL-6), Interleukin-1 (IL-1), TNF alpha, va CPR.
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Bénh DTD va khéang insulin ¢é nhiéu yéu t8 nguy c¢o lam réi
loan chiic nang néi mac, 1am cho nd1 mac t¥ chd cé chiic nang
chong VXPM thanh ndi mac gay tién viia xo.

Tham gia vao chiic nang ndi mac (ca sinh 1y va bénh 1¥) ¢6
su tham gia cia té€ bao co tron mach mau (VSMC) (xem phan
cac t& bao tham gia VXDM).

Nhiing bénh nhan b1 BTD va HCCH co ché tac dung cua
insulin trén mach mau bi réi loan. Trong tinh trang sinh 1§ binh
thuong, insulin 1a yéu t6 gAy giin mach manh va ciing 13 mét
tac nhin chéng viém: insulin kich thich tiét NO, lam giam tiét
cac cytokin va cac phén td két dinh. Trong tinh trang khang
insulin va DTD, néi mac tiét NO bi réi loan, do vay gidn mach
cting bi r61 loan. Nhiing réi loan nay khdi déng mot loat cac bién
¢O vugt ra ngoai réi loan gian mach nhu: téng tiét cac phan tu
két dinh, hoat héa tiéu ciu va dai thuc bao, chuyén cac dai thue
bao thanh t& bao bot, kich thich tiét cytokin va ting sinh t& bao
¢d tron mach mau tham gia vao hinh thanh va phat trién ton
thuong VXDM, tang tic mach.

— Vai tro cua cac acid béo ty do dé1 véi bénh DTD va bénh
tim mach:

Nhiéu coéng trinh nghién ctiu da ching minh rang, cac acid
béo tu do (FFAs - Free Fatty Acids) rat can thiét déx véi viée tiét
msulin:

+ Khi tang mét cich cdp tinh FFAs trong huyét tuong,
nong do6 insulin trong mau sé ting, hién tuong nay xay ra ngay
ca khi tinh trang dung nap glucose ¢on binh thuong. Nhung néu
taing FFAs thuong xuyén, kéo dai sé& lam nhiém doc md
(lipotoxity) t& bao tuyén tuy, t&€ bao béta tuyén tuy s& chét theo
chuong trinh. Hién tugng nay dugc giai thich nhu sau: khi tang
FFAs huyét tuong, leptin méat chic nang sinh 1y cha né la bao
vé té& bao béta tuy (v mét s8 td chic khac). Do tich liay qua
nhiéu md, xay ra 46t bién receptor tiép nhan leptin, cho phép
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tich liy mét s6 lugng 16n FFAs va triglyceride trong t& bao béta
tuy. FFAs trong t& bao béta tuy chuyén héa theo con duong
khéng oxy héa thanh céc ceramid, lam tang téng hop NO
synthase dé cam {ng (iINOS), lam ting tﬁng hgp NO trong té&
bao béta, 1am ré1 loan chuc ning va cudi cing lam té& bao nay
chét theo chudng trinh, s lugng t& bao béta bi giam. T& bao bi
ton thudng, lai giam s6. luong 1am méat kha néng duy tri téc d6
tiét insulin dé bu tri cho tinh trang khang insulin. Cac nha
nghién ctiu cho rang, bénh nhan bj bénh PTD typ 2, tuyén tuy
da mat bu hang chuc ndm trude khi bénh DT xuit hién va
duge chan doan. Giai doan nay, tén thuong t& bao béta khong
phai do ngé ddc glucose, khéng phai do glycosyl héa protein, hay
do tich tu cac amylmd trong dao tuy ma c6 18 do ngo déc lipid,
diéu dé thay 1a ting néng d6 FFAs trong huyét tuong.

Nhiéu cong trinh nghién ctiu di ching minh, tang FFAs
huyét tuong cé‘fp tinh ¢ ngudi khong ¢6 réi loan dung nap glucose
sé kim him sd dung glucose trong td chiic ¢o, didu nay g0l y
riang, khang insulin trong té chiic ¢ ¢6 16 c6 rat sém tix khi con d
gial doan réi loan dung nap glucose, ciing ¢6 thé ¢6 trude gai
doan nay. Mot khi bénh DTD da xay ra thi néng d6 FFAs huyét
tuong c¢é tudng quan tuyén tinh véi nong dé glucose mau,
vl qua trinh téng hop glucose tai gan bat ké benh nhian béo

hay gay.

Vé anh hudng cha FFAs &(’:‘ﬁ vdi phan {ing mach mau nhiéu
nghién ciiu cho thay:

+ Tang FFAs cép 14 nguyén nhan giy phan tng viém, biéu
hién bang ting cac dang oxygen phan Wng (reactive oxygen
species - ROS). Yéu t6 nhan kB (intracellular nuclear factor -
kappa B).

+ Tang FFAs lam tang yéu t& kim ham di chuyén dai thuc
bao (macrophage migration inhibitory factor), tang C- Reactive
Protein, giam gidn mach sau thiu mau cuc b déng mach canh
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tay, tang FFAs cing 1am r6i loan gidn mach phu thude ndi mac
dong mach dui.

+ Tang FFAs 6 bénh nhan DTB, béo phi c6 thé lam cho
phan {ng mach mau bj réi loan, vi FFAs ¢6 tac doéng dén tiing
giai doan cua qué trinh viém, khang insulin, giam gidi phéng
NGO néi mac. FFAs ciing 1am gidm tiét prostacyelin (PGI2) cta
mach mau tham gia gidn mach.

-~ Béo phi va bénh tim mach:

Béo phi, dic biét béo trung tam lién quan véi bénh tim
mach hinh nhu d2a c6 tir khi tudi con tré. Nhiing nguoi bi bénh
béo phi tir tudi 15 - 34 di ¢é vita xo dong mach vanh. Ty 1é béo
phi ting 6 phu nit lién quan dén khang insulin ciing nhu tang ty
16 HCCH, béo trung tam thudng két hep véi cac y&u t6 khac
trong héi ching nay. Nhiéu y&u t& nguy c6 ciing 13 yéu t& nguy
cd doc 1ap d6i véi bénh tim mach, béo phi thudng két hgp véi
tang dong mau, ré1 loan chic ning néi mac, viém, ré6i loan lipid
mau va tang HA.

Nhiing nghién ctiu gin day da phat hién thdy ring, t& bao
m§ ti€t nhi€u chat cé hoat tinh sinh hoe cao nhu: adiponectin,
resistin, leptin, plasminogen activator inhibitor - 1 (PAT - 1),
TNF - alpha va interleukin - 6.

+ Adiponectin duge phat hién gdn day 12 mot peptid duge
t& bao md tiét ra, tham gia diéu hoa tinh nhay cam cfa insulin
va qua trinh oxy héa lipid. Adiponectin lién quan nghich véi cac
yéu t8 nguy cé tim mach nhu: tang HA, nhip tim, cholesterol
toan phéan, LDL, triglycerid va lién quan thuan véi HDL
cholesterol.

Adiponectin c6 tac dung chéng VXDM, chéng viém; vi vay
né duge xem 12 mét protein ¢6 tic dung chéng VXPM. Nghién
ciu trén lam sang cho thiy nhitng ngudi ting cin, béo phi néng
d6 adiponectin trong mau giam, tang tinh trang khang insulin;
ngugc lai khi giam cAn, néng d6 adiponectin mau ting, c6 thé do
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nong dod adiponectin cao trong méau lién quan dén giam nguy cg
bénh mach vanh tim.

+ Resistin 12 mét protein dic biét, cling duce t& bao mé
tiét, duge biét lap tu t&€ baqg mé chudt, ¢6 lién quan dén khang
insulin. Resistin dudc t€ bao md ngudi tiét ciing 6 tac dung nhu
resistin ti t&€ bao md chudt, hién nay dang c6 nhiéu cdng trinh
nghién ctu giai thich c6 ché tac dung cha adiponectin va
resistin.

+ Béo phi hinh nhu ciing tham gia 1am tang PAI-1 huyét
tuong, vi ngudi ta nhan thdy ring, cac sinh vit ciing nhu ngudgi
béo phi néng d6 PAI-1 trong méau ting. Té chic md 1a mét
ngudn gbc quan trong tiét PAI-1, diéu tri phau thuat béo phi
bang 18y b6t md, hosc an ché€ dd 4n giam md, ndng 46 PAI-1
huyét tuong gidm. Béo ndi tang hay béo ngoai vi (tich md duéi
da) déu tang tiét PAI-1. tuy nhién béo ndi tang (béo trung tim)
¢6 1ién quan rd véi tang PAI-1 va HCCH.

+ TNF-a dugc tiét ra ti t& bao md, cé tac dung kich thich
ti6t PAI-1 trong t6 chitc md, trong t& bao co tron mach mau va
trong mdt s6 t6 chiic khac. Nguoc lai, nhiing tac nhan te ché tac
dung cia TNF-a ciing tc ché téng hop va tiét PAI-1. Trén stc
vat thic nghiém, nhiing con giy, tong hop va giai phéng PAI-1
téang khi truyén TNF-a.

Nhitng két qua nghién ctu trinh bay trén day ching to céc
cytokin va cac protein dudc ti€t ra tit t€ bao md ¢6 thé téc dong
tai chd theo cach tu tiét (autocrine) hoic tac déong xa nhu mot
hormon néi tiét dé diéu hoa tiét PAI-1 trong t6 chiic md.

— Vai tré cua plasminogen activator inhibitor -1 (PAI-1) &
bénh nhin DTD va bénh tim mach:

PAI-1 14 thanh vién cua cac chat Gc ché resineprotease, ¢
tac dung trén tim mach va thén, kich thich ca hai qua trinh téc
mach (thrombosis) va x¢ hoa (fibrosis).
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Trong huyét tuong, PAI-1 kich thich hinh thanh cae "cuc”
(clot), nhiing cuc nay déng vai tro chia khéa trong hinh thanh
VXDM va cac bién ching nhu nhdi mau co tim, dét quy va cac
bién ching tim mach khac.

Trong t6 chiic, PAI-1 kich thich sy tich lily matrix ngoai t&
bao, diéu hoa qua trinh tai ciu trdc mach mAu, x4 ciing tim
(cardiac fibrosis) va xd tiéu cdu than. Nhiing qué trinh nay tang
1&n & bénh nhan bi DTD, nhiéu tac gia cho ring, PAI-1 ¢6 thé 1a
thu pham, déng vai tré quan trong trong cac bién ching mach
méu do DTD. Nhiéu ¢éng trinh nghién ctiu lam sang di ching
minh lién quan chit ché gifia nong d6 PAI-1 huyét tuong véi cac
bién ¢6 va tu vong do tim mach. Do vay, quan t4m hién nay cta
y hoc 14 nghién ctiu diéu hdéa gen PAI-1 va chién hige didu tri
lam giam PAI-1 trong mau.

Nhiéu thanh phan tham gia san xuit PAI-1.

+ Té& bao gan, t€ bao cd tron mach mau, t&€ baoc néi mac, cac
nguyén sgi bao (fibroblasts), t& bao gian mach (mesangial cells)
va té bao md (adipocyte).

+ Mo6t s6 yéu td nhu: insulin, angiotensin IT (ca insulin va
angiotensin II kich thich tiét PAI-1 qua con dudng MARK
(mitogen activated protein kinase pathway), TNF-a kich thich
sao chép gen PAI-1.

+ Mot s6 san pham chuyén héa nhu triglycerid, acid béo tu
do (FFAs) va glucose cting kich thich tiét PAI-1.

+ Noéng d6 sinh 1y cha cac glucocorticoid kich thich tiét va
giai phéng PAI-1 ti t6 chiic md in-vitro, cortisol ty do ciing lién
quan chat ché v6i mét val qua trinh bénh 1y trong HCCH. Nguidi
ta cling thay rang, nong dé cortisol va PAI-1 trong huyét tuong
c6 nhip sinh hoc ngay - dém tuong tu nhu nhau, ca hai déu ¢é
dinh cao vao sang s6m. Vi vay, ¢6 18, cortisol c6 vai tré diéu hoa
nhip sinh hoc tiét PAI-1; do vay, c6 thé c¢6 lién quan dén viéc
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tang tan sudt nhéi mau c¢ tim va d6t quy thudng xay ra vao
sang s6m.
Tang nong d6 PAI-1 huyét tuong cé lién quan véi réi loan

chitc nang ndi mac, PAI-1 kim ham tiét NO, 12 m6t yéu t6 gidn
mach phu thudc né1 mac.

Quan sat lam sang cho thay, nhiéu bién ching do bénh
DTD c¢6 lién quan dén vai tro cua PAI-1.

4.8. Bénh co tim ¢ bénh nhan DTD

Nhi€u cdng trinh nghién cttu da chitng minh ring, tuong
quan gitta ting glucose mau va bénh tim mach & bénh nhan
DTD c¢6 tinh lién tuc. Chi tang 1% HbAlc lam tang nguy cg tim
mach (loai 1, mic A).

Bang 3.6. Phan loai ctia khuyén céo dua theo quy uéc quéc té.

Loai I: chiing cif varhosc su dong thuan vé chan doan va diéu trj da dugc ching
minh hiéu qua, hitu ich.

Loai il: chiing cf cdn d6i nghich va fhodc can ¢b quan diém khac nhau vé sut hitu
ich va hiéu qua cla diéu tr hodc phuong tién

Loai ila: mdc d6 chimg ¢l / quan diém thién vé hiéu qua / hitu ich.

Loai Iib: hilu ich / hiéu qua it c6 chimg ¢t/ quan diém Ung h.

Loai Iil: ching ¢t ho#c ¥ kién chung #a bign phap didu tri nay khong hidu qua, doi
khi c6 hai.

Mc dé chimg cif ca khuyén céo ciing dudc chia ra 3 mic dé A, B, C.

Mdc dé chimg cif A: diT kién xuét phat tir nhiéu nghién ciu 1am sang phan phdi
ngdu nhién hoc nghién citu gop.

Mirc d6 chimg cir BM: dir kién 1 nghién cltu lam sang phan phdi ngau nhlen hoéc'
nhiéu nghién ctu I8n khéng phan phéi ngau nhién.

Mirc do chithg cif C: ¢d su déng thuan clia chuyén gia va /hodc vai nghién citu
nho, hoi clfu nghién clfu so bd.
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Nguy cd bénh tim mach ¢ ngudi bi DTD téng tir 2-3 l1an ¢
nam va 3-5 14n 6 ni gidi so véi ngusi khéng bi DTD (loai 1, miic
A). Duong mau sau dn ¢6 gia tri du bao nguy cd bi bénh tim
mach t6t hon dudng mau lic déi. Nhing phu nii bi ré loan
chuyén héa glucose thudng cé nguy cd cao, dic biét d6i véi bénh
tim mach.

Khoang 20 nam lai diy, y van thé gi6i dé cap nhiéu vé bénh
cd tim do DTD, hau nhu déu ghi nhin c6 méi lién hé gita bénh
DTD va tén thuong c¢o tim, dude goi 1a bénh ¢ tim do PTD
(BCTDTD), hinh nhu bénh dbc 1ap véi ting HA va bénh mach
vanh, nhung chic chin ting HA va bénh mach vanh thic diy
tién trién bénh. Nhiing thay déi v8 tim 6 bénh nhan DTD khéng
chi do tang téc do tién trién qua trinh VXDM, ma con do bénh vi
mach (microangiopathy) trong cd tim, tang ling dong glucose va
ciac aminoglycan 6 mé lién két tim, dong thdi réi loan chitc nang
ndi mac vi mach tim. Ngudi ta ciing da chitng minh duge sy
thoai bién ciu trice, r61 loan chiic ning luéi mach co tim & bénh
nhan DTD. C6 khoang 70% tén thuong cé tim 13 do bénh vi
mach, dic trung béi xd héa quanh mach mau va t8 chic k&, day
mang nén, phinh vi mach dang tdi, giam mat d6 cac mao mach,
lam cho du trit mach vanh giam.

Nhiing yéu t6 tham gia vao rdi loan chic ning co tim & bénh
nhan DPTD 1a: r6i loan chuyén héa tai co tim (gidm qua trinh oxy
héa, ting phan hay glucose). O ngudi binh thudng, trong trang
thai ging sdc, chuyén héa t&€ bao cd tim st dung glucose va
lactat nhu 1a nhitng chit cung cdp nang lugng, ngudc lai, 6 bénh
nhan DTP van tiép tuc chuyén héa theo con dudng oxy héa acid
béo tu do, san xuadt ATP ti thoai bién glucose giam, ¢ tim mat
moét lugng coenzym A (CoA) va carnitin, nhu ciu oxy tang lam cho
hoat tinh oxyglutarat dehydrogenase giam va san xuit. ATP ¢
ty thé giam. Su tich tu cac acyl - CoA chubi dai va cac dan chat
acylcarnitin gép phin lam tang calci bao tuong, lam kéo dai thei
gian tAm truong, ro1 loan nhip tim. Cac stress oxy héa d bénh
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nhan DTP xay ra s6m, lam réi loan chitc nang néi mac khéng
chi ¢ hé théng mach ngoai vi ma ngay & tuan hoan vanh, giam
sinh kha dung cua NO dua dén hoat hoéa t& bao néi mé, boe 16
cic yéu td tién viem ICAM-1, VICAM-1, E-selectin, 1am cho &
bao chét theo chuong trinh. -

Bénh co tim 6 bénh nhin DTD, khéong chi don thuin chi 1a
bénh cda co tim ma 1a sy phéi hop cia cha nhiéu yéu t6 khac
nhu t6n thuong mach mau, réi loan chuyén héa trong va ngoai
t&€ bao co tim, nhiing y&u t6 nay déu xut hién sém va tién trién
nhanh, ¢é thé tém tit nhu sau: |

+ Phi dai t&€ bao co tim (myocellular hypertrophy).
+ Xo hoa ¢ tim (myocardial fibrosis).

+ Tang collagen typ 4 (124 mét protein c¢d ban ngoai t& béo,
trong khe ké thanh that). |

+ Ngoai ra, ré1 loan chuyén hoa cac acid béo.

+ Réiloan cén bing cac vi lugng (calci...). |

+ Hau qua 14 thanh that bi xo cling, réi loan chic niang co
bép cua co tim.

Céc triéu chiing 1am sang dé nhan thay la:

+ Giam dudng kinh cudi tAm truong that trai.

+ Kéo dai thai gian co co ding tich.

+ Kéo dai van téc d6 diy t6i da.

+ Cudl ciing, giam chiic nang tdm trudng that trai.

4.9. Bénh déng mach vanh & banh nhan DTD

Bénh mach vanh c6 ty 18 tit 1 - 4% d4n s8 chung. Bénh nhin
DTD ¢6 nguy co mic bénh mach vanh cao gip 2-3 1an so véi
ngudi khong bi DTD cling tudi. Ty 1é nay c¢6 thé tang gip 4 14n §
nhiing ngusi DTD 16n tudi, ni bi DTD typ 2 bi bénh mach vanh
cao hon nam. Theo théng ké cua Vién Tim mach Quéc gia Viét
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Nam ti thang 1-1991 dén 10-1995, trong s& 113 bénh nhan nhéi
mau cd tim dugc xét nghiém glucose mau, ¢6 45,1% tang dudng
huyét. Trong nam 1999-2000, 8,6% trudng hop hep dong mach
vanh phat hién bang chup dong mach vanh c¢6é kém theo DTD
typ 2. Mot s6 yéu t6 nhu thoi gian bi bénh, kiém soat glucose,
mic d0 khang insulin, cic bién ching man tinh cta bénh DTD
déu déng vai tro quan trong d61 véi xudt hién,tién trién va tién
hugng bénh mach vanh 6 bénh nhan DTD typ 2.

~  Con dau thit nguc:

O bénh nhan DTD, dau thét nguc khong phat lic nao ciing
gdp ngay ca khi tinh trang bénh mach vanh di ning. Triéu
chiing ¢6 thé 13 con dau thét nguc dién hinh, hodc dau ngue
thoang qua, hosic don thuin chi biéu hién mét méi. Néu dau
nguc chi xay ra khi ging stic thi bénh mach vanh cé thé d3 &
gial doan ning vi tinh trang thiu mau co tim im lang d3 dién
ra lién tuc trude do. Ke’t qua khao sat bénh 1y mach vanh cho
thdy nghiém phap ging siic bang tham chay c6 két gua duong
tinh dén 25% bénh nhan DTD typ 2 khéng c6 triéu ching 14m
sang bénh ly déng mach vanh. Do vay, chi dinh chup dong mach
vanh sém 48 xét chi dinh tai tao mach béng phau thuit hoic tao
hinh long mach qua da la hét sitc cAn thiét,

— Nhoi mau co tim (NMCT) & bénh nhan DTD typ 2:

Triéu ching dau nguc trong NMCT & bénh nhan DTD typ 2
c6 thé khéng dién hinh, thuong it hodc khéng c¢6 dau nguc,
ngudc lai suy tim cé thé xuat hién ngay ti thoi diém chan doan,
do bénh dugc phat hién mudn va diéu tri ban ddu khéng phu
hdp Bénh nhan c6 thé c6 triéu ching dau nguc khéng ro rang,
cam giac khé thd nhidu hon 1a dau ngye, ¢6 khi chi tinh cd phét
hién dau hiéu NMCT ci trén dién tdm d6. Nhiéu trudng hop,
nho nhiing triéu ching NMCT ma ph4t hién ra bénh DTD

typ 2.
NMCT 6 bénh nhan DT typ 2 c6 tién lugng x4u vi:
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+  Suy tim xuét hién sém.

+ NMCT im ling (khong ¢6 con dau thit nguc) + kiém soat
kém duong huyét nén dé cé tinh trang toan héa ting ceton.
NMCT & bénh nhan DTD khi d3 ¢6 toan héa tang ceton sé 1a
m{t tinh trang rit nang vi nhiing réi loan nguy hiém cé thé xay
ra nhu: nguy cd tuy mach nhiéu hon, ting nguy co pha phc;i do
suy tim, 14 mét khé khan cho viéc bdi phu nuée va dién giai khi
diéu tri tinh trang toan héa tang ceton.

+ Kiém soat dudng huyét khé khan hon.

Nguy co tit vong do NMCT téng 2 14n 4 nam va 3 1an & nii so
v3i nguoi khong bi DTD, ty 18 ti vong truc ti&p do NMCT & bénh
nhan DTD typ 2 14 34%, so vl nguoi khéng bi DTD- 18%. Ty lé
sng con sau nong dong mach vanh qua da la 65,5%, sau phiu
thuat cAu néi cha - vanh 80,6%, thap hon nhidu so véi ngufdl
khong bi DTD. NMCT & bénh nhian DTD kich thu’dc mé nhbi
mau ¢6 thé khéng 1én, nhung mic d§ suy tim va sOc tim lai ¢6
thé rat nang, c6 thé bénh co tim d3 ¢6 trong théi gian dai do tén
thuong vi mach, chuyén héa. Su két hOp bénh than kinh tu chu
lam tAng tac-dong than kinh giao cAm, lam ting nhlp tim va
giam bién thién nhip tim, r6i loan nhip tim la nhiing yéu t8 lam
tdng nguy co td vong sau NMCT & bénh nhan DTD.

+ Suy tim do bénh mach vanh & bénh nhan DTD.

Nguy ¢o suy tim ting gdp 2 1an & nam, 5 14n & nil so véi
nguaol khong bi BDTD. Pau thit ngye, NMCT lam cho suy tim
cang tram trong. Bénh mach vanh déng vai trd quan trong
trong tién trién suy tim sau NMCT, hay gia ting nhung con dau
that nguc, mét s§ truong hdp, tinh trang thiu mau co tim
khéng duge phat hlen cho t6i khi suy tim xay ra. Xo héa c6 tim
lan tran la hau qua caa thifu mau mau co tim, bén canh &6 co
thé c6 nhiing 6 nhdi mAu nhé trude ds.

Ca ché sinh bénh suy tim & bénh nhan DTD phic tap.
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Téc dong cua bénh mach vanh la yéu t6 diu tién, chiic ning
¢o tim con bi suy yéu tric ti€p bdi hau qua cua cac qua trinh ré1
loan chuyén héa. Tang glucose mau, tang néng d6 acid béo ty
do, tang cac hormon di héa, ling dong glycoprotem 1a nhiing
yéu t& 1am ning thém réi loan nhip tim, gidm co bép co tlm suy
tim cang nang hon.

Sy két hgp v6i ting HA, bénh thén kinh tu chi gép phin
lam ning thém tén thuong co tim di c6 sin, lam chiic nang tim
suy giam nhanh chéng.

Bénh vi mach ciing 12 mét y&u t6 tham gia lam suy co tim.

Khi biéu hién suy tim da rd hon, thudng xay ra nhiing dgt
suy that trai cip, bénh nhin thudng ¢6 nhiing con khé thé, pha
phai nhép vién.

Nhiing bién phap diéu tri triét dé nhu tai tao mach mau nudi
dudng co tim, phdu thust bic cdu néi, mang lai lgi ich khéng
nhi€u. PhAu thu4t ghép thay tim c6 16 chi ap dung cho nhiing bénh
nhan suy tim ning. Tuy nhién, badn than bénh DTD, cic bién
chiing man tinh cia bénh da 1a nhiing réo can dé chon céc bién
phap trén day diéu tri suy tim cho bénh nhan DTD.

Theo khuyén cao ciia ESC va EASD (2007): thude nhém e
ché men chuyén Ia thudc duge Iua chon hang ddu dé didu tri cho
bénh nhan PTD ¢6 giam chiic nang that trai, ¢6 hodc khéng cé
tri¢u chitng suy tim (loai I, miic C). Thudc chen thu thé
angiotensin II ¢ thé dung luan phién ho#c bd sung vdi thude tc
ch& men chuyén (loai 1, mic C). Trong cic thuéc chen béta, cac
thuée metoprolol, bisoprolol, carvedilol 1a nhing thudc hang
dau chi dinh diéu tri suy tim cho bénh nhan DTD (loai I, mic
C). Loi tiéu quai la thudc quan trong dibu tri triéu chitng phu,
dd nudc do suy tim (loai Ila, miic C), va cac thudc khang
aldosteron chi dinh bé sung cing véi thude tic ché men chuyén,
chen béta va lgi tidu quai 6 tac dung diéu tri suy tim ning ¢
bénh nhan DTD (loai Ila, mac C).
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4.10. Bénh mach mau n3o 6 bénh nhan BTD

Tén thuong déng mach cidnh § bénh nhan DTD typ 2 la
nhiing bién déi ning né véi nhifu doan hep dai. Viia xd dong
mach la nguyén nhan gay hep hoic tac mach, cang bat 1gi hon
khi tuan hoan bén kém, hau qua 1a suy hé déng mach dé6t séng
than nén, véi nhutng triéu chitng nhu di loang choang va nhiing
triéu chiing vé tiéu nio khac. Dic didm chung nhat cta bénh ly
dong mach canh 13 nhiing con thi€u mau nio thoang qua véi
nhiing triéu ching nhu Liét dot ngot r61 loan eam giac vung chi
bén déi dién, ciing ¢6 thé 13 161 loan thi lyc tam thoi. Trong
nhiéu trudng hdp 6 thé xay ra dot quy tam thoi, ¢é hodc khong
dé lai di chitng than kinh, bao truéc vé kha ning xay ra dét quy
néng trong tuong lai, so véi nhiing nguoi khéng bi DTD, dét quy
& nhiing bénh nhan DTD cé tén thuong than kinh ning hon,
tit vong cao hon, nguy cd tai phat cao hon va tién lugng lau dai
x4u hon.

Tién trién cha bénh mach mau nio & bénh nhan DTD ¢6 thé
Am tham, cic mang viia x0 1am gidm dan luu lugng tudn hoan
nao dua dén giam tri nhé. Ching mat tri nhé do nhéi mau nio
da 8 giai doan khdi phat véi nhiing triéu chiing suy giam chiic
nang than kinh trung udng nhu mat tap trung, thay d61 tinh
tinh, hanh vi..., ndng hon nita 1a tdc mach, xuit huyét nio.

Vé duy phong dot quy ESC va EASD (2007) khuyen cao: diéu
tri dé dwa HA trd vé mic binh thuong cho tit ea bénh nhin
DTD dé dé phong d6t quy (loai I, mitc A), ha HA quan trong
hon 1a chon thudc ha HA, thuéc c ch& hé théng renin-
anglotesin-aldosteron (RAAs) ngoai tac dung ha HA coén cé
tdc dung khac (loai Iia, mic B), thudec nhém nay ciing dudge
xem xét chi dinh cho bénh nhian DTD ¢6 HA binh thudng
(loai Ila, mic B). Thube statin duge chi dinh tuong tu nhu
chi dinh cho bénh nhan dét quy khéng bi DTD (loai I, miic
B). Aspirin chi dinh dé &é phong dét quy cip 1 va cap 2.
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Diéu tri con dot quy cip: bénh nhéan bi BTD bi d6t quy cap
duge diéu tri nhu ngudi bi dot quy khéng bi PTD (loai ITa, mic
C). Kiém soat t6i uu chuyén héa tuong tu nhu kiém soat chuyén
hoa trong céc bénh cap tinh khac (loai IIa, miic C).

4.11. Bénh mach mau ngoai vi chi dudi

Viém dong mach giy thi€u mau chi duéi 13 bién ching
thuong giap ¢ bénh nhan DT typ 2, hau qua cudl ciing 13 cit
cut chi. T4n suat mac bénh nam va ni ngang nhau, khodng 25%
bénh nhan DTD typ 2 phai nhap vién do cac bién ching chi
dudi, chiém 50% trong nguyén nhén cat cut chi khéng phai do
chén thuong. Nhiing yéu t6 nguy co d6i vél bénh mach méu chi
dudi 6 bénh nhan PTD typ 2 1a su két hgp bénh 1y than kinh,
viém dong mach, suy déng mach va nhidm khufn, mitc d6 khac
nhau tly tiing ca thé. Loét ban chan 13 mot bién chiing ning.

Tén thueng mach mau chi dudi dién hinh 13 tén thuong
kiéu Monckeberg, 13 tén thuong do calci héa I6p 4o gitda cua
thanh mach kich thude trung binh, biéu hién 14m sang bing cac
tridu chiing: dau cach hdéi, dau chi tu thé nam, chan lanh, tim d
& phan duéi, déng mach mu chan yéu, hoac khéng bt duge, teo
céc co lién d6t, cudl ciing 1a loét, hoai ti.

Trén l4m sang c6 thé gip hai thé:

— Ton thuong ban chin do bénh 1y than kinh don thuén,
biéu hién bang ton thudng than kinh c¢hifm wu thé, tuan hoan
nu6i dudng chi van tét. Thé bénh nay it gép hon trén 14m sang.

~ Tén thuong ban chan do két hop gitia bénh 1y thin kinh
vé1 bénh mach mau gay thidu mau, mat mach chi.

Két qua ghi dién co d6 va do toc dé dan truyén than kinh
cho thidy, 6 bénh nhan DTD phéi hop tén thuong myelin va soi
truc d61 xiing, lan toa, chifm wu thé ¢ chi dusi. Hau qua loét
ban chan v& nhiém khuin lan rong, sau dé 14 hoai td, phai cit
cut chi.
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Khuyén céo caa ESC va EASD (2007) khuyén ring: d6i véi
benh dong mach ngoai vi cho aspirin 1iéu thap nén chi dinh cho
tat ca bénh nhan DTD typ 2 ¢6 bénh tim mach (loai Ila, miic B).
Nhiing bénh nhén c¢6 kém bénh mach mau ngoai vi mot sé
truong hdp cho clopidogrel hoic heparin trong luong phan tt
thap (loai I, mtc B), bénh nhan ¢6 thiéu mau cuc bé cép & chi
cin tai lap lai tudn hoan (loai I, miic A).

4,12. Dai thao dudng va ting HA
4.12.1. Mot s6 ddc diém chung

Mot thuc t€ l1a nhiing bénh nhan PTP typ 2 thuong c¢6 tang
HA, 6 typ 1 néu co tang HA, truée hét phai lam day dua cac xét
nghiém thim doé dé phat hién bénh thén, phai 1am xét nghiém
dinh lugng microalbumin niéu, protein niéu, ¢é khoang 50%
bénh nhan DTD typ 1 c6 microalbumin niéu va hau hét bénh
nhén ¢6 protein niéu hién tai hodc tudng lai sé c6 ting HA.

Gan 50% bénh nhan DTD typ 2 ¢6 tang HA, khac véi typ 1,
bénh nhan DTD typ 2 ¢6 bénh than thi sé& c6 ting HA, nhung
khéng nhat thiét phai c6 bénh than nhiing bénh nhan nay masi
c6 tang HA. Trén thuc t&, co ché bénh sinh ting HA & bénh
nhan DTD typ 2 chua phai 3 hiéu biét mot cach can ke, nguoi
ta thay né lién quan dén cac y&u t§ nguy c6 nhu béo ph1 tang
lipid huyét tuong. Tang HA & DTD typ 2 gip nhiédu gip 10 lan
so vé1 DTD typ 1.

Tang HA, réi loan chuyén héa lipid, r01 loan dung nap
glucose hoic DTD typ 2, khang insulin nim trong mét héi
ching ma hién nay dugc goi 14 “Héi chitng X chuyén héa”.

Tang HA 6 bénh nhan DTD s& lam ting phat trién cac bidn
chiing ca bénh 1y mach mau 16n va vi mach nhu: nhéi mau cg
tim, suy tim, bénh véng mac, bénh xo tiéu cdu than.

120



Dé lam gidm nhiing tac hai gy nén ¢ bénh nhan DTD, cac
nha D4ai dudng hoc va Tim mach hoc d& nghi mie HA & bénh
nhian DTD can phai dat duge va duy tri la 130mmHg HA tim
thu va 80mmHg HA tam truong.

4.12.2. Ty 16 ting HA 6 bénh nhén DT typ 2

Tang HA (THA) 6 bénh nhan DTD tang gip 2 1an so véi
ngudi khéng bi PTD. & My, trong quin thé ngudi da tréng, ty 1&
THA do DTD typ 112 10 - 13 %, ty 1é nay 6 nhém r61 loan dung
nap glucose 1a 20 - 40%.

Ty 1& THA 6 bénh nhan DTD typ 2 tuy thudc vio con s6 xac
dinh chdn doan THA, vi du: Néu chin doan THA khi HA >
160/95mmHg, ty 16 THA & bénh nhan BTD typ 2 trén 55 tudi,
nam gidi 43%, nd gid 51% (hypertension in diabetes study -
1992). Theo UKPDS, ty 1& THA & d6i tugng méi dude chin doan
DTD typ 2 1a 39%.

Néu chin doan THA khi HA > 140/90mmHg thi ¢6 t6i 80%
bénh nhan DTD typ 2 bi THA & nhing giai doan khéc nhau.

Via ¢6 THA, via bi DTD sé lién quan dén 85% cac nguy cd
bién cé tim mach.

Nghién ctiu 14m sang cho thay, ngudi bi THA ¢6 xu hudng bi
bénh DTD hon ngudi khéng bi THA. THA, DTD ban than déu 12
nhiing yéu td nguy c¢d tim mach, sé nguy hiém hon khi phéi hop
v6i cac thanh phan khac trong Héi chiing chuyén héa (HCCH).

4.12.3. Coché THA 0 bénh nhdn BTD

Co ché& chinh xac giai thich nguyén nhan THA 6 bénh nhén
DTD con chua sang té. Ngudi bi DPTD, nghu nhién ¢6 thé bi bénh
THA (essential hypertention), ty 1é nay trong s6 nguoi bi PTD
13 10%. Yé&u t& di truyén cé vai tro trong phat sinh bénh THA
trong céng déng, nhiing yéu té nay cing c¢6 thé tham gia vio
phat sinh tinh trang khang insulin, va nhu viy sé lam ting
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nguy cd phat trién bénh DTDH typ 2. Trong y vén cling da ghi
nhén, cac yéu t6 di truyén va méi trudng tac dong vao giai doan
bao thai va so sinh c6 thé 12 ngudn géc caa ca THA va DTD. Mot
s0 cd ché khéc ¢6 thé lién quan dén THA & bénh nhan DTD nhu:
tang tai hap thu mudi, ting tinh co bép cia co tron mach mau,
tang hoat tinh than kinh giao cdm, ré1 loan chidc ning ndl mac,
bénh than do PTD.

HA tang theo tudi cAng r6 hon ¢ ngudi bi BTD, vi nguol bi
DTD, cac mach mau bi gia s6m hon do nhiéu y&u t6 nhu réi loan
chiic nng ndi mac va / hodc viém mach, dua dén tang qua trinh
lam ciing déng mach, trén thuyc t& 1am sang, tang HA tam thu
don dc, déc trung béi citng dong mach 16n, thudng gip & bénh
nhén DTD typ 2.

Inssulin ¢6 tac dung lam gidm ciing dong mach 16n, tac
dung nay sé giam 6 nhiing ngudi béo 6 khang insulin.

Mot s6 bénh noi tidt lam THA ciing c6 thé xay ra cung vii
DTD nhu: bénh nhiém déc hormon tuyén giap, hoi chitng
Cushing, u tiy thugng than, bénh to ddu chi. Vi vay, kha ning
tang HA th@ phat cing can phai dat ra va tAm soat, dic biét
hep dong mach than 14 bénh thudng gip hon & nhiing bénh
nhan by PTD.

4.12.4. Chon thudc diéu tri ting HA & bénh nhdn DTH

Nhiéu cong trinh nghién citu d3 chiing minh Igi ich gidm
HA 6 bénh nhan DTD, nhu UKPDS va HOT (hypertension
optimal treatment), trong ¢éng trinh ctia UKPDS sl dung béta
blocker (atenolol) va thude @e ché men chuyén angiotensin
(ACE3) captopril cho thay, kiém soat chiat HA c6 tac dung giam
cic bién ¢d tim mach hon 13 kiém soat chit glucose mau. Mot s6
cong trinh quy mé nhé hon tién hanh 6 bénh nhan DTP nhu
cong  trinh  FACET  (Fosinopril  versus Amlodipine
Cardiovascular Events Randomized Trial), va cong trinh ABCD
(Appropriate Blood Pressure Control in Diabetes study) da ghi
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nhén ring, c6 thé ¢6 khac nhau vé hiéu qua gifia cac thudc ha
" HA duge st dung; tuy nhién, nhan xét nay khéng chic chén 6
nhiing cdong trinh duge tién hanh véi quy md réng 16n, toan dién
hon. Cac béta blocker 6 thé it thich hdp hon so véi cac thude ha
4p khéac d6i véi bénh nhan DTP. Trong mét s6 trudng hop cu thé
khéng phai 1a chéng chi dinh, ACEi va ARAs (angiotesin
receptor antagonists) thich hgp va ¢6 lgi ngoa tac dung ha HA
con ¢b tac dung bao vé than.

a. Cdc thuée tic ché men chuyén angiotesin (ACE inhibitors)

ACEi 1a2 nhém thudc cé tac dung ha HA tdt, ngoai ra con cb
tac dung l1am giam albumin niéu va 1am cham tién trién bénh
than. ACEi da dude chiing minh 1am giam nguy c6 tim mach &
nhiing ngudi bi DTY trong ca hai e¢dng trinh CAPP (Captopril
Prevention Project trial) va MICRO HOPE (Heart Outcome
Prevention Evaluation sub-study), trong nghién ctiu cua HOPE
da ching minh ACEi cai thién tinh trang khang insulin va dé
phong su phat trién bénh PTD, ACEi lam giam ty 18 suy tim.

ACEIi la thudc duge chon dau tién dé diéu tri cho bénh nhan
c6 microalbumin niéu hodc protein méu.

Trong truéng hgp bénh nhan khéng dung nap v6i ACEi, ¢
thé thay bang cac thudc angiotensin Il receptor antagonists.

Chu ¥: Khi bt ddu diéu tri bing ACEi c&n phai loai tri
nhiing bénh nhin ¢6 bénh mach mau thin va mach mau ngoai
vi, nhiing bénh nhéan cé ting nong dé creatinin huyét tuong; vi
vay, ndéng d6 creatinin va dién giai mau phai duge kiém tra sau
1 tudn bit dau dibu tri va phai kiém tra lai sau mdi mét lan
tang liédu.

b. Cdc chdt d6i khdng thu thé angiotesin II (Angsotensm II
receptor antagonists)

Day 14 nhém thudc duge khuyén dung dau tién cho nhiing
bénh nhan PTD c¢6é microalbumin méu khéng dung nap véi
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ACE1, nh6ém thude nay ciing thich hgp ddi véi nhiing bénh nhén
cO protein niéu thudng xuyén, suy tim, sau nhdi mau ¢g tim va
suy than. C6 3 cong trinh nghién ctu vé 1gi ich cta cac thude d6i
khang thu thé angiotesin II & nhém bénh nhan DTD c6
microalbumin niéu ho#c c6 bénh than do DTD.

Nghién citu RENAAL (Reduction of Endopoint in NIDDM
with theAngiotesin II Antagonist Losartan trial), nghién ciu
tdc dung cua Losartan.

Nghién citu IRMA2 (the Irbesartan Microalbuminuria typ 2
diabetes in Hypertensive Patients trial), nghién citu tac dung
cta Irbesartan.

— Nghién clu tac dung caa Irbesartan & bénh nhan bi bénh
than do PTD (The Irbesartan in diabetic N ephropathy Trial).

T&t ca nhitng cong trinh nay déu chitng minh tac dung giam
tién trién bénh than 6 bénh nhan DTD typ 2 va tang HA, giam
HA tuong ty giita 2 nhém placebo va nhém diéu tri thude d6i
khang receptor angiotensin II. Tac dung béo vé than ciing gidng
nhu ACEi déc 14p véi tac dung ha HA. Nghién ctiu LIFE (The
Losartan Intervention for Endopoint Reduction in Hypertension
study) ghi nhén losartan tac dung t6t hon atenolol vé gidm ty 1
bénh va ty 1é t vong & nhém bénh nhéan bi DTD ¢6 tang HA va
phi dai thét trai. Losartan 1am gidm ty 16 méi méc bénh PTD
méi duge chan doan 25% so véi atenolol trong nhém khéong bi
DTD trong nghién citu LIFE.

¢. Thuée chen béta (Beta blockers)

Maic du két qua trong nghién citu cia LIFE va trong thuc t&
thudc nhém nay khong phai la thude duge chon dau tién dé didu
tri ting HA 6 bénh nhan DTD; tuy nhién, né van cé tac dung ha
HA 6 bénh nhan DTD. Trong nghién ciiu cia UKPDS, atenolol
c6 tac dung tudng duong nhu captopril, gidm dot quy 44%, giam
ty 1¢ tit vong lién quan dén DTD 32%, dic biét, cac bién chiing
vi mach do DTD giam 37%.

124



S6 liéu tu phan tich duéi nhém cha mdt s6 coéng trinh
nghién citu khac ghi nhan rang, nhiing ngudi bi ting HA dugc
diéu tri bing béta blocker c6 nguy cd cao hon xuit hién DTD
méi s0 véi nhém d61 chiing ho#c nhiing ngudi diéu tri bing céc
thuéc ha HA khac. Tac dung chuyén hoéa c6 thé thay déi tuy
thudéc vao loai beta blocker khac nhau. Nghién ciu GEMINI
(Glycemic Events in Diabetes mellitus: Carvediloi-Metoprolol
Comparison in Hypertensives trial) gan day so sanh tac dung
ctia cuia carvedilol va metoprolol d8i véi kiém soét glucose huyét
¢ 1235 bénh nhan DTD typ 2 va tang HA dudgc diéu tri bing céc
thudc chen hé théng renin-angiotesin. Céng trinh nay d& chiing
minh ring, sau thdi gian theo déi 35 tuin, carvedilol ¢é téc
dung cao hon metoprolol vé mic 46 nhay cam insulin, én dinh
HbAlc va tién trién cia microalbumin niéu trong nhém nghién
citu. Nhin chung, ¢6 nhiéu bing chitng t6t vé 1oi ich trong thoi
gian dai vé miic dd gidm bénh tim mach & bénh nhan ting HA
bi DTD, vi vay khong cé chéng chi dinh loai thufc nay dé didu
tri ting HA 6 bénh nhan DTD va tang HA. Tuy nhién phai ghi
nhé ring, cac thudc chen béta khong chon loc, vé 1y thuyst cé
thé lam tiang nguy cd ha dudng huyét, mic di trén thyc t& didu
nay ciing it xay ra, tac dung nay khéng xay ra khi chi dinh
thudc chen béta ¢6 chen lgc, c6 thé 1am gidm sy xuét hién cac
triéu chiing du bao ha dudng huyét.

d..Th_u-o"f: chen kénh calci (calcium channel blockers)

Khéng giéng nhu cac thudec nhém ACEi va béta blocker, cac
thudc chen kénh calci chua dude nghién cttu réng 6 bénh nhén
DTD, tuy nhién, trong nghién ciiu Syst-Eur cho thay thudc chen
kénh calei ¢6 tic dung giam nguy c¢o tuong d6i 16n hon vé cac
bién c6 tim mach trong s6 492 ngudi bi DTD duge diéu tri bing
thuéc chen kénh calci tae dung dai nicardipin so véi ngu?cn
khéng bi PTD. M6t 8 diém cin luu ¥ khi chi dinh diéu tri bing
cac thuéc thudc nhém nay:
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— Thudc tac dung kéo dai c6 thé chi dinh tét déi véi bénh
nhan DTD 16n tudi ¢6 tang HA tdm thu don ddc, tuy nhién,
thudc c6 tac dung ngin la chéng chi dinh, vi nhém thuée loai
nay cé thé lam téng nguy cd nhéi mau cg tim.

~ Vi thuée chen kénh calci ¢6 mét s8 tac dung huéng co Am
tinh (negative inotropic), cho nén khong duge chi dinh cho bénh
nhan BTD ¢6 suy tim ning.

- M6t s6 thudc chen kénh calei c6 tac dung gisn mach
(vasodilation), do vay c6 thé gay nén ha HA tu th&. Phai hét stc
can trong khi chi dinh cho bénh nhén DTD bi bénh than kinh tu
chd (autonomic neuropathy).

— Cung nhu thuée beta blocker, thude chen kénh calci chi
dinh t6t cho bénh nhan DTD c¢6 con dau thit ngue.

e. Thuée loi tiéu

Ngudi ta da ghi nhan thude lgi ti€u thiazid c6 tac dung ha
HA & bénh nhan DTD, ¢6 thé c6 vai tac dung phu vé chuyén
héa, nhung chi khi chi dinh v6i liéu cao (20-500mg hydro-
chlorothiazid, trén omg bendrofluazid), nhung khi cho véi liéu
thdp cé tiac dung ha HA. Trong nghién citu SHEP (the systolic
hypertension in the Elderly Program study) trén 538 ngudi bi
DTD c6 ting HA tdm thu don déc, diéu tri bing liéu 1gi tiéu nén
da giam 2 1an clc bi€n ¢4 tim mach so v6i nhém khéong bi DTD.

f. Thuée chen alpha (alpha blockers)

Cac thude thudc nhém nay c¢é tac dung ha HA qua gign
mach ngoai vi, thude chua duge danh gia diy da vé tac dung
giam bién ¢6 tim mach & ngudi bi DTD, tuy nhién c6 thé c6 lgi
d6i véi bénh nhan DTD wvi thudc ¢6 tac dung lam gidm
triglycerid va tang HDL.C. |
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Bang 3.7. Bang tom t&t huéng dan didu tri.

Muc tiéu diéu tri THA & BN BTD HA tam thu HA tam truong
Muc tiéu diéu tri < 130 mmHg < 80 mmHg
BN cd bénh than < 120mmHg <75mmHg
Phac d5 diéu trj
Thay dGi I16i séng, sinh hoat don 130-13%mmHg 80-89mmHg

thuan (16i da 3 thang) sau d6 didu
tri phéi hgp thude.

Diéu tri: thay ddi sinh hoat + didy > 140mmHg > 90mmiHg
tri bang thudc.

g. Hudng dan thue hanh

~ BN DTD sé diéu tri dé HA tim thu < 130mmHg, HA
tdm truong < 80mmHg.

~ BN DTD c6 ting HA (HA tam thu > 140mmHg hosc HA
tam truong > 90mmHg s& diéu tri bing thude két hgp véi diéu
tri 161 s6ng va sinh hoat.

— BN ¢6 HA tam thu 130-139mmHg, hodc HA tam truong
80-89mmHg s& duge diéu tri bang thay déi 16i séng, tap quan
sinh hoat don thuén t8i da trong thdi gian 3 thang, sau dé6 néu
khong dat duge muc tiéu sé phai hgp didu tri véi cac thudc chen
hé théng renin-angiotensin (block the RAS).

~ Khi bat diu diéu tri bing thude ¢ thé chi dinh loai

thudc da duge chiing minh lam giam cae bidn 8 tim mach d&
v01 bénh nhan PTD (nhu ACEi, ARBs, béta blocker, lgi tidu).

~ T4t ca bénh nhan PTD va THA sé duge diéu tri bang cac
thude, hosic 14 ACEi, hosic ARBs, n&u nhu mot trong hai loai
bénh nhan khéng dung nap duge, sé thay th& bing thudc khac.
Thuée 1¢i tiéu thiazid c6 thé bd sung néu nhu cin thiét dé dat
duge muc tidu ha HA. |
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~ Né&u nhu chi dinh ACEi, ARBs, ho#c loi tidu, phai kiém
tra thuong xuyén chiic nang than, ndng 46 kali mau.

— Mac da chua ¢6 nhiing e¢dng trinh nghién cu so sanh
truc tiép gitta ACEi va ARBs, nhung nhiing thi nghiém l4m
sang da dua ra mot sé théng bao sau:

+ BN DTD typ 1, ¢6 THA, ndng d6 albumin niéu bt ky &
mic 46 nao, ACES da dugc chiing minh ¢ tac dung lam cham
qué trinh tién trién bénh than do DTP.

+ BN DTD typ 2, ¢c6 THA va ¢6 microalbumin niéu, ACEi
va ARBs 48 dudc ching minh c6 tac dung lam cham sy tién
trién cua microalbumin niéw.

+ BN DTD typ 2, THA, c¢6 microalbumin niéu va suy than,
ARBs d3 duge chitng minh c6 tac dung lam chiam tién trién
bénh than do DTD.

bé1 vé1 phu ni cé ‘thai bi DTD va THA man tinh, muc tiéu
HA cta Héi tim chau Au (European society of cardiology) va Héi
nghién citu DTD chau Au (European Association for the study
of diabetes) vé muc tiéu diéu tri bénh nhan DTD va bénh tim
mach (European Heart Journal (2007), 28. 88-136).

Bang 3.8. Muc tiéu diéu tri bénh nhan DT ¢b bién chimng tim mach.

Cac théng s& Céc chi tidu Muc tiéu diéu tri
HA Tam thu/Tam truong < 130/80mmHg
Khi c6 bénh thén hodc co
protein niéu > 1g/24gid < 125/75mmHg
Kiém soat HbA1c < 6,5%
Glucose mau Glucose finh mach: Khi doi < 6,0mml/l (108mg/dl)
Sauzn:typ 1 | 7,5-8,0mmolA (135 -
160mg/dl)
: Typ 2 7.5mmol/l (135mg/dl)
Nhom mé Cholesterol toan phan < 4,5mmol/I(175mg/dl)
LDL.Cholesterol <, 8mmol/i(70mg/dl)
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HDL.Cholesteroi:

Nam gidi

N gidi

Triglycerid

Cholesterol toan phan/HDL,C

> 1,0mmol/l{40mg/dl)
> 1,2mmol/l(46mg/dl)
<1,7mmol/I150mg/dl)
<3

Thay ddi I5i
séng

Cai thuéc 14
Hoat dong thé luc
BMI

Bat budc
> 30-45 phat/ngay
<25

Can giam khi {3ng can 10%

Vong eo: Nam gi6i (Chau Au) | < %4mm

Nit gidi (Chau Au)

| <80 mm

Théi quen an Mugi < 6g / ngay
uéng Chét xo > 30g/ ngay

M@ (% nang iuong an vao) <30-35

M3 bao hoa <10

Trans - {fat <2

Po!yunéaturated n-6 4-8

Polyunsaturated n-3 2g/ngay

linolenicacid va 200mg/ngay acid béo chudi rat dai.

4,13, Bénh vi mach mau 6 bénh DTD (diabetic microangiopathy)

Tén thuong bénh 1¢ cic vi mach mau & bénh nhan DTH
ngay cang ting, nguyén nhén cé 18 do bénh dudc diéu tri ngay
cang tot, tudi tho ciia ngudi bénh ngay cang cao. Mt khace, phat
minh ra kinh hién vi dién t& d3 cho phép chin doan sém va
chinh xac. Nhiéu tac gia da phat hién thiy nhitng bién d6i bénh
1§ 6 cAc mach mau véng mac mit, & cac tifu ciu thén tit nhiing
ngéy dau khi phat hién ra bénh, tham chi c¢6 trudng hop bénh
con 6 trong giai doan chua cé tneu chitng }am sang (r6i loan
dung nap véi glucose) cling 44 cé ton thuong cac vi mach mau.

Tén thuong mé hoc néi chung la: day va giin mang nén ctia
cac mao mach, 1 lai trong mang nén chét giéng hyalin bit mau
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khi nhuém PAS (nhu cac glucoprotein). Cac chat lipid va nhiéu
hgp chét protein khéc. Tang sinh t€ bao ndi mac va tiang
cytoplasma cua t€ bao nay. Nhiing t€ bio nay san xuit ra cac
prostaglandin va yé&u t& hoi phuc t&€ bio néi mae, né 1a véu t8 dc
ché€ hién tugng dinh cha tiéu cdu vao thanh mach. Gan day
nguoi ta con cho rdng, viée tidt ra yéu t§ giin mach td ndi mac
mach mau ¢ bénh nhan DTD bi giam, giam s6 lugng cac t€ bao
pericyt, ndng hon 14 mét hoan toan loai t& bao nay. Réi loan
tinh tham thau cia méang t& bao. Nhiing ton thuong mé hoc nhu
trén c6 thé thay & cg, cd tim, mao mach véng mac mét, than...

- § vong mac mit ¢6 thé thdy nhitng chd phdng rat nhé cia
mao mach (capillary microaneurism). T& bio ndi mac, t& bao
pericyt giam. Nhi€u mao mach tan tao, do phdn dng véi tinh
trang thiu oxy, cac mach mau tin tao rat d& vd, cé thé 1a
nguyén nhin cta hién tugng kéo bong véng mac, ting sinh md
hen ké&t xam nhap vao trong thiy tinh dich. 0 mao mach tiéu
cau than, cac tiéu ciu than méo mé, tdng sinh mo lién két 6 nhu
md than, hinh thanh nhiing tén thuong hat Kimmelstiel -
Wilson (K - W nodular lesions). X6 va hep nhanh dén va nhanh
di cia ciu than.

~ O nhitng d¢ng mach 16n thudng c6 réi loan bénh ¥ cac
mao mach nudl dudng cic mach mau (déng hay tinh mach)
(vasa Vasorum) d6 ]a nguyén nhin giy nén nhing réi loan
bénh Iy nhu tic & d6ng mach dui lam hoai ti cac phan chi duéi.

~  Da1 véi ¢o tim: xo ¢d tim lan tda, che mang viia (atherom)
¢6 thé gay nén nhdi mau co tim.

Giai thich co ché bénh sinh va tén thuong cac mach méau
nhé trong bénh DTD con dang ban cii, c6 thé tém tit miy quan
diém sau day:

° Do réi loan chuyén héa vi thiéu insulin sé du’a d‘en

~ Tang glucose trog mau
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— Tang triglycerid mau.

-~ Ré&i loan thanh phan cac chat protid, lipid.

— Téang glucoprotein, hexosamin mau.

~ Tang cholesterol mau.

— Cé vai tro tham gia caa cac hormon khang insulin.

- Hormon ting truéng (GH) cé tac ddng truc tiép trén
nhu mé cua thanh mach mau, trén chuyén héa céc chit trong
mang nén.

+ Bing thuc nghiém: sau khi cét bd tuyén yén ctia con vat
thf nghiém, GH kich thich trén chuyén héa cta acid hyaluronic
va cac mucoit ¢6 chita luu huynh trong thanh mach.

+ Trén lam sang, nhiing bénh nhin DTD c¢é tridu chitng
bénh 1y cac mach mau nhd, sau khi cit bd tuyén yén, hay bi
bénh Shechan, cdc triéu chiing bénh ly & vong mac mit ngiing
phat trién, hogc gidm di rd rét. Nhung vai trd ctia GH khéng
phai quy€t dinh, vi 6 mdt s6 bénh nhan bi bénh to diu chi lai
thay tén thuong vi mach méu rat it.

~ Glucocorticoid: cac hormon glucocorticoid khi tac dong
1én hé théng hyaluronidase - acid hyaluronic sé pha trung hgp
phitc hop glucoprotein & cac thanh mach mau, din dén réi lean
cdu tric mang nén mach méau va tinh tham cia thanh mach.

+ Trén thuc nghiém: ¢ con vat gay DTD bing alloxan, tiém
glucocorticoid sé lam xudt hién nhiing réi loan bénh 1y cic mach
méau nhé ¢ véng mac mét, 1 tré trong thanh mach mAau nhiing
chat giéng hyalin, ting lipid va « globulin trong mau.

+ Trén lam sang: theo d6i 14m sang thay nhiing bénh nhéan
DTD c¢6 glucose huyét luén ludn dao déng (e cao, lic thip), hay
¢6 nhiing r6i loan bénh 1y & cac vi mach mau. Vi lic tiang hay ha
dudng huyét d61 véi bénh nhan DTD nhu 14 mét stress déi véi co
thé, co thé s& tang tiét ¢ catecholamin va glucocorticoid.
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Nhung theo d6i 1am sang cac thé DTD ngudi ta thay ring,
PTD do steroid (nhu do udéng liéu lusng cao va kéo dai cortisol)
lai rét it gép cac ro1 loan bénh 1y & cac vi mach mau. Vi vay, chi
¢6 mot minh GH, hay mét minh steroid thi khong thé gay duge
tén thuong bénh 1§ & cac mach mau nhd, ma phai trén co sé cua
thiéu insulin trong mau thi GH hosc steroid mdi giy ton thuong
bénh 1y cac vi mach mau. | |

e Bién déi trong mau

— O bénh nhan DTD, ndng d6 ciia hemoglobin Alc (HbAlc)
rat caoc so véi binh thudng: hemoglobin nay khac véi céc
hemoglobin binh thudng la cé thém glucose va manose 6 vi cudi
cing caa chudi béta, 14 hemoglobin tiéu thu rat nhiéu oxy.
Nhiing bénh nhén duge diéu tri t6t, hién tugng hao phi oxy sé
duge bu bang tang nong 46 2 - 3 DPG (2 - 3 diphosphoglycerat).
Nhung ¢ nhiing bénh nhén néng ¢6 tinh trang toan héa do ting
ceton mau, trong huyét tudng giam nong d6 phosphat, giam
ndng d6 2 - 3 DPG theo Ditrel thi d6 12 nguyén nhén lam ting
tinh trang thidu oxy té chiic.

~ T& bao héng ciu cia bénh nhan DTD cé xu huéng ting
k&t tap (aggrettion), tiang tinh bién dang cia hong ciu sé lam
ro1 loan tinh luu théng trong mach mau, tru’dc hét 1a cac vi
mach mau.

— Tang kha niing dinh cla tidu cdu, tang két tap tidu ciu
sé lam tré ngai cho nhiing c¢d ché ty diéu chinh mach mau tai
ché, diéu nay rdt quan trong trong bénh ly vi mach mau 6 vong
mac mat. '

—~ Thuyét di truyén: 1a thuyét duge néi dén nhiéu trong cd
ché sinh bénh cia bénh 1y cic mach méu & bénh nhan DTD.
Ngum ta cho ring, c6 mot gen dac hidu 1am r6i Joan chuyén héa
mang nén cac mach mau, khic véi gen gy nén bénh DTD. Trén
thuc t&€ 1am sang bénh 1y cac vi mach mau gip 6 nhiing ngudi ¢b
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kha nang bi bénh DTD (potential diabetes), khi ma chva ¢6 mét
biéu hién gi vé& 14m sang ciing nhu can lam sang (sinh héa).

—  Vai trd cita mién dich: khi thidu insulin, s& 1am réi loan
quéa trinh tong hop protein, cac paraprotein sé duge hinh thanh,
né 12 nhiing khang nguyén thuc su. Co thé sé tao nén nhiing
khang thé khang lai cac khang nguyén d6, vA nhu vay sé hinh
thanh phan Ung ngung két khang nguyén khang thé. Tén thuong
ciac mao mach 13 hiu qua ciia cac phan Ung ngung két do.

4.14. Tang duong huyét va cac rdi loan chitc ning mach mau

— Biéu hién cta bénh 1y mach mau do PTD hai ton thuong
chinh nhu d4 trinh bay trén, 46 la:

+ Xuit hién va ning lén bénh via xd déng mach.
+ Téc mach do huyét khoi.

Nhung rdi loan chlic ning mach mau do DTD 1a do ting
chuyén héa glucose & t& bao va nhiing bién déi dé lién quan dén
chiic ning t€ bac mach mau.

— Nhiing t& bao chiu anh huéng la:
T& bao ndi mac.

T& bao ¢o tron.

Than kinh trong thanh mach.
Nguyén bao xd.

+ + + 4+

— Nhiing bién d6i chiic nang t&€ bao 1a nguyén nhan cia
nhiing bién d6i muén hon vé: |

+ Tinh thim thau (permeability)

+ Tinh co bép (contractility)

+ Su phat trién (growth)

+ Vi huyét khél mach (thrombosis)

Pugc bidu hién bang cac triéu ching trén lam sang:
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— Te bao ndi mac (endothelium) c6 vai trdé quan trong kiém

s0at mbi mot trong nhidu chic ning cua mach mau bang tiét ra
nhﬁng chat (substances) ¢6 tac dung rat manh 1én chiic niang
cia cic t€ bao lan can trong thanh mach cling nhu trong long
6ng mach. Nhiing chat (y&u t6) nay bao gbm:
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+ Nitric oxyd (endothelium derived relaxing factor (EDRF).
+ Prostacyclin (PGI2).

+ Cac yéu t6 co manh nhu:

o Endothelin.

» Eisocanoids.

» Hyperpolarizing factors.

+ Nitric oxyd: dugc tao nén tit L. arginin.

Bién d6i calcium trong t& bao ndi mac diéu chinh tong
hdp NO

o Nhiing tac déng do dong chay cua mau trong long mach
¢ tac dung diéu chinh su bién d8i calci.

+ Binh thuong:
* NO 1a mét chdt diéu chinh quan trong vé ap lue mau.
o Ut ché s co ¢d cua t& bao co tron.

o Ngan chan su két dmh cia cac té bao ndi mac mach mau
véi tiéu cdu va bach cau.

« Thol glan dai hon NO diéu bién su xuit hién cic thanh
phin cdu tric nhu cic phan ti két dinh, su phat trién t&
bao va stia chiia mach mau.

e NO hoat héa men guanylatcyclase chuyén guanosin
triphosphat thanh cyclic guanosin monophosphat (¢cGMP).



« Lam giam calcium trong t& bao, cidc kénh calci bj 1ic ché&
béi NO va ¢cGMP, do d6 han ch& sy di vao cia calcium viao
trong t& bao.

o NO cung hoat héa kénh ion kali, ting phin cuc
(hyperpolarization) do han ché& su di vao trong t€ bao cia
calci qua céc kénh calcium phu thude dién thé.

NO duge phat hiér dau tién nhu 13 mdt chit trung gian
chinh y&u cho hién tugng giin mach phu thudc néi mae cia cac
¢d tron mach mau, chiic ning nay bi rdi loan trong cac mach
mau G bénh nhian BTP va trong nhiing hinh thitc khic nhau
cia md hinh PTD thuc nghiém trén sdc vat, chiing t6 rang: réi

loan chiic ning NO ¢6 thé dua dén rat sém cb tmh nguyen tic
dién bién bénh mach mau do DTD.

Chiic ning giin mach bi r6i loan c6 thé lién quan dén sy
giam tong hgp, ting pha hiy, hodc khang lai tac dung cia NO,
ciing do téng hop cac chat khac nhu vascconstrictor eicosamids
hoic endothelin, cac chit nay c¢6 thé lam mat tac dung cta NO.

e Qud trinh gan duong khong enzym

Tiép xtic 14u dai cac protein mang t& bao véi tinh trang tang
duong huyét dua dén viéc hinh thanh nhidu san phim, trong d6
c6 cac san pham cudi cia qua trinh glycosylation bac cao
(AGEs) (Advanced glycosylation end products) qua qué trinh
hinh thanh céc protein lién két chéo va hang loat phan ting sinh
héa ma cho t6i nay chua hiu hét duge. Cac receptor ti€p nhan
AGE cb6 trén té bao dai thuc bao (mmacrophage) va cac t€ bao ndi
mac. Khi gin AGEs véi cac receptor ciia né c6 thé téng hgp hoic
giali phéng cac cytokin, cac phadn ti két dinh cila mach mau
(vascular adhesion molecule), endothelin - 1 va cdc yéu & ta chiic.

AGEs lam mat tac dung cua nitric oxyd (NO). Ngudi ta cho
rang, AGEs c6 thé 132 nguyén nhéan lam réi loan chdc ning té
b&ao nét mac.
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Aminoguanidin 1a chit de ché sy hinh thanh AGEs, phuc
héi lai mét phan chic nang t€ bao néi mac trén dong mach chu
chu6t DTD thuc nghiém.

Nhiéu cong trinh nghién citu d3 di dén két luan: bénh Iy vi
mach 14 do réi loan duang chuyén héa polyol va bénh mach mau
16n 14 do hién tugng gin glucose (glycation) tao AGEs.

e Chuyén héa sorbitol

Tang dudng huyét va tang chuyén héa glucose c¢6 thé dua
dén tich lily sorbitol qua aldose reductase, sau dé sorbitol
chuyén héa thanh fructose nhd men sorbitol dehydrogenase,
tang chuyén héa theo con duong sorbitol:

Lam tang ap Iuc thidm thau
NADPH NADP* NAD®* NAD Lam gidm n6ng 45
27 Nz myoinositol
Gl Sorbitol — Fructose ) .
Heose = sorbitol = Fructo Lam bién d6i can bing trong
Aldose reductase Sorbito} té€ bao.

dehydrogenase

Cung con duong chuyén hoa nay lam ting néng d6 sorbitol
trong t6 chic nhu thuy tinh thé (lens), nhufng vai trd trong cac
t& bao mach mau cua né chua rd, vi ca hoat tinh caa aldose
reductase va ndng d6 sorboiol rat thdp trong cac t€ bao mach
mau J nguoi.

Mic du cac yéu té tic ché aldose reductase lam glam mbt
cach chéc chin cac réi loan bénh 1y than kinh va than & chust
DTD thyc nghiém, nhiing nghién cttu con rat it vé 1am sang da
chitng minh: cic thuée tc ché nay khéng ¢6 tac dung trén cac
bién chiing mach mau do DTD.

—  Diacylglycerol:

Phan hiy glucese (glycolysis) 14 con dudng chuyén héa cia
glucose.
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+ M54t vai c¢Ong trinh nghién ctiu chng minh ring: tang
glucose huyét sé lam tang noéng 4o dlacylglycerol trong mot vai
loai t&€ bac mach mau va té chic.

+ Cac két qua nghién ctiu khac xéc nhan rang: ting néng
d6 diacyl glycerol 1a do téng hdp qua bic thang acid héa cta ba
chét trung gian dudc tao ra trong qué trinh phan huy glucose,
diacylglycerol 1a mét Co - factor, khi diacylglycerol gin va hoat
héa proteinkinase C, 1am giam cung cap Ca* cho men ATPase,
hoat déng cia ATPase giam sé lam giam hip thu myocinositol
(Myoinositol 12 nén tdng dé téng hop phospho - myoinositol va
cac phosphoisositid khac clia mang té bao, va chinh cac chit nay
diéu hoa hoat déng men Na* K" ATPase, 1a loai men cung ¢ap
ning ludng cho hoat déng t& bao).

—  Protein kinase C:

Protein kinase C 1a yéu t& diéu hoa chi yéu cua rit nhiéu
chiic ning quan trong cua mach mau, ma nhing chic ning nay
hay bi réi loan trong bénh DTD bao gom: sy phat trién t& bao,
tinh thdm, su co.co va téng hgp cac protein co ban ngoai t& bao.

Nghién ciiu tac dung cha hién tugng Gc ché enzym nay trén
nhiing ré1 loan khac ciia mach mau do DTD va tac dung cua né
trén bénh nhan PTD sé 1a van dé rit quan trong.

Nhiéu nghién ctu da ghi nhan rang, ting dudng huyét két
hop v61 ting cac chat oxy héa (oxidants) ca trong va ngoai té
bao. Céc san phidm clla qua trinh oxy héa c6 thé tang la do
glycation hodc 1a do ting hoat tinh men protein kinase C.

Piéu tri bang cac chat chéng oxy héa nhu vitamin E, acid
thioctic cai thién duge ca réi loan chiic ndng vi mach va tim
mach ¢ DTP do ngén chin duge qua trinh hoat hoat protein
kinase C.

e Cdc cytokin

137



Ngoai hau qua cta tinh trang ting duang huyét va mat cin
bang insulin néi méi, DTD gay nén nhing r6i loan vé sy béc 16
(expression) va tac dong cla cac cytokin khac nhau, cac peptid
tac dong trén mach mau nhu VEFG (vascular endothelial cell
growth factor), TGFB (transforming growth factor - B), TNFa
(tumour necrosis factor - «), angiotensin II, Endothelin 1. Cac
hormon ¢6 tdc dong manh trén mach méu nay duge tiét ra trong
t8 chitc mach mau, ching tac ddng qua cac receptor trén bé mat
t& bao bang cach tu tiét (autocrin) hoic cin ti€t (paracrin).

Mot vai tro da dude x4c dinh ré cha cac yeu t& phat trién
trong biéu hién bénh ¥ mach mau do PTD bao gom:

— VEGF: trong bénh véng mac méit ting sinh do DTD, tinh
trang thiéu oxy (hypoxia), ting dudng huyét, qua hoat héa
protein kmase C s€ lam tang su xudt hién VEGF véng mac va
lam ting ndéng dé y&u t§ nay, ting tinh thim thanh mach va
tdng hinh thanh cac mach mau tan tao.

~ TGFB 1a mét yéu td diéu chinh quan trong ciia qua trinh
tong hdp va chuyén héa chit co ban ngoal té& bao. Ting sy xuit
hién cua TGFp hinh nhu tham gia gian tlep vac qua trinh day
mang nén, phat trién gian mach trong tiéu ciu than do PTD.

Ting néng 46 TGFﬁ thucng két hop véi giai doan xo
(fibrotic phase) ctia biéu hién véng mac tdng sinh va bénh co
tim do DTD Cac khang thé trung hoa khang TGFpB lam giam sy
phat trién gzan mach & nhitng con vat DTD thue nghiém. Didu
d6 chiing té rang cytokm nay la mdt yéu td tham gia quan trong
bién chiing than & bénh nhan DTD.

— R61 logn hé théng renin - angiotensin thuong di kém vdi
su néng lén cita bénh than do DTD. Cac chit dc ché men
chuyén angiotensin da duge ching minh 13 lam gidm quéa trinh
ngay cang ning, mat chic nang than ¢ bénh nhan DTD typ 1.
Cac thudc nay ciing lam giam ty 18 méic bénh va ty 18 ti vong &
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bénh nhan suy tim vi thé thuée cling c6 tac dung bao vé, chéng
- lai biéu hién vi mach va bénh mach méau 16n é bénh nhan DTD.

Angiotensin II lam tang mot s§ qua trinh biéu hién bénh 1y
khac trong vila x6 déng mach nhu sy phat trién té bio ¢g tron
va di chuyén t& bao nay lam bdc 16 cic gen dugc coi 14 gay vita
xd déng mach vi giy tic mach nhu PAI1.

—~  Tuong ty nhu viy, endothelin I 14 mdt peptid co mach
manh, sy xuét hién cua endothelin [ tang 1én do ting
angiotensin II va insulin trong t& bao ndl mac mach mau.
Endothelin I ¢6 tham gia trong ¢ ché& bénh sinh cGa bénh tim
mach va bénh than do DTD.

- Tang hoat tinh ctia cac peptid lam co mach, két hgp véi
giam tac dung cta nitric oxyd c6 thé 1 nguyén nhén lam tiang
ty 1é ting HA trong tinh trang khang insulin va DTD.

4.15. Ton thuong than & bénh nhan dai thao dudng

Nim 1936 Kimmelstiel va Willson d3 mé ta 7 bénh nhan bi
bénh DTD, dién bién 14m sang ngoal triéu chimg PTD con cb:
albumin niéu, pha, HA cao, ti& vong vi suy than. Hinh anh mo
hoc ciia nhiing bénh nhidn nay 1a tdn thuong thanh hach
(nodule) & cac cdu than. Vi vay ba tridéu chitng albumin niéu,
phu, HA cao 6 bénh nhian DPTD dudc mang tén 1a héi ching
Kimmelstiel - Willson. Nam 1942, Far da md ta x0 cau than lan
tda, thuong gip chi yéu 6 nhitng bénh nhan DTD.

Dé chi céc ton thusng dic hidu do PTD ngudi ta dung danh
phap “xo cau than do DTD” (diabetic glomerulosclerosis).

V& md hoc: chia xd cau than do BTD thanh ba loai: khu tri
(hay thanh hach), lan téa va xuat tiét.

~  Thé x0 tiéu cdu than khu trd (nodular glomeruloscleosis):
bén ngoai luéi mao mach cac cau than, tao nén nhitng hach tron
dudng kinh ti 100 - 150 micron, mang nén mao mach day lén,
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trong luéi mao mach ¢é6 nhiéu chéd phinh (aneurism), din dan
cide mao mach bi téc lai va hyalin héa (hyalinose).

— Thé xd tiéu cAu thin lan tda (diffuses glomeruloscleos1s)
ton thu?dng lan toa xAm lan tdt ca cac 146l mao mach tiéu ciu
than. Bang phuong phap sinh thist vi soi kinh hién vi dién tli
ngudi ta thay: trong giai doan diu, cac mao mach bi thuong tén
khong dong déu: mang nén cac mao mach day lén, trong mang
nén ling dong cac san pham ctia chuyén héa lipid, cac phitc hop
glucoprotem Dén dan tén thucng tién t61 ndi mo va sau d6 dén
t& bao bi€u mé. Giai doan cuéi ctia xd tidu cAu than lan toa 1a
cac mao mach.

- Thé x0 tifu cau thin xult tiét (exudative glomﬂru-
loscleosis): khong didc hiéu d6i véi bénh DTD, trén co s8 cac ton
thu?dng khu tra thanh hach hay lan téa, xufit hién nhing chit
bat mau khi nhudm acid, cing véi nhiing chit ngung dong dang
fibrin & trong khoang Bowman sat véi luéi mao mach tidu ciu
than. Nhitng bién d61 bénh 1y § cAc mach mau nhé: hyalin héa
cac dong mach nhé, 14ng dong trong thanh déng mach céac chit
bat mau khi nhuém PAS, va nhidu triéu chiing thoai héa khac
ciing thay d trong viing tiy than.

4.15.1. Co ché bénh sinh bénh thén do OTP

Khi ban vé ¢¢ ché bénh sinh bénh thin do PTDH y van thé
gi6i dé cap t6i mét s6 van dé sau day:

a. Vai tro cta di truyén

Yéu t6 bam di truyén dugc Gng ho bdi nhiing quan sat
sau day:

Bién chitng nay th'urdng gap trong nhu.ng gia dinh bénh
nhdn DTD typ 1 va ca typ 2. Ngudi ta cho rang, cac yéu td di
truyén c6 vai trd quan trong véi tinh min cam (Susceptibility)
bénh than & bénh nhan PTD.
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—  Diéu tra yéu t6 gia dinh vé HA cho thiy: HA déng mach
3 bd me bénh nhan DTD c6 protein niéu cao hon 6 nhiing b me
cia bénh nhan khéng cé protein nidu. Nguy co tuong doi cua
phét trién bénh than 1am sang (Overt nephropathy) vao khoang
3,3 néu c6 mot trong hai bd hodic me ¢6 tang HA. Nhu vay tang
HA khéng chi 1a bién chiing ctia bénh than do DTD, ma né da ¢
bam t8 sin, tiém 4n, ¢ thé xudt hién rdt sém & cd bénh nhan
typ 1 va typ 2 khi albumin niéu con binh thuong.

— Gia dinh ¢6 tién s® méic bénh tim mach, s& ting moi
nguy cd vé bién chiing than 6 bénh nhidn DTD, nguge lai
ting kha nang bi bénh tim mach ¢ bénh nhian DTD c6 bién
ching than.

b. Réi loan huyét dong

Trén mb hinh thuc nghiém hay DTD tu nhién déu thay tang
luu hugng huyét tuong qua than (glomerular plasma flow), giam
khang mach mau trong than, ap luc hé théng truyén dén mao
mach tiéu eAu than duge thuan 1¢i nhd giam khang mach dén
(afferent) so véi mach di (efferent) mach than, ting ap hic thuy
tinh mao mach tiéu cau than (glomerular capillary hydrauhc
pressure). Tang ap luc trong tiéu cAu than coé thé gay ton
thuong bé mat ndéi md, pha vd ciu trac binh thudng cta cua
hang rao chén tiéu ciu than (glomerular barrier), cudl cang dua
dén tang sinh gian mach (mesangial proliferation), tang téng
hgp cac matrix ngoai té€ bao (extra cellular matrix production)
va k&t qua lam day mang nén cau than.

Ré1 loan huyét dong thuong k&t hop véi tang sén
(hyperplastlc) cic tifu cAu than. Mot s6 tac gia con cho ring
ting san (hyperplastlc) va ph1 dai tiéu cAu than & bénh nhin
DTD cé thé xay ra truée khi xay ra ré1 loan huyét dong.

 Mae dii vai tré chinh x4c ciia cac y&u t& phat trién trong qua
trinh phét trién bénh than do DTD cho téi nay van con chua
biét duge mot cach day du. Nhung chac chan cac hormon phat
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trién (GH), cac yéu t6 phat trién gibhg insulin (insulin like
growth factors), yéu t& phat trién ngudn goc tit tidu ciu (platelet
derived growth factor PDGF), y&u t6 phat trién bién ddi
(transforming growth factor - B, - TGF B,), véu t8 phat trién cla
ndl mac mach mau (vascular endothial growth factor - VEGF),
12 nhiing chat kich thich phat trién d8i véi nhitng bién déi &
than trong thoi gian bi bénh BTD. Cac yéu t8 nay ¢6 thé hoat
héa hién tugng tiang sinh t& bao gian mach, ting téng hgp cac
matrix 6 gian mach, hoic 1am giam quéa trinh thoai héa matrix
(matrix degradation), do d6 lam tang nhitng bién d6i vé t6 chiic
hoc déc trung dé1 véi bénh than do DTD.

¢. Van chuyén nguoc natri - lithium (Na* - Li countertransport)

Tang heat tinh van chuyén nguge Na* - Li cda t& bao héng
cau, hé théng van chuyén cation mang t&€ bao ¢6 lién quan chit
ché v6i1 bénh tang HA va cic bién ching cia né, cé t6i 80%
nhiing bién chitng nay trong ting ca thé dugc gidi thich do anh
huéng cita di truyén. -

Tang t6c d6 van chuyén nguge Na* - Li da duge nhiéu tac
gia ghi nhan ¢6 & cd DTD typ 1 va typ 2 ¢6 micro v macroalbumin
niéu (Mangili. R. Bending. JdJ et al 1988, Morocultt. A. et al 1992).

Mai lién quan déc biét gitta tinh hoat déng ctia hé théng van
chuyén nay & nhiing diu hé dai thao duong (diabetic probands)
c6 bién chiing than véi bé me cla ho ching td ring tinh di
truyén vé€ ting hoat tinh cta hé théng van chuyén nay trong
bénh nhan do DTD. Ngudi ta cing nhan thay su két hgp chat
ché hoat tinh van chuyén nguge Na* - Li § nhitng dda tré sinh
déi cung tring bi DTD.

Tang hoat tinh van chuyén nguge Na* - Li ¢6 thé lam tdng
nguy co d6i véi bénh than va cac bién chitng mach méau & nhitng
bénh nhan DTD.
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d. Chét vdn chuyén nguoc chiéu sodium - hydrogen (sodium -
hydrogen antiporter)

Nhiing diém rit giéng nhau gitia van chuyén nguge Na* - Li
va hoat tinh ctia chit trao déi mang t€ bao sinh hoc, chat van
chuyén nguge Na*/H* (Na - H - antiporter) da thic giuc cac nha
khoa hoc nghién cttu kham ph4 nhiing ré1 loan trong bénh than
do DTD.

Van chuyén nguge chidu hai chdt Na* va H* (Na* - H* -
antiport) dam nhiém ba chiic ning quan trong cua t& bao:

- Diéu chinh pH trong té bio.
—  Kiém soat thé tich t& bao.

- Diéu chinh cip ghép “kich thich - dap ftng” va ting sinh
t& bao. |

Trong than, isoform Na'/H* exchanger - 2 (NHE,) nam &
trén mang dinh (apical membrane) biéu md da bi phan cuc
(polarized epithelia) tham gia truc ti€p qua trinh tai hdp thu
Na*. Tang hoat tinh Na*/H* antiport cling xay ra ¢ mét s6 typ t&
bao ¢ bénh nhin PTD typ 1 c¢6 bién ching than, ciing nhu &
bénh nhéan bi bénh ting HA (essential hypertension).

Nhiéu cong trinh nghién cifu trong thoi gian gan day da di
dén nhén xét: nhing bénh nhan DTD c¢6 ting qua miic hoat tinh
cua cac chat van chuyén (transpor) ion mang nay c6 thé lam
tang tai hap thu Na* ¢ 6ng than, nhu vay sé lam ting dong mau
qua than, dua dé&n lam tang loc tifu cdu than dé duy tri can
bang natri (sodium balance) k&t hop véi ting hoat tinh Na*/H*
antiport s& dua dén ting truong luc mach mau, ting HA hé
théng va tang ap luc trong tiéu ciu than, mét qua trinh tuong
tu sé 1a nguyén nhén lam tang vang gian mach.

R61 loan tdng hop matrix ngoai t& bao két hgp véi hoat héa
qua mic Na*/H* antiport sé 1a nguyén nhén tich liy qua nhiéu
matrix 6 gian mach v to chiic ké than.
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Nhiing rd1 loan trén day sé 1a khdi diém cho chu trinh cac
hién tugng gy nén tang HA hé théng va tang HA trong tiéu
cau than, nang hon 13 xo tidu ciu than (glomerulosclerosis) va
cubi eing bi téc (occlusion) cac tiéu cAu than va suy than.

4.15.2. Nhimg réi loan chirc ndng sdm cua thén

Khoang 40% bénh nhan DTD c¢6 tang dong mau qua than va
tang mitc loc cau than (MLCT) (MLCT > 135ml/phut/1, 75m2)
Tang muc loc cau than xay ra khi méi bit ddu va trong qua
trinh phat trién cha bién chv:ng nay. M6 hinh thue nghiém trén
stc vat vé bénh DTD thay ring, nhiing yéu t6 huyét dong, dic
biét ap lyc trong tiéu cau than déng vai tro quan trong trong su
phat trién bénh 1y & tidu cau than. Nhung ¥ nghia tién lugng
cua hién tugng tdng loc cdu than trén ngudi con dang duge ban
cdi. Mot 8 cdng trinh nghién ctiu cho két luan, khéng thay su
lién quan gifia tinh trang ting loc véi sy tién trién cda protein
niéu, véi ting HA, nhung mét s cong trinh khac lai thay ¢6 lién
quan ro rét. Tuy nhién c¢i hai nhém nghién cfiu ¢6 nhiing két
luén nguge nhau nay déu ghi nhan hién tugng suy giam véi tée
dé nhanh miic loc cau than & bénh nhan DTP 14 ¢6 hién tugng
tdng loc, ¥ nghia l4u dai cua hién tugng nay che téi nay chua ré.

Mot s& r6i loan chuyén héa xay ra & bénh nhan DTD lam
tang loc cau than nhu ting dudng huyét, ting thé ceton, réi
loan téng hgp prostaglandin cta than, ting peptid dio thai Na*
cia nhj, réi loan tong hop NO, r6i lean co ché nguge dng than -
cau than, dua vao co thé khéi lugng protein cao. -

4.15.3. Vai tré cua microalbumin niéu ¢ bénh nhédn TP

Nam 1969 Keen va Cholouverakis lan dau tién dua ra k¥
thuat dong vi phéng xa (RIA) @€ dinh huong albumin trong nuéc
tiéu le nong do6 thap. Pén nam 1982, danh tI “microalbumin
niéu” dugc chinh thiic su dung trong 14m sang. Microalbumin



niéu duge x4c dinh bang téc d6 bai xuit albumin qua nude tiéu
gitia 20 va 200 mg/phat hodc khoang 30 - 300mg/24gi0.

~ Nghién ctiu theo chiéu doc cac nhém bénh nhan DTD
typ 1 d& ching minh microalbumin niéu 1a yéu té du doan
(predictor) vé€ sy xay ra bénh than lam sang cua PTD, khi c¢6
microalbumin niéu nguy cd xay ra bénh thin lam sang ting lén
gap 20 lan.

- Mic bai tiét albumin ¢ ngusi khée manh dao ddng ti
1,5 - 20pg/phut, trung binh khoang 6,5ug/phit, dao déng gilia
cac ngay vao khoang 40 - 45%, do vay dé gidam miic t8i thidu su
dao ddéng nay nén tién hanh do nhi€u 14n vao nhidu thdi diém
khac nhau (c6 thé do 3 miu nude tiéu trong thai glan vail tuan).

- Microalbumin niéu thuong xuyén thudng phat hién sau
1 nidm - dude chidn doan bénh PTD typ 1 va ciing cé thé phéat
hién thay ngay khi chin doan bénh PTD typ 2. Y nghia cia su
xuét hién microalbumin niéu ¢ ngusi méi bi PTD trong thdi
gian ngdn chua rd, nhung 6 mot s bénh nhin, théi gian bi bénh
2 b nam c6 albumin niéu, duge xem 13 da c6 tén thuong than
(Viberti. GC. 1987). Mot khi microalbumin niéu duge xac nhan,
thi bai xuat albumin theo nuéc tiéu c¢é chiéu huéng ting 1én
theo thai gian, téc do trung binh khoang 15% hang nam.

~ Microalbumin niéu c¢é lién quan véi ting HA. Nhiing
bénh nhéan DTD ¢é microalbumin niéu, HA thudng cao hon bénh
nhin albumin niéu con binh thudng (Feldt — Rasmussen.B et al
1982), con s6 HA thudng xdp xi 10 - 15% miic HA cha bénh
nhan DTD albumin niéu binh thuong.

Khoang 25% bénh nhin DTD c6 bién chiing than rd trén
lam sang nhtmg HA binh thudng, va nhiing ton thudng vé hinh
thai hoc clia than ¢6 thé khéng lién quan véi tinh trang tang HA
¢ nhitng bénh nhan typ nay.

Ngudi ta ciing chua biét mdt cach chic chin, lidu ¢6 phai la
mot bénh than dang phéat trién ¢ nhing bénh nhan DTD thue
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- day bién chiing than do DTB hode viua do PTD viva do tang HA
thiic ddy nhanh su phat trién cia bién chung than

Mé1 lién quan nhin quid gifia ting HA hé théng va
microalbumin niéu la khéng chic chan, vi ngudi ta thiy ring
tdng ap luc mao mach da (trong khi HA ddng mach hé théng
binh thudng) ¢6 trudc khi ¢6 ting HA hé théng 6 bénh nhan
DTD typ 1.

Tuy nhién, mic d6 HA ting c6 thé l1a mét yéu t§ tham gia
lam tén thuong than, hodc ting HA va tang bai xuit albumin
niéu 1a nhitng qua trinh cung déng thdéi xay ra dua dén tén
thuong than & bénh nhan DTD.

Hé Si Thong (1999) nghién citu héi ctu trén 218 bénh nhan
DTD dugc theo d&i lién tuc, hé théng ti 1996 téi 1999 thiy
rang, trong s6 bénh nhan DTD c6 protein nidu (137 bénh nhan)
trong 5 ndm dau cé 40%, > 5 nam, 46,2%, > 10 nim 78,8% va
> 15 nam c6 100% bénh nhin c¢é ting HA; sau 15 nam c¢é téi
40% trong s6 nay xuit hién suy than giai doan IIT - IV. So sanh
gitta hai nhém bénh nhén ¢6 va khéng c6 microalbumin niéu,
tac gia ndy cho thiy ting HA gip 12,5% 3 nhém khéng c6, va
67,9% (p < 0,05) 6nh6m ¢6 microalbumin niéu.

Céc cong trmh nghién citu vé hinh thai hoc cho thiy nhiing
t6n thuong v8 ciu tric nhu tang thé tich glan bao (Mesanglal
fractional volume), giam dién tich loc ctia cAu than gap & ty 1é
cao khi albumin niéu vugt qua 45mg/24gi6 chiing 10
microalbumin niéu 13 d4u &n rit sém cta tén thuong ciu than

Khi microalbumin niéu 6 benh nhin DTD cing xay ra véi
nhiing tinh trang sau diy sé lam ting méi nguy co d6i véi bidn
chiing than va tim mach, dé la:

—  Kiém soat kém dudng huyét.
- Tang HA.
~ Tang cac thanh phan lipid gay viia x¢ d6ng mach.
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— Tinh trang khang insulin.

- Tang ty 1é c4c bién chiing: bénh véng mac, bénh thin
kinh, bénh mach mau ngoai vi, phi dal th&t trai, bénh thiéu
mau ¢ tim thim lang. '

Nhiing bénh nhin DTD c¢6 microalbumin niéu cé6 ty lé
khang insulin cao hon bénh nhan ¢6 albumin niéu binh thudng,
nhan xét nay c6 thé gitp dé giai thich tai sao nhiing ngudi cé
microalbumin niéu ¢6 khuynh huéng kiém soat chuyén héa kém
hon va HA dong mach cao hon khi so sinh véi bénh nhan DTD
albumin niéu binh thudng. T¥ ldu nguoi ta di biét khang
insulin 14 y&u t6 nguy co ddc lap dé1 v6i bénh mach vanh
d nhitng ngusi khdéng bi DTD. Nhu vay, m6l nguy c¢ cho ca
bénh than va tim mach c6 sdn é nhitng bénh nhian DT c¢o
microalbumin niéu.

Nguyén nhin lam ting bai xuit albumin niéu: tu thé, tap
thé duc, nhifm khudn dudng tiét nidu, suy tim & huyét, ting
ceton huyét. Kiém soat dudng huyét c6 anh hudng dén téc 46 bai
xuit albumin theo nudc tiéu, néu kiém soat dudng huyét tét,
chit ché va sém sé& lam giam bai xuat albumin niéu.

Ché& d% an ciing anh hudng dén bai xuat albumin, vi du: ché
dd 4n han ché protein s& giam protein niéu &6 bénh nhan BTD so
v6i nhém chiing. Trén 1am sang cing nhu thuc nghiém déu thay
loai protein cfing nhu tong s6 ning lugng dua vao cé anh hudng
dén téc d6 bai xuit albumin va c6 thé tham gia lam cho qua
trinh bénh than & bénh nhin DTD nang 1én. Han ché Na* trong
ché& d6 an lam ha HA. Nghién ciiu trong théi gian dai cia nhiéu
tac gia da khang dinh vai tro ctia ch€ d6 an han ch& Na* d6i véi
tién trién cta microalbumin niéu hoic bién chitng than & bénh
nhin DTD typ 2. Na* con anh hudng téi tac dung diéu tri cia
thuéc ttc ch€ men chuyén trén thuc nghiém DTD bing
streptozocin va 6 bénh nhan bi bénh cau than khéng do bTD.
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R&i loan chuyén héa lipid thudng gip 6 bénh nhan DTD.
Ngudi ta thiy rang: lipoprotein (a) quyét dinh tinh di truyén cé
thé ting & ca bénh nhan DTD typ 1 va typ 2 ¢6 microalbumin
niéu. Mét s6 nghién cttu vé diéu tri cho thay: diéu tri cic thude
ha lipid huyét cai thién duge cac thanh phan lipid & bénh nhan
DTD typ 1, va khong ¢6 hoic tac dung khong rd do1 vél typ 2;
nhu vay c6 thé lipid c6 trong v& bam t& d& mic cac bénh mach
mAu 6 bénh nhan DTD. Tuy nhién, vai tro caa lipoprotein (a) va
cac lipoprotein khac tham gia nhu théd n&éo trong co ché
bénh sinh bién chitng than PTD c6n dang duge nghién ciiu siu
hon niia. -

4.15.4. Lam sang bénh than do OTD

a. Mét s6 diém chung

~ Bénh than do DTD (MTD) (c6 thé goi 14 “bién chiing” than
do DTD, 14 mét hoi chitng 1am sang dic trung bdi ¢é albumin
niéu lién tuc (2300mg/dl/24gi6, hodc = 200mg/phut), dude xac
c‘hnh it nhat 2-3 lan thu riéng b1ét, cach nhau 3 - 6 thang, miic loc
cau than MLCT) giam nghiém trong va tang HA.

— Bénh than PTD la nguyén nhin hang d4u gay suy than
man & M§ va cic nude chau Ay, va cing 14 mét trong nhiing
bién chiing man tinh quan trong nhat gay td vong déi véi bénh
DTD. O My, 30-40% bénh than giai doan cuéi l1a do PTD. Mic
di ca DTD typ 1 va DTD typ 2 bénh than déu dua dén bénh
than giai doan cudl, nhung chil y&u van 13 do DTD typ 2 vi ty 18
bénh DTD ngay cang tiang (chu yéu tang DTD typ 2). Hién nay,
BN DTD song tho hon va BN DTD néi chung va BN bi bénh
than do DTD néi riéng duge cham sée tdt hon.

~ Bién chiing than do DTD thudng xay ra s6m hdn, chua
dén 10 nam sau khi bi bénh DTD typ 1, khoang 3% BN DTD typ
2 méi duge chin doan ¢ tridu chiing bénh than lam sang. Ty 1é
bénh cao nhat vao thoi diém da bi bénh DTD 10 - 20 nam, sau
tudi nay ty 18 bénh gidm dan. Pinh diém xuat hién bénh than
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DTD 6 ngusi bi DTD typ 1 12 10-15 n&m sau khi bj DTD, BN
DTD khéng ¢6 protein miéu, sau 20-25 nam nguy ¢ xay ra bénh
than lam sang khoang 1% nam:.

— Nhing nghién citu hién nay cho thay, xuat hién va dién
tién bénh than do DTD c6 thé dudce cai thién t6t nhd nhiing bién
phép can thiép ngay cang hién dai, nhung nhiing bién phép nay
sé phat huy tac dung t6t nhat néu duge tién hanh sém nhat
trong qua trinh phat trién bién ching nay.

b. Dién bién tu nhién cla bénh than do DTE

~ Triéu chitng 14m sang sém nhét cta tén thuong than la
xudt hién albumin trong nuéc tifu véi lugng rdt nhd
> 30mg/ngay hoic 20mg/phut, dude goi 1a albumin nidu vi thé,
BN khi d4 cé albumin niéu vi thé chiing té bit ddu ¢6 bénh than
(bién ching than), néu khéng dude can thiép dic hidu, gin 80%
BN DTD typ 1 c¢6 albumin niéu vi thé kéo dai bai xust albumin
theo nudc tiéu sé tang dan, hang nam c6é ti 10-20% tién téi bénh
than lam sang (albumin niéu 300mg/24 gio hodc 200ug/phut)
trong thdi gian t& 10-15 nam, cung véi taing HA. Mét khi bénh
than lam sang da xay ra, néu khéng c¢6 nhiing bién phap can
thiép dac hiéu, MLCT giam dan trong vai nim tuy tiung BN (tu
2-20ml/phit/mam). Bénh than giai doan cudi xay ra & 50% BN.
DTD typ 1 khi bénh than l4m sang kéo dai trong 10 nim va
> 75% sau 20 nam.

— BN DTD typ 2 ¢6 ty 1& albumin niéu vi thé cao va bénh
than lam sang c6 thé phat trién ngay sau khi chin doan bénh
DTD, vi bénh DTD typ 2 thuc t& da ¢6 nhiéu nam trude khi duge
chan doan, c6 thé albumin niéu chua nhidu nhung khi sinh
thiét, than da c6 tén thuong. Néu khéng c6 bién phap can thiép,
20-40% BN DTD typ 2 c¢6 albumin niéu vi thé & chuyén sang
bénh than lam sang, 20% sé tién trién thanh bénh than giai
doan cuéi. Khi MLCT bat diu giam, téc d6 gidm ciing khac
nhau tay tung BN, nhung néi chung khéng khac nhau may giiia
DTD typ 1 va typ 2. Phai d€ phong nguy cd t vong khi két hop
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v61 bénh mach vanh ¢ BN DTD 16n tudi, phai d€ phong ngay tix
giai doan sém hon khi bénh than chuyén sang bénh than giai
doan cubi. Vi diéu tri va can thiép mach vanh ngay cang dugc
cai thién, BN DTD typ 2 séng lau hon va ty 1& suy than ciing sé
cao hon.

— Albumin niéu con 14 mét ddu 4n (marker) vé ting ty 1é
ti vong va ty 1é bénh tim mach é ¢A BN DTD typ 1 va typ 2.

- Nhu vay, albumin niéu vi thé 13 mét théng sé d€ sang
loc khong nhiing d61 véi bénh than, ma ea d61 véi cac bénh tim
mach, giip c6 nhiing bién phap du phong thich hgp va kip thdi.

— Cung d3 c¢6 nhitng bing chiing bude ddu cho thiy didu
tri giam cholesterol méu ciing ¢6 thé 1am giam protein niéu.

¢. Sang loc albumin niéu

- DTD typ 1, albumin niéu vi thé it x3y ra khi méi bi
bénh, do vay 461 vé6i DTD typ 1 sé bat dau sang loc albumin niéu
vi thé sau 5 nam bi bénh.

- DTD typ 2, vi khong xac dinh duge bénh xay ra vao ldc
nac nén xét ngh1em dé phat hién albumin niéu vi thé sé lam
ngay sau khi chin doan bénh DTD. Néu két qua am tinh, lam
lai xét nghiém hang nam.

— Sang loc albumin niéu vi thé sé duge tién hanh theo 3
phuong phap sau day:

+ Do ty 1é albumin/creatinin § méiu nudc tiéu bat ky
(phuong phap thich hop).

+ Dinh lugng creatinin 8 miu nudée tiéu 24 gid, cho phép
déng thai do duge dd thanh thai creatinin.

+ Dinh lugng mAu nude tiéu 14y trong thoi gian 4 gid qua dém

Phén tich ty s albumin/creatinin trong miu nuée tiéu bat
ky dugc nhiéu nha than hoe khuyén ap dung, hai phuong phap
sau it dugc ap dung hon. Binh lugng albumin trong mau nude
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tiéu bat ky, hoac 12 bing xét nghiém mién dich (immunocassay),
hodc biang que thi (dipstick test) 1a thich hop dé phat hién
albumin nidu vi thé, nhung khéng do duge déng thdi creatinin
nude tifu, tuy c6 hon cac phuong phap khac nhung lai hay
cho két qua duong va 4m tinh gia vi su khic nhau vé néng dé
nuéc tiéu.

~ Xét nghiém sang loc albumin niéu vi thé it nhat 6 thang
lam 1 lan.

~ Sang loc albumin nidu vi thé cin duge thuc hién cho
nhiing phu nd mang thai ¢6 1ién quan dén bénh DTP. Khi cé
albumin niéu vi thé ma khéng ¢6 nhiém khuin dudng tiét nidu
132 moét du bao t6t nhat vé tién san giat. Khi cé albumin nidu dai
thé hodc protein niéu phat hién bing que thl, cAn danh gia
MLCT béng creatinin huyét tusng hoic d6 thanh thai creatinin
niéu trong 24 gié dé chin doan giai doan, cac xét nghiém khac
cling cAn Iam d& chuidn doan tién san giat.

~ Nhiéu ebng trinh nghién ciiu cho thay, c6 mét ty 16 nhat
dinh ngudi 16n bi DT ¢6 giam MLCT ma khéng ¢é albumin
niéu. Nhu viy, c¢6 thé gidam nghiém trong MLCT & ngudi 16n
bi DTD typ 1 va typ 2 ma khéng c¢6 albumin nidu. Diéu nay
da dude sang té rang, giai doan 3 ho#ic cac hon (MLCT
< 60ml/phat/1,73m?) c6 thé xay ra ma khéng ¢6 albumin niéu &
mdt ty 1é kha 16n ngudi 16n bi DTD. Khi sang loc quin thé nay
chi ¢6 xac dinh albumin niéu mét don thudn, cé thé sé bd qua
mét s6 lugng dang ké trudng hgp CKD.

~ Néng dd creatinin huyét tuong sé phai kiém tra it nhit
hang nam dé danh gia MLCT & tit cd ngudi 16n bi PTD bat ké
nong d6 albumin niéu nhu thé& nac. Chi ¢6 xét nghiém creatinin
huyét thanh mét minh khéng thé danh gia duge chiic ning
than, nhung né duge st dung dé danh gia MLCT va giai doan
miic do6 CKD. MLCT c¢6 thé st dung cong thitc COCKROFT-
GAULT hoéc cdng thic caa LEVEY.
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— Theo d6i albumin nidu vi thé hang nam dé chin doan
bénh than do DTD, d€ chi dinh diéu tri bing UCMC hoic ARBs,
diéu tri THA. Tuy nhién céc chuyén gia khuyén cao ti€p tuc
theo dai 1a dé danh gia ca dap utng d61 véi diéu tri va qua trinh
ning lén caa bénh than. Mot s6 chuyén gia ghi nhan giam dudc
albumin niéu vi thé t6i mdc binh thu?dng hodc gan binh thudng
(néu nhv ¢6 thé lam duge), c6 thé cai thién duge tién luong BN
b1 bénh than va bénh tim mach, nhan dinh nay chua duge danh
gia trong cac nghién ciiu tién ciu.

Bang 3.9. R4i loan bai tiét albumin niéu

Mau bat ky Mau Mau theo
Phan loai (ng/mg {mgl24gis) khoang thdi
creatinin) gian (pgfphat)
Binh thudng <30 <30 < 20
Albumin nigu vi thé 30 - 299 30 - 299 20 - 199
Albumin niéu 13m 300 300 200
sang

Vi sy bai tiét albumin niéu hay dao dong nén chi duge phép
chan doan khi 2 trong 3 mau nude tiéu duge xét nghiém trong
vong 3 - 6 thang c6 bat thuong. Cac yéu t6 ¢6 thé lam tiang bai
tiét albumin niéu 13 van déng thé lyc nhidu trong vong 24 gig,
nhiém triung, sét, suy tim sung huyét, ting dudng mau ning,
ting HA nang, dai mu, dai mau.

4.15.5. Giai doan tién trién cua bénh thin DTD

—~  (3ai doan 1 (g1a1 doan sdm cua DTH): nhu ciu tang trén
than dude x4c dinh bang MLCT trén binh thuong.

— Giai doan 2 (glal doan phat trién bénh PTD): MLCT duy
trli muc tang hoac glam xuéng binh thudng, nhiing tén thuong
cau than tién trién, xuit h1en albumin niéu vi thé, bai xuiat
albumin > 30mg trong nudc tidu 24 gid. Microalbumin dan dan sé
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tién trién thanh bénh thén giai doan cudi. Vi vay, tit ca BN DTD
sé phai xét nghiém microalbumin thudng xuyén hang nam.

— Giai doan 3: bénh than l4m sang (hodc xét nghiém que
thit duong tinh). Tén thuong cdu than biéu hién bing albumin
lam sang, thi nudc tidu bing que thi duong tinh, albumin mau
> 30mg/24gid. Tang HA bat dAu xuit hién trong giai doan nay.

— Giai doan 4: giai doan muén caa PTD. Tén thuong ciu
than ngay cang nang, albumin niéu ting, kha nang loc ciia than
bat dau giam lién tuc, nito phi protein (BUN) va creatinin méu
bét ddu tang, MLCT giam khoang 10% hang nam. Hau hét cac
BN 6 giai doan nay ¢6 tang HA.

- Giai doan 5 (bénh than giai doan cudi): MLCT giam con
khoang 10ml/phit, cac bién phép didu tri thay thé& khac nha loc
méu, thAm phin phtc mac, ghép than 12 cin thiét.

Su tién trién qua 5 giai doan nhu trén c¢6 thé xac dinh dugce
dé dang dé1 v6i DTD typ 1, vi DTD typ 1 ¢ thé xac dinh duge
thoi diém méc bénh va hau hét BN DTD typ 1 thuong it lién
quan dén su dung thudc men do tudi tac.

Khoang 5 -15% DTD tip 2 cb tién trién qua 5 giai doan ké
trén, theo trinh ty thoi gian 14 kha rd rang, mét s6 BN tién trién
qua cac giai doan mét cach rat nhanh.

4.15.6. Dé phong va diéu tri bénh thén do PTD

—  Téac dung cia kiém soat dudng huyét:

+ BN bi DTD typ 1 hodc typ 2 tadng duong huyét dudc
chiing minh 132 mdt yéu t& quan trong trong tién trién cta bénh
than DTD, r6 nhat 14 6 DTD typ 1.

+  Nguoi ta da chiing minh dudce ring, difu tri DTD tich
cuc ¢6 thé phuc héi ting phan tinh trang phi dai (glomerular
hypertrophy) va téng loc (hyperfiltration) cta ti€u ciu than,
Jam cham su tién trién cda albumin niéu vi thé, 1am 6n dinh

L]
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ho#ic ¢6 thé lam giam ndng do6 protein ¢ BN ¢6 albumin niéu
vi thé.

+ Két qua tit nhing BN DTD duge ghép tuy: BN ¢6 bénh
than 1Am sang sau ghép ‘tuy dudng mau trd vé hoan toan binh
thuong, chiie ning than én dinh, chitng t6 kiém soat chat ducng
huyét va chuyén héa c6 the lam cham tdc dd tiéh trién cua tén
thuong thin dang tién trién.

+ BN DTD typ 2 diéu tri tich cuc bing insulin c6 ty 16 bié’n
chimg vi mach thip hon so v6i BN BTD typ 1. Phan tich vé két
qua, kinh phi co hiéu qua cta nghién cttu UKPDS, céc tac gia
da két luan ring kiém soat duong huyét tich cue déi véi BN
DTD typ 2 lam téng chi phi diéu tri, nhung lam giam quan
trong chi phi diéu tri cac bién chiing va 1am cham xuat hién cua
‘¢ac bién chiing.

+ Cb6 thé thiy ring, diéu tri bénh DTD tich cuc ¢6 thé 1am
giam nhiéu nguy co phat trién albumin niéu vi thé va bénh than
lam sang ¢ BN DTD.

- Kiém soat huyst ap (HA):
+ BN DTD typ 1 ting HA thuong 1a do DTD.

+ BN DTD typ 2, 1/3 tang HA phat hién duge & thai diém
chin doan bénh DTD, thuong cé su két hgp gitia: r61 loan dung
nap glucose, tang HA, tang LDL-C va triglycerid, gidm HDL C,
béo phi va nhay cam véi cac bénh tim mach. Ching té ring, cac
r6i loan bénh 1y trén cé lién quan dén mét co-ché co ban 1a
khang insulin, hién nay dugce goi véi tén: Héi ching chuyén héa.

+ Tang HA ¢ BN DTD t§p 2 c6 thé do bénh than do DTDH
cing c6 thé xay ra cung véi bénh tang HA (essential
hypertension), hoéc do nhi€u nguyén nhan thit phat khac nhu
bénh mach mau than, ting HA tAm thu don ddc lam mat tinh
dan héi (elastic compliance) ctia cac mach mau 1é6n bi vita xo...
N61 chung, tang HA ¢ BN ca 2 typ DTD déu lién quan dén ting

-
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thé tich huyét tuong, tang khang mach ngoai vi va giam hoat
tinh renmn.

+ Ca tang HA tAm thu va HA tdm truong déu ddy nhanh
tién trién bénh than do DTD, diéu tri tich cuc HA ¢6 thé lam
cham téc 6 giam MLCT. Diéu tri tang HA thich hop ¢6 thé kéo
dai cudc séng trung binh caa BN DTD typ 1, ti 1é ti vong giam
t 94% xubng 45% va giam nhu cau loc mau va ghép than tu
73% xudng 31% mudi sAu ndm sau bi bénh than lim sang. |

- Muc tiéu dau tién didu tri cho BN DTD khéng ¢6 thai,
> 18 tudi 1a giam HA va duy tri HA tadm thu < 130mmHg va HA
tam truong < 80mmHg.

-~ D@61 véi BN tang HA tam thu don doc, ¢6 HA 2 180mmHg,
muc tidu dau tién cha diéu tri 12 gidm tu tX HA tAm thu ting
giai doan, néu nhu muc tiéu ban dau 1a phu hgp va BN dung
nap dudge, thii tiép tue didu tri cho HA ha hon nita dé dat dude
muc t1éu.

— Nhiing bién phap chu yéu diéu tri ban diu 1a thay ddi 161
sdng nhu giam cén, giam ché d6 an mudl, giam uéng rugu, tap
thé due. Nhitng BN bi bénh than, diéu tri bing ACE inhibitors
va ARBs dugc chi dinh nhu 134 mét phdn ctia diéu tri ban dau.
Néu sau 4-6 tudn ma HA khong gidm t61 mic yéu cau, cho
thude diéu tri b6 sung. Cac thuée bé sung nay cho tang dan
(stepwide), tuy tiing BN cé hay khéng mot s6 yéu té khac nhu
phu, gid nudc, bénh mach mau v.v..

— S dung cac thudc ha HA:

+ Tén thuong tiéu cau than 1am thay d6i vi tuin hoan, dua
dén tang loc xay ra trong céc tiéu cdu than con lai do ting ap
lye trong ti€u ciu than va ting nhay cam véi angiotensin IL.
Tang loc trong mdi mét nephren, cung véi ting HA trong tidu
cdu than giy ton thuong cho ban than nephron. R4t nhiéu
nghién ctiu da chitng minh ring, BN DTD typ 1 ¢6 ting HA, cac
thuée e ché men chuyén (UCMC) c¢6 thé lam gidm albumin
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niéu v giam téc d6 tién trién clia bénh than t6t hon so véi cac
thudc ha HA khéc (cac thube nay c6 tac dung ha HA ngang
UCMC). Mét s6 nghién ctiu khac, ciing da chiing minh rang
UCMC lam gidm tién trién cta albumin niéu vi thé 6 BN DTD typ
1 khong tang HA va ¢ BN DTD t§p 2 ¢6 hosic khéng c6 tang HA.

+ Phai chu y khi st dung thusec UCMC hoic thude chen
thu thé angiotensin (ARB) vi cic thude nay 6 thé lam tang kalh
huyét 6 BN suy than dang tién trién va/ hoic giam aldosteron
do giam renin mau. Nhiing BN 16n tudi c6 hep déng mach than
hai bén va nhtng BN cé bénh than dang tién trién ngay khi
khong ¢6 hep dong mach than, UCMC ¢6 thé 1a nguyén nhan
lam giam nhanh chiic ning than, lidu c6 xay ra nhu vay véi
ARB thi chua ré. '

+ Ho la mét tac dung khéng mudh cta UCMC. Chéng chi
dinh UCMC d6i v6i ngudi ¢6 thai, ciing phai rit cin than d6i véi
ngudi dang cho con bi. Khéng ¢6 tu hiéu vé ARB su dung cho
ngusi cé thai. |

+ Ty 1¢ chuyén tit albumin nigu vi thé thanh bénh than
lam sang va sau d6 tién trién t6i bénh than giai doan cudi con
cao vi vay nén chi dinh thudéec UCMC va ARBs cho t4t ca BN ¢4
albumin niéu vi thé hoic giai doan tién trién ctia bénh than.
Tac dung cia UCMC hinh nhu 1a tac dung nhém (class effect),
vi vAy c6 thé chon thuéc ciing nhém cin eii vao gia ca va kha
néng kinh t& cua ngudi bénh.

+ K&t qua cua nghién cttu UKPDS gin diy so sanh didu
tri ha HA bing UCMC véi B-blockes, ca hai déu c6 tac dung
tudng duong vé ha HA va khéng ¢6 su khac biét 16n vé tac dong
trén microalbumin hay protein niéu, nhung vi ty 1é thap bénh
than trong quan thé nghién c¢tu nén chua du bang chiing dé xac
dinh tac dung duong tinh cla cic thude B-block d6i véi su tién
trién cia bénh than.

+ M0t s6 nghién ctiu ciing da chitng minh ring cac thude
chen kénh calci non-dihydropyridin (NDCCB) ¢6 thé lam glam
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miic d§ albumin niéu, nhung khéng c6 tai liéu nio chiing minh
12 1am giam toc d6 suy gidm MLCT khi s dung cac thuée nay.

— Han ché protein:

+ Nghién cliu trén dong vat da ching minh rang, han ché&
protein trong ch& d6 4n cing lam gidm tinh trang tang loc, giam
ap luc trong cau than, 1am cham tién trién bénh than § mot vai
md hinh thuyc nghi@m nhu bénh than do PTD.

+ Xu huéng chung khuyén céo: d8i véi nhitng BN ¢6 bénh
thén lam sang, lugng protein dua vao 1a 0,8g/kg/mgay (~ 10% s6
calories ngay). Tuy nhién mot s6 nghién ctu da ghi nhan ring,
mdt khi MLCT bat d4u gidm thi han ché nhiéu hon protein
(0,6g/kgMmgay) ¢6 thé lam cham qua trinh giam MLCT trén mot
s6 BN chon loc.

+ Mait khac, thi€u dinh dudng cé thé xay ra & mét vai
ngudl nhu cac tinh chit yéu ¢, mét méi.

- Diéu tri mft s6 yéu t6 nguy cd lién quan dén bénh than
nhu tang lipid mau, hat thuée 13, ting HA.

- Dbiéu tri thay thé than (Renal replacement therapies).
—  Ghép than va ghép tay than.

Bang 3.10. Khuyén cao vé diéu tri can thiép lam cham tién trién cla
bénh than & cac BN BTD typ 2.

Can thiép Muc tiéu
Kiém soat HA | =130/ 80mmHg
Uc ché’he thdng renin-angiotensin Bai tiét protein meu<039/24gso
Didu tri r51 loan lipid mau LDL-C < 100mg/di (2,6mmol)
Kiém soat dudng mau HbA,, < 7%

— Bién chiing:
+ Bénh véng mac mat do PTD thudng gip & hidu hét BN
DTD typ 1 ¢6 bién chiing than va 50-60% BN DTD typ 2 c6
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protein niéu. Khi khéng ¢é bénh véng mac mit can phai nghién
ctu sdu hon bénh than khéng phai nguyén nhan do BTD. Ma
do bénh véng mac tdng sinh ning hoic bénh diém vang
(maculopathy) nhiéu gép 5 1an é BN DTD typ 1, typ 2 c6 bién
chiing bénh than hon ngusi khéng ¢6 albumin niéu.

+ Bénh mach méau 16n (d6t quy, hep dong mach cach, bénh
mach vanh tim, bénh mach mau ngoai vi) gip nhiéu hon 2-5 1an
6 nhiing nguol ¢6 bénh than.

+ Bénh than kinh ngoai vi thudng gip 6 hau hét BN bénh
than ti€n trién, loét ban chan va nhiém khuin dua dén cit cut
chi thudng gip (> 25%), c6 thé do phéi hop véi bénh than kinh
va bénh mach mau.

+ Bénh than kinh ty chii ¢6 ty 18 thap, néu c6 triéu ching
cing ngheéo nan.

+ Triéu chiing bang quang géip > 30%.
— Phéan c4p diéu tri:

+ Diéu tri ndi tri: bénh than giai doan cuéi da c¢6 nhidu
bién chuing nhu suy than giai doan 4-5, két hop héi chitng than
hu, tée tinh mach than. BN chuin bi va tién hanh diéu tri thay
thé than (loc mAu, thim phan, ghép than...).

+ Diéu tri ngoai tri: theo ddi ngoai tri thu?dng xuyen hé
théng 1a hét stc quan trong, mot trong nhiing yéu té kéo dai
cudc séng ngudi bénh bing xét nghiém, theo déi dinh ky
albumin nidu vi thé, kiém soat chat glucose mau va HA, phat
hién nhling bién ching khéc ctia bénh DTD, hay cac bién ching
khac méi nay sinh (nhu bénh tim mach, bénh ban chian do DTD,
bénh vong mac mét, nhiém khuén...).

+ - Chuyén BN vao didu tri néi tra kbi ¢6 bién chiing bénh
than giai doan cudl
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4.15.7. Tom tét sang lgc, chdn dodn, diéu tri bénh thén do DTP

~ Diéu tri & lam gidm nguy co va/hodc lam cham tién
trién cta bénh than, kiém soat duong huyét t61 wu (4).

- Diéu tri d€ lam gidm nguy co va‘hodc lam cham -tién
trién bénh than, kiém soat HA t6i wu.

a. Sang loc

Tién hanh xét nghiém hang nam vé albumin niéu vi thé:
- DTD typ 1 d4 bi bénh > 5 nam.
— T&t ca BN BTD typ 2 ngay khi dugc chan doan.

b. Biéu tri

- Dbé diéu tri albumin niéu/bénh than ca thuée tGc ché
men chuyén va thuéc chen thu thé angiotensin {(ARBs) déu 6
thé chi dinh.

- Tang HA 6 BN DTD typ 1 c¢6 albumin niéu & bat ky mic
d6 nao: UCMC c¢6 tdc dung lam cham qua trinh tién trién cua
bénh than.

— Tang HA 6 BN DTB typ 2 c6 albumin niéu vi thé: UCMC
va ARBs ¢6 tac dung lam cham tién trién albumin niéu vi thé
sang albumin niéu dai thé. (A)

— BN DTD typ 2, ¢6 tang HA, ¢6 albumin niéu dai thé va
suy than (creatinin huyét thanh > 1,5mg/dl): ARBs ¢6 tac dung
lam cham qua trinh tién trién cia bénh than.

~ Néu BN khéng dung nap mét loai thudc, nghién citu dé
chi dinh thay thé loai thuéc khac.

— V61 muyc dich lam chdm qué trinh tién trién bénh than
néu chi dinh DCCBs 1a thudc diéu tri ddu tién, két qua sé khong
khac placebo. Cac loai thudc nay chi duge stt dung bé sung dé
dat duge HA thap hon 6 nhitng BN dang diéu tri UCMC hoic
ARBs.
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— Khi c¢é albumin niéu ho#éc bénh than, nhiing BN khéng
dung nap duce UCMC va/ hoéic ARBs, can nhéc st dung non-
DCCBs, B-blockers, hoac 10i tiéu dé diéu tri HA. (E)

~ Khi d& c6 bénh than 1am sang, khdi dadu han ché protein
trong khiu phan dn < 0,8g/kg/ngay (gdn 10% calories ngiy).
Han ché protein niéu thap hon nita ¢6 thé c6 lgi 1am cham qua
trinh suy giam MLCT 6 mot s BN chon loc. (B)

~ Khi cho UCMC hoic ARBs cin phai theo ddi sat Kali
huyét tuong d€ phong tang kali mau (B).

~ Hoi chén chuyén gia vé bénh than DTD khi hoac MLCT
giam t61 < 60ml/phut/1,73m?, hoidc khé khan xay ra trong gaa
trinh diéu tri tang HA hodc ting kali mau. (B)

— Chuyén BN vao diéu tri ndi tra khi ¢6 triéu ching bénh
théan giai doan cudl.

4.16. Ton thuong than kinh & bénh nhan DTD

Nhiing réi loan trong hé than kinh & bénh nhan DTD ciing
riat hay gip va co rat sém, dén nbi c6 tac gia da cho ring, né 1a
mot triéu ching chi khéng phai la bién chitng nhu truédc day
van quan niém.

Tén thuong than kinh dic hiéu nhit trong bénh DTD 14 tén
thuong thin kinh ngoai vi. Tén thuong vé nio trong bénh DTD
132 khong dac hiéu, thuong 12 hdu qua cia tinh trang viia xd
dong mach nao.

Cé thé chia ra ba thé 1am sang vé tén thuong than kinh
trong bénh DTD; triéu ching than kinh ngoai vi, than kinh so
nfo, than kinh thuc vat.

— Triéu chiing than kinh ngoai vi: tén thuong chu yéu ¢
chi trén va chi duéi, dic biét cac day than kinh mac, dui, ¢ chi
duéi; than kinh tru & chi trén.
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Triéu ching cht yéu 13 dau, liét, c6 cam giac rat bong, kién
bo, kim cham, nong bitng, lanh gia... Nhiing cam giac nay
thUOng biéu hién & cic phan xa cua chi, cac ngdn.

Cam glac dau thu0ng c6 tinh chat ty phat, xay ra ban dém,
tdn man ho#c di chuyén, thay ddi luén luén, ciing ¢6 lic dau rat
kich liét. Pau khéng lan theo moét duong day than kinh nao
riéng biét, ciing khong lan theo ré diay than kinh nao riéng biét,
thudng khong dau khi sd, di lai d8 dau, kém theo triéu chiing
yéu cd nhat 13 cic ¢o chi dudi.

Pau tang lén vé dém, lic nghi ngoi, nhung lai giam di khi di
lai 13 tridu chiing dic hiéu dé chin doan phin biét gida ton
thudng than kinh véi cac triéu ching bénh 1y cac vi mach méau
chi dudi trong bénh DTD.

Tuy vay, teo ¢d trong bénh DTD thlrdng it gip, néu cé,
thudng & nhitng bénh nhan DPTD ding tubi bi bénh nhe hoéc
trung binh.

—  Tén thuong cac diy than kinh so n#io: it gap hon so véi
ro1 loan than kinh ngoai vi (gip khoang 0,5 -1%), thudng gip
nhit 13 ton thuong cac d61 day than kinh V,VI VII, IIL, IV.

- T6n thuong hé than kinh thuc vat: thuong két hop véi
ton thuong than kinh ngoai vi, tén thuong rat nhiéu cd quan va
hé théng ¢o quan nén thuong goi 1a réi1 loan than kinh néi tang
(visceral neuropathy). Bao gém cac thé sau day:

+ Tén thuong 6 mat ¢6 thé gap:

Liét hoac ban liét cac cd nhéin cAu va nhiing triéu ching
bénh ly ctia dong ti.

Thudng liét hodc ban liét day HI, VI

Héi chiing Argyll - Robertson; phan xa rit yéu hoi#c méit
phan xa dong ti v6i anh sang, cac phan xa héi tu, diéu tiét con.
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- Hai dbng t co khéng déu nhau, phan tng rit yéu vdi cac
thuée gian dong td. -

+ R&i loan tiéu héa: bao gém céc tridu chitng nhu réi loan
nhu dong rudt, thuong hay tédo bén, c6 e di 1éng sau khi in;
nhiing dac hiéu d61 véi bénh nhan DTD 1a di 16ng ban dém.

+ Co quan sinh due: tridu chitng hay gap 1a liét duong (gap
9 - 10% bénh nhin nam gi61), hodc phéng tinh ra qua sém. Co
ché cua tinh trang liét duong trong bénh DTD la do ré1 loan
phén b§ than kinh mach mau va réi loan ndi tidt,

+ Ban chéan do rd1 loan chie ndng than kinh, ¢6 cac dic diém:
s Giam nhan cam kiéu bit tat ngén.

e Téang siing héa rat manh déc biét & ban chan, giiia cac
mang sung héa c¢6 nhiing & loét sau, lic ban diu tai cac &
loét nay bénh nhan khéng cadm thay dau. Loét c6 thé phat
sinh tu phat hay sau mét chdn thuong nhé.

» Mach mau cia mu chin hoan toan binh thudng.

4.17. Tén thuong mit trong bénh BTD

~ Tén thuong cAc mach mau vong mac mat

Tén thuong cac mach mau luéi véng mac mit & bénh nhan
DTD 14 mét trong nhiing biéu hién lam sang ro nhat caa nhlmg
ro1 loan bénh 1y cac vi mach mau trong bénh nay. Dua trén co 3
cac trifu chiéing cua voéng mac mét, ngudi ta chan doan dugc
nhiing ré1 loan bénh 1§ cac mach méau nhd do PTD. Mait khac,
thong qua danh gia tinh trang vong mac ¢é thé hiéu duge chic
nang than. Nhu Kimmelstiel da viét: “Theo nhidu tai hhiéu thong
ké khac nhau, sy két hop Mit - Than trong bénh DTD gip o
68,8 - 93%. Hai tinh trang bénh ly nay hau nhu luén di song
song v61 nhau”.

V& mé hoc, t6n thuong cé cac dac diém sau day:
+ Té6n thuong bt dau tit mao mach vong mac phia sau.
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Mang nén cac mach mau day lén, chia nhiéu chat ling
dong khéng két tinh: protem cac gmt lipid, d61 khi ¢6 ca chat
tao keo.

Tén thuong khéng thuin nh4t, bén canh nhiing mao mach
bi bién d61, ¢6 nhitng mao mach hoan toan binh thudng.

Cac tiéu dong mach trudc mao mach ciing bi hep lai, duong
kinh Iong mach khéng bang nhau, thanh mao mach khéng
bang phang

+ DPac hiéu nhit d61 v6i bénh DTD 1 réi loan tuong quan
gitta t€ bao trong thanh mach (pericytes hay con goi 13
intramural cells) va té bao nd1 mé (endothlial cells). Binh
thudng ty 1é gita hai loai t& bao nay 1a 1/1. Trong bénh DTD, té&
bao thanh mach thuong giam. MAat hoidc gidm t€ bao thanh
mach lam cdc mao mach sung huyét, thanh mao mach phinh
1én, vé sau, cac chd phinh nay sé thanh nhiing chd phinh déng
mach nhé (microaneurism). Khi soi day mét thdy nhitng diém
sang, t61, hoiic thanh tung chum sang, t6i.

+ Nhitng hinh anh trén day cé thé bi bién d6i rdt nhanh
trong mot thai gian ngan. Cac chd phinh nhé 6 mao mach ¢6 thé
bi tdc lai, mat di va lai xuét hién phinh § nhiing chd khac trén
dudi vong mac. Tinh th&m thanh mach rat ting, ngay ca véi
huyét tuong va héng cu.

+ Gilta cAc mao mach (c6 thanh mach da bi bién d6i) va
nhiing chd phinh nho ctia mao mach hinh thanh nhiing néi tit
(shunt). Cac shunt nay c¢6 tinh thdm thanh mach rat ting. Khi
soi day mat sé thay trén day mat ¢6 nhiéu mach mau nho rat
ngoan ngoeo.

Chinh vi nhiing bién déi bénh ly trén (bién ddi 6 thanh
mach mau, tang tinh thadm thanh mach, hinh thanh nhiéu
shunt méi) dua dén hién tudng xuit tiét va xuit huyét 6 véng
mac. D6 12 nguyén nhén lam bién d6i nhanh chéng nhiéu hinh
anh khi soi day mét va lam giam thi luc.
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+ Muén hon, cac ton thuong bénh 1y tai véng mac 1 do tao
nén nhitng mach mau mdi, giéng nhu nhiing nhanh théng déng
- tinh mach, thanh mach cua cdc mach m&au nay day, mong
khéng déu nhau, ting tinh thim, c¢6 nhiéu cho phinh va khéng
c6 té bao thanh mach (pericyte). Nhiing mach mau véi cau trac
nhu vay 13 méi de doa thudng xuyen tao nén nhiing ¢ xuit
huyét méi, d61 khi rat nang, 1am giam rat nhanh thi 111c

~  Muc 6 ton thuong:

Theo MG. Margolis (1966 - 1977) va nhiéu tac gid khéc chia
t6n thuong vong mac mat trong bénh DTD (diabetic
retinopathy) ra 3 giai1 doan:

+ Giai doan I. bénh ly mach mau do DTD (dlabetlc
anglopathy) c6 dic diém: cac tinh mach gidn nhe, khéng déu,
ngoan ngoéo, ¢ cac phmh dong mach nhé (microaneurism),
thudng khu tri gin diém vang. Nhiing bién déi nay chi c6 trong
cac mach mau vong mac.

+ (ial doan II: bénh véng mac mat gian don do DTD
(simple diabetic retinopathy). Ngoai nhiing bién déi cta day
mét nhu trong giai doan I con xuét huyét va nhiing ving thoai
héa, xuit huyét trong nhiing 16p khac nhau cta véng mac: vong
mac dudi va trude vong mac. Déc trung 1a xuat hién anh sap,
nhiing vang duc mau vang trdng, kich thich khéng 16n lim
xung quanh dia than kinh thi gidc. Trong vang diém vang va
gila dong mach thai duong trén va dudi chua ¢6 ddu hiéu tang
sinh, ¢6 thé co huyet kh01 (thrombose) tinh mach trung tam cua
luéi vong mac mét.

+ Giai doan I1: vong mac mat ting sinh do DTD.
(prohferative diabetic retinopathy). Triéu ching dac trung la
két hdp cac mach mau tan tao vd1 nhing triéu chiing téng sinh
trong to chum luéi vong mac, xuit huyét nhiéu va roéng. Trén co
s6 6 cac ton thuong giai doan I, giai doan II, giai doan I1I ¢6 thé
bong vdéng mac, diit, 14 nguyén nhan giy mu hoic thidn dau
théng thd phat va nhiéu bién ching khac.

164



- Ngoai ra, trong bénh DTD gap duc nhan mit (¥ 22 - 30%
theo nhiéu tac gia khac nhau).

Theo DRS va ETDRS dua ra bang phan loai sau day dang
duge dp dung rong rai khip cac nude.

Bang 3.11. Phan loai bénh vong mac mét do BTP (Clasification of
diabetic retinopathy) (DRS va ETDRS Clasification)

Bénh véng mac

Bénh vong mac

Bénh vong mac ting sinh

- Phi diém vang
{dang nang hoac
khong nang).

- Nhithg bat thudng vi
mach trong vong mac
- Xuat huyét nang
frong vong mac

- Cac tinh mach gian
va ngoan ngoéo

khéng ting sinh tién ting sinh (Proliferative retinopathy)
- (Nonproliferative (Preproliferative :
retinopathy) retinopathy)
- Phinh vi mach - Thiéu mau viing - Mach mau tan tao trugc
- Xuit tiét nhidu ngoai vi vong mac
- Xust huyét trong - Nhigu ddm bong - Mach mau tan tao trude
véng mac trén vong mac nha (prepapillary

neovascularization)

- Xut huyét trong thé thiy
tinh

- T&ng sinh t6 chifc sgi clia
mach mau (fibrovascular
proliferation)

- Bong vong mac

- Tang nhan ap 3 cac mach
mau tan fao.

ETDRS: Early treatment diabetic retinopathy stydy.
DRS: Diabetic Retinopathy stydy.

5. DAC DIEM TIEN TRIEN DTD TYP 1

Hinh anh 14m sang giéng nhu bénh DTD typ 2 nhung ¢
mot s6 dic diém riéng: bénh bt dau nhanh, ¢6 thé dua dén hén
mé ngay néu nhu khéng chian doan dude bénh. Triéu chitng dau
tién gay sit cAn mac du in rat nhiéu, dai nhiéu. Bénh tién trién




thuong ning, dién bién bénh khéng 6n dinh, trong mau
tang nong db ceton va ¢6 thé din dén hon mé do ting nong doé
ceton huyét.

O tré em tinh trang toan héa do tang nong dé ceton huyét
rat nhanh chéng dua dén hon mé, c¢6 khi chi trong vai tiéng
dong hé. Mt khac tré em ciing rat min cdm d6i véi insulin, do
vay ¢b thé c6 tinh trang ha glucose huyét ngay ca khi cho lidu
msulin khéng 16n. R4t it khi thay hién tugng khang insulin &
tré em.

Bién chiing nang nhit ciia bénh DTD § tré em 13 hoi chiing
Mauriac (1930). H6i chiing nay thudng gip 6 tré em DTD ning,
trong thoi gian dai khéng duge diéu tri hosc diéu tri khéng ding
(khéng tuin theo mot ché dé6 an nghidm ngit, chi dinh diéu tri
insulin khéong ding li€u, tiém insulin vao mét chd kéo dai dua
dén loan dudng mé tai chd tiém lam réi loan hip thu insulin
trong mau...). Ho1 chiing nay thuong gip mét vai nam sau khi
tré bj bénh. Triéu chung lam sang chinh: gan to, cham 1én (c6
thé lun), cham phat trién sinh due, thua xuong, dic biét céc
xXuong cot song. Mg tap trung nhiéu 6 mit (mat tron nhu mat
trang rim, da méit dng héng), & nguc, bung ving dot séng ¢o VII
d61 khi ¢6 thé c6 stria. Xét nghiém tang glucose huyet glucose
niéu, tang cholesterol huyét, tang B lipoprotein, giam albumin
va tang globulin huyét (chﬁ yéu ting «, va «, globulin), ting
17 OCS trong nudc tiéu, thudng hay xay ra tinh trang ha
glucose huyét va toan hoa do ting nong d6 ceton huyét. Tinh
trang toan hodc ting néng d6 ceton huyét trong hdi chitng
Moriac c6 thé xay ra khi ha hodc tang glucose huyét.

Nhitng triéu chiing cha y&u trong héi chiing nay 1a do tang
tiét glucocorticoid c6 tac dung di héa, do thiéu insulin va do
giam hormon ting trudng (GH), cac hormon huéng sinh duc ctia
tuyén yén.
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- 6. CAC BENH TUYEN TUY LA NGUYEN NHAN CUA BENH BTD
Dang luu ¥ dé quan tam phat hién va diéu tri 1a hai thé sau day:
- Viém tuy tang man tinh do rugu.
— Viém tuy véi hdéa viing nhiét dan.

6.1. Viem tuy man tinh do rugu

Day 1a thé viéem tuy man tinh thuong gap ¢ phuong Tay &
tudl trung nién, cé tién sui uéng rucu di liu, chiic ning tuy
ngoai tiét bi suy gldam ning.

Triéu chiing dau c6 thé thoing qua, nhung triéu chitng di
ngoai phin md 1a triéu chiing thudng gip. Nhiing triéu ching
gitip chdn doan bénh 1a: triéu chiing ngd ddc rugu man tinh, xo
gan, tang ap luc tinh mach cua.

Soi tuy phat hién duge bing X quang hay siéu 4m bung.

Trong thoi gian dau cia bénh, benh DTD c6 thé kiém soat
duge bang ché dé #n, cac thuse udng ha dudng huyét. Nhung
nhiing truong hop ning cling cian ph_al diéu tri bang insulin.

Duong huyét ¢ nhiing bénh nhin nay 1én xudng that thudng
vi nhiéu nguyén nhin khac nhau, nhung c¢6 thé 13 nhing yéu t6
sau day: khong diéu chinh ché& dd dn thich hgp, bénh cé két hgp
bénh gan, tiéu héa hip thu kém, gmm cac men tuy ngoal tiét,
giam néng d6 glucagon.

Tuy dudng huyét ting rat cao, ha dudng huyét c6 thé xay ra
trong cing moét thaoi gian rat ngdn, nhung ting ceton huyvét
it gép.

Diéu chinh ché d6 an thich hop, diéu tri két hop tinh trang

suy chic nang ngoai ti6t cua tuy bang cho udng cac men tuy
giap cai thién tinh trang ting duong huyét.
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Can phai phAu thuat khi nguyén nhan 13 tic dudng din
tuy, nang tuy hay viém tuy dot cap.

Tuy nhién, phau thuat khéng c6 hidu hic trén qua trinh
phat trién tu nhién ctia bénh DTD.

6.2. Viém tuy voi héa ving nhiét dai

Day 1a mot thé dic biét clia viém tuy man tinh, gép ¢ nhung
nuée dang phat trién & vilng nhiét déi. Da cé nhing théng bioc
bénh c6 & An D6, Dong Nam chau A (Indonesia), rat nhiéu cac
nude chau Phi (Nigeria...) va Nam My (Brazil).

Bénh nhén la nhitng nguoi ngheo sdng 6 néng thén, nhung
citng ¢é thé gip 6 nhiing ngudi séng 6 thanh phd va ¢o rmic sbng
kha gia.

Bénh bt dau khi tudi con tré, thuong bit dau trude tudi 15
nhét 14 6 10 nam dau. Di ngoai phin md (Steatorrhea) c6 thé
khong ¢, vi ché do an cua nhiing bénh nhan nay rit it mé.
Nhing triéu chimg ndi bat 1a tinh trang suy dinh dudng nang
va #n sin 14 thic &n nudi séng hiang ngay 13 nguyén nhén sinh
bénh nay. Nhung ¥ kién nay chua dudc théng nhat, céng nhan.

Bénh DTD thudng xuit hién & tudi 20, mic di c6 thé gap &
tudi thap hon. Mitc d¢ nidng nhe cia DTD tuy thuéce vao nhiéu
véu t& diéu tri, dinh dudng v.v., nhung hiu hét nhiing bénh
nhin nghéo, ¢é tinh trang ting dudng huyét niang, ché d6 an va
thude udng ha duong huyét c6 két qua didu tri cho nhiing bénh
nhén nhe nhung insulin ciing c¢an phai chi dinh khi bénh ning
1én. Tuy nhién tinh trang tang ceton huyét rat it xay ra, ngay ca
khi tdng duong huyét nang va sau khi ngiing diéu tri insulin
trong thot gian dai.

Benh nhén thuong ti vong khi tudi con tré vi nhutng bién
chiing vé chuyén hoéa (ting duong huyét), nhiém khuin (lao
V.V. )
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Tuéi bénh va tudi doi cang tang thi ty 1& cac bién chiing
mach mau & bénh nhan DTD ciing tang.

Phéu thuat can phai dé ra khi bénh nhéan bi dau, nhung
khéng c6 tac dung d61 véi su phat trién tu nhién cua PTD.

7. CHAN DOAN BENH DAl THAO DUONG

7.1. Céac triéu chimg kinh dién
An nhiéu, uéng nhiéu, dai nhidu.
7.2. Cac bién ching thudng gip cta bénh
Bién chiung than kinh, mit, bénh 1¥ mach mau, nhiém
trung... '
7.3. Mot s6 yéu td nguy co ggi ¥ cho chin doan
— Béo va dac biét béo dang nam.
~ Tién st gia dinh ¢6 ngugdi bi bénh DTD.
~ Phu ni ¢6 DTD hic thai nghén.

— Tién sit dé con nang trén 4kg.

7.4. Dya vao mot sé xét nghiém

— Xét nghiém dudng huyét (méu tinh mach hay mao
mach) ldc déi hay xét nghiém dudng huyét bat ki trong thoi
gian nao.

— Nghiém phap tang duong huyét hay nghiém phap dung
nap glucose.

- Hemoglobin A1C (HbAlc) (xem thém Chuong 8).

T trude tdi nay, trong cac sach giao khoa kinh dién, xét
nghiém dudng trong nudec tiéu la mot xét nghiém dé chan doan
bénh DTD, trén thuc té tén goi “bénh DTD” 1a xuit phat tu
triéu ching c6 duong trong nude tiéu. Tuy nhién cé nhiéu tinh
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trang bénh ly c6 dudng trong nuée tidu ma khong phai 1a bénh
BTD, hon niia, tiéu chuin chin doan bénh DTD hién nay
(> Tmmo/] chua vugt qua ngudng than). Hién nay xét nghiém
glucose trong nuéde tidu khéng ¢dn 14 tiéu chudn dé chin doan
bénh DTD.

7.5. Xét nghiém dudng niéu
Bang 3.12. Liét k& nguyén nhan dudng niéu ngoai tuy.

A. Glucose niéu do than, ké ca trong ltic mang thai

B. Glucose niéu do tang hoat déng mét 6 tuyén néi tiét khong phai
tuy nhu: .

1. Cudng giap.

2. Cudng tuyén yén (GH, to dau chi, banh Cushing).

3. Trong cac diéu kién tuyén thugng than bi kich thich.

C. Glucose niéu do kich thich cac trung tam & ndi so:

1. Gay DTP do tiém cla Claude Bemnard.

2. U néo.

3. Xuat huyét nio.

4. Chan thuong so nio.

D. Glucose niéu do dinh dudng:

1. Glucose niéu t6i thiu do cac phuong phap nhay cam.
2. Glucose niéu do nhin déi kéo dai.

E. Glucose nigu do nhiém triing, nhiém doc, gay mé, ngat thé:
F. Glucose niéu & cac bénh man tinh:

1. Tang HA.

2. Viém than man, than hu.

3. Bénh gan man tinh, xo gan,

4. Bénh ac tinh.

G. Glucose niéu do héa chat:

1. Phlorizin.

2. Kim loai n&ng.
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7.6. Tieu chuan chan doan bénh DTD

Tiéu chuan chin doan bénh DTD hién nay duge sita déi tix
tiéu chuiin da dugc ap dung trude day do “Nhém s6 hiéu DTDH
~quéc gia” (the National Diabetes Data Group - NDDG) va Té
chitc Y t€ thé gisi (WHQ) dua ra. Bang tidu chuan do “Héi déng
chuyén gia vé chan doan va phan loai bénh DTH” nam 1997 dua
ra nhu sau:

Chan doan bénh DTD c6 thé dua vao mét trong ba két qua
xét nghiém sau day, cac két qua nay phai duogc lap lai 1 - 2 1an
trong nhitng ngay sau do.

— (6 cAc triéu ching bénh DTD + glucose huyét tuong khi
lam xét nghiém ngiu nhién > 200mg/dl (11,1mmol/1). Ngiu
nhién nghia 1a xét nghiém duge tién hanh ¢ bat ki thai gian nao
trong ngay ma khong quan tadm dén biia an cuéi cing. Cac triéu
chiing kinh dién cia DTD géom: udng nhiéu, dai nhiéu, sit cin
khéng ré nguyén nhan.

-~ Glucose huyét tuong lic dé1 > 126mg/d] (7,0mmol/1). Liic
dé6i nghia la xét nghiém duge tién hanh sau 6 - 8 gid nhin déi.

—  Glucose huyét tuong sau 2 gid lam nghiém phap tang
dudng huyét > 200mg/dl (11,1mmol/). Nghiém phap ting dudng
huyét dugc thyc hién theo huéng dan cia WHO, véi lugng
glucose 1a 75g hoa trong nudc (khoang 200ml nuéc dun s6i dé
ngudl udng mot lan).

H& dong chuyén gia thiia nhan mét nhém trung gian véi
nhiing tidu chuan cu thé sau day: |

~  Glucose huyét tuong lie dé1 (FPG) = 110meg/dl (6, 1mmol/)
nhung < 126 mg/dl (Tmmol/l). Hoac glucose huyét tuong 2 gid

sau khi lam nghiém phép tang duong huyét > 140mg/d]l nhung
< 200mg/dl.
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Nhu vay, gla tri cua glucose huyét tuong lic déi sé duge 3 ap
dung trong chan doan cac giai doan khac nhau cta réi loan
chuyén héa glucoqe nhu sau:

—  Glucose huyét tuong lic déi, néu:

+ 110mg/d] (6,1mmol/l) = Binh thudng

+ 2 110 nhung < 126 mg/d! (Tmmol/l) = Réi loan glucose
Iae dé.

+ 2126 mg/dl (7mmol/]) Tam thdi chan doan bénh DT,

dé chan doan quyét dinh can phai lam lai xét nghiém 1 - 2 lan
trong nhitng ngay sau dé nhu da huéng dan trén.

- Néu dang nghiém phap ting dudng huyét dé chin doan
thi nhiing gia tri tuong tu sau day:

+ Glucose huyét tuong 2 gis sau nghlem phap tang dudng
huyét, néu:

o < 140mg/dl (7,8mmol/l) = Binh thudng

2 140 nhung < 200 mg/dl = Ré1 loan dung nap glucose (IGT)

» 2 200 mg/dl = Tam thoi chan doan bénh DTD dé quyét

dmh chan doan can lam lap lai nhu da hudng dan trén.

~ (14 trj cua cac ket qua gitia hai phuong phap khac nhau,
do vay khi tra két qua can phai néi ré theo phucng phap nao.

- Trong qua trinh lam xét nghiém dé chan doan can phai
luu ¥ mét s& diém sau day:

+ Xét nghiém glucose huyét tuong la mét xét nghiém ré
tién nén lam.

+ Xét nghiém glucose bing mau 14y ti mao mach dau
ngoén tay chi cé g’la tri theo déi diéu tri, khong xem ddy la mét
xét nghiém dé chan doan.

+ HbAIC c6 gia tri theo d&i tién trién bénh, theo d&i két
qua diéu tri, khéng c¢6 gia tri chian doan (hién nay da thay déi,
xin xem phan duéi day).
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Nhiing tiéu chuéin dé chin doan trén day duge dé nghi xuit
phat ti viéc quan sat thdy hau hét nhiing bénh nhén ¢6 glucose
huyét tuong khi d6i > 140mg/dl thi c6 glucose huyét tuong 2 gid
sau khi lam nghiém phap tang dudng huyét > 200mg/dl va
khong ¢6 triéu ching DTD, c¢6 glucose huyét tuong khi déi
> 140mg/dl. Do vay néu dung tiéu chuian dudng huyet
> 140mg/dl dé chan doan s8 khong chin doan dugec méot s6 bénh
nhin ma thuc t& ho da duge chan doan DTD theo tidu chuin khi
lam nghiém pbap ting dudng huyét. Mat khéc con sé dudng
huyét khi déi don gian phtu hop v6i nghién ctu dich t& hoc
bénh DTD.

Mat khae, mic duong huyet khi d61 duge chon 12 126mg/dl
ciing nhu mtc duge chon 2 gid sau khi lam nghiém phap tang
duong huyét (NFTPH) 1a 200mg/dl 14 do khi vuot qua gia tri
nay cé su gia tang tan sua’t bénh vong mac do DTP. Nhiing
nghién citu nay da ching t6 rang, tin suit bénh ly vong mac gia
tdng r6é rét khi duong huyét lic d6i > 120 - 130mg/dl, sau 2 gio
khi lam NFTDH > 190 - 200mg/d] va HbAlc > 6, 2% (theo G.
Crepaldi va P. Fioretto - 2000).

Nam 2003, Hdi dong chuyén gia vé chan doan va phan loai
bénh DTD (Diabetes care 26:3160-3167, 2003) ghi nhan mét
nhém trung gian clua nhﬁng d6i tugng ma nodng d6 glucose
khéng da tiéu chuin chdn doan bénh D’I‘D nhung cao hon binh
thuong. Nhém nay duge xac dinh khi néng dé glucose huyét
tuong khi déi (Fasting plasma glucose (FPG) level) 12 5,6mmol/]
(100mg/d1) nhung nho hon 7,0 mmol/l (126mg/dl), hosc gia tri &
thoi diém 2 gid khi 1am nghiém phap dung nap glucose dusng
udng (OGTT) 12 7,8mmol/l (140mg/dl), nhung nhd hen 11, 1mmoll
(200mg/dl). Nhu vay, cac loai glucose mau khi déi sé nhu sau:

FPG < 5,6 mmol/l (100mg/dl) = Binh thudng

FPG ti 5,6 - 6,9 mmol/l (100-125 mg/dl) = Réi loan dudng
huyét khi 461 (impaired fasting glucose - IFG)
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FPG 7Tmmol/l (126mg/d}) = Tam thdi chan doan bénh DTD
(dé chan doan xac dinh xem cac phéan trinh bay truéc day).

Két qua khi 1am nghiém phap ting glucose huyét dudng
udng (OGTT) sé duge x&p loai nhu sau (két qua vao gid thi 2
sau khi lam nghiém phép):

Glucose sau 2 gio:
+ < 7,8 mmol/l (140mg/dl) = Dung nap glucose binh thudng.

+ Tu 7,8-11,1mmgl] (140 -199mg/dl). Ré1 loan dung nap
glucose (IGT = Impaired glucose tolerance).

+ 11,1mmol/1 (200mg/dl), tam thdi chan doan bénh DTD.

‘— Nhiing nguoi bi IFG hay IGT dugc x&p vao nhém "Tién
DTD (pre-diabetes)", ¢6 nguy cd cao phat trién thanh bénh PTD,
la nhiing yéu t6 nguy co tim mach, ¢6 lién quan véi HCCH.
Cang cin chu ¥ nhiing diéu sau day:

+ Nhiéu ngudi bi IGT c6 néng d6 glucose mau hang ngiy
binh thuodng.

+ Nhiing ngudi bi IFG ho#c IGT ¢6 thé ¢6 néng d6 HbAlc
binh thuong hoic gin binh thuong.

+ Nhiing ngudi bi IGT thudng c6 biu hién ting duong
huyét khi lam OGTT chuén.

— Tuy nhién, vé ha thip néng d6 glucose huyét khi dsi
xudéng 5,6 mmol/l (100mg/dl), WHO va Hiép hdi DTD quée t&
(IDF) tai Héi nghi DTD toan ciu tai Cape Town (Nam Phi) 2006
cho ring, réi loan dudng mauv khi déi AFG) van > 6,1 mmol/l, vi
nhitng ly do sau day:

+ Gidm diém cit xuéng sé lam tang ty 16 ngudi r6i loan
duong huyét khi d6i, sé anh hudng dén timg ca thé va hé théng
sdn s6c y té.

+ Téng s6 higng ngudi rél loan dudng huyét don déc, khi
nhiing ngudl nay khong c¢6 ré1 loan dung nap glucose.
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+ Chua co bang chiing vé 1¢i ich gidi han gidm hau qua
hoac ti€n trién bat lgi d61 vél bénh DTD.

Do vay, tiéu chuan chin doan IFG, IGT va bénh DTD van
nht tiéu chuan da dua ra nam 1997.

Tiéu chuan phan loai chuyén hoéa glucose theo T4 chifc Y & thé gidi
{(WHO - 1998 va 2006) va Hoi TP My (ADA - 19897 va 2003).

Phan loai Ngudn goc Tiéu chuan phan loai
Biéu hoa glucose binh WHO FPG <6,1(110)
thudng (NGR) +2gid PG < 7,8 (140)
ADA (1997) FPG <6,1(110)
ADA (2003) FPG < 5,6 (100)
R&i loan glucose lic d6i WHO FPG > 6,1(110) va <7,0(126) +
(FG) 2 gios
PG < 7,8(140)
ADA (1997) FPG>6,1(110) va < 7,0 (126)
ADA (2003) FPG > 5,6(100) va < 7,0 (126)
~ R&i loan dung nap WHO FPG <7,0(126) + 2 gid
glucose (IGT) PG > 7,8 va <11,1(200)
Réi loan héng dinh WHO IFG hoic IGT néi moi
glucose (IGH)
Pai thao dudng (DM) WHO FPG > 7,0(126) hosc 2 gid.
PG> 11,1 (200)
ADA (1997) FPG>7,0(126)
ADA (2003) FPG>7,0(126)

Ché thich: Bon vi mmol/l, trong ngo&c don vi mg/dl, vi du: 7,0mmol/l
(128mg/ai).
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- Nam 2010 Hoéi Pai thao dudng Hoa Ky (ADA) di dua ra tiéu
chuan chin doan méi dé chin doan bénh dai thao duong. Trong
tiéu chudn méi nay, ADA dua xét nghiém HbAlc mot tiéu chuan
chan doan (truée day HbAlc 13 xét nghiém chu yéu dé theo doi,
danh gia két qua diéu tri). Tiéu chuin dé nhu sau :

— HbAle > 6,5%. Xét ngh:em (XN) dugc thue hién & nhimg
phong xét nghlem da duoc chuin héa va duge chimg nhén la
phong XN chuan \

— Glucose lic déi > 126 mg/dl (7,0 mmol/I) sau nhin d6i 8
£16 (qua dem) Néu két qua duong tinh, phai lam XN lai ngay
hém sau dé xac dinh.

— Cac triéu chimg dai thao dudng (ubng nhibu, dai nhidy,
mét mdi, sut cln) va glucose mau bat ky > 200mg/1 (11, 1mmol/l).

— Nghiém phép dung nap glucose duorng udng (OGTT)
glucose huyét tuong > 200mg/dl (11,1mmol/) 2 g1o sau khi udng
75g glucose.

— Nhém ting nguy co d6i véi bénh dai thao duong, réi loan
dudng mau lic déi IGF) va réi loan dung nap glucose (IGT), la
giail doan gifta dung nap glucose binh thucmg va dai thao dudng
typ 2. IFG va IGT 1a nhimg yéu t8 nguy co déi véi dai thao dudng
typ 2 va cac bién chimg bénh mach mau 16n va nho.

- R&i loan dudng mau lde d6i (IGF) duge xac dinh khi
glucose huyet tudng gitta 100 va 125mg/dl.

~ Ré1 loan dung nap glucose duge xac dinh glucose huyét
tuong 2 gw sau lam nghiém phap dung nap glucose duong ubng
tir 140 dén 199me/dl.

- Nhu vay, khal nmiém vé “ién dai thao duong’ bao

gdm nhiing ngudi cé roi loan dung nap glucose va HbAle tu
5,7 - 6,4%.

Nhu viy, ngoai bo sung HbA1lc, cac tidu chuin khéc hau nhu
khong ¢6 gi thay doi.
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Ciing can luu y, HbAlc duge 1am tiéu chuin chin doan khi
xét nghlem nay dugc tién hanh & nhiing trung tim da duge
chuin héa va duge xac nhan 13 tin cay.

Bang 3.13. Cac asi tugng can dugc 1am xét nghiém dudng huyét

Nhimg ai, va khi nao thi phai 1am xét nghiém dudng huyét d& chin doan?

o Tat c& nhimg ngudi > 45 tudi, néu dudng mau binh thudng, ¢ 3 nam
lam lai mét 1an.

e Thay thudc can chi dinh 1am xét nghiém dudng mau cho nhimg ngusi
cO nguy cd cao bi bénh BTD. Nhitng ngudi dé6 Ia:

— Béo: can nang ly tudng vuot qua 20%.
— Cb ho hang 6 thé hé thir nhat ngudi bj bénh DTD.

- Thanh vién cla nhém ching tdc cb nguy cd cac (ngudi My géc chau
Phi, Hy Lap, ngudi chau A, Native America).

- Ngudi sinh con ¢é can nang trén 4 kg, hoic da dugc chin doan cé
DTD lién quan dén sinh san {gestional diabetes mellitus).

~ Nhing tinh trang c6 thé phét sinh trong thdi gian c6 thai va thudng mat
di sau do, xu hudng gay nén bénh BTD typ 2 trong nhimg nam sau.

- Ngudi ¢6 tang HA (HA = 140/90mmHg).

— Néng @6 HDL chotesterol = 35mg% hoé&c thap hon, va/ ho#c triglycerid
2 250mg%.

— Hoac nhimg ngudi da c6 lan xét nghiém trudc dé co réi loan vé chuyén
héa glucese.
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- 8. DIEU TRI BENH DTB

8.1. Muc dich clia didu trj

~ Muc tiéu chinh cua diéu tri rat doin glan nhu’ng thudng
khé dat duge. Nhiing muc tleu cd ban 1a:

+ Phuc héi va duy tri cAn ning 1y tudng cha co thé (so véi
chiéu cao, tudi, gidi caa benh nhén). D61 véi tré em, muc dlch la
tao cho dita tré phat trién, ién 1én binh thudng.

+ DPiéu chinh cée qua trinh chuyén hoa bat binh thiiﬁmg
chi bang ch& d6 4n, tap luyén thé huc, hoic viia phéi hgp ché do
an, tap luyén thé luc véi cac thude ha glucose huyét.

+ Diéu tri, dé phong cac bién chiing cua DTD gay nén.
— Dé1véi diéu tri DTD typ 2: | |
+ Xuat phat tu nhﬁng hiéu biét ngay céng rd hon vé bénh

DTD va céc bién chung ctia bénh, muc tiéu cta diéu tri BTD typ
2 dd ¢4 nhitng yéu ciu toan dién hon.

+ Kiém soat dudng huyét: day la muc tiéu quan trong
hang dau, nhung khong phai 1a muc tiéu duy nhét, vi duﬁmg
huyét tu né khong thé dai dién hét cho cac roi loan chuyén hoa
trong bénh DTD.

+ Kiém soat cic yéu té nguy ¢d tim va mach mau. Vi cac
tén thuong tim mach anh hudng dén tién trién va tién luong
bénh DTD. Trong didu tri cAn quan tdm dé han ché& téi mic
thip nhat cac yéu t6 nguy ed nhu ting HA, hat thude 13, 161
song kém van déng, ciing nhu nhitng yéu t6 nguy co bénh DTD
trong héi chimg X - Héi chitng chuyén hoa, tang triglycerid
mau, giam HDL - Cholesterol.

8.2. Diéu tri bang ché dd an

Ché db an 13 mdt yéu t6 rat quan trong trong diéu tri bénh
DTD 6 bat ky tudl nao. Cé thé chi diéu tri bing ché d an (nhu
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trong thé DTD nhe, DTD tiém tang, PTD tién 1am sang), hoic
két hop véi cac thude ha glucose huyét d6i véi cac thé DTD mite
do trung binh va nng. Muyc dich cua diéu tri bing ché d6 #n:

~ Lam giam dugc cac tridu chitng lam sang.
~ Gitdp diéu chinh lai cac réi loan chuyén héa.
— Phuc héi, duy tri khd nang lao déng ctia ngudi bénh.

Ché d6 an phai bdo ddm ddy du lugng protid, glucid, lipad
can thiét cho co thé, gin véi hoan canh sinh ly. Glucose chiém
50 - 60% s6 lugng calo chung ctia khau phan thdc an, protid
16 - 20%, hpid 20 - 30%.

Dé tinh cac thanh phan trong mét khau phin an véi téng s6
calo 1a 2500 calo, ty 1é caa protid 16 - 20%, glucid 50 - 60%, lipid
24 - 30% tong s6 calori, ¢6 thé tinh nhu sau:

Biét rang, co thé khi d6t chay 1g protid hosic glucid s8 cung
c&p cho cd thé 4,1 calo ning lugng, d6t chay 1g lipid cho 9,3 calo
niang higng.

Tuong tu, ta c6 thé tinh duge bat cit mét khdu phan #n nao.
Cac loai thuc pham c¢6 thé thay thé& duge cho nhau, tiy thuée
vao thanh phén protid glucid, lipid trong chéng.

~ D6 véi benh nhéan béo: téng 5 calo tit 1500 - 1750 calo,
trong dé glucid khoang 150 -120g, lipid: 50 - 60g, protid: 100 - 120g.

Trong diéu kién hoidn toan nghi ngoi, yén tinh, 1kg can
ning 1y tudng phai duge cap 20 - 25 calo. Lao dong, di lai viia
phai can 30 calo. Lao déng ning lam viée nhifu can 35 calo.

| 2.500 x 60
S6 gam glucid can thiét 1a: . = 1500 calo
100
IR 1500
Moi1 kh4u phan la: =375 ¢
4 _
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Theo cach tinh d6, tinh s6 gam protid (15%):

2.500 x 60 | |
= 400 calo
100
o 1500

Mo6i1 khau phan 1a: =100 ¢
4

Lugng lipid 1a (25%)

2.600 x 25 600
=600 calo ——— =67¢
100 9 _.

— D@1 véi bénh nhan giy: s6 lugng calo phai ting 1én hon,
véi liéu insulin thich hgp sé phuc héi lai duge c¢an ning 1y tudng.
Téng calo ¢in 1a 2500 - 3500.

Trong diéu kién hoan toan ngh1 ngoi 1kg cdn ning ly tudng
can 35 calo, khi van dong nhiéu can 40 -50 calo. Khi can ning
da trd lai binh thuong, can giam téng s6 calo. -

— Thiec 4n c6 sgi (25g/1000keal) ¢6 thé lam cham hap thu
dudng va mo va giam tinh trang tang dudng sau khi an. Thic
&n ¢6 s¢i gom: dau, rau, thic an c¢d chit keo, cam, “¢6 thé 1lam
giam dudng, déng thoi ha cholesterol toan phan va hpopmtem
ty trong thap (LDL).

— Cac chit ngot nhan tao, c¢6 thé thay du’dng trong nudc
uéng va mot sd thie an. Aspartam va Saccharin gidp lam giam
lugng dudng an vao ma vin gifda duge ngon miéng.

— Bénh nhan bi bénh PTD c¢in han ché bia, mdu Rugu tc
ch€ hinh thanh glycogen & gan va c6 thé lam ha duong huyét d
bénh nhan dang dung insulin hodc thude ha dusng huyét. Loai
rugu ¢6 dudng cé thé lam tang dudng huyet Rugu cung lam
tang triglycerid cdp va man tinh, lam réi loan chuyén héa
sulfamid. Nhiing bénh nhén c6 bién chitng than kinh cang phai
khéng udng rugu dé tranh bién ching nay ning hon.
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o Mot s6'chi dinh cu thé khi diéu tri bang ché' d6 dn

~ Chi diéu tri cho nhﬁng thé DTD chua ¢6 triéu ching 1am
sang (tlen DTD) hay thé DTD nhe trong diéu kién binh thucng
khéng can phai chi dmh diéu tri bang insulin hay cac thuéc ha
glucose huyét khac.

- D@1 v6i nhiing bénh nhan DTD mice d6 trung binh hoac
ndng, phai vita diéu tri biang ché d6 an k&t hop véi thuée ha
glucose huyét.

~ Nhiing bénh nhén ¢6 cin nang binh thudng, diéu tri chi
bang ché d6 &n trong thoi gian dai khéng duge c6 nhiing biéu
hi1én sau day: sat can, glucose trong mau phai luén luén & mic
binh thuong. Néu nhu sau 10 ngay diéu tri glucose mau
van cao, glucose niéu van trén 1% thi phai chuyén sang diéu tri
két hop.

— S&14an &n trong ngay: nén chia déu 4 - 5 lan.
8.3. Diéu tri bing insulin

8.3.1. Chi dinh
- = T4t ca cac loai insulin déu duge dung dé didu tri cho tat
ca cac thé DTD. Dung don thuin, hoac phéi hop (véi ché dé an,
véi cac loai thude udng ha glucose hiyét).

~ Chi dinh khi c4p ctiu, tién hén mé, hon mé do DTD, hodc
trong tién su da c6 hén mé do tang glucose huyét.

— Nhing bénh nhén sit cdn nhiéu, suy dinh dudng c6 cac
“bénh nhiém khuan kém theo.

~ Bénh nhéan c6 dlen bién benh khéng On dinh, glucose
mau luén luén dao dong.

~ Chuaén bi, va trong thoi gian can thiép phiu thuat.

~ Nhing bénh nhan c¢6 bénh 1y véng mac mét, rdi loan
chiic nang than, ¢6 triéu ching bénh 1y than kinh do DTD, viia
x0 dong mach c6 bién ching & hai chi duéi.

— Bénh nhén c6 thai.
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 8.3.2. Céc loai insulin

Insulin tif ngodi dua vao lam gidm dudng huyét o tét ca cac
typ DTD. Tuy nhién, cich diéu tri insulin t61 uvu la phan phm
insulin 1am thé nao cho phit hgp véi sinh 1y, d6 1a diéu kién t6t
nhAt, nhung lai khé nhat khi tiém dudi da hay truyén lién tuc
tinh mach.

a. Cac dang thudc insulin

— Insulin tac dung nhanh: gém insulin thudng (regular
insulin) va insulin ban cham (semilent msuhn) Chi c¢é loai
insulin thudng 1a c6 thé tiém tinh mach, ca hai 108.1 6 thé tiém
dud da.

+ Insulin thudng (regular insulin) c6 thé tiém tinh
mach hoac truyén nhé giot tinh mach. Khi tiém tinh mach,
insulin tac dung téi da vao hie 10 - 30 phut, va kéo dai 1 - 2 gig,
théng thudng trong lam sang khi truyén insulin, ngudi ta pha
100 don vi insulin véi 500ml dung dich NaCl 0,45% (tuong
duong 0,2 don vi trong 1ml dich, hay 1 don vi/ 5ml dich). Gidng
nhu nhiéu loai peptid khéc, insulin thuong dlnh vao chail dung
va day truyén plastlc do vay, khi truyén cin bom 50ml dung
dich qua dAy truyén dé tranh céc chd dinh d6. Tac dung cua
insulin truyén nhé giot cling kéo dai 1 - 2 gid sau khi ngiing
truyén, lidu thap thi tac dung ngin hon.

+ Insulin thudng tiém bap (IM regular insulin), tac dung
cao nhat e 30 - 60 phit sau khi tiém & bénh nhén chic ning
tuan hoan binh thLiOng va kéo dai 2 - 4 gio; tac dung c6 thé thay
d8i va thudng cham 6 nhitng bénh nhén ¢6 HA thép.

+ Insulin thudng tiém dudi da (SC regular insulin) 1a loail
duge st dung pho cap nhat, tAc dung cao nhat lic 2 - 6 gid sau
khi tiém, kéo dai 4 -12 g16. Khi liéu insulin tang 1én, déng hoc
hap thu (absorption kinetis) ciia thude bi anh hudng, hiéu lic
dinh manh hon, thdi gian tac dung cua thudc kéo dai hon kh
diing liéu 16n hon.
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-~ Insulin téc dung trung gian (intermediate acting
insulin) gébm Neutral Protamin Hagedorn (NPH) va insulin
chdm (xem bang 3.14). Insulin nay, sau khi tiém duéi da vao
buéi séng, tac dung sé kéo dai sudt ngay, theo mot dudng giam
dan cao nhat lic 6 - 16 gid sau khi tiém sau d6 gidm din
vé néng d6 ciing nhu tac dung ctia thudc, cing nhu loai
insulin thuodng, duge dong hoc cua thuée phu thude vao lidu
lugng thuéc.

Bang 3.14. Dugc déng hoc cla insulin sau khi tiém dudi da

Loai insulin Bditnzgzjgit:;: Té;g::ng giZ:i;c
’ dung

Tac dung nhanh:
~  Loai thuéng 0,25-1,0 2-6 4-12
- Bancham | 05-10 | 3-10 | 8-18
Téac dung trung gian: | |
- NPH 1,56-4,0 6-16 14- 28
—~  Cham | 1,0-4,0 6- 16 14 - 28
Tac dung siéu cham:
~  Insulin siéu cham (hgudi) 3-8 4-10 9-36
- Insulin siéu cham {bo) 3-8 8-28 24 - 40
—  Protamin zinc insulin (PZI) 3-8 24 - 40

Bién d6i vé duge dong hoe clia cac loai insulin lién quan dén
c4 thé ting bénh nhan, thanh phan loai cha insulin (ti bo,
ngudi...) va liéu ding. Insulin ngusi taic dung dinh nhanh hon
nhung lai ngin hon insulin bd hodc lon, liéu cao thi tac dung
dinh ciing cao hon va thdi gian tac dung dai hon, khi ¢é suy
than, tac dung cia insulin cing kéo dai hon.

183



~ Insulin tac dung siéu cham: gdom loai siéu cham ti ngudi
va. siéu cham tu bo va protamin zinc insulin (PZI), thudc duge
chi dinh dé hang dinh néng d6 insulin trong mau khi tiém hang
ngay hodc tiém ngay 2 1an.

— Insulin theo loai (species composition): insulin ti¥ bo, lon
va ngudi khac nhau 6 thanh phén cac a.a. Duge déng hoc cang
c¢6 thé khac nhau. Insulin ngudi thudng hap thu nhanh hon, tac
dung dinh sém hon va thoi gian tac dung ngéin hon. Khi thay
dot ti insulin loai nay sang loai khac phai theo déi bénh nhin
that sat, va diéu chinh liéu cho thich hagp.

b. Diéu tri bang insulin hén hoap (mixed insulin therapy)

Cac loai insulin khac nhau (nhanh, cham, siéu chiam) cing
dude phéi hgp ding véi nhau véi muc dich théa man duge nhu
cau insulin cia ngudi bénh, dap Gng duge moi thoi diém trong
ngay, thong dung nhat 1a ngudi ta tron insulin nhanh va insulin
tac dung trung gian (cham) trong cung mét bom tiém, va tiém
ngay sau khi trén, diéu can luu ¥ 13, khéng duge 1am rét insulin
ti lo nay sang lo khae, loai insulin nhanh can hit vao bom tiém
truée. Hon hgp insulin méi nay c6 thé lam bign d6i duge dong
hoc cia cac loai insulin (khi dé riéng ré).

Vi du: Tac dung dinh cua insulin nhanh sé mudn hon khi
trén vl insulin cham hodc insulin siéu cham, nhung khi insulin
nhanh trén vdi NPH thi tadc dung khéng thay d61. Chu § PZI
khong duge pha vaéi cac loai insulin khac.

(1) Diéu tri bang insulin 6 bénh nhan PTD typ 1
G DTD typ 1 khong ¢6 insulin nédi sinh do vay can phai didu
tri insulin tit ngoai dua vao suét doi. O ngusi khéng bi DTD, cén

nang binh thudng thi méi ngay tuyén tuy tiét khoang 0,6 - 1,2
don vi‘kg trong lugng co thé (35 - 50 don vi/ngay & ngudi tre).

~ Cac phuong phéap théng thudng diéu tri bing insulin:
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D61 véi DTD typ 1 can phai:
+ Tiém nhiu lan trong ngay va nhiéu loai insulin dé dam
bdo nhu cau cua insulin cho chuyén héa va hoat déng.

+ Dung insulin nhanh va cham 2 1an méi ngay.

+ Ty theo ché d6 an va hoat dong dé diéu chinh tac dung
dinh cua ting loat insulin cho thich hgp.

« Liéu bat dau didu tri insulin: nhu cau mdi ngay cha
ngudi tré tit 35 - 50 don vi insulin. Nhung khi chin doan
DTD typ 1, bénh nhén chi thiéu mét phan insulin, do vay
khi bit dau diéu tri thudng cho léu thap hon (cho liéu 20 -
40 don vi/ ngay). Lugng insulin dung diéu tr1 sé chia ra ba
phan: 2/3 diing trude biia an trua, con 1/3 dung trudc biia
an t61. Liéu budi sang gébm 2/3 insulin trung gian (cham) va
1/3 insulin nhanh, buéi chiéu liéu lugng hai loai insulin
ngang nhau.

o Khi diéu tri insulin, nhat 1a khi méi bat dau didu tri,
bénh nhan cdn phai dude theo dé1 sat dé tranh céic bién
chiing sau khi tiém, nhit 1 tinh trang ha duong huyét.

+ Phai theo d6i dé didu chinh liéu luong insulin cho thich
hop. Trén thuc t€, liéu insulin ban d4u it khi chinh xac, can
lam sao dé duy tri miic dudng mau tix 5,5 - 13,9 mmol/
(100 - 250mg%) va khdng gay ra tinh trang ha duong huyét.
Muén vay phai dinh luong dudng mau it nhat 4 lan/ngay
trude cac bda an va trude khi di ngu.

D& tranh ha dudng huyét phai diéu chinh liéu insulin mét
cach than trong, khi duong huyét chi dao dong trong khoang
100 - 250mg% khéng can phai bd sung liéu qua 10%, trir khi
bénh nhan phai thay d6i rhiéu trong ché d6 an hoac koat dong
thé luc. |

— Tuay tung loai insulin ma c¢é cach diéu chinh khac nhau
thich hop.
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+ Diéu chinh liéu insulin trung glan (cham) d& kiém soat
duong huyét:

« Truée blia &n sang bang liéu tiém budi chidu.

e Trude bita an t61 bang liéu tiém budi sang.

+ Tang liéu budi t6i phai hét stc than trong vi d& gy nén
ha dudng huyét ban dém:.

+ Piéu chinh liéu insulin nhanh dé kidm soat dudng huyét:
» Trudc bita an trua bing liéu cho budi séng.
o Trude khi di ngia bing liéu cho budi chiéu.

Tranh cho insulin thudng (insulin tac dung nhanh) trude
khi di ng.

- €6 nhiéu cach tién hanh diéu tri bdng insulin cho bénh
nhén DTD typ 1:

+ Tiém insulin nhiéu lan hang ngay thay cho cach didu tr
thong thtmng tiém 2 lan/ngay khi diéu tri bénh nhin PTD typ
1. Nguyén tic cia phli(mg phap diéu tri nay 1a phdng theo hién
tugng tiét insulin cia mét tuyén tuy binh thuong dap dng véi
yéu cau insulin ¢d s3 va insulin theo ché do an.

Nhu cAu insulin ¢o sé duge cung cap béi loai insulin siéu
cham ho#c trung gian (hodc ca hai) tiém ngay 1 1an hodic 2 1an,
con insulin theo nhu cau cia ché& dé &n phai dang insulin nhanh
tiém truéc moi biia &n. Phuong phap nay chi duge tién hanh sau
mét thdi gian bénh nhan duge diéu tri theo phuong phap théng
thudng, bénh nhan da biét tudng tan cach didu tri theo ché& do
an, biét cich va tu minh cé thé theo dai duge duong mau thudng
xuyén va dung.

Bat dau cho insulin cham 40% téng liéu, tiém 1 hoic 2 1an
(chi can tiém 1 l4n néu ding insulin bo hoéc lgn cho liéu 30 don
vi). Nhung liéu cao hon hay loai insulin nguoi thi phal tiém
2 lan, phan con lai (60%) duge chia theo biia n. Théng thuong
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thi téng lidu insulin hang ngay diéu tri theo phuong phap nay
th&p hon cach diéu tri théng thudng, vi insulin dudgc rai déu,
phat huy hét tac dung caa né.

Dé didu chinh liéu insulin duge chinh xac phai theo d&i
néng 46 dudng méu it nhit 4 lan/gay. Mac du nhing chi dan
cho tiing ¢4 nhan bénh nhan da duge dit ra, nhung k&€ hoach
diéu tri tich cuc cia nhitng bénh nhan DTD typ 1 ¢6 dudng mau
trude khi an tit 70 - 130mg% va glucose sau khi 4n 2 gi6 dudi
200mg% phai dude theo doi sat, vi ¢6 thé dua dén tinh trang ha
dudng huyét, doi héi phai theo d6i chit ché hang ngay.

Pé diéu chinh insulin cham phai dua vao: dudng huyét
truée khi dn budi sang, dudng mau ban dém (lac 3 gid sang),
dudng mau mudn sau khi an. Néu sy 6n dinh cia ndng db
dudng mau bi x40 trén phai 4p dung phudng phap diéu tri tinh
trang ting dudng huyét ning, phai theo déi lién tuc trong vai
ngay didu chinh dé danh gi4 su dap {ng cta diéu tri.

Diéu chinh liéu insulin nhanh phai luu ¥ téi cic yéu td: bia
n va thanh phan cta biia 4n, cuong ddé hoat déng thé lue,
duong huyét trudc khi an. Chon dudc liéu insulin truée khi an
that chinh xéc lac dau 1a rat khé, nhung diéu tri sé thuan lgi
hon nhd vao su theo doi sit bénh nhan va kinh nghiém cta ca
thay thudc va bénh nhén trong qua trinh diéu tri.

Khi diéu chinh lidu insulin cdn phai cha ¥ 12 dudng huyét
ting 1én vao bubi sang, tang tit 3 gio sang va tusng doi cao vao
lic 6 gid sang, hién tugng nay duge goi 1a “hién tugng rang
déng” (dawn phenomenon). Pé didu tri hién tugng nay cé thé
dung mét 1iéu insulin trung gian (cham) khoang 2 - 3 don vi ldc
di ngt, hoic thay d&i phuong phap luin phién trong phan bé
liéu insulin.

Néu trong qua trinh diéu tri theo phuong phap nay xudt
hién nguy cd ha dudng huyét thi phai ngling, dat mdt k& hoach
diéu tri khac thich hgp hon.
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+ Truyén insulin lién tuc duéi da (continuonus subcutaneous
insulin infusion). Phuong phap nay cang ngay cang dude ap
dung 3 nuéc ta, mic du vé nguyén tac, phuong phap nay ciing
gidng nhy phuong phéap tiém insulin nhidy lén hang ngay.

* Insulin analogs va diéu tri bénh nhén BTD typ 2:
Insulin analogs hay cé tén tuong ty “analogous”.

Nhimg insulin duge téng hgp nay duoc goi la chét gibng
insulin nguoi (analogs of human insulin), tuy nhién ching c6
cau tric nho hon, hodc cé thay d6i mét sé acid amin nén ching
co nhimg dic tinh dy doan dac biét khi tiém vao dudi da. Khi hép
thu, ching tac dong trén té bao giéng nhu insulin ngudi, nhing
c6 thé du doan duoc tdt hon vé hip thu ¢ té chirc mé. "

C6 hai loal insulin analogs: Rapid Acting Insulin Arialogs
va Long Acting Insulin Analogs.

Rapid-acting injected insulin analog: la insulin ¢6 tac dung
nhanh nhat nhv insulin tac dung nhanh, gom cae loai insulin
sau day: aspart, glulisin, va lyspro.

Cac insulin analogs nayv di vao méau trong vai phat, diéu do
quan trong dé tiém chiing 5-10 phat trong biva an. Thoi gian tac
dung dinh tir 60 ¢én 120 phut va giam dan sau khoang 4 gi0. Liéu
cao hon ¢ thé kéo dai tac dung hon chut it, nhung s& khong kéo
da1 qua 5 hoac 6 gio.

Rapid acting insulin analogs 13 chon lua ly tuong dé diéu tri
thay thé insulin kiéu bolus. Thudng tiém vao ldc 4n va &é didu
chinh khi dudng mau cao.

Rapid acting insulin ciing duoc chi dinh khi ding bom tiém
d1én (insulin pumps) hay néi cach khac 13 tiém dudi da lién tue.
Khi tiém qua bom tiém dién, insulin nhanh ¢6 tac dung thay thé
insulin nén ciing nhv didu tri thay thé insulin dé didu chinh
duong mau khi an, vao khi dudng mau cao.
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Long-acting injected insulin analogs: 1a loat insulin ¢6 thon
gian tdc dung dai nhét, néng dé insulin duy tri 6n dinh lau,
duomg huyét én rat nhiéu gio sau tiém, dé1 khi loai insulin nay
ciing duoc goi 1a insulin khong c6 dinh tac dung. Ching bat dau
tac dung khoang 60-90 phit sau tiém, tac dung té1 da trong
khoang 5 gio va glam dan trén 12-24 gic sau d6. C6 cac loai
insulin sau day:

- Insulin determir(Levemir), thuong duoc tiém 2lan/ngay.

- Insulin glargine (Lantus), thuong duge tiém 1 lan/ngay,
nhung ¢6 thé tiém 2 lan/ngay néu can thict.

—  Insulin analogs tac dung dai la loal insulin thich hop dé
diéu tri thay thé insulin nen diéu nay rit quan trong dé chi dinh
insulin detemir va glargin & nhiing thm diém tuong tu hang
ngay d& duy tri ndng d6 du doan insulin nén.

Chu y: Céac loal insulin analogs ¢6 tac dung kéo dai ngay
khéng dudge tron véi insulin loai khac trong cung moét bom tiém,
vi s& Jam thay do1 tac dung cia insulin.

(2) Diéu tri bang insulin & bénh nhan DTP typ 2

Khi DTD typ 2, didu tri bing ché db an, tap luyén va thude
udng khong kiém soat dudng huyét, hoide BN khong thé diéu tri
bing thudc udng, cdn chi dinh diéu tri bang insulin.

—  Insulin nén:

Muc tiéu chinh cua didu tri bang insulin la bit chuée tuyén
tuy tiét néng d6 insulin nhu binh thudng. Tuy nhién, diéu tri
thay thé bing insulin hién nay chi ¢6 thé tiép can duge néng do
insulin gin véi binh thuong. Insulin ¢6 thé tiém mot 14n, nhiéu
l1an, st dung bom tiém dién (t18m duéi da insulin lién tuc- CSII-
continuous subcutaneous insulin infusion). Tuy nhién, muc t1éu
12 dat dudc néng do insulin gan nhu sinh Iy binh thuong.

-~ Néng 36 duong huyét ngut khong bi DTD (binh thutng)
va giai phong insulin tif tuy. Insulin dugc tiét tr tuyén tuy duy tri
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nong d6 duong huyét trong mdt gifi han riat dep. Ban dém va
gitia cac bita an, nong d6 duong huyét nguoi binh thudng dao
dong tir 60 - 100mg/dl, va 140mg/d]l sau 4n va sau an bia phy.

Pé duy tri kiém soat ducmg huyét trong dém, lic déi, giira
cac blta &n, co thé tiét néng dé insulin nén thap (low,
background level of insulin), khi an, insulin sé& duge tiét nhleu
hon dé chuyén héa glucose duge dua vao tir thite &n. T4t ca céc
qua trinh trén xay ra mét cach tu cha.

(3). Nhilng nguyén tic diéu tri thay thé bang insulin

Khl khong kiém soat dugc du(mg huyét bang cac b1en phap
khac, cAn diéu trj thay thé bing insulin, diéu tri 12 ¢d giang bt
chuc tuy tiét insulin binh thudng (khéng bi DTD) Cé hai cach
diéu tri insulin thay thé:

* Thay thé insulin nén (Background or basal insulin
replacement).

Téac dung:

- Kiém soat du‘dng huyét vé dém, gilla cic bita an bing
cach trii mé trong t6 chiic md va kim ham sdn xuit glucose
tu gan.

— Cung cap insulin vi ndng do thap va hién tue.

— Tiém insulin tac dung kéo dai, c6 thé tiém 1 hoic 2

lan/ngay nhu insulin analogs: insulin glargine, insulin detemir
va NPH.

— Hoac ¢6 thé tiém lién tuc insulin nhanh duéi da, néu nhu
st dung bom tiém dién.

— Nguoi ta da chling minh, khodng 50% hofic mét mia nhu
cau insulin hang ngay cua co thé.

* Thay thé insulin )iéu lén tiém 1 lin (bolus insulin
replacement).
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'6 hai cach thay thé kiéu bolus:

—  Tiém liéu 16n 1 l4n vao lic dn (mealtime bolus) dé kiém
soat dudng (carbohydrat) trong biia &n hoéc an phu (snack).

~ Tiém liéu 16n 1 lan didu chinh theo ndng dé dudng huyét
cao. Tiém insulin t& ngodi dé dua dudng huyét vé mic chuin
khi néng d6 dudng huyét rat cao.

- Bolus insulin thuong st dung insulin analogs tac dung
nhanh nhu insulin aspart, insulin lyspro va insulin glulisine
hodc regular insulin. Khoeang 10-20% nhu cdu insulin hang ngay
cho mbi bita an, hoac khoiang 50% nhu ciu insulin hang ngay cta
co thé. Mot s6 BN DTD typ 2 can didu tri thay thé insulin nén,
mét s can thay thé kidu bolus, mét s6 khac can thay thé via
bang insulin nén vita bolus insulin.

Cac loai insulin

Human insulin va insulin analogs dang duoc st dung dé
diéu trj thay thé insulin. Insulin analogs da va dang phat trién,
vi insulin ngudi c6 nhiing han ché khi tiém duéi da. G nong 4o
cao nhu trong lo nho (vial) hodc tro ng vién dan (cartridge),
insulin ngudi ciing nhu déng vat két cum thanh khéi véi nhax,
su két cum nay lam cho hép thu cham va khé du doan & t6 chiic
dudi da, thdi gian tac dung phu thude vao liéu (nghia 1a liéu 16n
hon thi tac dung dai hon). Nguge lai, insulin analogs thoi gian
tic dung dé du doan hon. Insulin analogs tic dung nhanh thi
tadc dung nhanh hon. Insulin analogs tac dung dai thi tac dung
kéo dai hon va c6 thé khéng ¢6 dinh (peakless).

Insulin d3 duge dua vae difu tri tir nam 1925. Khoi dau
insulin dugde chiét xuat tir tuyén tuy cua bo va lgn, trong nhimg
niam dau 1980 k¥ thuat dé tién bd hon da san xuat duge insulin
dé diéu chinh dudng huyét vao céac bita an chinh va phu, va di
tong hop duge insulin nguoi (insulin ngudi tai to hop). Synthetic
human insulin da thay thé insulin bd va lon. Hién nay insulin
analogs da thay thé insulin nguoi.
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Insulin thudng dude tiém vao t6 chic md ngay dudi da, khi
chi dinh thuong ghi tiém duéi da.

Cac loai insulin: ¢6 3 nhém chinh: insulin tac dung nhanh,
tac dung trung gian, va tac dung kéo dai.

e Insulin tdc dung nhanh: duge hap thu nhanh ti té chirc
dudl da vao mau.

Tac dung kiém soat dudng mau trong khi in, bita &n phu
(snack) va dé diéu chinh theo thay d6i ndng dé dudng huyét.

Cac insulin tac dung nhanh.

— Rapid acting insulin analogs (insulin Aspart, insulin
Lyspro, insulin Glulisine), cac thudc nay cé tac dung tir 5-i5
phit sau khi tiém, dinh tic dung tir 1-2 gio, tac dung kéo dai
4-6 giy. Du la lidu 16n, nhé, thai diém tac dung va dinh tic dung
tuong ty nhu nhau, tuy nhién théi gian tac dung cta thude phu
thude vao liéu, lidu thap thdi gian tac dung cé thé kéo dai 4 gis
hay ngén hon, nhung 11éu 25-30 don vi ¢6 thé kéo dai téi 5-6 gio.
Nhung danh gia chung, loai insulin nay cé thei gian tac dung
13 4 gig.

~ Regular Human insulin. Bt dau tac dung sau khi tiém
30 phut dén 1 giy, tac dung dinh sau 2-4 gio, thoi gian tac dung
6-8 gid. Lidu cao hon, bit diu tic dung nhanh hon, dinh tac
dung dai hon va thoi gian tac dung ciing 14u hon.

e Cac insulin tdc dung trung gian (Intermediate- acting
insulin): hap thu echam hon va dai hon. Pude chi dinh dé kiém
soat duong huyét ban dém, khi déi va gif’ia cAc biia an, bao gom:

NPH Human Insulin: tac dung sau tiém 1 - 2 gio, tac dung
dinh 4 - 6 gig, thot gian tac dung trén 12 gid. Véi heu rat nho cé
tac dung dinh sém hon va théi gian tac dung ngin hon, nhung
v6i liéu cao hon c6 thdi gian tac dung dinh dai hon, thdi gian tac
dung kéo dai.
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- Pre-Mixed insulin: 14 NPH két hop véi hoic la Regular
Human Insuhn, hoac rapid- actmg insulin analog. Pay 13 su két
hgp gitia insulin tac dung ngan véi insulin tac dung trung gian.

e Insulin tdc dung kéo dai (Long acting insulin): duge hap
thu chdm, tac dung dinh thdp, tic dung hinh cao nguyén én
dinh (stable plateau effect) tac dung kéo dai gAn nhw sudt ca
ngay. Chi dinh de kiém soat dudng huyet ban dém, khi dé1 va
gitia cac bita an.

Cac loai long acting insulin: Long acting insulin analogs:
Insulin Glargine, Insulin Detemir. Bit d4u tac dung 1,5 - 2 gid
sau khi tiém. Hau nhu khéng c6 dinh tac dung. Glargin ¢6 thoi
gian tac dung t& 24 gio, Detemir thoi gian tac dung tit 12 dén
24 gic.

| ~Insylin lispro aspart, glulisine
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Biéu dé 3.1. Budng bidu dién minh hoa tac dung clia cac loai insulin
¢. Nhitg bién chimg khi diéu tri insulin
* Ha duong huyét
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Ha duong huyét xdy ra khi néng dé glucose huyét gidm
xudng thap hdn binh thuong ti 2,2 - 3,3 mmol/l (40 - 60mg%) cb
khi con thép hon. Nguyén nhan do giam néng d6 glucose trong
mau qui miic, chuyén héa trong t6 chiic va t€ bao dap ting cham
déi véi hién tugng nay. Trong 1am sang, nguyén nhan cha yéu 1a
do ding qua liéu insulin, dic biét 1a & thé DTD ning, bénh dién
bién khéng 6n dinh, khi thay d6i ch€ dé an, nhiing léc cing
thang qué muc vé thé luc va tinh cam, nhiém khuin, réi loan
tiéu héa, c6 thé lam thay dc;i tinh trang bénh nhén trong mét
thdi gian rat ngin, tit ché néng & glucose huyet rat cao sang
tinh trang ha dudng huyét ning.

Glucose 1a ngudn géc dinh dudng chinh cho néio, khéng du
glucose sé& gy nén tinh trang thiéu oxy ndo, ha dudng huyét
trong thdi gian ngan dua dén rdi loan chic niang hoat déng tim
than, néu ha dudng huyét nhiu 1an, hodc hén mé do ha dudng
huyét kéo dai sé gay nén nhiing t6n thucng thue thé § nio.

Tridu chitng 14m sang: ndi bat 1a céc triéu ching réi loan
chiic nang hé than kinh trung uodng va thin kinh thuc vat,
nguoi bénh mét méi, run, ting tit moé hoéi (mé héi lanh), hoi
hép, danh trong nguc, cam giac déi, dbi khi ¢é triéu ching nhin
doi, té t& ¢ mdi va dau ludi, nhic diu, nén, réi loan thi lyc,
khéng duge di€u tri kip thdi s8 dua dén nhiing tén thuong
khong héi phue cia hé thian kinh trung uong nhu réi loan vé
néi, nudt, co giat, hodc run giat nhu choree, ban liét tam thoi
ho#ic kéo dai, cudl cung dua dén ban hén mé, hén mé sau.

Chén doan ha dudng huyét trong DTD khéng khé, khé khan
nhit 14 truong hop hén mé do ting dudng huyét, sau khi diédu
tri cap city, tinh trang bénh nhén kha lén, nhung sau d6 lai mit
y thaec.

Diéu tri tinh trang ha dudng huyét & bénh nhan DTD tiy
thudc vao mic d6 niang hay nhe. Khi cac triéu chitng lam sang
nhe, cho bénh nhin &n com, uéng nudc dudng. Néu khong c6 két
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qua hodc bénh nhén & trong tinh trang mat ¢ thic thi tiém vao
tinh mach tit 20 - 40 -100ml dung dich glucose 20 - 30%.

D& dé phong tinh trang ha dudng huyét xay ra khi didu tri
insulin, can phai diéu chinh kip thoi va thudng xuyén liéu
insulin thich hgp. Bénh nhan cin phai duy tri theo mét ché& do6
an ding. Nhiing bénh nhan c6 bénh dién bién khéng 6n dinh, c6
bénh suy dong mach vanh, suy tuin hoan nio (do vita xo dong
mach) khong nén dua lugng duong mau xudéng miic binh thuong
ho#c khéng c6 dudng trong nudc tiéu. Vi nhu vy sé lam cho cac
bénh trén ning hon lén. |

T4t ca bénh nhan can phai dudc giai thich dé hiéu biét cac
triéu ching ha dudng huyét, nhiing bién phap dé ho ¢6 thé dé
phong va tu diéu tri khi cé tinh trang nay.

» Hién tugng khdng insulin khi diéu tri béng insulin

Hién tugng khang insulin la tinh trang t& bao, t6 chic co
quan can mét lugng insulin cao hon binh thudng dé dap tGng véu
cAu cta cic té& bao, td chile, co quan doé.

— Khi nao thi goi 14 ¢é hién tugng khang insulin khi diéu
tri insulin?

Trubc day T8 chic Y t& thé gidéi quy dinh: bénh nhan DTD
c6 tinh trang khang insulin, khi phai dung trén ho#c bang 200
don vi insulin trong 24 gi¢ mdi ¢ két qua (khéng c6 triéu ching
toan héa chuyén héa do ting ceton mau).

Nhung Berson va Yalow (1970) cho rang tiéu chuan 200 don
vi 1a qua cao. Xuat phat tit tdc d6 tiét insulin (50 - 60 don vi/gid)
va liu 40 - 60 don vi/ngay can thiét dé giit nong d6 dudng mau
binh thudng & bénh nhan di cit m&t tuyén tuy. Cac tic gia cho
ring, 1 ngiy cin phai cho téi trén 60 don vi insulin, tic 1a ¢6
hién tugng khéang insulin. Cho nén Berson va Yalow da dé nghi
tidu chuin méa hién nay dang duge ap dung:

Nhe: khi nhu c4u insulin khéng qua 80 - 125 don vi/24 gis.
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Trung binh: 125 ~ 200 don vi/24 gig.
Nang: trén 200 don vi/24 gid.
— Khang insulin trong diéu tri 14 do ¢d ché mién dich:

Do ¢6 nhiéu khang thé khang insulin luu hanh trong mau,
cac khang thé nay khi k&t hop véi insulin t ngoai dua vao sé e
ch& tac dung cua insulin giy nén tinh trang khang insulin mién
dich. Nhiéu tac gia cho rang, thuc t& tat ca bénh nhan diéu tri
insulin déu c¢6 khéng thé khang insulin luu hanh trong mau,
nhung & nong do thap, nén thudng khong c¢é biéu hién gi vé 1am
sang. Hién tugng khang insulin ning rat it giip, chi 1/1000 bénh
nhan BTH.

Dé dé phong tinh trang khang insulin ¢4n thuc hién nghiém
tiic ché d6 an, chon ding insulin thich hgp dé didu tri ¢6 két
qua. Khi da c¢6 hién tugng khang insulin, mét trong nhiing bién
phap lam tang hiéu lyc tac dung cua insulin 12 truyén nhé giot
tinh mach insulin t 20 - 40 don vi. Khi truyén nhu vay, mét
phén insulin ngay lap tuc s& két hop véi cac khang thé, phén
con lai sé tac dung nhanh va ¢6 hiéu luc hon. St dung két hgp
insulin véi cac thudc loai sulphonylurea va biguanid phin nao
ciing dé phong va han ché€ duge tinh trang nay, vi cac thude 46
lam tang hiéu luc tac dung cia insulin, lam mAat cac yéu tb dc
ché€ insulin. Mt khac, phai diéu tri tich cuc cic 6 nhiém khuén,
néu cé réi loan chiic ning gan phai diéu tri tich cuc bing cac
thude thich hgp. Ciing c6 nhiéu tai lidu thong bao két qua diéu
tri tinh trang khang insulin nguén géc do mién dich bang
glucocorticoid, hormon nay c6 téc dung trén téc d6 phan ly cac
phltc hop insulin khang thé va ngin can hién tugng tao khang
thé. Thudng cho 10 - 15mg predmsolon/ngay Két qua diéu tri
thay rd sau 2 - 3 tudn, c6 thé kéo dai dot diu tri modt thang
trong diéu kién di€u tri néi tra, c¢6 su theo ddi cia thiy thude.
Glucocorticoid 1a thude lam ting dudng huyét, day la viéc bude
phai chi dinh diéu tri, do vay phai theo déi sat tinh trang ting
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dlmng huyét va nhiing tac dung phu khac do thuoc nay gav ra
dé dleu tri kip thoi.

s Loan dudng ma tai ché tiém insulin

-~ La mot trong nhitng bién chiing ning khi didu tri
insulin, hay gdp O tré em va phu nii. Thudng gip loai teo
(atrophie) t& chiic md dudi da chd tidm, it khi gap loai phi dai
(hypertrophic). Vai tro quan trong trong loan dudng md 1a réi
loan dinh dudng than kinh & viung tiém do kich thich co hoc, 1y
sinh, nhiét va do thu thuat tiém. Cé ¥ kién cho ring, loan dudng
md tai ché tiém 12 hau qua ctia phan dng di ing.

— Loan dudng md tai ché tiém insulin c6 thé xuit hién tu
1 - 6 thang sau khi tiém. Tai ché tiém xuat hién mdt vung da
16m xudng, ning hon c6 thé mat hoan toan t6 chiic md dudi da &
mot dién tich kha rong.

— Co ch€ sinh bénh cda tinh trang nay chua rd, nén ciing
chua c6 bién phap diéu tri két qua. Nhung luén luén luan phién
cho tiém 1a bién phéap tich cuc nhat dé dé phong. Khi ¢6 ton
thuong, ¢é thé dién phan tai ché bing lidase.

o Di wng vdi insulin

C6 thé tai chd hoac toan than.

~ Di dng nhanh: xudit hién 15 - 30 phtt sau khi tiém
insulin, tai ché tiém xuat hién quang mau héng nhat néi man
may day.

— Di ing cham, xufit hién sau 1 ngay, c¢6 khi cén 1au hon,
vl cac triéu chiing thim nhiém ché tiém.

— NO0i may day toan than, choang phan vé it gip, ¢6 thé c6
mét sb tridu ching toan thin: mét moi, sét nhe, ngia, dau trong
cac khdp, ré1 loan tiéu héa. Diéu tri di {ing insulin ciing giéng
nhu bat ky tinh trang di Gng thude nao khac: ngung thude, thay
loai thudc khic, cho cac thudc khang histamin. ..
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D& lam méat phan tng d6i insulin, c¢é thé tién hanh giai man
cam bang insulin liéu nho. Cach tién hanh nhu sau: cho 4 don vi
insulin vao 40ml dung dich muéi déng truong. Lay 1ml dung
dich nay cho véo 9ml dung dich muéi ding truong. Nhu vay sé
c6 0,1ml dung dich chiza 0,01 don vi insulin. Bat dau tiém 0,01
don vi insulin vao dudi da viing trude ba vai, sau 30 phut tiém
0,01 don vi, cl sau 30 phat tiém tiép 0,04 va 0,08 don vi. Ngay
thit hai tiép sau cling tiém liéu tuong tu.

Ngay thit ba va cac ngay tiép theo tiém 0,25; 0,50; 1,2 don
vi. N&u ¢6 tridu chiing di Gng, khong tiép tuc tang liéu insulin
lén niia, cho lai lifu truée d6 ma bénh nhén da thich hop. Néu
tién hanh nhu vay, nhung tmh trang man cam van cao, thi
khéng nén tiép tuc nia.

Ciing c¢6 thé gidi min cam bang cach trudc khi tiém, dem
dun néng insulin 1én (cho lo insulin vao nude dun s6i 5 - 6 phit),
vé sau thay dan insulin dun néng bang insulin binh thuong.

Cac loai insulin tron sin khéng ducc khuyén cao trong khi
diéu chinh lidu: tuy nhién, ching ¢6 thé duge si dung thuan
tién trude bita &n sang va /hodc bila in chiéu néu ty 1& thanh
phan insulin tac dung nhanh va tac dung trung gian tuang tu
nhu ty 1& c6 dinh ¢6 sén.

8.4. Cac chit dong van vdi glucagon - like - peptid.1 (exenatide)

Glucagon - like - peptid 1 agonist (GLP.1) 12 mdét peptid ty
nhién duge t& bao L ruét non tidt, cé tac dung kich thich tiét
insulin. Exendin- 4 tuong déng véi thi tu sip xép GLP.1 cha
ngudi, nhung ¢6 thai gian ban huy dai hon. Exendin -4 gén két
chit véi cae thu thé GLP.1 trén t& bao beta tuy va kich thich
ti1ét insulin qua trung gian glucose.

Exendin- 4 téng hop (exenatide) da dudc phép si dung &
Hoa Ky tu 2005 dudi dang tiém dudi da hai lan/ ngay. Cac
nghién clu vé exenatid con it so véi cac loai thudc ha duong
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huyét khéc, exendin- 4 c6 kha ning 1am giam 0,5-1% HbAlc,
chu y&u la giam glucose huyét sau 4n. Né ciing c6 tac dung Gc
ché tiét glucagon va lam chim nhu d6éng da day, n6é khéong gy
ha dudng huyét, nhung tac dung phu trén tiéu hoa tuong déi
cao, 30-45% bénh nhan diéu tri c6 mét hay nhiéu 14n budn nén,
non, ia 1éng. Thude cé thé lam giam can 2-3kg trong 6 thang, c6
thé do tac dung phu trén tiéu hoa. O Hoa Ky da dudge phép diéu
tri phéi hgp exenatide véi suefonylurea va/ hoic metformin.

8.5. Cac déng van amylin (pramlintid)

Pramlintid 13 chat téng hgp tuong tu v6i amylin, mét
hormon do t&€ bao béta tuy tiét. Hién nay, thuéc dd dude phép su
dung 6 Hoa Ky nhu 13 mét thude phél hop véi insulin.

Pramhntid tiém duéi da trude bia &n, né ¢é tac dung lam
cham tréng da day, dc ché tiét glucagon theo kiéu phu thude
glucose, tac dung cua pramlintid chll yéu gidm glucose huyét
sau an. Thubc c6 thé 1am gidm 0,5-0,7% HbAlc.

Tac dung phu chu yéu trén cd quan tiéu hoa, 30% ngudi
duge diéu tri ¢6 tridu chitng budn nén, thudc lam giam can 1-
1,5kg trong 6 thang c¢6 1& do tac dung trén tiéu hoa.

Cac loai insulin trén sin khéng duge khuyén cao trong khi
diéu chinh liéu; tuy nhién, ching cé thé dugc s dung thuan
tién trudc bita 4n sang va /hodc bla &n chiéu néu ty 1& thanh
phan insulin tac dung nhanh va tac dung trung gian tuong ty
nhu ty 1& ¢6 dinh ¢6 sin.

8.6. Cac thudce -ué’ng didu trj bénh DTD typ 2

~ Ba r61 loan bénh Iy chinh xay ra é bénh nhin DTD typ 2
la: r61 loan ti&t insulin, tAng giai phéng glucose chia gan va
khang insulin (t8 chiic cd, gan va td chiec md). Muc tiéu cha didu
tri bénh DTD typ 2 13 lam thay d6i nhiing réi loan trén thong
qua viéc binh thudng hoi nong dé glucose mau va dé phong
nhitng bién chitng cdp va man tinh. Muc tidu nay cé thé dat
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duge bang thudc hodc khéng bang thude. Cac bién phap khéng
ding thudc 1a: gido duc stic khoé vé bénh DTD, can thiép bing
ché d6 an, tap thé duc, gidm can ning co thé. Mac du nhiing
bién phap nay vin 13 co s6 clia moi bién phap diéu tri, phan 16n
bénh nhin (BN) bi bénh DTPD typ 2 diéu tri bang thudc 1a cin
thiét dé dat dugc su kiém soat dudng huyét t6i uu, qua dé gidm
duge ty 18 cac bién chiing do bénh DTD gy ra, dac biét cac bién
chiing vé mach mau.

— Cac loai chinh cuaa thuﬁ’c ué’ng ha duong huyét dang duge
st dung trong diéu tri dude sip x8p theo vi tri tac dung chinh
cua ching nhu sau:

+ Lam tang tiét insulin nhu sulphonylurea va meghtinid.

+ Han ché tiang giai phong glucose caa gan (Biguanid).

+ Cai thién su nhay cam cta insulin (Thiazolidinedion).

+ Lam cham sy hdp thu glucose ¢ da day va rudt (o
glucosidase inhibitor).

~ Céc hormon ruét (Glucagonlike peptid-1[GLP-1] agonist
va DPP-4 Inhibitor, cé tac dung kich thich tiét insulin.

—  Muc tidu diéu tri DTD typ 2 phai dat 1a (theo hoi DTP My):

+ Glucose huyét tuong lic 461 dat t&t 5mmol/l - 7,2mmol/l
(90 - 130mg/dl).

+ Glucose huyét tuong dinh sau dn < 10mmol/l (180mg/dl).

+ HbAlc < 7%. |

— Céc loai thudc néi trén cé6 thé don tri liéu hodc diéu tri
phéi hgp gitta cdc nhém thude véi nhau (khéng phéi hgp hai
thuoc trong cing mdt nhém). Tuy nhién, vi bénh DTD theo tién
trién tu nhién ngay cang ning 1én, cho nén dé kidm soat dugce
glucose mau td1 uvu khéng nhitng phai diéu tri phéi hop gida cac
thudc udéng ma nhiéu trudng hop phai diéu tri phéi hop véi
insulin.
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Khdi d&u bang insufin tac dung trung gian
vao gid di ngtt hay insulin tac dung dai vao
budi sang; co thé khdi dau voi 10 don vi (dv.)
hodc 0.2 dvikg.

v

Kiém tra glucose lic doi {que thir) mbi ngay va tang liéu 2 év |
méi 3 ngay che t6i khi mac DHD dat khoang muc tiéu 3,89 -7,22
mmol (70-130mg/di); cb thé tEng lidu véi mitc tang 1on hon, vi du:
khodng 4 dv méi 3 ngay, néu DHD > 10mmoll (180mg/dl).

N&u xdy ra ha dudmg 4/1 Néu DHD nam trong mic

huyét, hay mifc BHD < HbATG 2 7% sau 2-3 thang ;“;j;g;éfdgi;ﬁ’:g;”ﬁz

3,89 (mmol) (70mgid),
&n trua, &n 6i va trude lGe ngl,

_ tuy thudc két qua DH, thém

i tiém thit hai, co thé bai dau

giam liéu lic ngl > 4 dv
v6i 4 dv va thay d6i khoéng

hay 10% liéu néu lidu >
60dv.

2dv méi 3 ngay cho 16i khi DH
trong mitle muc tigu.

Tiép tuc ché do DH trude an trua vuot g —

nhu vay; kiém tra mic: thém insulin fac

HbA1c mbi 3 dung nhanh vao bifa an

thang sang

BH trudce an 61 vugt muc: BH truse luc ngl vuct

them insulin NPH vao bita mire: thém insulin  tac
an sang hay insulin tac dung dung nhanh vao ba an
nhanh vao blra n trua. 161,

\/

HbAlc = 7% sau 2-3 thang
¥
Kiém fra lai muc DM fruoc an va néu van vugt
mire, ¢b 18 ¢in bG sung thém dang tiém khac; néu
HbA1¢ 1iép tuc ngoai mirc, ki€m tra mic PH sau 2
gid sau an va diéu chinh insulin tac dung nhanh
fruée bida an.

So dd 3.1. Hudng dan diéu tri bang insulin,
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Nhoém 1: Thubde kich thich ti6t insulin

Cac thude thuge nhém nay cé tic dung ha dudng huyét
thoéng qua viéc tiét insulin cia t€ bao béta ddo Langerhans tuy.
C6 hai loai: sulphonylurea va meglitinid.

Sulphonylurea: Thudéc nhém nay da dude st dung trén
ldm sang ti nhiing nam 50 cha thé ky trude, diéu tri don tri liéu
hodc phdi hgp véi cac thude ha dudng huyét thude nhém khac.

— Co ché tac dung: tac dung ha dudng huyét théng qua
viéc dc ché kénh ATP phu thude K* trong t& bao béta tuy, do d6
céc kénh K, mp dong lai lam glam K* nhép vao trong té bao gay
khi cyc mang t€ bao, sy thay d8i dién thé mang t& bao lam cac
kénh Ca™ phu thudc dién thé md ra, dong Ca™ di vao trong té
bao lam tang calel ndi bao khdi dong qua trinh chuyén céc hat
chita insulin dén bé mit t& bao va giai phéng insulin.

Nguoi ta da ching minh duge ring kénh K, 12 mot phiic
hop cua receptor tiép nhan sulphonylurea (SUR) 140 Kd. Vi
mot kénh protein chinh luu bén trong. Mot diéu 1y thid la cac
kénh K,rp khong nhiing ¢6 4 t& bao béta tuy ma cén cé trong t&
bao cd tim, t&€ bao cd tron mach mau, t8 chiic mé, & bao nio. Vai
tro cua Kupp trong t&€ bao mach mau, t&€ bao mé da duge nghién
ciu nhiéu, cdn trong t& bao ndo nhu th& nio dang con nghién
ctu dé x4e dinh.

- Sd dung trong lam sang va hiéu qua: cac thude trong
nhém sulphonylurea van 1a nhiing thuéc duge st dung thudng
xuyén, la loai dugc chon lya ddu tién va 13 loai thuc nén tang
trong phuong phép diéu tri phéi hop. Tac dung ha glucose mau
rd rang hon 4 nhing BN méi duge didu tri. Ngh1en cliu
d6i chitng véi placabe cho thay sulphonylurea lam giam nong dé
glucose mau lic d6i khoang 3 - 4,2mmoll va HbAlc gidm
1,5 - 2% 6 nhitng BN diéu tri trong thdi gian dai.
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Bang 3.15. Duoc dong hoc clia mét s8 sulphonylurea thé hé thif hai.

That | Thai gian Hoattinh | .. ..
. . S Bai tiét
gian | tac dung Chuvén cua cac ua
Tén thude ban ha ¥ chat aw
> : hoa 2 nuydc
huy giucose chuyén tidu %
(gid) | mau (gid) hoa ¢
. Chuyén Hau nhu
Glyburid 4-11 24 hoatrong | khongcé | 50
(Glibenclamide) .
gan hoat tinh
L 2,5 - ” , Khéng cb
Glipizid 47 T4i 24 Tai gan hoat tinh 50
_ Colé
Gliclazid 8 -11 T6i 24 Tal gan khdng cé 60 -70
"I hoat tinh
Glimepirid 5.9 24 Tai gan H";j‘é;'“h 60

Vi nhiéu tac dung phu va ham lugng thuéce kha 1é6n nén cac
sulphonylurea thé& hé thit nhat hién nay hau nhu khéng con si
dung trong lam sang. :

Mot van dé gip phai trong qua trinh diéu tri sulphonylurea
12 that bai. That bai ky dau (hay that bai tién phat) thuong 1a
chi dinh diéu tri cho BN DTD typ 1 khéng duge chian doan. That
bai thit phat tuy theo cach danh gia c6 thé gip tit 5-10% hang
nim, nguyén nhin cha yéu cé 1é 1a do tién trinh tu nhién cua
bénh PTD typ 2, t&€ bao béta suy giam chic nang theo thoi gian
bi bénh, do BN khong tuin thu diéu tri tét. Vi vay du bao dau
tién cua that bai diéu tri 13 sy tuan tha diéu tri cia BN .va thdi
gian bi bénh DTD.

— Nhiing tac dung ngoai tuy: ngoai tac dung trén té€ bao
béta tuy, sulphonylurea con cé tac dung ngoai tuy, doc lap véi
tdc dung ha dudng huyét. Nhiing tac dung nay da dude nghién
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clu ca in vitro va in vivo trén sinh vat va ed trén ngudi d6 la:
tac dung trén su nhay cam cla insulin, trén tim va trén chuyén
hoa lipid. Tuy nhién day la vAn dé dang duge thao luan, y kién dua
ra c6 lic 1a dong thuén, nhung ciing ¢6 ¥ kién trai nguge nhau.

— Liéu lugng: liéu lugng ap dung trong }4m sing cac
sulphonylurea thé hé thit hai duge trinh bay trong bang 3. 16:

Bang 3.16. Liéu lugng ap dung trong 1am sang céac sulphonylurea

thé hé thi hai.
Liéu khdi Lidu trong Lieu toi _

- o 2 . . Chia
Tén thudc diu ngay da ngay liduingay
(mg/ngay) | (mgingdy) | (mg/ngay)

Glyburid
1,25-2,50 | 1,25-2,50 20 1- 2 lan/ngay
Glipizid
25-5 2,5- 40 40 1- 2 1&n/ngay
Glictazid
40 40 -320 320 1- 2 {an/ngay
Glimepirid 1.2 4-8 8 | 11an/ngay

Kinh nghiém cho thdy thudc duge hap thu tét va c6 hiéu
qué hon khi cho BN uéng thuéc trude bta 4n 30 phat, néu thude
chi udng 1 lan trong ngay sé udng vio trudc bita an sang hoic
bita an chinh. Da1 véi BN tuéi > 65, BN bj bénh gan, than,
li€u bit dau 14 liéu thip nhit, ting lidu din va didu chinh dé
dat duge mic kiém soat dudng huyét ma khéng gay nhidu tac
dung phu.
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— Téac dung phu:

Ha dudng huyét. M6t s6 bénh nhan c6 thé tang cin nhe sau
udng thudc.

Di {ing ngoai da: d6 da, nglia, ndéi may day.

R61 loan tiéu héa: an khdéng ngon, khéng mudn an, dau
viing thuong vi. R61 loan chiic nang gan it gép.

Ha bach cdu, ha tiéu cdu, vi vay phai kiém tra thudng ky
bach cAu va tiéu cau (7 -10 ngay/ 14n) nhat 14 khi diéu tri bang
carbutamid va chlorpropamid.

- Choéng chi dinh:

Phu nid mang thai va cho con b, BN ¢6 bénh gan va than.
D61 véi tré em bi bénh DTD typ 2, sit dung sulphonylurea hay
khong chua duge nghién c¢tu mdt cach hé théng.

Bénh nhan DTD néing, trong tinh trang tién hén mé, hon mé.
Tudi con tré.

Ha bach ciu, ha ti€u cau, thiu mau.

Pang nhiém khuin cip, can thiép phiu thuat.

Dang c6 thai va chocon bu.

C6 bénh gan, than (suy gan, suy than).

- Tuong tac thudc:

Cac thude sau day khi chi dinh ciing cac thuéce sulphonylurea
sé gAy ha duong huyét: clofibrat, salicylat, NSAID,, sulfonamid.
Cac thudc chéng dong mau dudng udng sé lam cho viéce theo doi
cac théng s6 ddng cAm mau bi sai léch, déc biét khi ¢6 phdi hgp
sulfonylurea va warfarin uéng cung nhau.

— Chi dinh:

Bénh nhan DTD tudi trung binh tit 35 - 40 tudi.
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Nhiing bénh nhan DTB nhe diéu tri chi bang ché& d6 an
khéng ¢6 két qua.

Khi liéu insulin trong ngay chi can 40 don vi, ¢6 thé diéu tr
thay bing insulin l4u sé 1am giam két qua diéu tri bang cac loai
thudc nay.

Thuéc cho diéu tri phéi hgp véi insulin dé gidm li€u insulin.

D01 vl cac bénh nhan bi bénh ¥ mach mau: khi da diéu tri
bénh 6n dinh (bénh da duge bu) cac thude trén c6 thé diung &
nhiing bénh nhin c¢6 bénh véng mac méit, thifu mau co

tim, bénh mach mau 6 cic co quan khac, loai trit khi ¢6 bénh ly
tai than.

Diéu tri bang cac sulphonylurea ciing c6 thé cé hién tugng
khang thuédc, dé tranh hién tugng nay, nén tién hanh cac bién
phap sau day:

+ Chi dinh dtng d4i tudng bénh nhan.
+ Kiém tra lai k&t qua didu trj sau 2 tudn.
'+ Chon héu chuan.

+ Thay bang mét loai thude khac, néu thude dang diéu tri
khéng ¢6 két qua.

+ K&t hop nhiéu loai thudc, ké ca phéi hgp véi insulin.

Meglitinid:

Cé hati loai dang duge su dung trong 14m sang: repaglinid va
nateglinid.

~ (o ché tac dung:

Cing giéng nhu sulphonylurea khi repaglinid gén vl
receptor dac hiu trén t& bao béta sé& déng kénh K,p*, mé kénh
calci phu thuge dién th& dé Ca*™* di vao trong t& bao, gial phéng

insulin, Tac dung cla repaglinid vira phu thuoc liéu, vita phu
thudc vao néng dé glucose mau. Tac dung cia repaglinid d6i v6i
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kénh K*ap bi han ché€ khi néng d6 glucose tang & miic trung
binh va cao.

—  Dugc ddng hoc:

Repaghnid duge h4p thu nhanh trong 6ng tiéu hoa, sinh
kha dung toan phan trung binh 13 56%, nong d6 dinh trong
huyét thanh mau dat 1 gid sau uéng thudc.

~ 81 dung trong 1am sang va hiéu qua:

Nhiing nghién cltu 1dm sang cho thay repaglinid liéu 4mg
lam giam nong d6 glucose lic d61 gin 2,8mmol/l va HbAlc giam
1,9% khi so v6i placebo. Repaglinid con 14 thuée dé phéi hop
diéu tri véi cac thudc ha dudng huyét khac nhu metformin,
thiazolidinedion cho k&t qua kiém soat dudng huyét kha quan
hon khi chi diéu tri don thufn repaglinid. Véi dic diém hap thu
nhanh, thoi gian ban hay ngan, thude thich hop cho nhiing BN
hay an cham bua hodc quén an.

~ Liéu lugng:

Vi repaglinid ¢6 tac dung nhanh va ngén, cho nén t6t nhat
cho uéng thudc trude biia an 15 phat vién 0,5; lmg; 2mg.
Liéu khoi ddu 0,5mg cao nhat 16mg/ngay, chia uéng 3-4 lan
trong ngay.

Repaglinid duge chuyén hoa chta y&u tai gan, thai qua
dudng mat, d6 thanh thai cua thuéc sé giam & nhitng BN bj ré1
loan chic ning gan, cac bénh gan ¢é thé lam giam kha ning tan
tao glucose ctia gan. Do vay phai hét sdc can than khi chi dinh
diéu trj cho nhiing BN nay dé tranh nguy c¢¢ ha dudng huyét.

P61 voi BN ¢6 ro1 loan chie niang than, repaglinid dung nap
té6t 6 nhiing mic d6 ro1 loan chiic ning than khac nhau, diéu
chinh liéu ban dau khéng can thiét déi véi BN ¢ r61 loan chiice
nang than. Tuy nhién khi suy than ciing can phai theo déi sat
sao hon. Loc mau khong ¢6 anh hudng nghiém trong dén thanh
thai repaglinid. |
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-~ Chong chi dinh:

BN man cam véi thude, BN DTD typ 1, phu nit mang thai
va cho con bd, khéng két hop repaglinid véi cac thude thude
nhém sulfonylurea.

— Téac dung phu:

Ha dudng huyét gdp 16% nhung do thoi gian ban huy cua
thudc ngin nén tinh trang ha dudng huyét it khi kéo dai.

— Tuong tac thudc:

Céc thude sau day 1am ting tac dung ha dudng huyét cia
repaglinid: cac thudc chen béta, chloramphenicol, cac chat de
ché monoamin aoxidasse (MAOIg), NASIDg probenecid,
salicylat, sulfonamid va wafarin, khéng nén chi dinh repaglimd
dong thoi véi gemfibrozil.

Nhoém 2: Biguand

Hién pay trén thi trudng phd bién loai thude metformin (tén
thuong mai glucophage 500mg, 850mg va 1000mg) con
phenformin vi tac dung phu gay toan hod mau tang acid lactic
nén hau nhu khéng con duge st dung trong l1&m sang.

Metformin ding diéu tri don thudn hogc phéi hop véi cac thude
sulfonylurea, cac thubc tc ch& o glucosidase, thiazolidindion,
repaglinid hodc véi insulin.

~ (o ché tac dung:

Chua phai d3 hifu mét cach ddy da vé co ché tic dung cla
thuéc thude nhém nay, mét s& ¢ ché chinh sau day da dudge ghi
nhan: gidm tan tao dudng trong gan, hinh nhu metformin ¢6 cai
thién viée si dung glucose & t8 chitc co va t8 chiic md, bang cach
tdng van chuyén glucose qua mang t& bao. Trén dfng véat
metformin lam giam hap thu glucose 6 rudt. Metformin khéng
kich thich tiét insulin nén khéong gay ha dudng huyét khi chi
diéu tri m6t minh né.
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~  Dudge dong hoc:

Sinh kha dung ciaa metformin 13 50-60%, thudc khong
chuyén hoa trong gan. Metformin dao thai qua than & dang hau
nhit khéng thay d6i, théi gian ban huy sé kéo dai hon 8 nhiing
BN c¢6 rdi loan chiic niang than. Vi vay thude chéng chi dinh cho
nhiing BN ¢6 ré1 loan chiic nang than.

~ S dung trong 14m sang va hiéu qua:

Metformin duge difu tri don thuén hosic phéi hgp. Don tri
liéu, metformin lam giam nong d6 glucose méu lic déi tit 3,3-
3,9mmol/l, HbAlc giam 1-2% so véi placebe ¢ nhiing BN trude
d6 kiém soat dudng huyét bang ché do an. Metformin cai thién
tinh trang khang insulin, day 13 thudc thich hgp nhét don tri
liéu lic ban ddu cho nhitng BN béo phi, ¢6 tinh trang khang
insulin va réi loan chuyén hoa lipid. Metformin khong lam ting
can, lam gidm PAI, (plasminogen activator inhibitor-1) giam PA
(Tissue type plasminogen activator) antigen va vWF (von
Willibrand factor), chinh vi nhiing tac dung trén diy, metformin
c6 tac dung trén bénh tim mach. Mét vai nghién cGu gan day
cho thiy, metformin cai thién dung nap glucose va su nhay cam
insulin, binh thudng hoa néng d6 hormon sinh duc huyét tuong,
héi phue chu ki kinh nguyét nhung ¢ nhiing BN ¢6 héi chiing
budng tring da nang (PCOS).

- Liéu luong:

Metformin duge udng trong biia hodc sau biia an, liéu ban
dau 500mg hodc 850mg trong biia &n sang hodc 500mg trong
biia 4n sang va &n ti. Liéu duge tang dan trong 1-2 tuin dé han
ché thap nhat rdi loan tiéu hoa. Liéu t6i da 2500mg/ngay. Liéu
2000mg/mgay c6 thé 1a lidu tét nhat dé difu tri don tri lidy, chia
3 lan trong ba bita in (theo cic nghién ciu chau Au va My)

~ Tac dung phu: réi loan tiéu hoa 30% (nhu budn nén, noén,
d4y hoi, khoé chiu trong bung, ¢6 cam giac kim loai trong miéng).
Nguy co ha dudng huyét it xay ra so véi sulfonylurea, chi xay ra
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khi diéu tri phéi hop véi cac loai thude khac nhu sulfonylurea,
ho#c khi &n khéng du, hodc tap thé luc qua ning ma ning luong
cung c&p khong du. 9% BN cé tridu chiing thiéu vitamin B12.
Khoang 5% BN khéng dung nap véi metformin.

— Chéng chi dinh va diéu lvu ¥ khi diéu tri: |

+ Chéng chi dinh cho BN bi bénh than va r&i loan chic
nang than.

+ BN bi bénh tim (suy tim hodc nhéi méau cd tim cip)
nhiém khuin ning, bdng ning, mait nuéc, hén mé tang ap luc
tham thau, phau thuat, BN nghién rugu.

+ Khoéng chi dinh cho BN trudc hosic trong khi tién hanh
tha thuat chup X quang ¢6 tiém thudc can quang viao dudng
tinh mach.

+ Khong chi dinh cho BN ¢6 thai hodc cho con bu.

+ Hién nay ¢ nhiéu nuéc, metformin da cho phép chi dinh
diéu tri cho BN thiéu nién bi bénh DTD typ 2.

Dai thao duong ning, ting ceton mau va cé ceton nidu.
Pang c6 thai hodc cho con bi.

Nhiém khuén. |

Céac bénh cép hodc man tinh ctia gan than.

Can thiép phau thu4t.

Suy tim, suy ho hédp, truy mach, séc.

+ + + + + o+ o+

Viia x¢ d6ng mach, tubi gia.

+ Bénh nhén dang udng cac thudc c¢6 tac dung lam giam
qua trinh oxy héa trong t8 chiic (barbituric, salicylat, cac thude
khang histamin...).

~ Chi dinh diéu tri biguanid:
+ Dai théo duong trung binh, bénh dién bién on dinh, béo.
+ Béo va DTD nhe khi ¢6 ting dudng huyét.
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+ Khi ¢6 hién tugng khang cac thudc nhém sulphonylurea.
+ Khi c6 hién tugng khang insulin, hay di Gng véi insulin.
+ Dung phéi hgp véi insulin, hodc sulphonylurea.

— Tac dung phu:

+ Chén an, budn nén, di 1ong, mét maoi, doi khi c6 pha. Tae
dung phu thuong xuit hién 3 - 4 ngay, hoéc 4 - 14 ngay sau khi
ubng thude. Ngiing thude cic tridu chiing trén sé hét.

+ Toan héa do tiang acid lactie.
Nhém 3: Thiazolidindion

Thiazolidindion hodc glitazon 13 thudc uéng chita bénh
DTD, thude lam ting nhay cam insulin (insulin sensitizer), tac
dung cua né trude hét 13 1am gidm tinh trang khang insulin,
mdt yu t6 trung tdm phat trién bénh DTD typ 2 va cac bién
chiing tim mach cta né. Thudc nhém nay vé ciu triic hoa hoc va
co ché tdc dung khong gidng véi cac thude ha dudng huyét
ducng udng khac. Hai hgp chat trong nhém thude nay dang
duge sit dung trén lam sang § My va mét s6 nudc khac (ké ca
nudc ta) la rosiglitazon va pioglitazon.

Don tri liéu bing glitazon cai thién t6t glucose huyét lic déi
tir 3,3mmol/l - 4,4mmol/l vi HbAlc giam dudc ti 1,4-2,6% so vdi
placebo. Cac thudc trong nhém glitazone dude si dung dé don
tri liéu hodc phdi hgp véi metformin, cac thude thudc nhém kich
- thich ti€t insulin, phéi hop giita glitazon véi insulin tiang la
van dé tranh cai, doi h01 phal nghién citu va kiém dinh tiép trén
lam sang.

- Coché tac dung:
- Thiazolidindion 12 nhting chat chl van (agonists) chon loc
vd &1 hic cao véi thu thé nhan t& bao PPARy (peroxmome

prohferator activated receptor ¥). Cac thu thé PPARY ¢6 trong
t8 chiic dich ma insulin tac déng nhu td chitc md, ¢, gan, nhiing
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thu thé nay la nhitng y&u t& diéu hod quan trong d8i véi cén
bang lipid ndi méi, biét hod t&€ bao md (tit preadipocyt thanh
adipocyt) va di€u hoa tidc dung cta insulin. Céc thudc khéac
nhau trong nhém glitazon ¢6 tac dung kich thlch khac nhau dé:
v6i PPARy va tac dung ha duong huyét.

| Thiazohdmdlon da duge ching minh cé tac dung kich thich
su boc 16 (expression) mét vai protem c6 tac dung cai thién sy
nhay cdm insulin v cai thién néng 46 dudng huyét nhu:
GLUT,, GLUT,, p-85-a- phosphatidylinositol - 3 - kinase
(p85aPI3K) va protein 2 khéng cap 461 (uncoupling protein - 2
(UCP,. -
Thiazolidindion ciing c¢6 tic dung ngin can su b} 16 va giai
phéng cac yéu t6 trung gian tham gia trong khang insulin nhu
yé&u td hoai ti khéi u alpha (TNFa), leptin,...

Thiazolidindion ¢6 tac dung kim him su téng sinh va di
chuyén (migration) cia cac t€ bao co tron mach méu, tham gia
vao viéc kim hdm d8n han ¢h€ mach tai hep va qué trinh viia x0
dong mach. Gan day, su quan tAm dang duge chi ¥ téi tac dung
cua glitazon ddi véi adiponectin 1a mét hormon dugc tiét ra ti té&
bao m3, c6 tdc dung chéng vita xo ddng mach va DTD typ 2.
Glitazon c6 tac dung lam ting nong dd adiponectin huyét tuong.

Ciing d4 cé nhiéu coéng trinh nghién citu cho thiy glitazon
c6 tac dung ha HA va chong viia x0 d¢ng mach.

Nhu vay, thlazohdmdlon tac dong it nhat, bang gén vd1
PPARy trong cac t6 chiic khac nhau, dé& boc 16 mét s6 gen ma
hoa protein tham gia trong chuyén hoa glucose, llplde chiic
ning ndi maec va qua trinh vita xo dong mach. |

~ Duge dong hoc: sau khi uéng rosiglitazon va pioglitazon
duge hdp thu nhanh & 6ng tiéu hoa, néng d6 dinh trong huyét
thanh xuat hién 1 gig d6i v6i rosiglitazon va sau 2 gis 461 véi
pioglitazon. Glitazon gan két véi protein kha cao (99%) trudc
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hét v6i albumin. La loai thude duge chuyén hoa manh va dao
thai qua than véi nhitng san pham da chuyén hoa. Théi gian
ban huy tir 3-4 gio d6i véi rosiglitazon, 3-7 gid d6i véi pioglitazon
va tir 16-24 gid doi véi cac chat chuyén hoa cta pioglitazon.

~  Si dung trong 14m sang va hidu qua:

+ D& voi rosiglitazon liéu 4-8mg/mgay udng 1 lan hoac
chia hai 14n uéng. Néng 4o glucose huyat lac déi giam duge 3m
mol/l va HbAlc giam t8i 1,5% so véi plaebo.

+ D&i véi pioglitazon liéu ban dau 45mg/1 lan/ngay.

+ Glitazon cdén c6 nhiing tdc dung khac trén lam sang
ngoai tac dung ha dudng huyét: tac dung trén nhay cam insulin
& gan va cg; trén chuyén hoa lipid; t6 chitc md; trén HA va chic
ning tim; trén qué trinh hinh thanh viia x6 déng mach, va trén
chiic nang t& bao béta tuy.

- Liéu lugng:

Liéu khdi dau thong thudng caa rosiglitazon 1a 4mg, u6’ng 1
14n hoic chia 2 14n trong ngay. Nhiing BN sau diéu tri 12 tuan
ma dap tng kiém soat dudng huyét khong diy du co thé tang
liéu 8Smg/ngay, chia 2 14n/ ngay. Véi pioglitazon 1iéu khéi dau ti
15-30mg udng 1 lan trong ngay, néu khong dat dudc muc tiéu
kiém soat dudng huyét tang liéu 45mg/ngay, udéng 1 1an.

- Téac dung phu:

+ QGlitazon lam tang thé tich huyét tuong 6-7%, do vay phu
1 tae dung phu hay gép, phi ngoai vi, cing ¢6 thé c¢6 pht phoi.

+ Tang can: rosiglitazon tiang cédn trung binh 0,8-5,4kg,
trong khi pioglitazon ting trung binh ti 0,9-3,6kg.

+ Do tang thé tich huyét tuong sé lam giam hemoglobin va
hematocrit 1am lofng mau, tic dung nay xay ra ti 4-12 tuan
d4u didu tri. Tuy nhién khong phai 1a nhitng bién d61 huyét hoc
nghiém trong.
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- Tuong tac thudc: pioglitazon lam gidm sinh kha dung
cua cac thudc tranh thai c¢6 chia ethinyl estradiol va
norethindron, ngudgc lai do1 véi rosiglitazon tuong tac nay chua ro.

~ Chéng chi dinh va than trong khi dung:

+ Maic du trén thuc nghiém va trong lam sang, ghtazon
gly nhiém ddc gan véi ty 18 rit thap. Nhung phai hét stc can
than khi diéu tri cho BN ¢6 bénh gan. Khéng nén chi dinh cho
BN c6 ALT tang gdp 2,5 1an mitic binh thudng. BN dang duge
diéu tri phai theo d6i enzym gan 2 thang 1 14n trong 12 thang
dau diéu tri, sau d6 xét nghiém theo d8i dinh ky tuy quyét dinh
cta bac s1 diéu tri.

+ Can luu ¥ khi chi dinh cho BN nit & giai doan tién mén
kinh khéng rung triing (premenopausal anovulatory femals) ¢6 -
tinh trang khang insulin, diéu tri glitazon cho nhitng ngudl nay
co thé ¢6 hién tugng rung tring lai, nguy co c6 thai ¢6 thé xay ra
néu khéng dé phong.

+ BN bi phu hoéc suy tim, nhat 1a nhiing BN c6 suy tim @
tré do III, IV theo NYHA.

+ Ngudi mang thai va cho con bu.

+ Vi thubc chi ¢6 tic dung khi tuy con tiét insulin, do vay
khong chi dinh cho BN DTD typ 1.

Cung vi nhitng nghi ngai vé nhiing t4c dung khéng mong
mudn déi véi tim, Bo Y t& nudc ta 44 khuyén céo khéng nén chi
dinh rosiglitazon dé diéu tri cho BNDTD, con ploghtazon van
duge Ivu hanh va st dung.

Nhoém 4: Thuée e ché a glucosidase

Cé hai loai dang si dung trong lam sang 14 acarbose va
miglitol, tac dung kiém soat glucose huyét vita phai (HbAlc
giam 0,5-1% so véi placebo) dude chi dinh diu tri cho nhitng BN
tang glucose huyét nhe hosc trung binh (dic biét nhiing BN
ting glucose huyét sau an) thuéc thich hop cho ngudi gia bi
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DTD typ 2. C6 thé phéi hop véi insulin dé diéu tri cho BN DTD
typ 1.

~  Co ché tac dung: acarbose va miglitol 13 nhiing thude ic
ché manh enzym o glucosidase rudt, lam chiam san xuft cac
monosaccharid trong rudt (nhu glucose), do vay lam cham tinh
trang tang kéo dai glucose huyét sau an. Thudc khong lam ting

ti6t insulin nén khéng gay ha dudng huyét ké ca khi qua liéu.

— Duge dong hoc: su khac nhau giiia acarbose va miglitol
12 kha nang hip thu ctaa thude. Mdt s6 hugng rat it (2% acarbose
di qua duge nhung mao rudt, miglitol ¢é ciu truc tudng ty nhu
glucose, nén né duge hap thu tuong tu glucose. Ca hai thuéc déu
¢6 tac dung giam hép thu glucose & rudt, do vay giam glucose
huyét sau an.

- Chi dinh: cho BN DTD typ 2 c6 ting chi yéu glucose
huyét sau an.

— Chong chi dinh: BN c¢6 r61 loan hip thu, phu ni ¢6 thai
cho con b, tré em dudi 18 tudi.

— Liéu lugng:

+ Acarbose (glucobay 50mg, 100mg) liéu bit ddu udng
50mg, vién thudc uéng vao miéng #n diu tién ctia biia dn, udéng
3 1an/ngay. Tuy trudng hop cé thé tang 100mg x 3 14n/ngay.

+ Miglitol (25-100mg) liéu bat ddu 25mg x 3 14n ngay cb
thé tang lidu 50, 100mg x 3 lAn/ngay.

Nhiing BN khéng #n duge qua duong miéng khdng nén chi
dinh diéu tri.

~ Tac dung phu: day hoi, trudéng bung, cac tac dung khac it
gip. Tac dung phu gidm khi cho liéu dau thap va ting dan.

8.7. Chién lugc diéu tri bénh DTD typ 2

Khang insulin 1a réi1 loan chinh 6 bénh DTD typ 2. Ngoai
tang glucose huyét, bénh DTD typ 2 thuong c6 ting lipid mau,
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ting HA va tinh trang tang dong, nhiing réi loan nay dudge tap
hop trong hdi chiing chuyén hoa. Vi vay ngoal viéc diéu tri tinh
trang ting glucose huyét con phai didu tri dong thei cac réi loan
khac trong héi chiing chuyén hoa.

- Muc tidu cuaa diéu tri 1a:

HbAle< 7% |

LDC.C <2, 60 mml/1 (100mg/d))

HDC.C > 1, 02mmol/l (40mg/dl) (461 v61 nam gidi)

> 50mg/dl (461 véi nit giéi)

Triglycerid < 1,70mmol/l (150mg/d))

HA < 130/80 mmHg

Ho&c 120/70 néu nhu cé protein nidu

Tat ca BN DTD typ 2 trén 40 tudi cdn udng aspirin (néu
nhu khéng ¢6 chéng chi dinh) dé d€ phong tinh trang ting déng.

~ Diéu tri bénh DTD typ 2 trude hét 13 didu tri bing ché
dé &n (budc 1), cung cdp day du cac thanh phan thuc #n va
lugng calori bao dam cho c4n ning 6n dinh, phit hop (khéng
tang, khéng giam).

Diéu tri béng ch& d6 4an dé lam gidm can 1a bién phap hiéu
qua nhat cho BN DTD typ 2 c¢é béo, nhung su tuan thi caa BN
trong thdi gian dai thudng khong tot. Cung véi ch& dé an 1a tap
luyén thé luc, 13 hai bién phap ph01 hgp tao diéu kién thanh
cong cho diéu tri. Nhu d3 d€ cap & dau bai nay, didu tri bing ché
d% an va luyén tap thé luc khéng chi ¢ bude 1, ma la bién phap

diéu tri phél hop co ban xuyén sudt véi cac bién phap diéu tri
bang thudc khac.

Khi diéu tri bing ché& d6 an va luyén tap thé lue, giam can
(6 BN béo phi) khéng dat duge muc tidu kidm soat dudng huyét,
buée tiép theo (budc 2) 1a dibu tri bang cac loai thuéc vién ha
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dudng huyét, don tri liéu hodc didu tri phéi hop... Khi kiém soat
dudng huyét khéng dat duge bing thudc udng, diéu tri phéi hgp
14 b sung insulin, hodc didu tri bang insulin don thuin dé dat
dude muc tidu kiém soat dudng huyét.

— DPon tri héu:

Trude khi chon thude uéng cho BN DTD typ 2 phai chi ¥ téi
nhiing yéu td sau diy: tinh trang BN, nong d6 glucose mau, kha
nang tai chinh va nhiéu yéu t6 khac.

N6 chung, nhiing BN c¢6 glucose mau > 300mg/dl &
16,6mmol/l), nhdi mau cd tim cap, va tat ca nhiing tinh trang
cap tinh khac sé phai diéu tri bang insulin.

Ngoal nhitng tinh trang trén, gan day (2006) tuyén bd dong
thuan cta Héi DTD Hoa Ky va Hoi chau Au vé nghién ctu bénh
DTD chon metformin 13 thude dau tién diéu tri cung phdi
hop véi ché€ dé an va luyén tap thé luc & thch diém chan doan
bénh DTD.

Tuy nhién, da ton tai rat lau y kién cho rang, sulfonylurea
(cho BN gay) hodc metformin (cho BN béo phi) khi bat ddu diéu
tri, ¢ 1-2 tuan diéu chinh liéu mét 1an, tuy thuée vao dap tdng
cua BN. BN can duge theo d6i déu din glucose mau bing may
thi 14y mau mao mach dau ngén tay. Muc tiéu cdn dat 1a
glucose mau mao mach lic déi tir 80-120mg/dl (4,4-6,6mmol/l)
va sau an (90-120 phdat sau &n) dudr 160mng/dl (<8,9mmol/l).
Déi véi BN 1én tudi, an udng khéng diéu do, cac thude kich thich
tiét insulin tAc dung ngin nhu repaglinid thich hop hon la
sulphonylurea, vi dé giay ha dudng huyét hon do BN quén an
hodc duy tri ch&€ d6 4n khéng on dinh.

D61 vé1 BN tdng duong huyét sau an chiém uu thé, thi
arcarbose ho#c miglitol la thudc duge lua chon té6t nhat, dic biét
d61 v6i nhitng BN #n nhiéu tinh bét.
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Nhiing BN béo ¢6 suy than, ¢6 thé bit ddu diéu tri bing
glitazon, thay vi metformin, vi metformin chéng chi dinh cho
BN suy than.

Hon niia, dién bién ty nhién clia bénh DTD typ 2 1a ngay
cang ning, chiic niang t& bao béta bi suy g'lam dan, dé klem soat
glucose mau duge day du, phéi hop thude dé didu tri 13 cAn thiét
dé dat duge kiém soat duong huyét t61 vu (HbAlc < 7%).

Mbt thuce t& cé thé gip trong 1am sang 14 khi d3 tang liéu
thude ma van khéng dat duge muc tiéu kiém soat dudng huyét,
thi da roi vao tinh trang "thit bai diéu tri". Theo UKPDS, sau 3
nam ¢6 khoang 50% s6 BN don tri liéu dat muc tidu HbAlc

< 7%; sau 9 nam, con s4 nay giam xudng chi con 25%, mot trong
nhing nguyén nhén 12 do BN khong tudn tha diéu tri. Can
quan tim tdi yéu td nay dé nhic nhd D.glIGl bénh, d€ c6 thé
tranh duge viée phai sit dung cac thude b sung khac.

Gan day ciing c6 nhiéu y kién cho ring hidu qua kiém soat
duong huyét sé tot hon khi bat d4u sém diéu tri phéi hop, hon 13
diéu tri theo bac thang. Dua trén nhiu co ché tac dung cua cac
loai thuée khac nhau sé& dua lai hidu qua kiém soat duong huyet
nhanh va én dinh hon.

— Diéu tri phéi hop:

Muc tiéu cua diéu tri phéi hop 14 st dung nhiing l¢i diém vé
cd ché tac dung clia cac loai thude udng khac nhau ma dé ra k&
hoach diéu tri thich hgp cho tiing ca thé, sao cho kiém soat
duong huyét dat duge hidu qua nhat. Diéu tri phdi hop sé mang
lai tac dung hop lue (synergistic), lidu ca méi loai thuée sé thép
hon, do vy tac dung phu ciing it hon, ¢6 thé lam cham nhu ciu
can didu tri bang insulin.

+ Phdi hgp thude kich thich tigt insulin va thudc nhay cam
msulin:
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Phéi hgp hai loai thudc nay c6 thé 1a tic dung hop hic
(synergisic) va tac dung trén hai ré1 loan chu yéu trong c¢o thé
bénh sinh bénh DTD typ 2. Néu nhu don tri lidu bing
sulphonylurea ho#dc metformin khéng dat duge muc tiéu kidm
soat glucose, thude uéng phéi hgp thd hai (néu nhu khéng cé
chéng chi dinh) sé dudc chi dinh vdi liéu ting dén trong 4-8
tudn dé dat duge lidu téi da.

o Phéi hop diéu tri sulfonylurea + metformin duge ap dung
rOng rai nhat, mic giam HbA1c (c6 thé dat dudge 1,7%).

o Phél hop sulfonylurea + ghtazon cfing da duge ap dung
trén 1am sang.

Cho rosiglitazon 4mg, phdi hgp véi sulfonylurea lam gidm
glucose mau lac d6i 38mg/dl (2,2mmol/l) va giam HbAle 0,9%
" sau 6 thang diéu tri.

Pioglitazon 30mg/ ngay, phoi hop véi sulfonylurea 1am giam
glucose mau lic d6i 52mg/dl (3mmol/l) va HbAlc giam 1,2% sau
26 tuin diéu tri.

Khi phét hgp véi glitazon liéu sulfonylurea dang diéu tri sé
dugce ti€p tue duy tri, glitazon s& dude didu chinh bt dau ti liéu
thdp nhat. Néu nhu khong dap ting dude diy dd, lidu glitazon
sé dude ting dan trong 2-4 tuin dé dat duge lidu t61 da. Néu
nhu ¢6 xay ra tinh trang ha dudng huyét thi phai ha liéu
sulfonylurea xudng.

Cé6 thé phéi hap céc loai thude kich thich tiét insulin khéng
phai sulfonylurea nhu repaglinid va netaglinid vé1 metformin

hoic glitazon. K&t qua kiém soat duong huyét t6t hon khi don
tri liéu.

+ Phoéi hop metformin va glitazon:

Metformin va glitazon ¢6 nhiing co ché tac dung khac nhau,
phdl hgp hai loai thude nay c6 thé mang lai hiéu qua hon. Co
ché tac dung chi yéu cha metformin 14 kiém soat san xuit
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glucose tal gan, con glitazon tac dung truéc hét trén tinh trang
khang insulin trong 6 chiic co va mé. Phéi hop hai loai thuéc
nay s& c6 tac dung trén hai réi loan sinh 1y bénh hoc cha yéu
caa bénh DTD typ 2. Phéi hop metformin v6i rosiglitazone
8mg/ngay trong 26 tuin lam giam glucose mau lic déi 54mg/dl
(+ 3mmol/]) va giam HbAlc duge 1,3% so véi gia duge. Phéi hop
metformin véi pioglitazon liéu 30mg/ngay giam glucose mau lic
déi 38mg/dl (2,2 mmol/1) va g1am HbAlc duge 0,8% so véi gia
dudge trong 26 tuan.

+ Phé1 hop véi cac thude khac:

« Phé&i hgp acarbose va sulfonylurea hoic metformin 13
mét cach phdi hgp khac trong diéu tri bénh DTD typ 2, dac
biét dd1 v6i nhiing BN ¢6 ting glucose mau nhidu sau an.
Cach phdi hgp nay HbAlc giam dugc tit 0,5-1%.

Né&u ¢6 tinh trang ha dudng huyet xay ra can phal g'lam liéu
sulfonylurea.

o Phéi hgp thudc vién ha dudng huyst véi insulin trude khi
di nga (bedtime insulin).

Nhu vay su phéi hgp trong diéu tri c6 thé lam cham nhu
cau stt dung insulin. Néu nhu phéi hgp hai loai thuse udhg ¢6 co
ché tac dong kh4c nhau ma khéng dat duoe su kiém soat glucose
mau, c¢6 thé tién hanh bién phap didu tri nhu sau:

» B8 sung mot loai thudc udng thi 3.

+ B6 sung tiém insulin trudc khi di ngi (bedtime) trong
khi van duy tri mét hodc ca hai loai thuée dang uéng.

+ Hoic chuyén sang tidm insulin tac dung ngin + insulin
tac dung thoi gian dai, tiém ti 2-4 lan hang ngay.

« Diéu tri phéi hgp 3 loai thuée:
Phéi hgp: Sulfonylurea + metformih + ghitazon

Sulfonylurea + metformin + acarbose
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Nhiing céng thiic trén duge {ing dung nhiéu trong lam sang.
Co ché tac dung cua tung loai thudc b6 sung cho nhau sé cai
thién t6t kiém soat dudng huyét, va ¢6 thé han ché duce phai
diéu tri insulin. Tuy nhién, khi phai uéng nhiéu loai thudc sé
nay sinh van dé thich {ng, tuan thu cua BN va gid ca. Vi
Vay, phai can nhéc k¥ dé c6 chi dinh thich hop va dat duge hiéu
qua cao.

— Bé sung insulin cho BN dang diéu tri cac thudc udng ha
glucose huyét c6 thé thyc hién theo cac cach phéil hgp sau day:

+ BN dang diu tri bang sulfonylurea khéng kiém soat
dude glucose mau, thude sulfonylurea van diéu tri udng ban
ngay (daytime sulfonylurea) va bé sung thém insulin tiém trude
khi di nga (bedtime insulin). Cach phéi hdp nay ap dung t6t cho
BN DTD béo phi, dugec chin doan BTD sau tudi 35, théi gian
bi bénh ti 10-15 nam, c6 ndng dd6 glucose mau kéo dai tu
250-300mg/dl (13,9 - 16,6mmol/1).

+ (Céach thuc hién:
« Sulfonylurea dang diéu tri van tiép tuc.

o Insulin tac dung trung gian (intermediate - acting-
insulin) liéu 0,1-0,2 don vi/kg trong ludng co thé, tidm trude
khi di ngu (bedtime) thudng tix 9-11h dém.

o N&u glucose méau lic d61 (sang sém) < 120mg/dl (6,6mmol/)
bat dau diéu chinh lai liéu insulin dé tranh ha dudng huyét.
« Néu c6 tinh trang ha duong huyét truéc biia an to1
ngling sulfonylurea tidm insulin hén hgp hodéic tiém nhiéu
l4n dé dé quan 1y tinh trang ha dudng huyét

. Phudng phap trén day c6 thé ap dung véi BN dang diéu
tri bing metformin.

— Insulin va metformin:
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Lgi ich cGa metformin khi diéu tri phéi hop véi insulin 1a:
metformin khéng c6 tac dung kich thich ting tiét insulin; do v4y
khéng lam téng insulin huyét, metformin khéng lam ting can
(sé lam giam tinh trang khang insulin). Piéu tri phéi hgp
metformin + insulin bedtime khéng chi dé phong dudc tang can,
hinh nhu né con uu viét hon céng thiic daytime sulfonylurea/
bedtime insulin, vi cong thic nay c6 kiém soat t6t glucose mau,
nhung lai hay gay ha duong huyét.

Trén 14m sang, c¢6 nhitng BN dang diéu tri insulin don
thudn, kiém soat dude glucose mau tuong dé1 tét, vi 1y do nao
dé, muén dudc chuyén sang didu tri bang thude uong, c6 thé thi
ap dung phuong phap sau day:

+ Liéu insulin dang tiém van tiép tuc.

+ Cho thém metformin 500mg x 3lan/ngay. Néu nhu
glucose mau hic d6i sang sé6m thuong Xuyen > 120mg/dl, liéu
metformin cé thé ting 1én 850mg x 3 lan/ ngay. Néu nhu kiém
soat glucose mau thuong xuyén dudi 120mg/dl trong hai ngay
lién tié€p, bit d4u giam din liéu insulin 25% liéu dang diéu tri.
Theo ddi tiép tinh trang glucose mau 48 c6 thé gidm tiép lidu
insulin, t6i lic thay thé& hoan toan. |

Néu nhu khéng kiém soat duge 6n dinh tinh trang glucose
mau, tiic 14 BN phai tiép tuc diéu tri lai insulin.

— Insulin va acarbose: |

Bé sung thém acarbose cho BN dang didu tri bing insulin
thich hgp cho nhiing BN ting dudng huyét sau an khé kiém |
soat. Liéu bo suhg khdéi dau thap 25mg trong bila an sang, diéu
chinh hang tuan 25mg cho tdi khi dat liéu 50- 100mg x 3

lanjngay Tiép tuc dicu tri hay khéng tuy thugc vao su dung nap
cua 6ng tiéu hoa va hidu qua diéu tri.

Insulin va glitazon:
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Phéi hop khi diéu tri insulin khong dat hiéu qua kiém soat
dudng huyét. Vi co ché tac dung cai thién sy nhay cam cia
insulin, do vay s€ ¢6 lgi khi phéi hgp véi insulin.

Khi ph01 hgp, liéu insulin dang diu tri vin tiép tuc.
Glitazon bt d4u cho vé6i liéu thap (4mg roszghtazon hodc 30mg
pioglitazon). Néu nhu glucose méau ldc déi van trén 120mg/d1
(> 6,6mmol/l), glitazon s& duge ting din trong 2- 4 tudn dé dat
litu 8mg/mgay d6i véi romghtazon hoac 45mgmgay 461 véi
pmghtazon cho téi lac klem soat t6t va 6n dinh glucose mau.
Khi da kiém soat duge on dinh glucose mau, c6 thé thi ha lidu
glitazon xudng 10-25% trong liéu hang ngay.

Cén Ivu ¥ khi ph01 hgp insulin + glitazon: tdng nguy co giit
- nudc can phai can nhéc, phai danh gid ding tinh trang ngugdi
bénh, nhat 14 nhitng BN ¢é chdng chi dinh (bénh tim mach tang
HA, suy tim..).

Quan diém chua thdng nhat vé su phéi hgp gitta insulin +
ghtazon (ngoai Hoa Ky). Lién minh chau Au chua chap thuan
vé sy phdl hgp nay.

Nam 2009 Héi céc nha 14m sang Hoa Ky (AACE), va Trudng
mon Noi tiét hoc Hoa Ky (ACE) cin ci vao nhidu c¢ong trinh
nghién cifu, thi nghiém trén 14m sang ¢4 dua ra mét bang so d6
diéu tri bénh DTD dua trén HbA1C, day 1a so d6 thyc hanh rat
t6t. Lan dAu tién cic incretin (Glucagonllke peptide-1[GLP-1]
agonist va DPP4- inhibitor) cé vai tré rat rd trong diéu tri bénh
DTD, trong khi céc thudc truyén théng da va dang su dung dudc
danh gia dung mic. Xin lugce trich nhitng diém chinh @8 giéi
thiéu véi dong nghiép.
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Mot s6 chif viét tat tiéng Anh

AACE = American Association of Clinical Endocrinologists; A1C = hemoglobin
Atc; ACCORD = Action fo Control Cardiovascular Risk in Diabetes; ACE =
American College of Endocrinology; ADA = American Diabetes Association;
ADVANCE = Action in Diabetes and Vascular Disease: Preterax and Diamicron
Modified Release Contralied Evaluation; AGls = o-glucosidase inhibitors;
DCCT/EDIC = Diabetes Control and Complications Trial/Epidemiology of
Diabetes Interventions and Complications; DPP-4 = Dipeptidyl-peptidase-4;
EASD = European Association for the Study of Diabetes; FDA = US Food and
Drug Administration; GLP-1 = Glucagonlike peptide-1; LDL = Low-density
lipoprotein; PROACTIVE = Prospective Pioglitazone Clinical Trial in
Macrovascular Events; RCTs = Randomized controlled trials; RECORD =
Rosiglitazone Evaluated for Cardiovascular Outcomes in Oral Agent
Combination Therapy for Type 2 Diabetes; SMBG = self-monitoring of blood
glucose; TZDs = Thiazolidinediones; UKPDS = United Kingdom Prospective
Diabetes Study; VADT = Veterans Affairs Diabetes Trial.

Muc tiéu cua HbAIC (Alc)

Co s6 clia viée 14y muc tidu ctia Alc 1a 6,5% duge trich din
trong khuyén cédo ciia AACE vé DTD (2007). ACCORD va VADT
da xac nhan ring, nong dd HbAlc cang thip sé giam nguy cd ca
hai bién chitng mach mau 16n va nhd. Nhiing phan tich gop 16n
gan day cta 5 thd nghiém lam sang ngdu nhién tién ctu
(prospective randomized controlled trials) da ching minh gidm
¢6 ¥ nghia cac bién ¢6 mach vanh lién quan véi Alc 6,6% so véi
7,5%. Nhitng NC nay ciing da chi ra rang, nguy co cac bién ¢&
tim va tt vong thudng gip hon 6 nhitng BN ¢é nhiing con ha
dudng huyét (d#c biét ha dudng huyét ning), va ty 1é gidta thuin
lgi/nguy co cang giam véi thdi gian bi DTD. Vi vay, mot s6 tac
gia cho ring, ap dung bién phap diéu tri tich cuc ¢6 thé chéng
chi dinh tuong 481 it nhat d6i véi nhitng BN bi bénh DTD ¢6 thai
gian trén 12 ndm (VADT). Trong NC ctta ACCORD ciing d& ghi
nhéan, diéu chinh nhanh vd manh qua miic trong diéu tri c6 thé
12 nguyén nhin lam tdng nguy co tim mach. Mfic dd Alc da
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duge chiing minh lién quan rat chit véi néng dd trung binh
glucose, nhung mdi lién quan nay ciing bi anh hudng bdi mét s§
y&u t& nhu: bénh ciia hemoglobulin, thiéu méau do tan huyét ty
1é khac nhau cua glyecation theo tu?ng ca thé, di truyén, va chat
lugng khic nhau cua phuong phap cia tufng labo.

* Sap xép néng do Alc

Thanh phin quan trong cia so d6 huéng din didu tri bénh
DTD cua AACE/ACE la cén c vao nong dé HbAlc (Alc). Néu
BN c6 Alc1a 7,5% hoac thap hon, BN nay c6 kha ning dat-duge
Ale 6,5% bang don tri liéu. Neu don tri Liéu that bai dé dat duge
muc tidu trén, co thé chuyen sang dleu tri phél hdp 2 loai thudc,

sau d6 3 loai, cudi cing 13 bit ddu didu tri bing Insulin phéi
hop hodc khéng phéi hgp véi thude usng. Cu thé nhu sau:

(1) N&u BN ¢6 Alc tit 7,6% dén 9% thudng bit ddu diéu tri
bang phéi hgp 2 loai thudc uéng, vi don tri liu sé khéng
dat dugc muc tidu. Néu that bai sé chuyen sang phdt hgp
3 loai thudc, sau dé Ia c6 thé phéi hop hay khong phoi hcip véi
thudc ubng.

(2) Néu BN c6 Alc > 9%, khd nang Alc dat duge 6,5% 13 rat
nho, ngay ca khi da phdi hop 2 loai thude. Néu BN khéng cé
triéu chiing 14m sang, c6 thé bat ddu diéu tri phbi hop 3 loai
thude, vi dy, trén co s6 phoi hgp metformin va incretin mimetic
hodc DPP-4 inhibitor, két hop véi sulfonylurea hoiac TZDs. Tuy
nhién, néu BN ¢é triéu ching lam sang, hoic don diéu tri da
th4t bai bat ddu difu tri insulin, ¢6 ph&i hgp hay khong phél
hgp v6i thude udneg.

(3) Khi diéu tri béng insulin ¢6 thé ép.dung bat ky t.ro_ng cac
ti€p c4n sau day: |
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— Insulin nén, chi dinh long-acting insulin analogue
(glargine, determir), xu huéng chung cho ngay 1 l4n.

- Insulin trén sdn (premixed insulin), chi dinh rapid-
acting analogue va protamine (NovoLog Mix, Humalog Mix),
cho tiém 2 lan/ngay lic 4n sdng va an toi, nhung thuong vao
nhiing bda &n chinh.

~ — Insulin nén-bolus hoic tiém nhidu lan trong ngay bang
rapid-acting insulin analogue - 'aspart (novoLog), Lispro
(Humalog), hoéc glulisine (Apidra) - ciing vé6i long-acting insulin
analogue glargine (Lantus) ho#ic determir (Levemir).

— Ché€ d6 insulin vdo cac bita in (prandial insulin
regimen), cho rapid-acting insulin analogue, ma khéng phai cac
insulin nén hoac long -acting insulin analogue. Phac @6 nay cé
thé duge ap dung néu BN dang duge diéu tri bing thuée nhay
cam insulin (nhu metformin) da c6 thé kiém soat duge day dua
duong mau lac déi.

- Cac tac gia khuyén céo khong st dung regular human
insulin, ciing khéng stt dung NPH insulin, vi nhiing loai insulin
nay khé dy doan duge théi gian tac dung day du, va khong bat
chuée du‘dc tac dung sinh 1y binh thuong cta insulin, néu ¢é thi
liéu cdn thiét dé kiém soat dudng huyét thudng c6 nguy co giy
ha duong huyet

Diéu tri BN PTD ¢é nong dé Alc tit 6,5% dén 7,5%

- Don tri liéu: 461 véi BN ¢6 Alc trong khoang 6,5-7,5% c6 thé
don tri lidu dé dat duge Alc 6 ,0%, trong trudong hop nay,
metformin, TZDs, DPP-4 inhibitor, va alpha-glucosidase
mh1b1tors (AGIs) duge khuyén st dung Vi tinh an toan va hiéu
qua ctia né, metformin 1a thudc nén tang trong don tri lidu va la
thudc thich hgp nhit duge chon diu tién trong don tri Liéu, tuy
nhién thudc nay cling phai chu ¥y t6i cdc chéng chi dinh nhu
bénh nhén ¢6 bénh than, bénh gan, réi loan tiéu héa, hoiic ¢6
nguy co toan hoéa téing acid lactic.
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Mot s6 BN DTD Alc < 6,5% c6 thé xem xét diéu tri bing
thuoc, khéng nén chi dinh cac loai sulfonylurea. Sulfonylurea cé
thé manh hon metformin, TZDs, DPP. 4 inhibitor hodc AGls,
nhung thol gian tac dung tuong déi ngan hay gay ha duong
huyét, ting c4n, dic bidt VoL nhung BN it hidu biét vé thudc.

_ B6n loai thude du?dc khuyen cho d8 didu tri cho BN BTD ¢6
Alc tir 6,5% - 7,5% nguy co gdy ha dulng huyét rat thap, dic
biét khi chi diéu tri mét minh. TZDs d61 hoi mot vai tudn dé dat
dugc tac dung td1 da, tac dung clia né gidm dan sau khi ngimg
thude. Nhimg BN c6 triéu chimg khang insulin, hodc ho1 ching
chuyén héa, hoic BN bi bénh gan nhiém m& khéng do rugu, chi
dinh TZDs 14 thich hop. Néu don tri lidu khong dat hiéu qua sau
khi da diéu chinh Liéu, cho BN diéu tri phéi hop 2 loai thude.
- Diéu tri phéi hop 2 logi thude (Dual therapy).
Metformin van la thudc chi yéu diéu tri phéi hop trong hiu
hét BN. Khi chong chi dinh metformin, nhém TZDs cé thé la
thudc cd ban dé phéi hop véi thude khac, ¥1 TZDs va metformin
déu c6 tac dung téng nhay cam insulin. Thubc thit 2 dé diéu tri
phoi hop 1i incretin mimetic, DPP-4 inhibitor, glinid, hoc
sulfonylurea. Céc thudc nay dude chon nhu sau: incretin, DPP-4
inhibitor ho#dc thuéc kich thich tiét insulin nhu glinid va
sulfonylurea. GLP-1 agonist va DPP-4 1nh1b1t0r an toan hon
glinid hay cac thuéec nhém sulfonylurea vé nguy co ha dudng
huyét, m#c da nguy co tac dung phu vé tidu héa (c6 lac khéng
phéi thudng xuyén), va phai tiém ngay 2 lan, GLP-1 ¢6 tac dung
giam dudng huyét sau #n, 30% giam can. DPP-4 inhibitor uong
1 l4n/ngay, dung nap t6t va khong c6 tac dung nhiéu trén gmm
can. Glinid tuong dé61 thich hgp hon so véi sulfonylurea vi su can
thiét hon kiém soat dudng huyét sau an ¢ nhiing BN c¢6 Alec
< 7,6% va v6i tinh an toan tudng d6i cia né. Phéi hop TZD va
metformin da duge su dung rong rai trong thoi gian vira qua vi
nhiing hiéu qua ma né mang lai, tuy nhién, su phdi hgp nay
cfing ¢6 nhiéu tac dung khéng mong muén, nhiéu nha lam sang
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van thich cong thiic phéi hgp nay hon vi né khong gay ha dudng
huyét va dé difu chinh noéng 49 dudng huyét khéng 6n dinh.
Céng thite diu tri phél hgp hai loai thude khac nhu:

Metformin + colesevelam

Metformin + AGIs:

Céng thiic phéi hop nay an toan va rat it giy ha dudng huyét
va kha ning clia colesevelam 1i lam gidm néng 6 LDL.C, mic
du cong thic nay cing ¢6 mét sé tac dung phu trén tidu hoa.

N&u nhu c¢éng thic phéi hop hai loai thude udng that bai
sau khi d& duge chinh liéu véi lieu tac dung t81 da cia thude,
chuyén sang diéu tri phéi hop 3 loai thude.

Piéu tri phéi hop 3 loai thube.
C6 sau cach phéi hop 3 loai thude nhu sau:

1. Metformin + GLP-1 agonist + TZD
Metformin + GLP~1 ago_nist + Glinid
Metformin + GLP-1 agonist + Sulfonylurea
Metformin + DPP-4 inhibitor + TZD
Metformin + DPP-4 inhibitor + Glinid
6. Metformin + DPP-4 inhibitor + Sulfunilurea

A

Vi tinh an toan va hiéu qua cua no, metformin van la thudc
chu dao trong céng thitc diéu tri phéi hgp nay, trit khi c6 chéng
chi dinh dé1 véi metformin.

GLP-1 agonist, exenatid 1& thuéc thd hat thich hop vi tinh
an toan, gan nhu khoéng gay ha duong huyét, vi tac dung kich
thich tiét insulin ctia né phu thudc vao glucose, va né con ¢é tac
dung 1am giam can, né ciing cé kha niang tc ché tiét glucagon,
tang chan #n, va lam cham tréng da day. Tuy nhién, phai chu ¥
kha ning két hgp exenati véi viém tuy, cho nén cén tranh chi
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dinh exenati cho nhiing BN c6 tién st viém tuy. Nhung nhiing
phan tich tir nhiu dit liéu 16n hién nay da cho thay ty 18 khong
16n 1dm Ve viém tuy 6 BN DTD diéu tri bing exenatid so véi ty
1é méi mac that sy viém tuy ¢ BN DTD. Thudc thi ba trong
cong thic phdi hop nay c6 thé chon la TZD, glinid hoic
sulfonylurea, cac thudc nay khi phéi hop cdn luu y dé giam thap
nhit nguy ¢o ha dudng huyét.

- Diéu tri bang Insulin:

- Khi diéu tri bing phsi hop 3 loai thude that bai, khéng dat
dugc kiém soat dudng huyét, chiing té kha nang ti6t insulin ciia
tuy da kém, do vay diéu tri bing insulin 13 c¢4n thiét, c6 thé didu
tri bang insulin nén (basal), insulin tron sin (premixed insulin),
tiém theo bila &n (prandial), hodc tiém insulin nén két hop véi
tiém tung mii (basal-bolus insulin). Khéng phéi hgp véi
exenatid va DPP-4 inhibitor v81 insulin. Cac thuéc nhu
colesevelam va AGIs khong ¢6 hiéu qua. Sulfonyurea va glinid
ciing s€ ngiing khi diéu tri prandial insulin, b&i vi, didu chinh
glucose mau sau an thuong duge diéu chinh tét hon bing rapid-
acting insulin analogue hoéc premixid insulin. Phé&1 hgp TZD
v6i insulin ¢6 thé lam ting can, glli nudc, tdng nguy co suy tim
U tré, tAng nguy cd gy xuong ¢ ca nam va nit. Mic du van §é
dang dudc tranh cdi, mét s6 thit nghiém lam sang gin day nhu
Advance, VADT, ACCORD da chiing minh khéng ting nguy co
td vong khi diéu tri bing rosiglitazon, va Proactive trial da
ching minh tac dung c6 1¢i rat it cha pioglitazon d6i véi cic bién
¢6 tim mach. Nhin chung, metformin 13 thuée duge st dung
théng thuong nhit va an toan khi phéi hop véi insulin.

- Diéu tri insulin nén (basal insulin). O Hoa Ky, long-
acting insulin la thudc dau tién trong céc loai insulin duge chon,
Insulin glargin va insulin detemir 13 cac loai insulin cé thdi
gian tac dung dai hon human NPH insulin, vi dinh tac dung caa
ching vita phai (h&4u nhu khéng cé dinh) va én dinh ti ngay nay
sang ngldy khac, nguy ¢ ha dudng huyét thap. Diéu tri bing
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insulin nén néi chung khéi dau véi liéu thudng thap tiy timg
truong hgp BN (thuong 10 don vi), ting (1-3 don vi) cit 2-3 ngay
mét 1an néu néng d6 dudng mau khi d6i chua dat duge muc tiéu
diéu tri, ngugc lai, liéu insulin giadm xuéng néu dusng mau khi
déi giam dudi ngudng cho phép. |

— Diéu tri biang insulin trén sin (premixed insulin): ciing
nhiéu trudng hgp bit ddu diéu tri bing premixed insulin
analogues (lispro-protamine hoic aspart-protanine). Khi bat
dau diéu tri tiém vao bita &n chinh trong ngay (typically,
dinner), sau dé bé sung ldn tiém khéc vao bita 4n chinh gin do.
Liéu insulin truéc bita &n sang duge diéu chinh bing lugng
duong mau trude bita in td1 (dinner), lifu insulin trude bita an
chiéu duge didu chinh truéc hét bang dinh lugng dudng huyst
hic déi ngay tiép sau d6. Thudng tiém 2 lin/ngay hon la tiém
4 1an nhu khi diéu tri theo céng thiic basal-bolus insulin. Tuy
nhién, nhin chung khi diéu tri bing premixid-insulin BN ¢é thé
¢6 cude séng tuong déi on dinh, va ciing ¢6 thé ¢6 nguy g cao ha
duong huyét. Néu nhu khéng kiém soat duge dudng huyét khi
diéu tri bang céng thic insulin nén, c6 thé chuyén sang diéu tri
bang céng thiic premixed insulin tiédm ngay 2 1an.

— Diéu tri theo cong thuc basal-bolus insulin (Basal-bolus
insulin regiments). So véi c¢éng thic diéu tri premixed-insulin,
¢ong thic basal-bolus insulin ngay tiém 4 1an thudng cé hiéu
qua hon, dé diéu chinh hon d6i véi nhitng BN ¢6 nhiéu bita &n
va thanh phan carbohydrat thay déi trong cac biia #n. Nhin
chung, liéu insulin truéc bita &n cho ngudi 16n ¢6 thé khdi diu
khoang 5 don vi cho méi bita &n, hoac khoang 7% liéu ci ngay
cua insulin nén. Liéu insulin trude bita an cb thé didu chinh 2-3
don vi méi 2-3 ngay trén co s theo doi nong d6 dudng mau 2 gio
sau an dé tinh nong d6 glucose trude bita an cho bita 4n sau do.
Liéu insulin sé& dugc diéu chinh dé dat duge kidm soat tét ¢ vé
Alc, duong mau trude va sau an.

" — Diéu tri bang pramlmtld:
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Pramlintid la. analogue cia amyhn tuy, dudge bd sung nhu
12 b8 sung insulin vao cac bita an & BN DTD typ 1, va cé the
giup cho BN DTD tjp 2 kiém soat ducng huyét sau #n, gdm
mét vai lan tiém bé sung duge tinh toan cin than ngay trude cac
bita an.

~ Bdm tiém insulin
~ M6t s6 BN PTP typ 2 4ap dung cong thdc basal-bolus
insulin thay c6 lgi khi st dung bom tiém insulin (tiém insuln
dud1 da lién tuc - CSII) CSII ¢6 thé rat dé didu chinh (uyédn

chuyén) tuy theo s§ 14n #n, biia an thudng hay thinh soan, tap
luyén, di du lich.

- Theo déi duong huyét lién tuc
~ BN ty theo dét duéng huyét ctia ban than minh
- Tai cung cap thong tin d€ giso duc BN
Piéu tri BN c6 Alc it 7,6 - 9%
- Diéu trl ph01 hgp hai loai thuée (Dual therapy)
Co6 5 cach sau day diéu tri ph01 hgp hai loai thude cho BN
c6 Alc trong giéi han nay: -
Metformin + GLP-1 agonist
Metformin + DPP-4 inhibitor
Metformin + TZD
Metformin + Sulfonylurea
Metformin + Glinid
Meformin lai 14 thuée nén tang dé diéu tri vi su an toan, c¢o
ch€ tac dung ctia né, va tac dung nhay cam insulin. Théng
thuong, GLP-1 agomst hodac DPP-4 inhibitor 13 nhitng thude thi
2 thich hgp khi xét vé tinh an toan va hiéu qua khi phél hop véi

metformin. GLP-1 agonist dugc chon nhiéu hon DPP-4 inhibitor
vi tac dung giam duang huyét sau an t6t hon, va tac dung gidm

I
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muén cua ching lam ting cén, g1l nude, suy tim d tré va gay
xudng. Sulfonylurea va glinid nam 6 vi tri cuél vi nguy c¢é cao
chy ha dudng huyét nhiéu hon. Vi tri tuong dé1 véi sufonylurea
va glinid 1a quay lai so sdnh vé vi tri caa chiing trong diéu tri
pho1 hop 2 loai thudc cho BN ¢6 Alc < 7,5%. Ciing ¢6 can thiét
cho hifu luc ha dudng huyét manh hon d61 véi sulfonylurea
trong gi61 han tu 7,6% - 9,0%.

~ Phéi hop 3 loai thude (Triple therapy).

Khi diéu tri phéi hop 2 loai thude khéng dat hiéu qua, sé
dudc bb sung thudc thi ba. Cé 5 cach phot hop nhu sau:

Metformin + GLP-1 agonist + TZD |

Metformin + DPP-4 inhibitor + TZD

Metformin + GLP-1 agonist + Sulfonylurea

Metformin + DPP-4 inhibitor + Sulfonylurea

Metformin + TZD + Sulfonylurea

Cac thuéce khi phdl hgp ecting phai cha ¥ tac dung khoéng
mong mudn nhu dé trinh bay & cac phan trén.

— Diéu tri bang insulin:

Ciing tuong tu nhu trong phan di trinh bay trén & nhﬁng
BN cé Ale tir 6,5 - 7,5%. Khi chuyén ché& 46 diéu tri tit ché d6
phol hop 3 loai thude sang ché d6 diéu tri bang insulin, théng
thuong phai nging mot hodc nhiéu loai thude dang udng. Su
dung TZD hoidc sulfonyurea phéi hgp véi insulin thuong giy
nguy co ting can va giti nudc. Nhimg BN c¢é nguy cd, TZD cb thé
hoic lam ning hon suy tim G tré, ting nguy cd giy xuong ¢ ca
nam va ni. Ca GLP-1 agonist va DPP-4 inhibitor khéng dugc
phél hgp vdi insulin. Nhu vay, chi ¢6 metformin 1la thudc dudge
chi dinh dé phéi hgp véi insulin & BN DTD typ 2. Néu thay coéng
thitc diéu tri premixid hoéc basal-bolus insulin 13 can thiét dé
dat dude muc tiéu, cac thudc kich thich tiét insulin can phai
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nhiing BN ¢6 tang dudng huyét sau #n kéo dai.

Diéu tri BN cé Ale trén 99 |

— Diéu tri phéi hop: | |
~ Dé1véi nhiing BN it hiéu bidt vé thuse c6 Ale > 9%, khong
tin 1a c6 the dat duge muc tidu Alc xudng dudi hoic bang 6,5%
cho dii phéi hgp 2 hay 3 loai thube (trit insulin). Né'u BN khéng
¢ trigu chiing, dac biét bénh DTD méi duge chan doan, c6 thé
dé phong suy chiic ning t& bao béta nét sinh bang céng thie
diéu tri phéi hgp 2 hosc 3 loai thudc c6 thé dat duge hidu qua.
C6 8 cach phéi hgp diéu tri nhu sau: -

Metform_in + GLP-1 agonist |

Metformin + GLP-1 agonist + Sulfonylurea |

Metformin + DPP-4 inhibitor

Metformin + DPP-4 inhibitor + Sulfonyurea

Metformin + TZD

Metformin + TZD + Sulfonylurea

Metformin + GLP-1 agonist + TZD

Metformin + DPP-4 inhibitor + TZD

Néu BN c¢6 triéu ching l1am sang nhu udng nhiéu, dai
nhiéu, sit can, hoéc ¢b ?N dang duge diéu tri bing cz?c cong
thitc tuong ty nhu d3 ké trén ma that bai, phai chuyén sang
diéu tri bang insulin ngay khéng duge cham tré.

ngung. Chi dinh pramlintid cling ¢6 thé duge cin nhéc cho

—  DPibu tri b?mg Insulin:
Cing nhu céng thice da dugc trinh bay trén.
Chu y:
- Khi d}éu trj-béng insulin da dat duge muc tiéu, c6 thé
diéu chinh d& thay thé& din thudc vién udng theo céng thiic phéi

hgp 2 ho#c 3 loai thuée nhu d3 trinh bay trén, néu on dinh c6
theé thay thé thudc uéng hoan toan cho insulin.
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— Chu ¥ bién ching ha dudng huyét cho moi cong thic

diéu tri.
Bang 3.17. Muc tiéu diéu tri theo WHO 2002,

Chisd ponvi | . Tét - Kha - Kém
Glucose méu: mmol/l
- Lac @éi 4,4-6,1 7,0 >7,0
- Sau an 4,4 -8,0 10,0 > 10,0
HbA1c % <65 6,5-75 >7,5
HA mmg <130/80 > 130/80 - - >140/90

< 140/90

BMI kg/(m)? | 18,5-229 18,5- 22,9 > 23
Cholesterol TP mmol/t <45 45-60 >6,0
HDL-c mmol/i > 1,1 - 1,1-09 <09
Triglycerid mmot/| <15 1,5-<272 >2,2
LDL-¢ mmol/| <25 2,5-4,0 > 4,0
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Chuong 4. BIEN CHUNG DAl THAO PUGNG

1. HON ME DO NHIEM TOAN CETON & BENH DTD

1.1, Pai cu’cmg

Tinh trang nhi€ém toan ting ceton la réi loan chuyén héa
nang trong bénh DTD vi thi€u insulin nghiém trong.
1.1.1. Nguyén nhén v nhing yéh t6 thuén loi

- Bénh nhan b1 bénh DTD nhung khong duge diéu tn

— Lifu luong insulin diéu chinh khong kip thoi do khéng
duge kiém tra thuong ky.

— Bénh nhan ty dong giam liéu hay ngiing han insulin ma
khéng ¢6 161 khuyén caa thay thuée.

~ Thay dé6i ché& d6 an, uéng rugu.

— Phéat sinh hién tugng khang insulin, tinh trang sau ha
glucose mau.

— O nhiing b&nh nhén c6 difn bién 1am sang khéng &n dinh.

— Nbn, tiéu chay do cac bénh dudng tiéu héa hay do cac bénh
than kinh tinh than.

— Do nhiém khuin hoic virus.

— Do c6 bénh tim mach (nhéi mau co tim, d6t quy, viém téc
dong mach).

- Co chan thutdng tinh than hodc bi mét bénh ngoai khoa
nao d6 can phai mé.
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— (6 thai khong c6 sy theo d&i quan 1y ca thay thudc.

- Ubng mét s6 thude ¢6 tac dung lam ting chuyén héa
glucose nhu glucocorticoid, cac dan chit cua thiazid...

~  Nhidm doc hormon giap ning.
1.1.2. Co chésinh bénh

Tang ceton trong hén méa DTD d61 hoi su két hgp hai yéu té:
thiéu insulin va tang tuong 461, tuyét d61 ham lugng glucagon,
thuong xay ra do ngung dung insulin hodc ¢ cac stress nhu
cam xiic, nhiém khuén, phiu thuat... mac di van dung insulin.
Trong truong hop dau, ndng dé glucose ting lén sau khi ngiing
insulin, trong truéng hodp sau c6 vai tré cia kich thich bdi
adrenalin va hodc nor - adrenalin; cac chit nay khéng nhing
kich thich tang ti€t glucagon ma con e ché giai phong sb lugng
nho insulin tén dong, 6 nhiing bénh nhan typ 1 tc ché ca sy vin
chuyén glucose tdi cac t6 chic. Nhitng sy thay ddi vé hormon
nay ¢6 nhiéu hau qua nhung ¢6 hai hau qua quan trong; d6 1a
viéc ting sinh glucose t61 da va lam suy yéu viéc su dung
glucose, do d6 gy tang glucose mau tram trong. Glucagon lam
cho ting sinh glucose dugc dé dang vi lam giam fructose 2 - 6
biphosphat, mét chat trung gian ¢6 tac dung kich thich phén
hay glucose thong qua hoat héa bdi men phosphofructokinase
va ddng thoi dc ché tang sinh glucose théng qua tc ché fructose
biphosphatase. Khi nong do fructose 2 - 6 biphosphat tut thi
huy glucose bi {tc ché, nguge lai tac glucose lai duge ting cuodng.
Két qua cubi cung 14 ting glucose mau va giy ra bai nidu tham
thau din t6i gidam thé tich mau va tinh trang mat nudc dic
trung cho ting ceton va nhiém toan chuyén héa mau. Cac chat
ceton ¢6 ngudn goc tit td chitc md va gan sinh ra acetonacetat, B
hydroxybutyrat. |
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Thigy insulin

\

Tang tiéu ma.

N\

Tang néng dd acid béo tu do

N\

T&ng acid béo trong gan
+ ———s Tang sinh chit ceton
Hoat hoa carnitin acy! transferase.

T&ng ham lugng carnitin cla gan

Giam ham lugng malonyl - CoA.

Glucagon thura du.

Sd d6 4.1. Co ché bénh sinh tang ceton.

Dé san sinh ra hai chat nay, gan can c6 acid béo tu do dé
lam chét liéu va hoat hoat qua trinh oxy héa cac acid béo nay
bang glucagon; sy phan hiy md (lipolysis) duge ting cudng khi
thiéu insulin. -

1.2, Lam sang
1.2.1. Triéu chimg

— Nhiing tri¢u chiing vé& mitc d¢ khac nhau v& tri giac; tiv
ngu ga dén hén mé. Mitc dé cla réi loan ¥ thitc phu thudc vao
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mtic do ctia tinh trang tdng tham th&u va tinh trang nhiém toan
hé théng than kinh trung udng.

~ M4t nuée: khat, da nhan nheo, ha HA tu thé, nhip
{im nhanh.

— Tang thong khi: t¥ thé nhanh vita phai dén nhip thd
Kussmaul. Tinh trang tang thong khi phu thudc vao mic do
toan chuyén héa.

- Pau bung va nén ciing 1a nhiing triéu chiing thucng gap,
c6 thé do tinh trang toan héa ting ceton gy ton thuong ndi tang.
1.2.2. Ca”n Iam sang

— Tang glucose mau > 16,7 mmol/l (> 300mg/dl).

~ Tang ceton mau.

— Nhiém toan mau (pH mau déng mach < 7,3).

- (6 glucose niéu va ceton niéu.

— Tang uré va creatinin mau.

~  Giam K*, phospho va Na* mau.

~  Tang ap luc tham thau.

— Ré&1 loan lipid mau.

—~ Tang viia phai acid lactic mau.

— Ting amylase, creatinin phosphokinase va transaminase
mau. |
Tién lugng rat dé dat, tid vong 6 ngudi gia con cao 5 - 10%.

1.2.3. Xurtri

a. Muc tiéu diéu tii
— Dung insulin dua glucose mau xudng.
~  B6 sung nudc.
- Diéu chinh dién giai
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b. Xir tri

Néu bénh nhin hén mé, nhithg bién phap thdéng thudng
phai tién hanh nhu sau:

— Phai dam bao théng dudng thé.

— Dat dudng truyén tinh mach, déng thdi 1y mau dé gui

di lam cac xét nghiém thudng quy glucose, d6 tham thiu, chiic
niing gan, than, 14y nude tiéu tim ceton niéu.

— Theo ddi qua monitor hay dién tim.

-~ C6 thé tiém vao tinh mach dung dich glucose 30%
khoang 25 - 30ml dé chian doan phan biét gitia hén mé do ting
hay ha duéng mau.

— Dat catheter bang quang va dit éng thong hit da day.

~ L&y mau dong mach dé do khi mau.

Khi da chén doan xac dinh duge hén mé nhiém toan ceton
do UTD, phai ti€én hanh diéu tri ngay va theo dét dinh ky cac
xét nghiém sinh héa 1 - 2 gid/lan.

o Gio thw 1

— Dich truyén tinh mach: phai cho 1 - 2 lit trong 2 gio dau.
Dung dung dich NaCl 0,9% tri truong hop can phai cho natri
bicarbonat thi lugng dich NaCl ¢6 thé it hon. |

~ Insulin: bat ky truéng hgp naoe ciing phai diéu tri bing
Insulin,

— Ngay lap tic, tiém tinh mach 40U insulin nhanh.

— Sau d6 truyén lién tuc tinh mach léu 0,1 - 0,5 Urkg/gig,
tuy thudc vao tinh trang ning nhe clia bénh. Dich truyén dude
chudn bi nhu sau: 50U insulin nhanh + 500ml NaCl 0,45% hay
0,5%, nhu vay sé ¢6 0,1U insulin trong 1ml dich: trude khi
truyén cho 50m! dich trang hé thong day truyén.
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Néu vi mét Iy do nao d6 khéong truyén vao tinh mach duge,
thi cho tiém insulin vao bap thit véi liéu 0,15U/kg. Tuy nhién,
tiém bip thit khéng thuan 1oi vi insulin khé h&p thu nén tac
dung c&p citu phan nao bi han ché.

Chu y: khi truyén insulin can phal kiém tra glucose, pH,
dién giai trong mau sau 1 gid diéu tri d& diéu chinh lLiéu.

— Can bang kali: néu K* & xét nghiém dau tién < 4mmol/l
thi cho kali chlorua 15% vao trong dich truyén 10 mlgig,
< 3 mmol/l thi cho 20 m/gig. |

- Natri bicarbonat: néu xét nghiém pH méau diu tién < 7,
bénh nhin rat mét, cho truyén dung dich 8,4% lidu 50 - 100ml.

e Giothu 2
~ Dich truyén: tiép tuc truyén dich NaCl 0,9% véi téc d6

1000mY/gig, trit truong hgp can truyén natri bicarbonat dé phue
héi pH mau.

— Insulin: tiép tuc truyén insulin tinh mach (hosic tiém
bap thit néu khéng truyén dugc) véi liéu nhu gid thi nhat. Néu
cuél gié thi nhat, glucose mau gidm khéong dang ké thi lai cho
vao tinh mach 40U insulin nhanh.

Kiém tra lai glucose pH va dién giai trong mau.
.~ Kali: diéu chinh bang kali chlorua néu K* méau con thap.

— Natri bicarbonat: néu pH con < 7, cho natri bicarbonat
- nhu gid th nhat.

e Cdc gio tiép theo
—~  Dijch truyén: cho dung dich NaCl 0,45% liéu 300 -

400ml!g10 Khi glucose mau glam xudng 17mmol/1 (< 300 mg/dl)
cho truyén dextrose 5% véi téc d6 tuong tu dé duy tri néng db

glucose mau 14 - 17mmol/l (250 - 300mg/d)) tranh tinh trang ha
glucose mau.
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— Insulin: vi glucose mau di giam nén tdc dd truyén
dich ¢6 insulin dudc diéu chinh theo kinh nghiém cua cac tac
gia nhu:

Insulin U/gié = glucose mau (mg/dl): 150
Kiém tra glucose mau, dién giai ¢t 2 gid/ 1an.
— Kali: tiép tuc diéu chinh theo k&t qua xét nghiém.
- Phosphat: tit gio thi ba, thi tu bét ddu cho bé sung
phosphat néu nhu nong 46 chét nay trong mau gidm xudng
< 1mg/dl, cho véi lifu 3mmol/gid bing kali phosphat, giém liéu

tiy theo noéng d6 KCl trong dich truyén. Theo doi nong do
Ca*™ mau.

c. Mot s6 diéu can luu y

~ Muc dich cha difu tri phai dat duge: glucose mau én
dinh khodng 14 mmol/l (250 mg/dl), bicarbonat huyét tuong
15mmol/l.

— Trong qua trinh diéu tn tinh trang ha glucose mau dat
dudc sém hon 13 tinh trang nhidém toan.

~ Diéu tri bang insulin tich cuc (bang truyén tinh mach
hay tiém bip thit) phai ti€p tuc cho dén khi diéu chinh mét cach
én dinh tinh trang toan, chi khi dé méi chuyén insulin sang
tiém duéi da va chuyén viée b8 sung dién giai bing dudng udng,
phuc héi lai biia 4n cho bénh nhén.

— Can chua y diéu tri cac bénh hay nhling yéu td bénh 1y
két hgp 1am cho hén mé ting toan ceton niing lén.

2. HON ME TANG AP LUC THAM THAU G BENH BTD

2.1. bai cuong

Hén mé DTD ting 4p luc tham th&u 14 bién ching cha bénh
DTD typ 2 ¢ ngudi c6 tudi, gy ra hdi chiing mat nude qua nhiéu
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do tang cao glucose mau va tdng bar niéu, bénh nhén khéng
udng 4 nude dé bu lugng nude mat di.

Dic trung 6 loai hon mé nay 1& khéng cé toan ceton, ¢ ché
chua bidt rd. Nong dé acid béo ty do trong huyét tuong thip hon
so véi hén mé do nhiém toan ceton, do d6 han ch& hinh thanh
ceton. C6 thé cit nghia hién tuong nay dua trén nhan xét thay
néng d6 insulin trong mau tinh mach clia cla céc bénh nhan
DTD typ 2 cao hon so v6i cac bénh nhan PTD typ 1 nén can tré
hoat héa hé thong carnitin palmitoyltransferase ciia gan, hé
thong nay c6 vai trd quan trong trong oxy héa céc chubi
dai fatty acyl - CoA thanh céc thé ceton trong céc ty lap cua t&
bao gan.

2.2. Lam sang

2.2.1. Cdc yéu té thuén loi

~ Bénh nhan méic mét bénh khac nhu bénh than hoic
tim mach.

— Sau thdm phéin mang bung, th&m phin mau, cho thic
&n ¢6 ham lugng protein cao qua dng thong.

- Bénh nhan dang diéu tri bing cac thude: 1oi tidu thiazid,
mannitol, thudc tic ch& cam thu béta, phenytoin, chlorpromazin,
corticoid va cac thudc giam mién dich khéc..., cac thudc nay déu
¢6 kha nang lam gidm tiét insulin.

— Nhiém khuén, chan thuong, phiu thujt...

2.2.2. Triéu chung

Hén mé ting ap luc tham thau thudng gip & bénh nhan c6
tudi, thudng khéng bigt minh bi DTD, hoic chi b1 bénh ¢ mic
do6 nhe.

V@& lam sang, c6 thé c6 cac tridu chiing sau:
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— Tinh trang mat nuéc: da va niém mac khé, sit cin nhiéu
va nhanh, nhan cau mém. - -
— M4t nhéan cam, ho#c ¢6 con co giat dong kinh hay cac

d&u hiéu than kinh khu tra, mtc 46 r6i loan 7 thitc phu thudc
vao ap luc tham thiu huyét tuong.

~ Khi ap hic thAm th&u huyét tuong khodng 350mosm/l,
hén mé c6 thé xay ra.

— Céac triéu ching khu tri cé thé do cac yéu t6 thuan lgi
(nhu tai bién mach mau nio), nhutng ciing ¢6 thé 1a bénh nio do
chuyén héa vi tinh trang ting thadm thau gay nén.

— T vong cua hén mé ting osmel con cao (> 50%), cao hdn
hon mé do nhiém toan ceton vi thudng xay ra 6 nhung nguoi ¢
tudi ¢6 kém theo nhiéu bénh khaec.

2.2.3. Can lam sang

— Tang ap luc thadm th&u huyét tuong > 320 - 350mosm/kg
(binh thuong 295mosm)}.

Co6 thé tinh uée Iuong ap luc tham thau theo cong thite:

mosm/l = [(Na* mau + 13) x 2] + (glucose mau g/l x 5,5)

- Tang glucose mau rét cao > 28mmol/l (> 500 mg/d}), cao
hon so v61 hén mé do toan ceton.

- Tiang natri mau, cang ting cang ning, c¢6 thé téi 175 -
185mmol/].

- Giam kali mau va phospho mau.

— Khéng tang ceton mau, khéng ¢6 tinh trang nhiém toan
chuyén héa (pH mau déng mach > 7,3 va bicarbonat huyét
thanh 2> 18mmol/l), trit trudng hgp ¢6 toan héa tang acid lactlc
phoi hop.

- — Trong nudc tiéu: glucose niéu tang, natri niéu giam va kali
niéu tang (trong hon mé do ting toan ceton, natri niéu tang).
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Nhitng r8i loan sinh héa di kém c6 thé co:

~ Téng uré va creatinin mau, thuong cac hon so véi hén
mé do nhiém toan ceton do mat nude nang.

~ Téng acid lactic nhe, phu thudc vao bénh kém theo hoic
do bién chiing.

~ Ré1 loan lipid mau 6 nhung mitc d6 khac nhau.

2.3. Xtr tri |
Néu bénh nhén bi hén mé, cac bién phap cdp citu tién hanh
nhu trong hén mé do nhiém toan ceton.

2.3.1. Muc dich cua d:eu tri

— Diéu chinh tinh trang tang ap luc thdm th&u xudng
< 315mosm/l.

— Dua gluéose mau xudng < 1dmmol/l (< 250mg/dl).
~ Insulin duge ditng cho t6i khi céc chi s& trén dat duge.

2.3.2. Xurtri

o Gio thir 1

~ B8 sung dich ngay: cho bénh nhan uéng nude va truyén
dung dlch nhuge truong, can 2 — 3 it trong 1 - 2 gid dau cho dén
khi HA 6n dinh; khéng dung dung dich NaCl 0,9% vi lam tang

thém natri mau ma dung dung dich NaCl 0,45% hodc glucose
5% cho thém insulin.

— Insulin: khoéng can dung liéu cao vi ting glucose mau
lién quan dén tinh trang mat nuéc; tiém tinh mach ngay 20U
insulin nhanh, sau d6 truyén tinh mach véi téc d6 0,1 -
0,15U/kg/gia, tuy thudc vao mic d6 glucose mau lic bay gio.
Pha dich truyen nhu trong c¢ip ctiu hén mé ting toan ceton. Néu
mudn tiém bip thit thi cho 0, 15U/kg insulin.
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~  Kali: néu K* mau thap, cho kali chlorua 15% 10 - 20ml
vao day truyén dich.

e (7i0 thi 2

— Dich: tiép tuc truyén nhu gié thd nhat.

— Insulin: tiép tuc truyén hodc tiém bap thit cin cd vao
két qua xét nghiém.

- Kali: diéu chinh néu K* m4au con thap. Kiém tra glucose,
dién giai trong mau dé diéu chinh thich hgp.

e Nhitng gid tiép theo

— Dich: tiép tuc truyén dich, dung dung dich NaCl 0,45%
véi te do 400 - 700 ml/gic tuy thudc vao tinh trang mat nudec.
Cé thé cho t61 6 - 8 lit trong 12 gid. Néu Na* huyét thanh giam
xuéng < 130mmolll ho#ac khi d6 osmol huyét tucng giam
< 320mosm/l, chuyén sang truyén dung dich NaCl 0,9%.

— Khi glucose mau < 17mmol/l (< 300mg/dl), cho truyén
dung dich dextrose 5% cung vé1 dung dich NaCl 0,45% hay 0,9%
dé tranh phu néo.

- Insulin: liéu lugng va toc do truyén sé dugc diéu chinh
theo kinh nghiém caa nhiéu tac gia:

Insulin U/gic = glucose méu (mg/dl): 150

Liéu tiém bap thit: 10 - 20U insulin nhanh 4 gid/1an.

—  Kali: tiép tuc diéu chinh cin cit vao xét nghiém.

~ Phosphat: chi cho phosphat khi phosphat huyét thanh
< 1mg/dl. Cho kali phosphat véi t6c d6 3mmol/gic va giam tuy
thuéc vao néng d6 KCl trong dich truyén.

Kiém tra glucose, dién giai trong mau, ap Iuc tham thau
2 - 3 g10/1an cho t6i khi tinh trang bénh nhan 6n dinh.
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3. HON ME TANG LACTAT HUYET G BENH NHAN BTD.
HON ME TANG LACTAT HUYET

3.1. Nguyén nhan

~ Do thigu oxy t§ chiic (hypoxia) vi bat ki nguyén nhan
nao (suy tim, suy thg, thi€u mau, soc, chay mau v.v.).

- Do uéng biguanid liéu qua cao (s& phin hlly qua nhiéu
glycogen), do vay acid lactic sé dudc tao nén nhiéu hon (binh
thuong 5,6 - 12 mg%).

— Do khéng du insulin s& lam giam hoat tinh enzym
plruvat dehydrogenase cua ty lap the enzym nay cé tac dung
chuyén acid piruvic thanh acetyl CoA do vay sé& xay ra hién
tugng tich lity acid piruvic va chuyén chang thanh acid lactic.

Nhiing yéu t6 tao diéu kién lam tiéng acid lactic mau li:
STH, catecholamin va nhiéu hormon khae. Khi cac hormon nay
tiét qua nhiéu sé hoat héa qua trinh phan hay glucose theo
duong ki khi, giam oxy héa acid piruvic tang chuyén ching
thanh acid lactic.

Nguoi ta cho réng, ting lactat huyét do didu tri bing
biguanid cha yéu 1a do tac dung fc ché cia thudc nay trén chiic
néng bai tiét cua than déi véi ion H*, do d6 sé 1am mAit can bing
gita khu vd oxy héa céc cofactor, 1a nhiing chit mang H*
(NADH: NAD") Vi vay sé lam r61 loan hién tugng di qua mang
ty lap thé cua acid piruvic, va lam ting chuyén chtng thanh
acid lactic, dua dén tinh trang toan héa téng acid lactic.

Do tinh trang toan héa nén bénh nhan buén nén, nén, ci
déng bat thudng, thé kiéu Kusmaul, giam tinh hung phéan va co
bép cua co tim, nhip tim cham. Tac dung co mach va tac dung
diéu nhip (chronotropic) ciia catecholamin bi réi loan la nguon
gdc giy nén tinh trang block cAc adrenergic receptor d cac mach
mAu ngoali vi va tim, gy nén tinh trang séc khéng héi phuc.
Bénh nhéan c6 thé td vong.
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3.2. Lam sang

Ho6n mé thuong xay ra nhanh, trong mét vai gis. Bénh nhan
budn nén, ngl ga, nhot nhat, mat ¥ thitc, thé ki€u Kusmaul,
giam than nhiét, ha HA, truy mach, c¢6 nhiing ¢ déng bat
thuong, dai it dén vé niéu. Khéng c6 mui aceton qua hoi thé,
Noéng d6 glucose huyét va glucose nidu khéong cao 14m. Khong
ting aceton huyét va ceton nidu. Gidm du trit kiém, gidm
bicarbonat va pH mau. Néng d6 lactat trong méau va ty 18 lactac/
acid piruvat tang.

Hén mé ting lactat huyét & giai doan sém (tang lactac
huyét ma chua c6 triéu chiing 14m sang), néng db acid lactic cao
hon 2 mmol/l (18mg%). Ngudi ta cho ring, ting néng d¢ lactat
té1 Tmmol/l ho#c cao hon 13 tinh trang hén mé ning khéng héi
phuc (binh thudng acid lactic huy&t 0,62 - 1,33mmol/1 hoic
2,6 - 12mg%).

3.3. biéu trj va dy phong

— Du phong: c¢an theo d&i va kiém tra thudng xuyén bénh
nhan DTD 16n tubi va bi cac bénh tim mach, bénh gan, than,
nghién rugu... didu tri bing biguanid.

— Chéng toan hoéa:

+ Truyén dung dich natri bicarbonat 2,5%: 1 - 2 lit trong
24 gw véi tée 49 336ml/gis (lidu cin thiét tinh theo cong thic &
phin hén mé tiang ceton huyét).

+ Pé kich thich chuyén acid lactic thanh acid piruvie,
truyén vao tinh mach 50 - 100ml dung dich xanh methylen 1%
(iéu 2,5mg cho 1kg trong lugng co thé).

+ Cho thd oxy dé chéng tinh trang thiéu oxy t& bao.

+ Diéu tri bang insulin: cho 6 - 8 don vi insulin trong
500ml dung dich glucose 5% truyén nho giot tinh mach.
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Khi can thiét cho cac thuéc trg tim mach. Néu HA tut cho
cac thudc nang HA.

4. NHIEM KHUAN & BENH NHAN BTD

Khéng ¢6 bang chiing cho thily c6 su két hgp gitta DTD va
tang nhay cam véi nhiém khuan. Tuy nhién, rat nhiéu nhiém
khuén dic hiéu lai thuong gap nhat é BN bi bénh DTD ‘mot 86
hau nhu chi xay ra 6 BN DTD. Mt vai chic nang vé mién dich
bi bién déi nhu tc ché chiic nang c¢la cac bach cidu da nhan, dic
biét khi c6 tinh trang toan héa do DTD. Tinh trang ket dinh
bach ciu, héa ting dong, thuc bio ciing c6 thé bi r6i loan.

Hé théng chong oxy héa tham gia vao hoat tinh chéng vi
khudn ciing bj r8i loan, mién dich dich thé bj han ché, nhung
dap dng véi vaccin ¢6 thé binh thudng, phan ing da vdi cac
nghlem phap khang nguyén va cac bién phap danh gia chic
ning t& bao T c6 thé bi han ché. Mic di vay, nhitng bién d6i in
vitro khong glal thich duge day da trong cac nghién citu lam
sang Nhiéu bing chiing da cho thay, cai thién duge tmh trang
kiém soat dudng huyst sé cai thién duge chic nang mién dich.
Vi du: tac dung tiéu diét cac vi khudn trong t& biao c¢6 thé duge
cai thién khi kiém soat t6t tinh trang tang dLidng huyét. Nhiing
BN DTD da tién hanh phau thuit tim duge truyén insulin, chiic
ning t& bao bach ciu da nhén trung tinh tot hon nhitng BN
tiém insulin ngit quang Do vay, nong 46 glucose mau phai
dudc kiém soat chit & nhitng BN DTD bi nhiém khuan.

4.1. Nhimg nhiém khuan thudng gap ¢ BN BTD
4.1.1. Nhiém khuén duong hé hép

Khéng ¢6 bang chiing cho thay DTD la yéu t8 nguy co déc
lap déi véi tang tan s§ va mic d6 ning cac nhidém khudn thong
thuong & dudng hd h&p trén va duéi hay khéng, vi trong mét
nghién citu rat 16n v€ cic viém phéi théng thudng, ty suat chénh
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(OR) tt vong lién quan v6i DTD chi 1,3 (95% CI, 1,1-1,5). Mét
nghién ctu héi citu thuin tap da khéng xéac dinh duge DTD nhu
12 yéu t6 nguy co doc 1ap quan trong déi véi ti vong 6 thai diém
30 ngay 6 nhiing BN 16n tudi bi bénh viém phéi, tuy nhién tinh
nhay cdm vé6i bénh viém phéi 6 BN DTD thi da dugc ghi nhan. &
BN DTD thuong ting ty 1& nhifm khudn do cac vi khuan dic
biét (nhu Staphylococcus aureus, vi khudn Gram am va vi
khuin lao. Nhiém khuén do cic vi khudn khae (nhu Streptococcus
pneumoniae va influenza virus) thu?dng lam tang ty 18 bénh va.
tang ty 1é td vong.

PTD 1la yeu t6 nguy cd giy nhlem khuén huyet é BN bi
viém phéi phé ciu va la nguyén nhan giy tu vong cao. BN PTH
c6 dap ing binh thuong véi tiém ching vaccin phé ciu khuan
do vay tiém chung vaccin 1a chién luge du phong cé hidu qua va
kinh t&. Cé su tucng quan tang ty 18 ti vong, ting ty 1& méi mic
viém phéi do vi khuén, ting tinh trang toan héa tang ceton g
nhiing BN DTD trong nhiing vu dich viém ph01 do cdm
(Inﬂuenza pneu.moma) Kha ning thanh thai cta cidc nhung
mao phdi bi gidm & nhitng BN bi cum, két hdp véi ty 1é tang cao
cac Staph.aureus trong khoang miii trong s6 BN DTD sé lam
ting ty 16 méi méac bénh viém phéi do tu ciu (Staphylococcal_
pneumonia). Cac khuyen cho déu khuyén nén tiém phong vaccin
cim va phé ciu cho tat ca BN bi DTD. |

4.1.2. Nhiém khuén dudng tiét nigu
Chén doan nhim khusn it nisu.
Tiéu chuin chin doan khi 6 nhiing triu ching lam sang sau:
— Lam sang: | |
+ Héi chiing nhiém khuian: sat tu 37,5-38°, hodc khéng sot.

+ Hoi chiing bang quang: dai buét, rat, dau, nuée tiéu duc
hodc c6 mau, cam gidc dau tdc trén khép mu vé, ho#dc dau khi
An vang nay.
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-~ Can lam sang:

+ C4y khuén : > 10° vi khuén trén 1ml nuée tiéu. Soi tudi
nudc tidu > 3 bach cdu trén moét vi trudng. Coé bach ciu niéu
> 10 bach cduw/m! hodc trén 5000 bach ciu/ phit.

+ Chan doan vi tri nhiém khuén tiét niéu, tuy kho xX4ac
dinh bing 1am sang don thuan, thudng dugc chia ra:

+ Nhiém khuén tiét niéu thap: hay gap nhit 1a vidm bang
quang, viém niéu dao, tuy nhién trén lam sang cing khé phin
dinh. Cac triéu chdng thudng gap 1a: dai khé hodc ¢6 cam giac
néng rat trong hodc sau khi di dai, dai nhiéu lan, dai buét la
nhiing triéu chiing hay gip trong viém bang quang. Nuéc tidu
¢ thé duc ¢6 mau, ¢6 mui hdi. 50% viém bang quang cip 6 phu
nit c6 dai ra mau dai thé hoac vi thé. BN thudng cé cam giac
dau tdc trén mu vé hosc c¢b6 cam giac tiic khi &n vung ha vi.
Nhiing BN dit 6ng théng bang quang thudng khéng ¢6 cam giac
dai budt, dai dat, triéu ching chi yéu la dau, tidce trén xuong
mu. Tinh trang toan than it thay d6i. BN ¢6 thé c¢6 s6t hoic
khong. Xét nghiém sol tudi thuong c¢é bach cidu nidu. Cay
khuan: moc 10°vi khudn moc/ml nuéc tiéu.

+ Nhifm khuén tiét niu cao: 14 viém than bé than, ap xe
than. Céac triéu chiing thudng gip ciia viém than bé than cép:
s0t cao trén 39°C, rét run, sot dao dong, dau dau, budn nén, mét
la, diy 1a triéu chung giap phan biét giiia nhiém khufn tiét
niéu trén va dudi. BN suy sup nhanh, méi kho, 1udi ban. Dau
ving hé than mot hoic hai bén, dau c6 thé dit d6i hodc dau 4m
;. BN ¢6 thé dai ra mu trong giai doan cép, c6 thé c6 dai rat, dai
kho trong giai doan ddu. Khi tham kham c6 thé thay than to,
rung than duong tinh. Xét nghiém nudc tiéu cé ting bach ciu
trong nude tidu, cdy khudn > 10° vi khuidn / ml nuéce tiéu. Lam
sifu 4m than, chup X quang hodc chup cit 16p vi tinh dé phat
hién than to, & nudc hodec hinh anh t6n thuong than khac.

M&ét vai nghién ciu déi chiing da chitng minh ty 1& nhiém vi
khuin niéu & nhitng phu nii bi DTP cao hon nhiing ngudi khéng
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bi DTD. DTD la yéu t6 du bio nguy co BN sé& bi nhiém khuin
niang hon ¢ phan trén du{ing tiét niéu, chiém t6i 80% nhiém
khuidn dudng tiét niéu & BN DTD cic bién chitng do nhiém
khudn dudng tiét niéu cing thudng xay ra 6 BN DTD hon ngusi
khéng bi DTD.

+ Viém bé than cip § BN DTD:

~ Céc triéu chiing 1d4m sang viém bé than cap ¢ BN DTD
cing giong nhu triéu ching ngusi khéng bi PTD, chi khac,
nhidm khuin ca hai than thuang gap hon 6 BN DTD, nguyen
nhén thudng do nhiém khuan ngude dong E coli va cac vi khuin
Gram am khac nhu Klebsiella, Enterobacter, Proteus. Phu nit
thuong bi nhiéu hon. Triéu chiing thudng két hgp véi nhiém
khuin thdp dudng tiét méu.

Chup & bung théng thudng c6 thé phat hién dugc viém thén
bé than khi thiing (Emphysematous 1nfect10n) Day la loat
nhlem khuin rdt ning, hdu nhu chi xay ra 6 BN DTD. Dic
diém 1a su xuét hlen khi trong mé than va than cé thé bj hiy
hoai hoan toan néu khéng duge diéu tri tich cuc bang khing
sinh déc hiéu dudng tinh mach. Trong da s8 trudng hgp, nguyén
nhan chinh 13 do E coli, cac vi khuin Gram am khéc nhu
K. preumoniae, E. aerogenes, P. mirabilis, P. aeroginosa ciing 1a
nhiing nguyen nhén giy bénh nhtmg it gap hon. Triéu ching
lam sang giéng nhu viém than bé thén cip hodc ap xe than.
Chan doan khi thay khi trong nhu mé than trén siéu am, trén
phim chup hé tiét niéu, dic biét trén CT. Scanner.

Diéu tri bao gdém truyén dich, khang sinh truyén tinh mach,
khi dap ng kém v6i diéu tri khang sinh phai theo d6i dé phat
hién nhiing bién chiing nhu hoai t& nhu than hoic ap xe quanh
than, trong nhting truong hgp nhu vay thudng phai phiu thuat
dan luu hodc cét than. T 18 td vong thuong cao.

Nhtmg triéu chiing cia hoai ti nhd than nhu dau bung,
dau ving hd than, kém theo sét. Chan doan bing chup X quang
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bé than nguge dong (retrograde pyelography). Trong s6 nhiing
BN bi ap xe quanh than 36% la BN bi PTD, hau hét trong s6
BN nay (80%) xay ra nhu 13 bién chiing nhiém khuin dudng tiét
niéu ngugc dong (ascending urinary tract infection) ma nguyén
nhéan do Escherichia coli hodc cac loai Proteus. Nhiém trung
duong mau (hematogenous infection), thudng gip nhat 1a do
Staph. aureus chi€m khoang 20% con lai. Miac du nhing triéu
chiing 14m sang khu tri nhu c6 khéi & ving lung ho#c ving
bung da duge ghi nhén, nhung ty 1& gap chi duéi 25% trong cac
truong hgp. Thorley va CS nhan manh ring, s6t kéo dai trén 4
ngay sau khi da diéu tri khang sinh ma triéu chiing 14m sang
khéng duge cai thién 12 y&u t8 hitu dung nhat dé phan biét giita
ap xe quanh than véi viém bé than chua cé bién ching. Chan
doan dugc xac dinh bing siéu &m hodc chup cit 16p vi tinh.
Phiu thuat dé din luu va diu tri khang sinh hé thong 1a
nhiing bién phap diéu tri co ban.

DTD thudng 1a yéu t6 tién dé cho nhiém khuin duong tiét
niéu nguyén nhan do nim, dic biét loai Candida. Su x4m nhiém
nim ¢ du?fjng tiét niéu thap thuong khéng giy hau qua nghiém
trong nhu viém bang quang (viém bang quang khi thiing), viém
bé than, ap xe than hodc quanh than. Ngude lai khi nhiém
khuin dudng niéu cao va nhiém khuédn lan réng ddi héi phai
diéu tri hé thong. Khi ¢6 cac triéu chiing lim sang hodc dai ra mu
chimg t6 ¢6 nhiém khuan. Su phéan giai ty nhién ndm da xay ra &
nhiéu truong hgp. Loai bd cac catheter bén trong (néu cé) 1a
bién phap dAu tién phai lam. Can nhéic lua chon phuong phap
diéu tri bao gom: riia bang quang bang amphotericin B, truyén
tinh mach amphotericin B don thuan ho#c fluconazol udng.
Trong mot nghién citu, tdc d6 loai bé nhiém ndm 6 ngay sau khi
diéu tri dat két qua cac hon 6 nhiing BN duge diéu tri bing
fluconazol trong 4 ngay; hodc truyén mét lan tinh mach
amphotericin B hidu qua hon rda bang quang béng
amphotericin B trong 3 ngay. Mot nghién citu khéc, nhiing BN
dugc diéu tri nra bang quang bang amphotericin B ¢6 toc db loai
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b6 nhiém khuan sau 2 ngay dat két qua cao hon 13 BN duge didu
tri bing flucanozol dudng udng. Nhung dugng biéu dién trong ca
2 nhom tuong tu nhau sau 1 thang diéu tri. Hién nay, fluconazol
la thuée dang ua dung vi dé s dung va tudng déi it nhidém dée.

4.1.3. Nhiém khudn t6 chuc phan mém (Soft-tissue infections)

Cac nhi®m khudn ban chan 13 nhiém khuan t6 chiic phan
mém thudng gip nhit 6 BN DTD. Nhiing bién chiing nang
thudng gap la: viém tuy xuong (osteomyelitis), hoai t0 chi, tu
vong. PhAu thuat mé 14y td chdc tay va ap dung nhiéu
bién phap diéu tri nhifm khudn ban chan phai duge tién hanh
tich cue.

Trong cac nhiém khuan t8 chitc phAn mém khong phai &
ban chén, viém cdn mac hoai ti (necrotizing fasciitis) 1a hét siic
nghlem trong. Ty 1& t vong do bién chiing nay t6i 40%. Nhiém
khuin bit ddu trong khoang duéi da va lan doc cin mac, khu
tra thuong nhat 1a tay, chan va thanh bung Viém cdn mac hoai
tu dugde phan loai: Typ 1 - nhiém khuén nguyén nhan do phéi
hop vi khuan ky khi véi moét hode nhidu cac vi khuin ai khi
thong thudng khac. Typ 2- nguyén nhan do Streptococci nhém
A, k&t hop hoic khéng két heop véi Staphylococei. Cé céch phin
loai thuan lgi hon cho l4m sang: nhidm mot loai vi khuin nhu
Streptococei (10% céc truong hop) hodac nhiém nhifu vi khuin
Gram am théng thuong nhu E. coli, cac vi khudn ki khi nhu
Bacterioides fragilis hodc cac loai Clostridium (90% cac trudng
hgp). Mic d6 dau khéng ph€1 hdp vé1 mic d6 ning kham trén
ldm sang nhu d6 da, sung né, phtt mém, ¢6 triéu chiing nhiém
déc hé théng ré. Muén hon, nhung thay d6i trén da 16 bidu hién
nhu bong rop két hgp vé1 mat cam giac khu tra tung vung 1a
hau qua cta tdc mao mach duéi da. V&t xude hoac déng vay trén
da cling da duge nhidn manh, tiéng 16p bép dusi da cung thuong
thay nhung cung chi gip khoang 50% trudng hop. Tén thuong &
td chitc phdn mém cé thé duge xac dinh bang chup X quang
thong thudng hon 1a kham 1am sang. Trong mét nghién ciu,
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phat hién khi bing chup X quang 6 17 trong 21 BN DTD bi
viém cAn mac hoai ti (necrotizing faciitis). Hoal thu cua
Fournier (Fournier "s gangrene) 13 thé viém can mac hoai td
(necrotizing faciitis) co quan sinh duc ngoai 6 nam gidi, nhiém
trung thudng xay ra 6 biu dai, nhung ¢é thé lan téi duong vat,
day chau, thanh bung. Hoai thu biu d4i ¢6 thé xay ra rat nhanh.

Chan doan, danh gid va diéu tri khin cdp vidm cin mac
hoai tu 1a hét sitc cdp bach. Khang sinh phé réng truyén tinh
mach, phdl hgp khang sinh, phau thuat mé réng va lay cac chit
hoai t, 1am sach t6n thudng la nhiing bién phap hét sdc can
thiét dé giam ty 1é ti vong.

4.1.4. Nhimg nhiém khuén thudng gdp & BN DTD

Viém tai ngoai xam 18n (Invasive otitis externa) rat hiém
gap, nhung 12 nhiém khuan de doa 16n téi cudc séng BN.
Pseudomonas aeruginosa 1a vi khudn gay bénh chi yéu nhit
trong moi trudng hgp. Pau khéng thuyén giam, chay mu tai,
giam thinh luc, khéng sét 1a nhiing triéu chiing déc trung, chén
doan thudng mudn ti 6 - 8 tuan néu nhu nhiing triéu chiing nay
bi nhdm 14n v6i viém tai ngoai khéng xAm 14n, viém té€ bao
ning, phu éng tai v6i viéc hinh thanh polypoid granulation
tissue. Su Jay lan cta nhiém khudn c6 thé do viém tiy xuong
(osteomyelitis) va tén thuong néi so (intracranial involvement).

Phai sém cho BN kham chuyén khoa Tai - Mii - Hong dé
nhanh chéng ¢6 chan doan chinh xac va diéu tri kip thoi. Mo
théng nhiing t6 chiic hoai ti v giai phéng nhiing chat @ dong
trong td chic viing siu, cdy bénh pham va nhuém Gram, sinh
thiét dé€ phat hién ung thu biéu bi (epidermal carcinoma), chup
cdng hudng ti hat nhan (MRI) bang gadolinium la phuong phap
hitu ich dé phat hién su lan réng cta t6 chtc phin mém (bao
gom viém mang cing (dural inflammation) va tén thuong
xuong. Gallium-67 single-photon-emission CT ciing da dudc ghi

2565



nhan 1a ¢é lgi cho chan doan sém va theo doi trong qua trinh
diéu tri.

Diéu tri: mé rong nhiéu lan viang tai, nhé giot tai chd thuée
antipseudomonal hoéc nhé acetic acid. Piéu tri khang sinh hé
thong chong Pseudaeruginosa trong 4 dén 6 tuin.

4.1.5. Bénh ndm mucor mii-ndo (Rhinocerebral Mucormycosis)

Khoang 50% céc trudng hgp bénh ndm mucor mii ndo xay
ra 6 BN DTD. Tinh trang toan héa tang ceton 1a y&u t8 nguy co
quan trong nhdt. Nhiing nghiéncu in vitro da cho thdy c6 su
thiéu hoat tinh ic ch& trong huyét thanh khang lai Rhizopus
oryzae ¢ BN DTD c6 toan héa ting ceton, chit nay cé tiac dung
phuc héi diéu chinh tinh trang toan héa. Nhiing bidu hién sém
la: dau mét hodc dau mit, ngat mii, cb hodc khéng tiét dich.
Mudn hon, 161 mét, phit két mac(chemosis) va nhiing t6n thuong
hoai tﬁ'trén niém mac voém mieng va miii xudt hién. Loét da
hoai ti den trén cudn miii c¢6 thé 13 bing chﬁng quan trong dé
chan doan. Cé thé cé dau dau Ian téa, sot, ngn lim (lethargy).
Liét cd mat hosc mat thi luc do tén thuong than kinh so nio ¢
thé di ciing huyét khéi xoang hang. Huyét khéi déng mach canh
ho#c tinh mach canh c6 thé giy ban liét. -

Chan doan bfing sinh thiét va nudi cay t6 chuc hoai t1 éng
miil hodc vom, miu 14y truc ti€p ti xoang c6 thé can thiét. Cay
khuin thuong am tinh. Chup cong hudng tit d¢ phat hién tén
thuong 6 xoang, mét, xoang hang, hé than kinh trung uong.

Céan phiu thuat md rong, din luu 1a rat quan trong, kiém
soat tot glucose mau, diéu tri bing amphotericin B la nhung
bién phap diéu tri phé1 hgp quan trong. Thuéc chéng ndm
Imidazol (fluconazol va itraconazole) khéng phai 1a thuéc duge
chon d& diéu trj ban diu. |
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4.1.6. Nhiém khuén khi thding (Emphysemtous infections)
Viém tai mat (Cholecystitis).

Nhiém khuén trong § bung ¢6 lién quan dic biét véi bénh
DTD la viém t81 mat khi thiing (emphysematous cholecystitis),
it gdp hon 1a nhiém khuén sinh hei tai mat. Khoang 35% cac
truong hgp xay ra 6 BN DTD. Viém tii mat khi thiing cé triéu
ching lam sang gidng nhu viém tii mat cidp, nhung ty 16 nam
gip nhiéu hon nit. Hoai thu va thang tdi mat thudng gdp hon.
Ty 1é ti vong chung cao hon BN viém tai mat cip (15% so véi
4%). So6i tai mat chi gip 50% trong s6 BN viém tGi mat khi
thiing. BN thuéng ¢6 dau ving ha sudn phai, budn nén, nén,
sot. Mac du cédc ddu hiéu ldm sang viém phic mac thudng
khong 6, triéu chitng 16p bép dudi da khi sd ¢6 thé c6 va Ia triéu
chiing c6 gia tri. Chén doan dyge x4c dinh biang X quang phéat
hién khi trén phim chup X quang théng thuoéng, hoic chup CT.
Scanner bung. Nhiém nhiéu leai vi khuén, trong dé truc khudn
Gram im va vi khudn ky khi 1a thudng gip nhat. Cit b tai
mét, diéu tri khang sinh phé rong 1a -hét stc cin thiét.

4.1.7. Viém bé than thdn va bang quang

4.2. Nhimg vi khuan thudng hay gip & BN BTD

BN DTD hinh nhu ¢6 nguy cd cao, dic biét déi véi nhlem
khuén véi mét s6 vi khudn nhat dinh; vi du: trong nhiing ngudi
phu ni 16n tudi bi PTD, nhiém khudn huyét Streptococei nhém
B gap té1 27,5%. Ty le cao khéng tuong xung (30 - 60%) bi
nhiém Kebsiella bao gébm: nhiém khuin huyét, 4p xe gan, viém
ndi nhén, ap xe tuyén giap ciing da duge ghi nhan trong mét vai
nhém BN DTD. PTD ciing da dude xac nhan 1a yeu t& nguy co
d6i véi nhiém Salmonella enteritidis. Trong mét s6 nghién ctu
nia ddu cta thé ky XX, ty 1& bénh lao trong s BN DTD cao gap
3 dén 4 lan so véi dan s6 chung. Gin day, nhiing ¢éng dong
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ngudi chau A di cu sang Anh mang lao ¢ phéi thudng gap hon
trong s6 BN DTD hon ngudi khéng bi DTD.

Mic dit nhiém Steph. aureus da duge ghi nhan thudng géap
hon trong s6 BN DTD, nhung nhing téng quan gan day da két
luan ring, nhiing tu lidu gn diy khéng cho phép danh gia nguy
¢ tuong xGng cha nhiém khudn nhu vay trong s6 BN DTD.
Nhiing nghién ciu vé nhidm khuan Staph.arnreus huyét khong
khac nhau vé ty 1é tu vong gitta BN DTD va khong DTD. Nhling
nhiém khuan khac x4y ra cung véi tang ty 1& trong s6 BN bi
DTD bao gdm: nhiém nidm Candida niém mac, da nhu nhiém
n&m Cendide hong miéng, Am hé, am dao, ndm Candida ¢
nhitng viing da bi xuéc 6 nhitng BN DTD béo.

5. VAN DE BAN CHAN & BENH NHAN BTD

5.1. Dau ban chan lién quan véi bénh DTD

DTD la mét trong nhiing nguyén nhan thuong gip nhat gy
nén nhiéu bénh 1y 6 ban chin, dau ban chan 14 triéu ching hay
gap va 1a 1y do thudng gap nhat dé ngudi bénh phai di kham
bénh. Dau ban chin do DTD c¢6 4 loai, phat sinh nhu la mét
phan ctia qua trinh tién trién bénh DTD, d6 la:

5.1.1. Bénh than kinh do DTD

Yé&u t6 thudng gip nhit tham gia vao dau chian ¢ BN DTD
12 bénh than kinh ngoai vi (peripheral neuropathy) nhing bénh
ly than kinh nay chiu anh hudng truc tiép béi qua trinh tién
trién bénh DTD cé 3 loai cd ban vé bénh than kinh ngoai vi:
than kinh cam giac (sensory), van doéng (motor) va bénh than
kinh tu chu (autonomic neuropathy).

Mot ty 18 16n triéu thitng dau ma BN phan nan la do bénh
than kinh cadm giac - dau do cAm giac, 6 day gia tri thuc cba dau
khéng ty 18 véi gia tri thuc cia yé&u t6 gy dau; vi dy: mét dung
cham nhe trén da hoic mét ci danh trén vai trdi giuong ciing
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giy dau, nhitng biéu hién nay ciing nhu nhiing khé chiu & chan
¢6 thé xay ra cung thdi gian nhu nhau. BN thudng ¢6 cach riéng
cia minh dé gidm nhe cam giac dau. Triéu ching than kinh
cam giac c6 thé gdbm: néng béng, cam giac kién bd, dau ¢é tinh
6n dinh.

Bénh than kinh van ddng c6 thé tham gia vao tinh trang
dau ¢ BN DTD. Nhiing s¢i than kinh dén co bi tén thuong khi
bénh DTD tién trién gy nén cam giac yéu co va dau nhac. Mot
trong nhiing co ddu tién bi tén thuong 1a nhing co dii, mét s6
c¢d khac cting thudng bi nhu ¢6 cdng chin va nhiing c¢ nhé cla
ban chén. Tén thuong than kinh van déng 1am m4t can bing
khi di. Sy mit cin bing nay con c6 thé do tang co xat khi di
giay, viém da, tang hinh thanh chai ciing va dau.

Bénh than kinh tu chi anh hudng dén nhiing than kinh di
dén viing khéng nim duéi su kiém soat ma con ngudi ¢ thé ¢
thtic duge. Con duong thuong nhit ma bénh than kinh ty chu
gay nén céc triéu ching trén lam sang & ban chan théng qua cd
ch€& tiét mo héi. Khi rdi loan cg ch& nay, BN sé& ¢6 nhiing bidu
hién nhu: biéu bi, méng chan khd day, da khé, ciing, niit, 0
chiic seo xd day hon va giy dau. Nhiém khuén va nhiém n&m dé
bi hon, 13 nhitng nguyén nhén bd sung thém giy dau va lo ling
cua BN.

5.1.2. R6i loan tudn hoan

Ré1 loan tuin hoan ban chan c¢é thé 14 nguyén nhan giy
dau, ¢6 khi BN ¢6 cam giac té céng, 1a do bénh DTP giy tén
thuong trén dong mach, mao mach va tinh mach. Nhiing déng
mach thuéng bi anh huong nhit 13 déng mach khoeo va bap
chén. Nhiing d6ng mach nay tang gqué trinh tich md ¢ BN DTD.
Tich nhiéu md, lam day thanh ddng mach va ¢6 thé tich nhidu
calei, gy tdc mach cuc bd hoac toan phan giy nén nhiing triéu
chiing tic mach trén lam sang.
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Tinh mach c¢6 thé sung, dau. Hién tugng nay xay ra khi
dong mach hep tic, nhitng mach rat nhé duge tao ra dé chuyén
mAu tryc tiép téi tinh mach thay vi ¢8 ging bom mau qua dong
mach d3 bi tac. D6i khi lugng méu trong déong mach nhiéu hon
tinh mach, mach ¢6 thé bat dude, mach tré nén ddy @ mau, khi
d6, cac van ddy mau vé tim bi chen, hé mau trong ban chin va
cAng chan c6 thé thoat ra da gy loét va dau.

5.1.3. Bénh ly co'va khdp

Nhitng bénh 1y vé co khép ¢ BN DTD 1a nguyén nhén
thuong giy khé chiu va dau.

Co bi 4nh hudng vi bénh than kinh do DTD, réi loan tuan
hoan va teo ¢d. Gan c6 thé trd thanh co cing, do vay lam mét
can bang khi di két hop véi bénh than kinh ngoai vi. Su m4t cdn
bing nay khi di budc ban chan va khép phai van déng trong
tinh trang co va khép khong con khoe nhu binh thuong. Ngoai
ra, hién tudng glycosyl héa trong khép do DTD (diabetic .
glycosylation of the joints) cling tham gia vao cd ché 1am tiang co
cd va cling khdp. Nhing r01 loan trén ddy c6 thé dua dén nhiing
ngén chin khoadm ciing, vidm bao hoat dich ngén chan céi
(bunion), 16i xuong (spur), gdy vun xuong (tiny fracture), xuong
bi sai léch goi 1a " bién dang Charcot do DTD "(diabetic Charcot
deformity). DAy ciing 12 nguyén nhén giy dau, nhiém khuln,
loét va 14 méi quan tAm hang dau cta sin séc y té.

5.1.4. Nhiém khudn

Nhiing ngudi bi DPTD tré nén dé nhay cdm hon véi vi khuén,
nim va nhiing nhiém khuin 18n men (veast infection) do nhiing
thay ddi vé y t& va dinh dudng. Nhiém vi khudn xuit hién &
nhiing ving trén ban chan, nhiing viing nay tré thanh sung tay,
loét, ton thuong. Nhiing triéu chiing nhiém khudn nhu sung,
néng, d6, dau, mém, ¢6 khi &n ¢6 ma. Tén thuong nhu vay hoic
trén da goi 14 viém t& bao (cellulitis), hoic ¢é thé lan vao xuong,



gol 12 viém tuy xuong (osteomyelitis). Diéu dang luu 7 13, mic
dii ban chan BN DTD da bi té céng, ho ciing ¢6 thé cam giac dau
khi ban chan bi nhiém khusn. Khi ban chan BN DTD dau mét
cach dot ngdt, trong khi ban chin con lai bi té, thi day la mot
d&u hiéu chiing t6 da ¢6 nhiém khuén va phai sin séc y t& ngay
khéng duge cham tré.

Nhiém na&m hodc nhifm khuin 18n men (yeast infection)
ban chin thudng xay ra nhu ban chan Athlete (Athlete's feet)
ho#e nhiing méng chan nhiém nam (Fungal Toenails). Ban chin
Athlete c¢6 thé 14 nguyén nhén lam da rop 1én, déng vay, d3,
viém va dau. Nhiém khuén cé thé xay ra & dinh diém ctia nhiing
triéu chiing nay, vi da tay do la noi tét dé mam bénh phat trién
manh. Nhiing méng chan nhiém nim c¢6 thé tré’i nén rit day,
nghién thanh bot dugc (powdery) va phat trién vao trong,
nhing méng chan day nay c6 thé dé lai nhitng manh vun duéi
méng lam sung tay t6 chic da chung quanh méng chan. Ching
c6 thé phat trién vao trong véi nhiing ranh méng chai, day cé
thé 1a nguyén nhan gay nhidm khuin ving chung gquanh mong,
va la diéu lam cho van dé sin soc y t& phai quan tadm. Méng
chan nhiém n&m phat trién vao trong lam cho da mit trong
méng phat trién manh, thanh nang va rit dau, chén ép vao da
dudl méng giy sung tay, dau va nhidm khuin.

5.2. Loét do bénh Iy than kinh & BN BTD

Loét ban chan chiém ty 1& khoang 15% trong s6 BN DTD.
Nhitng bénh 1y vé ban chan 13 nguyén nhan hang dau khién BN
phai nhap vién. 85% BN DTD bi cit cut chi dudi trude d6 da bi
loét ban chan. Loét do nhiéu yé&u t6 phd hdp tac déng, nhung
dac biét 1a do bénh 1y than kinh. Hang nam, ty 16 loét ban chan
chiém trén 2%s6 BN DTD va khoang tit 5,0 - 7,5% BN DTD cé
bénh than kinh ngoai vi. Bénh than kinh ngoai vi }am mé&t cam
gidc bao vé khi dau. R61 loan chitc ning than kinh tu chi, mat
than kinh giao cam, da khé, ban chan am.
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Hinh 4.1. T6n thuong loét ban chan.

Anh A: Loét ngén chan trén nén cdt tiy viém 6 BN DTD c6
bénh 1y thin kinh, nhung mach mau binh thudng. Co quip
ngén chin trén nén xuong bi phi dai (ngén chédn hinh bda) va
nim méng.

Anh B: Loét ngén chan do than kinh giy nén co quip ciing
khép gitia cac dot ngdén chén.

Anh C: Loét nguyén nhan phéi hdp vita mach mau vita than
kinh, ddu xuong ngén chin cai gan udn cong hoai tu giy nén
ngdén chian dudi thing.

Anh D: Ban chan Charcot cing véi loét.

Anh E: Bién dang xuong kiéu mit giay trudt bang(rocker-
bottom) ctia ban chan Charcot trén phim X quang thuang(mat
ban chan phing nhung udén cong lén).

Mot s6 yéu t6 quan trong khac gay loét 13 bénh mach mau
ngoai vi, chai, phut va bién dang. Ba qua trinh bénh ly: bénh
than kinh, bién dang va chén thuong gip hau nhu 6 2/3 BN bi
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loét ban chan. bi giay tat khong dang kich ¢6 14 nguyén nhan
hang ddu gay chin thuong va 13 nguyén nhéin gy loét.

Chi phi d€ diéu tri mét BN loét ban chén trong thoi gian
trén 2 nam m4&t khoang 28.000 USD. Do vay, chién luge du
phong tich cuc nhu giso duc BN, sén séc ban chén, sit dung tat
giay thich hegp la nhutng bién phap gitp han ché chi phi diéu tri.
Mot nghién ctiu & chau Au cho thdy, bénh thin kinh 14 nguyén
nhan hang d4u giy loét ban chan, bén canh d6; ty 1é bién ching
vi mach ciing ¢é ty 18 cao, nhiing bién ching nay lam téng chi
phi hang ndm vé san sé6c BN DTD tang 1én téi 70%.

5.2.1. Vai tro cua bénh Iy thén kinh

Bénh 1y thin kinh cAm gidc, thifu mau, nhiém khuin la
nhitng véu t6 gay bénh chinh ctta bénh ban chan két hgp véi
bénh PTPD. Bénh than kinh ngoai vi ¢6 vai tro trung tam, gip
khoang > 80% BN DTD c6 bénh ban chén. Trong hiu hét cac
tritdng hop, loét 1a hau qua ciia mat cam gidce bao vé, cd nghia la
mAt sy nhan bi&t chdn thuong gy nén toén thuong da. Néu nhu
loét d3 c6 vai thang, khoéng co6 triéu ching (khong dau),
mach ban chan vAn bit dugc thi c6 thé nghi loét 1a do bénh ly
thdn kinh.

Phuong phap don gian ¢6 thé xac dinh BN mat cdm giac bao
vé 14 test nhan cam giac (test sensation), st dung sgi nylon don
(nylon monofilament) ¢6 nhidu kich c¢é khac nhau, thong thudng
nhA4t 14 loai 5,07, khi ép 1am 16m da, soi nylon don uén cong chiu
stc ning khoang 10g. Nhiing BN khong ¢6 cam giac v4il sgi nay
¢6 nguy cd cao bi loét, can phai dude sin séc ddc bidt. Hodc ¢
thé ap dung bang diém téng hop da stia d6i vé diém mat cam
giac do bénh 1y than kinh 6 BN DTD (bang 4.1). Dy 1a nhiing
phuong phap don gian, khéng ton kém, hiéu qua cao hon cac
phuodng phap khac nhu rung ho#c nhiét. T4t ca BN DTD sé dugc
ap dung cac phuong phap nay hang nim dé phat hién sém ton
thuong thin kinh va dé phong loét.
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Hinh 4.2.Test cam giac bang monofilament

Bang 4.1. Tinh diém mat cam giac do than kinh & BN BTD.

Cam giac Diém

Ngudng rung (ding am thoa 128Hz dat & dau ngén chan cai

- Binh thuding (c6 thé phan biét gilta ¢ hoac khdng rung) 0

- Bat thudng 1
Nhiét (dat trén mu ban chan nudc lanh hoc nudc am.

- Binh thudng (c6 thé phan biét dudc nong, lanh) 0

- Bat thudng 1
Cham bang kim (diing kim cham vao gan méng ngén chan cai da
dé tran.

- Binh thudng (co thé nhan biét nhon hosc khong nhon) 0

- B4t thudng 1
Phan xa gén Achille.

-Coh 0

- Tang 1
- Khéng co 2
Tdng s3 diém cho 1 ban chan 0-5

(Trich tUr Andrew J.M. Boulton, M.D., Robert S. Kirsner, M.D., and Loretta Vileikyte,

M.D. Clinical practice.Vol.351:48-55July 1,2004.N-1)
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Diém ca 2 chan > 6 diém du bao s8 ¢6 loét ban chan.

Nguy ¢6 hang nam loét ban chan 13 1,1% néu < 6 diém,
6,3% néu > 6 diém.

5.2.2. Vai tro cua stress ¢o hoc

Trong s6 BN mit cam giac bao vé, nhiing tén thudng gay
nén ti nhiing vat thé nhé tit ngoai vao trong tit, gidy, hoai ti
do chén ép vi di giay chéat, nhing vét thuong thing. Tuy nhién,
¢d ch& thudng gip nhit ciia t6n thuong 14 do BN khéng nhan
biét, tac déng qua mic, lip di 14p lai trén chd 161 clia xuong ban
chén nhit 12 cac ddu xuong ban chan. Bién dang ban chan nhu
méng chan hinh méng vuét 1am tdng su chén ép tai chd, dé gay
loét. Nhiing bién dang cdp va man tinh ning nhat la: sai khép
xuong, xep vom (collapse of the arch) do bénh than kinh-khdp
Charcot (Charcot"s neuroarthropathy).

e Nhitng ddu hiéu lém sang dy bdo viing ban chén bi chén
ép cao
~ Tién su.
ba ¢6 loét trude day
D3 ¢6 phau thuit xuong ban chan
~  Triéu chiing thuc thé.
Chai
Chai chay mau

Mun nude hodc hoai tit trén da

+ 4+ + +

Ngén chén cai ubn cong vé phia mu ban chan (<30 d6).

+ (0 cao dau cac xuong ban chan va cac vi tri khac trén
ban chan khéng duge phit kin té chitc phan mém.

~ Triéu chiing X quang: gay xudng kiéu Charcot.

e Nhiém tring ché loét

265



Nhlem trung thu(jng la hau qua hon la nguyén nhén gay
loét, loét, i4 clta md cho hang loat vi Xhudn xam nhép. Nhiém
khuén ban chan c6 thé de doa téi toan bd chi, tham chi ¢6 thé de
doa tinh mang Agudi bénh, do vay, chidn doin sém, diéu trl kip
thdi 12 &t cAn thiét. Néu c6 nhidm khuan, 18y mot mau t6 chic
sau dé cay vi khuéin va lam khéang sinh d6.

Khéng phai tit ca loét ban chan do than kinh déu bi nhiém
khuédn, nhiém khuin bidu hién béi viém khu trd, chay mu, hinh
thanh hang -6ng hodc c6 ti€ng lao xao tai ché nhiém khuin. Miic
do viém té& bao (cellulitis) c6 thé ti nhe, khu trd, hoai ti véi
viém mac (fasciitis) cho t61 de doa toan bd chi. Loét ban chan ¢6
the t nhiing t6n thu?dng néng trén da. S6t, 6n lanh, ting bach
ciu thudng khéng c6 ¢ 2/3 BN nhiém khudn ¢6 nhiing trzeu
chng ning nhu ap xe siu, nhiém khuén t6 chitc phdn mém
rong hodc nhiém khuén di can t6i nhitng vi tri xa.

Tang duong huyét 1a dau hiéu ‘théng thuong cua nhiém
khuin de doa téi chi va cudc s6ng nguoi bénh. Ban do
(erythema), sung phong, néng 6 ban chan khong bi loét c6 thé la
benh Charcot cdp hon la nhlem khuén ban chan, ngude lai, mot
s8 loét khéng viém trén nén c6t tuy viém. Nhing nhiém khuan
nhe nhét thudng 1a do cc Cocci Gram duong 41 khi nhu
Staphylococcus aureus hodc Streptococci. Nhiém khudn sau de
doa tdi toan bd chi thuong do nhiéu vi khuan phéi hgp nhu
Cocei Gram duong ai khi, Bacilli Gram dm (nhu Escherichia
coli, cac loai Klebsiella, cac loai Proteus) va vi khuan ki khi (nhu
cac loai Bacteroides va Peptostreptococcus). Vai tré sinh bénh
cta Coagulase-negeative Staphylococci, Enterococci va cic loal
Corynebacterium thudng khé xac dinh, dac biét khi ching duge
nudi cdy ciing véi vi khudn sinh ma dic higu.

o C6t tiy viem (Osteomyelitis)

Chua c6 déng thuin vé tiéu chudn chin doan cdt tuy viém,
nhung ¢6 t6i 2/3 BN bi loét ban chin cé cbt tuy viém. Nhiing
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triéu chitng don gian trén X quang nhu pha huy xuong, phan
{ing mang xuong, dic biét khi so sanh véi cac hinh anh trén
phim truée dé goi ¥ chin doan. Tuy nhién, nhiing d4u hiéu vé
X quang khéng nhay va khéng dac hiéu; do vay chan doan cét
tay viém 13 vin dé con ban cii. Mic di vay, hau hét cac chuyén
gia déu khuyén chup X quang la viéc phai lam khi c6 triéu
chiing nhiém khuén. Xét nghiém vé t6 chic hoc, nudi cdy miu
xuong sinh thiét 14 tidu chudn vang, mic du su khac nhau vé
két qua ctia nhitng phudng phap nay con chua dude xac dinh.
Trong mét nghién ciu, kha ning théng xudng bang que thong
bang thép khéng gi, khéng nhon, vé khuin cé gia tri du bao
duong tinh 89% d6i véi ¢ot tay viém.

Chian doan phén biét giita bénh xuong khép do DTD
(diabetic osteoarthropathy) véi cot tuy viém thuong khé. Cac xét
nghiém nhu chup quét xuong bang Technetium ¢é dd nhay cao,
nhung dit va chua du d6 dic hidu, chup quét bing bach ciu
danh dau Idium-111 dugc xem la xét nghiém bing déng vi
phéng xa ding dén nhit, nhung ddy ciing 13 xét nghiém dat
tién, va né ciing rat khé phat hién su hién dién etia viém t6 chiic
phin mém khu tra. Loi ich cua chup cit 16p vi tinh hay cong
huéng tit hat nhan doi héi phai nghién ctu sdu hon nia.

Phiu thuat vé triung bing dng thong (sterile surgical probe)
c¢b gia tri dac hiéu va gia tri du bao dudng tinh trong chén doan
c6t tiay viém, nhung d6 nhay thap. Phéi hop chup X quang
théng thudng véi ong théng(probe) xuong 1a bién phap dau tién,
hgp 1y dé chdn doan c¢6t tay viém. Néu nhu xuong dudge phat
hién trén éng théng, cé chi dinh diéu tri cét tuy viém, néu nhu
xuong khéng phat hién duge bing éng va chup X quang théng
thudng khéng c6 ddu hiéu ¢t tay viém thi diéu tri mot dot
khang sinh truc tiép & t8 chiic phin mém bj nhiéfm khuin. Vi
cOt tiy viém cé thé 4m tham tén tai, chup X quang sé lam lai
sau 2 tuan. Nhiing xét nghiém sdu hon can lam néu nhu ¢6 diu
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hiéu trén X quang hoic néu nhiém khusn tai phat thdi gian
ngan sau khi da két thuc diéu tri.

Khang sinh duge chi dinh ngay sau khi sinh thiét dé nuéi
cay. Chon phéac do diéu tri dya vao vi khuidn giy bénh. Tinh
trang nhiém khuin c6 thé duge phan loai nhu sau: khéng de doa
dén toan chi, c6 de doa téi todn chi, de doa t6i cude sbng dé
quyét dinh chon phéc d6 diéu tri. C6 nhiéu phac d6 thich hop
cho méi phin loai. Aminoglycosid néi chung nén tranh,
fluoroquinolon 1a thudc khéng c6 hoat tinh ddy da chéng lai cac
vi khudn gay bénh Gram duong va ki khi (anaerobic). Theo kinh
nghiém chi chi dinh diéu tri phéi hop cac khang sinh néu két
qua diéu tri khéng nhu mong muén, khang sinh sé thay déi tiy
theo két qua khang sinh d6.

Diéu tri cbt tuy viém truyén thdng bao gdm phau thuat cit
lgc triét dé hodc cit c6 gidi han xuong. Trong mét sé trudng hop,
14y xuong da bi nhiém khuén, dic biét 18y nhiing viing bi chén
ép nhiéu gay loét. Ciing c¢6 nhidu nghién citu cho ring, dgt diéu
tri tit 10 - 12 tuan khang sinh cho c6t tay viém ban chan ma
khéng can phiu thuat cit loc. Tuy nhién nghién cu nay bao
gobm nhiing BN chén doan c8t tiy viém chi dya trén chyup X
quang théng thudng va chup quét xuong bing Technetium, do
vy van d€ con phai duge nghién ciu nhiéu hon niia dé xac dinh
didu tri c6t tiy viém ban chéin c¢é thé bing khing sinh trong
thoi gian dai ma khong can phai phiu thuat hay khéng ?

Thei gian thich hgp diéu tri khang sinh sau phiu thuat cit
loc xuong ban chan nhiém khuan ciing chua duge xac dinh.
Théng thudng ap dung phac dé tiém khang sinh 4 - 6 tuiin. Néu
nhu toan bd phan xuong nhidm khuén duge 14y ra trong khi cit
cut ngén chan hosc cdt loc thi phac d6 diéu tri khang sinh 2 - 3
tudin tryc ti€p vao phan nhiém khuan t6 chitc phan mém con lai
12 hgp ly. Nguge lai, chi dinh diéu tri kéo dai cho c6t ty viém
xuong ¢6 chan ho#c xudng gét, con xuong da bi nhiém trung
dudc cit loc titng xuong mét.
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5.2.3. Diéu tri foét ban chén do than kinh
— Pibu tri chung va diédu tri bénh DTD:

Bing ching vé su lién quan giita kiém soat dudng huyét va
lién vé&t thuong chua that ddy di. Tuy nhién, kiém soat dudng
huyét c6 1é c6 vai trd quan trong, vi chdc nang bach cau bi roi
loan ¢ BN ting dudng huyét man tinh. BN bi bénh than ¢6 nguy
¢d phai cit cut chi cao hon 3 1an so véi ngudi khong bi bénh
than. Miac di ndng d6 protein huyét tuong thap c6 thé lam cho
qué trinh lién vét thuong kém hon, nhung nhiing nguy co cling
nhu lgi ich (461 vé6i than) khi dua nhiéu protein vao ¢on chua 8.
Khuyén BN ngirng hiit thude, khéng chi vi hat thuée anh hudng
dén cac y&u td tim mach, ma vi nguoi hat thudc 6 ty 1& dé bi
nhiém khuén vét thuong cao hon so véi ngudi khéng hit hoide
da bo hut thude.

~  Séan séc vét thuong:

Sin s6c vét thuong nham muc dich 1am cho vét thuong ¢6
thé ty khoi, hodc lam ting két qua diéu tri cia cac phuong phap
diéu tri khac. Lam sach vét thuong 14 phan quan trong cla qua
trinh diéu tri. Mac du c6 thé lam sach vét thuong bing héa
chat, enzym, hodc vét thuong tu phan hiiy (autolytic), nhung cét
loc triét dé thudng duge ap dung va da duge chitng minh. Cét loc
triét dé bao gbébm ké ca 14y chai xo, c¢6 thé dung dao mé
hoic forcep, cit loc triét dé hang tuin sé lam vét thuong chéng
lanh hon.

Sin séc vét thuong cang bao gom diéu tri phu khu tra.
Trong mot thi nghiém nglu nhién cé déi ching, cit loc triét dé,
sau d6 thinh thoang bang ép ban chin bing bom khi luc
(pneumatic pump), sau 12 tuan ty 1& lanh vét thuong 75%, cao
hon so v6i chi ¢ cit loc don thuédn 1a 51%.
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Hinh 4.3, V&t thuong ban chan do than kinh
& BN DT sau khi dugc cat loc trigt dé.
— Giai phéng chén ép:
" Loi ich ctia gidl phong chén ép chd loét ban chin do than
kinh (nhu nhiing chén ép co hoc hoic giam trong tai) da dudgc
xac nhan. Cac ky thuat dé giai phéng chén ép bao gdm: su dung
cic mang (cast) bt (boot), giay ban phan (half shoes), sandals.
St dung méang tiép xiic toan bd (total-contact cast) nghia 13
mang boc hét ca ban va cang chan da duge chiing minh t6t hon
didu tri théng thudng va cac ky thuat khac dé gidi phéng chén
ép. Trong mét nghién citu, st dung méang tiép xbc toan bd lam
cho qua trinh lanh vét thuong nhanh hon (33,5 ngay) so vol
méang di thio ra dude (50,4 ngay) va gidy ban phan (61,1 ngay).

P& bang cao su dugc dit dudi gifia gan ban chan dé BN di
lai duge. Bot mém mau den phu phia trudéc ban chian dé phong
chan thuong. Mang duge thay d6i 24-48 gid sau khi dat, sau d6
thay hang tuan.

-~ Cac yéu t6 phat trién (Growth Factors):
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Y&u t6 phat trién ti tiéu ciu tai to hdp' (recombinant
platelet -derived growth factor). Gan day Co quan quan 1¥ thuc
pham va duge pham cia My cho luu hanh yéu t& ‘hay dé diéu tri
loét ban chan do than kinh & BN DTD. Thanh cong nhéit ma 4
cong trinh nghién citu déi chitng da chiing minh Ja yéu t6 phat

£rién tU tiéu cAu tai t6 hop cai thién ty 18 lién vt thiong & thoi
diém 20 tudn (50% nhém diéu tri thube so vdi 35% nhém
chiing). Nhiing tdng két gin day vé cac yéu to phat trién trong
diéu tri loet ban chan 6 BN DTD cho thdy, méc di cac yéu to
phat trién hinh nhu khong cal thién lanh vét thuong, nhung
yeu t§ phat trién ti tiéu ciu cb thé chi dinh t8t cho nhiing
truong hgp loét man tinh do than kinh khong lanh vét thuong,
khéng dap ting v6i cac phuong phap diéu tri khac. J

Hinh 4.4. Hinh cit ngang (bén trai) va khong cat ngang (bén phai)
mang ti€p xuc toan bé (total-contact cast) bao boc ca ban chan va
céng chan) cho ban chan BN.
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~  Diéu tri nhiém khuan:

Con it tai liu ti nhiing thu nghiém ngiu nhién d€ hudng
dan vé diéu tri khang sinh, phin 16n cac khuyen cdo da dua ra
dua trén cac thu nghiém 14m sang. Khéng ¢6 bing chitng dé bit
budc phai di€u tri khang sinh cho BN loét ban chin khéng c6
triéu ching lam sang va nhiém khufin. Can huéng dan diéu tri
theo khang sinh d6 thich hgp. Mic da thoi gian t6i da dé diéu
tr1 khang sinh chua duge x4c dinh, nhung diéu tri kéo dai cho
t61 khi lanh vét thuong 13 khéng nén. Nhitng nhiém khuén t68
chiic phin mém thuong cidn thdi gian didu tri t¥ 1 - 2 tudn,
nguge lai c6t tiy viém c6 thé cdn kéo dai thoi gian didu iri
khang sinh trén 6 tuan két hop véi cit loc xuong nhiém khufn.

Chon khang sinh diéu tr1 loét ban chidn nhidm khuin
thuong cho cac khang sinh phd réng nhu clindamycin,
cephalexin, ciprofloxacin va amoxicillin-clavulanic acid
(augmentin). Céc khang sinh truyén tinh mach cho nhung
trudng hgp nhiém khudn ning (nhu viém mé t& bao) bao gdm:
imipenem-cilastatin, céc chit #c ché P-lactam-p-lactamase
(ampicillin-sulbactam va piperacillin-tazobactam) va cac
cephalosporin phé réng.

5.3. Ban chan Charcot (Charcot foot)

Néam 1868, Charcot 1an dau tién mé ta thoai héa khép do
than kinh xay ra trong cac bénh chi y&u mat cam giac.

Co ché€ tén thuong xuang lién quan véi bénh Charcot ¢6 1é
do tdng tuin hoan, hiu qua cha mit thian kinh giao cam.
Nhiing ré1 loan nay lam tang hoat héa hiy c6t bao (osteoclast),
tang su ludn chuyén xudng lam cho xuong gion, dé giy. Xu’dng rit
dé bi tdn thuong va gay béi nhutng chan thtrdng rit nhd, cdu tric
xuong bi pha huy. Nhiing rét loan trén do r6i loan than kinh cam
giac ngoal vi. Dang di tu nhién bi bién déi, di dong cta khép bi han
ché do glycosyl héa té chiic lién két. Nhiing yéu t& nay dua dén
cang trén ban chin va xuong bén trong, tinh trang pha hay xuong
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ngay cang ning. Néu van déng tiép tuc bi han ché thi sau dé cin
mac ban chén cling sé bi tén thuong. Bénh thin kinh do BTD ¢6
thé giy ra nhiing thay déi nay ma khéng c6 triéu chitng dau. BN
s€ khong luu tdm, do vy s& lam cham qua trinh diéu tri ding va
kip thoi cho ngudi bénh.

5.3.1. Ban chén Charcot cap tinh

Bénh ban chin Charcot (bénh than kinh-khép neuro-
arthropathy) 1a bénh tién trién, nhung 12 bénh tu han ché, Bénh
xay ra 6 nhiing ngudi bi bénh than kinh ngoai vi nhung tuin
“ hoan cung cdp mau van t6t, 6 BN DTD tgp 1 va typ 2. BN
thudng c6 triéu chitng ban chan néng, sung, do, cé6 thé cé dau
néu mit cAm giac khong hoan toan. BN thudng phan nan cé
cam giac lao xao trong xuong, khé chiu nhu c6 da trong ban
chén. Vi tri bi tén thuong dién hinh 1a vang c¢6-ban chan hoic
khép ddt ngén-ban chan. Mach ngoai vi bit dugc, ¢6 triéu chitng
lam sang bénh 1y than kinh ngoai vi. N&u chi bi mét ban chan,
c6 the ¢6 chénh 16ch nhiét d6 dang ké giita hai bin chan. BN con
c6 thé di dong, di lai dugc trong phong. R4t nhiéu trudng hap,
chén thuong c6 thé 13 y&u t3 khéi déng su phat trién ban chan
Charcot. Tuy nhién, diéu d6 cting khéng phai 1a tinh trang
chung, vi nhiing BN bi bénh than kinh ning c¢6 thé bi chan
thuong nhung BN khong nhan biét, bi bé qua.

Chan doan phén biét bénh Charcot cdp vdi cac bénh: viém
md t€ bao (cellulitis), gt va tde tinh mach sdu. Triéu ching X
quang va chup quét xuong bing dbng vi phéng xa ¢6 thé gidp
chin doan phin biét, nhung van khé khan trong giai doan sdm.
Khi bénh tién trién, cdu tric ban chan sé bi thay ddi. Sai khép,
gy xudng thudng xay ra & giita ban chan lam sap vom. Diéu dé
¢6 thé gay nén bign dang kidu mit chiée giay trugt bang do sy di
chuyén va trat khép nhe cfia nhém xuong ¢6 chan, hodc 16i &
giita do khép thuyén-sén (talo-navicular), hodc sai khép ban-
mit ca chan (tarso-metatarsal). Ban chan phai dude cham séc,
diéu tri cho t6i khi hét sung dé, nhiét dé trd lai binh thudng.
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Vén dé cht yéu dé diéu tri va bao vé ban chan trong théi gian
dai 1a ¢6 dinh nhdm dé phong ton thuong khdp khéng ning hon
va phai duge tién hanh ngay lap tic. Néu cit dé tiép tuc di lai,
van dong sé khong tranh khoi loét va ton thuong nhidu hon.

Cac dung cu dé ¢6 dinh bao gom nang, xe diy, mang ti€p
xtc toan bd (c6 dinh ca ban chan va cdng chan) va di béng mang
c¢6 thé thao ra dude. Nhiing dung cu nay giip BN di lai an toan
va khong dau. C6 dinh kéo dai trong thoi gian 2-3 thang,
nthng ciing ¢6 thé kéo dai hiang nam phu thuée vio tién trién
cua bénh. -

Cac bisphosphonat nhu pamidronat ¢6 thé cho theo dudng
tinh mach, thudc ¢6 tac dung lam giam sung, dau, tdy 46, lam
giam hoat tinh clia osteoclast trong giai doan c&p clia bénh
Charecot.

Khi hét giai doan cdp, phai c6 k&€ hoach sin s6c ban chan
ti€p theo. Can chi ¥ t6i nhiing nguy cd gay loét, tiy theo tinh
trang bénh loét, bién dang nhiéu it ma cé k& hoach cu thé.

Mot s6 BN vita ¢6 loét vita cé bénh Charcot thi phéi hgp
diéu tri ca hai tinh trang trén.

5.3.2. Ban chén Charcot man tinh

Bénh Charcot man tinh biu hién biing nhiing bién chiing
khong héi phuc. Bién dang thudng 13 triéu ching c¢6 trudc loét
va nhiém khuén, do viy phai dé phong loét va han ché& anh
hudng cla bién dang. Né&u bién dang it ¢6 thé mang nhiing tit
giay binh thuong thém 16t dé g‘lay (insole) hodc dung cu chinh
hinh. Giay dép phai dat do dé vua khong qua rong, dic biét
khong duge chat. Lot d€ giayla cin thiét dé BN di lai khong bi
de doa chan thuong va loét. Phau thuat ¢6 thé tién hanh dé
chuyén thé ban chan kiéu mat dé gidy trugt bang(rocker bottom
foot) thanh ban chan cé d6 ddc thoai thoai (planti-grade foot) dé
BN dude an toan vé tai trong.
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5.4. Nhimg yéu t8 nguy co gay loét va lam cho ban chan
loét khong lanh

~ Mach mau:

Suy dong mach (VXDM, viém mach).

Ap sudt oxy qua da < 30mmHsg.

Ap suit & co chan < 40mmHg, 4p su4t & ngén chén < 30mmHg.

Ting HA tinh mach.

~ Than kinh:

Bénh than kinh cAm gidc (m&t cAm giac véi Semmes-Weinstein
5,07 monofilament).

Bénh than kinh van dong.

Bénh than kinh tu chu.

~ Nhiing yéu t6 lién quan dén ban chan:

Nhiing thay déi cd-sinh hoc, van dong khép bi han ché, bién
dang xuong ban chan Charcot, ngén chan quip, ddu ban chan
nhé 1én, cac xuong ban chén khac ciing 16i 1én), nhitng thay ddi
bénh ¥ ning 6 méng chan.

— Nhiém khuén
— Chén thuong
- Dai thao dudng
5.5. Sau nguyén tic dé phong loét ban chan
1. San séc ban chan:

- Thim kham BN déu din, xét nghiém kip théi, sian séc
ban chin cdn than.

-~ Danh g4 cac yéu t6 nguy co gdy nén loét ban chan.

~ Chan doén s6m, didu tri tich cuc céc t6n thuong méi.
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2. Phat hién bénh mach mau:

— Danh gia, phét hién ddu hiéu tic mach chi duéi (con dau
cach hoi, di khap khiéng, dau lac nghi).

— B4t mach mu chén, ti&én hanh cac bién phap tham do
khéng chay mau khi ¢6 chi dinh.
3. Cac bién phap bao vé

— Phong & thich hop, d& réng dé bao vé ban chan khéi
chén thuong do dung cham.

—~ Giay, tat ding kich ¢3, ém.

- Co6 nhiing diéu chinh déc biét néu cin thist.
4. Giam chén ép

— Do 4p luc ban chan (c6 chin, ngén chan).

- Lot dé gidy phai ém, mém, c¢6 thé si dung cac dung cu
chinh hinh thich hgp.

5. Phau thuit du phong |
— BSia chita cic bién dang ciu tric: ngén chan hinh bua,
viém bao hoat dich ngén chén cai, ban chan Charcot.

~ Deé phong loét ning 1én hoic tai phat trén chd Xuong
~ bién dang.

- Can can thiép vao thoi diém thich hgp.
6. Gido duc cho nhin vién y t& va ngudi bénh

- (140 dyc cho BN vé& sy cdn thiét phai kiém tra hang
ngay ban chan cua minh, phat hién sém nhiing b4t thudng, bao
nhan vién y t& dé can thiép kip thoi.

— Giao duc nhén vién y t& vé tinh chat quan trong cua cac
tén thuong ban chan, cla viéc tham kham kiém tra ban chan

déu din. Trang bi lién thic moi v8 sin séc didu tri ban chin
BN DTD.
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5.6. Nhimg diéu luu ¥ vé ban chandéi véi bénh nhan BTP

Nguoi bi bénh PTD thudng c¢é bénh 1y v& ban chan nhiéu
hdn ngudl khong bi BTH. Vi bénh DTD thUOng giy bién chiing
ve mach méau va than kinh, do vy BN mat kha nang nhén biét
vé chén thuong ciing nhu chén ép trén ban chan ctia minh. BN
c6 thé khéng biét minh bi chdn thuong cho t6i khi bi nhidm
khuin nang.

Bénh DTD lam thay déi hé thong mién dich, lam glam kha
ning cia ¢o thé khang lai nhiém khuén. M6t nhidm khufin nhd
cling ¢6 thé tién trién nhanh gdy huy hoai da va cac 6 chiic
khac. C4t cut chi bi tén thu?dng c6 thé phai thuc hién dé ctiu
tinh mang ngutdl bénh. Kiém soat dudng mau tét 1a bién phéap
du phong t6t nhat cac bién chiing ban chan do bénh DTD.

Ngudi bi bénh DTD s& ¢6 nguy co cao hon bi bidn chiing &
ban chan néu khi:

— La nam gidi.

- C6 bién chiing tim, mit, than.

~ D& bi bénh DTD trén 10 nam.

— Kiém soat dudng huyét kém.

BN DTD can di kham v€ ban chin méi nam it nhat 2 14n, dé

phat hién xem liu ¢6 bénh Iy than kinh va/hoic bénh mach
mau ngoai vi hay khéng ?

Dé dé phong t6n thuong ban chan, BN DTD cin kidm tra va
chim séc ban chian cia minh hang ngay, cu thé nhu sau:

~ Chéam séc ban chin hang ngay: |

+ Khong di chén tran, ngay ca khi di vao nha tim.

+ Kiém tra ban chan hang ngay, kiém tra & diu cac ngon
chan, hai bén, ban chin, gét chan va gitia cac ngon chan. Cé thé
dé mét cai guong trén san nha gin giudng ndm dé quan sat
dugc phia dudi ban chén cac vét d6, nit, loét...).
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+ Rda chan hang ngdy bang nudc &m va xa phong nhe
(khong dam dic). Xa phong ning, dam dic c6 thé gay tén
thuong da.

+ Thii nhiét dd cha nuée trude khi cho chén vao, vi BN
DTD c6 thé mat cdm gidc v6i nhiét do, bong rat dé xay ra néu
khéng duge kiém tra k§ truée khi ria chén.

+ Giit da ban chan khd trong suét thol gian dai, nhit 1a
gifta cac ngoén chan, nhifm khuén cé thé phat trién § cac ving
da am.

+ Vi nhiing thay d6i cia da lién quan véi bénh DTD, ban
chén c6 thé trd nén rat khé, nit 1né, 14 nguyén nhan giy nhiém
khudn. Sau khi ra vé sinh chan, 1am mém da khé bang siia
tim, cac loai md, kem béi trén da, khong cho stta tdm vao khe
gitia cac ngén chan. -

+ Hoc cach chim soc méng chan, ngdm ban chéan vao trong
nudc 4m dé lam mém moéng trude khi cét.

+ Téap thé duc thich hgp dé kich thich tuin hoan t&t hon.
Tranh ddng bit chéo chan ho#c chi ding mét tu thé trong thoi
sian dai.

+ Bo hiat thude, vi hit thude 1am gidm dong mau téi
ban chén.

—  Giay va tat:

+ Di giay thudng xuyén dé bao vé ban chin khdi chin
thuong, néu thi luc kém, mat cam giac dau, BN ¢é thé khong
nhin thay cac vat nhon cfing nhu nhiing 161 16m trén dudng.

+ Di gidy vita chan, thodi mai, khong ¢d di dé dgi cho giay
réng ra theo thoi gian.

+ Kiém tra phia trong giay, nhiing noi gd ghé ho#ic noi bi
rach, vi diy 14 nhiing noi dé bi sung tay gay loét.

+ Thay d6i gidly sau 5 gid st dung dé luan phién céc diém ty.
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+ Tranh di dép xang dan da ho&c tit ¢6 dudng may néi, vi
d6 la nhitng diém ty dé kich thich sung né, loét.

+ Di tat kho, sach, khong di tat dai hang ngay. Tat 1a 16p
phu bao vé gifia giay va ban chéan, do vay tit phai mém, khoéng
¢6 nép gip, bo sat ban chan.

— Nhiing 161 khuyén khae:

+ Tranh st dung cac loai dung dich chéng khuin trén ban
chén, vi ¢6 thé gy bong hoic tén thuong da.

+ Tranh st dung dém néng, hodc tui cao su nude néng dé
chuom lén ban chén, tranh di trén san néng hodc viing dit, bai
cat néng.

+ Ghi lai nhiing triéu ching nhu dau, nhiing thay d6i,
nhiing d4du hiéu vé nhidm khuin cac chd rép phéng da, chd bim
tim, cho bi cat, nhdc nhéi, hofic viing dd tay dé bao cho bac si dé
kip theéi xu 1y,
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Chudng 5. CO CHE BENH SINH MOT SO THE
PA! THAO DUGNG

1. DAl THAO DPUONG CO CO CHE TU MIEN, TIEM TANG &
NGUGI TRUGNG THANH (LATENT AUTOIMMUNE DIABETES
IN ADULTS - LADA)

LADA la mét r61 loan, trong rdi loan nay méc dit ¢é cac
khang thé khang tiéu dao tuy (islet antibodies) & thoi diém chan
doan bénh DTD, nhung tién trién ctia suy chic ning t&€ bao p
xay ra cham, vi viy BN bi LADA khéng ¢é nhu cau diéu tri
insulin it nhat trong 6 thang ddu sau khi bénh DTD dudgc chin
doan. Trong s6 BN bi kiéu hinh DTD typ 2 (phenotypic typ 2
diabetes), LADA gip 10% trong s nhiing ngudi trén tudi 35 va
25% dudi d6 tudi nay. Nhitng nghién cfiu tién citu chiic ning t&
bao B da cho thdy, BN bji LADA ¢6 da typ khang thé khang tiéu
dao tuy, suy chitc niing t& bao B xay ra trong vong 5 nam. Ngugc
lai, néu chi c¢6 cac khang thé khang GAD (GAD antibodies -
GADAs) hoic chi ¢6 cac khang thé khang t& bao tiéu dao tuy
(Islet cell antibodies - ICAs), suy chiic ning t& bao B thudng xay
ra sau 5 nam. Theo d6i1 BN trong 12 nam cho thay, nhing ré1
loan dap ing cia t& bao B ¢6 thé dude phat hién & thai diém
chan doan bénh DTD khi tiém tinh mach glucose va glucagon.
Do vay, LADA khoéng phai 1a bénh tiém tang (Qatent), ma la
bénh DTP c6 cd ché mién dich d ngudi 16n tudi, suy chic ning t&
bao B tién trién cham. Vi chiic ning t&€ bao B bi suy giam ngay
& thoi diém chdn doan bénh DTD, do vay diéu tri insulin 13
cAn thiét.
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Vé lich s, nam 1986, Groop va CS da nghién ctiu nhém
nhiing BN DTD typ 2 cho thiy d nhiing nguosi nay, mac diu cé
cac tu khang thé khang t& bao tiéu dao tuy, nhung chic nang t&
bao B dugc bao ton, Typ DTD 6 nhitng BN nay dude x&p vao
nhém DTD typ 1 dién bién tiém tang (latent type 1 diabetes),
triéu chiing lam sang khac v6i DTD typ 1 va typ 2 kinh dién.
Sau do6, Tuomi, Zimmet va CS dua ra tén goi LADA (latent
autolmmune diabetes in adults), nhitng bénh nhan nay khéi
dau diéu tri bang ché& d6 an va thude udng ha duong huyét trudc
khi phai diéu tri bang insulin. Tuy nhién hién nay vin chua r5
rang bénh DTD typ 1 c6 co ché tu mién kinh dién thudng gip
trong s6 nhitng BN trén 30 tudi khi chin doan bénh DTD. Liédu
LADA dugc tach ra thuc chit tit bénh DTD typ 1 ¢6 co ché tu
mién thoéng thudng trong s nhiing ngudi 16n tudi hay khéng, 1a
diéu con phai nghién ciu.

1.1. Dinh nghia va ty &

LADA ]a cum ti thudng duge sti dung dé mé ta nhing BN

c6 kiéu hinh PTD typ 2 két hgp véi ¢6 cac khang thé khang tiéu:

dao tuy, suy chic ning t& bao B tién trién cham. Mot sé tén
khac ciing da duge st dung:

DTD ty mién tiém tang & ngudi trudng thanh (atenl
autoimmune diabetes of adulthood).

DTD tu mién xuat hién muén & ngusi trudng thanh (late-
onset autoimmmune diabetes of adulthood).

DTD typ 1 xuit hién cham (slow onset type 1 diabetes).
DTD typ 1,5 (type one-and a-half).

Néu dinh nghia 13 kiéu hinh PTD typ 2 ¢6 khang thé khang
tidu dao tuy, ty 1€ LADA vao khoang 10% trong s6 nhiing nguoi
bi bénh DTD & d6 tudi 40-75. TY 1é tuong tu ciing da phat hién
thdy trong s6 nhitng BN khéng can didu tri insulin tudi trén 35
6 thoi diém chan doan kiéu hinh DTD typ 2, ty 1é 10% ciing da
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dudc phat hién trong s6 BN DTD typ 2 & tdt ¢& cac nhém tudi
trong UKPDS. Trong s6 BN DTD typ 2 < 35 tuéi lic chdn doan,
ty 1& LADA cao hon nhiéu (25%). Mac dit LADA theo dinh nghia
1a khéng ¢6 nhu cau diéu tri bang insulin 6 théi diém chin doan
va trong thol gian dau sau khi chian doan bénh DTD, trong 6
nam, chic nang t& bao B réi loan nghiém trong, dua dén phu
thudc insulin ¢ hau hét BN bi LADA. LADA van gip 6 BN DTD
béo phi giéng typ 2 c6 khang thé khang tiéu dao tuy va da dudc
chling minh ¢é suy chutc hing t& bao B tién trién. Néng d6 cao
cdc khang thé khang tiéu ddo tuy du bao suy chiic ning t€ bao B
trong tuong lai. Nguge lai, mét s6 it khang thé khang tiéu dao
tuy, nhung néu khéng c6 ICAs sé khéng ¢6 suy chiic nang té& bao
B tién trién. Mic dd LADA lién quan vdéi nguoi trucng thanh,
nhung khi theo d&i 2 dita tré c6 khang thé khang dao tuy nhung
khéng 1& thudc insulin. Vé sau, nhiing dita tré nay da phat hién
thdy c6 suy chiic niang t& bao B tién trién chim. Lohmann va CS
dua ra cum ti " LADY-like " (latent autoimmune diabetes in the
young like). Quan sat tuong ty trong Turkish case di dua ra
cum ti khac: " LADC (latent autoimmune diabetes in children).
Ty 1& béo phi dang ting & tré em da cho thiy danh gla Cac
khang thé khang ddo tuy sé 1a van dé quan trong vi can phai
quan tdm dung mic. Khéng x&c dinh dugc cac khang thé khang
tiéu dao tuy sé khong ¢6 kha ning phan dinh duge DTP typ 1 ti
DTD typ 2 trong s6 nhzmg tré béo phi. Bénh DTD tu mién tién
trién cham dang 1a van 48 duge quan tAm G tré em.

Dé phan biét LADA véi bénh DTD typ 1 kinh dién, xét
nghidm HLA c6 thé c6 gia tri, mic da, LADA da dugc xac nhén
khong gidng véi DTD typ 1. Cac genotyp HLA bao vé & PTD typ
1, d3c bigt HLA DQA1-DQB1 0102(3) - 0602(3)/X c6 ty 1& thip,
Lién quan véi LADA. Diéu dé c6 nghia 13, c6 thé c6 déng khac
biét (co-segregation) gilia DTD typ 1 va typ 2 trong bénh canh
cua LADA, NgLIdl ta cho rang, LADA c6 thé 13 bénh ctia hé tu
mién chung bi€u hién bing ting tin s6 cAc markers trong huyét
thanh cac bénh tuyén giap, thugng than ¢ nhiing BN DTD typ 2
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c6 khang thé khang GAD. Cac khéng thé két hop véi bénh ia
chay md (celiac disease) cling thudng phat hién thiy & BN bi
LADA hon BN bi DTD typ 2. Tuy nhién, nhiing khang thé nay
cling thu’dng gap hon 6 nhiing BN DTD typ 1 ¢6 dlen vi vay
khong thé dimg dé phan biét LADA véi DTD typ 1 ¢6 dién.

Gan day nh&t, cum td ADA (autoimmune diabetes in
adults) 4 duge ghi nhan dé thay thé cho cum tit LADA déi véi
nhiing BN ¢6 khang thé khang dio tuy ma khong can diéu tri
insulin it nhat 6 thang dau sau khi duge chin doan ADA cing
¢6 nghia dé phan biét bénh DTD tu m1en tién trién cham véi
DTD typ 1 tu niibn xuit hién nhanh ¢6 dién.

1.2. Chan doan LADA

—  C-peptid:

Xét nghiém nay dé danh gia chdc nang t& bao B con lai bing
cach xac dinh mic d9 tiét insulin (C-peptid). Nhiing BN bi
LADA, nong d6 C-peptid thap dién hinh, cang thap khi benh

tién trién. Nhitng BN bi khang insulin hodc DTD typ 2 c6 nong
do C-peptid cao hon do insulin duge tiét nhiéu hon.

- Dinh lugng cac tu khang thé:
+ Glutamic acid decarboxylase (GAD) autoantibodies.

+ Insulin antibodies bing Radioimmunoassay (RIA)

Cac xét nghiém dinh lugng cac khang thé khang t€ bao tidu
dao tuy (Islet Cell Antibodies - ICA Tests):

o Céc tu khang thé IgG trong bao tudng t€ bao tidu do tuy.
o Céc ty khang thé ¢6 dinh bé thé t& bao tidu dao tuy.

» Khang thé huynh quang gian tiép (Indirect Fluoescent
Antibody - IFA).

Panh gia cac tu khang thé khang t€ bao dao tuy giap cho
chidn doan phan biét giia LADA va DTD typ 2. Nhing BN
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bi LADA thuong duong tinh véi ICA, con DTD typ 2 thudng
am tinh,

- Dinh lugng khang thé khang GAD (Glutamic Acid
Decarboxylase Antibodies Test): bang Microplate ELISA.

+ Anti- GAD '

+ Anti- [A2

+  Anti-GAD/IA2 Pool

— Dinh lugng khang thé khang insulin (Insulin Antibodies
Tests): bang RIA:

+ Anti- GAD
+ Anti- A2
+ Anti - Inssulin

+ Insulin antibodies

Nhung XN nay st dung dé chan doin sém benh BTD typ 1,
dé chan doan phin biét gitta LADA va DTD typ 2, ciing nhu
chén doan phan biét DTD thai ky, du bao nguy co DTD typ 1

trong cac thanh vién gan cua gia dinh, va theo déi tién lugng
tién trién 14m sang DTD typ 1.

Nhitng BN LADA c¢é thé duong tinh véi khang thé khang
insulin, BN DTD typ 2 rat it khi duong tinh.

~ Nhiing diic diém khéc clia LADA gitip chian doan phan biét:

+ Bénh khdi phat thudng > 25 tudi.

+ Khdi phét giong nhu DTD typ 2 khéng béo (BN giy hoic
cdn ning binh thuong).

+ Khéng ¢6 tién su gia dinh vé DTD typ 2.

+ Nhiing BN bi LADA ¢6 khang insulin giéng nhu DTD
typ 2, nhung ndéng d6 insulin thip hon PTD typ 2.

+ Gen HLA két hop v6i DTD tgp 1 c6 thé gap trong LADA,
nhung khong gép trong DTD tjp 2.
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1.3. Biéu tri

LADA thudng khéng can diéu tri insulin & théi diém chan
doan. Tuy nhién mét s6 nha 1am sang cho rang bit dau diéu tri
insulin 6 théi diém ché&n doan hofic sém hon 13 chi dinh
sulphonylureas ho#c cac loai thudc udng khac dé bit dau diéu
tri. Cling chua rd, liéu diéu tri insulin sém ¢é 161 cho nhiing t&
bao B con lai khéng ?. ‘

Liic ddu, BN bi LADA c6 thé dap ting véi céc thuéc udng ha
duong huyét va thay d6i 161 s6ng. Tuy nhién, t& bao B ti€p tuc bi
huy hoai, vi vay BN phai dude theo déi hét stic chit ché. Mét s§
nghién cdu di cho thiy, su dung sulphonylureas va cac thuébc
nhay cam insulin nhu metformin c¢6 thé lam tang ning nguy co
r6i loan chuyén héa d8i véi BN LADA. Khi dudng huyét
khong duge kiém soét trong thoi gian dai, cAn phai tiém insulin
hang ngay.

80% BN khi khdi ddu chin doan DTD typ 2, nhung XN
GAD duong tinh (XN chan doan LADA+), bénh sé& tién trién téi
phu thudc insulin trong véong 6 nam. Khi XN GAD va [A2
déu duong tinh, qua trinh tién trién phu thudc insulin sé
nhanh hon.

BN mang trong minh bat ky bénh méan tinh nao déu la
nhiing stress. BN bj LADA c¢6 thé ¢6 xu huéng nang hon tinh
trang tram cam (depression) va réi loan an ubhg. Pdng vién,
khuyén bao, diéu tri, BN tham gia trong cac nhém bénh DTBD dé
giip d6 1an nhau (support groups) ¢6 thé cé vai tré quan trong
trong cudc séng caa nhitng BN bi LADA.

1.4. Bién chimg

Bién chitng sau thdi gian dai bi bénh LADA ciing giﬁfng nhu
BN bi DTP typ 1. Theo DCCT (Diabetes Control and
Complications Trial), nguy ¢ cia nhiing bién chiing lién quan truc
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ti€p dén viéc kiém soat dudng huyét. Theo khuyén céo cia Hdi
DTD Hoa Ky, BN bi LADA, HbAlc ¢6 ging dat dugc tix <7 %.

Cang nhu nhfing BN bi DTD khac, néu khéng kiém soat tét
duong huyét, nong dé glucose mau cao sé 14 nguyén nhan gay
cac bién ching than kinh, than, tim mach...

1.5. Tién lugng

Suy chiic ning t&€ bao B ting 1én theo s8 luong cic khang thé
duong tinh.

BN bj LADA sé& phu thuéc insulin dé duy tri kiém soat
glucose. Nhiing BN nay phai tiém insulin hang ngay, BN cén
dugc sy quan 1y, san séc cua thiy thuée.

Bénh DTD, trong d6 ¢6 bénh LADA la mét bénh man tinh
gdy nén nhiéu bién ching, BN c¢in phai tham gia cic hoat déng
san soc stc khoe hang ngay dé c6 thé han ché duge bién ching
va tién trién ctia bénh.

1.6. So sanh giita LADA, DTD typ 1 va typ 2

LADA khong dutdc xép vao DTD typ 1 hoic typ 2, nhufng cb

nhutng diém giéng ndm giita cac typ doé (do vay duge dat tén:
Thé PTD 1,5).

— Su xuit hién: DT typ 1 xuit hién nhanh, & tudi tré hon
LADA. Ca LADA va DTD typ 2 bénh xuit hién cham trong véng
nhiéu thang hoac nhiéu nim.

~ Tién sd gia dinh: thudng khoéng ¢6 tién st gia dinh vé
DTD typ 2 trong gia dinh BN bi LADA, nhung marker di truyén
cac gen HLA phat hién duge 6 BN DTD typ 1 va LADA, khong
¢6 6 BN DTD typ 2. LADA thudng khéng anh hu("mg dén tré em
va thudng it gap 6 ngusi trudng thanh (25-30 tudi), thudng dugc
chdn doan sau tudi 35.
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~  Cac khang thé: DTD typ 1 va LADA thuong duong tinh
m¢ét vai khang thé nhit dinh, nhung DTD typ 2 thudng am tinh.

~ Khang thé khang GAD: LADA thudng ducng tinh.
Nguge lai ¢ DTD typ 1, khang thé nay thudéng duong tinh trén
ngudi trudng thanh hon & tré em.

— Sy nhay cam insulin: LADA khéng c¢6 khang insulin
nhu trong DTD typ 2 va tién DTD.

— BN LADA cAn ning thuong binh thudng, hoac giy,
khéng ¢6 tinh trang khang insulin. DTD typ 2 thudng c6 khang
insulin va qua cén.

— Tién lugng: khoang 80% nhiing ngudi khi méi chan doan
DTD typ 2 ¢6 khang thé khang GAD sé tré nén 1é thudce insulin
trong vong 6 nim. Nhiing nguoi via ¢6 ca GAD va IA2 s& trd
nén 1é thudc insulin sém hon. LADA tién trién cham, nhung xu
huéng tién trién téi 1é thudc insulin.

~ Diéu tri: méc du lic dau duong nhu LADA ¢6 dap ting véi
diéu tri don gian nhu thay d6i 16i séng va thuéc nhuw BN BPTD
typ 2. Tuy nhién, do su ph4 hoai t& bao B lién tuc hodc tién trién
cham, BN bi LADA sé 1& thudc insulin trong tuong lai.

2. CO CHE PHAN T{, SINH LY BENH, LAM SANG CUA THE
MODY

MODY (Maturity-onset diabetes of the young) 12 nhém
bénh 1y khong déng nhat vé 1am sang, c6 dac diém DTD & ngudi
tré tudi nhung khéng ting ceton huyét, di truyén trdi, tu than
(autosomal dominant mode), thudng xdy ra trudce tudi 25 do
khi€m khuyét tién phat chiic ning t& bao B tuyén tuy.

MODY c6 thé do d6t bién bat ky mot trong 6 gen khac nhau
sau day: |

— Gen ma héa enzym glucokinase cua gan, giy bénh

MODY 2.

287



- 5 gen khac mé héa cac yéu t6 phién ma:

+ Yéu t& nhan t& bao gan - 4o (Hepatocyte nuclear factor - 4
[HNF-4a)), gay bénh MODY-1,

+ Yéu t& nhén t& bao gan HNF-1 « gy bénh MODY-3.

+ Yé&u t8 khéi dong insulin-1 (Insulin promoter factor-1
[(IPF-1] gay MODY-4.

+ Yéu td nhén t& bao gan HNF-1 B giy MODY-5.

+ Yéu t6 biet héa nguén goc thin kinh-1 (neurogenic
dafferentiation factor -neuro D-1) cing duge xem nhu 13 B cell E-box-
transactivator 2 (BETAZ2) gy bénh MODY-6.

T4t ca nhiing gen nay dugc boc 16 trong cac t& bao B. Bot
bién bat ky gen nao trong ching sé dua dén roi loan chiic nang
té bao B va phat sinh bénh DTD. Cac gen nay ciing duge boc 16
trong nhlmg t6 chic khac. R01 loan chiic ning gan, than cling ¢6
thé 14 bidu hién caa mét s& thé MODY. Nhu!ng yéu t6 c6 anh
hudng dén tac dung cta insulin nhu: nhiém khuin, day thi sinh
duc, ¢6 thai va béo phi (trong mét s6 trudng hop) cé thé 1a y&u t&
thac day xuét hién bénh DTD va lam tang mic 46 tang duong
huyét 6 BN bi MODY. Nhlmg cong trinh nghlen cttu vé MODY
‘da 1dam sang t6 hon vé& nguyén nhan di truyén trong réi loan
chic ning té bao p.
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Hinh 5.1. M6 hinh t& bao béta tuy va cac protein
cd anh hudng téi MODY.

Glucose duge van chuyén vao trong t& bao B bang protein
van chuyén glucose ddc hiéu (GLUT-2) trén bé mit t€ bao.
MODY lién quan véi enzym phéan hay du’dng (glycolytic enzyme)
glucokinase (MODY 2) xtic tac van chuyén phosphate tit ATP
dén glucose dé hinh thanh glucose-6- phosphate. Trong phan
- Ing nay, chic ning cna glucokmase nhu la yéu t6 do tim
(sensor) cta t€ bao béta. San pham cta ATP do qua trinh phén
hay glucose (glycolysis) va vong Kreb dua dén e ché va déng
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kénh kali nhay cam ATP (dich cta cac thude sulphonylurea),
hién tugng khi cuc mang t€ bao, md kénh Ca phu thudc dién
thé va calcium ngoai t€ bao di vao trong t& bao va diéu dong Ca
t noi tich trit trong t€ bao, dua dén sy hoa nhap nhitng hat ché
tiét chita insulin v6i mang bao tuong (plasma membrane) va
gidi phéng insulin vao hé tuin hoan. D6t bién mét trong cac
allele cia gen méi héa glucokinase sé 1am giam hoat tinh cta
glucokinase trong té bao béta tuy, gy giam phosphoryl héa
glucose trong té& bao béta va insulin duge kich thich béi glucose
sé duge giai phéng & bat ky nong d6 nao glucose trong mau.

Cac thé MODY lién quan dén cac yéu t§ phién ma:
hepatocyt nuclear factor (HNF)4a, gdy nén bénh MODY-1.
HNF-1a gay nén MODY-3. Insulin promoter factor-1(IPF-1) gay
nén MODY-4. HNF-1B3 giy nén MODY-5 va Neurogenic
differentiation factor-1 (NeuroD1 hoiac BETA2) gy nén MODY-
6. Chiic ndng trong nhén cua té& bao béta va diéu hoa phién mi
cua gen insulin (hodc 14 truc tiép nhu HNF-1a, HNF-18, IPF-1
va NeuroD-1 hodc BETA2, hoac gian tiép théng qua tac dung
trén sy boc 16 cac yéu t6 phién ma khac nhu HNF-4a). Ching
efing didu hoa phlen ma cac gen ma héa cac enzym tham gia
van chuyén va chuyén héa glucose ciing nhu cac protein khac
can thiét cho hoat déng chitc ning binh thudng cta t& bao béta.

2.1. Triéu chimg iam sang

Biéu hién trén lam sing cia MODY thudng nhe, ting
duong huyét khong 6 triéu ching & nhiing thidu nién, vi thanh
nién hoic nguEii tré tudi khong béo, nhiing ngudi nay c¢é tién si
gla dinh r6 vé bénh PTD, thudng nhdng th& hé ké tiép nhau
(kiéu di truyén trol tu than). Mot s6 BN cé ting duong huyét
nhe trong nhiéu nim, ngudc lal mot sd trong thdi gian dai c¢b
nhitng mtic d§ khac nhau vé réi loan dung nap glucose trude khi
xudt hién tang dudng huyét lac déi trudng dién. Vi tang dudng
huyét nhe khéng phai 12 nguyén nhan cia cac triéu ching kinh
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dién ctia DTD, bénh DTD c¢6 thé khéng dude chin doan cho téi
khi BN da 16n tudi. Tuy nhién, bénh c6 thé tién trién nhanh dén
tang duong huyét khong cé triéu chiing hoic ¢6 triéu ching va
phai diéu tri bing thudc udng ho#c insulin. Tuy theo cach danh
gi4 hién nay, MODY c6 thé gip tit 1-5% trong téng s6 BN bi
DTD 6 My ciing nhu cac nudc cdng nghiép khac.

Mot vai triéu chiing l4m sang dé phan biét giia BN bi
MODY trong s6 BN bi DTD typ 2 nhu: tién st gia dinh bi DTD tit
3 th& hé trd 1én, tudi tré va khéng béo. Trong nhiing nim gin
day, bénh DTD typ 2 da duge ghi nhan tang ty 18 & tudi vi thanh
nién bi bénh béo phi gidng nhu hiu hét BN 16n tudi bi DTD typ 2.

Bang 5.1. Phan biét dsc diém Iam sang gita MODY v6i DTD typ 2.

el IA? ) h ]
Piéc diém lam sang

MODY

DTD typ 2

Kiéu di truyén

Pan gen, trdi, tu than

Da gen (gen - gen va
tuong tac gen - moi
trudng)

Tudi xuat hién

Tré em, vi thanh nién

40 - 60 tudi hoac d tudi
vi thanh nién (néu cd

béo phi)
Pha hé (pedigree) Nhiéu thé hé it khi nhiéu thé ha
Sy xam nhap 80 - 90% Thay déi (c6 thé tir
(penetrance) 10 - 40%)
Dién mao Khéng béo Thudng béo
Méi chimg chuyén hoa Khéng ¢

Thudng cb
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2.2. Chirc ning ctia cac san pham gen lién quan dén MODY
o Glucokinase | | |

Glucokinase dudgc béc 16 véi ndng dd cao nhit trong t&€ bao
béta tuy va trong gan. Né xtc tac van chuyén phosphate tit ATP
dén glucose dé tao thanh glucose-6-phosphat, diy 1a phan ting
dau tién, 12 budc han ché tée do trong chuyén héa glucose Chiic
niang cua glucokmase nhu 13 y&u t6 dd tim trong t& bao béta
bang kim soat toc d6 thuy phan glucose (phosphoryl héa
glucose) va kifm soét téc dé chuyén héa glucose. Glucokinase
dugce boe 16 trong t&€ bio gan, déng vai tro chinh ctia ¢o quan nay
vé kha ning tich trit glucose dudi dang glycogen, dic biét sau
khi 4n. Nhitng d6t bién di hgp ti (heterozygous mutations)
trong gen ma héa glucokinase dua d&n thiéu hut cuc bd enzym
nay, 13 nguyén nhan giy nén MODY-2. D6t bién dong hop ti
(homozygous mutations) 1a nguyén nhan lam thiéu hut hoan
toan glucokinase, gy phat sinh bénh DTD so sinh kéo dai.

e HNF-1a, HNF-10, va HNF-4a

La nhiing yéu t6 phién ma c¢6 nhiéu trong gan, 1an dau tién
dugc phat hién khi nghién c¢tu xac dinh nhiing protein ¢6 trach
nhiém diéu hoa dic hiéu td chiic bdc 16 gen trong ¢d quan nay.
Nhiing yéu td nay cliing duge phat hién thdy trong nhiing co
quan va to chiic khac nhu cac dao tuy, than, cac td chitc thude co
quan sinh duc. HNF-1a va HNF-18 13 thanh vién trong gia dinh
cac yéu t6 phién méa, HNF-4a 12 receptor nhan orphan (orphan
nuclear receptor). HNF-1a, HNF-1p va HNF-4a tao nén mét
phén hé théng cac yéu t& phién ma, cung c¢é chiic nang kiém
soat bée 16 gen trong qua trinh phat trién bao thai va trong qua
trinh trudng thanh & cac 6 chiic chung boc 16. Trong cac t& bao
béta ddo tuy, cac yéu té phién ma nay diéu hoa su boc 16 ctia gen
insulin, boc 16 gen ma héa cac protein tham gia van chuyén
chuyén héa glucose va chuyén héa trong ty thé (mitochondrial
metabolism). T4t ca nhiing diéu d6 lién quan dén viéc tiét
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insulin. Trong gan, cac protein nay diéu hoa sinh t6éng hop
lipoprotein. Su boc 16 HNF-1o duge diéu hoa it nhat mot phan
b6 HNF-4c. |

e IPF-1(insulin promoter factor-1)

IPF-1 la y&u t6 phién ma dugc bidt 1ap dau tién nhu 13 yéu
t6 diéu hoa phién mi cha gen insulin va gen somatostatin. Né
citng d6ng vai tro trung tdm trong su phét trién cda tuy va diéu
hoa boc 16 nhiéu gen khae nhau trong cac dao tuy bao gom céac
gen ma héa glucokinase, islet amyloid polypeptid va GLUT-2.
IPF-1 hinh nhu ¢6 tac dung trung gian kich thich phién ma gen
insulin do tac dung cua glucose.

o NeuroD-1 (BETAZ2)

Y&u té phién ma NeuroD-1 hay BETA2 dudc biét 1ap trén co
s6 kha ning ctia né hoat héa phién ma gen insulin. N6 can thiét
cho sy phat trién binh thudng cua dao tuy.

2.31. Lam sang cac dudi nhém MODY
e MODY-2

MODY lién quan dén glucokinase (MODY-2) la thé thuong
gip trong cac rot loan MODY, hay gip 6 tré em védi triéu ching
ting nhe glucose mau, phu nd bi DTD thai ky va c6 tién si gia
dinh bi DTD. Bénh giip 6 tat ca cic chung téc. Hon 130 dét bién
lién quan dén MODY da dugc phat hién trong gen glucokinase.
Nhiing dét bién di hgp tu trong gen glucokinase 12 nguyén nhan
gdy nén thé nhe tang dudng huyét khéng tién trién, thuong
khéng c¢6 triéu ching khi chdn doan va chi cdn diéu tri bang
ch& d6 &n don thuin. Tang dudng huyét nhe khi d61 (glucose
mau Iac 461 110-145mg/dl (6,1-8mmol/l), r6i1 loan dung nap
glucose 6 nhiing ngudi mang mam bénh c6 thé dude xac dinh
bang XN sinh héa khi tudi con tré, ¢6 kha niang xay ra sém
sau khi sinh. Khodng 50% phu nt mang dét bién c6 thé bi
DTD thai ky. Duéi 50% ngudt mang d6t bién bi DTD 1am
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sang, trong s6 nay nhiéu ngu’dl bi béo phi, hodac da 16n tudi,
2% nguoi mang dot bién can phal diéu tri bang insulin. Bién
chiing do PTD thuong it gip 6 thé MODY 2.

Tang dudng huyét 6 nhutng nguoi bi MODY-2 duong nhu lién
quan dén giam sy nhay cam cua t& bao B d61 véi glucose cling nhu
khiém khuyét trong téng hop glycogen 6 gan. Nhiing dot bién dj
hop ti trong gen mi héa glucokmase la nguyen nhéin giy nén
MODY va BTD thai ky, thuong gdy giam can tré sd sinh > 500g,
c6 thé do tac ddng trén tiét insulin bao thal. Nhiing dot bién di
hop t 1a nguyén nhin caa thi€u hut hoan toan glucokmase va
gy nén DTD kéo, da1 & tré so sinh, véi nhiing dic difm giam cén
ning. PTD ning can phai diéu tri bang insulin trong val ngay
dau sau khi sinh.

Nhung BN bi MODY-2, do giam hoat tinh cha glucokinase
trong t& bao p dua dén glam phosphoryl héa glucose trong té
bao nay, gidm sy nhay cam cua t& bao B dé1 véi glucose, tang
nhe nong d6 glucose huyét thanh nén va sau an. Ting duong
huyét 6 nhiing BN nay thudng nhe va khong kéo dai trong nhiéu
nam. HAu nhu & BN c¢6 nhiing dot bién glucokinase, dap ling
sinh hoc trong t& bao B tuy han ch& mic dé nang cua ting
dudng huyét. Y kién nay di dugc giai thich trong nghién ctu
nhitng d6i tuong bi dét bién glucokinase so véi ngudi binh
thlidng Trong 2 ngudi ¢6 nhiing dot bién- glucoklnase chi thay
g1am rat it hoat tinh glucokinase, gidm tift insulin ty 1& véi
giam chuyén héa glucose do trung gian cua glucokinase. Tuy
nhién, trong 4 nguoi cé nhling d6t bién glucokmase d3 1am giam
manh hoat tinh enzym, téng s& insulin ti€t ra it hon nhiéu so
v61 ngudi binh thudng. Nhiing sy khéc nhau d6 it hon so véi du
doan, chiing t6 ¢6 cd ché bu trit trong té€ bao B lam tang tuong
doi dap tng tiét insulin. -

Ban chit caa hién tugng bu trit hodc co che dap dng nay da
duge xac dinh & chudt bi MODY do glucokinase (chuot chi cé réi
loan mot allele gen glucokinase). Céac dao tuy cuaa chudt nay va
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cua chudt d6i chiing duge nudi & nhiing nong 46 glucose khac
nhau, két qua cho thay ting dudng huyét nhe di lam téng boc
16 allele glucokinase typ hoang da don (single wild-typ
glucokinase-gene allele), nhu vay s& han ché mic d6 nang
khidm khuyét tiét insulin do kich thich ciia glucose, con khoi
dong glucokinase gan duge diéu hoa chi yéu do insulin ma
khéng phai do glucose, co ché& bl trif ¢6 18 chi xay ra trong cic t€
bao B.

e MODY-1 va MODY-3

- Nhing d6t bién trong gen HNF-4a 12 nguydn nhan cua
MODY-1, d6t bién gen HNF-1a 14 nguyén nhan caa MODY-3, ca
ch€ sinh 1y bénh hai thé bénh nay rit giéng nhau, vi HNF-4a
diéu hoa sy bée 10 HNF-1a. Giéng nhu MODY-2, thé MODY nay
¢6 nhiing d6t bién trong gen HNF-4a ho#c gen HNF-1a ¢ thé bi
DTD nhe. Mic du c¢6 ting nhe néng d6 duong mau lic déi,
nhung thé MODY nay c6 nong dé glucose huyét tuong 2 gid sau
khi 1am nghiém phap ting duong huyét cac hon cd ¥ nghia so
v6i BN MODY-2. Mét ty 16 nhét dinh (30 - 40%) can phal diéu
tri insulin trong sé nhiing ngudi ¢6 ting glucose huyét & thé
MODY -1 va MODY-3, dudng huyét cia BN sé tang theo thoi
gian; do6i héi phai diéu tri bdng thudc ha duing huyét hoic
insulin. Nhiing thé nay cda MODY thudng giy giam tiét insulin
ngay cang ning. Trong mdt nghidn citu tién clu trén mdt gia
dinh 16n bi MODY do d6t bién HNF-4¢ da phat hién thay tiét
insulin giam véi téc d6 1 - 4% nam dudi kich thich cua glucose.
Sy suy giam nay chiing to t& bao P khéng c¢6 kha ning ba tru
khi thiéu HNF-4a.

Trong hau hét cic quin thé, nhitng dot bién gen HNF-ia
(nguyén nhan MODY-3) 13 nguyén nhén thudng gip nhit caa
MODY. Theo théng ké, c¢é trén 120 d6t bién trong gen nay da
dudgc xac 1ap G cac dan tdc, chung tdc, nhu ngutdl chiu Au, Trung
Qude, Nhat Ban, chau Phi, ngusi My goc An D6. Nhitng d6t bién
trong gen HNF-1a hinh nhu 13 nguyén nhin thudng gip nhat
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cua MODY trong s6 nhiing ngudi lén gip trong 1am sang bénh
DTB. Nguge lai, nhiing dot bign trong gen HNF-4a (giy nén
MODY-1) rat it gép, theo thong bao, chi ¢6 13 gia dinh trén thé
gidi da duge xac dinh bi thé MODY nay.

Nhitng BN bi MODY do d6t bién cac gen HNF-1a hoic
HNF-40 v& tudng lai & bi nhiing bién ching do bénh PTPH.
Nhiing bién chiing vi mach, dic biét bién chiing véng mac, than
thudng gép & nhiing BN nay nhu & nhiing BN DTD typ 1 hoic
typ 2, c6 1& do miic d6 kidm soat glucose. .

Nhiéu nghién citu duge tién hanh trén nhiing ngudi tién
DTD do dét bién cac gen HNF-4« va HNF-1a d3 chiing minh
riang, hai nhém bénh nay c6 su khiém khuyét gidng nhau vé qua
trinh tiét insulin duéi tc dung clia glucose, khong ¢6 r6i loan vé
tinh nhay cam déi véi insulin. Nhu vay, réi loan chiic nang té
bao f hon 1a khiém khuyét vé tac dong cia insulin, va hinh nhu
do6 la nguyén nhan d4u tién giy nén bénh DTD 3 nhiing ngudi bi
hai thé nay cia MODY. Cé kha ning phan biét ngudi bi d6t bién
HNF-la véi ngudi bi dét bién HNF-4o tiy theo kha ning moi
cua glucose d€ dap dng tidt insulin d8i véi kich thich caa
glucose sau d6. Trong tinh trang tién TP, kha ning méi binh
thudng khi ting dudng huyét nhe d€ tiét insulin & nhiing ngudi
bi dot bién HNF-la (day la trudng hgp cé dét bién ho#dc khéng
dot bién glucokinase), nhung m4t trong truong hgp bi dot bién
gen HNF-4q.

Ca nhiing ngudi tién DTD hay DTP ¢6 nhiing dot bién trong
gen HNF-4a gidm téng s6 tidt insulin khi dap tng véi glucose
va arginin, cing nhu c6 réi loan tiét glucagon khi dap ing véi
arginin. Roi loan tiét glucagon khi dap dng véi arginin ciing da
duge ghi nhan 6 BN DTD do dét bién trong gen HNF-1a
(MODY-3). Hon nita, sy thidu hut tiét polypeptid tuy do ha
dudng huyét ciing da phat hién thay & nhiing nguoi tién DT va
DTD c6 dét bién gen HNF-4a. Diéu nay chiing t4 rang, su thiéu
hut hoat tinh cia HNF-4a do dbt bign gen nay c6 thé anh hudng
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dén chiic ning t& bao a, B va cAc té& bao tiét polypeptid tuy cua
cac dao tuy.

Dé ¢6 co s6 danh gis & mic phin ta vé khiém khuyét tiét
insulin do giam hoat tinh ctia HNF-1a, ngudi ta da nghién ctu
trén chudt khoéng cé gen nay. Nhiing con chudt nay da xay ra
tinh trang ha duong huyét va giam tiét insulin do kich thich ctia
glucose, ciing nhu khéng ¢6 tin hiéu phan huy glucose trong té
bao B. Hau qua ctia thidu hut HNF-4« ciing da dude nghién ciiu
trong céc t& bao than phoi (embryonic stem cells) va két qua cho
thdy HNF-4a diéu hoa boc 16 cac protein tham gia van chuyén
glucose va phin hay glucose. Ching can thiét cho dap ting tiét
insulin phu thuéc glucose & diéu kién binh thudng. Trong dong t&
bao INS-1 su thiéu hut tiét insulin phu thudéec HNF-4a c6 Hén
quan vdi r6i loan chuyén héa trong ty thé.

Ngoai ra trén chic nang t& bao béta, su thidu hut HNF-1a
anh huéng dén chiic nang than va thiéu hut HNF-4a anh huodng
dén chitc ning gan. Nhiing BN c6 d6t bién HNF-1a, chiic ning
tai hap thu glucose cia than giam (nghia 13 ngudng than dé1 véi
glucose thap) BN sé c6 dudng niéu. Su thiéu hut HNF-4a ¢ anh
hudng dén sinh téng hgp triglyceride va apolipoprotein, 13
nguyén nhan giam 50% néng dd triglyceride huyét tuong va
giam 25% néng d6 apolipoproteins AIl, CIII va Lp(a) lipoprotein
trong huyét thanh.

e MODY-4

Nhitng d6t bién gen ma hoéa IPF-1 1a nguyén nhan it gap
cia MODY. Trén thuc t& hién nay, hiéu biét vé thé bénh nay
cua MODY la dua trén co s6 nhiing nghién ciiu gia dinh don 1é.
D61 tugng nghién ciiu la nhitng dda tré bi BTD so sinh kéo dai
va suy chiic nang ngoai tiét cta tuy do nguyén nhan bam sinh.
Nhiing nghién ctitu di truyén phan ti da phat hién thay riang,
nhiing diia tré nay c6 di hgp ti doi vdi dét bién thay do1 vé cau
tric (frame-shift mutation) trong gen IPF-1. Ca bd va me déu cé
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di hgp ti ddi v4i dot bién nay. Nhitng nghién c@u ho hang gin
phat hién ty 18 cao thé DTD nhe, c6 dét bién di truyén tu than,
két hgp vdi dot bién di hop ti trong gen IPF-1. Sy boc 16 DTD
trong pha hé nay c6 thé xay ra é tudi muén hon trong nhing gia
dinh bi cac typ khac cua MODY. Mét nghién ctiu d4 cho thay: 6
thanh vién gia dinh PTD c6 d6t bién di hgp tit (ndng do glucose
méau ldc déi caa ho 14 169mg/dl [9,4mmol/l], c¢é réi loan tidt
insulin ndng khi nghién ctu bang nghiém phap kep tang dudng
huyét. Khong ¢6 réi loan nhu vay trong 5 thanh vién gia dmh
khong c6 hién tugng do6t bién.

s MODY-5

Nhiing d6t bién trong gen ma héa HNF-1p 13 nguyén nhén
khong thudng xuyén, nhung da dudc xac dinh la thé MODY-5
v6i dic diém vita 6 PTD vita ¢6 bénh nang cdu than gidm sin
(hypoplastic glomerulocystic kidney disease). Ngoai ra, 2 trong
4 nguoi phu nit mang mam bénh trong mot gia dinh c6 di dang
sinh duc nhu bat sdn am dao, t¥ cung khéng phat trién, va
trong mét gia dinh khac ngudi phu nit mang d6t bién c6 td cung
hai sitng (bicornuate uterus). Nhu vay, nhiing d6t bién di hop tu
trong gen HNF-1B c6 thé két hgp v6i nhitng hinh anh 14m sang
do nhiing dét bién dic hiéu va anh hudng cta né trén chiic nang
chia HNF-1p.

e MODY lién quan vdi dét bién trong cdc gen khdc

Xac dinh nhiing dét bién trong cic gen ma héa glucokinase
va cic yéu té phién ma HNF-4a, HNF-1a, HNF-1B va IPF-1 ghi
nhin ring MODY 14 r6i loan giy nén rdi loan vé bodc 16 gen, vé
chuyén héa glucose hodc ca hai trong t& bao B. Cac nhi nghién
cltu dang ¢6 ging tAm soat, sang loc nhitng dét bién trong
nhiing gen khéc vé nhiing r6i loan nay, dic biét gen ma hoa cac
yéu td phién ma béc 16 trong t& bao B d nhiing gia dinh bi MODY
hoic cac thé tréi, tu than cia DTD typ 2.
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Nhiing dot bién trong gen ma hoéa yéu t6 phién ma NeuroD-
1 (BETA2) dugc phat hién trong 2 gia dinh bi DTD typ 2 tréi tu
than. Mét trong hai gia dinh d6 c¢6 du tidu chufn chin doan
MODY gbm (ngoai kidu di truyén trdi tu than) DTD xuét hién
duéi 25 tubl 6 3 trong 5 ngudi mang dot bidn va cin phai didu
tri bang insulin, nhiing triéu chiing nay lién quan chit ché véi
sit hién dién ré1 loan chilc nang t& bao B. Nhu vay, nhing dot
bién trong NeuroD1 c6 thé 13 nguyén nhén cta dudi nhém khae
cua MODY, d3 dudc xac dinh 1a MODY-6.

D6t bién khéng nhay cam da dugc phat hién trong gen ma
héa yéu t6 phién méa t& bao B caa tiéu dao -1 trong mot gia dinh
ngugi Nhat ban dua dén giam hoat tinh ctia yéu to phién ma va
nhu vay c6 thé 13 nguyén nhén giy bénh. Tuy nhién, cin phai
nghién citu vé di truyén va lam sang k¥ hon dé xac dinh liéu c¢6
phai nhiing ddt bién trong tiéu dao -1 13 nguyén nhin cha dudi
nhém khéac caa MODY hay khéng? Cé nhiing gia dinh ¢6 thanh
vién c6 tién st 1am sang phu hgp véi chan doan MODY, nhung
khéng ¢6 nhiing dot bién trong bat ky 6 gen gdy MODY da biét.
Ngudi ta ciing da xac dinh dudge c6 khoang 15 - 20% nguoi chiu
Au, va hon 80% ngudi Nhat Ban c¢6 MODY lam sang. Cé 18,
trong thdi gian khéng xa, nhiing gen lién quan dén MODY bé
sung thém dudgce xac dinh va sé giai thich cd s6 phan ti vé DTD
trén nhiing BN nay.

2.4. Sang loc di truyén déi véi MODY

Cung véi viée xac 1ap cac gen ¢ trach nhiém déi véi MODY,
¢6 thé phai phat hién cic thanh vién trong pha hé ¢é di truyén
dot bién dic hiéu tac dong dén thanh vién trong gia dinh ho
ngay trude khi réi loan dung nap carbohydrat xay ra. Thuc té&
trong nhiing nim gan diy, mot s6 b6 me yéu cdu con céi ciia ho
duge sang loc dé phat hién dét bién di truyén. Néu nhiing daa
tré nay khéng mang d6t bién, thi nhiing xét nghiém 14m sang
khac sé khong can thiét phai lam. Néu diia tré c6 mang dot
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bién, nhiing xét nghiém dinh ky vé€ réi loan chuyén héa
carbohydrat dugc khuyén nén lam. Nguyén tic nay c6 thé duge
ap dung cho bt ky gia dinh nao bi MODY ma su dot bién da
dude biét. |

Sang loc di truyén dé xac lap sy dot bién gdy nén thé
MODY dac hiéu 6 nhiing dda tré quan trong ca vé diéu tri va
tién lugng. Néu nhu réi loan dung nap carbohydrat hoiac DTD
do dot bién gen mi hoéa glucokinase, theo d6i va diéu tri chua
phai 12 van dé cdp thiét, vi dién bién cia bénh nhe va khéng
tién trién. Nguge lai, nhiing nguoi ¢6 man cam di truyén déi véi
bénh DTD do dot bién gen HNF-1a v HNF-do sé phai theo d6i
thuong xuyén, cac bién phap diéu tri thich hgp c6 thé phai béit
d4u sém, vi tinh trang ting dudng huyét c¢6 nguy co tién trién
nang lén, doi hoi phai diéu tri bang insulin. Didu tri sém 48 dua
nong do glucose vé binh thudng s& dé phong dugc cac bién ching
than kinh va mach mau.

Chén doan vé di truyén ciing c6 thé chi dinh cho nhiing BN
duge x8p vao DTD tfp 1 va nhiing ngudi c6 tién st gia dinh vé
DTD. Mot phan nhing BN nay da duge phat hién c6 mang dot
bién gen HNF-1q, ¢6 ¥ nghia chin doan hon chin doan DT tip
1 va c6 ién quan dén tién lugng cia BN nay.

3. DAl THAO BUGNG VA THAI SAN

S& ¢6 hai tinh hudng xay ra: Ngusi phy nit da bi bénh DTD
nay co6 thai, va bénh BTD dugc phat hién trong thoi ky ¢6 thai,
truée dé chua bi bénh BTD.

C6 thai anh hudng trén dién réng vé chiic nang sinh ly;
nhiing bién d6i nay tang 1én tu khi thu thai cho t6i khi sinh d8,
ké ca cac chuyén héa trung gian. Nhitng thay d6i 16n dé gy nén
su khac biét vé mic d6 bi€u hién bénh DTD va doi héi phai ¢6
nhitng thay d8i vé siin sée va didu tri.
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3.1. Su thich img vé chuyén héa & ngudi phu nir binh
thudng khi ¢é thai

e Biéu hién lam sang vé chuyén héa carbohydrat khi cé thai

Nhiing bién d6i vé chuyén hoéa carbohydrate 13 diém néi troi
6 ntia sau cua thoi ky mang thai. Hién tugng dung nap glucose
thay d6i rat it, nhung tac dung ha duong huyét cta insulin lai
bi suy gidm nhiéu. Do vay, ting nbng d6 insulin 1a cAn thiét dé
duy tri dung nap glucose binh thudng. Cé thai 14 mét thach thie
sinh 1y vé kha ning du tri tiét insulin cia tuyén tuy. Phi dai té&
bao dao tuy ¢ thai phu 1a dap dng sinh 1y binh thudng, nhiing
biéu hién 14m sang thudng xay ra & nhiing ngudi bi han ché
ho#c mat kha ning du trid caa t& bao béta tuy. Vi vay, khi cé
thai ciAn phai quan tim téi nhiing biéu hién dau tién vé mat
dung nap carbohydrat (nhu DTP thai ky-Gestational Diabetes
Mellitus-GDM), hoidc tang nhu ciu d6i véi insulin xay ra ¢
nhiing phu nid b1 DTP truée khi c¢6 thai (Pregestational
Diabetes Mellitus -PGDM) dang phai diéu tri insulin. Nhiing
thay d6i nay song song véi su phat trién cfia thai nhi va rau
thai, ting nhanh theo kich thuéc cia thai tif tun 20 - 24 thai
ky. Nhiing thay d6i d6 sé nhanh chéng tré lai binh thudng sau
khi sinh. Ngay sau khi sinh, h4au hét phu nit bi GDM dung nap
glucose sé trd lai binh thudng, nhu ciu vé insulin gidm mét cach
nhanh chéng & nhung bénh nhan PGMD dang diéu tri insulin.
MBéi lién quan theo thoi gian nay c¢é anh hudng té1 thal vi nhing
tac dung giy khang insulin va DTD.

o Anh hudng cua thai d6i vdi chuyén héa ciia me

Mét s6 dic diém chuyén héa trong qua trinh phat trién cia
thai va anh hudng ciia né dd1 véi chuyén héa ciia ngudl me sé
dugc trinh bay tom tat sau day:

—  Dudc d6ng hoc va su luan chuyén ctia insulin.
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Su thoai bién (degradation) trong nhau thai lam ting via

phai thanh thai (clearance) insulin cia ngusi me.

+ Tac déng cua insulin: nhiing thay déi rat ro vé tinh nhay

cam va tiét insulin.

+ Tinh nhay cam cua insulin: tinh nhay cdm insulin bt

dau gmm vao cudl 3 thang dau cta thai ky va giam nhanh ¢ giai
doan cuéi. Tinh trang khang msulm xay ra trong gan, td chtic
mé va cd xucng. Hién tuong gin insulin véi receptor khong
giam G ngudi c6 thai, khang insulin & day la do nhiing véu t&
trong t& bao. Nhiéu nha nghién ctiu cho ring, trong thdi ky
mang thai ¢6 mét s6 ré1 loan sau day:
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« (o nhlmg bién doi trong hé thong tin hiéu insulin: giam
RIS-1, giam GLUT-4. Cac tac gla (Garvey WT et al,1993.
D1abetes 42.1773- 85) cho ring van chuyén glucose vao t&
bao ma glam 60% 6 phu nit bi PTD thai ky so vdi nhém
ching, néng d6 GLUT-4 giam 50%.

» Glycoprotein-1(PC-1), chat e ché qua trinh phosphoryl
héa receptor tiép nhén insulin. Néng 46 PC-1 & phu nii bi
DTD thai ky ting 63% so véi phu nit ¢6 thai binh thuong va
tang 206% so v61 nguoi phu ni khéng mang thai (Shao
J,Catalano PM et al 1999, Diabetes,48:A53).

» Trong thoi gian mang thai, nhau thai ti&t ra cac hormon
(nhu estrogen, progesterone, Human placental lactogen
(HPL), Human chorionic somatomammotropin (HCS)). Néng
dd cac hormon nay ting song song véi tang kich thuée thai
nhi sudt quéa trinh ¢6 thai. Mai hormon ¢6 thé kich thich
ti€t insulin va g’lam nhay cam d6i véi insulin & t8 chic
ngoai vi. Prolactin caa tuyén yen va cia mang rung, loai
khac cua hormon phat trién nglfdl (hGH-V= Human
Growth Hormone Variant) ¢6 ngudn géc nhau thai cling ¢o
thé tham gia gdy tinh trang khéng insulin khi ¢6 thai.
Lactogen (Human placental lactogen-HPL) thuong bit diu



tang vao 3 thang gitia cia thai ky, cdc hormon nay gin véi
receptor tiép nhén insulin lam giam phosphoryl héa cua
IRS-1. Néng dé6 HPL va mét s6 hormon khée nhu
progesteron, estrogen ting cung vél su phat trién thai. Khi
cac hormon nay dugc nhau thai tiét ra véi s6 lugng du
thuong vao thang thi 24 - 28 thai ky, gy ra tinh trang
khang insulin. Vi vay, DTD thudng xuit hién vao thai
diém nay.

e Vai tré ciia TNFa. Ngudi ta thay riang, nong d6 TNFa &
nguci b1 BTD thai ky caoc hon so v6i ngusi binh thudng
(Coughlan MT.et al.2001). C6 1€ cytokin nay tham gia vao
co ché& bénh sinh DTD thai ky ?

— Tiét insulin: trong giai doan sém cua thai ky, nong do
nén cua insulin khong thay doi, dap dng tiét insulin ting nhe
khi uéng ho#c truyén glucose. Tiét insulin nén va sau kich thich
bing glucose ting nhiéu vao giai doan cudi thai ky (2-3 14n) dé
bt vao giam tac déng cta insulin.

— Nhitng bién d8i khac vé chitc ning ndi tiét: mot sd
nhiing bién d6i ngoai tit cung ¢ thé ciing quan trong. Nong do
glucocorticoid huyét thanh ting 2 1an vao nhiing thang cuéi thai
ky, cortisol tu do Iuu hanh trong mau me tang. Tuy nhién, diéu
nay chua dude sang to, lidu glucocorticoids ¢6 phai ngudn goc 1a
tt thai nhi, hay do kich thich cia yéu t6 giai phéng
corticotrophin ciia nhau thai? Tiét cortisol nhip ngay dém van
dugc duy tri, cd ché phan hoi ngude tuyén yén-ha khau ndo hoat
déng 6 miic d6 cao hon, cé 1é do hau qua cua tiang sinh kha dung
cua céac steroids sinh duc.

~ Chuyén héa ning lugng cia me: rit nhiéu chit dinh
dudng cung cip cho thai nhi t& me sang duge khuéch tan phu
thudc vao nong dod théng qua tuan hoan rau thai. Su phat tﬁén
vé cau tric, 16n 18n, nhu cdu oxy héa, chuyén héa phu thuée
hoan toan véo nguén nguyén liéu chuyén héa tit me sang con.
Nguéon nguyén liéu nay hét sic quan trong. Day 1a thach thiic
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vé chuyén héa cha ngusi me de duy tri nhiing ¢¢ chat chuyén
héa quan trong cho su phat trién ctia rau va thai, nhung dong
thoi phai dam bao niang lugng cho hoat dong ca chinh minh.

— Tinh trang nhanh déi: déi 6 ntia phan sau ciia thai ky 13
do sy diéu déng va oxy héa nhanh cac acid mad va tang dang ke
ceton trong huyét tuong va nudc tiéu. Ngudi ta con thay giam
nhanh va nhiéu glucose va acid amin trong mau me. Gidm
glucose mau ¢6 thé do thai phu bi ha dudng huyét thuc su, do
giam diéu dong amino-acid, 1a co chit tao duong dé b vao
higng glucose da chuyén hoa- Nhitng thay do1 vé chuyén héa khi
do61 vao giai doan sau cua thai ky duge goi 1a "tinh trang nhanh
dé1 "(accelerated starvation). Thuc t& 1Am sang cho thay, tang c6
¥ nghla cac acid béo tu do, glycerol va ceton trong huyét tUOng,
giam glucose va aminacid phat hién thdy lic 12 g6 trua &
nhitng thai phu bé bita &n sang (vi vay, thuc t&€ lam sang nay
thuong duge st dung trong k& hoach XN dé danh gia nhiing ré1
loan chuyén héa vao niia sau caa thai ky).

~ Qué trinh dong héa (anabolism): nhung thay d6i vé
chuyén héa xay ra sau khi in. Khi c6 thai, nong dd glucose
trong mau cao hon va kéo dai hon, VLDL.C ciing cao hon, déng
thoi giam glucagon huyét tuong nhiéu hon so véi ngl.rch khong cé
thai. Khang insulin tham gia trong nhitng thay déi nay, va sé
tang khi nong d6 acid béo tu do cao hon do insulin khong kim
hdm hoan toan hién tuong phin huy méd, trong khi su van
chuyén qua nhau thai caa glucose phu thudec vao nong d6. Tang
duong huyét kéo dai hon sau khi dua thiic an vao & glal doan
sau ctua thai ky lam cho sinh kha dung cta glucose t6t hon dé
cung cap cho thai nhi. Tang triglycerid mau can c¢é nhu la niang
lugng oxy héa xen ké & ngudi me, tiét kiém glucose dé cung cap
cho con qua nhau thai. Cudi cung, sy kim ham glucagon lam
giam qua trinh tan tao glucose va tao ceton vi vay tiét kiém cac
acid amino dua vao cho me ciing nhu nhu ciu caa thai.
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3.2. C6 thai & nhimg ngudi da bj bénh DTD
3.2.1. Sinh ly bénh cua DTD va c6 thai

Thai phu bi DTD va con cua ho, ca hai déu ¢ nguy co bi
bénh va ti vong. Trude théi dai insulin, ti vong cia thai phu
Ién t6i trén 25%. V6i nhiing thanh tyu cla y hoc hién nay, ti
vong cua thai phu rat hiém, ciing rit it gip thai chét Ivyu. Ty 1&
tu vong chu sinh (tri nguyen nhin do di tat bAm sinh ning) dat
duge nhu ty &€ trong san khoa néi chung, tuy hau qua
cua nhitng nguyén nhan khac it nghiém trong hon thudng van
con gap.

3.2.2. Anh hutng ciia bénh DT d6i vdi thai ky

Ngudi ta cho ring, nhitng bénh xay ra & nhfing dita tré méi
sinh 14 do nhiing ré1 loan trong mdi trudng chuyén héa ctia me
hon 1a do di truyén, vi con ctia nhiing ngudi cha bi BTD phat
trién binh thudng. Nhiing bénh dic biét (di tat, di dang) cta
thai phu thudc vao nhiing réi loan chuyén héa xay ra trong thoi
gian mang thai (fuel- mediated teratogenesis).

3.2.3. Anh hudng cda thai d6i vdi bénh DTD

Kiém soat glucose mau: Khi ¢6 thai binh thudng, tinh trang
khang 1nsu11n dude khic phuc bang tang san xudt nsulin cha
me lam cho nbéng dé glucose gan bang nong d6 ciia ngudi khong
c¢6 thai. Khi thifu insulin sé giy ting glucose mau, trit khi ting
liéu insulin dé phuc héi lai can bing.

3.2.4. anh hudng cua bién déi su nhay cam cua insulin

Nhiing phu nit truée day da bi GDM, dung nap glucose binh
thudng, mic du cé khang nhe insulin trude khi ¢é thai, nhung co
¥ nghia v& sy nhay cta insulin & cudi quy 1 that ky. Mét s6 phu
nit bi DTD typ 1 thuong cé ha du’dng huyét niang hon vao gial
doan gan cudi quy 1 thai ky, do vy can thiét phai glam néng 4o
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insulin vao thoi gian nay. Cé géng dé kiém soat glucose huyé’t
théa dang nhanh nhit néu cé thé. Mot s6 bénh nhén co cam
gidc mét moi vao budi sdng c6 thé do thiic #n dua vao that
thudng, khéng 6n dinh, dudng huyét luén dao dong. Vi vay,
ngudi thay thude lam sang phai quan tam dé1 véi tinh trang nay
trong giai doan s6m cua thai ky dé c6 hudng xit 1y thich hap.

Trong quy 2 thai ky, nhu ciu d6i v6i insulin ting rd rét,
thudng phai tang lidu insulin i hai d&n ba 1an hon so véi trudc
do. Trong vai tuan cu01 cta thai ky, su kiém soat glucose hoan
toan &n dinh, chi can diéu chinh liéu nho insulin. 1 - 2 tuin
trude khi sinh, mot so ' bénh nhan cé biéu hién ha glucose mau,
lidu insulin c¢6 thé cin phai giam nhiéu hon nita. Ngay sau khi
sinh, tinh nhay cam véi insulin phuc héi lai binh thudng hodc
tren binh thusng. Giam tuin tu liéu msuhn (70 - 90%) c¢b thé
can kéo dai trong vai ngay, sau d6 nhu cau insulin thuong giéng
nhu liéu da diéu tri trude khi c6 thai.

3.2.5. Bénh vi mach (Microvascular disease)

a. Bénh véng mac (Retionopathy)

Mot s bién chiing bat ldl ve vong mac do DTD trong thoi
gjan ¢é thai d& duoc ghi nhan. Nguy cd glam thi luc trudc hét la
g nhung bénh nhan trude khi ¢6 thai da cé tén thuong nang day
mét hosc bénh vong mac ting sinh khéng dugce diéu tri. Khi c6
tha1 bénh véng mac cang ning hon va c6 hién quan dén mot s6
yéu to sau: thai g‘lan bi bénh PTD, mic 46 ning cua tang dudng
huyét & thoi diém xuat hién bénh DTD, hiéu qua kiém soat
bénh DTD dat dudc trong nia diu cia thai ky, va su hién dién
THA cua thai phu So litu tit DDCT da chi ra ring, thai ky
tham gia vao tién trién tam thdi bénh vong mac, bénh c6 thé
tiép tuc ning lén sau sinh, hodc c6 thé bit ddu xudt hién muén
til 6 - 12 thang sau khi dé. Tuy nhién, bénh vong mac co xu
huéng niang lén trong thai ky hinh nhu chi la tam thoi, vi da
khong phat hién tac dung bat lgi kéo dai d6i véi vong mac trong
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thoi gian c¢6 thai. Tuy diu tri bing photcoagulation ¢6 thé cé
hiéu qua nhung t6t nhat 1a chua nén cé thai d6i véi nhiing phu
ni bi benh vong mac dang hoat déng cho téi khi bénh da duge
diéu tri 6n dinh.

b. Bénh than (nephropathy)

Tang mic loc cau théan 14 thich Gng sinh 1y binh thudng khi
c6 thai, thich Gng nay c¢6 thé kém hon khi da/dang c6 bénh than
va/hodec THA. Phy nit ¢6 thai thudng két hop véi nhidm khuan
duong tiét niéu va viém bé than. Bénh nhan da bi bénh than do
DTD hoiic suy than nhe [creatinin < 1,4mg/dl (124mml1)] cé thé
khong dién bién ning hon, miac du, protem niéu va’hodc d6
thanh thai creatinin ¢6 thé tién trién xau hon khi c6 thai.
Nhiing bénh nhén bi suy than nang hon [creatinin > 1,4mg/dl
(124mmol/D)], khi c6 thai ¢6 thé 1am ting suy chiic nang than.
Ciing ¢é trudng hgp suy chiic ning thin vita ph3i ma nguyén
nhan khéng do DTD. Bénh than thudng lam tang nguy co
THA/tién san giat, ting bénh véng mac va nhiing bénh ¢la thai
nhi va tré sg sinh nhu dé non, thai cham phat trién trong tu
cung. Nhu’ng c6 ging dé phuc héi chiic ning than bao gém: kiém
soat t01 uu glucose huyét va HA, khao sat kj va diéu tri nhanh
nhiém khuin dudng tist niéu.

¢. Bénh than kinh

Con it tai liéu ghi nhan vé anh huédng ¢6 thai d61 véi than
kinh do DTD. Tuy nhién, sy hién dién cha bénh than kinh tu
chu, dic biét bénh liét da day c6 thé c6 anh hudng bat lgi dén
bénh cha me va tién trién cta thai. Da day khéng diéu hoa cé
thé 13 nguyén nhin suy dinh dudng, dao doéng thit thuong
glucose mau hedic hé hdp cua me (maternal aspiration). Nhiing
bénh nhéan bj rél loan chiic ning bang quang ¢6 nguy ¢6 tai phat
nhiém khuin dudng tiét nidu.
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3.2.6. Bénh mach méu ion (macrovascular disease)

Nhiing bénh nhan DTD bi bénh mach méu 16n khi cé thai
c6 nguy co nghlem trong déi véi dién b1en cia me va con. Cé
thai co thé 1am tram ‘trong hon benh mach miu ¢6 tif trude, mét
58 it trudng hdp da_ dugc gh1 nhan trong y vin trén 30 nam
truée, nhoi mau cd tim khi c6 thai ti vong téi 50%. Véi hidu biét
v phuong tién chén doan dleu tn benh mach vanh hién nay, ty
1& nay da glam rit nhleu L

3.3. Phan loai ETB khs co thaa

- Tai My, ty 1¢ BN DTD ¢6 thal dang dleu tri bang insulin
chiém khoang 0,2 - 0,5% trong so nhiing ng'ufol c6 thai. Trong
mit s& cong dong, trén 50% ngudi cé thai nhu vay 12 PTD typ 2,
DTD thai ky thém 3 - 8%, ty 1& nay ting 1én trong tuong lai vi ty
1& bénh béo ph1 va BTD typ 2 dang ting 4 tudi vi thanh nién va
ngudl tré tudi, dic bist trong cac 'dan tdc thiéu s6. DTD va thai
san 13 van dé dang &uac y te trong va ngoal nuidc quan tam.

DTD tha1 ky (Gestatlonal dlabetes melhtus - GDM) 14 tinh
trang khéng dung nap carbohydrat xay ra dudc phat hién 14n
dau tién khi ¢6 thai. GDM duge chia ra hai nhém nhé vé miic &6
101 loan chuyen héa tiuy theo nong d6 glucose hic d6i (Fasting
Plasma Gluoose FPG) theo bang 5.2. GDM loai Al glucose huyét
tuong van trong giéi han binh thu:dng (< 95mg/dl [< 5,3mmol1])).
Loal A2 khi glucose mau trén hodc bang gi61 han trén.

Ve dich t& hoc, phu nu’: c6 thai ¢6 rdi loan dung nap glucose,
da bi GDM trong 14n c6 thai trudc khéng duge x8p vao GDM
trong 1an ¢6 thai niy, ma duge x8p vao loai GDM d4 ¢6 & 14n cb
thai trudc (previous GDM), tuy theo néng do6 glucose lic déi dé
xep vao loai Al hodac A2 (bang 5.2). Nhiing yéu t& quyét dinh
tién trién cua me va thai nhi 13 ¢6 hay khong cac bién chlmg
mach mau cta thai phu do PTD, miic d6 kiém soit chuyén héa
trong thdi ky ¢6 thai. Vi vay, trong bang phén loai xép thai phu
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DTD typ 1 hoac typ 2 chxa ra ¢b hodc khong ¢b cac bién chning
Tubi caa thai phu & thei diém dude chan doan, thoi gian bi
bénh DTD 14 cac yéu td nguy ¢o doc l4p d6t véi cac bién chiing
kh1 c6 thai.

Bang 5.2. Phén loai khéng dung nap carbohydrat trong khi ¢6 thai.

ngi Tiéu chuin phan loai

- DTD thai ky (GDM):

Loai A1 - FPG binh thuding < 95mg/di[< 5,3mmol/l]

Loai A2 "~ -FPG tang > 95mg/d! [>5,3mmol/l]
- GDM & 1an c6 thai trudc: - BN bi DTD chi trong khi c6 thai

Loai A1 | - FPG binh thudng < 95mg/di[< 5,3mmol/l]

Loai A2 - FPG tiing > 95mg/d! [>5,3mmol/] |
- BTD trudce khi cb thai: - Bénh DTD dugc chdn doan trude khi cb thai
DT typ 1 | |

Chuacébidnchimg - Khodng cé cac bign chimg: bénh véng mac,

| bénh than, banh than kinh, THA, bénh mach

) vanh, bénh mach mau ngoai vi.

C4 bién chimg - C6 mét hoc nhidu cac bién chimg trén.
PTD typ 2: '

Chufa cé bién chimg - Nhu DTD typ 1

Cd bién chilng - Nhu DTE typ 2

'FPG = Glucose huyét tuong iGc d6i, GDM = DTE thai ky.

3.4. S#n séc, didu tri bénh nhan DTD khi ¢6 thai

~ D61 véi bénh nhan DTD c6 thai:

Trude khi ¢6 thai: sin soc diéu tri nhiing bién chiing bénh
DTD mot cach t61 vu. Ngay 6 tudi day thi, tat ca phu ni bi PTD

¢6 thai déu phai dude quan tAm sin séc chu déo ctta ca xa héi va
gia dinh. Nén cé thai sau khi da duge danh gia c6 cai thién,
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kiém soat chuyén héa tot, dé dé phong nguy cg Say thai tu nhlen
va thai di dang.

_ Danh gi4 vé y t& danh gia sdc khoe thai phu, nhat 1
kha nang cé cic bién chiing mach mau do PTD, can duge tién
hanh bat ci hic ndo dé tu van cho ngudi phu nit trude khi c6
thai. CAn kham xét téng thé nhu khung chau, kham chuyén
khoa mat, xét nghiém HbAlc, TSH, d6 thanh thai creatinin 24
gid, protein nidu, xét nghiém thanh phan t& bao mau ngoai vi,
cac xét nghiém vé sinh héa, mién dich (nhu déi véi rubella).
Nhiing van dé vé 161 sdng, sinh hoat cling phai duge quan tam
nhu: danh gia tinh trang stress, hit thude, dang uéng thude gi,
udng rugu. Mot s thude thai phu dang diung c6 thé phai ngiing,
dsc bidt cac thude tic ch€ men chuyén, nhitng loai thudc c6 téc
dung bat lgi dé1 véi thai.

~ Nhitng van dé lién quan dic biét d61 véi bénh DTD:

Nhitng nguy c¢ siy thai tu nhién, cac tat di dang bam sinh
¢6 lién guan dén nhing thay d8i vé chuyén héa chung quanh
thoi gian c6 thai sau 7 tudn. Cac yéu t6 chuyén héa va cac yéu
t§ khac tham gia vao bénh 1y nay chua duge hiéu hoan toan.
Nhiéu céng trmh nghién ¢tiu lam sang da chiing minh giam 6
ty 18 méi méc cac bidn ¢ nay khi kiém soat PTD ¢6 hiéu qua
trude khi bat diu c6 thai. Nhu dé trinh bay & cac phan trén,
DTD t§p 2, béo phi, nhitng khi€m khuyét vé tap tinh than kinh
c¢6 thé ¢6 ty 16 cao hon trong cudc song tu’dng lai ¢ nh{'mg daa
con cua nhiing ngudi me bi DT, dic biét néu nhu klem soat
chuyén héa khéng t61 uu trong sudt thoi ky cé thai.

Luu ¥: D& han ché& t6i thiéu nhitng bat thudng c6 thé xay ra
khi sinh va sdy thai ty nhién thi cAn phai kiém soat chuyé’n héa
t6t, on dinh trude khi cé thai, di€u nay doi héi c6 gang cua bénh
nhan va gia dinh bénh nhén trén nhiéu linh vyc dé kiém soat
mot cach toan dién. Trude va sau cb thai, c6 thé giam acid folic
gdy nguy cd thidu bam sinh 6ng thin kinh, thudng gip & nhiing
thai phu bi bénh DTD. Céac loai polyvitamin ¢é chia 0,8mg acid
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folic cho thai phu uong truée khi cé thai va tiép tuc trong 6 tuin
d4u thai ky la rit bé ich.

~  Kidm soat chuyén héa téi vu:

+ Thai phuy tuy ki.éqm tra dudng mau biang may do dudng
huyét mao mach, dinh lugng HbAlc theo dinh ky.

+ Ch& d% an dua trén s6 va chat Jugng thuc pham cung cip
hang ngay.

+ Tinh toan liéu insulin (insulin da typ, hén hop)
+ Thi glucose mau hang tudn, néu cin ¢6 thé sém hon.

+ S8 t6t hon néu nhu tinh liéu insulin theo thanh phan
thuc pham (can bang gifia protein, md, va cic chit vi lugng), sao
cho bao dam diy du nang lugng va cin bang dinh dudng té1 vu.

— Sé4n s6c diéu tri sau khi c6 thai:

+ Ché d6 an.

Tiép can c¢o ban: bénh nhan DTD khi c6 thai, ché d6 an
khong thay ddéi nhifu so véi khi chua cé thai, tri cac
carbohydrat phiic hgp sé dude thay bang cac dusng don. Vi xu
huéng d6i nhanh, bénh nhin nén &n bila sang, lugng
carbohydrat dua vao it khi dudi 180g/ngay, cac biia n duge chia
ra dé tranh d6i, giia cac bita &n thudng khéng cach nhau qué
4 - 5 gig, trif qua dém. Ty 1é btia an vao nhiing thoi gian dédc biét
phai cu thé, thich hop cho ting ca thé ngudi bénh, co thé dudge
thay d6i theo ¥ thich ting ngudi sao cho c¢é hiéu qua én dinh dé

kiém soat chuyén héa. Tuy nhién, k&€ hoach #n uéng phai chon
loc, 6n dinh ngay nay qua ngay khac 1a rit can thiét.

Bita &n va thie dn: phai don gian, su don gian sé lam tang
sy tudn tha, gdm 3 bita 4n chinh va 1 bita an phu trude khi di
ngu (bedtime snack) M6t s6 tac gid khac khuyén #n nhiéu buta
nhé (6 - 7 bita) dé tranh tang dudng huyét sau in. Nhung nong
d6 glucose mau trung binh 24 gid c6 thap hon véi ché d6 an nhu
vay thi chua duge chiing minh. Mét s& céng trinh nghién citu hoi
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ctu da cho thay, c6 tuong quan chit gifta dudng mau sau an,
cin nang dda tré hon 14 gifia dudng mau lic déi va trude khi an
v0l ¢iAn ning dda tré. Cé didu chua chic chén 12 mic d6 dao
déng glucose mau ¢6 anh hudéng dén tién trién cha thai hay
khong? nhung néng d6 glucose mau trung binh da duge chiing
minh ¢6 anh hudng dén két cuc chu san (perinatal cutcome).

+ Téng cén:

Ché d9 4n hang ngay tuy ting ca thé ngudi bénh, thay ddi
trong sudt thoi ky mang thai. Mét s8 tac gid khuyén ring, ting
cén sé ¢6 ty 18 ngude v6i mie d6 béo phi ctia ngudi me truée khi
¢6 thai, duge xac dinh bang BMIL BMI truéc khi ¢6 thai
20 - 26kg/m? duge xem la binh thudng, nhiing ngudi nay ting ti
11 - 16kg can nang duge xem 12 mong mudn. D61 véi nhiing
ngudi gay hon, BMI < 20kg/m? nén ting can 12 - 18kg. Déi véi
nhiing ngudi béo phi, BMI > 26kg/m? nén ting 7 - 11kg. Mét s6
chuyén gia nhin manh ring, tiéu hao nang lugng khi c6 thai
trén mic nhu cau khi chua ¢6 thai khoiang 100 - 150 keal/ngay.
Vé can ban, thip hon 250 - 300kcal/ngay dang dude ap dung
rong ré@i trong thoi gian gan diy (chi tiéu theo y van nudc
ngoai). Nhu vay, quan trong 12 phai theo d&i cin ning trong
thoi gian c6 thai va thay d6i thuc phim dua vao @8 dat dugc
muc tiéu da tém tit & trén.

+ Gial doan dau co thai:

Trude khi ¢6 thai va trong quy dau cla thai ky, ché db &n
dua trén co sé xac dinh ning lugng dua vio dé duy tri caAn ning
cua thai phu & mic 32kcal/kg cin ning 1y tudng (ideal body
weight- IBW), r6i tang 18n 35 - 38kcal/kg sau 3 thang diu phu
thuge vao su ngon miéng, hoat déong thé luc va ting can. Dam
trong khiu phan #n 1a 1,5-2,0g/kg IBW, duong chiém 50-55%,
md khoang 30-35% ning luong toan phan.
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+ Nhiing thay 461 dé dat t6i muc tiéu:

Nhiing thay dé6i ning ludng toan phin trén 25 - 30% c6 thé
can thiét dé dat duge tang cin t6i wu nhu da md ta & trén. Do
v6i nhiéu phu ni bi DTD typ 2 qua cin, han ché nang luong
trung binh ¢6 thé gidm dudng huyét ma khéng ting ceton mau
hodc ceton nidu. Tuy nhién, néng lugng dua vao han ché& nhiéu
(nhu gidm t6i 30%), ¢6 thé tang nghiém trong FFAs va ceton
huyét tuong, do vay khong nén han ché ning luong téi mic dé.

Ché& dé an nhiéu chit %6 cling khéng lam gidm 6n dinh dudng
huyét sau &n trong khi ¢6 thai. Ch& dé #n calori dong loat nhu
nhau (socaloric diets) chi c6 30 - 40% carbohydrat (it hon so véi
50-55% da trinh bay & trén) lam téng glucose huyét it hon,
nhiing tac dung cta ting dong thoi protein va md trong ché d6 an
trén cac amino-acid, lipid, va ceton cua thai phu chua dugc
nghién ctu. | ,

+ Insulin: difu tri t1 uu tiy thude vao tiing ¢4 thé bénh nhan.

Chon loai thuéc insulin: trong hau hét cac truong hdp,
insulin tac dung dai (nhu NPH) tiém vao bita sang, biia t6i va
trudc khi di ngd dé duy tri néng dd insulin nén. Nhiing loai
insulin cé tac dung ngin hon (nhu regular insulin, rapid insulin
analogs, lispro, hodc aspart) tiém trude khi an. Phuong thiic tac
dung ctia cac insulin analogs néi trén sau khi tiém 13 bat chuée
phudng thitc tac dung cua insulin dudc tiét ra & ngudoi binh
thudng hon tac dung sau khi tiém regular human insulin. Tinh
uu viét cia rapid human analogs, ngoai tac dung kiém soat
duong huyét sau an, con cé tac dung giam ty 1&é ha duong huyét
trong mot s6 trudng hgp. G mét s6 bénh nhan tiém bolus lispro
ho#ic aspart insulin cdn bé sung mét lidu thap intermediate-
acting insulin hodc regular insulin dé dé phong ting dudng
huyét trude bita 4n do hét tac dung clia insulin analogs vao thdi
diém nay. Insulin analog tac dung dai, glargine insulin (Lantus
TM) da duge san xuit nhu 1a thude dudge chon d6i véi cung cap
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insulin nén. Chua c6 nhiing thi nghiém lam sing & nhing
nguoi mang thai, su dung né khi ¢6 thai chi duge xem xét say
khi @3 can nhéc ddy da vé loi ich va nhiing nguy co do chua hiéy
biét mot cach day du vé loai insulin nay. Mét s6 ¥ kién ti nhutng
nghién ciu rat han ché trén céc sinh vat thuc nghiém cho ring,
thuéc c6 tac dung kich thich manh IGF receptors

-+ Nhiing luu y dic biét:

Insulin duge diéu chinh d& dat duge ndng d6 glucose mau
khi d6i va truée khi an 65 - 85mg/dl (3,6 - 4,7mmol/l), néng d6
sau dn 1 hogc 2 g16 < 140 - 150 va 120 - 130mg/dl (7,7 - 8,3 va
6,7 - 7,2mmol/]) tuong Gng. Tinh toan diéu chinh tly theo titng
nguoi bénh dé hu?dng dan cho bénh nhan liéu insulin cho tling
l4n tiém c6 thé théng qua dién thoai hodc tryc ti€p tai phong
kham bénh. Stt dung bom tiém dién tiém insulin (truyén insulin
dudi da lién tuc- continuous subcutaneous insulin infusion -
CSII) da khong ching minh c6 1¢i hon so véi diéu tri theo cach
théng thuong khi ¢6 thai. Mt s8 tac gia da manh dan diéu tri
truyén insulin dudi da lién tuc cho nhiing bénh nhén da va dang
diéu tri phuong phap nay trude khi c6 thai, nhung it khi khéi
dau diéu tri bang phudng phap nay trong khi ¢é thai.

+ Diéu chinh d61 v6i DTD typ 2:

HAau hét bénh nhan DPTD typ 2, tuyén tuy con tiét insulin,
do vay DTD typ 2 dat dude muc tiéu diéu tri dé dang hon DTD
typ 1. Muc tiéu diéu tri thudng c6 thé dat duge bing phac do
insulin phé1 hgp 2 1an ngay (phéi hdp insulin tac dung ngin véi
insulin tac dung trung gian, tiém 2 1an truéc &n sang va trude
an t61). Néu ché db #n duge difu chinh edn than; véi su quan
tAm ca thEii gian va thanh phéan, néng d6 dudng huyét cé thé
hoan toan én dinh, va diéu chinh 1iéu insulin (néu can) ch1 tién -
hanh 1 - 2 tuan diéu chinh mot lan.

Nhing bénh nhéan c6 néng d6 g]ucose mau gin bmh thu‘dng
trong 3 thang diu thai ky, ¢6 thé thi gidam vira phai nhu ciu
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insulin & thoi diém khoang tudn 10-14, day la thoi diém dé bi ha
dudng huyét nang. Sau d6 (dic biét trong khoang thoi gian gilia
tudn 20 va 30 ctia thai ky), nhu cdu insulin ting 6n dinh ¢ hau
hét bénh nhan trudc khi 6n dinh 6 quy 2 va quy 3 thai ky véi
miic ting 2-3 14n so v6i trude khi c6 thai. Thach thie cua diéu
tri 1a phal thay d8i lidu insulin song song vdi nhiing thay déi ve
su nhay cam cua insulin.

+ Theo doi kiém soat bénh DTD: xét nghiém glucose mau.
Trong diéu kién ngoal tra, do duong huyet tuong va dudng mau
mao mach dugc tién hanh ddng thoi dé kiém tra may. Dudng
mAu duge theo doi tai nha trude méi bita 4n va trude khi di nga,
it nhat mdi tuan 2 1an. Bénh nhéan ctng dugc do dudng huyét 1
hodc 2 gid sau dn. Do dudng huyét ca trude va sau khi 4n 1a can
thiét dé xac dinh lifu téi Wu cia insulin tic dung nhanh. Dinh
lugng dudng mau trude in 13 dic biét quan trong d61 véi bénh
nhan ha dudng huyét khong ¢6 triéu chiing. Khi ¢6 téng duong
huyét sau an, mic di ndéng do trudc khi an cé thé chap nhan
duge, diéu chinh lugng an va théi quen cac bita 4n 13 cAn thiét.
Ciing nhu da trinh bay & trén, khi st dung lispro hodc aspart
insulin, ndng db glucose trude khi &n cao hon so véi té1 uu, can
diéu chinh hoc 1a cho liéu bolus 16n hon insulin tac dung ngan
véi bita an trude d6, hoic cho insulin tac dung dar hon.

+ HbAlc:

Xét nghiém 14n thd nhit sé lam vao 1an kham bénh dau
tién va khoéng 4-6 tuin sau d6. Két qua HbAle lan dau cung
cap chi s6 vé mic d6 kiém soat duong huyét thai phu ¢ thoi
diém c6 thai va chi ra méi nguy cd cac di tat bam sinh chinh.
Pinh lugng fructosamin duge tién hanh khi ¢6 nhiing tinh trang
lam sai léch két qua khi do HbA1lc (nhu bénh cta hemoglobulin,
tan huyét).

+ Ceton:
Thai phu hang ngay duge 1am xét nghiém ceton niéu trong

miu nuée tibu diu tién ldc sdng sdm, va bat ky Iic nio néu
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néng do glucose mau trudc khi &n vugt qua 200-250 mg/dl. M6t
s6 bénh nhan hién nay duge dinh lugng béta-hydroxybutyrat.
Xét nghiém ndng d6 ceton dé x4c dinh thiic in dua vao khéng
ddy du, dic biét carbohydrat va tinh trang mé&t b chuyén héa
truée khi xay ra toan héa ting acid cetonic. Theo déi glucose
niéu it c6 gia tri.

+ Theo ddi san khoa.

Ngoai theo ddi san khoa dinh ky, thai phu bi DTD can
lam siéu 4m dé kham xét vé giai phau cua thai nhi mét cach
toan dién, vi nguy ¢o ¢6 nhiéu di tat bam sinh, t6t nhit lam sau
18 tuan.

Theo déi tudi thai bang siéu Am va kich thudc thai vi nhiing
nguyén nhan sau day: -

« X&c dinh tudi thai chinh x4c nhit giiia tuan thi 6 va 12.

« Sy hién dién cua thai to dang tién trién c6 thé duge xac
dinh biang do hang loat théng s§ nhu: vong dau, vong bung
thai nhi, cung v6i x4c dinh cén nédng thai nhi vao 3 thang
thit 2 va thi 3 ciia thai ky. |

« Theo déi vé 1§ sinh cla thai phu c6 thé gidm thip nguy
td vong cla tré so sinh bing kiém soat chuyén héa tét. Bat
dau td tuan thi 32, hang tuian lam xét nghiém, nhung néu
c6 tang HA ning, bénh mach mAau, vd nhitng bién ching
khac khi ¢6 thai thi phai lam xét nghiém sém va thudng
xuyén hon. -
+ Co sb chinh d€ danh gia 13 nonstress test: quan sat su
tang dap dng vét van dong cua thai nhi bang theo déi nhip
tim thai lién tue trong 20 phut test ¢o phan ting, 1a du bao
sé khoéng cé thai chét trong tuin sau do.

« Tham dé bing sidu am, chang dude st dung nhu 13 test
hé tro trong nhiing trudng hdp nonstress test khong phan
ing; cic théng s6 dé danh gia hoat déng cta thai nhi 1a:
truong Iuc, hé hap ctia thai va dung tich nudc 61.
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« Theo d&i ti mi cac bidn chitng lic c6 thai hang tuin, sau
tudn thi 30 - 32. Pac biét véi tién san giat, 1a mot bién
chitng ¢6 ty 1é cao do DTD, dac biét 6 thai phu c6 bénh
mach mau trudc khi cé thai.

» Tiéu chuin 14m sang dé chin doan tién san giat 1a tang
dot ngot HA va xuit hién protein niéu > 300mg trong 24
gig. Chan doan nhu vay c6 thé khé khin 61 véi thai phu c6
tang HA va bénh than. Néu thai phu duge chén doan tién
san giat phai cho nhap vién dé theo ddi cho ca me va con,
tranh nhiing bién chiing bat 1¢i ¢ thé xay ra.

+ Sin s6c¢ lde dé va sau dé;

San séc v t& khi dé bao gébm theo doi glucose mau cit 1 - 4
gid mét 14n, truyén tinh mach lién tuc dung dich glucose (5 -
10g/gio). Insulin truyén tinh mach véi tde d6 0,01-0,04 U/gio/kg
cAn ning thuc cia cd thé (vi du nhu 0,7-2,8U/gi6 cho ngudi phu
nit 70kg) hoidc tiém dudi da cac loai insulin tadc dung nhanh
(regular, lispro, aspart), c@ 3-6 gid tiém 1 1an, hoac CSI I cho
nhiing ngusi dang diéu tri bing bom tiém dién insulin, muc
‘dich 13 dé duy tri néng 46 dudng huyét trong giéi han sinh 1y [70
- 120mg/dl (3,9-6,7mmol/)]. Bién dong nong dd glucose mau,
~ nhu glucose mau cao hon hic dé va ha ducng huyét so sinh sau

dé da khong xay ra ¢ 3 thang quy 3 cha thai ky, khi kiém soat
bénh DTD ctia me dat duge t61 uu.

+ Khi dé bing phiu thuat:

Néng d6 glucose mau ngodi gidi han 70-140mg/dl (3,9-
7.8mmol/l) cAn phai truyén glucose, insulin hoéc ca hai. Nhu
ciu insulin gidm ngay sau mé dé (t6i 75-90%), liéu insulin da
didu tri cAn giam trong vai ngay tdi 25% ho#ic thap hon liéu
trude khi bt ddu mé dé. Khi ¢6 cac bénh nhu viém ndi mac tQ
cung, s6t nhau thai thi nhu ciu d6i véi insulin s& khong gidm.
Sau giai doan bién déng, nhu ciu d6i véi insulin tré lai mic d6
nhu trude khi ¢é thai. -
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+ Cho con bu (Breastfeeding):

Nhitng phu nit mudn cho con bt dude duy tri 6 mic bing
hodc cao hon 300 calori méc ning lugng dua vao cho ho trong
khi ¢6 thai. Vi mét s6 thuée c6 thé tist theo sita, vi vay c6 thé
gdy ha duong huyét cho tré,-vi vay cac loai thudc nay phai
nging udng sau khi dé. Nhiing phu nit khéng ¢6 ¥ dinh cho con
bd, quay ngay lai ch€ d6 4n cho ngudi khéng c¢é thai (30 -
32kcal/kg IBW), déng vién bénh nhéin 4p dung nhiing k§ nang
" sdn s6c bénh DTH méa bénh nhan da hoc duge trong khi co thai.

3.5. Dai thio dudng thai ky (Gestational Diabetes Mellitus -
GDM)

3.5.1. Binh nghia va muc dé cda van dé

GMD dugc dinh nghia 14 “tinh trang khéng dung nap
glucose v8i mic d§ ning khac nhau, xuit hién hodc dudge chan
do4n 1an dau tién trong khi ¢6 thai”, gap khoang 3 - 8% trong s&
phu nit c¢6 thai ¢ cac trung tAm Bic My; 1 - 7% é Dan Mach
(1975), 4% 6 Anh; 2,4% & Australia,

O nudc ta, hon thap ky qua da c6 mot s& cong trinh nghién
ciu vé vin dé nay, tuy quy mé chua 16n, nhung ciing cho thay
DTD thai ky cling cé ty 1é khong thap hon cac nuée khac. Céng
trinh cha Nguyén Thi Phung (1999), nghién ctiu mét quan & TP
HCM, ty 1&¢ DTD thai ky 3,9%, Nguyén Thi Kim Chi (2000)
nghién ctu tai Bénh vién Phu san Ha Néi, ty 1& nay 14 3,6%. Ta
Van Binh va cdng sy (2002-2004), nghién ciu tai BV Phu san
Trung uong va BV Phu san Ha Nbi, ty 1& da tang téi 5,7%.

3.5.2. Sang loc va chédn dodn

Danh gid nguy co DTD thai ky (DTDTK) dude tién hanh &
lan di kham dau tién trudc khi c6 thai. Nhitng phu nii c6 nguy
¢6 cao DTDTK (nhu béo phi, tién st 4 bi DTDTK, c6 dudng
trong nudc tiéu, hodc tién st gia dinh bi bénh DTD) sé& tién
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‘hanh xét nghiém glucose cang sém cang tot néu ¢6 thé. Néu
khéng phat hién ¢6 DTDTK trong l4an XN dau tién, nhu’.ng nguoi
nay sé ducc lam lai vao gitia tu tuan 24 dén tuan 28 cua thai ky.
Nhiing phu nd ¢6 nguy ¢d trung binh sé duge lam XN cling vao
thoi diém tu tudn 24 - 28 cua thai ky. Nhiing phu nd ¢6 nguy
¢d thip gébm nhung d6i tugng sau day sé& khoéng phai lam XN
sang loc:

~  Duséi 25 tuoi.

—  Can nang ¢6 thé binh thuong trudc khi c6 thai.

—  Thuéc vao nhém ching toc ¢é ty 18 thap DTDTK.
— Ho hang thé hé thi nhat khong bi DTD.

—  Khong ¢6 tién st ro1 loan dung nap glucose.

—  Khéng c6 bién ching bat 1oi vé san khoa.

Néng dé glucose lic déi > 126mg/dl ¢ 7,0mmol/l), hoac
glucose mau bat ky thoi diém nao > 11,1mmol/l, 1a ngudng dé
chian doan DTH. Néu nhu dugc xac nhan vao ngay sau dé va
nhu vay sé khong phai 1am bat ky XN sang loc nao nua.

Khi néng d6 glucose méu khéng nam trong giéi han trén,
danh gia nguy cd trung binh, nguy co cao bi DPTDTK sé& dugc
tién hanh nhu sau:

— Mbt budc: tién hanh 1am nghiém phéap dung nap glucose
dudng udng (OGTT) sau khi udng 100g hoac 75g glucose. Trude
d6 chua 1am sang loc béng do nong d6 glucose trong mau. Sang
loc mégt buée co thé c6 1gi vé chi phi d61 véi bénh nhéan ¢6 nguy co
cao, 4p dung trong nghién ctu cong dong.

_ Hai buée: bit diu sang loc biang dinh lugng nong 4o
glucose trong huyét tuong 1 gic sau khi udng 50g glucose Tién
hanh lam nghiém phap dung nap glucose duong udng (OGTT),
sau khi udng 100g glucose dé chan doan nhung nguol vugt qua gia
tri ngudng glucose khi lJam nghiém phéap udng 50g glucose. Khi &p
dung sang loc hai bude, gid tri ngudng glucose > 140mg/dl
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(7,8mmol/l) phat hién duge khoang 80% phu nit bi DTDTK. Néu
4p dung ngudng > 130mg/dl (7,2mmol/l) c6 thé phat hién téi 90%.

~ Chan doan DTDTK dua trén nghiém phap glucose duong
ubng (OGTT).

Ciing ¢6 thé chén doan DTDTK bing nghlem phap OGTT
sau khi udng 75 g glucose. Dinh lugng glucose mau lic déi, sau
1 va 2 gic. Tuy nhién, nghiém phélp nay gia tri 8 sang loc nguy
cd khéng tot bang nghiém phéap uéng ].OOg glucose.

Bing 5.3. Chan doan phat hién DT trong thdi ky c6 thal

. Nghiém phap dé Nghiém phap dé
Budng huyet tueng o » .
' phét hién 50g glucose | chan doan (100g glucose)
Lac déi 105mg%
1 gi¢ 190mg%
2 gig 140mg% _ 165mg%
3 gis : 145mg%

- Nghiém phap dé phat hién (sang loc)

Cho _thai phu uéng 50g glucose khong cin nhin d6i, do
duéng huyét tuong 1 gié sau (vao tuan 24 - 28 cua thai nhi).
Néu két qua 2 140mg% sé lam ti€p nghiém phéap dé chin doan:
cho uéng 100g glucose, do dudng huyet tuong lic déi, 1 gio, 2
216, 3 £i0.
| Nhan dinh két qua:

Chan doan ¢6 PTD trong thai ky ¢6 thai khi bénh nhén c:0
2 trong 4 tri s6 duong huyét bang hoic I6n hon cac tri sO
trong bang.

— Néi chung ¢6 thé lam xét nghiém dudng mau dé sang Ioc
bénh nhan DTD thoi ky ¢6 thai. -
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~ Nhiing phu nit mang thai ¢6 nguy co thip déi véi bénh
PTD, khéng cin phai tién hanh khao sat. D6 1a nhiing phu ni
c6 nhiing tiéu chuin sau day:

+ Phu nit duéi 25 tuédi.
+ Can nang co thé binh thudng.
+ Khéng c6 tién st gia dinh vé DTD.

+ Khong thudc nhém ching téc ¢6 nguy c¢o cac d61 véi
bénh DTD.

3.5.3. Diéu tri

— Ché d6 4n: dinh dudng didu tri 1a nén tang va phai bat
dadu sém sau khi xac dinh chédn doidn DTD thai ky. Trong
nua sau cua thai ky, dinh dudng tuong ty nhu ngusi c6 thai
binh thuodng.

— Insulin: vai tro cua insulin trong diéu tri GDM chua
duge xac dinh ré. Chi dinh diéu tri insulin c¢én ¢l vao glucose
huyét. Nhitng bénh nhéan c6 néng d6 glucose mau khi d6i ¢ mic
chan dodn DTD [glucose mau khi d6i (FPD) >126mg/dl (7,0mmol/1)]
nén didu tri insulin ngay. Mot s6 tac gia chi dinh diéu tri
insulin cho bénh nhan GDM khi nong 46 glucose mau khi d6i
xudng khoang gitia 105 - 126mg/d] (5,8 - 7,0mmol/]) trén hai lan
do lién tuc sau thi diéu tri bang ché& d6 an trong thoi gian ngan.
Chi dinh diéu tri insulin 1a van dé dugc tranh luan nhiéu nhit 6
nhiing phu ni bi GDM c6 glucose mau hoan toan binh thudng
(<95mg/dl [5,3mmol/1]} hodc gin binh thudng (<105mg/dl
[5, Smmolll]) HAu hét bénh nhan bi GDM déu rdi vao loai nay,
con ctia nhiing thai phu nay cé thé c6 mdt sé nguy cd vé bénh
cua thai nhi do DTP va cac bién chung DTD. Vi vay, mét s6 tac
g1a da khuyen diéu tri insulin cho tat ca phu ni bi GDM trén 25
tudi. Mét s6 khac chip nhan muc tiéu khit khe bing kiém soat
chit dudng huyét, nhung ciing da cé6 50 - 85% nguosi bi GDM
dugc diéu tri insulin. Diéu tri t4n cong da duge chung minh lam
giam trung binh cin nédng thai, nhung cting cé thé lam tang tan
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s6 nhitng diia tré nhé so véi tudi thai [small-for-gestational-age
(SGA) infants]. Mat khac chi phi/lgi ich diéu tri bang insulin cho
bénh nhian GDM nhe con chua duge nghién citu vé bénh cua tré
so sinh, béo phi tudi thifu nién va dung nap glucose. Can than
trong, han ché di€u tri insulin cho phu ni bi GDM c6 dudng
huyét trong giél han binh thudng ho#ic gan binh thudng. D61 véi
nguci ¢ glucose mau sau an sang 1 gio > 140mg/dl (7,8mmol/])
hodc sau 2 gié > 120mg/dl (6,6mmol/l), can ti€p tuc diéu tri
insulin, mic du dang diéu tri bang ché do an. |

~ Nhiing théng s6 khac dé chon diéu tri bing insulin:

Tiéu chuin dé chi dinh diéu tri insulin bing ndng dd
glucose mau 1a khéng chéc chén, vi nhiing yéu t8 chuyén héa
khéac. Dinh dudng eia thai phu ciing c6 anh hudng dén sy phat
trién caa thai. S dung nhiing tiéu chi khac cing véi néng dd
glucose mau thai phu d€ quyét dinh su cén thiét didu tri insulin
dang duge ti€p tuc nghién ctiu, nhiing thong s6 nay bao gém: do
dac bang siéu 4m cac kich thude khée nhau ctia thai dé xac dinh
su phéat trién cha thai. Vi su an toin nén di han ché XN dinh
higng nong dé insulin trong dich 6i (n6 phan anh tiét insulin
cua thai) nhu 14 mét xét nghiém thuong quy. Hy vong nhiing
thid nghiém lam sang duge kiém tra trong tuong lai sé ¢é nhiing
c6 s6 @€ quyét dinh vé si dung siéu 4m dé chi dinh diéu tri
msulin.

~— Tinh toan diéu tri (therapeutic algorithms):

Khi chi dinh diéu tri insulin, liéu dao déng tu 0,5 - 1,4 U/kg
can ning co thé/ngay 1a cin thiét dé duy tri ndng dd glucose
mau lic dé1 va trude khi &n ti 65 - 85 mg/d] (3,6 - 4,7mmol/1) va
sau dn 1 gié < 140mg/dl (7,8mmol/l). Phac d6 insulin phdi hgp
(mixed insulin) 2 1an/ ngay thudng dugec ap dung, mic du ciing
c6 thé tidm da typ.

Céc thudc nhém sulphonylurea. Cac thude thudc nhém nay
chéng chi dinh khi ¢6 thai, vi mét s0 trong cac loai thude nay da
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duge chitng minh di qua rau thai, kich thich thai tiét insulin,
giy ha glucose mau cla thai. Hién nay, nhiéu nha nghién ctu
ghi nhén rang, glyburid khéng di qua rau thai cuéi thai ky, nhu
vAy sé an toan va hiéu qua nhu diéu tri insulin tich cuc. Néu
nhu, didu nay dude xac dinh, glyburid c¢6 thé trd thanh sy thay
d6i quan trong dé diéu tri GDM.

—  Tap luyén thé duc.

Tap luyén thé luc thich hgp cé thé lam ting nhay insulin va
stt dung glucose bdi di chuyén cac ch&t van chuyén glucose,
thudng dude ap dung trong diéu tri cho nhiing bénh nhén thich
hop bi DTD. Khi ¢6 thai, vi lo l4ng vé& ting co bép tit cung, dé
non, thai nhip nhanh, ceton niéu nén da khéng quan tdm dén
nhitng két qua rit c6 lgi cia tap luyén thé duc. Nhiing nghién
ctiu Ap dung ch& d6 luyén tap vita phai dé gidm glucose mau 8
ngudi bi GDM di cho nhiing két qua trai nguge nhau.

~ Theo dai chuyén héa carbohydrat:

Cac bién phap theo d6i chung: bénh nhan bi GDM sé duge
theo d&i ceton nude tiéu hodc mau trudc cic bita 4n séng va toi
dé xac dinh su khac nhau c6 thé vé carbohydrat trong ché dé an.
Cé6 thé do ndéng a5 glucose hic déi, 1 gid va 2 gi6 sau 4n sang @
phong kham ddi v6i nhiing bénh nhin khéng di€u tri insulin.
Nhiéu thai phu dang diéu tri bang ché d% dn chon xét nghiém
bing glucose mau mao mach ciing to6t. Nhitng bénh nhan diéu
tri bang insulin s& theo d6i dudng mau mao mach trude cac bita
an (4 14n thit méi ngay), ghi lai va sé trinh bay két qua nay cho
thay thudc truc tiép theo doi 1 - 2 tudn mét lan.

Théi gian thich hop nhit dé theo d&i, d& c6 mot s6 tac gid
khuyén nén theo déi néng d6 glucose mau sau #n it nhat 2 1an
trong tuan. Theo déi glucose mau trude va ca sau khi an. bé
danh gia can than, két qua glucose mau & phong kham bénh
ddng thdi so sanh véi két qua 18y mau tit diu ngén tay dé so
sanh, mot s6 may tu theo déi do glucose mau ¢c6 thé sai léch trén
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hosc duéi glucose huyét tuong 10-15%. Diéu nay can phai duge
xac dinh theo tung bénh nhén dé tinh khi thay d6i liéu insulin.

3.5.4. Theo dobi sau de

— Chuyén héa carbohydrat.
— Ly do dé danh gia sau dé:

Chin doan GDM anh hudng rat 16n dén sic khoe ngusi me
trong thdi gian dai. Trong khi c6 thai rat khé phan dinh chae
chén gitia DTD typ 1 hodc typ 2 dang tién trién va tinh trang
khéng dung nap glucose tam thdi c6 ldng xudng sau dé hay
khong‘? Vi vay, theo d6i sau dé va trong thoi glan da1 sau dé la
rt quan trong. Nam dAu tién sau dé, tinh trang ro1 loan dung
nap glucose hodic DTD chiém ty 1é dang ké, va ty 1& nay ngay
cang tang theo thoi glan Khi néng d6 glucose lic déi tang khi ¢
thal dat t6i mic chidn doan bénh DTP (>125mg/dl), ty 1& mdéi
méc caa DTP nam diu tién sau dé rit cao (75 - 90%), c¢6 nghia
13 r&t nhidu trong s6 bénh nhan nay, réi loan dung nap glucose
x4y ra truée khi ¢6 thai.

— Nhiing yéu t8 tién higng:
" Nhiing dac d1em sau diy dugc xac dinh trong khi c6 thal
lam ting nguy cd rol loan dung nap glucose sau dé.

— Thiéu hut insulin tlidng do1 (nong d6 insulin nén thép
hon, dap dng insulin pha cap thap khi udng glucose).

~  Miic d6 ning clia tang dudng huyét.
— Béo phi.

— Nhiing yéu t§ két hOp khac nhu: chan doan GDM khi
tudi con tré, chung tdc, tién sit gia dinh vé DTD cua me ¢6 thé
lam trung gian qua mdt hodc nhiéu trong sé cic yéu t& nguy co
no1 trén. -

— Xét nghiém: vi nhiing nguy co da néi trén, tat ca nhiing
phu nit bi GDM sé duge 1am xét nghiém vé réi loan dung nap
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glucose tif 6 - 12 tudn sau khi dé, bang do nong dé glucose ltic
déi, hodc nghiém phap dung nap glucose sau uéng 75g glucose.
Nhitng két qua nhu réi loan glucose lic déi, ro1 loan dung nap
glucose, hoic DTD typ 2 sé duge diéu tri thich hgp. Nhiing
ngudi dusng mau e déi hoic OGTT sau dé binh thudng cin
do nong d6 glucose hic d6i, nghiém phap dung nap glucose
hang ndm.

— Huéng téi cude sdng lanh manh:

Khuyén bénh nhan duy tri cAn niing 1y tudng, tap thé duc
déu, tranh st dung thuéc tranh thai dudng uﬁ’ng chi cé
progestin, thiazid, niacin va corticosteroid. Cung cAn nhén
manh réng, khéng dung nap glucose ¢6 thé s& x4u di hoac tai
trd lai khi c6 thai 1an sau. Kjos va cbng sy d& xac nhin nhing
bién 601 sau dé 1a nhiing nguy cd du bao tién trién t6i bénh DTD
nhu: nong 49 glucose mau cao hon & thoi diém bit ddu xae dinh
c6 thai, ting can nhidu, si dung thudc vién ngua thai chi ¢6
progestin va lan cé thai tiép theo. Nhitng thit nghiém lam sang
v6i muc dich dé phong hosic 1am cham sy xuat hién bénh DTD &
nhitng ngudi c6 nguy cd cao (bao gdm nhitng phu nit da bi GDM
trong 14n ¢6 thai trudc) bing thude, can thiép tich cyc vao 161
séng hodc ca hai ¢4 xac nhéan su quan trong cia nhiing khuyén
cao do. | |
3.5.5. Trénh thai va nhimg van dé cén nhac khédc

Sau dé 12 thdi gian 1§ tudng dé tai gido duc cho bénh nhén
vé tinh ch4t quan trong vé chim soc trude khi ¢6 thai, ldi ich

ctia kiém soat t&t dudng huyét hang ngay, déc biét trude khi cd
ké hoach c¢6 thai ciing phai nhac lai.

— Nhiing bénh nhan PTD typ 1 sau khi dé:

D61 v6i bénh nhan DTD typ 1 ¢6 it nguyén nhin chic chin
dé chon médt phuong phap ngira thai, nguyén vong cua ngudi
phu nit 12 quyét dinh t6i cao.
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~  Phuodng phap mang ngin (bac cao su), it duge ia chon
hon, vi t§ 1é tht bai t6i 5% hang nam cho phu ni.

—~ Dat dung cu tranh thai trong ti cung 1a phuong phéap an
todn va c¢6 hidu qua dé1 véi nguoli bi DTD, 14 phuong phap 16t
nh#t dé tranh thai lau dai.

— Céc loai thude hién dai ph6i hop cac loai thude uéng
tranh thai Héu thap, 1am gidm céc tac dung phu vé chuyén héa,
6 tac dung tranh thai rat tot.

— Nguy c¢ tim mach cua cic thube tranh thai hormon ¢6
thé x4y ra d8i v6i nhiing phu ni khéng bi DT, dic biét nhdi
mau ¢ tim ¢6 lién quan véi hit thude va dung thude véi lidu
cao. Chua ¢6 day da cac nghién cttu dd1 véi phu nit bi DTD. Vé
mat 1y thuyét khéng loai trii kha ning gy bién chiing cho phu
nii b1 DTD.

~  Sau DTD thai ky: |

Maic du 161 khuyén vé bién phap tranh thai cing giéng nhu
dé61 véi ngudi bi DTD typ 1, nhung cac thuéc udng tranh thai cé
thé gy nén tai lai tinh trang r6i loan dung nap glucose. Nghi
ngd nay khong lién quan khi sit dung cac thuéc hién dai liéu
thip, mic di cae thude tranh thai udng chi ¢6 progestin c6 lién
guan dén téng nguy cd bi DTD sau GDM. Day la diéu phai than
trong, phai chiing minh duge dung nap glucose sau dé 1a binh
thudng trude khi bit ddu si dung bat ky mdt loai thuée tranh
thai hormon néo, nén theo doi déu ¢ 6 - 12 thang 1 1an.

3.5.6. Nhimg bién chimg chu san doi vdi bénh nhén bi BTD

— Bién chiing 461 véi thai phu:

+ Tang HA. Phu nii bi DPTDTK dé b THA hdn ngum c6
thai binh thudng, ty 1& trong thoi glan c6 thai ¢6 thé t6i trén
dudi 10%.
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+ Tién san giat va san giat: Ty 1é phu ni DTDTK bi tién
san giat khoang 12%, cao hon phu ni ¢6 thai binh thuong (8%).
+ Say thai va thai chét luu.

+ Nhiém trung tiét niéu.
+ DPé non.
+ Da 61

+ Nguy co bi bénh DTD t§p 2 trong tuong lai va DTDTK
nhiing 14n c¢é thai sau.

— Bién chiing 441 véi thai nhi va tré s sinh: -
Thai to giy sang chan khi de.

Thai cham phat trién trong ti cung.

Héi chitng suy hé hip cdp chu sinh.

Ty 18 ti vong cao chu sinh.

Di tat bam sinh. |

Ha dudng huyét so sinh nhitng ngay dau sau dé.
Ha calci mau so sinh, tang bilirubin mau.

Tang hong ciu.

B

Hau qua lau dai vé sau trong cudc séng nhiing dia tré con
ctia nhitng ngudi me bi DTH, DPTDTK thuong bi bénh béo phi,
ro1 loan dung nap glucose.

3.5.7. Hudng dén thuc hanh

DTD va thal san 1a van dé khong nhé, nhiing nim gan day
dang &uldc y hoc trong nudc quan taAm nhifu. Van dé khong chi
don gian vé y hoc, ma con 1a van dé xa hoi. Dé thuc hanh duge
t8t, xin gidéi thiéu tém tdt khuyén cio cua Hét DTD Hoa Ky
(ADA) v& DTPTK dang trén tap chi " Diabetes Care 25: S594-
S96, 2002. dé tham khao. |
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~ V& sang loc va chin doan DTDTK c6 thé ap dung
nghiém phap hai bude, hodc mét buée (50g, 100g hosic 75¢
glucose).

— Theo doi san khoa va chu sinh.

+ Khi tang nong d6 glucose mau lic déi (> 105mg/dl hose
> 5,8mmol/l c6 thé ting nguy co thai chét Iuu trong thoi gian 4 -
8 tudn cudi caa thai ky.

+ DTDTK bat ky muic do nao ciing sé lam tang nguy co
thai to, ha dudng huyét so sinh, vang da, ting héng ciu va ha
calci mau.

+ DTDTK thuong lam ting ty 18 THA thai phu, do vay lam
tang ty 1é phai can thiép dé bang phiu thujt.

— Tién luogng: nguoi phu nit bi PTDTK ting nguy cg bi
DTD, thu?dng 1a typ 2 sau khi c6 thai. Béo phi va mét s yéu t&
khac thic day tinh trang khang insulin, do viy lam téng nguy
co xay ra bénh DTD typ 2 sau c6 thai, con nhiing markers vé ty
mién truc t1ep t&€ bao béta tuy lién quan véi ting nguy cd DTD
typ 1. Con cua nhiing phu nit bi DTPTK tang nguy c6 bi bénh
béo phi, rdi loan dung nap glucose, DTD & tuéi thidu nién hoéc
vl thanh nién.

~ Theo d6i va diéu tri trong khi ¢6 thai:
Theo do6i:

+ Theo d6i chuyén héa cua thai phu dé xac dinh tinh trang
tang dudng huyét. Bénh nhan ty theo déi dudng huyét hang
ngay tét hon di XN dinh ky é phong kham bénh. Dé1 véi thai
phu dang diéu tri insulin tuy bing chiing chua that diy dq,
nhung XN dudng mau sau an ¢6 gia tri hon XN trudc an, nhung
con phu thude vao muc dich va céch ti€p can véi két qua XN.

+ Khong cin XN glucose trong nude tiéu khi ¢6 thai,
nhu?ng can XN ceton niéu dé xac dinh tinh trang thiéu ning

328



lugng, hodc lugng carbohydrat dua vao dé1 v6i nhiing thai phu
dang diéu tri bang ché& d¢ &n.

+ Theo doi HA, protein niéu dé phat hién nhiing bién
chiing do THA.

+ Tiang cudng theo d6i nhitng thai phu c¢6 nguy cd xay ra
thai chét luu, dac biét khi néng d6 glucose méu lic déi trén
105mg/dl (5,8mmol/l), hodc cé thal mudn.

+ Danh gia su phat trién bat thudng cha thai bing siéu
am, dac biét nhitng ngay dau cda quy 3 giip xac dinh tinh trang
thai nhi khi thai phu diéu tri bang insulin.

— San séc, diéu tri:

+ T4t ca phu nit bi DPTDTK déu duge tu vin dinh dudng vé
PTP va DTDTK. Diéu tri dinh dudng y hoe (medical nutrition
therapy) [ MNT] phu thudc vao can ning va chiéu cao thai phu.
MNT bao gom dii liéu vé dinh dudng va lugng calor dé dat duge
st 6n dinh glucose mau cna thai phu. Nhlmg vién du’dng khéng
niang lugng (noncalori sweeteners) cé thé st dung dé diéu chinh.

+ Nhiing phu ni bi béo phi (BMI > 30kg/m?, gxam 30 -
33% calori/ ngay (> 25kcal/kg cidn nang thue/ ngay) cod thé lam
giam tang duong huyét va triglycerid mau ma khong tang ceton
nleu Han ché carbohydrat téi 35 - 40% nang lutdng lam giam
nong d6 glucose mau me va cai thién tién trién cta ca me va
thai nha.

+ Diéu trj bang insulin phéi hgp véi MNT lam giam ty 18
benh cho thai nhi. Chon thai phu dé diéu tri insulin duya tren
nong dé glucose cta thai phu ¢é hoic khong danh gia phat trién
cua thai. Chi dinh insulin khi diéu tri bing ch& d6 an khong
hiéu qua dé duy tri ndng d6 dudng huyét cha bénh nhin 6
nhiing muc 46 sau day: nong d6 glucose mau toan phan lic dén -
95 mg/dl (5,3mml/l), néng do glucose huyét tuong hic déi -
105mg/d] (5,8mmol/1) hoic nong dd glucose mau toan phan sau
an 1 gi6 -140mg/dl (7,8mmol/1), ndéng 46 glucose huyét tuong sau
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an 1 gifj - 155mg/d] (8,6mg/dl) hodc nong d6 glucose mau toan
phén sau #n 2 gi6 - 120mg/dl (6,7mmol/l, néng dé glucose huyét
tuong sau an 2 gio - 130mg/dl (7,2mmol/).

+ Do vong bung sém trong quy 3 thai ky dé xac dinh thai
to khi me khong diéu tri insulin. XN nay da phai bat dau khi
nong do glucose huyét thanh ngudi me lde déi < 105mg/d]
(5,8mmol/1).

+ Khi ¢é chi dinh diéu tri insulin, nén chi dinh Human
insulin. Bénh nhéan tu theo d&i dudng huyét dé didu chinh lidu
va thoi gian tiém. Insulin analogs chua duge nghién citu day da
trong DTDTK.

+ Cac loai thudc ha duong huyét dudng udng néi chung
khéng nén chi dinh khi c¢6 thai, m#c du c6 tai lidu théng bao
glyburid it qua rau thai, nén c¢6 thé chi dinh khi PTDTK.
Tuy nhién hién nay FDA (M§) khéng cho phép glyburid diéu
tri trong DTDTK, méa con phai nghién ctiu siu hon, réng hon
dé xac dinh tinh an toan cta né. -

+ Tap thé duc cudng db6 vira phai lam giam néng 46
glucose méu thai phu bi DTDTK. Mic du anh hudng cta tap thé
duc d61 véi cac bién ching cha thai nhi con p hai doi nhiéu
nghién ciu nghiém tde trén lam sang. Khi khéng ¢6 chéng chi
dinh vé y t& ciing nhu san khoa, khuyén bénh nhan c6 thé bt
dau hoic tiép tuc chuong trinh tap luyén viia phai, xem do nhu
1a mét phan trong ké hoach diéu tri PTDTK.

+ DTDTK ban than né khéng phai la chi dinh dé mé dé,
hodc dé trude khi thai da 38 tuan. Nhung thai kéo dai qua 38
tudn sé& lam ting nguy co thai to lam tdng ty 1&é dé bing phau
thuat, vi vay nen dé trong thdi gian 38 tuan, trit khi c6 nhung
chéng chi dinh vé san khoa khac.

+ Nén d6ng vién nudi con bing sita me.

~ Theo dbi diéu tri trong thoi gian dai:
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+ Khao sat lai tinh trang glucose mau ctia ngudi me dugc
ti&n hanh it nhat 6 tuan sau khi sinh.

+ Né&u nhu néng do glucose sau dé binh thudng, danh gia lai
dudng huyét s& duge tién hanh it nhat 3 nam 1 lan.

+ Né&u nguti phu nit bi r6i loan dudng mau lic doéi (IFG)
ho#c réi loan dung nap glucose (IGT), sau khi dé sé lam XN
chan doan bénh DTD hang nidm. Nhting bénh nhan nay s& phai
theo ché d6 an diéu tri tich cyc. Tat ca nhung bénh nhan da bi
PTDTK sé duge huéng dan vé thay déi 161 séng (nhu tép thé
duc, glam cén. ) Tranh nhiing loai thudc lam cho tinh trang
khang insulin x4u hon (nhu glucocorticoid, nicotinic acid).

+ Giao duc ngudi bénh vé sy can thidt c¢6 k& hoach hoa gia
dinh dé bao dam cho diéu hoa dudng huyét t61 vu tit khi bat dau
141 c6 thai tiép theo. Cac thude tranh thai dudng udng estrogen-

progestogen liéu thap co thé st dung cho nhing phu nt c6 tién
su DPTDTK.

4. DAl THAO PUONG VA PHAU THUAT

50% bénh nhan DTD phai trai qua phiu thuat trong cudc
song, ty 1& nay ngay cang tang, mot phan do tudi tho bénh nhan
DTD ngay cang tang, phan do ty 1& bénh DTD ngay cang tang.

Phiu thuit 6 bénh nhian DTH ¢6 thé xay ra nhiéu bién
chiing vi nhiing ré1 loan chuyén héa xay ra trude, trong va sau
phiu thuat. Nhitng bién ching man tinh® do DTD nhu bénh
than kinh tu ch, bénh mach méau 16n, tinh chat cha cude phau
thuat, thoi glan héi phuc sau phau thuat anh hudng rit 16n dén
két qua phiu thuat cfing nhu phuc héi sau phau thuat.

Phiu thuat va gdy mé ¢6 tac déng lén dén chuyen hoa, PTD
sé nang lén vi giam tié€t hodc mét tinh nhay cam cta insulin.
Né&u nhu bénh DTD khong duge kiém soat t6t sé lam tang tinh
trang thoai giang, giam chdc ning cua dai thue bao, tinh trang
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khang khuan bi r6i loan, théi gian lanh vét thuong sé bi kéo dai.
Ciing v6i nhiing bién chiing man tinh ctia bénh DTD, nhiing yé&y
td trén diy sé la nguyén nhéan lam tang ty 18 bénh va ty 16 td
vong trong phiu thuat ¢ nhitng bénh nhan nay. Muc dich cta
diéu tri benh nhin DTD phai phau thuat 1a diéu chinh cac réi
loan chuyén héa, gidm cac nguy cd va bién chiing, dua lai két
qua td1 uu nhu nhiing ngusi khéng bi DTD.

4.1. Tac dung chuyén héa cda gay mé va phiu thuat déi vei
nguci binh thudng va ngudi bi bénh DTD

4.1.1. Gdy mé (anesthesia)

Nhiing thudc gy mé hién dai it gy nén réi loan chuyén
héa, gdy té mang cﬂng (ep1dural anesthesia) dc ché giai phéng
catecholamin, ¢6 thé 1am gidm thoai giang protein sau phiu
thuat. Ca hai phuong phap gy té tal chd hay gay mé toan than
déu c6 thé ap dung, van dé 1a phai hét sic quan tam néu nhu
ngudi bénh ¢6 bénh than kinh ty chd hay bénh tim mach, 13
nhiing bién chiing rat hay gip 6 bénh nhan DTD.

4.1.2. Phéu thuat

Phiu thuat 13 mét stress, ciing giéng nhu chan thuong.
Stress ph&u thuat, cing véi sy s¢ hai, sé hoat héa hé théng giao
cam thugng than lam ting tiét cathecholamin, cortisol, hormon
tang trudng (GH), 1am ting glucose mau, réi loan glucose mau
tré nén ning hon, bénh nhin dang kiém soat t6t glucose mau cb
thé tré nén x4u hon, dic biét cb the ting nong d6 ceton huyét,
nhat 13 khi phal phiu thuat cap céiu. Mt khac, vi bat déng nén
t6 chic co st dung glucose giam, cling 12 nguyén nhan lam tiang
duong huyét khi phau thuat.

Phiu thuat lam gidm tinh nhay cam insulin c6 thé kéo dai
trong vai tuan, réi loan tiéu héa, hap thu thic in kém s& lam
cho tinh trang gidng héa x4u hon. Nhiing réi loan than kinh,
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gdy t& ngoal mang ciing, blocke cbt song, blocke than kinh ndi
tang déu c6 lién quan dén d4p dng noi tiét, chuyén héa.

4.1.3. Dai thdo duong

Tinh trang thoéi gidng téng lén kh kiém soat dudng huyét
khéng tot, cung véi stress chuyén héa do phau thuat sé lam tinh
trang nay x&u di. D8 han ché toi thiéu rdi loan nay, trude khi
phiu thuat bénh nhan phai dude kiém tra ti mi cac réi loan
chuyén héa c6 thé lién quan dén mitc d6 phau thuét.

Bénh nhin DTD typ 1 phai diéu tri bing insulin bat ke
trong hoan canh nao nhung déi véi bénh nhan DTD typ 2 can
phai cadn nhéc. Dé1 véi tidu thu thuat c6 thé khéng nhat thiét
phai dleu tri bang insulin, ngude lai, cac phau thuat 16n, cac
cudéc md phién nh4t thiét phai diéu tri bang insulin.

4.2. Muc dich diéu tri

Muc dich didu tri 13 dé tranh cac bién ¢d xay ra trong phu
thuat, ha thdp ty 1& ti vong. Dé dat duge muc tiéu nay phai chd
¢ dé phong: ha duong huyet tang dﬂdng huyét qua mic, ting
thoai gidng protein va réi loan dién giai. Ngoai ra pha1 cha ¥
dén tinh trang tim mach va cac bién chiing man tinh cua bénh
DTD c6 thé bung phat trong qué trinh phau thuat. Diéu quan
trong 1a phai kiém soat tét tinh trang chuyén héa chia bénh
nhan. Muc tiéu thich hgp dé1 véi glucose mau 1a ti 7 - 10mmol/l
(125 - 180mg/d1) dé duy tri chuyén héa binh thuidng, tranh
nhidm khu#n, chic ning dai thuc bao khong bi ro1 loan, ngudng
glucose thap hon s& 1am gidm ty 1 cic bién chiing, ty 1& ti vong
cho bénh nhan sau phiu thuat, glucose mau dat dugc 110mg/dl
la rat 1y tudng.

4.3. San soc didu trj trude phau thuat

T4t ca bénh nhan trude khi phdu thuat can phai dudc tién
hanh nhitng tham do sau day:
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— Panh gid chung:

+ Bénh tim mach:

o Tién sit con dau thét nguc, nhol mau cd tim.

» Tién st bénh THA.
» Dién tim do.

. Do HA.

» Tham kham toan dién ké ca bit mach ngoai vi.

-+ Bénh than kinh:

« Bénh than kinh ngoai vi.

« Bénh than kinh tu ch@: khodng R - R.

+ Bénh than:

¢ Protein méu.

» Creatinin huyét thanh.

« Xét nghiém nudc tiéu toan bd va ciin lang nude tidu.
« Dién giai mau va nuée tidu.

— Danh gia vé chuyén héa:

+ HbA1C

+ Kiém tra glucose mau tai nha

+ D01 véi bénh nhan DTD typ 1: ngung insulin tac dung
kéo dai, thay bing tiém 2 lan /ngay bing insulin hon hop
(mixed), hodc tiém quy dinh theo thdi gian.

+ D61 véi bénh nhin DTD typ 2 ngung cac loai
sulfonylurea tac dung dai (nhu glyburid), thay bing cac thudc
cé tac dung ngan Ngiing metformin va tat ca cac loai thudc
udng trong ngay phau thuat.
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+ D6i v6i benh nhan phiu thuat ngoai tri: ngung hodc cho
mét nda liéu insulin tic dung trung binh (intermediate acting
insulin) sang sém truéc khi phau thuat.

Luu y:

_ T4t c& nhitng di liéu 1am sang cAn phal thong bao day
du cho bac si gdy mé, dac biét tinh trang tim mach va bénh than
kinh tu cha. Phai danh gia day 4t vé dap dng cua ngudi bénh
véi tinh trang ha HA ¢6 thé xay ra khi tién hanh gy mé. Tang
phan dng co (pressor response) da xay ra khi dat nd1 khi quan
cho bénh nhian DTD phau thuat duc thé thuay tinh. Ré loan
than kinh tu cht thudng gy nén tinh trang nging tim- phéi,
d6i véi bénh nhan DTD thudng xay ra ngung hé hép sau
phiu thuat.

-~ Tang HA thuong di cung véi bénh DTD. HA phai duge
kiém soat 8 miic t61 uu trude phau thuat. Panh gia tinh trang
mach mau va than kinh ngoai vi la rit cAn thiét, bénh nhéin
khéng bat duge mach mu chin, mat cam giac rat dé bi loét do
chén ép. Khong dudc quén danh gia diy da chdc néng than
trude khi phau thuat.

_ Péanh gia diy dd tinh trang chuyén héa trudc phau
~ thuat rit quan trong. D61 v6i bénh nhan DTD typ 1 ¢d gang dat
duce kiém soat t61 uu nhit trude khi nhap vién. Bénh nhén sé
duge diu tri bing insulin tac dung nhanh hodc tac dung trung
binh. D61 v6i bénh nhin DTD typ 2, ngling cac thuoc
sulffonylurea dang di€u tri vi co thé giy ha glucose huyét.
Metformin ngitng udng vao ngay phiu thuét, nhiing bénh nhén
¢6 o1 loan chdc nang than khong duge diéu tri bang metformin,
thiazolidindion (TZD) c6 thé tiép tuc diéu tri nhung hét stc
than trong, ngling uéng vao ngay phau thuit.
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_  D&i v6i phiu thuat cdp ctu, myc tidu glucose mau khi
d61 < 125mg/dl (7 mmol/l), sau an < 180mg/dl (10mmol/l), muc
t1éu nay co thé dat ducc sau 1 ngly diéu tri trong bénh vién
bang insulin.

San soc, diéu tri bénh nhan trnide, sau phiu thuat can phdl
hdp gifia cac chuyén gia DTD, g8y mé va cac phau thuit vién.

4.4. San séc didu trj trong phau thuat

Nguy co ha dudng huy#ét 1a vén dé luén phai dugc quan tam,
vi nhiing d&u hiéu, tridu chiing cua ha dudng huyét cé thé bi
che khudt khi gay mé, va cling ¢6 thé khong co triéu ching &
nhiing ngudi bi bénh DTD d4 lau dang diéu tri bing insulin.

Miic glucose mau tit 7 - 11mmoV/1 1a nguéng duge chap nhan
trong phAu thuat va phai duge duy tri cho t6i sau mé. Néng do
nay ¢ duéi mdc glucose ¢6 thé thai ra ngoai theo nuéc tiéu, do
vay khong de doa mat nudc, cling khong kim ham chiic ning dai
thic bao va qua trinh lanh vét thuong.

Glucose mau sé xét nghiém tai giudng sang sém ngay phau
thuat, 2 gid mot l1an cho t6i khi bénh nhan duge giy mé, hang
¢id trong qué trinh phiu thuat, va ci 2 - 4 gio mot 1an trong 24
g1 dau phu thudce vao mic do cude mo.

4.4.1. B6i voi bénh nhén BTD typ 1

T4t ca bénh nhan DTD typ 1 sé dugc diéu tri bang insulin;
trong qué trinh phAu thuat phai gdy mé toan than, di miic &
phiu thuat nhu thé& nao, cudc phau thuat sé duge tién hanh vao
budi sang sém.

_ Piéu tri bang insulin, ¢6 2 cach nhu sau:

+ Tiém insulin dudi da + tiém tinh mach dextrose.

+ Truyén tinh mach glucose + insulin tiém riéng hoéc phoi
hgp vdi glucose + dong thai bé sung potassium.
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- Ché db tiém insulin dudi da, su hdp thu insulin ¢b thé
ludén bi thay d6i, c6 thé khéng thuan lgi vi nhiing thay d6i vé
tuan hoan va truyén dich ngoai vi trong phau thuat. Do vay,
phucng phap nay it dugc 4p dung, c¢6 1& né chi duge 4p dung
trong trudng hop phiu thuit bing gay té tai chd.

— Ché d6 truyén insulin tinh mach. Hién nay c6 hai cach:

+ Truyén phéi hop insulin + glucose + bd sung potassium
(K+) (GIK).

+ Truyén insulin bang bom tiém dién + glucose va kali
dude truyén riéng (IP /GK).

Trong ca hai phuong phap trén kali hét siic quan trong, vi
truyén insulin sé lam giam kali huyét tuong. Ca hai phuong
phap déu thuan lgi, an toan.

-~ Ch& d6 glucose - insulin - potassium.(GIK): Ch€ d6 nay
thich hgp cho nhiing bénh vién da khoa trung binh. Trong tii
dich truyén gbm cé:

Insulin nhanh: 10 don vi

KCL: 10mmol

Dextrose 10%: 500ml

Truyén cham: 100 mml/gis.

Mot cong trinh nghién ciiu ning hiéu insulin 18n 15 don vi
(0,30 Ulg glucose) cho thiy, néng dé glucose huyét tuong duy tri
trong giéi han cho phép & 82% bénh nhan, khéng c6 ha hay tang
duong huyét. Nhu cidu cta insulin thay déi tiy thude vao tinh
trang bénh nhan va mdc dd cude ms. Bang duéi day c6 thé tham
khao dé cho liéu insuluin 14n diu tién.
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Bang 5.4. Nhu cau insulin trong phau thuét.

| Tinh trang | inssulin (U)/ glucose (g)_—
Can nang binh thudng 0,25-0,35 -
Béo [ Y S
Bénh gan | . | 04-06
Diéu tri bang steroid _ | 04-05
Grass sepsis _ 0,5-0,7
CAu nél tim phdi (cardiopulmonary bypass) | 09-12

Mot sd tac gia s dung dung dich dextrose 5% hon dung
dich 10%. Tuy nhién moét s6 khéc lai thich ding dung dich 10%
hon, vi dung dich nay cung cdp 240g- carbohydrat (960 keal)
trong 24 gid, hon dung dich 5% chi cung cap duge moét nda
(120g - 480kcal) Ngl.idl ta da gh1 nhan rang, it nhat 150 g
carbohydrat/ ngay ciing v4i insulin 14 cén thzet de han ché& san
xuit glucose ctia gan va thoai gidng protein, mic du diéu dé c6
khi hai d6c doan. Dung dich glucose dam déc hon; truyén véi téc
d6 chim hon 1a thich hgp khi can thiét phai han ché lugng dich
dua vao, ho#c khi stt dung cac phiic hgp dich thay thé véi muc
dich khac. Nhu vay, dung dich dextrose 20% truyén véi toc dd
50ml/ gis, hodc dung dich 50% truyén véi toc d6 20mV gié qua
dUOng tinh mach trung tam cé thé ap dung.

— Che do 1iéng re insulin va glucose

Nhiéu trung tam, dac blet G My thich dung msuhn riéng
biét dé tiém bang bom tiém dlen vita dé chi dinh, vita dé thay
ddi lidu, téc d6 truyén chinh xac, cho pht hgp véi ye_:u cau.

e Huong dan thuc hanh L - |
~ Kiém tra glucose va kali mau vao sang sém ngay phau
thuat, glucose ¢6 thé thii bing may do dudng huyét mao mach,
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déng thdi 14y mot miu mau khac guii téi phong xét nghiém dé
kiém tra.

— Neéu nhu glucose > 270mg/dl (15mmol/l) phai hodn cudc
mé, dic biét néu 13 md phién. Néu khéng thé tri hodn, c6 thé
diéu tri dé dat duoc kiém soat dudng huyét nhanh bing cho
truyén hén hogp glucose - insulin - potassium (GIK) véi liéu
insulin gap 2 lan théng thusng (60U/ lit dung dich glucose 10%),
hodc phai tri hodn cudc md, ciing ¢6 khi insulin ¢6 thé cho liéu
4 - 6 U/ gid biang bom tiém dién. Néu nhu néng d6 glucose
> 400mg/ d1 (22,2mmol/)), hodn cudc mé va bénh nhan phai duge
cap citu ngay.

— Liéu insulin d4u tién cho sau khi gdy mé (NPO). Nhitng
bénh nhéin phiu thuat vao budi sang, néu nhu truéec d6 dang
diéu tri bang insulin thi khéng nhat thiét phai tiém insulin tinh
mach, kiém tra glucose mau vao lic 9 - 10 gio dém (bedtime) va
lic 3 gid sang d€ tranh tinh trang ha dudng huyét hoic liéu
insulin chua da. Insulin nhanh tiém duéi da bé sung thém (véi
l1éu 20 - 25% liéu truée khi an théng thuang cua bénh nhan) c6
thé8 tiém vao nhitng thdi glan nay néu nhu glucose mau
> 11lmmol/l dé tranh phai truyén tinh mach trong tinh trang
dudng mau ting. Nhiing bénh nhin c¢6 k& hoach mé vao budi
chiéu, cho an nhe bita #n sang, diéu chinh thich hgp liéu insulin
nhanh, truyén tinh mach bit diu vao gitia sang.

— Ché d6 GIK c6 thé dya trén co s6, hoic dextrose 10%
(thlch hgp hon) hodc 5%. Theo d6i nong 46 glucose huyét tuong
can than 1a hét stc quan trong, sau 14n kiém tra d4u tién lic
d6i, kiém tra lai sau 2 gio hoic ngay trudc khi phiu thuat déu
duge xem 12 miu xét nghiém dAu tién. Glucose va kali huyét
tuong duge kiém tra lai trong phong héi sie, trong phong mé
khi cudc md kéo dai. |

— Déi1 véi ché d6 bom tiém dién: thudng dung dich da duge
chuin bi insulin trong dung dich mudi 0,9% 1 don vi / ml bing
cach cho 50 don vi insulin nhanh vao trong bom tiém chia 50m]
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dung dich mudi sinh 1y 0,9%, sé duge dung dich pha lodng.
Dextrose cho theo ché & GIK, thich hgp hon 18 dung dich 10%,
cho 50 - 100ml / gis, mé1 mot lit chita 20mmol potassium. Téc 4§
truyén insulin thdp hon nhu cau tiing gié thudng ngay cta bénh
‘nhan (liéu insulin t18m duéi da hang ngay chia ra trong 24 gig,
ho#e 0,3U/g glucose truyén tinh mach dé1 véi ngudi 16n néu nhu
khong biét) déi véi nong 4o glucose 120 - 180mg/dl, va didu
chinh tang hodc g1am tuy thudc vao dinh lugng giucose mau
hang gid tai giudng, ¢d ging duy tri nong a6 glucose mau § mitc
121 - 160mg/dl.

4.4.2. DG6i voi bénh nhan BTD typ 2

Cé hai trang thai cé thé x4y ra cin phai duge quan tam, khi
phau thuat bénh nhin phai ngling cac thudc ha duong huyét s&
c6 nguy ¢d ting dudng huyét do phan dng véi stress phiu thuat,
ngudc lai ¢6 thé ha dudng huyét do khéng di dinh dudng.

Nhiing bénh nhéan diéu tri bing metformin ciing c6 thé gay
ha dudng huyét mic dit khéng nhiu, nhung quan trong hon,
khi c6 gidm mic loc cAu than két hop véi gdy mé, phiu thuit
déu c6 thé 1am tiang nguy cd toan héa ting acid lactic.

Diéu tri bang sulfonylurea ¢6 nguy co gy ha dudng huyet
dac biét thuéc c¢6 tac dung kéo dai nhu glyburld (ghbenclamld)
Chua c¢6 nhiéu tai Liéu nghién cu vé thiazolidinedion va
meglitinid, néi chung tit ca céc loai thudc s& phai ngiing trong
ngz‘iy'phé‘iu thuat, nhat la céc thudc nhém kich thich tiét insulin.

Bénh nhan DTD typ 2 phai xac dmh du kién mic db cac
bigén phap phéu thuat va tinh trang chuyén héa cia bénh nhan
trong ngay phiu thuat.

Nhiing bénh nhan DTD typ 2 dang diéu tri bing insulin sé
duge didu tri nhu bénh nhan DTD typ 1.

Nhiing bénh nhin dang kiém soat tét duong huyét chi bang
ch& db #n, hode ché d6 an két hop véi thude udng phai lam tiéu
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phau thuat thi khong c&n cé can thigp diéu tri dic biét. Glucose
mau cho nhiing ngudi nay t& 140 - 155mg /dl trudc va sau phiu
thuat la gi61 han mong dgi.

Bénh nhan DTP typ 2 kiém soat kém dudng huyét khi lam
tiéu phiu thuat phai didu tri theo ché dé truyén glucose/
insulin. Néng 46 glucose mau khi d6i 200mg/ dl (11mmol /1)

dudc cho 1a diém cit thich hop, tinh trang chuyén héa ¢6 18 chi
xau di khi néng db6 cao hon.

o Huong dan thuc hanh

—  Tiéu phiu thuat:

+ Truée ngay phau thuat phai kiém tra bénh nhan toan dién.

+ Vao ngay phAu thuat, t&t ca cac loai thuéc udng déu
phai ngiing, kiém tra glucose mau tai giudng. Néu glucose mau
< 200mg/d]l phau thuit sé dude tién hanh theo k& hoach. Néu
> 200mg/d], diéu tri theo ché do GIK hoac IP / GK, va bénh
nhan duge didu tri nhu bénh nhin DTD typ 1. Cing phai nhén
manh ring, nhiéu bénh nhan DTD typ 2 bi béo phi cong thic
trén c6 thé thay d6i chit it: 40U insulin / glucose 10% hon la
dung dich chudn 30 don vi insulin.

- Phéu thuat chinh:
+ Kiém tra toan dién bénh nhén truée khi phau thuit.

+ Diéu tri bing insulin tac dung nhanh 24 - 48 gic trudc
phau thuat néu khéng yén tam.

+ Sang ngay phiu thuat, ngiing cac thudc udng, cho ché db
truyén insulin.

+ Kiém tra glucose mau khi dé1.

+ Duy tri diéu iri va theo dé1 nhu dér véi bénh nhan DTD
typ 1.
"~ Sian sée sau mo:
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+ T4t ca bénh nhan diéu tri bﬁng ché dd GIK phai kiém
tra glucose mau 2 gid mét 14n sau mé cho téi khi du?dng mau n
dinh, sau d6 cit 4 gid thi lai mét 1an.

+ Kiém tra kali huyét tuong 6 gid sau m5 kiém tra lai vao
ngay hom sau méc du it khi phai thay déi nong dé kali trong
dich truyen

+ Ché d5 GIK hoic ché d6 truyén riéng ré insulin / glucose
£i8p tuc cho téi khi bénh nhéan an tré lai, liic ndy c6 thé cho lai
liéu insulin tiém duéi da, bénh nhin thuong tiém trude khi
phiu thuat. Ch&€ dd truyén hdn dich GIK sé duge ti€p tuc mot
210 sau d6. Néu nhu, #n ciia bénh nhén bi cham lai, dinh dudng
qua dudng tinh mach ciing véi insulin dang truyén qua tinh
mach, insulin sé truyén biang bom tiém dién. Kiém soat tot
dudng huyét sau mé cuc ky quan trong, nhiém khuin sau mé sé
it hon.

4.4.3. Nhing tinh huéng déc bigt
~ Phéu thuat cap clu:

Khéng khac véi ngudi.khong bi DTD, sin sbéc va diéu tri
phu thuge vao mice 46 rdi loan chuyén héa. PhAu thuat cp ciu,
d3c biét néu nhu bénh nhin dang bi nhiém tring cé thé& nhanh
chéng giy nén tinh trang mat ba vé chuyén héa véi nhiing réi
loan nhu: mat nudc, tang dudng huyét, toan héa ting ceton
huyét. DTD khéng duge kiém soat c¢6 thé sdm xuit hién é nhiing
ngudi khong biét minh bi bénh DTD. Toan héa tang ceton cé
nhiing triéu chiing giéng con dau bung cap. Nhing bénh nhin
nay can phai theo déi sat dién bién ciia nhiing triéu chiing, ddu
hiéu dang xay ra dé quyét dinh sy diéu chinh va xi 1y kip thai.

~ Huéng din thuc hanh:

T4t ca chc trudng hop déu phai 14y mau gii lam cac xét
nghiém sau: glucose, uré, dién giai, khi mau. Xét nghiém ceton
mau va nudc tiéu. Néu bénh nhan cé triéu chiing sé6m hay dudc
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chdn doan toan héa tang ceton, phiu thuat sé tri hodn 3-4 gi6
néu nhu c6 thé. Tién hanh truyén nhanh dung dich thanh huyét
man 0,9%, va insulin qua bom tiém dién liéu 6 don vi insulin /
gi6. Kali ciing cho trong dung dich mu6i liéu 20mmol / gic khi
chiic niang than con binh thuong. Theo déi glucose hang gio,
kiém tra dién giai sau 3 - 4 gio. Khi ndong 46 glucose mau da
duéi 270mg/dl (15mmol/l), ch& d6 GIK, nhung Liéu 40 don vi
insulin trong dung dich glucose 10% vi bénh nhén s& c¢é tinh
trang khang insulin. Dudng huyét theo déi hang gid, nong db
insulin trong dich truyén cé thé tang néu cin. Bénh nhin khéng
c6 rd1 loan chuyén héa ning, diéu tri theo ch€ dé GIK hodc IP/ GK.

— PhAu thuat cdu ndi tim phoi:

Phiu thuit bic ciu déng mach vanh thudng gap 6 bénh
nhan DTD, ty 1& bénh va ty 1& td vong cao hdn so vdi ngudi
khéng bi DTH. Phiu thuat cdu néi tim phéi st dung khéi hidng
16n dich truyén, ha than nhiét va cic thudc adrenergic. T4t ca
nhiing diéu d6 sé anh huﬁng manh d&n cin bing ndi méi chuyén
héa. Phiu thuat cdu néi tim phéi da duge chitng minh gay nén
tinh trang khang insulin ning. Khi st dung GIK d8 kiém soat
dudng mau, ty 16 insulin / glucose 1a 1/ 1,6 1a can thiét, khac v6i
0,3 dén 0,4 trong cac phiu thuat thuong quy. Két qua ciing ¢
thé dat duge bing truyén insulin don thuan cung véi theo déi
glucose 15 - 30 phit mét lan trong phong md. Nhu cdu insulin
thay d6i gitta 5 - 12 don vi / gid. Sau phau thuat ap dung GIK.
Tang dutr“mg huyét 13 nguyén nhan lam k&t qua phiu thuit
khong t6t, vi vay kiém soat t6t dudng huyet 13 diéu hét sic
quan trong.

) Trong thuc hanh 1dm sang cling co thé ap dung bang hudng
dan dué day.
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Bang 5.5. Hudng dan diéu tri bénh nhan BTD trude va sau phau thuat
bang truyén insulin finh mach.

Glucose mau mg/dl - Insulin _

: Bon vilgis mi/gids
<80 5o :
81-100 o5 .
101 -~ 140 1,0 10
141 - 180 15 45
181220 YO .
221 - 260 _ 25 25
261 — 300 3.0 | -
301 — 340 4.0 o
> 341 5.0 :

Insulin nhanh: 25 don vi + 250ml dung dich NaCl 0,9%

(1 don vi insulin trong 10ml NaCl)

— Truyén tinh mach, 14y 50ml dich trang day truyén.

~ Duy tri dich truyén truéc va sau phiu thuit bang
dextrose 5% truyén véi téc d6 100 ml/gid.

Trong qua trinh phiu thuat, thi duong huyet moéi gi¢ 1 lan
d€ didu chinh liu insulin fhu sau:

~ DPudng mau < 80mg/dl ngiing truyén insulin, cho 25ml
dung dich dextrose 5%. Khi dudng mau > 80mg/dl, bit diu
truyén lai insulin, vd phai diéu chinh cho thich hdp theo
bang trén.

- Chi ¥ nhiing bénh nhan giam nhu ciu d61 véi insulin:
nhitng bénh nhan diéu tri bang ch& d6 an hoic thuoc ha duong
huyét, hodc insulin < 50 don vi/ngay.

— Nhiing bénh nhéan ting nhu cau insulin: béo phi, nhiém
khuén diéu tri bing steroid, ghép than, néi ghép déng mach vanh.
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5. DIEU TR} ROI LOAN LIPID MAU G NGUOI LON VA BENH
NHAN BTD

5.1. Toém tit vé chuyén héa lipid

~ Cholesterol: 14 mdt chdt béo, 14 phin quan trong cia
mang t& bao & co thé ngudi va déng vat, cholesterol luu hanh
trong mau. Cholesterol c6 hai ngudn gdc chinh, tif thic an va
téng hop trong gan; trong thitc &n chu y&u tu thit, cé, va thic an
‘'hang ngay. Cic ¢6 quan ndi tang nhu gan cé nong do cholesterol
rit cao, ngugde lai, thuc phdm nguon gbc thuc vat khong cé
cholesrerol. Sau khi #n, cholesterol duge hap thu tai rudt, vao
tudAn hoan, sau d6 dugc bao boc trong vd protein. Phiic hgp
cholesterol trong vo boc protein goi 1a chylomicron.

Gan c6 kha nang diéu dong cholesterol tit mau tuan hoan
vao gan, ciing nhu téng hop va giai phong cholesterol vao mau.
Sau khi #n, gan diéu ddng chylomicron ti tuan hoan vao
gan, gitia biia 4n, gan tong hop va giai phéng cholesterol tré lai
tuan hoan.

—  Triglycerid: 12 mdt chat béo, chia 3 acid béo tu do. Cang
gi6ng nhu cholesterol, triglycerid trong méu dude téng hop tu
thic &n hodc trong gan, cholesterol va triglycerid khéng hoa
tan, sau khi an, triglycerid va cholesterol duge hap thu tai ruét
non dude boc trong phan v goi 14 chylomicron trude khi chiung
dude giai phéng vao tuin hoan.

— Chylomicron: 1a sy tap hgp cua triglycerid va cholesterol
dude bao boc boi mét vo lipoprotein bén ngoai (chylomicron chia
90% triglicerid va 10% cholesterol).

Cé 4 dudi nhém chinh lipoprotein, khac nhau vé kich thude,
ty trong, protein va thanh phan mé.

Céac chylomicron va cac lipoprotein ty trong rat thap (Very
low Density lipoproteins - VLDL), 14 thanh phan chinh cua 161
giau triglycerid. ' |
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Cac apoprotein 1a cac thanh phan protein ctia lipoprotein,
¢6 vai trd 6n dinh mang, chiing cin thist dé téng hgp va tiét cac
lipoprotein nhat dinh, déng vai tro nhu la cac cofactors dé hoat
héa cac enzym bién déi lipoprotein, tuong téc véi cac receptor
dac hiéu, va c6 vai {ro loai bd céc lipoprotein tit tuan hoan.
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Hinh 5.2. Cac lipoprotein.

(Ngudn: Harrison's principles of internal Medicine, sixteenth edition f1 1?})

Khi luu hanh qua cac t6 chiic ngoai vi, ca chylomicron va
VLDL chiu tac déng cua enzym lipoprotein lipase. Triglycerid
dugc tich trii trong td chiic mé hodc cung cdp ning hugng cho to
chiic co. Trong quéa trinh nay, chylomicron duge van chuyén vao
phan du giau cholesterol (cholesterol-rich remnant particle)
duge diéu dong tit tuan hodn bdi gan qua tac déng cla receptor
du dic hiéu. VLDL ciing duge van chuyén vao phan du giau
cholesterol, cling c¢6 thé bi gan loai bd, hodc chuyén héa tiép
thanh LDL giau cholesterol hon nho tac dong cta hepatic
lipase. Receptor LDL d&c hiéu chiu trach nhiém thu nap ca cac
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phan du VLDL va LDL. VLDL dudc chuyén héa béi lipoprotein
lipase. Khi trao d6i véi 4o ngoai (surface coat), HDL chuyén
cholesterol ester thinh VLDL do tac déng cua Cholesterol
Esster Transfer Protein (CETP), cho phép phan HDL tiép tuc
hap thu cholesterol, to 1&én vé kich thuée. Sau dé, cholesterol
ester di trao 461 duge hip thu do gan nhulphz‘in du VLDL da

duge chuyén hoa.

Bang 5.6. Dac diém sinh ly clia lipoprotein huyét tuong.

Lipoprotein Thanh phan Ngudn goc Apolipoprotein
lipid :
Chylomicrons TG,90%; chol Rudt B-48;C-,ClI,CIlIIE
3%
VLDL TG 55%,chol Gan . B100,CI,ClI,.CIILE
20%
IDL TG 30%,chol San phdm B100,CI,CIi,CIIIE
20% chuyén héa
cla VLDL
LDL TG 10%,chol San pham B 100
50% chuyén hba
HDL TG 5%, chol Gan, rudt AlLAILAIV,CLCH, CHl,
20% E.
L.p(a) TG 10%,chol Gan B 100, apo(a)
50%

5.2. R6i loan chuyén héa lipd mau

Dyslipidemia 14 r6i loan chuyén héa lipoprotein, sdn xuit
qua mitc hoac khéng dua lipoprotin. Nhitng réi loan nay c6é thé
biéu hién bing sy tang cholesterol toan phan, LDL cholesterol,
triglycerid va giam HDL cholesterol.
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Bang 5.7. Nguyén nhan rdi loan cac thanh phan lipid mau thi phat.

Ting néng dé LDL.C

—

- Progestins

- Beta-adrenergic
blockers (khdng c tac
dung giao cam ndi tai)

- Ldi tiéu nhoém thiazid

- Beta-adrenergic blocke ré
(k,héng co tac dung giao
cam ndi tai)

i Bile acidbinding resins

- Estrogens

- Ticlopidine(Ticlid)

T#ng triglycerid Giam HDL.C
-DTD - Nghién rugu - Hat thudc ]
| - Suy giap -PTD -PTD |
- HC Than hu - Suy giap - Tang tnglicerid mau
-Bénhgantic mat | - Béo phi - Man kinh
- Do thudc - Suy than - Béo phi
- Steroids déng héa - Do thube - Day thi (G nam gidi)

- Tang uré mau
- Do thudc

- Steroids dong héa
Bete-adrenergic
blocker (khéng cb tac
dung giao cam ndi tai)

- Progestins

Nhiing nghién citiu vé dich té, chup mach mau, va giai phiu

thi thé cho thdy, c6 su lién quan tu nhién gita ting néng dé
cholesterol huyét tudng va phat sinh bénh mach vanh tim. Cac
nghién ciu chup mach mau da chitng minh, giam cholesterol
bang nhiéu bién phap tich cuc khac nhau, ngay nhu chi thay déi
ché& dé an don thuan, ciing lam giam nhiéu ty 1& hinh thanh va
6n dinh mang viia xo. Pidu tri bang cac thudce ha cholesterol
cing v8i giam s6 higng lipid trong mang VXDM, do vay 6n dinh
mang vifaxé va -gilam xu huéng vita. The Scandinavian
Simvastatin Survival Study da chitng minh gidm 30% tu vong
toan phan bénh mach vanh tim & nhiing BN diéu tri bing
Simvastatin so v6i nhém khéng duge diéu tri. Trong thi nghiém
du phong cdp mét, nhitng BN diéu tri bing pravastatin giam
26% néng do6 LDL, va gidm 31% cac bién ¢6 mach vanh (nhdi
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mau ¢o tim khéﬁg ti vong, hoac ti vong do bénh dong mach
vanh tim) so v61 nhém placebo.

Trong cic cude héi thao vé& sang loc va diéu tri tang
cholesterol mau, hdu hét ciac chuyén gia déu nhin manh sy
quan trong cda viéc difu tri tding cholesterol mau. Nhing
khuyén cao hudng din vé diéu tri tang cholesterol mau con
thifu théng nhit, nhung cd ban van 1a diéu tri ré1 loan céc
thanh phén lipid mau. Nhiing khuyén céo cua NCEP (National
Cholesterol Education Program) 1a cd s¢ t6t ¢ huéng din diéu
tri r61 loan lipid mau. -

5.3. Chan doan va phan loai

Nguyén nhin tiang lipid méau thit phat bao gém: suy chic
ning tuyén giap, t6 badm di truyén nhu ting cholesterel mau
trdi tu than, tang triglycerid xuat hién cang véi DTD, nghién
rugu, béo phi. Ré1 loan lipid mau trudc diy da dugc phan loai
theo kiéu tang lipoprotein. Gin day, réi loan lipid mau di
truyén dude phan loai nhu: ting cholesterol gia dinh, ting lipid
méau gia dinh phdi hgp va ting cholesterol mau da gen.

Bang 5.8. Bang phan loai réi loan chuyén héa lipid mau cla

Frederickson.
Phenotyp - Tang Cholesterol Triglycerid Gay VXBM

lipoprotein .

i Chylomicrons BT dén tang - Rét tang Khéng

lla LDL Tang vira BT rt

lib LDL va VLDL Tang viura Tang vira +++

1l iDL Tang vira Tang nhiéu +++

v VLDL BT dén tang Tang vira +

V VLDL va BT dén tang Rat tang +
chylomicrons
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~ Khuyén cao cia NCEP 13 dya trén nhiing di€ém cit vé lam
sang, 1a nhiing y&u t& nguy co tuong d61 ddi véi bénh déng mach
vanh, khuyén cao nay c6 nhiing hudéng dan chung nhu: néng d6
cholesterol toan phan va HDL C duoe kiém tra 5 nim mét lan
cho nhiing ngudi ¢ 46 tudi 20 khong ¢6 bénh mach vanh tim
hoac nhiing bénh VXBM khéc, ca hai xét nghiém nay c6 thé lam
khi BN khéng nhin d6i (nonfasting state). K&t qua cua cac xét
nghiém nay k&t hop véi su hién dién cla cdc yéu td nguy co
khac v& bénh mach vanh tim, phai tién hanh tham do toan
dién hon. |

Bang 5.9. Nguy cgd bénh mach vanh tim dya trén cd sd cac yéu to
nguy cd hon 1a dua vao nong do LDL. :

Nhimg yéu t& nguy co duong tinh:
- Nam gidi > 45 i -

- Phu nif > 55 tudi hoic sau man kinh va khong dleu tri thay thé bang
estrogen.

- Tién sir gia dinh bi b&nh mach vanh sdm (phat hién nhéi mau co tim
hosic chét dot t trudc tudi 55 & ngudi bd, hodc, ho hang thudc thé hé thir
nhat clla ngudi bo hoéc me, hoac, ho hang Ia nit thudc thé hé thir nhat trudc
tudi 65).

- Dang hut thudc.
- THA (HA > 140/90mmHg, ho&c BN dang diéu tr cac thudc ha huyét ap.
- Néng d% HDL cholesterol < 35mg% (< 0,90mmoifl).
- Dai thao dudng.
Yéu td nguy cd am tinh:

Néng dé HDL cholesterol cao (> 60 mg% hoacé‘i ,60mmol/l).

" Néng d6 LDL cholesterol c6 thé do tric tigp, hodic c6 thé tinh
bing cong thic FRIEDWALD, két qua duge tinh theo mg/dl.

LDL = Cholesterol toan phan - HDL - (Triglicerid / 5).
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Céng thiic nay khéng ap dung khi néng do triglycerid trén
400mg/dl (4,50mmol/l) hosic khi BN bi tang lipoprotein mau typ 111

Khi xép loai nong dd cholesterol trong gidi han binh thudng
(desirable), cac nguy ¢ ¢ giéi han cao va cao, diéu tri tang
cholesterol mau duge dua trén nong d6 LDL cholesterol va c6
hoac khéng cac yéu té nguy c¢d khac d61 v6i bénh mach vanh
tim. Lam xét nghiém 2 hosic 3 1an LDL lde 61, tinh trung binh
dé x&p loai nguy cd ctia BN theo bang 5.8.

Bang 5.10. Phéan loai nguy co tang cholesterol mau ddi véi nhimg BN
khdng bi bénh mach vanh.

Phan loai Cholesterol LDL. C HDL.C
toan phan , '

Chap nhan’ 200mg/dl - < 130mg/d| > 60mg/dl

| (5,15mmol/l) {< 3,35mmol/l} = 1,55mmol/l)
Nguy cd gi6i | 200-239mg/d! 130-159mg/d! 35-59mg/dl

hancao | s 45. 6,20mmol) | (3,35-4,10mmolf) | (0,8-1,55mmol)

Nguy co cao > 240mgldl > 160mg/ <35mg/di

| (> 6,20mmolll) (> 4,15mmol/l) (<0,90mmolfi)

Nam 2004, sau khi téng hop mot s6 16n ¢ong trinh nghién
ctiu v& diéu tri ré1 loan lipid mau, cac chuyén gia caa NCEP da
dua ra ban khuyén cdo méi dudge ding tai trén Tap chi
Circulation thang 6 -2004 nhu sau: |

— Can nhic diéu tri tich cdc hon dé giam LDL.C cho
nhitng ngudi ¢6 nguy cd cao, cao trung binh va rit cao déi véi
con nhdi mau cd tim (heart attack). P& thuc hién muc tidu nay,
ha thip muc tiéu diéu tri can dat d61 v6i LDL.C va bit dau cho
thudc ha LDL.C & ngudng LDL.C thap hon so véi khuyén céao
ATP IIT nam 2001. V{ du, ddi véi bénh nhin cé nguy cd rat cao
d#i véi con tdn céng tim, muc tiéu giam LDL.C xudng
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< 100mg/d], nhung can nhéc lya chon thuéc dé giam xudng téi
< T0mg/d] (thudng ap dung Statin + thay déi 161 s6ng).

— Khuyén cdo nhian manh su quan trong cta thay déi 161
song dé di@u tri, dé lam bién déi cac y&u t6 nguy cd lién quan
dén 161 séng (nhu béo phi, khong hoat doéng thé luc, hoi ching
chuyen héa, tang trlglycend méau, giam HDL.C mau). Diéu tri
bang thay déi 16i sdng €6 hiu luc lam giam céc nguy c¢ nhéi
mau co tim, d6t quy théng qua mét vai co ché ngoai tac dung
giam LDL.C.

— Khi diéu tri bang cac thude ha LDL cho nhiing ngudi cé
nguy cd rat cao, cao va cao trung binh nén diéu tri tich cuc, dh
dé giam duge it nhat 30 - 40% néng dé LDL.C.

+ Nguy cd cao: 1a nhiing bénh nhan da bi bénh mach vanh
tim (nhu d3 c6 nhéi miu co tim truée d6), PTD, phinh dong
mach chu bung, hodc nhiing ngudi da bi bénh VXDM ¢ cac déng
mach nfo, déng mach chi duéi [nhu bi doét quy, con thidu mau
ndo thodng qua (mini-strokes)], bénh mach mau ngoai vi).
Nhiing bénh nhan ¢6 nguy co cao con bao gébm nhiing ngudi cé
> 2 yéu t8 nguy ¢d (nhu hiit thudc, THA, hoic tién st gia dinh c6
con tdn cong tim sém), x€p loai trén 20% nguy co ¢6 con nhdi
mau c¢o tim trong 10 nam.

+ Nguy co rit cao: 12 nhiing ngudi bi bénh mach vanh tim
cung véi ¢6 hodc 14 nhiéu y&u té nguy co (dic biét bénh DTD),
hoidc nhiing y&u t§ nguy co ning, kiém soat kém (nhu hit thude
lién tuc) hosic hdi chiing chuyén héa (mot tip hop cac ydu t&
nguy co két hgp véi béo phi gom ting triglycerid, giam HDL.C).
Nhiing bénh nhan da phai nam vién vi héi chiing mach vanh
c4p cling dude xép vao nhém nguy ¢d rit cao. -

+ Nguy c¢d cao trung binh: 13 nhiing nguoi khong bi bénh
DTD, cling khéng bi bénh mach vanh tim, nhung ¢6 da yéu t6
& 2 yé'u t6) nguy c¢d déi véi bénh mach vanh tim, xép loai 10-
20% nguy co ¢6 con nhéi mau ¢ tim trong 10 nam,
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+ Nguy co trung binh: 14 nhitng bénh nhan khéng bi bénh
mach vanh tim, cing khéng bi DTD, nhung c¢6 > 2 yéu t6 nguy
co d61 v6i bénh mach vanh tim, x&p loai < 10% nguy ¢6 ¢é con
nthoi mau ¢o tim trong 10 nam.

+ Nguy co thap: 1a nhiing bénh nhan ¢é ti 0-1 yéu t6 nguy
¢ d6i véi dong mach vanh. Cé thé tém tit trong bang 5.11.

Bang 5.11. Phan loai cia ATP il v& nguy co bénh mach vanh tim.

Phan loai

Cac 1di loan

Nguy co rit cao

Bénh mach vanh tim{(BMV), va
Da yéu 15 nguy co (d&c biét bénh DTD)

Cac y8u 16 nguy cd nang hodc kiém soat
kém (d4c bidt ht thude 14 lién tuc).

Pa yéu 18 nguy cd trong HCCH.

Héi chitng mach vanh cap

Nguy cd cao

BMV hoéc tuong duong ngijy co BMV.

Nguy co tuong ddi cac

2 yéu 16 nguy co va nguy co BMV 10 nam
10% - 20%.

Nguy cd trung binh

2 yéu {6 nguy cd va nguy co BMV 10 nam
<10%.

Nguy cd thap

0 - 1 yéu té nguy co

~ Khi bénh nhéan c6 nguy cd cao hodc rit cao, dong thdi c6
cao triglycerid va giam HDL.C mau, c6 thé cdn nhic phdi hop
nicotinic acid hoédc fibrat v61 statin. Nicotinic acid va fibrat ¢6
tac dung giam triglycerid va tang HDL.C hon statin.
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—  Tuéi khéng phai van dé phai quan tdm, vi ngudi 16n tudi
cang duge 1¢gi khi ha LDL.C. Vi vay, khong bao gié mudn khi
bénh nhan di 16n tudi méi bat dau thay ddi 161 song va ding
thudc ha LDL.C. T4t nhién déi v6i ngudi 16n tudi bao gis ciing
phai can than hon. Nguoi 16n tudi ¢6 thé c6 rdi loan chie ning
gan va than nhiéu hon, can st dung nhiéu loai thudc han, trong
d6 c6 loai sé anh hudng téi hay tuong tac véi thude ha LDL.C
nhu statin. Vi vay, 1iéu thap 13 cén thiét dé tranh nhitng tac
dung phu. |

Bang 5.12. Tinh diém nguy cd (theo bac thang tudi 10 nam)
bénh mach vanh tim (BMV) theo Framingham déi véi nam.

* Tinh diém nguy co theo bac thang tudi 10 nam déi véi nam.

Tudi (ném) Di€m
20-30 ' -9
35-39 -4
40 - 44 0
45-49 3
50 - 54 6
55 - 69 8
60 - 64 10
65 - 69 11
70-74 12
75-79 13
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* Cholestrerol toan phan theo bac thang tudi 10 nam.

Cholesterol Diém theo tudi
toan phén 20-39 | 40-49 | 50-590 |60.69 | 70.79
< 160 0 0 0 0 0
160 - 199 4 3 2 1 0
200 - 239 7 4) 3 1 0
240 - 279 9 6 4 2 1
> 280 11 8 5 3 1
Hut thudc (theo
tudi): 0 0 0 0
Khéng hit thude 8 3 1 1
Cé hat thudc
* HDL.C va huyét ap tam thu
. HDL.C . Diém HATT Néu khéng | Né&ucé BT
(mg/di) | (mmHg) T
> 60 -1 <120 0 0
50 - 59 0 120 - 129 0 1
40-49 1 130 - 139 1 2
< 40 2 140 - 159 1 2
> 160 2 3
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* Tong diém
Téng diém | Nguy cd theo bac Téng diém | Nguy cd theo byc
thang tudi 10 nim B thang tudi 10 nam
(%) (%)
<0 <1 . 9 5
0 1 10 B
1 1 11 8
2 1 12 10
3 1 13 12
4 1 14 16
5 2 15 20
6 2 16 25
7 3 > 17 - >30
8 4

Bang 5.13. Tinh diém nguy cd (theo bac thang tudi 10 n&m) bénh
mach vanh tim (BMV) theo Framingham d3i véi ni.

* Tinh diém nguy co theo béc thang tudi 10 nam d6i véi nii.

Tudi (n&m) ' Diém
20 - 34 -7
35 - 39 -3
40 - 44 0
45 - 49 3
50 - 54 6
55 - 59 8
60 - 64 10
65 - 69 12
70-74 14
76-79 16
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* Cholestrerol toan phin theo bac thang tudi 10 nam.

Cholesterol

Biém theo tudi

toanphin | 39.39 |40-49 |50-59 | 60-69 | 70-79
< 160 0 0 0 0 0
160 - 199 4 3 2 1 1
200 - 239 8 6 4 2 1
240 - 279 11 8 5 3 2
> 280 13 10 7 4 2
Hut thudc
(theo tudi):
Khéng hat thudc 0 0 0
C6 hut thuée g 7 ) 1
* HDL.C va huyét 4p tam thu
HDL (mg/dl) Piém HATT N&u khdng N&u cé
o (mmHg) BT bT
> 60 1 <120 0 0
50 - 59 0 120-129 1 3
40 - 49 1 130 - 139 2 4
< 40 2 140 - 159 3 5
> 160 4 6

357




: 2 . Q2
* Tong diém.

Téng diém | Nguy catheo birc | Téngdiém | Nguy co (theo buc
thang tudi 10 nim thang tudi 10 nim
(o) (%)
<9 <1 17 5
9 1 18 6
10 1 19 8
1 1 20 11..
12 1 21 14
13 2 22 17
14 2 23 22
15 3 24 27
16 4 > 25 > 30
Bang 5.14. Muc tiéu gidam LDL.C bang thudc
va thay d6i Ii séng @ ngudi I6n (theo ATP 1lI).
Mirc dé Muc tidu gidm | B3t ddu BT bing B4t ddu
nguy co LDL.C .~ | thay ddildisdng | OT bing thudc
NC rat cao < 70mg/d| B4t ky ndng do L DL.C > 70 mg/di
cua LDL.C
NC cao < 100mg/dl > 100mg/di > 100mg/dl (can
nhéc néu khdi diém
LDL<100
"NC trung binh | < 130 (15t nhat > 130mg/d} > 130 (6t nhat
cao < 100mg/dl) khdi diém LDL>C
100-129mg/di
NC trung binh < 130mg/dl > 130mg/d| > 160mg/dl
NC thép < 160mg/d! > 160mg/dl > 190 (6t nhat néu
khdi diém LDL
160-189mg/d!
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5.4. Sin soc diéu tri
- Muc tiéu:

Dé1 véi BN bi benh mach vanh tim (BMVT), hofc cac bénh
VDM khac can dat néng d6 LDL la < 100mg/d] (2,60mmol/).
Néu nong dé6 LDL khéng vuct qua 100mg/dl. ¢ nhitng nguoi
khong bi bénh mach vanh, BN sé dugc bat ddu ap dung ché dé
in budc 1: tham gia déu din cic hoat déng thé duc, nging hut
thuée. Xét nghiém lipoprotein hang nam déi véi nhiing nguoi
trong nhém nay Phu nit tién man kinh, dan ong 35 tuéi hoic
tré hon c6 réi loan lipid mau, nhung khong ¢ cac ydu to nguy cd
khac d61 vé61 BMVT, hoic khéng ¢ yeu t6 bam di truyen duge
x€p vao nhém nguy co thap.

Khuyén cio ¢ia NCEP khuyén ring, nhing BN c6 nguy co
cao hon d6i véi BMVT phai duge diéu tri r8i loan lipid mau tich
cyc hon 14 nhitng ngudi ¢6 nguy co thap hon.

Nhitng ngudi cé nguy ¢ cao nhat d6i véi cac bidn ¢6 mach
vanh, c6 tién st vé€ bénh mach vanh tim (BMVT) ¢An phai duge
can thlep nhu nhitng BN bi BMVT. Theo Oliver va CS: ¢6 su khac
nhau rit it gitta nhitng ngudi cé blleu hién ldm sang va nhiing
ngudl khéng c6. Nhu vay, du phong cap 1 va du phong cap 2 ¢6
moi lién quan chat ché trong chién luge diéu tri lién tuc nay.

- Thay d4i 161 séng:

Thay ddi ché @6 4n, tap luyén thé luc, kidm soat can niang
nhu 12 bién phap cd ban dé diéu tri r8i loan lipid mau (RLLPM).
Nhiing bién phap co ban nay ap dung t6i 90% ngudsi c6 RLLPM
theo diém cit ciia NCEP. Gidm cholesterol toan phin 1%, giam
nguy cd phat trién BMVT 2%. N gl‘.mg hit thube cung véi giam
cac yéu t& nguy cd khac la nhling yéu t8 quan trong dé dé phong
BMVT.

— Téap luyén va giam cén:
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Béo phi thudng lam ting ndng d6 cholesterol ca LDL va
VLDL, tang triglycerid, giam HDL, ting HA thtc day réi loan
dung nap glucose. Giam cén sé lam gidm cholesterol toan phén,
LDL va VLDL, giam triglycerid va ting HDL, giam HA, cai
thién tinh trang kiém soat glucose huyét. BN tiy chon cho minh
mot chuong trinh tap luyén thich hop nhu tap aerobic, 30 phut
méi ngay, mbi tudn tir 4 1an tr 16n, cudng d6 c6 thé ning nhe
khac nhau, thoi gian dai va thudng xuyén.

~ Ubng rugu:

Rugu lam tang triglycerid va gidm HDL cholesterol mau,
tac dung clia rugu trén LDL hinh nhu rat it. Uéng nhiéu rugu
gdy nhiém doc déi véi gan, bénh co tim, tai nan giao théng, réi
loan ¥ thic, bat 1¢i vé tim mach.

— Thuc hién ché& 46 #n:

Diéu tri bdng ché€ d6 an sé bit dau cho nhiing BN c6 nong
d% LDL 6 gi6i han cao clia binh thudng (130-159mg/dl hoac 3,35-
4,1mmol) va ¢6 > 2 yéu t6 nguy cd dé1 v6i BMVT va nhiing BN
c6 LDL > 160mg/d] (4,15 mmol/l). Muc tidu ca didu tri bing ché&
d6 4n trong du phong cdp mét 1a giam ndéng d6 LDL dén
160mg/dl néu nhu chi cé mét y&éu t6 nguy co BMVT, va giam
dudi 130mg/d]l néu nhu 6 > 2 yéu t8 nguy co duige xac dinh. Khi
da c6 triéu ching BMVT, diéu tri ché€ d6 an chi dinh cho nhiing
BN c¢6 LDL vugt qua 100mg/dl (2,60mmol/l), véi muc dich giam
LDL xuéng duéi hogc bing 100mg/dl.

Muc dich caa diéu tri bing ch& 46 4n 12 1am gidm néng 6
cholesterol toan phén va tang HDL dén gia tri dich. Ché d6 an
trung binh, thanh phin mé khoang 35% ning lugng toan phan,
vl lugng md bdo hoa tit 13-14%. Cholesterol dua vao khoang
360mg/ngay d6i véi nam gi6i, d6i véi ngudi phu ni thi it hon,
D61 v6i BN bi BMVT, bét dau an ché ddé an trung binh, sau dé
chuyén sang buée 2, LDL cin phai giam xudng 10-20%. Trén
mt s6 BN, tuy tuin thd chit ché ché dé an, nhung giam rat it
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cholesterol toan phan. Mét s6 thi nghiém 1am sang da ghi
nhan, k&t qua giam lipid bang ché& d6 an thudng tét cho nhing
ngudi ¢6 ndng dd cholesterol toan phan, LDL, triglycerid miic
cao khi bat dau diéu tri.

Diéu tri bing ch& d6 an bude 1 va 2 c¢6 muc dich 1 dé giam
dua vao cac loai mé béo hoa, cholesterol, calori todn phan dén
giam cac lipoprotein, tao didu kién giam cin & nhiing ngudl quéa
can. Nén st dung carbohydrat phiic hgp hon la dudng don.

Trong ché do an buée 1, gidm cung cip 8-10% tdng sd nang
lugng tit cac loai m3 bao hoa, cholesterol dudi 300mg/ngay. Bude
2 sé han ché s8 ning lugng ti cac loai md bic hoa nhiéu hon,
duéi 7% téng niang hugng, cholesterol dua vao cling han ché dudi
200mg/ngay. D1 véi cd 2 bude, ngudi ta ciing khuyén rang, cac
loai md don khong bao hoa (monounsaturated fats) van tiép tuc,
nhung khéng qui 15% téng nang luong, vdi mé da khong bao
hoa (polyunsaturated fats) khong qua 10% téng nang lugng. Cac
loai md don khéng bdoc hoa c6 trong mét s6 thuc phadm nhu lac,
hinh nhu ¢6 tac dung phu it hon dé1 véi HDL hon 1a cac loai md
da khong bio hoa. Omega-3-fatty acids, 12 loai acid béo da
khong bao hoa, ¢6 nhiéu trong ca da duge ching minh cé tac
dung lam giam triglycerid. Cac loai acid nay c¢6 tac dung rat it
d61 véi LDL & nhiing BN c6 triglycerid binh thudng. Lgi ich cua
viée bd sung cac loai ddu ci va omega 3-fatty acid dang duge
nghién ctu. NCEP khéng khuyén su dung thuong quy cac loai
ddu ca, mic di vAn duge khuyén st dung ca trong ché dd in
buée 1 va bude 2. |

R4t nhiéu BN tang lipid mau c6 thé dé& dang chap nhan cac
thic an tuong tu thuc don trong buée 1. Tac dung ha cholesterol
cua ché do an bude 1 & nhitng BN nay tuong d61 khiém tén. Ché
d6 an budc 2 nghiém ngit hon doi hoi kiém tra chat dé€ bao dam
BN duy tri ché d6 dinh dudng. Cac chuyén gia vé dinh dudng
cAn ¢6 van cho nhitng BN dang theo diéu tri bing ché dd in
bude 2. Thue hién theo ché& dd an buée 1 cling da chitng minh
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giam duge cholesterol toan phan tir 3-14%, budc 2 giam thém
dugce 3-7%, tuy nhién khdong phai tat ca céac nghién ciiu déu c6
két qua giam ttidng ty. Vi vay, BN sé& dude nhic nhd rang: ngay
khi tham gia rét t6t § bude 1, buée 2 ciing cin thiét phai tiép tue
dé dat duge hiéu qua cal thién cac thanh phan lipid mau.
Nhiing BN béo phi, giam cén ciing c6 thé giam nhiéu cholesterol
mau toan phan. BN cin duge theo d6i néng d6 cholesterol toan
phan sau 6 tudn va 12 tuin sau khi theo ch& dé an budc 1.

Trong du phong cap 1 d61 v6i BMVT (nghia 12 nhiing ngudi
khéng c6 bang chiing bi BMVT), diéu tri bang ché do an cling
phai duge duy tri trong 6 thang trudc khi bat ddu didu tri bing
thuée. Cac chuyén gia dinh dudng dude chi dinh dé glup do cho
nhitng BN tham gia hoan thanh buéc 1 & thdi diém chan doan
RLLPM, ho#c nhiing nguoi khong c6 kha ning dat duge muc
tiéu diéu tri bing ché& d6 an khi dang tham gia buée 1. Déi véi
nhiing BN ¢6 nguy ¢¢ cao BMVT hoic ¢6 cholesterol toan phan,
LDL cao, diéu tri bing thudc sé duge bit ddu sém hon. Nhlmg
BN bi BMVT, va LDL khoang 100mg/dl (2,6 mmol/l) s& bit ddu
diéu tri dinh dudng buéce 2.

— Thitc &n nhiéu chat xo (Dietary fiber).

Céc chdt xo tan (soluble fiber) da dude chitng minh cé téc
dung lam giam nhe néng dd cholesterol toan phan, HDL. Nhiing
khuyén céo v& ché& d6 #n hién nay khuyén ring, chat xo dua vao
hang ngay it nhat tit 20 - 30g cho ngudi 16n, trong d6 25% chat
x6 hoa tan. Nong do nay c6 thé dat dude bing cung cAp > 6 lan
an cac san pham ngi cfe, > 5 ngay #n trai ciy va rau, bd sung
3g/ ngay chit xo hoa tan cé thé giam cholesterol toan phan 5 -
6mg/dl. Lugng cac chit xo hoa tan dua vao hang ngay cao hon
$& 1am gidam nhiéu hon cholesterol.

Ché& d6 an nhiéu chat xo c¢6 thé gidm cholesterol toan phan
ti 11-32%, c¢6 thé gidm ca LDL va HDL. Hon nia, che dé an
nhiéu carbohydrat it chdt x0 s& lam tang nhiéu néng db
triglycerid va gidm HDL. Nguge lai, ché dé6 an nhifu
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carbohydrat, nhiéu ch&t xo c6 thé lam giam triglycerid va tiing
HDL. Mgt ché& do an nhiéu chét xo, it md ciing c¢6 nhiéu tac dung
¢6 loi, nhu cai thién kiém soat glucose mau, gidm can, dd ngay,
dé phong duge bénh nang dai trang (diverticular disease) va cé
kha niang dé phong dude bénh ung thu dai trang.

An nhiéu chat xo hoa tan c6 thé giy nén médt s6 tac dung
phu nhu trudng, ddy hoi. An qua nhidu chét xo c6 thé gay réi
loan hap thu cho nhiing chat sinh dudng gquan trong nhu
calcium; vi vy, bé sung nhiéu loai vitamin hang ngdy cho
nhiing BN #n ché dé va bé sung nhiéu chit xo 14 diéu can thiét.

Bang 5.15. Thanh phan dinh duéng
cho dinh dudng diéu tri thay doi I8i séng.

Chét dinh dudng

Lugng dua vao

Ma& bao hoa(saturated fat)
M@ da khdng bao hoa (polyunsaturated fat)

Ma dan khéﬁg bao hda (Monounsaturated
fat)

M3 toan phan(total fat)
Carbohydrat

Chat xd

Protein

Cholesterol

Téng calori (n4ng hugng)

< 7% téng calori
Pén 10% téng calori
Pén 20% téng calori

25% - 35% tdng calori
50% - 60% t3ng calori
20 - 30 ¢/ ngay

~ 15% t6ng calori

< 200mg/ ngay

Can bang nang lugng dua
vao va s dung dé duy tri
can nang thich hdp, khdng
tang can.

~ Cac ch4t chéng oxy hoéa.

Oxy hoéa va glycosyl héa LDL la nguyén nhén giy VXDM.
M6t s6 vitamin nhu vitamin C, vitamin E, va caroten beta c6 tac
dung chéng oxy héa. Ching ¢6 thé dung dé dé phong, chong lai
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VXDM. Cac loai hoa qua va rau mau vang dam, xanh den chia
nhiéu vitamin chdng oxy hoéa.

— Diéu tri bang thudc.

Thuc t& diéu tri bang ché dé an it kh1 giam duge LDL,
cholesterol xuéng thap hon 10-20%. Néu nong d6 lipid van duy
tri cao sau 6 thang diéu trj bang ch& d6 #n tich cue, cé chi dinh
diéu tri bang céc loai thuéc ha lipid mau, hode diéu tri sé6m hon
do nhiing tinh trang dac biét.

BN c¢6 LDL rat cao can phai bit dau didu tri béng thuée
s6m hon, vi BNeé LDL > 130mg/d1 (3,35mmol/1l} khé glam tdl
100mg/d! (2,6mmol/l) chi bdng ch& d6 an. Tuy nhién, BN cin
duge théng bao, mic du da didu tri bing thude nhung thudng
xuyén phai phéi hgp véi ché& d6 an va tap luyén.

Hau hét BN tang cholesterol mau, thude duge chon diu tién
la HMG-CoA reductase inhibitors, vi gidm LDL ¢é hiéu qua
nhat. Gemfibrozil (Lopid) hodc nicotinic acid 1a nhung thudc
dugc chon cho BN tang trglycerid mau.

Bang 5.16. Cac thudc ha cholesterol, liéu Iudng: |

Cac loai thudc Liéu duy tri
Céc resin gan acid méat. | 4g, 8g, 129, 16g, 2 lan/ngay
Cholestyramin 59, 2 lan/ngay hodic 30g/ngay, iéu chia nhd d& uéng.

(Questran, Questran

lite) Colestipol(Colestid)
HMG-CoA reductase 10 dén 80mg/ngay, udng itic thich hdp.
inhibitors(statins)

Atorvastatin (Lipitor) 0,3 mg uéng vao budi chiél,

Cerivastatin (Baycol) 20mg, hodc 40mg lac di ngh, hoac 20mg
Fluvastatin (Lescol) hai lan /ngay.

Lovastatin (Mevacor) 20mg, 40mg, ho%c 80mg vao bita #n t4i.
Pravastatin (pravachol) | 10mg, 20mg,ho3c 40mg lic di ngd.
Simvastatin (zocor) 5mg, 10mg, 20mg, hodc 40mg ldc di ngl.
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Cac chéat giéng
(analogs) acid fibric.
Clofibrat {(Atromid-5)
Gemfibrozil (Lopid)
Thudc khéc:
Nicotinic acid

500mg, udng 4 Ian /ngay
600mg, udng 2 lan/ngay

1,5 dén 6g/ngay, chia udng trong ngay.

Béng 5. 1? Thay d8i néng d6 lipid mau do cac foai thudc ha lipid va

tac dung phu.
Loai Nong dd Néng Nong | Triglycerid { Tac dung
thudc | cholesterol | do LDL do phu
toan phan HDL
Resin gan | Giam 20% | Gidam Tang BT hoic An khéng
acid mat 10% 3% tang ngon, day
dén dén bung khé
20% 5% tiéy, d chua
Nicotinic Giam 25% Giam Tang Giam 20% | DO mat, ndn
: 10% 15% @én 50% RLDN
dén dén glucose
25% 35% XN chic
| nang gan bat
. thudng
Fibric acid | Giam 15% | Giam Tang Giam 20% | Nén, néi ban
anaiogs 5% 14% dén 50% ngoai da
dén | dén
15% 20%
MMG-CoA | Giam 15% | Giam Tang | Giam 10% | Viém co, dau
reductase | dén 30% 20% 5% dén40% | co, tang
- dén dén inhibitors
60% 15% fransaminase
| gan.

— Cac chat fc

Reductase Inhibitors).

ché HMG-CoA Reductase (HMG-CoA

Statin la cac loai thuéc c¢6 tic dung kim him téng hgp
cholesterol, véi nhing miic d6 khac nhau, tat ca cac loai thudc
ndy déu lam giam cholesterol toan phin, LDL, triglycerid, va
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tang nhe HDL. Néi chung thudc dung nap tét, mét s rat nhé
(<1%) ¢6 thé tang transaminase gan, d6 ¢6 thé 1a nguyén nhin
phai ngiing uéng thuéc. Nhitng tac dung phu khac nhu bénh co
(<0,1%) va r61 loan tiéu héa. Nhiing triéu ching réi loan tiéu
héa thudng giam sau khi ngiing udng thuéc.

Da ¢6 bang chiing ghi nhan, cac loai thudc nay 1am gidm cac
bién ¢4 bat lgi vé tim mach, nhd nhiing co ché tac doéng ngoai tac
dung giam LDL. Két qui cta The primary prevention of
coronary heart disease with Pravastatin trial da chiing minh:
diéu tri pravastatin lam gidm 31% nhéi mau.co tim (NMCT) 14n
dau, 32% ti vong do tim mach, 22% ty 16 ti vong toan bd va gidm
37% can thiép mach vanh. Giiia cic statin ciing ¢6 tac dung khac
nhau. Vi du: Atovastatin cé tac dung phu khéng khac so véi cac
thuée khac cang nhém, nhung lai ¢6 tac dung gidm manh LDL
cholesterol toan phan, triglycerid hon céc statin khac, véi 1iéu cao
hon ciing chi dat duge tac dung tuong tu. Atovastatin ¢6 thé don
tri liéu khéng can phai phéi hop. Mot 88 cd ché khac dang duge
nghién citu nhu tac dung 6n dinh mang vita xd, chéhg ngung tap
tiéu ciu, chéng co thit déng mach.

Céc loai statin néi chung udng mét lidu duy nhat vao biia
&n t61, hogic trude khi di ngd dé c6 tae dung ha LDL t6i da.

- Céc resin gén acid m4t (Bile Acid Binding Resins).

Anion trao d6i resin cholestyramin (Questran) va
cholestipol (colestid) gén acid mat chita cholesterol trong rudt
non, tao thanh nhiing phic hgp khéng héa tan, ngin chin su
hap thu, két qua 1am tang oxy héa cholesterol dén acid mat
‘trong gan, tdng dao thai cholesterol qua phan va ting heat tinh
caa LDL receptor. Thudc ¢6 tac dung giam nong 46 LDL téi
20%. Thuée dugc uu tién chon cho nhitng BN c¢6 bénh gan, vi
ching khéng anh hudng dén chitc niang ctia gan, thudc cling
thich hop cho nhitng BN con tré tudi va phu nit dang sinh d&.

366



Resin gin acid mat c6 thé 1am tang triglycerid, tao s6i va
nhiéu tac dung phu nhu: tio bén, ro1 loan tidu hoa, trudng bung,
nén, ¢ chua. Giam liéu, &n thic dn nhiéu chit xo, cho cic san
pham cda acid mat vdi sita ¢6 thé han ché cac tac dung phu.

Céc sdn pham cua acid mat c6 thé gin két v6i warfarin,
digitalis, thyroxin, thiazid, furosemid, tetracyclin, penicilin G,
phenobarbital, sit, propanolol, acetaminophen va cac thudc
chéng viém khéng thudc nhém steroid, ciing nhu bé sung
phosphat duong uéng va hydrocortison. Khi uéng nhiing loai
thudc trén it nhat 1 gid trude khi hodc 4 - 6 g1 sau khi uéng
resin, dé giam tuong tac thude.

—~  Nicotinic acid.

Nicotinic acid ho#c niacin ¢6 tac dung lam gidm téng hop
LDL bing cach gidm téng hop VLDL trong gan, ting téng hgp
HDL, bang Gc ché phan hiiy mé trong td chiic mé va tang hoat
tinh lipase.

Thuéc 1am tang 10 dén 35% HDL, giam cholesterol toan
phan va LDL 10 - 25%, giam triglycerid 20 - 50%.

Tac dung phu c@ia nicotinic acid la: d6 bung da, ngia, réi
loan tiéu héa, tdng uric mau, gat, ting cac xét nghiém thiam do
chtic nang gan va réi loan dung nap glucose Ubtng 325mg
aspirin 30 phut trude khi uéng thudc c6 thé han ché téi thiéu
tinh trang d6 bitng da, nhung thudng dé biung da va ngita hét
mot cach tu nhién trong qua trinh uéng thudc.

Nicotinic acid duge udng ciing bila an dé giam nhiing triéu
chiing ro1 loan tiéu héa. Tac dung doc véi gan cing thuong gap
khi udng céc san pham nicotinic acid ¢6 tac dung kéo dai hon 1a
chc san phidm c6 tac dung théng thudng. Hoi chiing giong viém
gan biéu hién bang cae triéu ching nhu mét mdi, mit ngon
miéng c6 thé xdy ra ¢ nhilng ngudi st dung thudc ¢6 tac dung
kéo dai. Nhiing tac dung phu khac nhu rung nhi, ha HA, dau
dau ting lic, tai phat bénh da day ta trang.
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Nicotinic acid khong chi dinh cho BN bi bénh DTD vi thuée
c¢6 xu huéng lam xau di kiém soét glucose huyét.

~ Céac dan chat caa acid fibric.

Cac din chit cha acid fibric hay cac fibrat lam tang thanh
thai VLDL do tang phan hiy mé va gidm téng hgp cholesterol
trong gan, thuée lam giam tnglycemd 20-50%, tidng HDL téi
20%, giam LDL khoang 5-15%. Mot s6 BN tang triglycerid méau
dong thoi ting ca LDL, diéu tri fibrat rat thich hgp. Trong thuc
t€, gemfibrozil (lopid) chi dinh diédu tr1 cho BN bi DTD va roi
loan béta lipoprotein huyét gia dinh (familial dysbeta-
lipoproteinemia).

Tac dung phu: nén, budn nén, trudng bung, diy hoi, dau
bung, ré1 loan nhe chiic ning gan. Viém cd, s0i mét, ting LDL
cling c6 thé gip. Clofibrat (Atromid-S) cng thudng gy nén
bénh soi mat va nhiing bénh da day ruft ning nhu bénh gan ac
tinh; vi vy chi chi dinh cho nhiing BN 44 duge sang loc chin
doan chéc chin bi typ II, IV hodc V cta tiang hpld mau,
Clofibrat khéng phai 13 thuéc ¢6 tac dung dé phong BMVT. Cac
fibrat khéng chi dinh phéi hop véi cac thuée thudc nhém statin,
vi nguy cd giy ting bénh co.

— Phéi hop thuée.

NCEP khuyén cao, dich phai dat cha LDL la 100mg/dl
(2,60mmol/1) d6i véi nhitng ngudi cé nguy o cao BMVT da duge
xac dinh. Nhung nhiing BN nay, ngay ca khi tuan thu diéu tri
béng ché& dd &n bu’dc 2 thuong ciing khéng dat dugc muc giam
nhu vay. LDL cin giam hon 130mg/dl (3, 35mml/1), cin glam
nhiéu hon niia 601 v61 BN bi BMVT, va phéi hop thude dé didu
tr1 d6i khi 1& cAn thiét khi LDL duy tr1 trén mic dich sau 3
thang tri liéu. Nhiitng BN bj BMVT c6 néng d6 LDL gilta 100 va
130mg/dl (2,60-3,35 mmolN); can danh g1a cac triéu ching 1am
sang dé€ quyét dinh liéu ¢6 nén bat ddu dung thude ha
cholesterol (hay thém mét thuoc thi hai) khi phéi hgp véi ché @6
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an. Mic du, chi dinh dung thuéc thudng sau khi BN da qua 3-6
thang thi nghiém diéu tri béing ché& d6 an, nhung mét s6 BN bi
tang cholesterol mau ning, hodic bi BMVT, thi chi dinh dung

thudc sé bat ddu s6m hon.

Bang 5.18. Phéi hop thudc, néu don tri lidu khdng dat hiéu qud

giam lipid mau.

Néng d8 lipid

Thudc dau tién

Thudc phéi hop

Tang LDL va friglycerid | Statin Resin gén acid mat

< 200mg/d| Nicotinic acid Statin
Resin gén acid mat Nicotini acid

Tang LDL va triglycerid | Statin Nicotinic acid

200 dén 400mg/d Statin Gemfibrozil
Nicotinic acid Statin
Nicotinic acid Gemfibrozil

Chu y:

Nicotinic acid + Statin c¢é thé ting nguy ¢é bénh gan va

viém gan.

Statin + Gemfibrozl. Tang nguy c6 bénh ¢6 ning

K&t hgp nicotinic acid véi lovastatin cé thé giy nén tidu

¢co VAn.

Theo dé6i diéu tri bang thude.

+ XN kiém tra chic ning gan

+ Kiém tra LDL.C sau khi bit dau diéu tri 6 tudn, lip
lai sau 12 tudn, hodc thoi gian s6m hon dé theo d6i két qua

diéu tri.

—~  Madt sb xem xét dic biét.

+ Vai tré cua lipoprotein (a).
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Lipoprotein(a) hay Lp(a) 12 mét thé dac biét cta phuc hdp
glycoprotem LDL- cholesterol. Tang Lp(a) (tren 30mg/dl) c6 thé
la yeu t6 nguy c¢g ddc lap déi véi su phat trién sém bénh mach
vanh & nam giél. Dang c¢6 tranh luan liéu ¢6 phai tang Lp(a) 13
nguyén nhan hay 1a tic déng dén t6n thuong dong mach vanh.

Nicotinic acid diéu tri véi liéu it nhat 3g/ngay va estrogen
da dudgce chu’ng minh lam giam néng dd6 Lp(a). Nhitng thi
nghiém gan diy ghl nhén, diéu tri thay thé hormon sau méin
kinh lam giam nong 46 Lp(a). Nhitng tht nghiém trén lam sang
da cho thiy, thutc thuc nghiém lifibrol ciing ¢6 tac dung giam
Lp(a).

+ Estrogen diéu tri thay thé.

Méc du estrogen khoéng phai chi dmh dé didu tri roi 1oan
lipid mau. NCEP khuyén cao, diéu tri thay thé estrogen nhu la
bién phap lam giam LDL (khoang 15%), tang HDL (khoang
22%) 6 phu nit sau méan kinh. Nhiing nghién cttu gin diy ghi
nhén, giam ty 18 ti vong trong s6 cic phu nit dude didu tri thay
thé& hormon sau man kmh méc dit nhiing 1gi ich s6ng con bi han
ché khi thoi gzan udng thudc kéo dai hon. Diéu tri thay thé
hormon ¢6 thé k&t hop véi cac thude ha lipid méu dé dat duge
nhiing thay doi c¢6 1di v& cac thanh phan lipid. Nguodi ta cling da
thong bao provastatin phél hdp véi estrogen cé tac dung cai
thién néng dé LDL hon chi diéu tri mét minh.

+ Ezetimible

Ezetimible 14 thuéc chéng tang hpld mau, lam giam
cholesterol mau bing giam h&p thu cholesterol frong rudt.
Ezetimible c6 thé don tri liéu khi cac thude ha cholesterrol mau
khac bénh nhan khéng dung nap dugc, hodc phéi hgp diéu tri
véi statin (nhu ezetimible/simvastatin vdi cac tén thudng’ mat
nhu Vytorin va Inegy), khi néng dé cholesterol khong thé klem
soat duge bang statin don thuén.
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Tinh chat dude 1y: Ezetmible khu trii 6 ria ban chai ruét
non, ¢ day né kim ham hap thu cholesterol ti thic an. Dicbiét,
né c6 tac dung khi gan véi chat trung gian hap thu cholesterol
Niemann-pickC1-like 1 protein(NPC1L1 protein) trén t& bao
biéu md éng tiéu héa, efing nhu trong t& bao gan. Ngoai ra, giam
hap thu cholesterol dua dén ting hap thu LDL cholesterol vao
trong t& bao, nhu vay sé lam giam néng d6 LDL trong huyét
thanh. Ezetimible lam giam 18% LDL.C, lam giam nhe
triglycerid va ting nhe HDL.C. Tac dung s& t&t hon khi phéi
hgp v statin.

Chi dinh: Diéu tri tang cholesterol méau; diu tri tang
phytosterol mau (homozygous sitosterolemia).

Chéng chi dinh: khi bénh nhan di #ng véi thude, bénh nhan
bi bénh gan.

Than trong khi chi dinh: nhiing bénh nhin bi bénh DTD,
bénh than, cudng chiic nang giap, dang diéu tri bang cac thudc
steroid hoac cAc hormon, ké ca céc thudc tranh thai khéng chi
dinh cho phu ni ¢6 thai va cho con bua.

M6t s6 thudc diéu tri ro1 loan lipid khong dudec udng dong
thoi véi eztimible: khéng udng ezetimible véi cholestyramine
(Prevalite, Questran), colestipol {(colestid) hoé&c colesevalam
(Welchol), doi it nhat 4 gio sau khi udng cac loai thude trén méi
dugc udng ezetimible, hojc c6 thé udng ezetimible 2 gid trudc
khi uéng cac loai thuéc trén.

Ezetimible c6 thé uéng cung thdi gian véi fenofibrate, hodc
vél bat ky loai statin ndo nhu lovastatin, simvastatin,
pravastatin, fluvastatin, atovastatin hoéc cerivastatin.

Chd ¥: bénh nhan cin kiém tra céng thic mau ngoa1 Vi,
chiic nang gan.

Téac dung phu: dau dau va/hoac di léng & 1%). It gip hon
(ti 0,1-1%) nhu dau co va/hoic ting enzym gan. Hi€ém gip hon

371



(<0, 1%) nhu ting nhay cam véi thude (néi ban, phu mach) hoic
¢ thé c6 bénh cd (myopathy).

Liéu lugng: thudng méi vién déng 10mg. udng 1 }an trong ngay.
— Mot s6 phuong phép diéu tri khac.

+ Lifibrol: la thu6c ha lipid mau, hién nay dang trong thuc
nghiém. Thi nghiém 14m sang 43 chimg minh, lifibrol lam giam
cholesterol toan phan va LDL, hiéu qua tudng ti nhu statin liéu
cao. N6 ciing da duge ching minh 1am giam Lp(a), fibrinogen, acid
uric. Tac dung ctia né ddi véi HDL va triglicerid khéng én dinh.

Co ché tac dung cta thudc 13 phtc hop va da dang, hinh
nhu tac déng ¢ mitc d6 sé6m hon vé con dudng tong hop
cholesterol so véi statin. Tac dung phu chi yéu trén tidu héa.

+ Diédu tri bing gen: phuong phap nay dudc dé cap vai
nim gin day ti nhitng 4p dung trén 14m sang, ¥ tudng 1a dé
diéu tri cho nhitng BN ¢6 lién quan dén réi loan di truyén nhu
tang cholesterol méau gia dinh, sé khong thich hdp cho nhing
ngudi nguyén nhan rol loan lipid mau tit bén ngoal.

+ Plasmapheresis: da trd thanh phuong phap diéu tni
khéng dung thubc ciing nhu ch& d6 an d61 véi nhitng nguoi bi .
tang cholesterol mau ning. Khi ap dung plasmapheresis khong
chon loc, huyét tuong cia BN dugc thay thé bing albumin
ngudi. Tac dung nay lam gidm ndéng db triglycerid mdt cach
ngoan muc va gidm nguy cd viém tuy. Nhiing BN bi nhiing thé
ning cua ting cholesterol gia dinh, hé théng hap thu LDL dic
hiéu cao nén ap dung phuong phap nay mét cach réng rai.

+ Phiu thuat.

Bypass phan chau € loai bé tai hap thu acid mat 6 phan xa
cua rudt non 13 mot bién phap diéu tri thich hgp cho mot sb
truong hgp réi loan lipid mau ning. Portacaval shunt va ghép
gan ciing da dudc chiing minh cé hiéu qua trong diéu tri tang
cholesterol mau ning. Tuy nhién, nhiing phudng phap nay
khéng phai 1a nhiing lua chon dau tién.
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5.5. Diéu tri roi loan lipid mau & BN dai thao dudng

BN DTD c¢6 nguy ¢o bi BMVT gép t 2-4 1an so véi ngudi
khéng bi DTD. Glucose mau lién quan chit ché véi nguy co bién
chiing mach mau nho (mlcrovascular complications), nhung lién
quan it hon véi bénh mach mau 16n ¢ BN DTD typ 2. Cac yéu to
nguy co tim mach c6 thé ¢6 trude khi xust hién bénh DTD typ 2,
chiing t& can thiép da yéu t& dé du phong BMVT la hét stc
can thiét.

'5.5.1. Pdc trung cia réi loan lipid ¢ BN DT typ 2

~ Tang g131 phéng acid béo tu do ti md. Thuy phan
triglycerid tit t8 chiic mé gian ti€p boi lipase nhay cam
hormon(HSL: Hormon- sensitive lipase). Su hoat hoa HSL duge
kich thich bdi cathecholamin dén t6i giai phéng acid béo vao bao
tuong. Trong tinh trang khang insulin do béo, insulin khéng
ngian duge HSL, su thuy phan lipid xay ra khong kim ham dugc,
lam tang nong dé acid béo.

- Tang san xuat VLDL tai gan: VLDL la dang van chuyen
chinh cua triglycerid. Acid béo tl huyet tuong dudc este hoa tré
Iai thanh triglycerid tai gan. Tang san xudt VLDL do ting
triglycerid tit acid beo trong vong tudn hoan c6 thé 1a Iy do quan
trong nhat trong réi loan chuyén hoa lipid 6 ngusi DTD typ 2.

— Giam thanh thai VLDL: hoat dong caa LPL 6 DTD typ 2
thudng binh thudng, nhung giam thanh thai VLDL do ting san
xust VLDL. LDL trd nén bio hoa & néng d6 triglycerid 150-
250mg/dl (1,7- 2,9mmol/]) 1am m4t sy thanh thai phu hgp cia
VLDL.

— Tang néng @8 IDL, LDL dang nhé dic. IDL duge chuyén
ho4 bdi men lipase clia gan tao thanh LDL. Hoat déng cia men
lipase ciia gan tang ¢ bénh nhan DTD typ 2 c6 18 tham gia vao
qué tinh bién d61 LDL thanh LDL nho dac.
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- Bién d6i qua miic cia lipoprotein viia x¢ trong thanh
mach. T& bao macrophage tang bit git lugng lipoprotein oxy
hod, tao thanh t& bao bot. (doc thém phén cd ch& hinh thanh
VXDM)

~ Chuyén hoa lipoprotein khéong bmh thu?dng cua
lipoprotein sau 4n: sau bita 4n nhiéu md, chylomicron duge téng
hgp ti ruét nhanh chéng chuyén hoa thanh chylomicron
remnants (giéng thanh phan caa IDL) va dugc thanh thai ¢ gan.
Chylomicron téng 6 bénh nhan DTD, goi ¥ rang bénh vita xc
dong mach c6 thé cé su tham gia cta hién tu’dng sau an. |

5.5.2. Muc tiéu diéu tri réi loan lipid mdu déi voi BN BTD typ 2

LDLC < 100mg/dl (< 2,60mmol/l)
HDL.C > 40mg/dl (>650mg/dl nit) (> 1,02mmolA)
Triglycenid < 150mg/d] (< 1,7mmol/)

BN can xét nghiém do cac théng s8 trén hang nam, néu két
qua 6 giéi han nguy cd thap (LDL <100mg/dl, triglicerid
< 150mg/dl, HDL > 50mg/dl), hai nam XN lai 1 14n.

Huéng dan diéu tri ting LDL néi chung theo hudng din cuz
NCEP va Hoi DTP Hoa Ky (ADA) va nhiing luu ¥ sau day:

— Diéu tri bang thudc & bat ddu sau khi can thiép bing 161
séng. Tuy nhién, nhitng BN bi bénh tim mach trén l4m sang,
LDL>100mg/dl, diéu tri bing thudc sé bit ddu cang thdi gian
v6i can thiép 161 s6ng.

- D& véi BN DTD khéng c6 bénh tim mach trude dé,
khuyén céo cua ADA hién nay s& bat d4du diéu tri bing thuéc khi:

+ LDL =130mg/d (3,35mmol/1), ngudng chap nhan dox vl
BN khéng bi bénh tim mach

+ Muc tiéu giam LDL < 100mg/dl (< 2,60mmol/l).
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+ Nhing BN ¢6 LDL tlr 100 - 129mg/d] (2,60 - 3,30mmol/1),
thay d6i chién luge diéu tri nhu thuc hién ché d6 dinh dudng
triét ¢é hon két hop véi statin.

— Nhiing két qua ti& Heart Protection Study cho thiy,
ngudi bi bénh DTP trén 40 tudi, c6 cholesterol toan phén
135mg/dl, diéu tri bing statin gidm LDL 30% khéng ké néng db
ban dau la bao nhiéu.

~ Tang triglycerid mau ¢6 thé 13 y&u t6 nguy co bénh tim
mach 6 BN DTD. Khai dau diéu tri ting triglycerid mau cling 1a
can thiép 1am thay d6i 161 séng dé gidm cén, ting rén luyén thé
lvic, han ché an chit béo bao hoa, khéng in cac chit béo don
khéng bao hoa, giam luong carbohydrat, giam udng rucu. Trong
truong hgp tang triglycerid nang (1.000mg/dl - 11,3mmol/),
giam md tuyét dol trong ch€ d6 4n (10% niang lugng), cung véi
thude diéu tri 1a hét stc can thiét dé giam nguy co viém tuy.

— Kiém soat dudng huyét t6t 6 tac dung gidm triglycerid
rat c6 hiéu qua, luén ludn 1 ban déng hanh. Diéu tri bang
insulin (don thuan hay ph6i hop véi cac thude udéng ha glucose
huyét) ciing cé tac dung ha triglycerid. Sau khi glucose mau dat
dude mitc t& vy, ¢6 thé cn nhic dé b sung acid fibric va/ hoic
niacin. .

— Quyét dinh bit dau didu tri bang thuéc phu thudc vao
danh gia vé mit lam sang, nong d6 triglycerid gitta 200mg/dl
(2,30mmol/l) va 400mg/dl (4,50mmol/t). Trén 400mg/dl
(4,50mmol/l) 12 phai diéu tri manh bing thudc dé giam t8i thiéu
nguy co viém tuy. Mét sé nghién ctu cho théay, statin liéu caoe ¢
tac dung giam vita phai triglycerid d6i véi nhiing ngudsi tang
nhiéu  triglycerid  (triglycerid  300mg/dl  (3,40mmol/l).
Gemfibrozil khéng bt ddu diéu tri don thuin cho BN BTD ¢6
néng d¢ triglicerid va LDL déu cao. Fenofibrat ¢6 tac dung ha
LDL manh hon, nhung 14 v&n dé dang con tranh cai v& s an
toan khi phéi hgp véi statin.
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Mac di HDL cholesterol 1a y&u t§ du bao manh bénh tim
mach 461 v6i BN DTD, nhung cang rit khé lam ting néng do
HDL ma khong phai dung thuéc. Nicotinic acid khi chi dinh cho
BN DTD phai hét stc cin trong, fibrat ¢6 thé lam ting HDL.
Liéu thdp nicotine acid (2g/ngay) c6 thé khéng nguy hai 461 véi
kidm soat glucose huyst, va néu ¢é ciing c6 thé diéu chinh bing
cac thude ha dudong huyét. Nhiing can thiép vao sinh hoat nhu
gidm can, bo hut thudc, tang luyén tap thé duc ¢6 thé cé tac
dung lam tang HDL.

Trong mét s6 tridng hgp ciing phai phéi hgp thude dé diéu
trl, tuy nhién phai luu ¥ nhiing tdc dung b4t 1gi khi phéi hop
nhu phéi hop statin véi gemfibrozil dé xay ra viém cd, hodc cho
nhiing BN bi bénh than.

Phéi hop statin véi nicotinic acid va fibrat ¢6 hiéu qua nhat
dé diéu tri r61 loan lipid mau.

5.5.3. Phdc dé sang loc, chdn dodn va diéu tri roi loan lipid ¢
BN BTP typ 2

~ Sang loc.

— Ngudi 16n bi DTD: XN dé chén doan rdi loan lipid mau
phai ti€n hanh hang nim, hodc thoi gian ngin hon dé theo dai
két qua diéu tri. Néu nong dé lipid mau & mic nguy cé thap
(LDL<100mg/d]l, HDL> 50mg/dl, triglycerid < 150mg/dl), ¢ hai
niam XN lai 1 14n.

—~ Diéu tri va muc tiéu can dat.

+ Thay d6i 161 sdng, tap trung vaoe giam an thic &n c¢6 md

bdo hoa va cholesterol, gidm cén, tang tap luyén thé duc, b
thudc 1a.

+ Nhiing BN khéng dat duge muc tiéu giam lipid mau
bing thay doi 181 sdng cin phai diéu tri bing thudc.
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+ Muc tiéu dau tién la phai giam LDL < 100mg/dl
(2,6mmol/l).

— BN PTD trén 40 tudi, c6 cholesterol toan phan
135mg/dl, didu tri bing statin, khéng ké LDL bat dau diéu tri la
bao nhidu.

+ Tré em va thiéu nién bi DTD, diéu tri dé gidm LDL
< 100mg/dl, ap dung cac bién phap diéu tri dinh dudng, thude,
dua trén co sé noéng d6 LDL va cac yéu t6 nguy cd tim mach
khac ngoai DTD.

+ Muc tidu giam triglycerid 1a < 150mg/dl (1,7mmol/})

+ Muc tiéu tang HDL 14 > 40 mg/dl (1,15 mmol/l), d61 véi
phu nii, muc tiéu can cao hon 10mg/dl (> 50mg/dl).

+ Fibrat viia 6 tic dung gidm triglycerid, ting HDL, dong
théi giam cac bién ¢d tim mach 6 BN ¢6 bénh 1y tim mach trén
lam sang, giam HDL, LDL & mtc gan binh thudng. |

+ Phol hgp diéu tri statin véi fibrat, hodc véi niacin cé thé
cin thiét dé dat duge muc tidu diéu tri, nhung chua c¢6 nghién
cliu toan dién dé danh gia hidu qua va tac dung phu.

+ Hién nay cach su dung don vi do ludng con tuy thude vao
tiing qudc gia khac nhau, hodc 12 mmol/, hoéc 14 mg/dl dé tién

ap dung trén lAm sang, c6 thé ap dung céng thic sau day dé
hoan d8i.

Nguyén téc chung l1a:
Pan vi chuyén d6i (mmol/l hodic mg/dl) x hé s§ chuyén ddi
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Bang 5.19. Hé s6 chuyén déi cla lipid, tipoprotein mau.

Chat

Hé s& chuyén déi tur
mg/di sang mmol/l

Hé s6 chuyén déi tir

- mmolli sang mg/di

Cholesterol TP 0,0260 38,46
Triglycerid 0,0115 86,96
HDL.C 10,0257 38,89
LDL.C 0,0257 38,80

Vi du: 100mg/dl LDL.C = 100 x 0,0257 = 2,57mmol/l.

378




CHUGONG 6. BENH BEO PHI

1. DAl CUONG BENH BEO PHI

Béo phi 14 tinh trang tich md qia nhiéuy, trong thoi gian dai
g4y tac hai cho co thé, duge dinh nghia khi BMI > 30kg/m? (d6i
v6i ngudi chau A > 25), khéc véi tién béo phi hodc qua cén khi
BMI tit 25 < 30kg/m? (461 v6i ngudi chau A tit 23 < 24,9).

Béo phi két hop v6i nhiéu tinh trang bénh 1y khac nhau, dac
bidt cAc bénh vé tim mach, PTD typ 2, nglng téc thd khi nga
(obstructive sleep apnea), mot s6 typ ung thu nhit dinh va bénh
viém Xuong khdp (osteoarthritis). Chinh vi véay, béo phi lam
glam tudi tho. An qua nhiéu chat dinh dudng, khéng hoat dong
thé luc va tinh nhay cam di truyén 1ién quan dén hiu hét cac
trudng hop béo phi, mét s6 {t nguyén nhan duy nhét 1a do di
truyén, do thudc hoic do bénh tam than. -

Bién phap diéu tri dau tién la ché dé an va tap luyén thé
luc, néu that bai diéu tri bang thudc chong béo, trong trudng
hop qué ning 6 thé phai phiu thuat.

Vi béo phi 13 mdt trong nhiing nguyén nhéan c6 ty 1& cao
hang diu gay ti vong trén toan cau, va véi ty 1& tang bénh béo
phi & ngudi 16n va tré em, nhiéu tac gia cho rang, day 1a van dé
stic khoe cong déng nghiém trong nhat ciia thé ky XXI.

1.1. Phan loai

Béo phi, thuat ngd diy dd, 12 su tang khéi mé co thé (t6
chidc md). Phuong phap dugc ap dung trong lam sang dé xac
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dinh béo phi 1 do chi s6 khéi co thé - BMI (body mass index).
Do ty s6 eo - hong - WHR (waist-hip ratio) d& danh gia sy phan
b8 mé.

Khi da bi bénh béo phi can phai danh gia nhiéu yé&u t6 nguy
co khac nhu tinh trang y t&, tinh trang xi héi..., vi nhiing tinh
trang dé ¢6 anh hudng dén nguy cd cha cac bién chiing.

— Ty lé phan tram mé co thé:

Ty 1é phén trim md co thé so véi trong lugng toan co thé,
nam gldl co > 25%, nid >33% la béo. Ty 1& phan tram méd co thé
c6 thé xac dinh ti BMI theo ting ca the dya vao cong thic sau:

Ty 1& % md co thé = (1,2 BMI) + (0,23 x tudi) - 5,4 - (10,8 2i61)
Gidi tinh duge tinh nhu sau: nam =1, ni =0

Thuc t&, ty 16 phan tram m3 co thé ni 16n hon 10% so véi nam
khi do hang BMI. Ty 1é phan triam mé cd thé cua tiing ngudi ting
theo tudi, ngay ca khi can ning cia ho van dit 6n dinh.

Nhiing bién phép tryc ti&p dé xac dinh phan tram mé cg thé
khé khan va thudng dit. Mot trong nhitng phuong phap chinh
xac nhat la do can ning duéi nudce [can thay tinh (hydrostatic
welghing)]. Hai phuodng phéap don gidn hon, nhung khéng chinh
xac da si dung trudc day:

+ Test gé‘fp da bang cach véo da dé do chinh xic va xac
dinh d6 day cua 16p mé duéi da, tuy nhién bién phap nay khéng
danh gia duge day du ¢ ngudgi béo.

+ Phan tich tr¢ khang dién sinh hoc (biocelectrical
impedance analysis) sit dung dién tr¢. Tuy nhién trd khang dién
sinh hoc d& duge chitng minh khéng uu viét hon so véi do BMIL.

Vi vay, nhitng phuong phép nay da khéong duge ap dung
rong rai hang ngay trong Iam sang.

Cac k¥ thuat do ty 1& phin trdm md cd thé ap dung dé
nghién citu bao gom: CT- Scan (computed tomography), MRI
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(magnetic resonance imaging), do hép thu tia X quang nang
lugng kép (dual energy X-ray absorptiometry-DEXA). Nhiing k¥
thuat nay cho két qua do ludng rat chinh xac, nhung ciing gép
khé khan khi quét ngudi bi béo nang, vi thiét bi bi han ché,
khéng da dudng kinh ctia CT hodac MRIO- Scan.

—  Chi s6 khéi cg thé (BMD).

Chi s6 khoi co thé 1a phuong phap don gién dang dugc ap
dung rong rai @8 xac dinh khéi lugng mé co thé. BMI da duoe
phat trién trong th& ky XIX béi nha toan hoc va nhéan tric hoc
nguol Bi Adolphe Quetelet BMI la phan anh chinh xac ty 1
phén trim md co thé trong phan 16n quén thé ngudi 16n, nhung
kém chinh x&c hon & nhiing nglidl to béo dd so (body builders),
phu nit ¢6 thai, cdu tao cd thé cua nhulng nguol nay sé khoéng
chinh xac khi do.

Bang 6.4. Bang phan loai dugc WHO xac nhan nam 1997.

BMI Phan loai
<18,5 ‘ Thiéu can
18,5-24.9 Binh thudng
25,0 - 29,9 Qua can
30,0 - 34,9 Béo do |
35,0- 39,9 Béo do |
40,0 Béo do lil

Céng thic tinh BMI = Can nang (kilograms) / Chiéu cao
{meters binh phuong).

Pay 132 bang phan loai duge WHO x4c nhé&n nidm 1997,
dang tai nam 2000. Mot s6 stta ddi cia WHO cho mét s6 truong
hop dic biét, chia béo d6 ITI thém nhiing nhém nhé sau day:
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BMI: > 40: béo nang {(severe obesity)

BMI: 40,0 - 49,9: bénh béo (morbid obesity)

BMI: > 50: ~ qua béo (super obesity)

Nam 2000 WHO dua ra bang phan loai danh riéng cho khu

vuc chau A.

Bang 6.2. Bang phan loai danh riéng cho khu vifc chau A.

BMi | Phan loai
< 18,5 Nhe can
18,6 -24,9 . Binh thuong
>23 Qua can
23,0-249 Nguy cd bi béo
25,0-29,9 : Béo do |
> 30 : Béo do Il

Nguoi Nhat Ban dinh nghia béo khi BMI > 25, Trung Quéc > 28.
— Vong eo va chi s6 eo/héng:

Vong eo tuyét doi (>102cm dé1 véi nam, > 88em d61 véi nil),
va ty sb eo/hong > 0,9 d6i v6i nam, 0,85 d61 véi nil), ca hai thong
s6 d6 duge sit dung dé danh gia phan b8 béo - béo trung tAm.

Nhiing truong hgp BMI duéi 35, md t4p trung trong & bung
la mot y&u t8 nguy co doc lap. MG trong 6 bung, hoic mé néi
tang c¢6 tuong quan rat chat v6i bénh tim mach. Trong mdt
nghién clu trén 15.000 ngudi, vong eo ¢6 tudng quan vdi hoi
chitng chuyén héa chit hon so véi BMIL. Phu nii béo noi tang
(béo bung) ¢6 nguy ¢d tim mach tuong ty nhu nam giéi. Tuy
nhién, nhitng ngudi BMI > 35 do vong eo rit it vé gia tri, vi hau
hét nhiing ngudi ¢c6 BMI nhu vay ¢é vong eo khang binh thudng.
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Béo phi o tré em sé tré thanh dich té ¢ thé ky XXI 6 ca cac
nuée da va dang phat trién. Ty 1é béo phi tré em Canada tang tit
11% nhiing nam 1980 dén trén 30% nhiing nam 1990. Cung thai
glan tucng tu, ty 1é tang tid 4% lén 14% G tré em Brazil. Cang
nhu béo phi ¢ ngudi I6n, ¢6 nhiéu yéu t6 khac nhau tham gia
lam tang ty 1& béo phi 6 tré em. Thay d6i ché d6 dinh dudng,
khéng hoat dong thé luc ¢6 16 1a hai nguyén nhan quan trong
nhat 1am téng ty 1& béo phi. Cac bién phap diéu tri cho tré em
trude hét 1a can thiép vao 161 sbng va tap quan, thudc khong
phai 12 bién phap dugc lua chon cho cac déi tugng nay.

— Anh hudng cta béo phi d61 véi sitc khoe:

‘Béo ké&t hop vdi nhiéu bénh khac nhau, dac bidt bénh tim
mach, DTD typ 2, nging tic thd khi ngd, nhitng typ nhit dinh
cua ung thu va cac bénh viém xuong khdp. Do vay, bénh béo phi
lam giam chat lugng cude s6ng va tubi tho.

— T vong:

Béo phi 13 mét trong nhiing nguyén nhan hang dau gay ta
vong trén toan ciu. Nhiéu nghién cttu véi sé lugng 16n 6 chau
Au va My cho thiy nguy cd ti vong thay d6i theo BMIL: nguy co
thap nhat khi BMI tit 22,5 - 25 kg/m? 6 nhiing ngudi khéng hit
thudc, BMI tit 24 - 27 kg/m? 6 nhiing ngudi dang hut thubc va sé
ting l1&én cung véi nhiing thay d6t theo quan 1y ctia mbi nhém.
Béo phi 1am tang nguy co td vong d nhiing ngudi dang va da hat
thude, cing nhu 6 nhiing ngudéi khéng hit thude bao gid.
BMI > 32 lam téng ty 1& t vong gip 2 lan trong s6 nhiing phu
nii bi béo phi trén 16 ndm, va béo phi dudge xic dinh 14 nguyén
nhéan cia 111.909 - 365.000 ca ti vong hang nam 6 M§. Béo phi
Jam gidm tudi tho trung binh 6 - 7 nam. BMI tit 30 — 35, giam
tudi tho 2- 4 nim, béo phi nang (BMI > 40) giam 20 nam dé1 véi
nam va 5 nam 461 véi nd. -

-~ Céac bénh két hop véi béo phi:
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Nhiéu tinh trang vé thé luc va tri luc ¢6 lién quan dén
béo phi, nhiing vin dé nay phan anh su bao trude héi chiing
chuyén héa.

Béo phi lién quan dén nhiéu bién ching khac nhau, mét s6
trong nhiing bién chiing dé truc tiép 1a do béo phi, mét s6 gian
tiép qua nhiing nguyén nhin thudng gip nhu ché d6 dinh dudng
kém hodc 161 séng ngdi mot ndi, it van ddng, sy lién két gita béo
phi véi mét s6 tinh trang dic biét; 6 nhiing mdc dé khac nhau.
Lién quan manh nh4t 12 bénh DTD typ 2, md co thé qua 64% &
nam va 77% ¢ nii dé bi DTD.

Hau qua gy nén c¢6 thé chia ra do tac dung caa ting khéi
lugng md (nhu bénh viém xuong khép, tdc thé khi nga, tinh
cach xa héi, hodc béi ting s6 lugng cac té€ bao md (bénh BT,
ung thu, bénh tim mach, bénh gan nhiém md khéng do rugu).
Ting md c6 thé 1am thay d6i dap tng cia co thé d6i véi insulin,
132 nguyén nhén cha yéu giy hdi chitng khang insulin. Tang
khéi lugng md ciing gdy nén tinh trang tién viém, ting nguy co
tac mach.

1.2. Nguyén nhan

O mic d6 ca thé, su phai hgp cia dua vao co thé qui nhidu
nang lugng, thidu hoat dong thé luc, va nhay cdm di truyén d3
giai thich cho hau hét cac truong hop béo phi. Mot s6 rat it,
nguyén nhan duy nhit 14 do di truyén, do y té&, hodc cac bénh
tam than. O mic d6 xa hdi, tang ty 1& béo phi, lién quan dén di
lai bang xe may, xe hoi, san xuit tu dong héa.

Mot téng quan nam 2006 da dua ra 10 yéu t8 ¢6 thé tham
gia vao tang ty 1é béo phi hién nay, d6 la: thi€u nga, réi loan néi
ti6t (6 nhiém méi trudng giy tré ngai cho chuyén héa lipid),
giam kha ning thich {ing v6i nhiét d6 méi trudng chung guanh,
giam ty 1& hat thude, vi hit thudc lam giam sy ngon miéng,
tang st dung céc loai thudc c¢6 thé lam ting cin (thudc chita

384



bénh tdm thin khéng dién hinh), ting ty 16 nhém ching téc,
nhém tudi ¢6 khuynh hudng ting cin, c6 thai khi tudi da Ién (c6
thé 12 nguyén nhan nhay cdm d61 véi béo phi & tré em), cac yéu
t6 nguy co biéu sinh (epigenetic risk factors) chuyén di truyén
sang thé hé sau, su chon loc ty nhién dé1 voi ngusi ¢c6 BMI cao
hon, két d6i chon loai dua dén ting cac yéu t& nguy co béo phi
(khong tang quan trong sd ngudi béo phi, nhung s& lam tang s§
trung binh nguci qua cén).

— Ché do an:

N#ng lugng cung c&p tit ch& 46 &n cho méi ngudi thay doi
rit khac nhau giita cac viing va lanh thé, né ciing thay d6i theo
thdi gian. Tt ddu nhitng nam 1970 dén cudl nam 1990, bién
thién ndng lugng trung binh cho méi ngudi/ngay da ting & tt
ca cAc vitng cta thé gidi trit Pong Au. O M§, bién thién cao nhit
3654 calori/mgudi/ngay trong nam 1996; cing thdi gian tuong tu,
chau Au 13 3394 calori/ngudi/ngay, & nhiing viing phat trién caa
chau A 2648/ ngudi/ngay, ngudi dan chau Phi ha Sahara 2176
calori/ ngudi/ngay. Mdi ngudi dan My bién thién hang ngay ting
trong nam 2002 t61 3770 calori.

Ché do6 an da c6 anh hudng rat 16n dén ty 1é béo phi. Trong
nhiing nam tit 1971 - 2000, ty 18 béo phi 6 My da tang tit 14,5 -
30,9%. Trong thdi gian tuong tu cling ting trung binh s8 ning
lugng st dung, déi véi phu nit ting trung binh 335 calori/ngay
(1542 calori trong nam 1971, 1877 calori trong nim 2004). D&i
vél nam gidi ting trung binh 168 calori/ngay (2450 calori trong
nam 1971 va 2618 calori nim 2004). Hiu hét s6 ning ludng
vugt qua nay la do ting st dung carbohydrat hon 13 ting su
dung md. Nguén goc dau tién ciua carbohydrat vugt qua nay la
cac d6 udng ngot, hién nay chiém t6i 25% calori hang ngay cua
nhiing ngudi tré tudi 6 My. St dung dé udng ngot chic chin
tham gia lam téng ty 18 béo phi.

Thay d6i tip quan in uéng ¢a anh hudng dén ty 1é béo phi.
An thiic 2n nhanh va béo phi lién quan ngay cang ré. G My, st
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dung thic an nhanh d3 gip 3 lan va lugng nang lugng dua vao
tl thic 4n nhanh da tang gap 4 14an td nam 1977 dén 1995,

Cé rat it bang chiing ung hé che § kién cho ring, mét s
ngudi béo 4n it, nhung lai ting can do chuyén héa cham. Nhiing
nguoi béo trung bmh st dung nang lugng nhifu hon so véi
ng'udl gay, do ho cAn mot nang lugng nhiéu hdn dé duy tri khéi
co thé da tang.

— Téap quéan it vdn dong:

Tap quéan it van dong cé vail trd quan trong trong bénh béo
phi. Cong nghiép héa sé tao ra nhiing cong viéc ¢b hoat déng thé
lic it hon. Hon nita, trong nhiing nam gin day co it nhat 60% cu
dan trén thé& giéi da khéng tap luyén thé luc diy da, didu dé
trude hét 1a do tang st dung cic phuong tién van chuyén co gidi,
va ty 1é 16n lao dong dang tic nghiép bang nhiing k§ thuat lam
trong nha. T8 chiic Y t& thé giéi (WHO) di chi ra ring, ngudi dan
dang tim nhiing hoat déng van ddng hon trong thdi gian nghi
nhu mdt nghién cttu § Phan Lan. Nhung nghién ctiu tai My cho
th&y hoat dong thé luc trong thdi gian nghi da khéng thay d8i c6
y nghia. Nhiing nghién ctiu ¢ tré em va nguoi 16n da cho thay c6
su lién quan gifia s6 thoi gian xem TV véi ty 1& béo phi. Tong
phan tich nam 2008 da cho thiy, 63 trong s6 73 nghién ciiu
(86%) tang ty 1é béo phi 6 tré em cung v0l téng thoi gian nghe
nhac va mic ting ty 18 cung véi thoi gian xem TV

~ Di truyén:

Ciing nhu nhiéu bénh 1y khae, béo phi 1a 12 hau qua cha su
tuong tac gifia cac yéu to di truyén va méi truong. Polymorphysme,
cac gen khac nhau kiém tra sy ngon miéng va chuyén héa, da
dudc ching minh ¢6 bam t§ di truyén véi béo phi khi ning lugng
diy di. Nam 2006 di phat hién c6 trén 41 gen trong nhiing gen
nay cé lién quan véi su phat trién béo phi khi ¢6 méi trudng
thuan loi.
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Mot s& trong cac gen nay la FTO gene polymorphism va
NPC1 gene. Ngudi c6 dong hop ti (homozygous) dd1 véi allele
FTO, tang hon khoang 3kg va c6 ty 1é béo phi nhiéu gip 1,6 lan
so v6i nhiing ngudi khong cé ré1 loan di truyén nay, mic du sy
két hgp nay s& mét di khi nhing ngudi ¢cé6 FTO polymorphism
tham gia hoat doéng thé luc cht déng, tich cue (tuong duong 3 - 4
gid di bd ¢6 van ddng). Mot nghién ctu khac da phét hién thay
80% con cai cta ca bd va me bi béo phi bi béo phi. Nguge lai, con
chi cia nhitng bd me ¢6 cAn ning binh thuong ty 1& béo phi chi
dudi 10%.

Ty 18 béo phi c6 lién quan dén di truyén dao dbng tu 6 -
85%, phu thudc vao quin thé nghién ciiu. Thuyét vé gen tiét
kiém (thrifty gene hypothesis) cho réng, " thrifty gene " 1a
nhitng gen c6 kha ning lam cho ngudi ta chon loc va ché bién
thuc pham hiéu qua 4@ tich lity md trong giai doan thuc pham
déi ddo. Trong mdi trudng nhu nhau, mét nhém chung tdc nhat
dinh ¢6 thé c6 khuynh huéng dé bi bénh béo phi hon. Kha niing
ctia ho tan dung duge nhitng giai doan thuc phdm cung cip ddy
da bang su tich liy nang luong nhu md ¢6 161 trong thoi gian
thuc pham bi bién d6i, nhiing ngudi tich nhiéu md sé& chiu doét
thuan lg1 hon khi d6i. Tuy nhién xu hudng tich md nhu vay la
khong can thiét khi ma x3 héi cung cdp thuc phadm diy du va én
dinh. Tich nang lugng dé " tiét kiém", trong khi thuc phim cung
cap du thita 14 nguyén nhéan giy béo.

Béo phi ciing 1a triéu ching chii yéu trong mot s6 bénh di
tuyén: Prader-Willi syndrome, Barder-Bied]l syndrome, MOMO
syndrome, leptin receptor mutations, congenital leptin
deficiency, melanocortin receptor mutations. Trong nhiing
ngudi bi béo phi ning xay ra sém (dudc xac dinh b%ing bénh xuit
hién trudc 10 tudi, va BMI trén 3 d6 léch chuén cta binh
thudng), 7% cé dot bién locus don.

— Bénh noi khoa va tam than:
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Cac bénh ndi khoa, tdm thin va mét s& thude didu tri ¢6 thé
lam tiéng nguy cd béo phi. Cac bénh noi khoa lam tang nguy co
béo bao gom mét s hoi chu‘.ng di truyén hiém gip ciing nhu mot
s6 bénh bam sinh hoic méic phai nhu: suy chic nang tuyen giap,
héi ching Cushing, giam tiét hormon phat trién, va réi Ioan an
(ré1 loan an qué no, hoi chung an dém). Nhung thudc lam tang
cAn hodc lam thay déi tinh trang co thé nhu: insulin,
su]fonylureas thiazolidinedion, thuéc chiia bénh tam thin khong
dién hinh (atypical antipsychotics), thudec chéng trim cam
(antidepressant), steroid, thude chdéhg co giat (anticonvulsants),
(phenytoin and valproate) va mét s6 thuée ngiia thai ¢6 hormon.

— Kinh t& xa hoi:

Mac du, di truyén 13 yéu t6 quan trong trong nguyén nhan
giy béo phi, nhUng cling khéng giai thich dude tai sao bénh
dang téng 1én d mot s8 qudc gia riéng biét hoic toan cdu. Ngusi
ta thita nhan ring, thu nap qua nhiéu (an nhiéu) dua dén béo
phi 13 tay ting ca thé, sy thay d6i hai yéu to nay ¢ miic do xa
hé1 dang dude tranh luan. Két hop cia nhiéu yéu t6 khac nhau
12 su giai thich déng thuin nhat.

Lién quan giita ting 16p x3 héi v6i BMI khac nhau tdy
thudc vio nén kinh t& va xa héi. Trong mét téng quan niam 1989
cho thdy, phu nit tang 16p cao cia x4 héi § cAc nudc phat trién ty
1é béo phi tuong db1 thap, khong thay su khéc nhau ¢6 § nghia
thong ké trong s& nam gidi § cac tang I6p xa hoi khéac nhau.
Nhutng trong cac nudc dang phat trién, phu nit, nam giéi, va tré
em 0 tang 16p cao caa xa héi ¢6 ty 18 béo phi cao hon. Tiép can
v6i van dé nay, mdt téng quan nam 2007 di phat hlen mot s6
lién quan, nhung la lién quan y&u, miic d6 lién gquan yé&u cé 18 do
tac dong cia toan ciu héa (globalization).

R4t nhiéu giai thich da duge dua ra vé su két hop gma BMI
va ting 16p x4 hoi. Nguoi ta cho ring, & cac nudc phat trién, su
gidu ¢6 cung cip thuc phim dmh dudng t6t hon, ap luc x& hoi
budc ho phai duy tri lam sao dé ho khéng béo, ho ¢é ¢ hdi nhiéu
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hon, ciing véi kha ning va difu kién nhiéu hon dé ap dung
nhiing hoat déng thé luc thich hop. |

Hit thube c6 anh hudng 16n d6i véi cdn nang tiing ca thé.
Nhitng ngudi bé hit thubc ting cdn trung binh 4,4kg d61 véi
nam, bkg d61 véi ni trén 10 nim. Tuy nhién, thay doi ty 1é hat
thuéc ¢6 anh hudng it 461 véi ty 1& chung ciia béo phi.

$ cac nude dang phat trién d6 thi héa dang cé vai trd quan
trong lam tang ty 18 béo phi. O Trung Qudc, ty 1é chung béo
phi khodng 5%, tuy nhién trong mdt s6 thanh phé ty 18 nay
trén 20%.

—~ Thié&u dinh dudng sé6m:

Thiéu dinh dudng trong giai doan ddu cudc séng chic chin
¢6 vai tro ting ty 18 béo phi & nhiing nuéc dang phat trién.
Nhitng thay 361 vé& ndi tit xay ra trong giai doan suy dinh
dudng c6 thé kich thich tich liy md mét khi niang lugng duge
cung cip nhiéu hon.

~ Cac tac nhan gay nhiém trung:

Nghién citu anh hudéng cta cac tdc nhan giy nhiém trung
d61 véi chuyén hoa con méi mé, su khac nhau vé duong tidu héa
gitia ngudi gy va béo chi ra rang duong tiéu hoéa ngudi béo va
ngudi gy c6 thé anh hudng dén hidu lyc chuyén héa. Sy thay
d61 hidu luc chuyén héa lién quan véi néng ligng cé hau qua
gy béo. Day la nguyén nhan hay hau qua cua béo phi hién nay
con chua théng nhat.

Su két hgp gitta virus va béo phi ciing 3 duge phat hién trén
nguoi, cing nhu mot s6 loai sinh vat khac nhau, ngugi ta xac
dinh dugc, su két hop nay cé thé tham gia lam téng ty 18 béo phi.

—~ Nhitng c¢o ché thian kinh sinh hoc (neurobiological
mechanisms):
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Leptin duge phat minh vao nam 1994. Sau phat minh nay,
rat nhiéu hormon khéac da duge tap trung nghién cltu nhu: céc
hormon tham gla vao diéu hoa ngon miéng va hip thu thite an,
cac kidu tich loy ctia t8 chiic md va sy phat trién khang insulin.
Sau leptin, ghrelin, insulin, orexin, PYY3-36, cholecystokinin,
adiponectin va nhiéu yéu t8 trung gian(mediator) khac da duge
nghién ctu. Cac adipokin 14 nhiing yéu té trung gian dugc té
bao md tiét ra, tac dong ctia chiing c6 1& lam bién déi nhiéu bénh
lién quan vé6i béo phi.

Leptin va ghrelin dude xem nhu 14 bd sung cho nhau vé tac
dung cua ching dé1 v6i su ngon miéng, véi ghrelin duge tiét ra
td da day diéu hoa kiém soat sy ngon miéng trong thdi gian
ngin (nghia 14 an khi da day trong-ngiing khi da day 43 cing).
Leptin dugc tiét ra tit t6 chic mé khi ¢6 tin hiéu tich mé dé du
trit trong ¢ thé va diéu chinh, kiém soat su ngon miéng trong
thoi gian dai (nghia la &n nhiéu hon khi tich mé thép, an it hon
khi tich mé cao). Mot s6 it ngudi béo phi ¢6 nong d6 leptin thap,
nhung hiu hét ngudsi béo phi kha nang c6 khang leptin va cé
ndng d6 leptin cao. Hién tugng khang leptin nay c¢6 thé giai
thich mdt phan, tai sao cho leptin da khoéng ¢6 hidu qua kim
ham sy ngon miéng & hau hét nguoi bi béo phi.

Khi leptin va ghrelin duge san xudt & ngoai vi, ching kiém
soat su ngon miéng théng qua tac dung trén hé théng than kinh
trung uong. Dic biét ching va cac hormon lién quan dén su
ngon miéng khac tac dong trén hypothalamus, viing trung tam
nio diéu hoa hap thu thiic 4n va tidu thu ning lugng. C6 mot
vai chu trinh trong hypothalamus tham gia diéu hda sy ngon
miéng, chu trinh melanocortin la chu trinh dang dugc hiéu tot
nhat. Chu trinh bat diu véi ving hypothalamus, nhan hinh
cung (acruate nucleus) d1 ra dén phia bén (lateral
hypothalamus-LH) va ving bung giiia hypothalamus
(ventromedial hypothalamus VMH) tuong dng v61 trung tdm an
(LH) va chan an (VMH) cta néo.
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Nhin hinh cung chiia hai nhém neuron khac nhau. Nhom
thd nhat cung bde 16 neuropeptid-Y (NPY) va agouti-related
peptid (AgRP) c¢6 nhitng dudng vao kich thich vao dén
hypothalamus bén (LH), va dudng vao tc ché di dén bung gilia
hypothalamus (VMH). Nhém thd hai cing béc 16 pro-
opiomelanocortin  (POMC) va cocain-amphetamine-regulated
transcript (CART), ¢6 dudng vao kich thich dén hypothalamus
bung gita (VMH), va dudng vao Gc ché dén hypothalamus bén
(LH). Vi vay, NPY/AgRP neurons kich thich &n va dc ché sy
chan an, con POMC/CART neurons kich thich su chan an va tc
ché su an. Ca hai nhém cia cic neuron nhén hinh cung (arcuate
nucleus neurons) mét phan dude diéu hoa bdi leptin. Leptin tc
ch& nhém NPY/AgRP, nhung lai kich thich nhém POMC/CART.
Nhu vay, su thifu hut tin hiéu leptin, ho#c 14 do thigu leptin,
hoic la do khang leptin s& gAy nén &n nhiéu va ¢6 thé 1a nguyén
nhan mét s6 thé béo phi do di truyén hoic méc phai.

1. 3 Bién chimg cua benh béo phi

— Tang HA: THA 1a mot bién chiing thucng gap nhat & BN
béo phi.

— DPai thao dudng: béo phi 1a nguyen nhin hang dau gay
nén bénh DTD.

-~ Tang cholesterol mau.

- Bénh gan nhiém md.

— Héi chiing chuyén héa.

— Ung thu: béo phi 1am tang nguy ¢o bi ung thu. § phu ni,
cic ung thu v, ¢6 ti cung, budng tring, ting ty 1& hang nam
gdp 3 lin, ung thu ndi mac ti cung tang hon 7 lan. P61 véi nam
5idi, ting ty 1& hang nam ung thu tryc trang va tuyén tién liét.

— Viém khdp thoai héa, biéu hién bing céac triéu ching
viém xuong khdp (osteoarthritis).

—  S6i ti mat: 25% BN béo phi bi séi tii mat.
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~ Nhiing con tdn ¢oéng tim va dot quy.

~ R61 loan khi ngt: nhiing cdn ngiing thé khi ngu (Héi
chiing Pickwickian).

—~ Tram cam.
1.4, Diéu trj

Diéu tri chu y&u béo phi bao gom ché d an va tap luyén thé
lge. Nhitng chuong trinh vé dinh dudng c6 thé 1am gidm can
trong thol gian ngin. Nhung git‘i duge can nhu vay c6 thé 1a van
dé, thudng dm héi pha1 tap thé duc, ché dé #n cé nang luong
thap. Trong tong dan sb, chi c6 20% c6 thé duy tri dugc glam can
trong thoi gian dai. Tuy nhién, trong mdt nghién cdu 16n hon
cho thdy, 67% ngudi gidm duge cin 510% khéi cé thé caa ho duy
tri hodc ti€p tuc gidm cin 1 nam sau d6. Gidm cin rait c6 lgi.
Trong mét nghién citu tién ciu, gidm cén c¢6 chd dich bing
bat ky bién phap nado ciing lam gidm 20% t4t ca cac nguyén
nhén ti? vong.

Bién phap diéu tri c6 hidu qua nhit, nhung ciing c6 rii ro
cao nhit 14 phiu thuat (bariatric surgery). Do chi phi va nguy
cd nhiéu bién chitng, cac nha nghién citu dang tich cue tim kiém
phuong phap diéu tri méi.

— Ché&do an:

Ch& d% an dé giam can thudng duge chia thanh 4 loai: ché
dé md thap, carbohydrat thap, nang lugng thap va ché d6 nang
lugng rat thap. Mot cong trinh tong phan tich 6 thi nghiém
ngau nhién c¢6 d6i ching da cho thiy, khéng ¢6 su khac nhau
gitta cac ch€ d6 an chinh (ché d6 nang hidng thap, ché 46
carbohydrat thap va ché€ d6 ma thap) déu giam tu 2-4kg trong
hau hét cic cong trinh. Sau 2 ndm, tit ca cac ché d &n déu lam
giam cdn nhu nhau.

+ Ché d6 an ma thap.
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Ché d6 an md thdp la giam ty 1é phan tram m3 trong ché do
an. Mic tiéu thu nang lugng giam. Nhiing ché d6 an trong loai
nay bao gobm NCEP buéc I va buée 11. Mot tong phan tich 16 tha
nghiém véi thdi gian tit 2 - 12 thang da cho thdy, ché d6 4n md
thap lam giam cdn 3,2kg.

+ Ché d6 an carbohydrat thép.

Ché€ d6 an giam carbohydrat nhu atkins va protein power
nhing ¢6 luong md va protein tudng déi cao. Cac ché d6 nay rat
théng dung, nhung khéng duge Hoi tim My khuyén ap dung.
Téng quan 107 cdng trinh nghién citu da khéng thiy ch€ d6 an
gidm carbohydrat lam gidm dugde cén, trit khi han ché ning
luong dua vao. Khong thiy c6 nhiing tic dung khéng mong
muédn khi ap dung ché d6 4n nay.

+ Ché do ning higng thép.

Ché d6 an thap thudng giy nén thiéu nang lugng tu 500-
1000 calori/ ngay, c6 thé lam giam 0,5kg/ tuan. Ché dd nay gom
Ché& d6 DASH va Weight Watcherrs va nhiéu ché d6 khac. The
National Institutes of Health da tdng két 34 céng trinh nghién
ctu ngiu nhién ¢6 d6i chiing dé xac dinh hiéu qua cia ché d6 &n
giam calori dd cho thay, ché d6 4n nay da lam giam 8% khéi co
thé toan phan trong 3 - 12 thang.

+ Ché d6 an calori rat thip.

Ché& 36 dinh dudng calori rat thap cung c¢dp 200 - 800 kcal/
ngay, duy tri protein dua vao, nhung han ché calori tit md va
carbohydrat, cin nang giam hang tuin tir 1,5-2,5kg. Ché 46 nay
khéng chi dinh réng rai vi cé nhiéu tac dung phu nhu giam khéi
o nac (lean muscle), tang nguy cd gay bénh git va réi loan cén
bing dién giai. Khi 4p dung ché d6 nay, can sy san séc theo doi
cua thay thuéc dé dé phong cac bién chiing.

— Tap luyén thé luc (exercise):
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Ca su dung ning lugng lay tit md va glycogen. Vi cd dui ¢6
kich thuéc 16n, cac bién phap nhwu di b, chay, dap xe la nhiing
bién phap c6 hiéu qua nhat dé gidam ma. Tap luyén thé luc cé tac
dung can bing dinh dudng. Trong quéa trinh tip luyén cb su
thay d6i dé st dung dude nhidu hon md ciing nhu ning lugng.

Mét téng phéan tich 43 thi nghiém ngiu nhién c6 d6i chiing
ctia Cochrane Collaboration da cho théy chi tap thé luc, mic
giam can con bi han ché, nhung khi phéi hgp véi ché do &n sé
giam 1kg nhiéu hon 1a chi c¢6 ch€ d6 &n don thuan, giam 1,5kg
khi tap véi cudng d6 16n hon. Mic db cao cia hoat dong thé hic
hinh nhu c6 vai trd quan trong duy tri sy giam can. Mjt tong
quan hé théng di cho thdy, nhitng ngudi ap dung do bude di
(pedometer) véi thoi gian trung binh 18 tuan, ldm ting hoat
déng thé luc clia ho 27%, va giam BMI cua ho 0,38.

~  Thude:

Chi ¢6 hai thudc chéng béo hién nay dang duge FDA cho
phép st dung trong thol gian dai. Thudc thé nhit 1a ORLISTAT
(Xenical), ¢6 tac dung lam gidm hap thu md & rudt bang cach tc
ché enzym lipase tuy. Thuéc thi hai la SIBUTRAMINE
(Meridia), tac dung trén nao dé tc ché su bat hoat (deactivation)
cia cac chat din truyén than kinh (neurotransmitters)
norepinephrin, serotonin va dopamin (rit giéng moét s& thude
chéng tram cam(antidepressants), bang cach lam giam sy ngon
miéng. Thudec thd ba 13 RIMONABANT (Acomplia), tac dung
thoéng qua block dic hiéu hé théng endocannabinoid, thude duge
bao ché tit nhitng hiéu biét ring, nhiing ngudi it cin sa
thudng c6 kinh nghiém d6i ¢én cao. Tuy nhién loai thudc nay da
khong duge st dung ¢ My, Canada vi lién quan dén su an toan
cua thubde. |

Xenical (Orlistat) - thudc cta hang duge pham ROCH, duge
chi dinh dai ngay véi ché d6 dinh dudng gidm nhe calori dé didu
tri béo phi va thia cdn qua mfic, bao gdbm ca nhiing bénh cé
nguy cd lién quan dén béo phi. D61 véi BN DTD typ 2 thua cén
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hoidc béo phi. Liéu lugng khuyén cao 1a 1 vién xenical 120 mg
trong méi bita an chinh (trong bita an hodc sau khi an 60 phut).
Chéng chi dinh cho nhiing BN c6 héi ching kém hap thu man
tinh, tic mat, quia man véi thanh phin caa thudc, khéng dung
cho tré em duéi 12 tubi. Khong dung cho phu nit ¢é thai hoac cho
con bit. Gidm cin nhiéu c6 thé lam tang nguy co sinh s6i mat.

Giam can vita phai khi diéu tri bang cac loai thude nay. Khi
didu tri sau thdi gian dai, giam can trung binh diéu tri bang
orlistat: 2.9kg; sibutramin: 4,2kg va rimonabant: 4,7kg. Orhstat
va rimonabant 1am gidm ty 1& méi méac bénh DTD, ca ba loai
thuée ¢6 mot sd tac dung trén cholesterol. Tuy nhién con it tu
lidu vé cac thudc nay cé anh hudng nhu thé& nao d6i vdi cac bién
chiing va két cuc cua béo phi.

Ciing ¢6 mdt s6 thude it dude st dung hon, mot s6 chi duge
st dung trong thdi gian ngin. Hau hét ¢6 tac dung ic ché su
ngon miéng (appetite suppressants), tac dung trén mot hoic
nhidu chat din truyén than kinh (neurotransmitters).
Phendimetrazin, diethylpropion, va phentermin da dugc phép
stt dung ¢ My trong thdi gian ngin.

Mét s thude st dung tuy thuéc vao bénh phéi hop.
Metformin chi dinh cho BN DPTD qua cin, thudc lam giam cén
nhe so véi sulfonyureas ho#c insulin. Thiazolidindon mdt mét
lam tdng cAn, nhung lai 1am giam béo trung tdm. BN DTD ciing
c6 thé dat duge gidam caAn via phai bang fluroetin (Prozac),
orlistat va sibutramin sau 12-57 tuén. Tuy nhién 1¢i ich vé siic
khoée 1au dai cia cac thude nay hiy con chua ré.

— Phau thuat:

Bariatric surgery (phiu thuat giam céan) 1a can thiép bing
phiu thuat dé diéu tri béo phi. Bat ky phiu thuat nio ciing cb
thé c¢6 bién ching, vi vay phau thuat chi duge chi dinh cho

" nhiing ngudi bi béo phi nang, that bai khi 4p dung cac bién
phap giam can khac (ché d6 dinh dudng, thudc). Phau thuat
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giam cin dya trén nhiing nguyén tac khac nhau, thong thuong
nhat la lam giam thé tich da day, ngudi bénh ¢6 cdm giac chan
an (satiation) nhu k¥ thuat bang da day (adjustable gastric
banding) hay tai tao da day (vertical banded gastroplasty), hay
giam chiéu dai rudt, 1am giam hap thu [phiu thuat néi da day
(gastric bypass surgery)]. Phiu thuat bang da day 14 phiu
thuat c6 thé phuc héi lai (reversible), con phiu thuat lam ngin
rudt thi khéng. Mot s6 tha thuat cé thé tién hanh bing
phau thuat néi soil. Cac bién chiing do phiu thuat gidm cin 1a
thuong gip.

Phau thuat cho BN béo phi nang thudng giam cin duge
trong thoi gian dai, giam ty 1é td vong chung, mot nghién ciiu
da cho thdy gidm can giita 14% va 25% & thoi diém 10 nam phu
thudc vao loai phau thuat dude tién hanh, va giam 29% trong
tdt ca nguyén nhin gay tl vong khi so sanh véi cac bién phap
giam can chudn, giam 15 rét nguy cé DTD, bénh tim mach, ung
thu ciing d4 duge khing dinh sau diéu tri phiu thuat. Sau phiu
thuat, giam cdn nhiéu sau vai thang diu, sau dé giam én dinh
trong thoi gian dai. So sanh hai k§ thuat mé, k§ thuat ndi da
day (gastric bypass) giam cén téi 30% nhiéu hon so véi ky thuat
bang da day (banding) mét nam sau phau thuat.

1.5. Hudng dan thyc hanh 1am sang ddi véi BN béo phi cla
American college of physicians

~ Nguoi c¢6 BMI trén 30 sé duge hudng dan ché d6 dinh
dudng, tap luyén thé hic va can thiép vao tdp quan, 161 sdng
thich hgp. Dat muc tidu that cu thé giam can.

~ N&u nhu muc tiéu trén khéng dat duge, cAn diéu tri
bing thubéc. BN can duge thong bao nhiing tac dung
khéng mong muén cé thé c¢6, va nhiing bat 1gi vé tinh an toan va
hiéu qua.

~ Thuéc diéu tri c6 thé gdm sibutramin, orlistat,
phentermin, diethylpropion, fluoxetin va bupropion. Dé1 véi
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nhiing trudng hop béc phi ning, chi dinh nhung thuéc manh
hon nhu amphetamin va methamphetamin, ¢6 thé chi dinh trén
g s6 chon loc. Chua c¢é bang chiing day du dé khuyén chi dinh
sertralin, topiramat hodc zonisamid.

-~ P&i véi nhitng BN BMI trén 40 khong dat duge muc tiéu
giam cin (bang hodc khong bang thuoc) co bién chlmg do béo
phi, phau thuat giam cén c6 thé can nhéc chi dinh. BN can duge
canh bao vé nhiing bién chiing c¢6 thé xay ra.

~ PhAu thuit giam cin phai tién hanh ¢ nhiing bénh vién
16n, trang thiét bj ddy dt hién dai, phau thuat vién cb tay nghé
cao, nhiéu kinh nghiém d€ han ch& cac bién chiing.

2. KHANG INSULIN

Khang insulin 13 tinh trang, trong d6 tong s0 insulin binh
thlidng khong du dé gay ra dap fing insulin tit céc t& bao mé, co
va t& bao gan. Khang insulin trong t€ bao md giy nén thuy
phan (hydrolysis) cac triglycerid trong kho tich tri, lam tang
acid béo tu do trong huyét tuong. Khang insulin trong t& bao cd
lam glam hédp thu glucose, ngugce lai, khang insulin trong gan
lam giam tich trd glucose, hai rd1 loan nay sé dua dén tang nong
d6 glucose trong mau. Nong d6 insulin va glucose huyet tuong

cao do khang insulin thuong dua dén héi ching chuyén héa va
DTD typ 2.

2.1. Sinh ly bénh

Cd ché€ sinh bénh:

— Coché phan td khang insulin.

~ Tham gia vao co ché bénh sinh khang insulin cta IRS-1,
IRS-2 da duge chitng minh bang knock out di truyen thyc
nghiém (knock out genetic experiments), IRS-2 c6 thé thay thé

vai tro ciia IRS-1 khi khéng ¢6 né. Khi IRS-2 bi knock out sé gay
nén réi loan vé tac dong ciing nhu tiét insulin.
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~ Hoat héa PI3-K xtic tac dé tao PL.3.4.5 phosphat, tao
diéu kién hoat héa PKB / AKT, phosphatidilinositol 3.4.5
phosphat - kinase 1 (PDK 1). Phosphoryl h6a PBK/AKT sé diéu
hoa moét loat (cascade) kinase tham gia chuyén nap tin hiéu
insulin (insulin signal transduction), ¢é trach nhiém chuyén
dich (translocation) GLUT 4 tu nhung ngin mang trong té bao
dén mang t€ bao, cho phép van chuyén glucose xuyén mang chu
déng, phosphoryl héa, hoat héa ludng phan huy glycogen
(glycolytic flux), cling nhu téng hop glycogen va protein. PKD -1
quyét dinh phosphoryl héa va hoat héa cac protein-kinase

khong dién hinh, cac kinase nay ciing c¢6 chiic nang diéu phéi su
chuyén dich GLUT- 4.

— Giam sy boc 16 va phosphoryl héa cic thanh phén tham
gia trong cle budc dau tién truyén dat tin hiéu insulin (IRS,
PIK-3-kinase, PKB) di phat hién thdy trong cac t6 chiic cla
bénh nhin DTD typ 2, nhiing bién déi nay la tién phat (di
truyen) hon la thi phat d61 véi nhiing thay d61 cia méi trudng
chuyen héa. Van dé nay dang duge tranh luan nhiéu. Vai tro
cua nhitng khi&m khuyét dic hiéu cua cic protein nay da dude
x4c dinh bang mé hinh knock out trén dong vat thuc nghiém; vi
du: IRS-1, IRS-2 va GLUT-4 & nhiing con chuét bi knock out da
duge chiing minh sé xay ra khang insulin va réi loan dung nap
glucose. Ngudi ta cling thiy rang, khi khiém khuyét tao ra la da
gen thi DTD lam sang (overt diabetes) sé xay ra, cho thay, cé
1& cac khiém khuyét da gen tham gia vao cd ché bénh sinh

khang insulin va bing cach d6 tham gia vio ¢d ché bénh sinh
DTD typ 2.

Vat tro cha dong tin hidu insulin & mic t& bao béta da dudge
chiing minh trong thoi gian gin day, ¢6 nhiing hién tugng dang
luu ¥ sau day:

+ Khi receptor ti€p nhan insulin t& bao béta tuy chudt
thuc nghiém bi knockout sé xay ra mat dap lmg cip cha insulin

déi véi glucose. Nhiing conchuét nay sé xay ra r01 loan dung nap
glucose.
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+ Tidu dio thidu hut [RS-1 sé gy réi loan tiét insulin.

+ Dao tuy nguci mang Gly- Arg- IRS-1 polymorphism cang
¢6 ol loan giai phong insulin, block su trudng thanh cuaa céac hat
chita insulin, ting quatrinh chét té bao theo chuong trinh.

Nhu vay, khang insulin & mtc do t& bao béta c6 thé déng vai
trd co ché& bénh sinh ting glucose méu, gy bénh DTD typ 2.

— Cac vi tri khang insulin:

+ ( t8 chiic ngoai bién; dac bidt t6 chic c¢o, lam gidm kha
nidng thu nhan glucose caa t& bao co ¢ bénh nhan DTD typ 2. Co
nhiing vi tri sau day:

« Khang insulin tai receptor, nguyén nhan cé thé la:

Gidm s6 lidng receptor, ¢6 thé do giam téng hdp cac
receptor (hién tudng thoai giang receptor chua rd), giam s6
lugng receptor khéng dic hiéu dé1 véi bénh DTD typ 2, 30 -
50% bénh nhan DTD typ 2 khong thiy giam s0 lugng
receptor.

Gidm 4i luc caa receptor véi insulin. Do c¢6 khang thé
khéang insulin luu hénh trong mau, khang thé nay la IgG
da dong, 1am giam gin (binding) msuhn véi receptor tiép
nhin né.

Giam chiic ning cta receptor do giam qua trinh

phosphoryl héa tai receptor va/hoac giam hoat tinh cua
tyrosin-kinase, xay ra sau su gan insulin véi tiéu don vi
alpha. Ba yéu td nay lam giam tinh nhay cam cua t€ bao
dich dé1 véi insulin,
o Khang insulin sau receptor: 1a hién tugng dic trung d6i
véi bénh DTD typ 2, khéng 6 khang thé khang insulin luu
hanh, kha ning gin gita insulin véi receptor van binh
thuong. Bat thu(jng chinh 1a ré1 loan hé thong tin hiéu
trong t&€ bao, 1am ré1 loan hé théng van chuyén glucose vao
trong t& bao va chuyén héa glucose.
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+ Gan:

» Khéng insulin tai gan lam tang glucose mau khi d6i va
sau an.

» Hién tugng khang insulin tal gan chu yéu xay ra sau
receptor.

e Thuong gip 6 bénh nhian DTD typ 2 cé béo va tang din
theo tudi.

« Hau qua cudi cung 1a lam gidm sy nhay cam cia té bao
gan d61 véiinsulin.

" k] # - - 2 - 2 -
— HA&u qua cua khang insulin 6 cac t6 chiic:

+ Tai gan: insulin diéu hoa giai phéng glucose tit gan, lam
ting glucose huyét. Insulin hoat héa glycogen synthase, nguge
lai e ch€ glycogen phosphorylase, do vay ting du trit glycogen
tai gan, nhu vay tac dung tryc tiép caa insulin tai gan 1i trén
san xudt glucose. Bénh nhan DTD typ 2 thudng ting dudng
huyét khi d6i, toc d6 giai phéng glucose néi sinh ting cho dia
noéng do insulin huyét tuong khi déi binh thudng hay ting. Hién
tugng tang dong thoi san xuat glucose ndi sinh, va ting néng d6
insulin mau 14 bing chiing vé khang insulin tai gan. Ting tin
tao glucose, giai phéng nhiéu glucose ti gan thudng xay ra &
bénh nhén DTD. Diéu d6 chiing tb6 ring, 6 bénh nhan DTD c6
hién tugng giam qua trinh oxy héa glucose, nhung lai tang phan
huy glucose theo con dudng ky khi (anaerobic glycolysis) trong
chc to chitc ngoai vi nén sé cung cip qué nhiéu cac phén tid ¢6 3
phan tu carbon cho gan. Do vay, khang insulin trong gan va to
chitc ngoai vi ¢6 thé 13 nguyén nhan cla vong luin quén, lam
cho néng d6 glucose khi déi ngay cang ting.

- 2 - . - P P s A, al
+ Tai to chiic ngoai vi, ¢6 thé c6 mét s6 réi loan sau:

» Khang insulin 14 nguyén nhén 1am réi loan qua trinh si
dung glucose 6 clc td6 chitic ngoai vi. Mdt s6 lugng nhé
glucose dudc van chuyén, phosphoryl héa va chuyén héa

400



trong t€ bao. Bang cich su dung ciing mét lGe cac k¥
thuat nhu, insulin clamp technique, indirect calometry,
multiple tracers, arterial-venous forearam balance
technique cho thay: ‘

« Hién tuong van chuyén glucose va phosphoryl héa khi dap
ing véi glucose bi réi loan ning & bénh nhan DTD typ 2.

« Khéng nhiing mét s6 lugng nhd glucose duge van chuyén
vao trong t& bio, ma qua trinh chuyén héa cta glucose da
duge phosphoryl héa ciing bi bién doi.

~ » Nhiing bénh nhan DTD typ 2 mic d6 bénh trung binh c6
hién tugng giam tong hop glycogen, gidm qué trinh oxy héa
glucose, nhung tang phan hay glucose theo duong ky khi.

+ Tai td chitc md: réi loan chuyén héa glucose va lipid dudi
tac dung cta insulin s& giy nén mot s6 bién dbi:

o Thic ddy nhanh qua trinh phan hily md, ting gidi phéng

acid béo tu do, tac dung nay con do mét tac dung c ché cua

insulin dé1 véi lipase phu thudc insulin.

. Tang acid béo tu do sé lam nang thém tinh trang khang
insulin 6 gan va t8 chiic ngoal vi, tang tong hgp VLDL, trong
gan va giai phéng ra ngoai.

» Tang ling dong md trong gan c6é tuong quan véi miic do
khéang insulin, chic chidn tham gia vao réi loan tic dung cua
insulin.

o Cuéi cang, tang cang nhiéu nong do glucose va acid béo ty
do trong huyét tuong sé lam niang thém tinh trang khang
insulin théng qua 2 hién tugng nhiém déc glucose va nhiém
ddc md, gdy nén vong xodn bénh ly.

2.2. Nguyén nhan
— Nguyén nhéin cua khang insulin:
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Nhiing y&u t6 dua dén khang insulin ciing c6 thé duge xem
nhu 12 nguyén nhin caa HCCH vi khang insulin ¢6 lién quan
rit chat véi HCCH. Tac dung chi y&u nhét cua insulin la kich
thich hap thu glucose, nhung insulin ciing ¢6 nhitng téc
dung khac, kich thich va kim ham nhiing con duong chuyén héa
khac nhau.

Mét trong nhiing con dudng chu yéu dua dén tinh trang
khang insulin 12 qué tai lipid trong cic té chiic. Cac yéu td tham
gia lam qua tai lipid trong cac té chitic 1a: béo phi, dic bidt béo
phén trén co thé, khong hoat dong thé lue, thiéu tich tri md, cac
hormon sinh duc nam, tudi tac va y&u t6 di truyén. Ba yéu t&
hormon sinh duc nam, tudi tac va di truyén cé thé dua dén réi
loan tac dong cha insulin trén cic con dudng chuyén héa hen 1a
théng qua qua tai lipid t0 chidc.

~ Béo phi va khang insulin:

Co 18 nguyen nhan thuang gap nhit chia khang insulin 13
higng md qua 1én trong co thé, tuy theo mic d§ lugng md nhidu
it ma chia ra qua cin hay béo phi. Mg co thé dugc tao nén hiu
hé&t duge chuyén hoéa thanh triglycerid. Triglycerid duge hinh
thanh ti cac acid béo va glycerol. Ba phan tu acid béo k&t hgp
v6i mdt phan ti glycerol ¢8 hinh thanh mét phan td triglycerid.
Triglycerid dude tich trit trong trong td chic mé. T6 chic md
phéan huy triglycerid va gidi phéng acid béo vao mau cung cép
ning lugng cho co thé. O ngudi gy, tdng sd acid béo gidi phéng
vao trong mau dude didu chinh dé€ ching nhu 13 chat cung cip
ning lugng cho co thé, va cac té chitc khong trd nén qua tai doi
v6i lipid. Ngudi cang béo; cang nhiéu acid béo dudc gidi phéng
vao trong mau, cic t6 chiic trd nén qua tai déi véi lipid. Nhu
vay, ngudl béo sé tich mot s higng 16n md trong cac t3 chite, dic
biét ¢é va gan, cing nhu trong ban than té chtic md. Tich tri
mdt lugng 16n ma trong cac t6 chitc s& 1a nguyén nhan dua dén
khéng msuhn Nhiing céng trinh nghlen ciu gan day da ghi
nhén, t6 chi¢ md ngudi béo phi ciing giai phéng mot s6 cytokln
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cac cytokin nay (Leptin, Resistin, TNF alpha, angiotensin II)
lam cho tinh trang khang insulin x4u di. Day 14 van dé dang
duge quan tAm nghién cdu.

— Khéng hoat déng thé luc:

Hoat déng thé luc déu sé "dét chay" mét khdl lugng 16n mé
trong to chiic, sé dé phong dude tinh trang khang insulin. Nguge
lai, khéng hoat déng thé luc, mé sé dude tich lai trong to chiic,
dic biét t6 chite co, diéu d6 sé Ia nguy co hinh thanh khang
insulin, béo phi va khong hoat ddng thé luc lam ting tinh trang
khang insulin.

- Tich mé khéng binh thuong:

Né&u nhu t8 chitc mé ¢6 thé giit dudc md mdt cach c6 hidu
qua, sé khoéng c6 hién tudng gial phéng mét lugng 16n acid béo
vao trong mau, to chic sé khong qua tai lipid, khang insulin sé
khong xay ra. Nguge lai, néu nhu t8 chic md khéng c¢6 kha nang
duy tri su 6n dinh ctia né, mdt s6 md sé bat ddu tich trong cac to
chiic khéc, gy nén tinh trang tich md khéng binh thuong.

Béo phan trén co thé: tich md ving bung thudng gip 6
nhitng ngudi ¢6 béo phin trén co thé, md s& duge tich lai chu
yéu td chitc md ving bung, md c¢6 thé khu tri trong ndi tang
(visceral fat) ho#ic ngay dudi da (subcutaneous fat), mét s6 16n
acid béo tif md ndi tang duge gidi phéng vao mau, dua dén qui
tai mé trong cac td chiic, d6 la nguyén nhin dua dén tinh trang
khang insulin. Nguge lai, t8 chiic mé trong phan dudi co thé git
md chit hon, hién tudng qua tai md khéng xay ra, va khéng xay
ra khang insulin. Tai sao ¢6 su phan bé md nhu vay y hoc hién
nay chua giai thich dudc ré rang.

— Khang insulin 6 t8 chiic mé:

Mot s6 ngudi giai phéng médt s6 16n acid béo tit t6 chiic md,
lam qué tai lipid, gdy nén tinh trang khéng insulin trong t6
chic md. Binh thudng, insulin luu hanh trong mau kim ham sy
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phin giai caa lipid trong t6 chiic md va giam giai phéng acid
béo. Trong tinh trang khang insulin & td chiic mé, néng dé acid
béo ting cao trong mau, cac td chiic qua tai lipid, do vay tinh
trang khang isulin c¢ang ning. Nhiéu nghién ciu da ching minh
ring, nhidu bénh nhén c6é néng d6 triglycerid trong mau cao ¢6
tinh trang khéang insulin trong t§ chitc md, nhilng ngudi nay ¢6
ndng d6 acid béo cao khéng thé giai thich bdi béo phan trén co
thé, ma trude hét 1a do qua tai md trong gan dua dén san xuit
qué nhiéu triglycerid giai phéng vao trong mau.

— . Loan dudng md (Lipodystrophy):

Loai thit ba vé sy thi&u hut tich tri mé xay ra 6 nhing bénh
nhan thiéu t6 chiic md. O nhiing ngudi nay, khéng c6 day du to
chitc m& dé tich trit toan bé md dua vao cd thé ti thiic an. Nhu
vay, mot s6 lugng 16n md di vao trong té chitc, dic biét td chite
¢G va gan, nhiing to chiic qua tal md nay sé xay ra tinh trang
khang insulin.

Su thiéu hut t6 chuc mé goi 1a loan dudng md. Cé ba thé
loan dudng md:

+ Thé thit nhat: 1 thé loan dudng md toan bd, bam sinh,
di truyén (congenital generalized lipodystrophy), dic trung béi
mat hdu nhu toan bd t6 chitc md. Co s& di truyén cha thé réi
loan nay d& dugc xac dinh, khu trd chromosom ctia né cing da
duge xdc dinh: Nhiing bénh nhan bi réi loan kiu nay cé tinh
trang khang insulin cuc ky ning.

+ Thé thi hai: 13 thé loan dudng md gia dinh tting phan
(familial partial lipodystrophy). Pic trung 13 mat t6 chic md
duéi da (subcutaneous adipose tissue). M3 ciing ¢6 thé tich lai
trong cac t6 chiic va khang insulin c6 thé xay ra.

'+ Cuéi ciing, nhitng bénh nhan AIDS diéu tri béng cac loai
thudc dc ché protease ciing xay ra loan dudng m3, chu yéu la
mat mo dudi da, ¢6 hinh anh 1am sang tuong ty nhu loan dudng
md gia dinh ting phan, k& ca tinh trang khang insulin ning.
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— Lac hormon:

+ Androgen (hormon sinh duc nam)

Hormon sinh duc nam ¢6 anh hudng dén chuyén héa cuaa té
chiic mé. O nam giéi, t6 chiic mé tap trung chu yéu phan trén cg
thé va ¢ xu huong béo bung. Nhu vay, 6 mie 46 nao dé, hormon
nam tao nén thé réi loan tich md, béo phin trén cd thé va giai
phong mot s6 lugng 16n acid béo, tich md trong td chiic co va
gan. Nam gidi ¢6 xu huéng bi khang insulin nhiéu hon nit, m3
tap trung cht yéu & phan trén cd thé; nguge lai, & phu nit, md
trai déu toan than. Mét s6 phu nii c6é ndong d6 androgen cao bit
thuong, nhiing ngudi nay thudng c6 da u nang buong tring
(polycystic ovary), béo tap trung & phin trén cd thé, va phat
sinh tinh trang khang insulin.

+ Hormon vo6 thudng than (corticosteroid), cac hormon
gidng cortisol (cortisone-like hormones).

Céac corticosteroid duge tiét ra tit tuyén thuong than, la yéu
t6 gidy khang insulin manh. Trén lam sang, cudng tiét
corticosteroid biéu hién bing bénh Cushing, bénh nhan c6
nhiing triéu chitng khang insulin va c¢6 thé bi bénh DTD typ 2.
Nhitng bénh nhédn diéu tri bing corticoid cling ¢6 tinh trang
khang insulin, nguyén nhan chua hidu dugc diy dd, 6 thé 1a do
tac dung ctia corticoid trén to chiic md. Bénh nhén st dung qua
nhiéu corticoid sé c6 béo phan trén co thé do réi loan tich md,
corticosteroid cling g4y nén réi loan cac dudng tin hifu cua
insulin. M6t s6 nha nghién ciiu cho ring, r6i loan chuyén héa
corticosteroid 14 nguyén nhan phat sinh béo phan trén co thé va
khang insulin 6 nguoi.

~ Tuéi: khang insulin ting 1én theo tudi, ¢é nhidu
nguyén nhan:

+ Khéi lugng cd cang gidm khi tudi cang tiang, co 1a vi tri
tac déng cha y&u ctua insulin, gidam khéi eo sé giam st dung
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glucose toan phan. Diéu nay cang cin phai quan tdm nhit la
nhiing ngudi cé thél quen ngdi nhiéu, khéng hoat déng thé luc.

+ Ty 1& phan tram md co thé tang theo tudi, ngtidl gia ¢b ty
1& phan tram md cd thé cao hon ngay ca khi chi s8 khéi co thé
(BMI) khéng thay déi. T4 chiic md nhiéu giam khéi lugng co 1a
nguyén nhén lam tdng tinh trang khang insulin & ngudi gia.
~+ C6 kha nang tudi tac lam gidm hiéu qua cta cac dudng
tin hiéu insulin.
— Di truyén:

Tinh chit quan trong cta di truyén trong phéat trién tinh
trang khang insulin d3 rat c‘hicic nhin manh béi cach dap dng
insulin khac nhau cla cic quin thé véi hidu biét con han ché.
Miic d6 cao nhit khang 1nsu11n é nhting ngudi nguon géc Nam A
(South Asian). Trong quan thé ngudi Cauca31an ciing ¢6 cac
hinh thai khac nhau vé& khang insulin, do méc phai, do su khac
nhau vé dinh dudng, cin ning, hoat dong thé luc, tudi tac va
tinh trang cac hormon. Tuy nhién, bén canh nhiing su khac nhau
d6, sy khac nhau vé di truyén ciing c6 thé anh hudng dén tinh
nhay cam insulin. Gan dAy, ngudi ta da tap trung chd y nghién
cliu v& cd sG di truyén cia tinh trang khang insulin, mét 6 gen
ing cu ciing da duge d€ nghi, nhung chua duge chitng minh.

Ty 1é khang insulin khac nhau giita cac quan thé. Hai quan
thé dude quan tAm 13 nhiing nguoi c6 nguodn gdec chiau Phi va

Pong A. Cé nhiing bang chling cho thay nhiing quan thé nay
khong c6 cd sd chung tdc (racial) vé khang insulin, ¢iing chua c¢6é
nhiing nghién ctu day dt vé dap iing insulin co ban (baseline
msulin responsiveness). Ngugc lai, ngudi da dd (Native
Americans) hinh nhu ¢6 ¢6 s8 cao di truyén vé khang insulin.
Mot vai nghién ciu d3 tién hanh dé xac dinh nguyén nhéan
khang insulin & nhiing nguoi da do, tuy nhién da khéng xac
dmh dugc gen chu yéu chiu trach nhiém khang insulin trong
quan thé nay.
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~ Khéang insulin thuong di ciing nhiing tinh trang sau day:
HCCH.

Béo phi.

C6 thai.

Nhi&m khuén hofic bi bénh nang.

+ + + 4+ +

Stress.

+ Ting cortisol mau do dang si dung steroid, hay héi
chiitng Cushing. |

+ Heamotochromatosis.

+ Mot s6 thudc nhu rifampicin, isoniazid, olanzapine,
risperidone, progesterones, mot s6 thudc chéng retrovirut
(antietrrovirals), ¢6 thé alcohol, methadone.

+ Di-truyén: _dqt bifn receptor cia insulin, ri loan lipid
gia dinh tding phan (familial partial lipedystrophy).

~  Mbt 6 bénh ndi khoa két hgp véi khang insulin:

+ Bénh DTD typ 2: khang insulin xuit hién trudc khi phat
hién bénh DTP typ 2. Nhin chung khi d& c¢6 khang insulin, cudi
cing sé phat sinh bénh DTD typ 2. Nong d6 glucose va insulin
huyet twong binh thudng trong nhidu niam, sau d6, 6 mét thoi
diém nao d6 sé phat smh khang insulin. Vao thoi diém nay
thudng c6 két hop tang néng d6 insulin mau, béo trung tim, rol
loan chuyén héa lipid vavhodc ting HA, khi céc 181 loan nay di
cung sé dude goi 1a HCCH.

+ (Gan nhi®m mé (fatty liver). Tinh trang gan nhiém md
lién quan rat chit véi khang insulin. Tich mé trong gan chiing
t6 réi loan kiém sbat lipid thudng xay ra ciing véi khéng insulin.
Bénh c¢é thé c6 nhung mic dé khac nhau ti¥ nhe dén néng.
Nhitng nghién ciiu gin day ghi nhan, gan nhiém mad c6 thé dua
dén xd gan, ung thu gan.

+ X0 vida dong mach.
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+ Tén thuong ngoai da.

e Bénh gai den (acanthosis mgrlcans) Bénh lién quan dén
ding my phdm, thudng lién quan rit chit véi khang
insulin, xuat hién nhiing ving den trén da nhit 14 nhitng
nép gip 6 ¢d, nach, chén léng canh tay. Co che bénh sinh
chu?a rd.

« Nhing chum I6ng da (skin tags). Nhiing chitm 16ng da
thuong gap véi ty 1 cao & ngudi co khang insulin, 13 tinh
trang bénh 1y thuong gip, lanh tinh, gbm nhiing mang da
16i. Nhiing chtim léng c6 thé thay déi hoan toan mang da
trong khi xuét hién, chung c6 thé tron hoic khong déu, 16i
day bt mau hosic nhidm séc t5.

» Roiloan sinh san § phu nit (Reproductiive abnormalities
in women): khé rung tring, khé cé thai, r8i loan kinh
nguyét, hodc mat kinh. Chua ré vé rdi loan sinh san & nam
gid1 c6 khang insulin. |

« Bénh buéng tring da nang (polycystic ovary disease): la
bénh lién quan dén ndi tiét, xay ra & phu ni tré tusi, bidu

hién béng: réi loan, hoic khéng ¢6 kinh nguyét, béo phi,
moc nhiéu long.

« Cuong tiét cac hormon sinh duc nam (Hyperandrogens)
nong d6 hormon nam gidi cao dugc tiét ra ti budng tring cé
thé gip trong khang insulin. Cudng tiét hormon sinh duc
nam ¢é thé c6 vai trd trong ¢¢ ché& bénh sinh bénh buong
triing da nang. Nguyén nhan chua ro, nhu?ng c6 thé
khang insulin 14 nguyén nhén 1am réi loan tiét hormon cta
budng tring.

« Réi1 loan su phat tr1en Insulin la mot hormon dong hoa,
do vay c6 tac dung trén sy phat trién thong qua mét yéu to
trung gian 13 insulin-like-growth factor, bénh nhan phéat
trién chidu cao hang nam, ngudci thod kéch.
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— Nhiing ngudt ¢6 nguy co bi khang insulin:

Qua can, BMI trén 25 kg/m?®.

Vong eo trén 90cm dé1 v6i nam, trén 80cm dé1 véi nit.
Tuél trén 40.

Thanh vién trong gia dinh bi DTD typ 2, tdng HA,

+ + + +

VXDM.

+ Bi DTD thai ky.

+ Cé cac thanh phan trong HCCH nhu ting HA, tang
triglycerid mau, giam HDL.C, hoic VXDM.

+ Bi bénh buéng tring da nansg.

+ Bi1 bénh gai den.

+ Mbt s6 chung téc nhu ngudi da do, ngusi My goc chiu
Phi, géc chau A, goc Latin.

2.3. Chan doan
Céc xét nghiém tham do:
—  Dinh hugng nong d6 insulin khi déi.

—~ Nghiém phap dung nap glucose duong udng (OGTT).
Nghiém phép nay ap dung dé chan doan bénh DTD. OGTT c6
thé binh thudng hoidc roi loan vita phai khi khang insulin con
nhe, thuong ting noéng d6 glucose pha sém, chiing t0 mat dinh
sau dn (postprandial peak) ctia tiét insulin. Kéo dai nghiém
phap (hon vai gid) ¢6 thé dua dén ha dudng huyét do tiét insulin
qué miic sau suy giam dap {ing insulin sau &n sinh ly.

~  Panh gia tinh trang khang insulin:

+ Nghiém phap kep ding dudng tang insulin mau
(hyperinsulinemic euglycemic clamp). Tiéu chuan vang dé xac
dinh tinh trang khang insulin 14 xét nghiém kep dang dudng
tang insulin huyé&t. S& di goi nhu vay 1a vi né do tong s glucose
can dé ba khi néng d6 insulin tdng ma khéng giy nén ha duong
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huyét. Xét nghiém it khi duge lam trong bénh vién, nhung lai 14
xét nghiém chinh trong cic phong nghién citu dé danh gia tac
dung cta mét s6 thuée khac nhau.

Xét nghiém dugc tién hanh trong khoang 2 gid. Qua tinh
mach ngoai vi, insulin dugc truyén tir 10-120 mU/m?phat. Dé
bt khi truyén insulin, glucose 20% dugc truyén vao dé duy tri
nong dé glucose huyét tuong giita 5 va 5,5mmol/l. Tée dd truyén
glucose duge xac dinh bing kiém tra duong huyét ca'5 - 10 phat
Nlan. Truyén insulin lidu thap la dé danh gia su dap ng cla
gan, ngudc lai, truyén insulin lidu cao 1a dé danh gia tac dong
cua insulin 6 ngoai vi (nhu t8 chic cd, md). Téc dd truyén
glucose trong 30 phit cudi ctia xét nghiém xac dinh tinh nhay
cam cla insulin (insulin sensitivily). N&éu nhu néng d6 cao
(7,5mg/phit hoidc cao hon) 1a can thiét chiing t6 ngudi bénh cé
nhiy cam insulin. Néng d¢ rdt thap (4,0mg/phiit hosc thap
hon), chitng t6 co thé cé khang véi tac déng ctia insulin. Néng d%
glucose gidia 4,0 va 7,5mg/phit 14 k&t qua khéng xéc dinh, ghi
nhén c6 tinh trang réi loan dung nap glucose, mét dau hiéu sém
cia khang insulin.

Ky thuat co ban nay c6 thé ting gia tri khi si dung glucose
danh dau (glucose tracer), glucose c6 thé dude ghi nhan hoac 1
nguyén ti on dinh (stable atome), hodc nguyén td hoat tinh
phong xa (radioactive ). Cac cht danh d&u thuong duge sit dung
la 3 - 3H glucose (radioactive), 6,6 2H - glucose (stable) va 1 -
13C glucose (stable). Trude khi bit diu gial doan ting insulin
huyét, truyén chat danh diu 3h cho phép danh gia t6c d6 nén
san xuft glucose. Trong thdi gian kep, néng dé danh dau trong
huyét tuong cho phép tinh chuyén héa glucose kich thich ti&t
insulin clia toan co thé, ciing nhu san xuit glucose caa co thé
(nhu san xuat glucose néi sinh). |

+ Xét nghiém kim him insulin stia d6i (modified insulin
suppression test). '
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Mot cach khac dé danh gia khang insulin 13 xét nghiém kim
ham insulin stia d6i duge Gerald Reaven dua ra ¢ Truong Dai
hoc Stanford. K&t qua xét nghiém nay tuong quan t8t véi két
qua xét nghiém kep déng dudng ting insulin mau véi rat it sai
6 lién quan sd tinh toan.

Bénh nhan khdi diu cho tiém 25mcg sandostatin trong 5ml
nuée mudi sinh 1y trong thdi gian ti 3-5 phiit, nhu 13 bolus khdai
diu. Sau d6 s& tifp tuc truyén bing duong tinh mach
sandostatin lidu 0,27meg/m%phit dé kim ham insulin ndi sinh
va tiét glucose. Truyén insulin va dung dich glucose 20% véi tdc
d6 32 va 267mg/m*phut tuong dng. Nong do glucose mau duge
kiém tra & cac thoi diém 0, 30, 60, 90, va 120 phit. C& 10 phut
trong 30 phtt cudi cla xét nghiém kiém tra mot lan. 4 gia tri
cudi cung duge chia trung binh dé xac dinh tinh trang én dinh
glucose huyét tudng (steady state plasma glucose - SSPG).
Nhiing ngudi c6 SSPG > 150mg/dl duge xem c6é khang insulin.

+ Xét nghién thay thé& khéc: vi nhiing khé khén phic tap
khi lam xét nghiém kep (nguy hiém nh4t 1a ha dudng huyét
trong mot s§ trudng hop), mdt s6 xét nghiém thay thé€ da dude
dua ra dé don gian hon trong danh gia khang insulin. Trude hét
13 Homeostatic Model Assessment (HOMA), va phuong phap
gin day 13 QUICKI (Quantitative Inssulin Sensitivity Check
Index). Ca hai phuong phap nay si dung nong d9 insulin va
glucose khi déi dé danh gia khang insulin, ca hai déu c6 tuong
quan viia vél két qua nghiém phap kep.

2.4. biéu tri

Diéu tri khang insulin ¢6 2 cach tlep can: giam nhu cau déi
vl insulin va lam tang tinh nhay cam cua insulin. Dé lam duge
hai yéu céu trén can 4p dung nhiing bién phap sau day:
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- Thay dé1 161 séng: nhu ciu d6i véi insulin ¢6 thé glam
nhd thay déi ché d6 an, dac bidt carbohydrat trong ché do an.
Carbohydrat dugc hip thu vao ¢o thé sau khi duge chuyén héa
thanh cac loai dudng. Mét s6 carbohydrat duge chuyén héa va
h4p thu nhanh hdn loal nay lam cho chi s& dudng trong mau
cao, lam tang néng dé glucose mau nhanh hon, ddi héi tuy
phai tiét hugng insulin nhleu hon dé kiém soat glucose mau,
ciAn bing noi mo1 Mét s6 carbohydrat c6 chi s6 dudng cao lam
tang nhanh nong dé glucose mau nhu: banh my triang, cac
san pham ngu coc khong tinh ché, khoai tay nghién, khoai
tdy ngit coc,..). Mot s6 thic an ¢6 chi s§ dudng thap nhu
nhung thuc phdm c¢é thanh phan ch&t x¢ caoc nhu banh my
ngi ¢bc toan phan va gao lat,..

Mat s8 nghién cidu da chitng minh rang, gidm can, thé duc
thé hinh 1am tang toc d6 hap thu caa t€ bao co dbi véi glucose
trong mau, két qua la cai thién su nhay cam cta t& bao d6i véi
msulin, thay d6t ché d¢ an hgp 1y, luyén tap thé luc sé lam giam
sy phat trién bénh DTD typ 2.

~ Diéu tri béng thuéc d¢& lam tang tinh nhay cam cua
insulin. Cac thuéc diéu tri bénh DTP typ 2 nhu metformin va
nhém thiazolidindion (TZD) ciing dude ap dung diéu tri khang
insulin.

+ Metformin (Glucophage) la thuéc diéu tri bénh DTD typ
2, n6 ¢6 hai cd ché tac dong dé kiém soat dudng huyét: ngan
chin gan gl&l phong glucose vao trong mau va lam tang nhay
cam cda té chiic co va md d6i véi insulin, do vay cic t6 chic nay
sé chuyén héa glucose nhidu hon ti mau, vi tac dung nay
metformin lam giam néng dé insulin trong mAau. Coéng trinh
DPP nghién ctiu tac dung cta metformin cung v61 ché d6 an va
tap luyén thé luc dé dé phong benh DTD & nguoi khang insulin.
Metformin lam giam phat trién bénh DTD typ 2 - 31%,
metformin 1a thuéc an toan va hgp 1y khi dibu tri cho quin thé
thich hgp, mgc du thude thuong ¢6 nhing tac dung khéng mong
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mudn trén co quan tiéu hoéa, nhung néi chung thuéc dung
nap tot.

+ Acarbose (Precose): cong trinh STOP NIDDM (Study to
prevent Non-insulin Dependent diabetes Mellitus) nghién ciu
nhiing ngudi ¢ khang msulin dutdc diéu tri bang acarbose cho
th&y acarbose 1am giam phat trién bénh DTD typ 25%.

—  Thiazolidindion: céng trinh TRIPOD nghién cGu tac
dung cha troglitazon & bénh nhan bi DTD thai ky, giam 25%
phat trién DTD. TZD 1a nhém thude 6 tac dung lam téng nhay
cam insulin & cac t6 chiic, lién quan véi tinh trang khéang
insulin, day 1 loai thufc ¢6 nhiéu trién vong trong diéu tri
khang insulin, HCCH, DTD typ 2.

3. HOI CHUNG CHUYEN HOA

Héi chiing chuyen hoa (HCCH) 14 su phéi hgp nhiéu ré1 loan
néi khoa, lam ting nguy c¢ dé1 véi bénh tim mach va DTD
(PTD) typ 2. Hoi ching nay da va dang anh hudng téi mot s6
16n bénh nhan dudi dang nhém réi loan. Trong mot val nghién
citu tai Mg, ty 18 héi ching nay da diéu chinh 1én td1 25%.

HCCH dudc goi bing nhitng tén khac nhau nhu: héi chiing

(chuyén héa) X, héi chiing khang insulin, héi ching Reaven
hodc CHAOS (Australia).

3.1. Lich st

Cum tu " Hol ching chuyén héa " duge st dung s6m nhit
vao nhing nam 50 thé ky XX, nhung dudc dua vao su dung
thuong xuyén vao cudl nhiing nam 70 dé md ta su ph01 hgp cac
yéu t6 nguy cd khac nhau doi véi bénh DTD. Cac yéu t6 nguy cd
nay di duge nhan manh tit rat sém, vao nhitng nam 20.

Nam 1947, mét thiay thude & thanh pho Marseilles (Phap)
Dr. Jean Vague d& c¢é quan sat rdt 1y tha ring, béo phan trén
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¢ thé hinh nhu la tién triéu cua DTD, vita xo d6ng mach, git
va SOl. -

Avogaro, Crepaldi va cong sy dd mé ta 6 BN béo vira phai bi
DTH, ting cholesterol mau va ting triglicerid, tit ca nhitng réi
loan” nay s& dugc cai thién khi BN an ch& d6 4n giam
carbohydrate, thap calori. '

Nam 1977, Haller di su dung cum tit "metabolic syndrome”
(HCCH) dé lién két cac réi loan béo phi, DTD, ting lipoprotein
mau, tang acid uric méu va gan nhiém mé khi mé ta tac dung
clia cac yéu t8 nguy cd déi v6i vita xo ddng mach.

Ciing trong nim nay Singer st dung cum tit HCCH 48 lién
két cac réi loan nhu béo phi, git, DTD, va tang HA véi tang
lipoprotein mau.

Trong 2 nam 1977 va 1978, Dr. Gerald B. Phillips da phat
trién khai niém cho ring, cac y&u t& nguy co d6i véi nhdi mau co
tim cling xay ra trong mét thé dude got 1a "chim cac réi loan"
(constellation of abnormalities), nhu réi loan dung nap glucose,
tdng ‘insulin mau, ting lipid méau (tang cholesterol, tang
triglicerid mau) va tang HA. T4t cd khéng chi két hgp véi bénh
tim, ma con lién quan véi tudi, béo phi va nhidu tinh trang lam
sang khéc. T4c gia ndy nh&n manh, ¢6 thé c6 méot yéu t6 lién két
cd ban, xac dinh duge y&u t& nay s& dua dén kha ning du phong
duge bénh tim mach, yéu t& d6 13 cac hormon sinh duc (sex
hormones).

Nam 1988, trong bai giang cha minh vé Banting, Dr. Gerald
Reaven dd dé nghj khang insulin nhu 12 y&u t& chi yéu trong
cac "chum r6i loan" nay, va dit tén héi ching X. Reaven da
khéng tinh dén béo trung tam, ma né da duge xem nhu 1a yé&u t&
cht yéu, nhv 12 mot phan caa hoi ching nay.

Cac cum ti "Héi chiing chuyén héa", "Hoi chitng khang
insulin” va "Héi chitng X" hién nay duge st dung mdt cach dic
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biét dé xac dinh chum céc réi loan 1am ting nguy co phat trién
bénh DTD typ 2 va bénh viia xd déng mach (nhu bénh tim va
dot quy). Y van hién nay phd cap diung cum tu "Hi ching
chuyén héa".

3.2. Cac dau hiéu va triéu chimg

— Tang dudng huyét khi d6i. DTD typ 2, hoic rdi loan dudng
huyét lac d6i, r6i loan dung nap glucose, hoéc khang insulin.

- Tang HA.

~ Béo trung tAm (béo ndi tang, béo hinh qua téo), qua cin
va md tich trit chi yéu ving bung.

~ Giam HDL cholesterol.

- Tang triglycerid.

— Tang acid uric mau.

Nhiing tridu chéng va bénh két hgp: gan nhiém mé (dic
biét nhitng ngudi béo) tién trién thanh bénh ‘gan mhiém md
khéng do rugu, héi ching budéng tring da nang,
Hemochromatosis va Acanthosis nigricans.

3.3. Chan doan

o Tiéu chuén ciia WHO (1999): tiéu chuin ctia T8 chic Y t&
thé& giéi (WHO) doi hoi c6 DTD, r6i loan dung nap glucose, 1o
loan dudng huyét khi dé6i hodc khang insulin va c6é 2 trong
nhiing ré61 loan sau day:

- Tang HA.

~ R&1 loan lipid mau: triglicerid (TG) > 1,695mmol/l va/
hosc HDL.C < 0,9mmol/l (nam), <1,0mmol/] (nii).

— Béo trung tam: ty s6 eo/héng > 0,90 (nam), > 0,85 (ni),
va/ hoac chi s8 khéi co thé > 30kg/m”>.
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~  Microalbumin miéu, ty 1& bai xu&t albumin nudc tiéu >
20mg/phit hoac albumin / creatinin > 30mg/g.

e Tiéu chudn cia EGIR (1999)(European Group for the study
of insulin resistance): doi hoi ¢é6 khang insulin duge xac dinh
bing 25% trén gia “tri insulin hic d6i trong s6 nhiing ngudi
khéng bi DTP va > hai tidu chuén sau day:

— Béo trung tAm: vong eo > 34cm (nam), > 80cm (nil).

- Ré1 loan lipid mau: TG > 2.0mmol/l vd/ hoac HDL.C
< 1,0mmol/l, hodc dang diéu tri thudc réi loan lipid mau.

— Tang HA > 140/ 90mmHg, hoic dang diéu tri thudc ha HA.
~  Glucose mau khi d61 > 6,10mmol/l.

s Tiéu chudn cua NCEP (2001): ddi héi ¢ it nhat 3 trong

nhiing tiéu chuan sau day: |
— Béo trung tam: vong eo > 120cm (nam), > 88cm (nid)

— Ré1 loan lipid mau: TG > 1,695 mmoll (150 mg/dl),
HDL.C < 40 mg/d] (nam), < 50 mg/dl (ni).

— HA>130/85mmHg.
- Glucose mau khi déi > 6,1mmol/l (110mg/dl).

o Tiéu chudn ctia héi tim Hoa Ky c6 cap nhat tidu chuin
NCEP. Dé don gidn hon, H01 tim Hoa Ky da dua ra bang
tiéu chudn:

- Tang vong eo > 102cm, nam, > 88cm,nd.
~ Tang TG > 150mg/dl.
- Giam HDL.C, nam < 40mg/dl, nit < 50mg/dl.

— Tang HA > 130/ 85mmHg, hoac dang di€u tri thude
ha HA.

— Tang glucose khi d6i > 100mg/dl (5,61i1m01/1), hodc dang
stt dung thudc ha duong huyét.
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e Tiéu chudn ctia Lién doan PTD quée t6 (IDF) 2005: doi héi
phai c6 béo phi trung tdm + bat ky 2 trong 4 y&u t0 sau day:

~ Tang triglycerid mau 150mg/dl (1,7mmol/l} hodc c6 diéu
tri thudc ha triglycerid mau.

— Giam HDL.C < 40mg/dl (1,03mmol/l) 46 véi nam.

< 50mg/dl (1,29 mmol/1) d61 véi na. |

Hoac ¢6 diéu tri tinh trang réi loan nay.

- Tang HA > 130 / 85mmHg, hoic da duge chdn doan va
di€u tri tdng HA truée do. |

—- Tang glucose mau khi déi. Glucose méu kic doi
> 100mg/d]l (5,6mmol/), hodc di dudge chin doan PTD typ 2
trude d6. Néu glucose mau > 100mg/dl hay 5,6mmol/l, nén lam
nghiém phap dung nap glucose dudng ubng, nhung khéng phai
nhat thiét phai lam dé xac dinh sy hién dién caa HCCH.

Luu §: N&u BMI > 30kg/m? ¢6 thé xem 13 dd ¢6 béo phi
trung tdm ma khéng can phai do vong bung.

Béo phi trung tdm duge xac dinh bing do vong bung, dude
danh gia theo chung toc, theo bang dudi day:

Bang 6.3. Gia tri chu vi vong bung riéng cho titg chiing t6c.

~ Quéc gial chiing téc Gidi Chu vi véng bung

Chau Au: & Hoa Ky, gia tri theo Nam > Q4cm

ATPIIl ¢ thé tip tuc dugc s N > 80cm

dung trong cac muc dich lam

sang.

Nam A: dua trén s6 liéu cla ngudi Nam - >90cm

Trung Quéc, Malayxia, An Do N > 80cm

thudc chau A, - |

Trung Qudc Nam > 90cm
Nu > 80cm

Nhat Ban Nam > 90cm
NU > 80cm

1=
'—l
=}




3.4. Nguyén nhan sinh bénh

Nguyén nhén cia HCCH la mét tap hgp phdc tap, va chi
xac dinh duge mdt phan. Hau hét BN 13 ngudi 16n, béo phi va ¢6
khang insulin 6 nhiing mitc d6 khac nhau. Nhiing' yéu t& quan
trong nhat 1a: tudi tac, di truyén, 16i séng (hoat déng thé luc,
dinh dudng). Nguoi ta dang thao luan, 1iéu c6é phai béo phi hay
khang insulin 14 nguyén nhan cia HCCH, hay do san xuit qua
nhiéu cic san pham chuyén héa.

Nhiém khuin hé théng: mdt s markers viém (nhu C-
reactive protein) thuong tiang, ciing nhu fibrinogen, interleukin
6 (IL8), tumor necrosis factor- alpha (TNFa) va nhiéu yéu to
khac déu téng. M6t $6 tac gid nhadn manh vai tro caa stress oxy
héa lam thay di cdc nguyén nhan ké ca fructose trong ché dé
an trung gian lam tang acid uric mau. N

—  Sinh 1y bénh:

Phat trién md néi tang (visceral fat), tiép theo 1a cac t& bao
md (adipocytes) cuia md ndt tang ting tiét, Iam téng ndéng do
TNFa trong huyét tuong va bién d6i ndéng dd mot s6 cac hormon
khac do t€ bao md tiét ra nhu adiponectin, resistin, PAI-1).
TNFa da dude chitng minh khong chi 14 nguyén nhan san xuit
cac cytokin giy viém, ma con ¢ thé 13 yéu td kich hoat (trigger)
tin hiéu t& bao bing cach tuong tac véi TNFa receptor, ¢6 thé 1a
nguyén nhan khang insulin. o

Trong thuc nghiém, nhitng con chudt cho &n ché& d6 an trong
d6 1/3 1a sucrose da dude coi nhu 1a mé hinh phat trién HCCH,
vi sucrose trude hét 1am tang trong mau triglycerid giy ting ma
ndi tang, cudl cing giy nén tinh trang khang insulin. Su tlen
trién ti mé ndi tang dén tang TNFa dén khang insulin song
song vdi sy phat trién HCCH & ngudi. |
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3.5. Hoi chimg chuyén héa va mot sé van dé lién quan

3.51 HAj chung chuyén hda nhu 14 yéu t6 nguy co déi vdi
bénh mach vanh tim

Bénh mach vanh tim (BMVT) la tinh trang dude biéu hién
trén lam sang bang con nhéi mau co tim (NMCT), hoic con dau
that nguc (CDTN), nguyén nhéan la do hep, ciing cac dong mach
vanh (do viia x0 dong mach - VXDM). Mot trong nhiing hinh
anh dau tién caa VXPM la tich tu cholesterol trong thanh dong
mach vanh. Cac yéu t6 nguy co 461 véi BMVT ciing la nguyén
nhin co ban caa VXDM. Cé 3 nguyén nhan chinh giy VXDM
vanh, cing mét s6 nguyén nhin phu. Nguyén nhin chinh la:
tang LDL.C, hit thude va HCCH, trong s6 d6, tang LDL.C 1a
nguyén nhén hang dau gy VXDM. Khi nong d6 LDL trong mau
tang, tinh trang VXPM duge bat diu va tién trién mot cach én
dinh. Hon niia, khi tiang LDL, thi hat thuéc va HCCH sé lam
tang thém tic dung giy hai cua LDL.

HCCH 12 moét tap hdp cia nhiéu ddu hiéu va triéu ching
xay ra trén mét ngudi, 12 moét nhém cac yéu td nguy ¢o riéng
bidt va déu cb tac dung lam tdng nguy co dé1 véi BMVT. Cac yéu
t6 nguy co chuyén héa lap nén hdi ching nay nhu: ting
triglycerid, LDL nho dac, giam HDL, tang HA, xu hudng ting
dong (thrombosis) va viém man tinh. M&i mét yéu t6 nguy co
cia HCCH hinh nhu déu ¢6 tac dung thae diy qué trinh VXDM.
Tuy nhién, lién quan cia mdéi mdt yéu t6 nguy co dé1 vér VXDM
lai 1a mot phiic hgp va chua hidu biét day dG. Nhung diéu 15
rang la cac yéu t8 nguy cd nay thic ddy su phat trién VXDM
xay ra khi ting LDL. Khi néng do LDL rat thip, cic yéu té
nguy c¢d caa HCCH c6 tac dung rat it trong qua trinh hinh
thanh VXDM, nhung khi néng 46 LDL ti#ng, cac yéu t& nguy co
khac sé tré nén téng tac dung gay VXDM.
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3.5.2. Hgi chung chuyén hda va bénh DTD typ2

R&t nhiéu nguoi bi HCCH ¢6 thé s& bi bénh BTD typ 2. Hau
hét BN DTD typ 2 ¢6 2 161 loan chuyén héa lam ting glucose
mau dan dan dua dén DTP. Réi loan diu tién 13 khang msuhn
r61 loan thi hai 13 thiéu tiét insulin cua tuyen tuy. Insuhn can
thiét cho su hap thu glucose cua cac t6 chiic.cia cd thé, t8 chite
sit dung glucose chtt y&u 13 ¢d, mic du cac t8 chic khac cling su
dung glucose Insulin lam tang hdp thu glucose trong hau hét
cac t6 chie, trit ndo. Nao si dung glucose khéng cAn insulin.
Insulin duge t€ bao béta tuy tict, néu nhu mit chic nang toan
bd t& bao beta sé& xay ra bénh PTD typl. Tuy nhién, ngay ca khi
insulin duge tiét day da bmh thuong, viéc st dung glucose ¢ to
chie ¢é the bi rd1 loan néu nhu cé tinh trang khang insulin. Typ
- 2DTD xay ra khi khang insulin két hgp v6i thigu nhe hoic vita
phai tiét insulin cla tuy.

Nhu Vay, khang insulin 12 mét réi loan trong chuyén hoéa
clia cac td chiic 1ién quan dén tac dung cia insulin kich thich
hap thu va st dung glucose. Khang insulin thuong ¢6 trude khi
xay ra bénh DTD typ 2 nhiéu nam. Cé su lién két rat chat g‘uia
khang insulin va cée yéu t8 nguy co-cia HCCH. Thuc chat ciia
sy lién két nay chua duge hiéu day da. Mot yéu t& c6 vai trd
quan trong d61 v4i tinh trang khang insulin 13 qua tal md (lipid)
trong té chiic. BN ¢6 khang msulm thudng ¢6 ting néng dé acid
béo ty do duge giai phéng tu td chic md (adipose tissue). Khi
acid béo qua nhiéu, di vao trong td chitc co, 14 nguyén nhan sé
xay ra khang insulin. Nhiu yéu t6 c6 thé tham gia vao co ché
sinh bénh khang insulin, nhung qua tai lipid trong t8 chiic c6 16
la yéu t6 chinh. Qua tai nhu vay theo nhtmg con duong khac
nhau hinh nhu la nguyén nhan giy ra cac yéu t& nguy co dong
mach vanh cua HCCH. :

Khi nguol ¢6 tinh trang khang insulin, tiét insulin ting va
s& chuyén sang khang insulin. Nhu viy, trong tinh trang chd
khang insulin, nong d6 insulin trong mau cao, hau qua la
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insulin dua glucose vao trong t& bao nhiéu hon ngan khong tang
glucose mau (gial doan con ba). Ngoai ra, nong dd insulin ting
trong mau sé kim ham t6 chiic md giat phéng acid béo. Khi giit
dugc md trong t6 chitc mé nhd ndéng d6 insulin cao ciing lam
giam khang insulin do gidm qua tai lipid trong cac to chic.

Tuéi cang cao cang giam kha néng tiét insulin. Téc d6 giam
ciing khac nhau, mét s6 ngudi té¢c d6 giam rdt nhanh so véi
ngudi khéac. Khi tidt insulin gidm t6i mic khéng thé vuct qua
duge tinh trang khang insulin, néng d6 glucose trong méu sé
tang (giai doan méit bi), khi néng d6 glucose vugt qua 126mg/dl
lde d6i, ngudi nay da bi DTD typ 2. Mot s6 ngudi chuyén sang
DTP nhanh hon do t€ bao béta tuy cia ho dap ting kém hon d61
v01 tinh trang khang insulin.

3.5.3. H6i chiing chuyén hda va khéng insulin
— Vai tr6 sinh hoc caa insulin:

Vi tri tac déng chi yéu cta insulin 14 nhiing ¢¢ quan su
dung nang lugng cua co thé nhu hé ¢d xudng, t6 chiic md va gan.
Tac d6ng ctia insulin bit d4u bang su gin két né véi cd quan
tiép nhén insulin (insulin receptor), 1a glycoprotein xuyén mang
(transmembrane glycoprotein} c6 hoat tinh protein tyrosine
kinase. Hoat héa tyrosine kinase ctia receptor dua dén tu
phosphoryl héa ban than receptor ciing nhu phosphoryl héa cac
protein khac. Nhiing protein trong thit tu sip x&p cla receptor
12 "docking proteins". Cac co chéit ctia receptor tiép nhan insulin
(insulin receptor substrates) 14 IRS-1 va IRS-2. Hai protein gin
két v61 IRS-1 12 phosphatidylinesitol-3 kinase (PI-3 kinase) va
Ras protein. Qua trinh phosphoryl héa sé dua dén hoat héa cac
enzym serine/ threonine protein kinase, cac enzym nay giy nén
su phan nhanh dong thac tin hiéu. Hoat héa dong tin hiéu nay
chinh la c¢o ché phan ti téac dung cua insulin (pleotrophic
actions). Tac dung ngay tic thi ctia insulin 13 didu hoa chuyén
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héa, cham hon 13 tac dung trén su phat trién va biét hoa cha t&
‘bao. Tac dong ctia insulin c6 thé 13 kich thich hay de ché:

Nhitng tac dong kich thich bao gdm:

o+

+ 4+ o+ +

Kich thich glucose van chuyén vao trong t& bao.
Tang tong hogp glycogen.

Tang tong hop acid béo.

Kich thich tong hgp protein.

LAam bién d6i su biét hoa va ting sinh t& bao.

Nhiing tac dong kim ham bao gém:

+ + 4+ o+ o+ o+ o+

Kim ham qua trinh tin tao glucose.

Giam giai phéng glucose tii gan.

Kim ham giai phéng acid béo khéng ester hoa tit t& chiic mé.
Uc ché cac yéu td lién quan véi lipid.

Apolipoprotein B-100

Apolipoprotein C I11

Hepatic lipase.

Khang insulin:

0 mét s6 ngudi, tic dong cha insulin 8 t& bao bi réi loan,
tinh trang nay goi 1a khang insulin. Cé su két hgp rit chit ché
gifta khang insulin va HCCH, mét s6 nha nghién ctu cho ring
khang insulin 1A nguyén nhan hang dau cia HCCH. Khi cb
khang msulin, nhiing tac dung kich thich hosc kim ham cua
insulin déu bi suy giam. Nhiing thay d8i nay it nh4t ciing 1 giai
doan d4u phat trién cac yéu t8 nguy cd cia HCCH.

+ Béo phi.

+

Khéng hoat d6ng thé luc.

+ Tich mé6 khong binh thudng.
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Khang insulin & t6 chiic ma.
Lioan dudng mad.
Vai tro cua hormon.

e »
Tub tac.

+ + + 4+ +

Di truyén.

3.5.4. Cdc yéu t6 nguy co chuyén hoa (Metabolic risk factors)
- Tang LDL.C mau (Y&u t& nguy co chuyén héa diu tién):

“Tang LDL méau don thuin néi chung khéng dudc xem la
thanh phan diy dd cia HCCH. Tuy nhién, day 1a yéu td nguy co
déc 1ap chinh c¢6 thé c¢6 trudc khi cac thanh phan khéc cua
HCCH c6 thé c6 vai tro 1a cac yéu td géy VXDM. Cac cdng déng
dan cu trén thé gidf c6 thanh phan cta HCCH khéc nhau,
BWT do VXDM c6 ty 1é vita phai khi nong d6 LDL trong mau
rat. thap. Tropg nhu:ng nghlen cu quin thé, chi khi ndo nong
d LDL méu bét diu tang, thi ty 16 BMVT ciing bit dau ting, vi
:LDL 1a tac nhan gy VXDM chinh, trong khi cac yéu t& nguy ¢o
khac két hop véi HCCH 12 nhiing tac nhan lam tram trong
thém. Su lién két gifia ndng d6 LDL mau va khang insulin chua
duge nghién ciiu mét cach réng rii, nhidu yéu td khac rd hon
khéng insulin tham gia vao lam téng LDL méau. Tuy nhién, khi
c6 qua tal md trong gan, san xudt lipoprotein trong gan tang.
San xuidt qua nhiéu hpOproteln c6 chita thanh phan
apolipoprotein B sé 1am ting néng 46 LDL, vi du, nhiing nguoi
béo c6 néng d6 LDL cao hon so véi nguci gay. Nhu vay, téng
néng d6 LDL 1a mot yéu 0 nguy cc HCCH.

—~ Nhiing r6i loan lipid mau khéc (r61 loan céac lipid méu
gdy VXDM):

Nhiing réi loan lipid mau khac 14 dac trung cua HCCH. C6
ba réi loan dién hinh tap hop thanh 1 nhém, goi la b ba lipid,
bao gbm: tang triglycerid, ting LDL nho, dic va giam HDL.C.
Bé ba nay ciing da dudc go1 1a kidu hinh (phenotyp) lipoprotein
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gdy VXDM hoic 161 loan lipid mau gay VXDPM (atherogenic
dyslipidemia). M6i mot thanh phéan cta réi loan lipid mau gay
VXDM hinh nhu doc lap kich thich VXPM. Tang triglycerid
chiing t6 sy hién dién cha cac lipoproteins du (remnant
lipoproteins), cac lipoprotein nay hinh nhu c¢6 tic dung gay
VXDM nhu LDL. LDL nho di vao trong thanh déng mach va
hinh thanh quéa trinh VXDM. Nong d6 HDL tha’p thiic déy qua
trinh VXDM theo nhiéu cach, mét co ché chic chén 1a khi nang
cia HDL diéu déng mét s6 16n cholesterol tu thanh dong mach
(van chuyén nguge cholesterol). Khi néong d6 HDL thap, qua
trinh vn chuyén nguge bi cham lai. Cé bén réi loan khac &i
cung b ba lipid: t&ng apolipoprotein B (apc B), Apo B la
lipoprotein chinh cia LDL vA nhiing lipoprotein gidu
triglycerid. Mot s8 nghién cifu cho rang, néng d6 toan phan apo
B la mot ddu hiéu don gian va tét nhit chiing té sy hién dién
caa réi loan lipid mau gy VXDM, khi néng d6 apo B toan phén
€ao, nhiing ngudi nay cé nguy cd cao bi BMVT.

Nhiitng BN c¢6 tinh trang khang insulin thu?bng c6 1ol loan
lipid mau gdy VXDM, khi gan qua tdi md, sé san xuit qué
nhiéu lipoprotein chiia apo B, diéu d6 sé& lam tang triglycerid,
ting hpoprotem du, tang néng d6 toan phan apo B va LDL nhs.
T4t ca nhiing bién d6i nay dugc gan bt dé d6i phé véi cac réi
loan d6 va di€u déng mét s6 16n md. Ngoai ra, enzym quan trong
cua gan - hepatic lipase ciing ting trong tinh trang khang
insulin, enzym nay thoai giang HDL va tham gia lam gidm
HDL két hop véi khang insulin.

~  Tang huyét ap:

Su k&t hop gitta tang HA (THA) va khéang insulin da dugc
quan sat trong nhiéu nghlen cGu. Béo phi két hop véi khang
insulin 1a tién triéu cia THA. Nhiéu nghién ctu 1én da dudc
tién hanh dé nghién ctu co ché phéi hop gitta ting HA va khang
insulin. Nhiing nghién cdiu trong céc labo ghi nhan ting néng
d¢ msulin mau tryc ti€p lam ting HA. Tang insulin hinh nhu 13
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nguyén nhan lam téng hoat tinh than kinh giao cam, lam tang
HA. Tang insulin mau c¢6 thé 1am @ Na tai than, nhiing co ché
nay khéng xay ra dé: v6i nguoi. Tuy nhién, khéng ro, liéu khang
insulin c6 phai 13 nguyén nhan gy THA. Mét s6 quin thé
thudng gip tinh trang khang insulin nhu ngusi gée Nam A,
ngudi M§ géc da dd thudng c6 THA, va liéu THA lién quan
nhiéu hon véi khang insulin hay véi béo phi. Du 12 co ché nao,
nhung trén thuc t&, THA thudng két hgp véi clce yéu td nguy co
chuyén héa khac, va nhu vay c¢6 thé xem 1a mét thanh phan cia
HCCH. Co ché THA thic diy qua trinh VXPM chua duge sang to.
Mot s cong trinh cho ring, THA lam t6n thuong thanh dong
mach, thanh déng mach sé tiét cac cytokin, tac dong tdi cic yéu t&
nguy ¢o khac. Cé thé c6 mét co ché khac, THA sé hudng nhiéu hon
cac lipoprotein vao trong thanh déng mach, 1am ting nong do
lipoprotein. Néng d6 LDL cao trong mAu 13 mot yéu t§ can thiét
gdy VXDM & nhiing ngudi bi tang HA, diéu nay da duge chiing
minh bang ty 1& thip BMVT 6 ngudi bi THA ¢6 nong d9 LDL thap.

- Tang glucose huyét:

R4t nhiéu bénh nhan bi HCCH cuéi cuang phat trién tang
glucose huyét, giai doan diu tién ting glucose maiu goi 1a "rdi
loan glucose mau khi déi" (impaired fasting glucose) véi néng do
glucose tit 110 - 126mg /dl. Ré1 loan glucose mau khi déi 1a mét
chi s6 manh chiing té6 su hién dién HCCH. Liéu ting nong do
glucose trong gi6éi han nay cé tac déng truc tiép dén qua trinh
gdy VXDM con chua duge bigt. Tuy nhién, mét khi nong dé
glucose mau khi déi vugt qua 126mg/dl, khi d6 duge chén doan
1a DTD, va tit d6 VXDM ngay cang ning. Mét vai co ché& ¢ thé
gidi thich nguy cd cao BMVT 6 nhiing bénh nhén bi DTD typ 2.
Nhiéu cong trinh nghién ciu d3 ching minh riang, ting qua
nhiéu glucose sé tuong tac véi cac protein trong thanh dong
mach dé tao ra cac san phidm glycosyl héa bac cao - AGEs
(Advanced glycation products). Nhiing san phidm nay 1a nhiing
san pham polymeric, 14 nhitng tac nhan gy tién viém manh.
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Mac du, nhiing co ché v& VXDM chua phai d3 hiéu biét duge day
du, nhung mot khi bénh nhan bi HCCH phéat sinh bénh DTD
typ 2, thi nguy co bt BMVT téng 1én rat nhiéu.

~ Xu huéng tang dong mau (Prothrombotic State):

Mét s6 yéu t& déng mau thl;rdng tang ¢ nhing bénh nhan bi
HCCH, nhing yéu t6 niy bao gdm: fibrinogen, von Willebrand
factor, factor VII, va plasminogen activator inhibitor - 1 (PAI-1).
R&1 loan thudng xuyén nhit 1a ting PAI-1 & bénh nhén ¢6 tinh
trang khéang insulin va HCCH. Duéi kich thich bdi su hién dién
cua khang insulin, PAI-1 duge ti6t qui nhidu tir gan hodc to
chiic mé, tang tong hop cac yéu t8 déng mau khac. Su phéi hop
cac yéu td déng mau lam tang tinh trang tién déng mau
(prothrombotic), 14 tién triéu BMVT. Cac yéu t6 déng mau tang
qua nhiéu c6 thé thic day su phat trién VXDM, d61 khi c6 thé
giy huyét khéi ning hon khi v8 mane viia trong cac déng mach
vanh nhé. Sy hién dién cta tinh trang prothrombotlc s€ lam
tram trong hon ho1 ching mach vanh c8p(con dau thit nguc
khéng 6n dinh, nhoz mau ¢o tim cap)..

- Tinh trang viém man tinh:

Hién nay, mét yé&u t6 nguy co chuyén héa dude quan tam la
tinh trang tién viém (proinflammatory state). Bénh VXDM ciing
dudc x€p vao loai c6 cd ché€ sinh bénh nhu 1a mét bénh viem man
tinh, VXDM ciing giéng nhu cac bénh viém man tinh khac, nhu
bénh viém do cac vi khuin (nhu lao) hodc cac bénh viém tu
mién (nhu bénh Lupus ban d8). Tuy nhién, VXDM khu trd
trong ndéi mac déng mach, nguyén nhén ciia né ciing khac cac
nguyén nhan viém khac, day 12 mot qua trinh viém khong dau.
Viém man tinh c¢6 dic diém hién dién céac t& bao vidm trong td
chiic, t€ bao viem chu yéu trong VXDM 1a dai thuc bao
(macrOphage) ngoai ra, cac t€ bao c6 tron thanh déng mach
cling c6 thé ¢ tinh chit gay viém. Mot hinh anh duy nhat cla
VXDM la cac macrophage va t€ bao co tron thu nap mét 8 16n
cholesterol sé& giét chét t& bao. Nguyén nhan ciia viém man tinh
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trong déng mach bao gom: cac lipoprotein, cac san pham do
thudce 14 va tang glucose huyet Cuéi cung, khi mang viia xd cua
dong mach vanh phat trién da 16n, sé vo va giy ra nhiing bénh
cap tinh BMVT. Mang viia x0 bi v hay xay ra 0 noi qua trinh
viém hoat déng nhét.

Nhitng ngudi bi HCCH hinh nhu téng tinh trang viém man
tinh trong thanh doéng mach, duge phan anh bing cac marker
vidm, mot trong cac marker nay la "C - reactive protein” (CRP)
CRP duge gan tiét ra khi ¢6 tang viém. Nong dd cao cua cac
cytokin hoat héa macmphage 14 nhitng chi s6 khac caa hién
tugng ting viem. Sy tiét qua nhiéu cac cytokin, thu’dng két hop
véi HCCH, cé thé téng do t6 chle m& qua nhidu. T4t ca cac hinh
anh cta tinh trang tién viém chua dudgc dinh nghla tuy nhién,
lién quan gifia qua trinh viém va HCCH da trd thanh tidu diém
dé nghién ciiu. Néu nhu tinh trang tién viém thdc sy 14 mot
trong cAc yéu td nguy cd cia HCCH, thi c6 18, né c6 vai tr6 quan
trong trong viée phat trién sém BMVT va bénh DTD typ 2.

3.6. Didu tri HCCH
~  Diéu tri HCCH bao gém nhiing bién phap sau day:

+ Thay d6i tap quan, sinh hoat, bao gbm: kiém soat cin
nang, hoat dong thé lyc va dinh duéng.

+ Diéu tri cac thudc cé tac dung chéng oxy hoa.
Diéu tri ro1 lean lipid mau.

Piéu tri ting huyét ap.

Diéu tri tinh trang khang insulin.

Didu tri chéng viém.

Piéu tri tinh trang roi loan dong mau.

+ 4+ + + +

S - A 2 P -
Diéu tri rd1 loan chuyén hoéa glucose mau.

— Thay d8i 161 song:
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+ Kiém soat cAn ning: trong tit ca céc nguyén nhan cta
HCCH, qua can la nguyén nhan ding hang ddu. Ap dung céc
phuong phap dé dé phéng qua cin cing sé dé phéng hoac Iam
cham sy xuét hién HCCH trong hau hét cac trudng hop. Hon
nifa, néu d& qua cén, gidm can thanh céng sé loai bé duge hau
hét cac y&u t6 nguy co cia HCCH. D6 phéng ting cin trong dan
chiing 14 mue tiéu hang dau d8i véi y hoc céng ddng. Nhiing
bién phap dé gidm cin c6 thé la: o

Hoat dong thé luc: tap luyén hang ngay déu din, thudng
xuyén la mot bién phap diéu tri. R4t nhidu ¢ong trinh nghién
cttu dd chling minh ring, tap luyén thé luc didu do lam gidm cac
yéu t6 nguy cd cia HCCH. Hoat déng thé lue con 6 nhidu lgi ich
khac nhu: cai thién chic ning tim mach néi chung, giam nguy
co d61 v6i bénh tim, dot quy v.v..., ung thu. Hoat dong thé luc
vi cudng d6 trung binh cho két qua cai thién sitc khoe tuong tu
nhu cuong d6 tap ning. Théng thudng, chuong trinh hoat déng
thé lyc 12 30 phit tap v6i cudng d6 trung binh (nhu & b6 nhanh,
bai, di xe dap) hang ngay 1a thich hop.

+ Dinh dudng: ty 1&é mg qua cao trong thanh phan dinh
dudng la diéu kién thusn lgi d€ phat trién mét s6 bénh man
tinh nhu béo phi, bénh tim mach, DTD va ung thu. An loai md
nao ciing rit quan trong. Néu nhu md trong thanh phin dinh
dudng nhiéu cic acid béo biio hoa (saturated fatty acids, nhu mé
dong vat), sé lam tang néng d6 LDL.C, 1a nguyén nhan gay
bénh mach vanh trong tuong lai. Tuy nhién, néu mé trong ché
dd &n chua yéu 1a acid béo khong bao héa, nguy co bénh mach
vanh tim sé khong tdng. Ngudi ta thdy ring, nhiing viing dan
cu ding md bang dau 6 liu (olive oil) ty i& bénh mach vanh tim
tuong d6i thép, trong diu 6 liu gidu acid béo khéng bio hoa,
ngay ca khi nong dé cao cac acid béo khéng bio hoa trong ché do
an cling khong lam tang nguy cd bénh tim va ung thu.

Nhiéu c¢6ng trinh nghién ctu trén dong vat thi nghiém da
ching minh, mdt s& loai phat sinh bénh béo phi khi an ché& dé
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in nhiéu md, nhung nhiing nghién cdu trén nguoi dé chiing
minh ty 16 md cao trong ché dd dn c6 lién quan vé1 béo phi chua
nhiéu. Nhiing nghién ctiu trén lam sang vé van dé nay con it,
nhung ché€ d6 an qua nhiéu md 14 nguyén nhéin giy béo thi it co
nghi ngd, cing cé thé do ché& d6 an nhiéu carbohydrat. Nhu vay
¢é thé cho rang, ty 1é cao md/carbohydrat, khong lién quan véi
s6 lugng toan phéan calori dua vao c6 kha nang gay béo con phai
dugc chiing minh.

Ngudi ta cling da thay c6 nhiing bat l¢i khi an ché dd &n it
mé, nhiéu carbohydrat, ché d6 an nay co thé 14 nguyén nhan
gay roi loan thanh phén lipid gy VXDM, nhu tang triglycend,
giam HDL.C, ting thanh phin LDL nho. Ngoai ra, ché do an
nhiéu carbohydrat lam tdng dudng huyé’t va tang insulin huyét
tam thoi, mot s6 nha nghién ciu cho rang dap fing nay la bat

13, gidng nhu nhiing bat thuong vé chuyén héa lipid va glucose
trong HCCH.

+ Giam LDL bang cac stanol thuc vat:

Tién bd chinh dé lam gidm LDL la sdn phim cua stanol
thyc vat. Cac san phim nay c6 nguén gdc tit nhiing sterol thuc
vat. Thue vat khong c6 cholesterol, nhung can ¢6 nhiing phéan tu
gidng cholesterol dé hoat déng chitc ning t€ bao. Nhiing
cholesterol thuc vat goi 14 cic sterol thuc vat. Sterol thuc vat
chinh goi 14 sitosterol, ngudi ta ciing di biét dugc ring, cac
sterol thuc vat ¢ 1ién quan dén su hap thu cholesterol, tac dung
nay dua dén giam néng d6 LDL.C mau. Trong thoi gian dai, tac
dung cua sterol thuc vat trong kiém soat cholesterol da dudgc
ngh1en cttu nhiéu. Hon nifa, sterol thuc vat ciing da duge thay
déi dé c¢6 nhiing san pham hidu luc hon, san pham d6 goi 1a cac
ester stanol thuc vat, duge ban trén thi truong dudi dang bo
thuc vat, ¢6 tén goi 1a Benecol.

An 3g stanol (ho#c sterol) / ngay gé& giam duge 10-15%
LDL.C. Sarn pham nay la thuc phdm b6 sung 1y tudng trong ché
dé an giam cholesterol mau.

429



~ Diéu tri cac thude c6 tac dung chéhg ddng héa:

+ Vitamin E: ¢6 nhiéu bang chiing vé tén thu’ong do qua
trinh oxy héa déi v6i c4c phan ti hitu co. Rat d8 bi tén thuang
dé1 véi hién tuogng oxy héa 14 DNA, cac protein va lipid. Tén
thuong do qué trinh oxy héa xay ra lién tuc va cd thé c6
nhiing co ché& dé diéu chinh. Tuy nhién, khi vugt qua kha
ning diéu chinh cta cd thé s& xay ra nhiéu qua trinh bénh
ly nhu bénh VXDM, bénh mach vanh tim, ung thu, bénh
Alzheimer, 1a0 héa. Lién quan dén HCCH, ting qua mic
tinh trang oxy héa 1a tinh trang tién viém (pro-
inflammatory state). Vi du: cac lipoprotein bi oxy héa trong
thanh déng mach sé& kich hoat cac phan ing viém, nhing
phan ing viém nay kich thich phat trién VXDM. Mot cau
hoi dit ra, léu cac thude chdng oxy héa c6 1am gidm duge sy
phat trién cia VXDM ?

Mot chét chéng oxy héa va lam cham qua trinh oxy héa
LDL 1& vitamin E, vitamin nay 1a lipid, ¢6 trong thanh phan
LDL.C. Néu nhu qua trinh oxy héa LDL trong thanh dong mach
1a yéu to quan trong thue sy d61 v6i qua trinh hinh thanh va
phat trién cha VXDM, thi liéu cao vitamin E sé 1am cham qua
trinh nay Nhiing nghzen cliu trén dong vat thuc nghiém da
cung cip nhiing biang chiing gdi ¥ ring, vitamin E va nhiing
chit chéng oxy héa khic céd tac dung lam cham qui trinh
VXDM Hon nita, nhiéu ngh1en ciu dich té hoc ciing da chi ra
rang, nhiing cdng dong st dung mot s6 luong 16n cac chit chéng
oxy héa, ty 18 bénh mach vanh thap hon so véi céng dong it su
dung cac chit chéng OXy héa, Tuy nhién, nghién ciu vé gia tri
cua vitamin E lam gidm nguy co bénh mach vanh tim chua
duge chiing minh qua nhiing e¢éng trinh nghién ctiu l4m sang cé
déi1 ching.

+ Cac chat chéng oxy héa khac:

Nhiéu chat khac ciing c6 tae dung chong dong hoéa; vi du:
vitamin C, béta caroten va flavinoids. Vitamin C tu rit l4u cho
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ring ¢6 tac dung bao vé chéng lai nhiing qua trinh bénh ly khac
nhau, m6t phan 13 do tac dung chdéng oxy hoa caa né. Nghién
ciiu trén dong vat thuc nghlem da goi ¥ mot s8 tac dung bao vé
cia vitamin C. Trén thuc t&, nhiing cong déng su dung mot sd
lugng nhiéu vitamin C duéi dang nude uong va rau qua cb ty 1é
thap bénh tim va ung thu. Tuy nhién cing can phai nhin manh
ring, khéng phai tat ca cac cong trinh nghién ctu dich té hoc
déu phéat hién thiy bing chiing vé tac dung c6 Igi khi dung lidu
cao vitamin C, va c6 1€ quan trong hon, cac nghlen cdu lam sang
¢6 d61 chiing chua bao gié dugc tién hanh dé danh gia loi ich cha
vitamin C. Nhidu khuyén cio hién nay vé liéu vitamin C 13
75mg/ ngay cho phu nit, va 90mg/mgay cho nam giGi.

~ Diéu tri bing cac thudc chong déng mau:

Mét y&u t6 nguy cd khac cua HCCH la tinh trang tién dong
mau (prothrombotic state), ¢6 hai loai thudc c6 tac dung glam xu
hudng ddéng méau, mot trong loai nay la thudc chéng tiéu cau
(anti-platelet drug) gidng aspirin. Nhiing thubc c6 tac dung
chéng két tap tiéu cdu manh hon da dude si dung trong lam
sang diéu tri cho nhiing bénh nhan bi mét s6 bénh tim mach.
Mot loai thude khac ¢é tac dung chong céc yéu t6 déng protein
(protein clotting factors), warfarin 12 thuo{, du’dc biét nhiéu nhat
trong nhém thude nay. Ca thude chong tiéu cdu va warfarin déu
duge ching minh ¢6 tac dung giam nguy co nhdi mau ¢d tim,
trong hai thudc thi cac thude chéng tiéu cAu an toan va duge su
dung réng rai hon.

—  Cac thuéc chéng viém:

Loai cudi ciing trong cac loa1 thudc ¢ thé 1am giam nguy cd
bénh mach vanh tim & nhiing bénh nhén bi HCCH la thude cé
tac dung lam gidm viém. Nhu da trinh bay & trén, viém man
tinh ¢6 ngay tit giai doan dau ciia VXDM, hinh nhu né dong vai
tro quan trong trong nguyen nhan cua vé mang viia X0, nguyén
nhin true tiép gay nhdi mau cd tim. Thuc té, 3 loai thuéc dang
dudc ap dung:
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+ Céac thude lam giam LDL ¢6 tac dung giam viém hau
nhu chic chin xay ra trong thanh mach, vi ban than LDL 1a tac
nhin giy tién vidm.

+ Aspirin ciing ¢6 tac dung chéng viém, mdt s6 nghién citu
da cho thdy, m6t phan tic dung cia aspirin giam nguy cd nhéi
mau co tim la do kha néang cta né kim ham hién tugng viém.

+ Vitamin E ciing ¢6 tac dung chéng viém, né lam giam
tham gia gAy viém cua macrophages.

Nhiing loai thudc nay c¢6 thé duge xem 1a thé& hé thit nhat
cua cac thudc chéng viém dude si dung dé lam cham qué trinh
phét trién cia VXDM.

- Diéu tri rél loan lipid mau.
- Diéu tri tang HA.
-~ Diéu tri khang insulin.

o~ * T 2 -
— Dieéu tri r61 loan chuyén héa glucose.
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Chudng 7. SAN SOC VA DIEU TRI BENH BTD
G NGUGI GIA VA DTD TYP 2

1. SAN SOC VA DIEU TRI BENH DTB & NGUJI GIA

DTD typ 2 chiém khoang 90% bénh DTD néi chung, bénh
ting theo tudi, ty 18 DTD typ 2 d6 tudi trén 65 chi€m 18 - 20%.
Vi vay, trong cac khuyén cio gin day quy dinh ¢ 3 nam mét
14n sang loc bénh PTD typ 2 & tit cad nhiing ngudi J lda tudi
trén 45. Ty 1& bénh DTD t§p 2 6 ngusi 16n tudl 1a 20%, roi loan
dung nap glucose 1a 20 - 25%, nguy cd bién chiing mach méau 1én
& nhitng ngudi bi DTD ting 1én g&p 4 1an. Trén cac BN DTD, tubi
tho trung binh nam giéi 6 dd tudi 65 1a 19 niam, nd 15 nim;
nhung & d6 tudi 75, tudi tho da gidm xuéng 12 nim déi véi nam
va 9 nam d6i véi nit. Tuy nhién, & ngudi gia bi PTD ¢6 thé séng
trén hang chuc nim sau khi dudge chén doan. Chinh vi vay, thiy
thudc 1am sang cin phai hét stic chit ¥ khong nhiing diéu tri
bénh DTD, ma phai diéu tri c¢& cac yéu td nguy co, ap dung
nhiing bién phap hitu hiéu d€ gidm ty 1& bénh va ty 1& ti vong
cho bénh nhén bi DTD.

1.1. Nhimg bién chimg do bénh DTD & ngudi ldn tudi bi
BTD typ 2 |
— Bénh mach méau l1én:

Ty 1& bénh va ty 1& ti vong do cac bién c6 do bénh mach
mau 16n giy nén cao hon cac bién ¢ do bénh mach mau nhé &
ngudi 16n bi DTD. Theo UKPDS, 9% bénh nhian DTD typ 2 b
cac bién chiing mach mau nhé sau 9 nim theo doi, so véi 20%
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bién chiing bénh mach mau 16n. DTD t¥p2 14 nguyén nhan ti
vong thi 4 thudng gap nhat 6 M$. Bién ching mach mau 1én
chiém 75% ty 1& ti vong tat ca cac nguyén nhén ti vong do bénh
DTD typ 2. Vi vay, ngudi gia bi DTD phai duge diéu tri tich cuc
bénh DTD, cac yéu td nguy co tim mach, cing nhu tién hanh cac
bién phap du phong cip 2 hitu hiéu cho nhiing ngum da bi bénh
tim mach.

— Bénh mach mau nhd:

Bénh DTD 14 nguyén nhén thudong gip nhit gy mua loa,
suy than ¢ My. Cac bién chiing vi mach do bénh DTD tang 1én
cung véi thdi gian bi bénh va tinh trang kiém soat glucose kém.
Cai thién tt tinh trang kiém soat dudng huyét 1am giam rd rét
cac bién chitng vi mach. Nhiéu c¢ong trinh nghién ctu da ghi
nhén, ty 18 cic bién ching vi mach ning nhu bénh than giai
doan cudi thdp hon nhiéu & bénh nhan DTD typ 2 so véi typ 1,
¢6 18 khi xuit hién bénh PTD thi tudi da cao, bénh nhin da ti
vong trude khi xuat hién cac bién chiing vi mach. |

Xac dinh cac nguy co gdy mi do bénh véng mac mét, hoic
bénh than giai doan cudi do PTD, cho thay ty 18 cac bién chitng
nay giam cing véi bénh BTD khdi phat khi tudi da cao. Su danh
gia nay ciing giéng nhu ty 18 suy than trong cac nghién citu cia
UKPDS, nhung ty 1 suy than thip hon chat it so véi ty 1é&
mt, mdt phan do UKPDS gbp tat ca chc nguyén nhan mii,
khong phai chi 1a cac nguyén nhéan lién quan dén bénh vong
mac do DTD.

~ Véan dé kiém soat glucose huyét d6i véi ngudi gia bi DTD
Kiém soat t6t glucose huy&t vAn la van dé cbt 161 trong didu
tr1 bénh DTD. Nhutng nghién ctiu cua UKPDS da chUng minh
hidu qua cha kiém soat t6t glucose huyét 1am cham tién trién
cac bién ching vi mach va bénh mach mau 16n déi véi nhiing
ngudi ho hang caa bénh nhan DTD khdoe manh, hodc véi ngudi

méi duge chan doan bénh DTD typ 2. Can phai hét siic quan
tAm t6i nhiing dic diém sau ddy d6i véi nguoi gia bi DTD.
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+ An kém hoic nhiing r61 loan lam mat khau vi.

+ Nhiing thay d6i tinh trang tri tué anh huéng dén nhan
thite va phan @ng véi tinh trang ha dudng huyét.

+ Phai uéhg nhiéu thudc nhung tudn thi uéng thudc lai kém.

+ Cham ép. dung cac bién phap diéu tri sém tinh trang ha
dudng huyét.

+ Roi loan chitc nang gan, than.

+ Mot s6 tinh trang co thé che khuit hodc dua dén chén
doan nhAm céc triéu chiing ha duong huyét: sa sit tri tug,
hoang tudng, trim cam, réi loan gific ngd, chéng mit, nhdi mau
¢o tim, tai bién mach méu nio.

Kiém soat chit duong huyét 1a muc tiéu hang dau, nhung
lai 12 nguy c¢6 giy ha dudng huyét. Ngay ca nguoi tré hon va
nhiing ngudi khée manh trong cac nghién ctiu caa UKPDS, ty 18
ha dudng huyét gap 2 14n nhiéu hon khi diéu tri tich cuc so vl
nhém didu tri théng thudng (loai trii metformin). Ty 1& hang
nam ha dudng huyét 14 1,8% trong s nhiing ngudi duge diéu trj
tich cuc bang insulin, 1,0 - 1,4% d8i véi nhiing ngudi diéu trj
bing thudc uéng thudc nhém sulphonylureas va 0,7% do
vGl nhiing ngddl trong nhém didu tri bing phuong phap
théng thuong.

Muc tidu diéu tri d6i véi bénh nhan DTD tudi gia néi chung
1a: néng dé glucose mAau khi déi gan véi muc binh thudng (<
7mml/l, HbAle < 7%), khong ¢6 ha duong huyét. Tuy nhién,
nhiing bénh nhén gia, san sobc, diéu tri vi ¢6 nhiéu bénh néi
khoa man tinh, yéu mét, c6 don, tudi tho tién ludng khong con
dai thi muc tiéu diéu tri phai thyc t€ hon, ¢ thé muc tiéu lam
giam duge cac ddu hiéu va triéu ching cia tang dlidng huyet
(nhu udng nhidu, mét mébi, sit cin) thyc t& hon 1a ¢6 gang dé
dat dugc tinh trang dudng huyét binh thudng. Duy tri nong d6
glucose mau khi déi < 11 - 14mmol/1 néi chung la dat duge muc
tiéu nay, trong nhifu truong hop, nong do glucose mau khi doi
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< 11mmol/l (tuong ducng HbAlc < 8,1%) 14 c6 thé dat dudc, con
ha duong huyét it xay ra hon.

Nghién cliu trong thdi gian ngén gin diy da khéng dinh laa
tAm quan trong cia kiém soat glucose mau déi véi bénh nhan
DTD tgp 2 tudi gia. Nghién ctu dude tién hanh trong 12 tuén,
déi chiing placebo va glipizid. Bénh nhian DTD typ 2, tudi tu
50 - 85, kiém soat dudng huyét duge cai thlen (HbAlc tw 9,3%
xubng 7,56%), da lam ting chat lugng cude sbng, stc khoe tot
han, nhan thde, gific ngd, tinh trang tram cam, sinh khi kha
hdn Nhiing ngusi kiém soat dudng huyét t&t hon thi thoi gian
nam trén gnIdng sé it hon, thoi glan hoat dong s& dai hon.
Nhung k&t qua trén day chi ra rang, stic khée duge cai thién
tot, tuy théi gian ngdn nhung do kiém soat glucose mau chit
da cai thién duge tinh trang bénh nhan, 13 nhiing quan st
quan trong.

1.2. Chién lirge lam gidm cac bién chimg do BTD
-~ Bénh mach méu lén:

Ty 1& cac yéu t8 nguy cd d6i v6i bénh mach mau 16n (tang
HA, tang lipid mau, béo ph1 tap quan ngdi moét noi) ting gip
2 - 4 1an 6 bénh nhén 16n tudi bi DTP typ2, ngusi bi DTD tip 2
¢6 nhiéu yéu t6 nguy co d6i véi BMVT hon nhiing ngusi cung
tudi khéng bi bénh DTD. Tang dudng huyét dugc xem la yéu td
nguy cd doc 15p d61 vér BMVT.

+ Kiém soat glucose mau:

Nghlen ctiu dich té da chutng minh ring, tang glucose mau
két hgp véi ting cac bién c¢d bénh mach mau 16n. Kiém soat
glucose mau chit dé c6 thé giam cac bién 6 bénh mach mau
16n, mac da c6 y kién cho ring, néng d6 insulin méau cao, tang
cn, mot s bién phap diéu tri bénh DTD cb thé ¢6 tac dung xau
dén ty 1& cac bién c& bénh mach mau 16n. S6 liéu céng b gin
day caa UKPDS cho thiy, khong c¢6 tdc dung 4m tinh khi diéu
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tri tich cuc bang sulphonylureas hoic insulin dé1 véi cac bién cb
mach mau 16n. Ngude lai, ty 18 NMCT giam cung véi tinh trang
kiém soat dudng huyét t6t (HbAle 7,9 % so v6i 7%), tuy nhién,
ty 1& gidam khéng dat dugec ¥ nghia théng ké (RR 0,84, 95% Cl
0,71 - 1,00, p = 0,52).

Nghién ctu DDCT & bénh nhan DTD typ 1 ciing cho théy,
cac bién ching mach méau 16n thip hon cung vdi kiém soat
glucose mau t6t (HbAlc 9,0% so véi 7,0%), nhung két qua cling
khong dat duge ¥ nghia théng ké (giam 41%, p = 0,08). Tuy
nhién, nhiing nghién cfiu nay ciing da chiing t6 khéng c¢6 nhiing
tac dung khong mong muén va ghi nhin tac dung duong tinh
cua kiém soat t6t glucose huyét bang sulphonylureas hogc
insulin d6i véi cac bién ¢ bénh mach mau 1én.

Metformin 1& thuéc 1am tang can it nhat va nhiing con ha
dudng huyét it xay ra hon, ty 16 NMCT gidm cing véi kiém soat
t6t duong huyét (HbAlc 8% so voi 7,4%) trong s6 DTD qua can
sau 10 nam diéu tri (RR 0,61, 95%CI 0,41 - 0,89, p = 0,01).

+ Tang huyét ap (THA):

Ty 16 THA & bénh nhan PTD t§p 2 tang ti 40% & tudi 45 toi
60% & tudi 75, 1a yéu té tham gia quan trong céic bién chiing
mach mau 16n va mach mau nho; vi vay, phat hién va diéu tri
tich cuc THA 1a thanh phin co ban trong diéu tri bénh DTD.
Trong hiu hét céc trudng hop, diéu tri sé duge bat dau néu HA
vuot qua 140 / 90mmHg, theo ¥ kién cic chuyén gia, muc tiéu
HA < 130/ 80mmHg 14 thich hgp d61 véi bénh nhan DTD tip 2.

Thit nghiém ngiu nhién cia UKPDS kiém soat chat HA
(muc tiéu HA < 150/ 80mmHg) d4 cho thay, nhing ngudi dude
diéu tri (HA trung binh 144 / 82mmHg), gidm nguy co bién
chiing bénh mach méau 16n 34% va vi mach 37% so v61 nhém
duge danh gia kiém soat HA kém hon (HA trung binh
154/87mmHg), giam c6 ¥ nghia d61 véi bénh vi mach (p = 0,009)
cha yéu do gidm nguy co d6t véi ngung két quang hoc vong mac
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(retinal photocoagulation). Trong khi d6, giam tdng cic hguy co
bién chiing mach mau 16n (p = 0,019) nhu: giam nguy c¢ NMCT
21% (p = 0,13), 46t quy 44% (p = 0,01), bénh mach mau ngoai vi
49% ( p = 0,17),va suy tim 0 tré 56% (p = 0,004). Cac thude duge
chon dau tién trong thi nghidm nay (atenolol va captopril) 1a
nhitng thudc ¢6 tac dung ha HA t6t hon cac thudc ha HA khac
dé1 véi bénh nhan DTD typ 2. Trong nghién ciu nay THA tam
thu don d6c & ngudi gia bi DTD typ 2 dude chon ngiu nhién dé
diéu tri lifu thap thude 1o tiéu (chlorthalidone 12,5 - 25mg/mgay,
bd sung atenolol hoic reserpin khi cdn). K&t qua: gidm nguy co
tuong doi 34% doi véi téng cac bién ¢6. Chiing té, nhiing két qua
trong nghién ctu cia UKPDS giam 56% cac bién ching BMVT
khéng dinh lgi ich ctia didu tri ha HA chi y&u bing thuée loi
tiéu cho bénh nh4n 16n tudi bi bénh DTD typ 2.

+ Tang lipid mau:

Két hgp giita ting lipid mau va cac bién c6 tim mach sé
giam cling véi tudi, su két hop nay kéo dai téi nhitng nam tudi
80. Nhiing thit nghiém du phong cap mot d ngudi gia dén 73
tudi va du phong cdp hai cho nhiing ngudi dén 75 tudi di ching
minh rd rang 13, giam ndéng d6 cholesterol méau sé giam ty 18 céc
bién ¢é tim mach ¢ ngudi gia bi DTD hoac khéng bj PTD. Vi
ngudi gia bi DT typ 2 thuong c6 nhidu yéu t6 nguy co di clng,
con sb thue cia cac bign ¢6 tim mach cin phai diéu tri trong d6
c6 diéu tri ting lipid mau c6 thé 16n nhat ddi véi bénh nhan
DTD tudi gia. Bénh nhan DPTD ¢6 tang lipid mau c6 thé kéo dai
cudc song cua minh khi diéu tri t6t cac réi loan chuyén héa,
trong d6 c6 rdi logn chuyén héa lipid. Diéu tri réi loan lipid mau
12 mét phan quan trong trong diéu tri HCCH.

+ Hut thuée:

Tac dung ctia ngiing hit thude bat dau 3-6 thang sau khi bd
hut, biéu hién ti giam bénh VXPM va ty 18 thap vé ung thu dén
cai thién chiic ning phoi. Hit thudc va DTD 13 nhiing yéu té
nguy cd phoi hgp (synergistic) gdy VXDM. T4t ca nhiing bién
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phap ¢6 thé déu duge ap dung d& dé phong va khuyén khich
khéng hiut thude.

+ St dung cac thudc chen béta cho bénh nhan DTD tudi gia:

Rét nhiéi bang chzing da chi ra rang, cac thuéc chen béta
lam giam céc bién ¢f tim tai phat, do vay thudc duge st dung dé
dy phong cép hai sau NMCT cho ca nguoi bi hoac khong bi
DTD. C6 ¥ kién khuyén khong nén st dung chen béta cho bénh
nhan DTD vi tac dung phu vé chuyén héa, hodc vi cac thudc nay
che 14p céc triéu chung ha glucose huyét. Tuy nhién, tinh hiéu
qua va an toan cua atenolol diéu tri cho bénh nhén BTD co
THA da duge chung minh ré rang trong cac nghién cuu cua
UKPDS. Mot s6 nghién ctiu khic cang da chiing minh ring, sau
NMCT, mic dit bénh nhan ¢6 nhiing tinh trang dudc xem 1a ¢6
chéng chi dinh tuong ddi véi chen béta (nhu: DTD, hen suyeén,
bénh phéi tic nghén man tinh, HA thdp, phén suat tdng mau
that trai giam), va nhiing chong chi dinh tuyét dé1 (nhu: block
tim, nhip cham, ha HA, suy tim diéu tri khong hoéi phuc, bénh
phoi nang), thi nhiing BN bi DTD d3a bi NMCT ciing c6 thé diéu
tri bang chen béta, nhit 14 cac thudce chon loc trén tam. Van dé
12 phai chi dinh ding, va theo d&i sat cac tac dung khong mong
muén do thuée.

- Bénh mach mau nho (microvascular disease):

+ Kiém soat glucose huyét:

Nhiéu nghién ctu da két luan, klem soat tot glucose huyét
hoan toan ¢6 lgi d6i v6i cac bién chiing vi mach, ti kiém soat
kém (HbAlc > 11%), dén kiém soit tuong do61 t6t (HbAlc 8-9%).
Cac nghién ciu trong UKPDS da chiing minh riang, giam thip
hon niia HbAlc dudi 8% s giam nhiéu hon cac bién chlmg vl
mach, giam duge 25% tdng cac nguy cd bién ching vi mach
(phan 16n trong s& nay do giam retinal photocoagulation).
HbAle 7,9% so véi 7%, giam nguy cd toan bd 2,8 cac bién ching
trén 1000 bénh nhan / nam (con s8 can thiét phai diéu tri = 35
BN trong 10 nam dé du phong mét bién ching vi mach).
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Giam nguy co tudng tu trong cdc nguy co vi mach ciing da
quan sat thay khi kiém soat glucose huyét tich cuc bang
metformin & nhitng nguti qua cin (HbAlc 8,0 so véi 7,4%).
Bénh than kinh do BDTD gip > 50% trong s6 bénh nhan bi PTD
typ 2 trén 15 ndm, cling véi cac bién chitng vi mach khac, kiém
soat tot glucose huyét hinh nhu lam gidm t¥ 18 bénh than kinh
do DTD typ 2.

Dic diém bénh nhan DTD tudi g1a, duong méu sau an c¢6 xu
huéng ting cao hen, nhung néu ¢§ ging ha glucose huyét dé
HbAlc dat duge mic binh thudng hosc gin binh thudng c6 thd
tdng nguy co xay ra ha glucose huyét gitia cac bita 4n.

Déi véi ngudi gia, tudi xudt hién bénh, tinh trang sitc khoe
chung, hoat déng 14 nhiing y&u t& quan trong dé xac dinh cac
‘muc tiéu diéu tri. |

+ Kiém soat huyét ap: |

Kiém soét tich cuc HA ¢6 tac dung t6t dé1 véi cac bién chiing
vi mach ngang bang hoic t6t hon so véi kiém soat chit glucose
huyét (it nhit trong giéi han tuong dsi hep cai thién HbAlc
trong nghién citu cua UKPDS). Nghién cttu ciia UKPDS vé kiém
sodt HA, nhém kiém soat chat (HA 144/82), giam 37% bién
ching vi mach so véi nhém kiém soat HA kém hon (HA 154/87).
Kiém soat HA cén cé tac dung tét t6i cac bién ¢6 tim mach va
dét quy, nhiing bién ¢4 nay xay ra v6i tan suit cao hon so vdi
bién chiing vi mach & nhiing ngudi gia bi BTD. Vi vay, kiém
soat chat HA la uu tién hang diu trong diéu tri bénh nhén gia
bi DTD c¢6 tang HA.

1.3. Nhimg bién phap can thiép, diéu tri ting dudng huyét
— Can thiép vao 161 séng:

Ch& d% an va tap luyén 1 bién phap quan trong nhat trong
diéu tri bénh DTD cho moi lia tudi. Giam can lam tang nhay
cam cla insulin, ¢6 l¢i trén chuyén héa md va diéu chinh HA.
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Ngay ca an ché d6 dinh dudng calori thip cling it khi ¢6 hiéu
qua dé dat dude giam cén trong thol gian dai. Ché d6 an it ma,
tap luyén thuong xuyén trong thol gian day, ¢b thé lam giam
tinh trang khang insulin, ca hai ciing déu c6 tac dung glam cin
nhe. M6t ché d6 an duge khuyén khich ap dung cho nguol gia b
DTD 1a ch& d6 an gidm nhe calori: ma < 30% calori, carbohydrat
> 50% calori, k&t hgp vdi tap thé luc thuong xuyén trong thoi
gian dai, ngay ca hoat dong Iic nhan rdi ciing da giam dudc
nguy c¢ phat trién bénh DTD. Néu bénh nhan da ap dung ché
d6 an va tap luyén thé luc ma khéng dat duge hiéu qua sé
chuyén sang can thiép bang thudc.

— Nhiing bién phép can thiép bang thudc:
+ Biguanid.

Miec dit sulphonylureas d3 duge sd dung tit 1au nhu 1a thudc
ddu tién dé didu tri bénh DTD typ 2, theo nhiéu chuyén gia va
UKPDS nhan manh, khi khong ¢6 chéng chi dinh. Metformin ¢6
thé 13 thudc duge chon diu tién cho bénh nhan DTD qua cén
(qua cAn thudng ¢6 ¢ bénh nhan DTD typ 2). Tac dung ha
glucose huyét clia metformin truée hét 1a do giam tan tao duong
trong gan (hepatic gluconeogenesis), né khong c6 tac dung tang
ti&t insulin, thude it khi gy ha duong huyét va cing khéng lam
tang can nhidu. Tuy nhién, tac dyng giy toan héa tang acid
lactic 1a han ché& dic biét d6i véi nhiing bénh nhén 6 ro1 loan
chic nang gan hodc than, suy tim @ tré. Nhing chéng chi dinh
theo liét ké cua nha san xuat la: nSng d6 creatinin > 133mmol/l
(1,5 mg/dl) d61 véi nam va nong d6 creatinin > 124mmol/l
(1,4mg/dl) d6i véi nit. Cing vi noéng do creatmm huyét tuong
khong phan anh du’dc chiic nang than khi tudi di cao, nha san
xuit da khuyen c4o rang: khong chi dinh diéu tri cho bénh nhén
> 80 tudi tri khi do 6 thanh thai creatinin ching to chilic nang
than khong giam. Méic di nhiing bénh nhan 16n tudi duge didu
tri bing metformin trong nghién ctu cua UKPDS khong vugt
qua tudi 75, nhiing bénh nhan dang suy tim cling da loai trit ra
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khol nghién citu, nhiing ngudi cé creatinin huyét tu?dhg dén
176mmo/l (2,0mg/dl) da khéng 6 théng ké nao ghi nhin mot
truong hgp nao bi nhiém toan ting acid lactic.

Nhiing chong chi dinh khac cua metformin d6i véi nguoi
gid: nhiing tac dung phu gay réi loan tidu héa nhu: chan an,
buén nén, khé chiu trong bung gap 30% bénh nhan. Liéu khdi
dadu 500mg / ngay, c6 thé glam dudc nhung tac dung phu ké
trén, ting heu 500mg / tuan 14 cin thist dé dat dude noéng do6
glucose mau can dat.

+ Sulphonylureas:

Co ché tac dong dau tién cua sulphonylureas 13 lam tang
ti€t insulin cta t&€ bao béta dio tuy. Mot s6 chuyén gia cho rang,
thuéc thudc nhém nay dude chon ddu tién cho bénh nhan bTb
typ 2 khong béo. Mac du khéng ¢6 sy khéac biét chi yéu vé hiéu
qua hodc tinh an toan ca nhém thuée nay trong cac nghién cdu
cua UKPDS [chlopropamid (Diabinese), glibenclamid (glyburid,
diabeta, glynase, micronase), va glipizid], sulphonylureas thé& hé
thd hai 1a thich hop hon va chlopropamld khéng duge chi dinh
cho ngudi gia vi thsi gian ban hiy cha né dai, lai ¢6 tac dung
chong bai nigu, gay nén nhiing con ha duong huyét ning va kéo
dai. Nhing thudc sulfonylureas thude thé hé thd hai nhu
ghpizid it gay ha du’dng huyét, va duge chon 14 thuée chi dinh dé
di€u tri t6t cho ngudi gia.

Tat ca cac loai sulfonylureas udng déu cé thé gay ha dmmg
huyét. Tat ca déu phai khdi ddu véi lidu thap, tang liéu dan,
theo d6i c&n than téc dung phu va sy an toan cia thuée.

+ Alpha - glucosidase inhibitors:

Cac thude e ché enzym alpha glucosidase nhu acarbose
(precose), enzym alpha glucosidase 1a mot trong nhiing enzym
caa rudt non ¢6 trach nhiém chuyén tinh bét trong thite an
khong hoa tan va sucrose thanh monosaccharid ¢é kha nang
hap thu (nhu glucose). Do d6, arcabose 1am giam téc d6 hap thu

442



cia glucose vao trong mau, va do vay lam giam nong d6 glucose
mau sau an. Co ché tac déng nay cua acarbose gan véi sinh 1y,
vi né gidp lam giam tinh trang tang glucose mau sau an va
ciing rit it gdy ha dudng huyét. Tuy nhién, acarbose chi lam
giam nhe HbAlc (0,4 - 0,9%); do vay, thudc nay thich hgp chi
dinh cho nhiing bénh nhén c6 tang duong huyét nhe ho#c giap
lam gidm sy bién déng glucose mau sau &n khi phéi hgp véi cac
loai thudc khéc.

Quan trong hon 1a sy tuan tha diéu tri cua bénh nhan c6
th& khé khin vi acarbose ¢ mét s it tac dung khéng mong
muén nhu carbohydrat khong duge tiéu hoa téi rudt gia va len
men tai day, dé 1a nguyén nhan giy nén day hoi, trudng bung
va di ia 1dng, tac dung nay xay ra trong thdi gian ngin. Cho lidu
khéi diu thap (25mg/ngay), ting dan trong 6 tuAn, ¢6 thé giam
duge tac dung r&i loan tiéu héa trong giai doan d4u ubng thude.

+ Thiazolidindion:

Troglitazon (rezulin), 1a thudc dau tién trong nhom thudc
nay, ¢6 tac dung gidm tinh trang khang insulin ngoai vi va ¢
gan, hinh nhu ¢6 tac dung giam glucose do tédng su dung glucose
ngoai vi dudi tdc dung cla insulin. Méc du troglitazon doi hoi
phai ¢6 su hién dién caa insulin dé tac dong, nhung né khong
kich thich tiét insulin; vi vay, ban than n6é khong phai Ia
nguyén nhan gay ha dusng huyét. Ciing da co nhiéu thi nghiém
chiing minh ring, troglitazon c6 tac dung cai thién ki€m soat
glucose huyét khi don tri liéu hodc phéi hop véi cac thude udng
khac, nd cang cb thé cai thién dugc kiém soat dudng huyét,
giam nhu cdu insulin trong s6 bénh nhan DTD truée d6 diéu tri
‘nsulin 30 don vi / ngay. Tuy nhién, thoi hung thinh cua
troglitazon da hét vi thubc gy nén tén thuong té bao gan dic
{ing nang (severe idiosyncratic hepatocellular injury), c6 thé gay
¢t vong. Thé hé sau cha troglitazon la rosiglitazon va
pioglitazon véi nhiéu uu vigt vugt troi, dang dugc ap dung trén
lam sang. Hién nay, rosiglitazon va pioglitazon dugce phdi hgp
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diéu tri ciing véi sulfonylureas hofic metformin. Tuy nhién,
nhitng tac dung khéng mong mudn trén tim mach (dac biét
r031g11tazc>n) dang con 1a vdn dé dude quan tdm nghién citu
nhiéu, gin day B Y t€ nudc ta dd khuyén céo khéng chi dinh
ros1ghtazon dé diéu tri BN DTD. Do vay, chi dinh diéu tri cho
BN 16n tudi bi DTD con phai dude ti€p tuc nghién citu siu va ky
cang hon.

+ Meglitinid:

Repaglinid 14 moét thudc uéng ha glucose huyét méi, hién
nay dugc phép st dung trén 14m sang don trj lidéu hosc phéi hop
v6i metformin dé diu tri bénh nhan DPTD typ 2. Cung nhu
sulfonylureas, tac dung truéc hét clia né 1a 1am ting tiét insulin
tuy, nhdng hinh nhu né tac déng & vi tri r1eng (separate site)
trén t& bao béta tuy, cé tac dung nhanh hon, ngin hon so véi cac
thuée sulfonylureas.

Ciang nhu sulfonylureas, repaglinid c6 thé gdy nén tinh
trang ha duong huyét nang, ting nong d6 insulin huyét tuang
va tang cén. N6 ciing ¢6 thé ¢6 lgi d61 véi bénh nhan DTD tuéi
gid ¢6 ch€ d6 in that thusng, hode nhiing ngLIdl c6 xu hudng ha

duong huyét giiia cac biia in khi diéu tri bang cac sulfonylureas
thé& hé thd hai.

+ Insulin:

Bénh nhén gia bi PTD néi chung ciing 4p dung sé dd cac
budc tién hanh diéu tri nhu 461 véi ngudi tre, tir don tri liéu dén
phéi hgp thude dé dat duge muc tiéu diéu tri. Néu thube uéng
th4t bai sé chuyén diéu tri bang insulin.

Miéc du ché d¢ diéu tri bang insulin cho ngudi gla cling
tuong tu nhu d61 véi ngudi tré, nh‘dng 8 ngu?dl gla c6 ty 1é kém
thi luc cao hon, viém khép va nhiéu y&u t§ lam tang nguy co doi
vél ha dudng huyét, vd ha dudng huyst 1a van dé phai duge
quan tam 461 véi ngusi gia bi PTP. Do vay, st dung nhiing
dung cu dé giup lay dudc liéu insulin chinh x4c va s dung loai
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insulin hon hop, hodc nhiing bom tiém cé vach chia don w1 nhd
14 rit can thist dé tao didu kién d& dang khi diéu tri bing
insulin cho nhiing bénh nhan 1én tudi nay.

1.4. Nhimg van dé khac trong sin séc toan dién bénh nhan
PTD tudi gia ‘

Trén day dé cap t6i viée kiém soat glucose huyét va nhéan
manh nhlmg yeu t8 nguy ¢ d6i véi mach mau lén va mach mau
nhd. Mét s6 van dé khac khéng kém phan quan trong cing phai
hét sdc duge quan tAm nhu s&n séc mét va vong mac méit, sin
s6c ban chan, phat hién nhlmg bién chiing than kinh ngoai vi..
gido duc kién thiic co ban vé bénh DTD, hudng dan ché d6 an va
tap luyén thé luc. Xm tham khao thém cac phan lién quan da
trinh bay trong cuén sach nay.

D& thuyc hanh duge dé dang, xin gidi thiéu tom tit khuyén
cao cia Joslin Diabetes center (2007, Feb: 2-8) dé tham khao.

Nhiing muc tiéu chinh:

- — Muc tiéu cta d61 tugng va muc tleu theo d6i va diéu tri
trong khuyén c4o nay la: nguoi gia > 70 tubi bi DT typ 1 hoic
typ 2.

— Trong khi xac dinh cic muc tiéu diéu tri, can danh gia
day d vé ngudi bénh dé c6 duge nhiing tu liéu sau day:
Tudi so véi tinh trang siic khoe.
Thdi gian bi bénh va tudi phat hién bénh.

+

Céc bién chiing hién ¢6 va cac bénh di kém.

+

Hé thong y t& va xa héi noi bénh nhén sinh séng.

Tinh trang tai chinh.

-+

— Ché db diéu tri phai don gian dé tranh nham thudc va
tranh qua stc do61 v8i bénh nhan, lam thé& nao dé ngudi bénh dé
tuan thu.
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- Nhitng muc tiéu diéu tri sé dude danh gia lai trong
khoang thoi gian nhat dinh, vi tinh trang sic khde ngudi gia cé
thé thay d6i rat nhanh.

~  Héi chiing tudi gia:

Ngu’dl gia bi DTD thudng ¢6 ting nguy cd phat sinh héi
chiing tuéi g1a Ja nhém céc tinh trang thucing it khi thay &
ngudi tré tudi hon. Céc tinh trang nay c¢6 thé lién quan téi kha
‘néng ty cham séc ban thin va tudn thi ché dé diéu tri caa
nguol bénh. Nhiing ddu hiéu va triéu chiing ctia héi chiing nay
c6 thé bi lu md, thudng khong duge bénh nhin va ngudi nha ghi
nhan. Nhu vy, viéc sang loc hay tdm soat can phai tién hanh
néu nhu ¢6 nghi ngd, hodc khi that bai, khéng dat duge muc tidu
di€u tri. Mat s6 tinh trang trong héi chitng tudi gia nhu sau:

+ Réi loan chiie niing nhan biét: ngusi gia bi réi loan chic
niang nhén biét thuong rét khé nhé va / hodc su dung nhiing
kién thitc da c¢6 dé ap dung vao trong thuc t&€. R6i loan chiic
niang nhin biét s& nghi ngdé va & ti€n hanh sang loc déi véi
nhiing nguoi gia hay 14p lai nhiing sai 14m vé thuéc men, phan
doan, suy xét, khong dat dugec muc tiéu kiém soat dudng huyét
sau no luc hop ly, cam gidc nhu qua stic bdi ché 4o didu tri.
Nhitng bién phap nhu test biic tranh vé déng hé, hodc nghién
cu tinh trang tdm than t6i thiéu (Mini Mental State
Examination) ¢6 thé ap dung d€ sang loc réi loan nay.

+ Tram cam (depression): tinh trang tram cam & ngudi gia
bi DTD thudong két hgp vdi ki€m soat glucose kém, gidm sy hoa
nhép véi moi nguci chung quanh, ting réi loan nhiing kha nang
vé chic néing v td vong. Nhitng bién phap nhu ap dung bang
Miic 46 tram cam & ngudi gia (Genatrlc Depression Scale) ¢c6 thé
ap dung dé sang loc tinh trang trim cam.

+ R61 loan kha nang vé chiic nang va suy sup: ngudi gia bi
DTD tang nguy co rd1 loan kha niing chic ning nhu réi loan thi
giac, thinh giace, suy sup ndng, mit kha nang thyc hién nhiing
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hoat dong trong cudc sdng hang ngay. Ho can duge cac chuyén
gia chuyén nganh kham, tu van dinh ky.

— Ha duong huyét:

+ An toan 13 rit quan trong d46i véi nguoi gia yéu, cén
nhc 16i ich cha kiém soat glucose huyét chit so vl nguy cd ha
duong huyet 14 hét stic quan trong d6i v6i nhiing nguoi nay.

+ Nhing ngudi gia dang diéu tri bing insulin hodc cac
thudc ha glucose huyet nao. d6, cac triéu chitng ha dudng huyét
e6 thé xay ra 6 thdi diém ndng d6 glucose mau ha thap hon, rat
khé khin dé nhan biét, giy nén nhiing bién chling x4u hon so
véi ngudi tré. Nhiing triéu ching ha dudng huyét cd thé lu
md va co the khong duge chan doan ca bénh nhin va ngudl sin
soc ho.

+ Nhung ngudi gia thuong cé. nhung triéu chtmg than
kinh do ha glucose huyét nhu: nham lan, hoang tudng, chéng
mit, mét moéi hay suy sup. Day 1a van dé quan trong, bénh
nhin 13 ngudi gid vd ngudi sin sbc ho phai nhan biét dude
nhiing triéu chiing nay 1a tiph trang'ha dudng huyét va phai
tién hanh nhitng bién phap didu tri thich hop, kip thai.

+ Nhtmg bénh nhén gid yéu ¢ thé ¢6 nhitng két cuc x4u
ngay ca khi tinh trang ha dudng huyét nhe. Vi du: suy sup
nghiém trong cé thé dua dua dén nhiing hau qua khong xac
dinh nhu: kém kha nang xiz thé trong cidc méi truong khéce
nhau, dic trung 13 v6 cam, 1& thudc, thi€u trach nhiém ca nhén
(1nst1tut10nahzat1on) ngoai ra, ha dudng huyét ¢ thé lam boc
phat nhitng tinh trang bénh 1y dang ¢6 nhu BMVT hoac bénh
mach mau nao.

- Kiém soat glucose huyét:
Muc tiéu HbAlc 6 gang dat gan con s0 ) binh thudng, HbAlc
< T% la muc tiéu cho phan 1én bénh nhan dang diéu tri bang

thuée, ciAn phai hét sic cin than dé8 tranh ha dudng huyét va
cac bién ching do tinh trang nay gay nén. Muc tiéu HbAlc <7%
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hoac gin binh thudng 13 c6 thé thyc hién duge, nhung d6i véi
ngudi gia, muc dich dé ra la ¢6 géng dat duge kiém soat t6i uu
ma khéng xay ra ha dudng huyét. Miic dé6 HbAlc va glucose
méau cao hon muc dich cin dat c6 thé chap nhan d6i véi nhitng
nguoct sau day:

+ Nhiing ngudi gia, yéu.

+ Nhiing ngudi tién lugng cé tudi tho dudi 5 nam.
+ Bénh nhan ¢6 nguy co ha dudng mau ning, ro.
+ Bénh nhéan c6 bénh di kém dang tién trién.

+ Bénh nhan c6 bénh man tinh, vé6 cam, tién lugng ¢6 tudi
tho ngin khéng cdn phai kiém soat glucose mau qua chat,
nhung cin phai kiém tra diy du dé dé phong va chita khéi mot
s0 tinh trang sau:

» M4t nuée,

» Nhiing triéu chiing tang hoic ha duong huyét.
o Sit can.

- Vin dé cho thudc diéu tri cho ngudi gia bi DTD:
Nguyén tdc:

Tat ca cac ldai thude déu bit dau véi lidu thabp.

Theo doi sat tuong tac gita cac loal thude khi phéi hdp,
vi ngudi gia thudng bi nkiéu bénh, si dung nhiéu loai thudc
khac nhau.

Khéng duge nghi ring, vi ndng d6 creatinin binh thuong,
nén chic ning than cling binh thudng, vi ngudl gia khoi lugng
cd giam, noéng d6 creatinin mau cé thé binh thuong nhung chiic
ndng than da bj réi loan ning, miic loc cAu than da giam.

Dinh ky lam xét nghiém danh gia chiic ning gan, than khi
don tri liéu hay phéi hop thuée.
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Cde thuodc:

+ Sulfonylureas:;
» Can than déi véi bénh nhin gia vinguy co ha duong huyét.

« Tranh chi dinh cac thude tuong ty chlopropamid va
glyburid vi tac dung kéo dai cua ching.

o Céac thuéc tac dung ngdn hon nhu glipizid hode cae thube
kich thich tiét insulin khong phai sulfonylureas nhu
repaglind, netaglinid c6 thé c¢hl dinh dé tranh ha dudng
huyét ban dém, hoac dé tranh ha dudng huyét 6 bénh nhan
hay nham 14n khi uéng thuéc.

+ Metformin.

o Can than khi chi dinh cho ngudi gia bi DTD vi tang nguy
co gay toan hoa tang acid lactic 6 nhiing ngudi ¢6 réi loan
chic than.

o Xét nghiém creatinin huyét thanh va cac xét nghlem
chiic ning gan dinh ky cho nhiing ngudi diéu tri bing
metformin khi tang héu.

» Do do thanh thai creatmm bang thu thap nude tiéu theo
thoi gian it nhit méi nam mot lan va khi tang lidu
metformin & nhiing ngudi gia, yéu, hodc nhing ngudi c6
giam khoi co.

« Tranh chi dinh cho ngudi trén 80 tudi, trit khi do thanh
thai creatinin trong giéi han binh thuong.

+ Thiazolidindion (TZDs):

« TZDs 1a thudc ngusi gia dung nap tét, vi khong gay ha
dudng huyét, tic dung phu 1am han ché chi dinh loai thude
nay la gid nudc, phua chi dudi.

« TZDs khong chi dinh cho bénh nhéin suy tim 1 tré d6 111, IV.
+ Alpha- glucosidase inhibitors:
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Alpha glucosidase inhibitors téc dung kém hon cac thuéde
khac, hay gay ro1 loan tiéu héa.

+ Inssulin:

Bénh nhéan gia phai diu tri béng insulin ban than ho rat
kho khan, vi sy chinh x4c va khéo 1éo khong con, mat nhin kém,
khé kh&n nhan dang thube. Vi vay, ché d6 diéu tri phai don gian
hon, 1an tidm trong ngay it hon, chuin bi nhiing loai insulin hén
hop san c6, cling nhu 1liéu thude da do san, bom tidm cang phai
dé dang thuin lgi hon (nhu bit tiém dé dang xac dinh Liéu
luong). Xac dinh mét cach cdn than kha ning cta ting ca thé
soan thao k& hoac tiém liéu lugng. Ty theo d6i cho ngudi bénh,
mdt s6 k& hoach tu sin séc khac nhu tu diéu tri ha dudng huyét,
an ch& d6 an hgp ly thudng xuyén ciing phai dit ra cho bénh
nhan truéc khi quy8t dinh ché& d6 diéu tri bang insulin.

- Diéu tri tang HA:

+ Muc tiéu diéu tri THA & ngudi gid ciing giéng nhu d6i
véi ngudi tré tudi bj PTD. Muc tiéu < 130 / 80mmHg. Tang HA
tdm thu don ddc thudng gip & ngudi gia, can cho cic thude ha
HA dé dua HA vé muc tiéu néu c6 thée dude.

HA ciing phai giam ti ti dé tranh tut HA.

Ngudi gia thudng c6 xu hudng THA ao choang tring (white
coat hypertension), nhling ngudi nay tét nhat 13 do HA tail nha.

+ Thuéc diéu tri HA:

« Khi cho cac thuéc Gc ché men chuyén hodc thudc
angiotensin receptor blockers can phai theo déi chic nang
than va kali huyét thanh trong vong 1 - 2 tuan khi bat ddu
diéu tri, khi ting liéu thudc va hang niam.

. Nhiing ngudi diéu tri bang lgi tiéu thiazide hoie lgi tiéu
quat (loop diuretics), theo d61 dién gidi trong 1 - 2 tuin khi
bat dau diéu tri, khi tang liéu thuéc va hang nam.
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o C6 nhing bing ching ghi nhan ring, diéu tri bing
thudc chen kénh calci, 1¢i tidu, tc ché men chuyén cé tac
dung hon so vdi cac thudc chen béta d61 v6i ngudi gia bi
DTD c6 THA.

» HAu hét bénh nhan nhém nay thudng can phéi hop
nhiéu loai thude méi c6 thé dat duge muc tiéu HA.

—~ Diéu tri tang lipid mau:

Ngudi gia bi DTD c6 muc tiéu diéu tri, khoang cach dé sang
loc nhém md, chon thudc tuong tu nhu déi véi ngush tré tudi.

+ Khi diéu tri bang statin, fibrat hodc niacin déu phai theo
ddi alanin aminotransferase (ALT) trong 6 - 12 tuan khi bt dau
didu tri hodc khi tang 1lidu. Khi c6 bat ky ddu hiéu hoic triéu
chiing r6t loan chiic néng gan, tudng ty ciing kiém tra baselin
creatin kinase (CK), khong cin kiém tra lai CK trit khi céc triéu
chiing dang ton tai.

+ Diéu tri thude ha lipid mau cho ngugdi gia can phai dinh
kv kiém soat cac enzym gan. Thdi gian nao dé _t§m soat enzym
gan thi chua c6 céng trinh nao xéc dinh.

— S#n séc mét va ban chan:

+ Khuyén céo vé sin séc, diéu tri mat va ban chin ngudi
gia bi DTD ciing tucng ty nhu véi ngudi tré. Ngudi gia c6 thé
phai hudn luyén b6 sung vi cung cdp dung cu dé theo doi ban
chan cua ho (nhu guong).

+ Kham dinh ky chuyén khoa ban chan 1 lan/ 9 tuén.
Chudn bi tat, giay chonhiing d61 tuong nay la van dé can
quan tam.

+ Cung cip cho ngudi bénh nhiing diéu cin thist dé bist vé
tinh trang cia mét. nhu thoai héa diém, duc thé thay tinh, la
nhiing vén dé giy khé khin dén diéu trj bénh vong mac do
DTD. Ngugce lai, bénh vong mac de DTD cling gy khé khan cho
phau thuat duc thé thay tinh. :
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~  Pinh dudng:

D6 v6i ngudi gia e6 nhitng kho khan vé dinh dudng nhu
Van dong kém.

Thay d5i vi giac.

St cin, dinh dudng kém.

Nhiéu bénh di kem.

Rang kém.

Bo bita 4n do r61 loan nhan biét hodc tram cam.

Ré1 loan chiic nang tiéu héa.

+ o+ o+ ok o+ o

> 1 "t ~ 3 v - Py - [’ o
Giam ho#c mét kha niing mua va chuén bi bita 4n.

+

Han ché& vé tai chinh.

Cac chuyén gia dinh dudng va an kiéng gigp d3 cho bénh
nhén gia va gia dinh ho danh gia nhu cdu dinh dudng, lam thé
nao viia tiét kiém, lai thuc hlen dugc chuong trinh dinh dudng

bao dam dao déng t6i thidu néng dé glucose mau, duy tn cin
nang haop 1y. |

Xu hudng hién nay 12 chia déu lufdng carbohydrat dua vao
trong ngay cho bé&nh nhan néu cé the duge. Huéng dan cho bénh
nhan v& su quan trong cla su 6n dinh, thich hgp Iuang
carbohydrat dua vao va thdi gian cda cac biia an cé thé gidp
tranh gao déng glucose trong mau.

Mb&i mbt cd ging 12 dé han ch& t8i thiéu tinh phitc tap cta
chudng trinh an udng, sao cho vg (chéng) heic nhiing ngudi sdng'
cung bénh nhén tao nén méi trudng thuan lgi dé thay d6i 161
sdng, sinh heat t6t hon.

Ché 46 an g1am can thudng khuyén cao dé1 v61 bérh nhan
tré hon, cfing ¢6 thé hudng din cho ngudi gia, nhung véi sy than
trong hon.
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Mét ché dd an diéu hoa, on dinh, carbohydrat dua vao viva
phai la da gitp tranh tinh trang qua cén.

~  Hoat déng thé lyc.

Hoat dong thé luc hang ngay rat 6 1ol d6i véi ngusi gia nhu:
Gidm néng 46 glucose mau.

Cai thién tinh trang chuyén héa mé.

Cai thién tinh trang HA.

Tang truong luc va stic manh cua cd.

Cai thién su di lai va cAn bing cd thé.

+ 4+ + + o+

Cai thién tinh trang sinh 1y toan ¢ thé.

Nhiing loai hoat déng ¢6 thé thich hop véi ngudi gia:

+ D1 bo.

+ Boi 161 hodc thé duc nhip didu dudi nude.
+ Dap xe dap.

+ Thé duc trong phong.

+ Yoga.

+ Lam vuon

+

Coéng viée vat trong nha.

Hoat dong thé luc déu din dua lai l¢i ich vugt xa nhiing lgi
ich v& sinh 1y ctia ngudi bénh, nhu cai thién chat hugng cudc
song, giam tram cam... Tuy nhién, ngudi gid bi DTD thudng
phai d61 mat vé1 nhiing thach thic dac biét dé duy tri duge
chuong trinh hoat dong thé huc mot cach déu dan, d6 1a:

+ Sic khoe that thudng.

+ €6 nhiéu bénh man tinh di kém nhu bénh tim mach, bénh
xuong khdp, thua xuong.

+ Nguy co 8¢ hai hoic suy sup.
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+ Nhiing van dé vé van chuyén.
+ Maéi trudng an toan dé tap luyén.

Ngoai ra, nguy co ha dudng huyét ting & nhiing ngudi diéu
tri bang insulin va mét s6 thudc ha dudng huyét nhit dinh; do
vay phai hét stic cén than, tu kiém soat glucose mau thuong
xuyén cb thé giam dude nguy ¢6 néi trén.

2. DU PHONG HOAC LAM CHAM XUAT HIEN BENH DTD
TYP 2

2.1. Cac cdng trinh NC chimg té dy phong hodc lam cham
xuat hién bénh DT typ 2 14 c6 thé lam dugc

Trong hai thap ky gan diy, y vian da dang tai nhiéu nghién
cu rong rai vé bénh DTD, vi ty 1é mac bénh va ty 18 ti vong cao
do bénh nay giy ra. Bénh PTD di tré thanh vAn nan cia nhéin
loai, 14 nguyén nhan hang dau bénh than giai doan cudi, cit cut
chi khéng do chin thuong. La nguyén nhéan thd hai giy mu loa
6 cac nude céng nghiép va 12 nguyén nhan chinh cla cac bénh
tim mach, vi vy n6 14 mdt bénh anh hudng rit 16n dén kinh
phi san séc stc khée. DTD tré thanh thach thiic chinh trong thé
ky XXI.

Ngudi ta cho rang, DTD phéat trién & nhiing ngudi 6 tinh
nhay cam véi bénh, duge thic day bdi y&u t6 méi trudng va cac
yéu t6 v& tip quan nhu: théi quen ngbi ca ngay, qua cin, béo phi
do 4n udng, nhitng yéu t6 nay tham gia vao su phat sinh khang
insulin, mét trong réi loan chuyén héa chinh giy ra bénh DTD
typ 2. Nhung trong thdi gian dai t& bao beta c¢6 thé bu triv d6i
v61 tinh trang khang insulin, do vay dung nap glucose duge duy
tri 6 mdc binh thuong, khi t€ bao béta mat bu hoan toan déi véi
tinh trang khang insulin thi ré1 loan dung nap glucose sé xay
ra. Nhitng biéu hién ddu tién hodc 1a réi loan dung nap glucose
(IGT) bidu hién dic trung la ting glucose sau an{postpradial
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hyperglycemia) v&/ hoac r61 loan glucose mau lic d61 (IFG), ma
dic trung bdi tang nhe glucose mau lic d6i. Hai ré1 loan trén
day hién nay goi 13" Tién DTD" (prediabetes states). Hau hét
trong tuong lai nhiing trudng hop prediabets sé chuyén thanh
DTD typ 2. Ngudi ta cho riang, prediabetes khéng lién quan véi
cic bién chiing cia DTD, ma lién quan véi tang nguy co bénh
tim mach, d#c biét tinh trang réi loan dung nap glucose (IGT).
Thuc t&, IGT 13 mét trong cac yéu t& nguy co d61 vdi bénh tim
mach nhu: tiang HA, ré1 loan lipid mau, béo trung tdm, khang
insulin - ducc goi 128 HCCH (cfing 12 tén goi cia hoi chiing nay).

Dua trén c¢6 sG cua nhiing hiéu biét nay vé réi loan dung
nap glucose, ma nhiing khai niém vé du phong bénh DTD typ 2
d3 ra doi va phat trién. Hién nay, khai niém nay da duge xéc
nhan bdi nhiéu cbéng trinh nghién cdu va di ching minh rang:
cac bién phap can thiép khéng bing thudc hoic bang thudc
trong cic quin thé c¢6 nguy co cao véi IGT ¢6 thé du phong, hoic
it nhat lam cham qua trinh tién trén tu tién PTD sang bénh
DTD typ 2.

2.2. Can thiép khéng dung thudc. Bién phap dau tién
nghién ciuu du phéng bénh BTD typ 2

Nguyén nhan hang dau lam tang ty 1& bénh DTD typ 2 1a do
tang ty 1& nguoi khéng van ddng va béo phi. Nhiing nghién ctiu
tién ciu (prospective) trong thoi gian dai da chitng minh rang,
giam hoat dong thé lyc 12 yéu t& du bao doc lap bénh DTD typ 2
8 ca nam ciang nhu ni. Trong nhiéu coéng dong, miic dé hoat
déng thé luc toan than da giam manh trong 2 thap ky gin day,
diéu nay da dugc xem la yéu t& lam téng ty 1é bénh béo phi hién
nay trén toan cau. Mot so cong trinh nghién cdu da xac nhan, ¢
méi lién két chat gitia nguy co phat trién DTD typ 2 va su hién
dién ciing nhu kéo dai thoi gian qua cdn va béo phi. Vi vay,
nhiing ngudi ¢6 nguy co cao véi IGT, ap dung chudng trinh thay
ddi 161 sdng bao gbm giam cin bing ché d% 4n va tap thé luc sé
glam nguy co tién trién sang DTD typ 2, mdt s céng trinh
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nghién citu § nhitng quéc gia khac nhau, véi nhiing quy mé khac
nhau sé€ trinh bay duéi day.

THE MALMO STUDY la chudng trinh thi nghiém dau tién
xac dinh hi¢u qua cta ch& d6 an va tap thé luc déi véi tién tridn
td IGT sang DTD typ 2, cong trinh nay di dudc dang tai vao
nam 1991. O nam, tudi trung nién (n = 217) dudge chia thanh 2
nhém véi ty 1& 3:1. Mot nhém tudn th ché d6 an chat ché, tuan
tha chuong trinh tap luyén (nhém can thiép), vd mdt nhém sin
séc y t€ chudn ty theo yéu ciu (nhém chiing). T4t ca 2 nhém
déu dugc theo ddi trong 5 nam. Can thiép 161 séng da lam gidm
can (cb ¥ nghia), ty 1& mdi méc DTD typ 2: 10,6% trong 5 niam so
v6i 28% ¢ nhom chiing, gidm nguy co 63%. Han ché chinh cta
nghién cdu nay la céc d6i tugng khong duge chia mdt cach ngiu
nhién gita 2 nhém. Tuy c6 nhiing han ché& nhu vay, két qua
nghién citu ca cdng trinh nay ciing di nhan manh tac dung cé
lgi clia thay déi 161 séng & nam gidi d6i véi tidn trién ti IQT sang
DTD typ 2.

THE DA QING STUDY 12 nghién citu tién citu nhim muc
dich x4c dinh hiéu qua ctia ch& d6 an va/ hoac tap thé hic trong
dy phong sy tién trién cia DTD typ 2 & nhiing nguoi bi IGT. 33
Co 6 y té cta thanh phé Da Qing (Trung Quéc) da tham gia
cong trinh nghién citu nay. D61 tugng nghién citu 14 577 bi IGT
v6i tudi trung binh 45,6. BMI trung binh 28 3kg/m? duge chon
ngau nhién vao 1 trong 4 nhém: nhém 1- nhém chiing (no active
treatment). Nhém 2. chi bang ch& d6 &n. Nhém 3- chi ¢6 rén
luyén thé Iyc. Nhém 4 - Ché db an va tap luyén thé luc. Can
thiép bang ch& d6 in bao gdm, ché d6 an tich cic huéng dan vai
tuan trong thang diu tién trong 3 thang tiép va sau d6 ci 3
thang mét 1&n cho thdi gian con lai ctia nghién clu, két qua
nghién cu 43 dat duge: BMI gidm t6i 23ke/m? hoic con hon
nda. Can thiép bang tap luyén bao gém tap thé duc (leisure
exercise) hang ngay (nhe, trung binh, néng, hodc tap ning trong
30, 20, 10, hogc 5 phit tuong Gng), ché dé an, thdi gian quy dinh
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lap ra theo mot chuong trinh nhéat dinh. Nhém ché d6 an + tap
luyén thé duc theo mét cau trac cho c4 nhém can thiép bang ché
d6 an va tap luyén, tuong tu nhu phéi hgp v6i cae nhém chi
bing ché d§ an don thudn, hay chi luyén tép don thuan. XN
dung nap glucose dudng udng(OGTT) 2 nam lam mot lan, hoic
ngin hon. N&u ¢ réi loan trong 6 nim theo d61, nguy ¢o hang
nam tién trién thanh DTD typ 2 6 cdc nhém nguoi nay 1a 15,7%
so véi nhom do6i chiing. T4t ca cac d6i tugng dude can thiép chi
bing ché& db an, chi bing tap luyén, két hop hai bién phap trén,
giam c¢6 ¥ nghia nguy co tién trién thanh DTD 36%, 47%, 39%
tudng Gng (p < 0,05). Ty 1& nguy co DTD typ 2 giam chung
40,7%, khong cé su khéc biét trong viée giam nguy co giiia cac
nhom can thiép.

THE FINNISH DIABETES PREVENTION STUDY (DPS),
dude cong bé nam 2001. Trong nghién ciu nay 522 nguosl qua
can b1 IGT (33% nam, tudi trung binh 55, BMI trung binh
31,2kg/m?) dudc x6p ngiu nhién vao nhém can thigp bang thay
déi 161 s6ng, hodc vac nhém chiing. Nhiing nguoi é trong nhém
can thiép tuin thu chat ché ch& d6 an giam cén dé dat duoe
giam > 5%, va ting mdc d9 hoat dong thé lyc via phai it nhat
30 phit / ngay, 5 1an / 1 tuAn. Mo6i mdt d6i tugng trong nhém
can thidp ¢6 7 dgt tiép xuc véi can bo dinh duong subt trong nam
ddu, va mot dot mdi 3 thang, sau d6 duge cing co ca ché d6 an
va tap luyén. Diém danh gia dau tién xét nghiém OGTT lam
hang nam dé xac dinh ty 1& DTD typ 2, thoi gian theo doéi 1a
3,2 nam.

Ty 1&é méi mic hang ndm DTD ¢ nhém ching la 7,8%. Can
thiép bing thay déi 161 song da lam giam c6 ¥ nghia cdn nang
(- 4,2 vs-0,8kg, p < 0,001 va vong eo tif - 4,4 vs - 1,3cm, p < 0,001
so véi nhém chiing). Thay déi 16i séng cling 1am giam ¢6 ¥ nghia
glucose va insulin huyét tuong 2 gid sau khi udng 75g glucose,
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giam triglycerid va HA (c6 ¥ nghia théng ké). Chuong trinh can
thiép 161 séng tich cuc di lam giam 58% nguy ¢ phat trién
thanh DTD tgp 2(p < 0,001).

THE DIABETES PREVENTION PROGRAM (DPP) duge
cong bé vao nam 2002. Trong nghién cdu nay 3234 nguoi bj IGT
va néng do glucose huyét tuong lic déi gitia 5,3 va 6,9mmol/]
dugc x8p nghu nhién thanh 3 nhém: uéng metformin 850mg
(n = 1073), nhém placebo (n = 1080), va nhém ap dung chuong
trinh can thiép 161 séhg (n=1079). Khéi dau, chuong trinh
nghién cttu bao gébm 4 muc dich dé can thiép, nhung sau 6
troglitazon phai ngiling vao nam 1998 do tac dung nhidm déc
gan. Tudi trung binh: 51, 32% nam, 45% la thanh vién caa
nhém nhé. Nhiing ngusi nay da dua vao chuong trinh thay dé6i
161 séng duge khuyén khich giam it nhat 7% can-ning ban dau
bing ch& d6 an giam md, giam calori va tham gia hoat déng thé
Iyc miic d6 trung binh, nhu di bd nhanh it nhat 150 phit tuin.
Dé dat duge muc tiéu nay, nhing ngusi tham gia chuong trinh
thay déi 161 sdng phai tuan theo chuong trinh 60 bai trong vong
6 thang dau ting buée hoan thanh ché d6 an va tap luyén. Sau
dé, hang thang chudng trinh cia ci nhan ho4c nhém di vao
cung ¢b. Thoi gian theo doi 1a 2,8 nam. Thay d8i 161 s6ng da lam
giam c4n nhidu hon (5,8 vs 0,1kg p < 0,001) so véi nhém chiing.
Ty 1&¢ bénh DTD typ 2 dua vao két qua OGTT (sau 2 gid) ¢ nhém
ching ia 11%. Nhu vay, véi NC DPP, thay d6i 161 séng da lam
giam 58% nguy co phat trién thanh bénh BTD so véi nhém
chiing (placebo) p < 0,001). Hiéu qua cta thay dé1 161 séng 1a déc
lap véi tudi, giéi, ching tée va BMI. Tuy nhién, ca DPS va DPP
déu cho thay, thay d6i 161 séng c6 hiéu qua cao trong dé phong,
hodc lam cham DTD ¢ nhing ngudi c6 nguy ¢d cao bi IGT.

Hai nghién citu ¢6 quy mé nhd hon, cia Trung Quéc va
Nhat Ban ciing d4 xac dinh hiéu qua can thiép bdng ché d% #n
va tap thé lyc d61 véi su phat tridn bénh DTD typ 2 ¢ nhiing
nguoi bi IGT. Nghién citu cta Trung Qudc 1a nghién ciiu tién
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ctiu trong thoi gian 3 ném, vdi s6 lugng 321 ngudi, tudi trung
binh 49 5, dugc x&p vao 1 trong 4 nhém: nhom déi chiing n = 85,
nhém 2: ché& d6 an + tap thé duc, n = 60; nhém 3 uéng acabose
50mg, n = 88; nhém 4: udng metformin 205mg, n = 88.

Nhiing ngudi trong nhém 4n + tap luyén sé phai tuén thu
chuong trinh v& ché do an va tap luyén tuy ting ca thé & thai
diém béat ddu va sé duge cung ¢ hang nam. Giam BMI it trong
nhém can thiép (- 0,4 vs + 0,2kg/m?) so v6i nhém ching nhung
khéng c6 § nghia théng ké. Ty 1& mdi méic BPTD hang nam ¢
nhém #&n + tap luyén 13 8,2% so véi 11,6% ¢ nhém ching, giam
nguy ¢ da khong dat dugc y nghia théng ké (OR = 0,572,
p = 0,0928). Khong dat dugc y nghia théng ké c6 2 yéu té: 8,
lugng nghién cttu it, chuong trinh can thiép kém tich cuc, hon
nila cAc bién phap ngiu nhién di khong duge md ta trong
nghién cttu nay. o o |

Nghién ciu cia Nhat Ban véi 458 nam gidi bi IGT duge x&p
nghu nhién véi ty 1& 4:1 v6i nhém ching (n = 356), hodc nhém
can thiép 161 séng n = 102). Chén doan IGT bang 100g OGTT véi
glucose mau lic 461 < 7,8mmol/l, sau 2210 gitta 8,9-13,3mmol/l.
Tiiy theo cac tac gid, nhiing con s§ nay tuong ng voi cac gia tri
sau 2git giia 7,8 va 11,1 khi 1am OGTT 75g glucose. DTD dua
trén hai két qua glucose mau ldc d6i bing hodc khoang
7.8mml/l. Chuong trinh thay d6i 161 song. gbm nhiing ngudsi tudn
tht ché db 4n, két qua dat duge BMI < 22kg/m?® va luyén tap
trung binh nhu di bé 30 - 40 phit hang ngay, ¢ 2 - 3 thang lap
lai mot 1an dé cung cd, thai gian nghién cu trong 4 nam. Két
qué: cAn nang giam 2,2 kg d nhém can thiép so véi 0,39kg nhom
chitng (p < 0,001). T 1& méi méc tich liy 4 ndm bi DTD la 3% i
nhém can thiép va 9,3% & nhém ching, giam nguy co chung
67,4% (p < 0,001).

Mic dit mot s6 cong trinh nghién céu phuong phap nghién
cttu chua chit ché va théng nhit, nhung nhin chung déu cong
nhan, can thiép bang 15i séng bao gom ch& db an, tap luyén
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¢6 hidu luc cao dé phong ho#ic lam cham tién trién tu [GT
sang DTD.

2.3. Can thiép bing thudc nhur 13 bién phap diu tién dy
phoéng bénh DTD typ 2

Giam hoat dong thé luc va béo phi tham gia vao phat sinh
khang insulin,  nhitng ngudi nhay cdm di truyén lam cho céc t&
bao beta qua ciang thing (overstress), dua dén giam kha ning
181 insulin cua ching. Su két hop bat lgi nay tao thuén lgi cho
phat trién IGT, 1a tinh trang tién DTD ma déc trung la tang
glucose mau sau an. Tang glucose mau sau 4n via phai da dé
giy nhiém doc glucose, cung véi khang insulin, qué trinh tién
trién tit IGT sang PTD typ 2 ngay cang nang. Nhiéu edng trinh
nghién ctu da nhdn manh ring: bat ky sy can thiép bang thude
nao lam giam dudc khang insulin vi/hodc stress t&€ bao béta sé
¢6 tac dung du phong c¢6 hiéu qua qua trinh dién bién ti IGT
sang DTD typ 2.

Céng trinh nghién ctiu dau tién duge cong bd nam 200}
trong tap chi Trung Qudc cho thay tac dung cua acarbose va
metformin dé1 véi sy phét trién cta DTD t¥p 2 6 321 nam va nd,
tudi trung binh 49,7 bi IGT, BMI trung binh 24,9kg/m?, dudc
chia ra cAc nhém: Nhom ching n = 85, Nhém ché 46 ap va tap
luyén n = 60, Nhém udng acarbose 50mg n = 88 va nhém udng
metformin 250mg n = 88. K&t qua ban dau vé ty 1&é bénh DTD
typ 2 (dua trén nghiém phap OGTT don gian tién hanh hang
niam) giam khéng dang ké (khéng c6 ¥ nghia thong ké) 6 ca 2
nhém acarbose (- 0,7kg/m?% va metformin (- 0,3kg/m? so vdéi
nhém ching (+ 0,2kg/m?). Ty 1& mdi mac hang ndm bénh BTD
typ 2 6 nhém ché d6 an va tap thé luc 15 8,2%, so v6i nhom
chlmg la chiing 1a 11,6%. Ca 2 thudc trén da rat ¢6 hidu qua
giam nguy cd DTD, acarbose giam nguy co 88% (p = 0,0001) va
metformin 77% (p = 0,0002). Tuy nhién, cic bién phap ngau
nhién da khong duge mé ta trong céng trinh nay. Méc da vay,
hiéu qua cta ca 2 thudc acarbose va metformin dé dé phong
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hoac lam cham tién trién tit IGT sang DTD 1a 18 rang khi so va
nhoém ching.

Diabetes provention program (DPP) comg bd 2002 cho thdy
3934 ngudi qua cin, ¢ do tudi trung nién (trung binh 51 tudi,
BMI 34kg/m?2) dugc chia vao cie nhom: can thiép 161 séng, udng
metformin 850mg, va placebo, thoi gian theo dsi 2,8 nam. Két
quéa ban diu (chan doan DTD duya trén OGTT (két qua sau 2
gid). Dieu tri bing metformin giam cén trung binh 2,1kg (p <
0.001). So vé6i placebo, metformin lam gidm ty 1& méi mac DTD
31% (95% CIL 17-43). Trong quin thé c6 nguy ¢o cao nay bao
gbm 45% cac nhéom nho, tuy nhién hiéu qua kém hon 6 nhiing
nguoi trén 60 tudi va nhing nguoi BMI < 35.

Hiéu qua cta acarbose cing da duge xac dinh béi THE
STOP-NIDDM TRIAL déng tai nam 2002. Pay la céng trinh
nghién citu da trung tam, d6: chitng, v6i s6 lugng 1368 bi IGT,
glucose luc doé1 = 5,6mmol/l, tudi trung binh 54,5, BMI trung
binh 31, duge x&p ngAu nhién vao: nhom ubng acarbose 100mg
ho#c placebo, thoi gian theo d6i trung binh 3,3 nam. Chan doan
DTD dua trén OGTT don gian.

Didu tri acarbose 1dm giam nhe can nang (-0,5kg) so véi
tang nhe ¢ nhém placebo (+0,3kg p=0,018). Trén co s6¢ OGTT
don gian, diéu tri acarbose giam nguy ¢d BTD 25% (p=0,0015).
Hiéu qua cha thude doc lap vai tubi, gi61, BML Néu chan doan
DTP dua theo khuyén cao cha ADA, difu tri acarbose giam

36,4% ty 16 mdi méc DTD (p=0,0003). Ro rang, acarbose rat c6
hiéu qua dé phong hodc lam cham tién trién tit IGT sang DTD.

THE TRIPOD STUDY ciing dudc cong bé nam 2002, xac
dinh hiéu qua cua troglitazon du phong DTD typ 2 6 nhiing phu
nii Tdy Ban Nha qua cin ¢6 tién st DTD thai ky, tudi trung
binh 34,6, BMI trung binh 30,5kg/m”. Téng s6 236 phu ni duge
chia ra nhém uéng placebo va nhém ubng troglitazon 400mg.

-

Chéin doan DTD bang OGTT (két qué sau 2 gio). Chi 70% nguci
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chon ngau nhién c¢é IGT, nhiing ngum khac dung nap glucose
binh thufdng Thoi gian theo d6i 2,5 nam. Ty 1&¢ méi méic hang
nidm DTD 6 nhém placebo 12,1%, diéu tri troglitazon giam 55%
nguy cd PTD (95%).

Hiéu qua cta troglitazon cling dudgc xéc dinh bdi DPP study,
cbng trinh nay khéi dau muc dich nghién ciu troglitazon, thoi
gian diéu tri trung binh 0,9 nam. 8§ BN nghién citu 585 ngudi
bi IGT, ty 1& méi méc thap 6 nhém diéu tri troglitzon (3% nam),
6 nhém placebo (12% nam), gidam nguy cd DTD 75%. Do vay
troglitazon 1a thudc ¢6 hidu qua du phong bénh PTD. Tuy nhién
vi tac dung déc véi gan nén cdng trinh da khéng dude tiép tuc.

Mot nghié'n ctu gin day ctia XENDOS STUDY, nghién ciiu
tac dung cua orlistat, thudc phéi hop véi chddng trinh can thiép
161 s6ng tich cuc dy phong bénh DTD & nhitng ngudi béo phi
khéng bi DTD. S6 lugng 3305 BN, tudi trung binh 43,4, BMI
trung binh 37,4. Tat ca déu theo ch& d6 &n 800 calo, ¢t 2 tuan
cung c6 1 lan trong 6 thang dAu va hang thang sau 46 tat c3
nguci tham gia ciing khuyen di bd > 1km hang ngay bd sung
vao thdi gian tap thé duc hang ngay cua ho, dudge xép ngiu
nhién vao 2 nhém: nhém uéng orlistat 120mg hodc nhém
placebo véi ch& d6 &n. Can nang giam & ca 2 nhém nhung cod y
nghia hon 6 nhém orhstat (5,8 vs 3kg p<0, 001) trong sudt 4 ndm
theo doi. Ty 1& méi méic hang nam DTD typ 2 § nhém placebo 13
2,25%. Con s8 nay thap hon nhiéu so véi cac cong trinh khac, vi
trén thuc t& chi ¢6 21% bi IGT, va vi tdt cd d8u theo chudng
trinh can thiép thay déi 161 séng tich cuyc. So véi nhém placebo,
nhém uong orlistat giam nguy cc DTD 37%. Mbt trong nhiing
han ché vé phuong phap trong nghién cdu nay la ty 1é loai ra
khoi nghién ciu cao (high drop-out rate) 48% nhém orlistat va
66% nhom placebo hdn nia ho dung s8 liéu quan sat cudi (last
observation) dé tién hanh phan tich, cac bién phap nay chi phu
hgp v6i thd ngiém can thiép véi muc dich kiém soat hoac cai
thién tinh trang bénh. Diéu nay khéng phu hgp st dung dé
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nghién clu duy phong hoic kéo dai tudi tho ngudi bénh. VE ly
thuyét, tat ca d61 tuong nghién citu s& phai tuin thu tat ca
drop-out d6i vé1 OGTT 4 nam, tuy nhién, giam cén ¢6 ¥ nghia hy
vong sé giam nguy ¢o DTP & nhiing ngudi ¢6 nguy co cao nhu da
duge chitng minh trong cac NC DPS va DPP.

2.4. Céc thudc (e ché renin angiotesin aldosterone system
(RAASI) [a bién phap th hai nghién ciu du phéng bénh
DTD typ 2

ft nhat c¢6 10 edng trinh nghién cliu vé tac dung cua
RAAS inhibitors, ¢ angiotensin-converting enzyme inhibitors
(ACEIs) va angiotensin receptors antagonists (ARAs) trong dé
phong DTD typ 2 6 nhiing ngudi c6 nguy ¢o cao. S6 lugng tham
gia nghién ctiu rit 16n, 85000 ngudi, sip x€p ngiu nhién udng
ACEIs ho#ic ARAs so véi cac thude diéu tri THA khée. Trong s8
nay c6 2% va 20% c6 DTD typ 2 & thai diém bit ddu nghién ci,
thoi gian theo déi trung binh tit 1 dén 6,1 nim. Trong s6 10
nghién ctu, 5 st dung ACEIs lam thudec NC, va 5 st dung
ARAs. Trong dé6 8 nghién cfiu ¢6 s6 bénh nhin giam ¢6 y nghia,
ty 18 méi méc bénh DTD typ 2 dua trén phan tich lan 2 cia cac
chuyén vién trong nghién citu HOPE, day la posthoc analysis.
Nguy co giam tuong d61 tii 14 - 87%, diéu chinh theo trung binh
dan s6 1a 25,6%. So sanh giia cac thude, placebo (4NC),
Betablocker (2NC), hodc Betablocker + lgi tiéu +-chen calci
(4NC). Tuy nhién, nhiing cong trinh nay ¢6 nhiéu diém han ché.

— T4t ca cac nghién clifu ndy, muc tiéu nghién ciu vé du
phong DTD chi 13 muc tiéu th 2, phén tich trong nghién citu
nay 1a posthoc analysis, chidn doan DTD dua trén glucose mau
lae d6i, khéng phai OGTT, ciing khéng biét ty 18 IGT trong cac
déi tugng nghién ciu nay.

— T4t ca cac nghién ciu so sanh 1di tiéu hodic chen béta
hodc ca hai rat khé dé phan biét giiia tac dung t6t cia thude su
dunh dé nghién ctu véi tac dung ¢6 hai khi so sanh. Tuy nhién,
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trong 4 nghién ciiu bang ACEIs hoidc ARAs ¢6 so sdnh véi
placebo, 3 nghién citu da chiing minh giam c6 ¥ nghia nguy co
BTD, va 1 khong ¢6 y nghia. Nhung theo cac tai liéu khae, 4
nghién citu nay giam nguy co tuong d6i trung binh BTD 24%,
tuong tu nhu 10 nghién ciu chung. Nhu vay, nghien cliu tién
cliu vé tac dung cua ACEI va/ hosec ¢6 ddy dd bang ching dé
ching minh riang, ACEI va‘hoic ARA c¢6 tac dung dé phong
bénh DTD & cac quén thé ¢6 nguy cd cao.

2.5. Cac loai thudc khac 1a bién phap thit hai dé nghién ctu
du phong bénh BT typ 2

Ngoai renin angiotensin aldosterone system inhibitors, c6 2
loai thudc khac cling 3 duge chiing minh ¢é hidu qua trong
phong DTD typ 2: pravastatin va estrogen/ progestin khi didu
tri thay thé.

Nghién ctu thd nhit 1a the West of Scotland prevention
Study (W OSCOPS), danh gia tac dung cua pravastatin trén cac
bién co dong mach vanh. Trong quén thé nghién ctu tuong tu,
cac tac gm dad nghién clu, liéu pravsastatin anh hudng dén su
phat trlen DT sau d6 nhu thé nao. Trong s6 5974 BN duge
chon ngiu nhién, 139 BN da bi DTD Idc bit diu nghién ciu.
Sau theo déi trung binh 4,8 nim, pravastatin giam 30% DTD
mé1 dua trén glucose mau lic déi (HR 0,70,95%,CI 0,5- 08
p=0,06). Cac TG cho ring pravastatin c6 thé lam gidm
triglycerid, anh huéng c6 lgi 461 véi nguy c6 phat trién DTD.

Nghién céiu thd hai 12 The Heart and oestrogen/progestin
Replacement study. Véi 2768 phu nit sau man kinh da duge xac
dinh bi bénh mach vanh chia ngiu nhién vao nhém uéng
estrogen 0 625mg + medroxyprogesteron acetat 2,5mg, va 1
nhom placebo dé NC tac dung ctia cac thudc trén d6i véi cac
bién c6 dong mach vanh, thoi glan theo déi trén 4 nam. Cac TG
cling da chu ¥ tim hiéu tac dung cta diéu tri thay thé d6i véi su
- phat trién bénh PTD typ 2 dua trén ducng huyét khi déi. Ty 1€
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méi méc cua DTD typ2 14 6,2% & nhém diéu tri hormon so véi

nhom placebo 9,5% (p = 0,006). Nhu vay, két qua trén da ching
té ring, didu tri thay th& bang hormon cho nhiing phu nit sau
man kinh s& dé phong dudc sy phat trlen bénh DTD typ 2.

Hai nghién cliu nay dang 13 moi quan tim va cling ghi nhan
tac dung c6 hiéu lye cta nhiing thudc nay déi véi dé phong S
phat trién bénh DTD. Tuy nhién con phai nghlen ciiu tién cliu
manh hon, chit ché hon nita trude khi c6 thé dua ra khuyén cao.

2.6. Cac cong trinh dang nghien ciru dang va sap hoan

~ thanh

Cé 6 thit nghiém vé dé phong bénh DTD typ 2 trén nhing
quan thé c6 nguy co cao, 3 muc dich nghién ciiu 1a thi nhit, 3 1a
muc dich thi hai. -

\

The DREAM (diabetes REduction Approaches with ramipril
and rosiglitazon Medication study), & mét nghién clu thu
nghiém ngiu nhién, d6i chiing, da quéc gia dang duge tién hanh
nhu 12 muc tidu thi nhit. Myc tiéu cua dé tai la danh gi4 hiéu
qua cua ramipril va/hosc rosiglitazon dé dé phong bénh DTD &
nhiing nguoi bi IGT. D& tai k&t thdc nam 2006 cho thé‘{y lidu
rosiglitazon 8mg/ngay lam giam > 60% ty 1& méi méc DTD 6
nhitng nguoi ¢é IGT hodc IFG. Thic diy > 70% thoai trién vé
binh thudng ctia dudng huyét lac d6i va sau an 2 gic. Lam giam
vita phai HA tam thu va tdm trudng.

The NAVIGATOR (Nateglinide And Valsartan in Impaired
Glucose Tolerance Qutcome Research) study, céng trinh da qudc
gia, nghu nhién, d6i ching véi muc dich danh gia tac dung caa
nateglinid va/hoic valsartan dé dé phong DTD typ 2 va cac bién
¢6 tim mach nhu la muc tidu thit nhat d6i véi nhitng nguol ¢
IGT va nguy ¢¢ cao ddi vdi bénh tim mach. Céng trinh két thuc
nam 2006.
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ACT NOW 1la céng trinh nghién ctiu ¢6 quy mé nho hon
(n = 600), danh gia tac dung cua pioglitazon so véi placebo dé dé
phong bénh DTD typ 2, nhu 1 muc tiéu thi nhit 6 nhitng ngudi
bi IGT. Céng trinh tién hanh trong 3 nam, két thic vao nam 2008.

ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endopoint Trial), sit dung
hai loai thudc dé nghién citu Telmisartan, ramipril va
telmisartan + ramipril d6i véi cac bién ¢d tim mach & nhulng
ngudi cé nguy cd cao (n = 22400), nhiing ngusi khong dung nap
v6l ACEL cing duge dua vao nghién eliu song song. -

TRANSCEND (Telmisartan RANdomized assessment Study
in angiotensin inhibitor intolerant patients with cardiovascular
Disease) so sanh telmisartan véi placebo (n = 5000).

ONTARGET-TRANSCEND, nghién e¢itu tac dung cua
nhiing thudc da dugc ap dung trén doéi véi sy phat trién bénh
DTD typ 2 dua trén xét nghiém dudng huyét hic déi.

ORIGIN study: Nghién citu da quéc gia, ngdu nhién, d6i
chiing, xac dinh hiéu qua cua glargin insulin va/hodc Omega-3
vé giam cac yéu t6 nguy cd tim mach va danh gia tac dung trén
sy phat trién DTP tgp 2. Chdn doan DTD bing OGTT. Céng
trinh két thac 2009.

2.7. Phiu thuat dé dé phong su phat trién bénh DTO typ 2

Con rat it cdng trinh nghién cdu vé van dé nay, day la mot
huéng diéu tri du phong bénh BTD typ 2 cho nhiing ngudi béo
phi ning.

M6t trong nhiing cong trinh nghién ciiu dau tién la cia
Pories va CS (1995), nghién ciiu ti€n cdu trong thoi gian 7,6
nim, véi 608 ngudi bi béo phi, tudi trung binh 37,3, tién hanh
phiu thuat cau néi da day (gastric bypass), trong s6 nay cd 152
ngudi 1am IGT & lic bat dau nghién ciiu, két qua giam can niang
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co thé 33%, ty 18 méi méc bénh DTD typ 2 hang nim 0,17%.
Khéng c6 nhém @61 chiing.

Cong trinh cta Long va CS (1994), nghién ctu hiéu qua cia
phiu thuit cAu néi da day d6i véi ty 1é bénh DTD typ 2 6 109
ngudi bi béo phi, PTD dudc chdn doan bang bing IGT, thoi gian
nghién ctiu 5,8 nam. Két qua giam cin 52%, ty 18 BTD 0,15%
nam so véi 4,6% 6 nhém ching.

Coéng trinh cta Sjostrom va CS (2004), nghién cliu trén
4047 ngudi bi béo phi, duge tién hanh phiu thuat da day, gan
70% lam phau thuat chinh hinh da day vach ding (vertical
banded gastroplasty), gin 24% tao vach don gian va 6% lam cau
néi da day, thoi gian theo d6i 10 nim. Cuél ndm thd hai, ty &
méi méc hang nim cha DTD ctia nhiing ngusi phau thuat 1a
0,10% so v6i nhém chiing 1a 3,2%.

Nhin chung, nhitng nghién ctiu trén diy ¢ nhiing ngudi bi
béo phi cé hodc khéng ¢6 IGT di chiing té ring, phiu thuat
chinh hinh, hay tao ciu néi da day da lam gidm cAn mét cach én
dinh, d6ng gép vao giam ty 18 bénh DTD typ 2.

2.8. Dy phoéng hoéc lam cham xuat hién bénh DTD typ 2
can phal dugce tién hanh vi da c6 co s dé thanh cong va
hiéu qua

Bénh DTD 43 tré thanh bénh dich, 14 mét trong nhiing
nguyén nhin hang diu gy ti vong va tan phé, 13 ganh ning
cho sin sbc y t&, gy ra nhiéu khé khin cho x& hdi, gia dinh va
ngudi bénh.

Ngay cang hiéu rd hon co ché bénh sinh, cac giai doan trong
qua trinh tién trién cia bénh lién quan dén tinh trang tang
glucose huyét (16i loan dudng huyét lic 461, ré1 loan dung nap
glucose).

C6 nhifu xét nghiém d€ xac dinh giai doan tién DTD, xét
nghiém glucose lic 461, nghiém phap dung nap glucose dudng
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udng (OGTT) da va dang duge s dung réng rai, gia tri dLIOng
tmh cia mol mot xét nghiém nay déu cé gia tri du béo su tién
trzen cia bénh DTD.

Céng trinh nghlen cdu trich dan trén cho thay benh bTD
typ 2 1a bénh c6 thé du phong va it nhat cung lam cham lai su
xuét hién cua bénh.

Da va dang c6 nhiing dy an nghién' ctiu vé hiéu qua kinh t&
cua viéc du phong bénh DTD typ 2 46 c6 nhung du an rong hon,
hiéu qua hon.

— Nhu:ng d6i tugng duge chon vao de sang loc va phat hlen
ngudi c6 ré1 loan dung nap glucose:

+ 45 tudl, dac biét Ia nhutng ngufdl >45 tu01 co6 qua cin
(BMI > 23 kg/mz) . |

+ < 45 tubi cé qua cén kem theo mot trong nhutng yeu t6
nguy cd sau day:

» Ho hang thé hé thu nhét véi ngudi méc DTB
» Co tién sit DPTD khi mang thai.

e (6 tang HA, ¢6 benh ly mach vanh tim.
e C06 rd1loan lipid mau.
— Blen phap sang loc:

Xét nghiém glucose méu lic d61 va/ hodc nghiém phap dung
nap glucose dudng udng (lay két qua sau 2gid). Nén lam xét
nghlem glucose mau lic dél sang sdm vi két qua xét nghiém
buéi chibu cé thé cho két qua thip hon. Nghiém phap dung nap
glucose diidng udng phat hién dude nhidu trlidng hgp hon vé roi
loan dung nap glucose va DPTD chua dudc chuin doan hon 1a xét
nghiém glucose miu hic 461 & nhiing diém cit nhu dang duge
xac dinh hién nay. Do vay nghlem phéap dung nap glucose dudng
udng duge chon 14 xét nghiém dé sang loc.
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_  N&u két qua xét nghiém &m tinh, 3 nim l1am lai mét lan.

—  Can sang loc déi véi nhiing ngudi c6 bénh mach vanh tim,
c6 gia tri tién lugng va diéu tri cho nhitng ngudi mac bénh nay.

— Bién phép can thiép:

+ Can thiép bang thay d8i 161 sdéng va sinh hoat 12 bzen
phap an toan d&, phd cap, kinh t& va ¢6 hiéu qua.

+ Bién phéap can thiép bing thudc ¢ hiéu qua c6 khi con
thap hon bién phap can thiép bing 161 song v sinh hoat, khong
that su yén tdm vi nhiing tac dung phu cla thudc, chi phi ton
kém, thoi gian ding thude ctia bénh nhéan sé da1 hon. Bién phap
dung thudc chi st dung khi can thiép bing 161 séng va sinh hoat
that bai.

.+ Qua nhiing nghién ctiu trich dan trén diy cé thé thiy
can thlep bang 161 séng 14 bién phap thich hgp, an toan va c6

hiéu qua trong du phong hodc it nhat lam cham xuét hién bénh
PTD typ 2. - |
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Chuong 8. HEMOGLOBIN GLYCOSYL HOA

Glycosylated (hoidc Glycated) hemoglobin (hemoglobin Ale,
Hble, HbAlc hoic HgAlc) 1a thé hemoglobin duge ap dung diu
tién dé xac dinh néng db trung binh glucose huyét tuong trong
thdi gian dai, tén cta né d6i khi duge viét tit 1a Ale.

HbAlc 12 mét thé bién ddi cia hemoglobin. Hemoglobin 1a
phan ti trong céc t& bao héng ciu, ¢6 nhiém vu mang oxy cho
toan cd thé. Hau hét hemoglobin 12 typ HbA, mét phan nhd HbA
duge bidn ddi trong thdi gian séng cta né (HbA1). Cudi nhiing
nam 1950 nguoi ta da phat hién, HbA1 két hop véi fructose 1-6
diphosphat tao nén HbAla, két hop vé6i fructose -6- phosphat
tao thanh HbA1b va két hgp véi glucose tao thanh HbAlc.
Vé sau, nguoi ta da xac dinh duge HbAlc ting & nhiing bénh
nhan DTD.

HbAlc duge hinh thanh khi ciac phéin i glucose phan ing
v8i cac phin ti HbA trong qua trinh goi la glycosyl héa
(glycosylation). Nhitng phan fing glycosyl héa 1a nhitng phan
iing théng thudng va xay ra tu nhién trong co thé. Binh thudng
nhitng phan dng nay cé trong méi trudng duge kiém soat va
diéu hoa bdi cac enzym. Nhung qué trinh hinh thanh HbAlc
x4y ra trong méi truéng khéng ¢6 enzym, va vi vay né lién quan
dén qua trinh glycosyl héa khéng enzym (non-enzymatic
glycosylation) hoéic qua trinh glycat héa don (simply glycation).

Phan ing giita glucose va protein 14 phan dng phu thudc
thoi gian va néng dd, diéu doé c6 nghia 13, tdng s6 hemoglobulin
d€ hinh thanh HbA1lc s& phu thude vao:
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— Néng 6 glucose,v6i néng d6 d6 hemoglobin bi glycosyl
hoéa. Khong phai tat ca cac typ t&€ bao trong ¢ thé can phai ¢6
insulin dé hdp thu glucose. Nhu t& bao héng cau, nd c6 nhiing
chit van chuyén glucose khéng phu thudc insulin trén bé mit
ctia né, néu nhu ndng d6 glucose cao trong huyét tudng, thi
néng d6 glucose bén trong t& bao héng cau cling s€ cao, vi vay,
néu nhu néng db glucose trong mau cao hon binh thudng, hién
tugng glycosyl héa ctia hemoglobin sé xay ra.

_ Do dai cla thdi gian dé cho hemoglobin phan Gng
glycosyl v6i glucose & ndng do cao hon binh thuodng.

Néng d6 glucose cao trong thoi gian cang dai, hién tugng
glycosyl héa s& xay ra cang nhiéu.

Hai y&u t3 trén ddy bi dnh hudng bdi tudi cia t& bao hong
cAu, rit nhiéu t& bao trong ¢ thé lién tuc bi hlty hoai va thay
thé, trong d6 cb t& bao hdng ciu. Hemoglobin tiép tuc glycat héa
ty 1é thuan véi noéng do glucose mau, & bat ky thoi diém nao
ciing sé cb sy trén 1an gidia t& bao héng cAu méi va hong ciu gia
liu hanh trong mau. T bao héng ciu gia biéu thi (expose) noéng
d6 glucose & thoi diém gAn truéc khi 1am xét nghiém, khong
phai Idc 1am xét nghiém. Nhiing hong cdu méi biéu thi nong do
glucose lic lam xét nghiém. Nhu vay, glucose & thoi diém gin
hon khi 1am XN sé ¢6 anh hudng 16n nhét trén két qua chung
HbAlc. Cac gia tri glucose mau 30 ngay cudi cung nhu la 50%
HbAlc, 60 ngay trudc d6 cho 25% va 90 ngay trude 1la 25%
HbAlc. Su sai léch nay la do sy ph4 huy tu nhién, va sy thay
thé ctia cac t& bao héng cdu, vi t& bio hong cAu ludn bi pha huy
va thay thé.

1. LICH SU

— Nam 1958 Huisman va Meyering l4n diu tién tach
HbAle ra ti cac thé khac cia hemoglobin béng cot
chromatographic (chromatographic column).
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— Nam 1968 Bookchln va Gallop xac dinh HbAlc 1a mét
glycoprotein. |

- Ném 1969 Samuel Rahbar va cong sy 14n d4u tién phat
hién HbAlc téng ¢ nhitng bénh nhén bi DTD

—~ Nim 1975 Bunn va cong sy da xae dinh duoc cac phan
ung tao thanh HbAlc.

- Nam 1976 Koemng va cong su dé nghi dung HbAlc dé

theo déi mfic d6 kiém soat chuyén hoa glucose d6t véi bénh
nhin DTD.

2. NGUYEN TAC CO BAN

Trong doi séng binh thudng 120 ngay caa hong ciu, céc
phin ti glucose lién két khéng dao nguge le hemoglobm §é
hinh thanh phic hgp hemoglobm glycat héa én dinh. HbAlc s&
bi loai bd kh1 cac t€ bao hong ciu bi thay thé. HbAlc la ty lé
thuin véi néng do glucose trong mau trén sudt thoi glan sdng
caa t& bao hong cau, phan anh nong do trung binh ctia glucose
gin véi héng ciu trong sudt doi song ctia né. O nhiing bénh
nhan DTD kiém soat dudng huyét kém, néng d6 hemoglobulin
glycat hoa tang Dinh lugng hemoglobin bi glycat héa 1a danh
gia hiéu qua diéu tri bang theo doi diéu hoa glucose huyét tuong
trong thoi gian dai. Cac gla tr1 HbAlc la chi s6 néng 46 glucose
trung binh 2-3 thang cuéi cing truée khi Iam xét nghiém.

3. DOC KET QUA

Két qua giita cac phong xét nghlem ¢6 thé khac nhau phu
thudc vao ky thuat, tudi BN, nhu:ng bién d6i vé sinh hoc trong
tung nguoci. Hai ngum cung ¢6 néng d6 trung binh glucose mau
nhu nhau c6 thé c6 gia tri HbAlc khac nhau trén 1%. Do dao
déng cho phép (d61 véi ngusi khoe manh) khoang tit 4% - 5,9%.
Néng d6 cao hon HbAlc ¢ thé gip 6 nhing ngudi ting dudng
mau lién tuc, nhu bénh DTD, trong khi muc tidu diéu tri BN
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DTD khéng thay déi, thi HbAlc ¢6 khoang cae gia tri. Nhiing
BN DTD kiém soat dudng huyét tot c6 nong do HbAle gin véi
trong giéi han cho phép. Hiép hoi DTD quéc t& (IDF), Truong
mbn Noi tiét Hoa Ky (ACE) khuyén cao gia tri HbAlc < 6,5%.
Hbi DTD Hoa Ky (ADA) khuyén HbAlc < 7% cho hau hét bénh
nhan. Néng d6 cao HbA1C chiing to kidm soat glucose kém.
Tang lién tuc dudng méu (vi vay cing tang HbAlc) lam tang
nguy ¢d giy nén cac bién ching mach mau trong thoi gian dai
nhu bénh mach vanh tim, con dau tim, d6t quy, suy tim, suy
than, mi, ré1 loan cuong, bénh 1y thin kinh, hoai thu, bénh liét
da day...

Néng d6 thap hon Hbg - 6 - phosphat dihydrogenase, bénh
t&€ bao hinh liém (sickle- cell- disease), va nhidu tinh trang khac
13m cho t& bao hdng ciu chét sém. |

Ngudc lai, nong dd HbAlc cao hon ¢ thé gap ¢ nhiing nguoi
c6 doi song hong ciu dai hon nhu khi thiéu vitamin By folat.

4. CHi DINH VA AP DUNG
Pinh lugng HbAlc chi dinh dé:

- Kiém tra su kiém soat glucose mau cho nhiing ngudi cb
kha ning bi tién DTD (prediabetes).

~  Kiém tra sy kiém soat glucose mau ¢ BN DTD.

Xét nghiém glucose méau lac d6i dé chan doan va quyét dinh
didu tri. HbA1C dé theo ddi dién bién bénh DTD va dé chan
doAn phén biét nhing tinh trang tang glucose mau do nhiing
nguyén nhan khac véi bénh DTD. Khuyén cao cua ADA: xét
nghiém HbAlc lam it nhét 2 14n trong mét niam dd voi nhing
bénh nhan dat dugc muc tiéu didu tri, 4 thang mot lan cho
BN DTD thay d6i cach diéu tri, hay khéng dat duge muc tiéu

diéu tri.
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Binh lugng HbA1lc khéng nén lam khi ¢6 thay déi vé ché& do
an hodc ché d¢ didu tri trong 6 tuin. Xét nghiém HbAlc 1a 4p
dung qua trinh gia di cta t& bao héng-cdu binh thudng va phéi
hop cda céc dusi nhém hemoglobulin (chu y8u HbA ngudi 16n
binh thuéng). Vi vay, nhiing ngudi bi mat mau trong thai gian
gan, hay thidu mau do huyét tan (hemolytic anemia), hoic biét
héa di truyén trong phan ti hemoglobin nhu bénh t& bao hinh
liém (Sickle cell disease), va mdt s8 tinh trang khac lam sai léch
két qua xét nghiém nay. Dinh lugng thay thé' bing fructosamin
6 thé duge ap dung trong nhing tinh trang nhu vay, phan 4nh
nong dé glucose 2-3 tudn trude do.

C6 sy khac nhau vé& két qua HbAlc gitia cac labo va khéng
c6 sy dong thuan vé ngudng chin doan caa HbAlc. Mic dit nam
2010, ADA da dua xét nghiém HbAlc 12 mét tidu chudn chin
doéan bénh DTD, tuy nhién chin doin bénh BTD dya vao
glucose mau lac d6i héc nghiém phap dung nap glucose van la
nhiing xét nghiém va tiéu chuin chin doan kinh dién.

5. FRUCTOSAMIN

Tén goi fructosamin chi sy glycosyl héa protein trong huyét
thanh. Trong huyét thanh albumin cé néng db cao, do vay, dinh
lugng fructosamin phan anh nong 46 glucose phan ing glycosyl
héa véi protein. Théi gian ban hay cta albumin 12 2-3 tuin. Cho
nén dinh lugng fructosamin cé thé kiém tra duge mitc glucose
mau trong khodng 2-3 tudn truée khi lam xét nghiém. Nguoi
binh thuong, néng d6 fructosamin huyét tuong < 285mmol/l.
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Bang 8.1. Bang gia tri twong duong ndng a6 glucose véi HbA1c mau

HbA1c BG HbA1c BG HbA{c BG HbA1c BG
5.0 90 7.8 174 10.6 258 13.4 342
5.1 93 7.9 177 10.7 261 13.5 345
5.2 96 8.0 180 10.8 264 13.6 348
53 99 8.1 183 10.8 267 13.7 351
5.4 102 8.2 186 11.0 270 13.8 354
5.5 105 8.3 189 11.1 273 13.9 357
5.6 108 8.4 192 | 11.2 276 14.0 360
5.7 111 85 195 11.3 279 14.1 363
58 114 86 198 11.4 282 14.2 366
5.9 117 8.7 201 11.5 285 14.3 369
6.0 120 8.8 204 11.6 288 14.4 372
6.1 123 8.9 207 11.7 291 14.5 375
6.2 126 8.0 210 11.8 294 14.6 378
6.3 129 9.1 213 11.9 297 14.7 381
6.4 132 9.2 216~ [ 12.0 300 14.8 384
6.5 135 9.3 219 12.1 303 14.9 387
6.6 138 9.4 222 12.2 306 15.0 390
8.7 141 9.5 225 12.3 309 15.1 393
6.8 144 9.6 228 12.4 312 1 15.2 396
6.9 147 9.7 231 12.5 315 15.3 399
7.0 150 9.8 234 12.6 318 15.4 402
7.1 163 9.9 237 12.7 321 156.56 405
7.2 156 10.0 240 12.8 324 15.6 408
7.3 159 10.1 243 12.9 327 15.7 411
7.4 162 10.2 246 13.0 330

7.5 165 10.3 249 13.1 333

7.6 168 10.4 252 13.2 336

7.7 171 10.5 255 13.3 339
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