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Yéu t6 nguy co du doan xo héa gan tién trién trén bénh
nhan dai thao duwong type 2 bi bénh gan nhiém mé khong
do rugu

Predictors of advanced fibrosis in type 2 diabetic patients with
nonalcoholic fatty liver disease

Tran Thi Khanh Twong Truwong Dai hoc Y Khoa Pham Ngoc Thach

Tém tat

Muc tiéu: Xac dinh yéu té nguy co du doan xo hda gan tién trién trén bénh nhan bi bénh nhan dai
thao dudng type 2 bi bénh gan nhiém mé& khong do rugu. H6i tuong va phuong phap: Nghién clu cat
ngang, thuc hién tai Phong kham Da khoa Pai Phudc Thanh phé H6 Chi Minh va Phong kham Da khoa,
Trudng Pai hoc Y Khoa Pham Ngoc Thach tir thang 7/2018 dén thang 9/2019. Bénh nhan dai thao dudng
type 2 théa man tiéu chudn nghién ctru dugc thuc hién do FibroScan. Xac dinh NAFLD khi CAP >
233dB/m (nhiém m& > 5%). X( ly s6 liéu bang phan mém STATA 12. Két qua: 381 bénh nhan dai thao
dudng type 2 thdéa man diéu kién cia nghién ctu. Ty 1& NAFLD & bénh nhan dai thao dudng type 2 la
71,9%. Ty 1& cadc muic d6 xo hda gan dang ké, xa hda tién trién va xo gan lan lugt |a 24,2%, 12,1% va 5,0%.
Trong phan tich da bién, AST (OR = 1,12, KTC 95%: 1,11 - 1,17, p=0,001) va s6 lugng tiéu ciu (OR = 1,08,
KTC 95%: 1,02 - 1,19) la cac yéu t6 nguy co doc lap du doan xo hda gan tién trién trén bénh nhan dai
thao dudng type 2. Két ludn: Tan suat bi NAFLD & bénh nhan dai thao dudng type 2 rat cao. AST va sé
lugng tiéu cau la yéu té nguy co doc 1ap du doan xc hda gan tién trién trén bénh nhan dai thao dudng
type 2.

Ttr khod: Bénh gan nhiém m& khéng do rugu, FibroScan, dai thao dudng type 2, gan nhiém ma, xo
hoa gan.

Summary

Objective: To identify predictors of advanced fibrosis in patients with nonalcoholic fatty liver disease
(NAFLD). Subject and method: This is a cross-sectional study of adult attending Dai Phuoc Ho Chi Minh
Polyclinic and the Polyclinic of Pham Ngoc Thach University of Medicine. Liver steatosis and fibrosis was
assesed by FibroScan. Nonalcoholic fatty liver disease was diagnosed if CAP > 233dB/m (steatosis > 5%).
Data were analyzed using STATA 12 sofware program. Result: A total of 381 type 2 diabetic patients were
qualified for study's criteria. The prevalence of NAFLD in type 2 diabetes mellitus patients based on
FibroScan was 72.9%. The prevalence of significant fibrosis (> F,), advanced fibrosis (= Fs) and cirrhosis
(F4) were 24.2%, 12.1% and 5.0%, respectively. On multivariate analysis, AST (OR = 1.17, 95% CI: 1.11 -
1.17) and platelet levels (OR = 1.08, 95% Cl: 1.02 - 1.19) were independent risk factors of advanced
fibrosis in type 2 diabetic patients. Conclusion: Type 2 diabetes mellitus patients had a high prevalence
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of NAFLD. AST and platelet levels were predicting factors for advanced fibrosis in type 2 diabetic

patients.

Keywords: Non-alcoholic fatty liver disease (NAFLD), FibroScan, type 2 diabetes, liver steatosis, liver

fibrosis.

1. D4t van dé

Bénh gan nhiém md& khéng do rugu (NAFLD)
dang gia tang dang bao dong trén toan thé giéi &
nguai 16n, tré em va thanh thiéu nién, la nguyén
nhan chinh gady bénh gan man tinh trén thé gidi,
anh huéng khoang 1/5 dén 1/4 dan sé toan cau [10].
NAFLD gdy ung thu té bao gan (HCC) diing hang thu
3 tai My. Ty 1& mai mac HCC hién tai ¢ bénh nhan
NAFLD dugc xac dinh la 0,44 trén 1000 ngudi [10].
Tan suat NAFLD & cac nudc chau Au khoang 35% va
& chau A khoang 25%. Nhiéu nghién ctu ghi nhan
tan suat NAFLD gia tang ¢ nhom déi tugng c6 cac
yéu t6 nhu héi ching chuyén hoa, béo phi, khang
insulin, dai thao dudng type 2 va réi loan lipid [10].

Dai thdo dudng (DTD) type 2 la yéu t6 nguy co
hang dau ctia NAFLD. Bénh nhan DTD type 2 mac
NAFLD c6 ty lé cao c6 thé 1én dén 70% va cling tang
nguy cd tl vong va tién trién dén xo gan cao hon so
vGi nhitng bénh nhan NAFLD khéng cé BTD [3]. Xo
hoa gan la yéu t6 tién lugng ciing nhu 1a yéu t6 du
doan nguy ca tién trién xa gan va HCC ctia NAFLD.
Xac dinh cac yéu té nguy co dy doan xa hda gan
tién trién rat quan trong do xo hoa gan tién trién
lam tang nguy co bién chiing nhu xa gan hay ung
thu biéu mo6 té bao gan. D€ danh gia muc dé xo hoa
gan, sinh thiét gan la tiéu chuan vang. Tuy nhién, sinh
thiét gan la thu thuat xam 1an va c6 thé co bién chiing
nguy hiém. Ky thuat do dé dan héi gan thoang qua vai
may FibroScan c6 dau do CAP la mét phuang phap
khéng xam 1an c6 thé cung lic danh gia mac dé gan
nhiém mé& va xa hoa gan. Phuong phap nay duoc
khuyén cdo st dung béi Hiép hoi Nghién ciu Bénh
gan Hoa Ky (AASLD) va Hiép héi Nghién ctru Bénh gan
chau Au (EASL) dé danh gia xa hoa gan trén bénh
nhan NAFLD [2], [4]. Pay la ky thuat khéng xam nhap,
dé thuc hién, c6 dé chinh xac cao trong danh gia xo
hoéa gan va gan nhiém mé.
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Hién nay, & Viét Nam van chua c6 nghién ctu
nham xac dinh yéu té nguy co déc lap dy doan xo
hoa gan tién trién trén bénh nhan DTD type 2, do d6
chuiing t6i thuc hién nghién cttu do nhiém ma gan va
xd hoda gan bang FibroScan trén bénh nhan BTD
type 2 nham muc tiéu: Xdc dinh ty Ié bénh gan
nhiém maé khéng do ruou bang FibroScan trén bénh
nhén dai thdo duong type 2. Xac dinh cdc yéu té
nguy co cla xo hda tién trién trén bénh nhan dai
thdo duong type 2 c6 bénh gan nhiém mé khéng
do ruou.

2. Déi tugng va phuong phap
2.1. Béi tugng
Tiéu chuén chon mdu

Bénh nhan tur 18 tudi tré |én da dugc chan doan
DTD type 2 hodc chua dugc chan doan nhung cé
glucose huyét tuong luc doéi > 7mg/dL hoac HbA1c
> 6,5% theo tiéu chuan chan doan DTD cla Hiép hoi
Ddi thao dudng Hoa Ky nam 2018 (ADA), dén kham
tai Phong kham Pa khoa Pai Phuéc va Phong kham
Pa khoa, Truong dai hoc Y Khoa Pham Ngoc Thach
turthang 07/2018 dén thang 09/2019.

Tiéu chuén loai tror

Bénh nhan uéng rugu dang ké: Nam uéng > 2
don vi c6n chudn/ngay (tuong duong 140g
ethanol/tuan), nit = 1 don vi con chudn/ngay (tuong
duong 70g ethanol/tuan). Bénh nhan cé nguyén
nhan nhiém ma& gan thd phat: Phu ni ¢6 thai, suy
dinh duéng nang (BMI < 18,5kg/m?), s&r dung thudc
aminodarone, tamoxifen, methotrexate,
corticosteroid, estrogen. Bénh nhan cé HBsAg hoac
anti-HCV duong tinh. Bénh nhan that bai véi do
FibroScan hodc cé két qua do FibroScan khong dang
tin cay (c6 truéng, & mat, dot bung phat cap viém
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gan véi men gan trén 5 1an, IQR/med > 30% hodc ty
Ié thanh cong < 60%).

2.2. Phuong phédp

Thiét ké nghién cuu

Nghién clu cat ngang tién ctu.

Cé mau

Theo nghién ctu trudc d6 cla tac gia Kwok va
cdng su (CS) st dung FibroScan tam soat NAFLD
trén bénh nhan BTD type 2, ty 1é bénh nhan cé
nhiém ma& gan trén FibroScan la 72,8% [6].
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Véi d6 tin cay la 95% nén 2= 1,96°. Chon

p=0,73. B0 chinh xac la 5%, nén d= 0,05. Nhu vay, ta
c6 n = 303. Nghién ctru can it nhat 303 bénh nhan
DTD type 2.

Quy trinh nghién cdu

Hoi bénh st kham lam sang va ldy mau xét nghiém.

Bénh nhan théa man tiéu chudn dugc dua vao
nghién ctu va ki vao ban cam két déng y tham gia
nghién clu.

Thuc hién do FibroScan

Bénh nhan can dugc nhin déi it nhat 3 gid trudc
khi do. Do d6 dan héi gan dugc thuc hién tai Phong
kham Da khoa Dai Phudc, béi duy nhat mét bac si co
kinh nghiém (da thuc hién trén 1000 ca) bang may
FibroScan 530 compact (Echosens, Phap) véi dau do
chuan M. Két qua do dan héi gan la két qua trung
binh clia 10 lan do thanh céng. Két qua do dang tin
cay khi IQR/med < 30% va ty l& thanh céng > 60%.
Két qua do sé kém chi sé CAP. Gia tri ciia CAP la gia
tri trung binh cda 10 1an do. CAP dang tin cay khi c6
it nhat 10 lan do thanh céng.

Diém cat xac dinh cac giai doan xg hoa gan
dugc lay theo nghién ctu trudc dé clia tac gia Wong
va CS [6]: = 7kPa, = 8,7kPa, = 11,5 kPa lan luot cho
cac muc dé xo hoa gan dang ké ( = F,), xa hda gan
tién trién (> Fs) va xo gan (F,) [6]. Chi sé CAP cho cac
muc d& nhiém mé& gan [7] v6i muc nhe, trung binh,

nang trén FibroScan lan luot la 234 - 269dB/m (S,),
270 - 300dB/m (S;) va = 301dB/m (S)

Béo phi dugc dinh nghia khi BMI > 25kg/m?.
Bénh nhan c¢6 tang huyét ap (HA) khi tién sl trudc
do co6 tang huyét ap dang diéu tri bang thuéc hoac
c6 chi s6 HA tdm thu = 140mmHg hodc chi s6 HA
tdm truong = 90mmHg. Roi loan lipid mau (RLLM)
dugc dinh nghia khi bénh nhan da dugc chan doén
trudc dé va dang dung thudc ha lipid mau hodc
théa man 1 trong 4 tiéu chuan sau: Cholesterol >
200mg/dL (> 5,2mmol/L); triglyceride > 150mg/dL
(> 1,7mmol/L); HDL-C < 40mg/dL (< 1,Tmmol/L)
hoac LDL-C > 130mg/dL (> 2,6mmol/L). Bénh nhan
¢6 hoi ching chuyén héa (HCCH) dugc chan doan
theo tiéu chuan ca Hiép hoi Dai thdo dudng Qudc
té (IDF): C6 béo phi trung tdm kem it nhat 2 trong 4
tiéu chudn sau: Triglyceride mau > 150mg/dL (>
1,7mmol/L), HDL-C < 40mg/dL (< 1,Tmmol/L) & nam
hoac < 50mg/dL (< 1,3mmol/L) & n{r, HA tam thu >
130mmgHg hodc HA tam truong = 85mmHg hoac
dang diéu tri tang HA truéc do, glucose huyét tuong
luc déi = 100mg/dL (= 56mmol/L) hoac da dugc
chan doan DTD trudc dé.

2.3. Phuong phap xu ly sé liéu

XU ly s6 lieu bang phan mém STATA 12 va
Microsoft Excel 2010. Bién s6 dinh lugng dugc trinh
bay dudi dang s6 trung binh va dé léch chuan doi
vGi phéan phéi chuan va trinh bay dudi dang trung vi
va khoadng ti phan vi d6i véi phan phéi khéng
chuan. Bién s6 dinh tinh dugc trinh bay dusi dang
con s6 va phan tram (%). So sanh gitia 2 bién sé dinh
tinh bang phép kiém chi binh phuong. H6i quy
logistic dé xac dinh yéu t6 nguy co clia xo hoa gan
tién trién. Khac biét c6 y nghia théng ké khi p<0,05.

3. Két qua
Dic diém dan sé nghién cuu

Trong thgi gian tu thang 7/2018 dén thang
9/2019, ching téi chon dugc 391 bénh nhan DTD
type 2 d0 tiéu chuan dua vao nghién ctu. Cé 7 bénh
nhan c6 két qua do FibroScan khéng dang tin cay va
3 bénh nhan that bai véi do FibroScan do thanh
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nguc day dugc loai ra khoi nghién ctu, vi vay ching
t6i con lai 381 bénh nhan thod man céc tiéu chuan
nghién ctu. Bénh nhan trong nghién ctu cé dé tudi
trung binh la 57,6 £ 12,3 nam; vdi 48,1% la nam giéi.
BMI trung binh cta dan s6 nghién ctu la 25,1 +
3,2kg/m?, trong khi d6 vong eo trung binh la 86,3 +
10,2cm. Ty |é béo phi, béo phi trung tam va hoi
ching chuyén hoa lan lugt 1a 46,2%, 61,9% va 58,4%.

Ty Ié bénh nhan ddi thdo duong type 2 co bénh
gan nhiém mé khéng do rugu

Trong 381 bénh nhan c6 két qua do FibroScan
dang tin cay, ty lé bénh nhan dugc chan doan NAFLD
véi gia tri CAP > 233dB/m la 72,9% (KTC 95%: 67,8% -
79,3%). Bénh nhan c6 muc d6 nhiém ma nang (Ss)
chiém ty Ié cao nhat la 31,9%.

Ty 1é cac giai doan xo hda gan trén bénh nhan
dai thdo duong type 2

Bang 1 cho thay ty 1& bénh nhan c6 giai doan xo
hoéa nhe (F,, F;) chiém da s6 (75,8%). Xa hoa dang ké
(= F,) 12 24,2%, xa hoa tién trién (= F) 1a 12,1% va xo
gan (F,) 1a 5,0%.

Bang 1. Cac muc d6 xo hoa gan

Mtc d6 xo héa gan n Tylé%
Fo, F1 289 75,8
Xo hoa dang ké 92 24,2
X hod tién trién 46 12,1
Xo gan 19 50

Bang 2. So sdnh mét s8 dic diém lam sang, can 1am sang gilta bénh nhan
c6 xo héa gan tién trién va khdng cé xo héa gan tién trién

Dic didm Xo héa tién trién Khéng xo héa tién trién o
j (n=46) (n =335)
Tudi (ndm) 57,5x123 56,9+ 11,8 0,425
Nam (%) 39,8 46,7 0,536
Tang huyét ap (%) 78,5 63,7 0,367
BMI (kg/m?) 27,3+44 256 +6,9 0,039
Réi loan lipid méu (%) 93,7 86,8 0,392
Béo phi (%) 71,7 50,4 0,105
Béo phi trung tam (%) 89,2 62,9 0,027
HCCH (%) 89,9 56,9 0,012
Glucose (mg/dL) 147,5 (133 -177) 131 (115-162) 0,108
Cholesterol (mg/dL) 184,1 £53,2 173,9£50,3 0,429
Triglyceride (mg/dL) 182,1(147,1 - 264,3) 172,9 (108,7-257,1) 0,579
HDL-C (mg/dL) 499+ 15,4 51,9+13,9 0,289
LDL-C (mg/dL) 115,7 £ 47,2 120,2 £ 38,7 0,579
ALT (U/L) 62,6 (41,9-82,7) 29,9 (18,8-42,7) <0,001
AST (U/L) 48,3 (32,9 - 69,8) 21,9 (18,8 - 29,5) <0,001
GGT (U/L) 89,4 (61,4-193,9) 43,2 (31,9-64,7) <0,001
Tiéu cau (K/pL) 185+ 49 237 £58 <0,001
CAP (dB/m) 312,1+£34,8 2649 £ 53,5 <0,001

Bénh nhan c6 xa hoéa gan tién trién c6 BMI va
vong eo Ién hon, ty |é béo phi trung tam cao hon;
ALT, AST, GGT cao hon va gia tri tiéu cau thap hon
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xd héa gan tién trién trén FibroScan dugc trinh bay
trong Bang 2.

Yéu té nguy co cda xo héa gan tién trién trén
bénh nhan dai thao dudng type 2 co NAFLD

Bang phan tich don bién, yéu t6 nguy co lién
quan dén xo hoa gan tién trién bao gébm thdi gian
mac DTD, ALT, AST, GGT va s6é lugng tiéu cau. Tuy
nhién, trong phan tich da bién, AST (OR: 1,12, KTC
95%: 1,11 - 1,17, p=0,001) va s6 lugng ti€u cau (OR:
1,08, KTC 95%: 1,02 - 1,19) la yéu t6 nguy co doc lap
v3i xo hoa gan tién trién & bénh nhan BTD type 2 c6
NAFLD.

4. Ban ludn

Ty 1é bénh nhan DTD type 2 cé6 NAFLD trong
nghién ctu cla chung t6i la 72,9% phu hgp véi y
van. Theo y van, ty |é nay dao ddng tu 49 - 69,4% [9].
Nh{ing bdo cao vé ty |é NAFLD trén bénh nhan BTD
trudc day phu thuéc rat nhiéu phuong phap chan
doan nhiém m& gan. Sinh thiét gan la tiéu chuan
vang dé danh gia nhiém ma& va do xo hda, tuy nhién,
day la phuong phap xam lan, c6 nhiéu ri ro va bién
ching khi thuc hién. Siéu am bung chi phi thap va
kha phé bién, tuy nhién, siéu am chi phat hién gan
nhiém mé& khi lugng mé trong gan nhiéu hon 33%
[3]. Trong khi d6, FibroScan véi dau do CAP hién nay
la mét cdng cu rat hda hen gitp danh gia muc do
nhiém m& gan, day la phuong phap khéng xam lan
véi dO nhay va do dac hiéu cao, thdi gian thuc hién
nhanh, thuan tién.

Khi so sanh véi cac tac gia st dung FibroScan
CAP dé chan doan NAFLD nhu nghién ctu ca Kwok
(HongKong) [6] va Lee - Lee Lai (Malaysia) [7] cho
thay ty 1é NAFLD trén bénh nhan DTD phat hién trén
FibroScan lan lugt la 72,8% va 72,4% véi ngudng cat
cla CAP la 222dB/m va 263dB/m. Nhin chung, ty 1é
NAFLD trong nghién ctu clia ching téi tuang dong
vdi 2 tac gia trén, mac du ngudng cat ctia CAP khac
nhau. Chidng t6i s dung ngudng cat cta CAP la
233dB/m, day cing la ngudng cat dang s dung tai
co sG kham chira bénh clia chidng t6i.

Ty 1& bénh nhan cé xo héa gan tién trién va
X6 gan trong nghién ctu clia ching t6i lan luot la
12,1% va 5,0%. Chang téi chon diém cat 7kPa,

8,7kPa va 10,3kPa lan luot cho cac muc d6 xo hda
dang ké trg [én, xo hda gan tién trién va xo gan, theo
nghién ctu Ung dung tai ca s& kham chita bénh cta
ching t6i. Bén canh do, ching t6i con tim thay ty lé
cao HCCH, tang HA, tinh trang béo phi va RLLM
nhiéu hon & trén bénh nhan DTD type 2 ¢ NAFLD.
Do d6, can thiét danh gia tat ca réi loan cia HCCH
trén bénh nhan NAFLD va ngugc lai, tam soat
NAFLD & bénh nhan c6é kém béo phi, HCCH, réi loan
lipid mau hoac tang huyét ap.

Ty 1& bénh nhan c6 xc hoa gan tién trién va xo
gan trong nghién ctu clia ching téi lan lugt 1a 5,9%
va 3,6%. Chung t6i chon diém cat 7kPa, 8,7kPa va
10,3kPa lan lugt cho cac muc dd xa hoéa dang ké tré
lén, xa héa gan tién trién va xa gan. Da phan cac
nghién ctu khac déu chon diém cat dua trén nghién
clu nay.

Trong nghién ctu cda chung t6i, tdng AST la
yéu t6 nguy co doc lap du doan xo hda gan tién
trién trén bénh nhan BTD type 2 c6 NAFLD. Két qua
cla chung t6i phu hgp véi y van. Trong té bao gan,
ALT chii yéu nam trong bao tuong, trong khi chi c6
20% AST c6 & trong bao tuong, 80% con lai nam
trong ty thé [5]. G bénh nhan xo héa gan tién trién,
nhimng tén thuong gan kéo dai lam anh huéng dén
ty thé va gay tang phéng thich AST vao trong mau.
Bén canh do, tién trinh xo hda gan ciing lam giam
dao thai AST & xoang gan (ngi dao thai chinh AST)
g6p phan dua dén tang ngudng AST trong mau. ALT
binh thuong khéng loai trir dugc xo hda gan tién
trién [5], [8]. Trong nghién ctu cla ching t6i ¢ 11
trudng hgp tang AST ma ALT khéng tang, trong do
c6 5 bénh nhan chan doan xa gan (F,). Do d6, can
chd y tdm soat xo hoa gan tién trién & bénh nhan c6
tang AST trén bénh nhan DTD type 2.

S8 lugng tiéu cau dugc xem la yéu t6 du doan
x0 hoa gan trén bénh nhan viém gan man tinh, s
lugng tiéu cau cang gidm du doan muc do xo hoa
gan cang tang. Khi xa héa gan ndang lam tang ap luc
tinh mach clra dan dén tang bat gilr va pha hay tiéu
cau trong lach gdy gidm tiéu ciu. Gidm san xuat
thrombopoietin do suy gidm chic nang gan ciling la
nguyén nhan gy gidm ti€u cau [1]. Nghién ctu cta
chuing t6i ciing chiing minh dugc sé lugng tiéu cau
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la yéu t6 nguy ca doc lap du doan xa hoa gan tién
trién trén bénh nhan DTD type 2 c6 NAFLD.

5. Két ludn

Tan suat bi NAFLD & bénh nhan DTD type 2 rat

cao, vi vay can tam soat NAFLD trén bénh nhan bi
DTD type 2. AST va s6 lugng tiéu cau la yéu té nguy
co doc lap du doéan xo hda gan tién trién trén bénh
nhan DTD type 2.
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