Tap chi Y Duoc hoc - Trdng Bai hoc Y Dwoc Hué - Tap 6, s6 3 - thdng 7/2016

NGHIEN CU'U PAP UNG XO HOA GAN 6{ BENH NHAN
VIEM GAN B MAN HOAT DONG DIEU TRI BANG ENTECAVIR

Trén Védn Huy', Nguyén Phwd'c Bdo Quan?
(1) Trwerng Pai hoc Y Duge Hué; (2) Bénh vién Trung vong Hué

Tém tat

D3t van dé: O nudc ta cac nghién ctru vé dap ng xo hda gan sau didu tri khang virs B con rat it. Nghién
ctru ndy nham khao sat dap ¢ng xo héa gan, do bing kj thuat ghi hinh xung luc truyén am (ARFI), & bénh
nhan viém gan B man hoat dong diéu tri bing Entecavir va cac yéu to lién quan dén dap ng nay. Poi twong
va phuong phap: 92 bénh nhan viém gan B man hoat ddng, dén kham va diéu tri & Bénh vién trudng Dai hoc
Y Duoc Hué tir 10/2012-2/2014. Po d6 xo hda gan bang ki thuat ghi hinh xung lyc truyén am (ARFI: Acoustic
Radiation Forced Imaging). Thuéc: Entecavir cia Cong ty BMS (Baraclud®), ham lwong 0,5 mg, ngay uéng 1
vién, sau &n tdi 2 gi®, theo ddi trong 24 thang. K&t qua: Diéu trj Entecavir cd thé dem lai sy cai thién vé chi
s6 xo héa gan & 16,3% sau 13 thang va 28,3% sau 24 thang & cac bénh nhan viém gan B man hoat déng.Sy
cai thién muirc d6 xo hda gan thudng chi bdc 16 sau it nhat 13 12 thing diéu tri.Yu t& dy bdo dap rng xo hoda
gan trong nghién clru nay 13 tudi tré, hoat d6 AST giam nhanh va dép (rng HBV DNA sau 24 tuan. K&t luan:
Entecavir c6 thé gitip dem lai su ci thién vé xo hda gan & bénh nhan viém gan B man hoat déng, nhung can
thiét phai diéu tri 1au dai.

Tir khéa: Entecavir, viém gan B, xo héa gan, ARFI

Abstract

LIVER FIBROSIS RESPONSE TO ENTECAVIR TREATMENT
IN PATIENTS WITH CHRONIC ACTIVE HEPATITIS B

Tran Van Huy?, Nguyen Phuoc Bao Quan?
(1) Hue University of Medicine and Pharmacy, (2) Hue Central Hospital

Background: While biochemical and virological responses are clearly proved with anti HBV therapy, the
response in liver fibrosis was still uncertain. In Vietnam, data about the improve in liver fibrosis was still very
limited. This study was aimed at assessing the response in liver fibrosis, determined by ARFI, to entecavir
treatment in patients with chronic active hepatitis B. Patients and methods: 92 patients with chronic active
hepatitis B were enrolled. All received entecavir 0.5 mg a day and followed in 24 months. Liver fibrosis was
determined by technique of Acoustic Radiation Forced Imaging (ARFI) after 3, 6, 12 and 24 months. Results:
improves in liver fibrosis were found after 12 months (16.3%) and especially after 24 months (28.3%) of
entecavir treatment. Age less than 60, early responses in AST and HBV DNA were the good predictors of
subsequent liver fibrosis improve. Conclusion: Entecavir treatment may provide an improve in liver fibrosis,
especially in long-term therapy.

Key words: entecavir, HBV, liver fibrosis, ARFI.

1. DAT VAN DE khd méi & nwdc ta, budc dau cho thay cé nhiéu uwu

Viéc diBu tri cdc chat twong ty nucleoside dem diém trong danh gia xo héa gan khéng xam nhap,
lai hiéu qua rd rang v& mat hda sinh va virus, tuy gilp cho viéc chi dinh va theo ddi diéu tri. Nghién
nhién ddp ¢ng vé md bénh hoc ndi chung va xo cru ndy nhdm khao sat dap ng xo hdéa gan, do
hda gan ndi riéng van chua rd rang [4,5]. O nudc ta bang ky thuat ghi hinh xung lyc truyén am (ARFI), &
cac nghién ciru vé dap &ng xo hda gan sau diéu tri  bé&nh nhan viém gan B man hoat ddng diéu trj bang
khang virus B cling rat it. ARFI |a mot ki thudt con  Entecavir va céc yéu t6 lién quan dén dap &ng nay.
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2. pOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Déi twong

Cac bénh nhan dén kham va diéu tri & Bénh vién
Trudng Dai hoc Y Dugc Hué tir 10/2012-2/2014

Tiéu chuan chon bénh:

HBsAg duwong tinh 2 [an cidch nhau trén 6 thang

HBV DNA> 10* copies/ml

Hoat d& ALT> 2 an gidi han trén binh thudng (GHTBT)

Tiéu chuan loai trur:

-AntiHCV (+)AntiHIV (+).Khangthékhangnhan (+)

- Nghién ruou

- Gan nhiém m&

S6 bénh nhan trong nhém nghién ctru: n=92

2.2. Phuwong phap nghién ctru

Thiét k& nghién ctru: tién ctru

Cdc bién s nghién ctru:

- ALT, AST.

- HBV DNA dinh lvgng

- Tiéu cau

- Do dd xo hda gan bang ki thuat ghi hinh xung luc
truyén am (ARFI: Acoustic Radiation Forced Imaging)

+ Danh gia xo hda gan vai ky thuat ghi hinh ARFI
- Thuc hién trén may Siemens Acuson & phong kham
da khoa Medic, Hué.

- Do van t6c séng bién dang (SWV) tir 5-10 lan &
vi tri HPT VII. K&t qua thu duogrc 1a trung binh cong
cla cac Ian do, duwgc tinh theo don vi m/s.

3. KET QUA NGHIEN cU'U
3.1. Bic diém chung clia nhém nghién ciru

- Pap ng diu tri xo hda gan : khi gidm it nhat
mdt mire xo hda, chdng han tir F3 xudng F2 hodc F1.
Gid tri diém cat la :

-<1,23 m/s: binh thuong (FO)
-1,23-<1.34m/s: xo hda gan nhe (F1)
- 1,34-<1,55 m/s: xo hda gan dang ké  (F2)
- 1.55-,1,86m/s:x0 hdanang (F3
->1.86m/s: xo gan (F4)

Cac xét nghiém hoda sinh, huyét hoc thuc hién &
labo trung tdm, bénh vién Pai hoc Y Duoc Hué.

HBV DNA dinh luvgng: ky thuat Real-time PCR, kit
clia cdng ty Viét A, dinh lwong trén may PCR dinh
lwong cla hdng Stratagene MX 3000 (M), thuc hién
& khoa vi sinh, Bénh vién trudng PH Y Dugc Hué.
Ngudng phat hién la 300 copies/ml.

- Thu8c: Entecavir cta céng ty BMS (Baraclud®),
ham lugng 0,5 mg, ngay udng 1 vién, sau &n tdi 2
gio, theo doi trong 24 thang.

+ XU ly s6 lieu: bang phuong phép théng ké y hoc,
khac biét dwoc xem 1a cé y nghia théng ké khi p<0,05.

2.3. Pao dirc trong nghién ciru

ThuSc Entecavir ndm trong hudng dan cla
TCYTTG (WHO) 2015, ndm trong phac d6 diéu tri clia
BO Y Té; tdc dung phu rat it va nhe, khéng gay nguy
hai cho bénh nhan.

Tat cd bénh nhan dugc gidi thich rd rang y nghia
cla diéu tri, déng y tham gia nghién ctru.

Bang 3.1. M6t s6 dic diém chung ciia nhdm nghién ciru

Théng s6 N Ty 1& (%)
Tubi:
> 60 20 21,7
40-59 38 41,3
dudi 40 34 37
Gidi:
Nam 45 48,9
N 47 51,1
ALT
<2 GTTBT 13 14,1
2-5 GHTBT 65 70,7
>5 GHTBT 14 15,2
AST
<2 GHTBT 12 13,0
2-5 GHTBT 72 78,3
>5 GHTBT 8 8,7
HBV DNA
104-106 copies/ml 45 48,9
>106 copies/ml 47 51,1
Tiéu cau
>150 000/mm? 78 84,8
<150 000 /mm? 14 15,2
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Nhén xét: Phan |&n bénh nhan duéi 60 tudi, 85,9% c6 ALT trén 2 [an GHTBT va 51,1% co tai lwvgng HBV
DNA cao trén 10° copies/ml.
+ D&c diém chi s6 xo hda gan truwdc diéu tri
Bang 3.2. Phan bd chi s xo hda gan trudc khi didu tri

Mtrc d6 xo hoda gan n % X+SD
FO 32 34,8
F1 35 38,0
F2 11 12,0 1,48 + 0,35
F3 10 10,9
F4 6 6,5

Nhén xét: Da s6 bénh nhan thuéc nhém FO- F2 (84,8%), chi c6 6 bénh nhan nhém F4 (6,5%).
3.2. Pap tng diéu tri vé mit virus va héa sinh
Bang 3.3. Dap &rng hda sinh va virus sau didu tri

Sau 3 thang Sau 6 thang Sau 12 thang Sau 24 thang
Théng s6
n % n % N % n %
ALT vé binh 45 48,9 56 60,9 78 848 86 93,5
thuong
AST vé binh 36 39,1 65 70,7 72 78,3 82 89,1
thuwong
HBVDNAduoi |, 13,0 63 73.9 84 91,3 90 97,8
ngudng

Nhdn xét: Hau hét bénh nhan (93,5%) cd ALT trd vé mirc binh thudng sau 24 thang diéu tri, 97,8% c6 dap
ng virus sau 2 nam didu tri.
3.3. Dap ng chi s6 xo’ héa gan (ARFI)
Bang 3.4. Dap rng xo hoa gan sau diéu trj

Sau 3 thang Sau 6 thang Sau 12 thang Sau 24 thang
Théng s6
n % n % n % n %
Gidm >1 c4p xo hda 0 0 2 2,2 15 16,3 26 28,3
Nang >1 cdp xo hda 0 0 1 1,1 3 3,3 4 4,3
X+ SD (m/s) 1,46 +0,34 1,42 £ 0,56 1,20+0,33 1,12+0,24
P (so vd&i trudc didu
trila >0,05 >0,05 >0,05 <0,05
X +SD:1,48 £ 0,35)

Nhdn xét: Trung binh van t&c séng bién dang cé sy thay d6i sau 12 thang nhwng chi cé y nghta théng ké
sau 24 thang. Ty 1& bénh nhan cé sy giam it nhat mdt cap d6 xo hda gan 1a 16,3% sau 12 thang va 28,3% sau
24 thang.
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3.4. Cac yéu td du bao dap &rng xo hdéa gan sau 24 thang
Bang 3.5. M6t s8 yéu t6 lién quan dén dap rng xo hda gan

Yéu to Thodi trién xo hda Khéng thodi trién p
Tudi:
> 60 4 16 <0,05
Dudi 60 22 50
HBV DNA trudc diéu tri:
>10° copies/ml 12 25 >0,05
<10° copies/ml 14 41
AST trudc diéu tri:
>5 GHT BT 4 4 >0,05
<5 GHTBT 22 62
HBV DNA sau 6 thdng:
- Trén ngudng 2 22 <0,05
- Dudi ngudng 24 54
AST sau 6 thang:
- V& binh thuong 20 45 <0,05
- Con cao 6 21

Nhdn xét: Cac yéu 8 cé lién quan cd y nghia dén
thodi trién xo hda sau diéu trj 1a tudi <60, HBV DNA
vé dudi ngudng sau 6 thang va hoat do AST vé binh
thuwong sau 6 thang.

4. BAN LUAN

X0 hda gan la mot tién trinh giai phau bénh trong
tién trién cta viém gan man do b4t c nguyén nhan
gi. Pay 1a mot théng s6 rat cd y nghia 1am sang, giup
dénh gid m&rc do va giai doan bénh, dac biét la gitup
chi dinh, theo ddi dap (ng diéu tri, du phong tién
trién dén xo gan [1]. Sinh thiét gan, tuy van duoc
xem |3 tiéu chudn vang, nhung béc 16 nhiéu nhugc
diém, nhat 13 cé bién chirng nén khéng duwoc ap
dung rong rdi trong danh gid xo hda gan. Trong cac
phuong phdp danh gid xo hda gan khdong xam [dm
hién nay, do dan hdi gan dugc xem |a mot ki thuat
¢6 d6 chinh xac kha cao, kha thi, dé thuc hién, trong
dd ghi hinh xung Iwc truyén dm (ARFI), tuy chua
duogc FDA c6ng nhan nhu phuwong phdp do dan hoi
gan thoang qua (TE hay fibroscan), nhung da duoc
chirng minh cé nhiéu wu diém hon Fibroscan nhu cé
thé Iam & nguoi béo phi, khodng lién swon hep, cé
bang, nhat |a lai tich hop dwgc hinh anh siéu am 2 D.

Viéc theo ddi diéu trj viém gan man c6 dién bang
ALT va HBV DNA c6 nhiéu nhugc diém, nhat 13 sau
khi diéu tri mot thoi gian dai, khi ca 2 chi diém déu
da vé mirc cho phép. 2 thdng s6 nay cling khdng
giup tién lvgng va dy bdo chinh xac nguy co xo gan.

Trong nghién ctru cha chuing t6i, sau thoi gian
diéu trj 3 va 6 thang, khi cac théng s6 vé hda sinh va
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virus d3 co ty 18 dap ing dang k& , tham chi rat t6t,
thi chi s6 xo héa gan chua cai thién rd sau 6 thing
diéu tri. Phai dén khi theo ddi diéu tri 12 thang thi
bat ddu cd cai thién, vdi trung binh clia van téc song
bién dangla 1,20 £ 0,33 m/s, va sau 24 thing, cé sy
cai thién r& chi s6 xo hda gan, v&ix+SDla:1,12 +
0,24 m/s, (p<0,05).

Theo mot nghién clru cda Chang trén 69 bénh
nhan viém gan B diéu tri entecavir t8i thiéu 3 ndm,
57 bénh nhan c6 dap &rng vé md bénh hoc [2,3]. M6t
nghién ctru khdc cta Schiff va cs trén 10 bénh nhéan
xo hda gan n3ng va ca xo gan, diéu tri Entecavir kéo
dai, cling cho thay tat ca déu c6 dap &rng vé mit mo
bénh hoc [12]. Bén canh Entecavir, cic dong chat
khac nhu Lamivudine, Tenofovir cling dwgc chirng
minh dan dén su cai thién ré vé mo bénh hoc trén
sinh thiét gan [4,9,10]. Nhu vay, két qua cla cac
nghién ctru déu théng nhat & diém diéu tri khang
HBV bang cac chat tuwong tu nucleoside cd thé dan
dén su cai thién chi s6 xo héa gan & cidc bénh nhan
viém gan B man, tuy nhién doi hoi phai theo dai diéu
tri trong mot thoi gian dai.

V& mat co ché bénh sinh, theo nhiéu nghién ctru
co ban, sy thodi trién xo hda gan duwoc xem 13 ¢
lien quan dén qué trinh tai hap thu va phan hdy cac
matrix gian bao [14]. Nhiéu nghién clru thuc nghiém
cho thay céc t& bao hinh sao da hoat hda cé thé chét
theo chuong trinh trong qua trinh thodi trién cla xo
héa gan [13]. Mat khac, trén md hinh nudi cdy thuc
nghiém, cac t& bao hinh sao hoat hda cé thé chuyén
sang trang thai nguwng hoat déng khi hé théng thu
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thé PPAR y dugc biéu 16 qua mirc hodc khi diéu tri
v&i cac chat gdn thu thé PPAR y [13]. Cac nghién ctru
doc 1ap gan day con cho thiy cé dén 40-50% cac
t€ bao hinh sao hoat hda cé thé dwgc chuyén sang
trang trai khong hoat dong [13].

Dap (rng cai thién xo hoa gan thudng xuat hién
sau mot thoi gian diéu tri kha dai va chi dat dwoc &
mot s6 bénh nhan nhat dinh [4,7]. Cau hoi datra 13
c6 thé dyra vao céc yéu t6 nao dé dy bdo dap ing xo
hda gan hay khéng, dé bénh nhan yén tam diéu tri.
Trong nghién ctru nay, ching t6i nhan thay dép tng
x0 hda gan sau 24 thang c6 lién quan kha chdt ché
V@i tudi bénh nhan, dap (rng AST sau 24 tuan va dap
(rng HBV DNA sau 24 tuan. Céc yéu t8 khac nhu dap
(ng ALT, ti€u cau chua thdy cd lién quan chit ché.

Trong mot nghién cru khac clia Papachrysos va
cdng sy ndm 2015 cho thdy céc yéu t6 dy bao dap
rng vé xo hda gan |a hoat dd AST thap, tuy nhién
chuwa cé y nghia théng ké [11]. Wong va cdng sy
nhan thay céc yéu td dy bdo tién trién xo hda la tai
lwgng HBV DNa con cao ngay ca khi diéu trj, chuyén

d&i huyét thanh HBeAg cham va genotype C [14].
Nhu vay, viéc theo di bang ARFI néi riéng va cac
tham do xo hda gan khac néi chung 13 can thiét dé dem
lai su theo ddi dap (ng diu tri va gitp tién luvgng chinh
xac cho dién dién dén xo gan va ca ung thu té bao gan.

5. KET LUAN VA KIEN NGHI

- Didu tri Entecavir c6 thé dem lai sy cai thién vé
chi s& xo héa gan, danh gia bang k{ thuat ARFI, & cac
bénh nhan viém gan B man hoat dong.

- Su cai thién mirc do xo hda gan thudng chi béc
16 sau it nhat 13 12 thang diéu tri.

- YEu t6 du bdo dap irng xo hda gan trong nghién
clru nay 1a tudi tré, hoat dd AST gidm nhanh va dép
(rng HBV DNA sau 24 tuan.

6. KIEN NGHI

C6 thé str dung chi s6 xo héa gan do bang ARFI
nhu 13 mét théng s6 quan trong dé theo d&i dap tng
diéu tri khang virus viém gan B, bén canh cac chi
diém hoa sinh va virus c6 dién.
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