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Tém tit

Dit van dé: Mot sb nghién ctru cho thiy didu tri bang thudc khang virus & bénh nhan xo gan khong
chi co cai thién vé mat [am sang, sinh hoa va virus hoc ma con cai thién vé mo bénh hoc. O Viét Nam
con it nghién ctru vé tac dung cta tenofovir va chura c6 cong bd nao vé hiéu qua cia tenofovir trén bénh
nhan xo gan, vi viy ching t6i tién hanh thuc hién dé tai véi 2 muc tiéu chinh: 1. Danh gia két qua diéu
tri b?mg tenofovir vé phuong dién 1am sang, sinh hoa, virus, chi s6 Child Pugh sau 3, 6, 9 thang; 2. Khao
sat mot s6 tac dung phu ctia thuc. Phwong phap nghién ciru: 40 bénh nhan xo gan HBsAg (+), diéu tri
bang Tenofovir disoproxil fumarate. Theo ddi vé 14m sang, hoa sinh, virus va chi sé Child-Pugh sau 3,6
va 9 thang. Két qua: Céc triéu ching chan an, phu va bang cai thién rd. HBV DNA giam du6i ngudng
13 77,5%; 97,5% va 100% sau 3,6 va 9 thang. Chi s6 Child Pugh giam c6 y nghia théng ké tir 7,47+0,28
xudng con 5,94+0,22 sau 9 thang. Tac dung phu it, chi yéu budn nén, nén. Khong c6 bénh nhan nao
tang Creatinine mau. Két luan: Tenofovir t6 ra kha hidu qua va an toan & cac bénh nhan xo gan do virus
viém gan B.
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Abstract:
EFFICACY OF TENOFOVIR IN PATIENTS OF HBV-RELATED CIRRHOSIS

Tran Van Huy, Nguyen Thi Huyen Thuong
Hue University of Medicine and Pharmacy - Hue University

Background: Data about efficacy of Tenofovir in patients of HBV —related cirrhosis in Vietnam was
still limited. This study is aimed at:- evaluating the clinical, biochemical, virological and Child-Pugh
score responses 3,6,9 months after Tenofovir therapy ;- assessing possible side effects of tenofovir.
Patients and methods: 40 patients with HBV-related cirrhosis were enrolled. All has received Tenofovir
disoproxil fumarate 300mg/day. Follow-up after 3,6 and 9 months. Results: Anorexia, oedema and
ascites were significantly improved after treatment. HBV DNA became undetectable in 92.5%, 94.55 and
100% after 3,6 and 9 months, respectively. Child- Pugh score was improved after treatment (5.94+0.22
after treatment vs 7.47+0.28 before treatment). Side effects were minors (nausea, vomiting). No case
of increase in serum creatinine was found. Conclusion: Tenofovir showed effective and safe in patients
of HBV-related cirrhosis.
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thay di€u tri bang thuoc khang virus viém gan B

1.PAT VAN PE (khang HBV) & bénh nhan xo gan khong chi c6
Quan niém xo gan la khong thé hoi phuc hién cai thién vé& mit 1am sang, sinh hoa va virus hoc
nay khong con chinh xac. Mot s6 nghién ciru cho  ma con cai thién vé md bénh hoc [8][12]. O Viét
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Nam con it nghién ctru vé tic dung cua tenofovir
va chua c6 cong bd nao vé hiéu qua cua tenofovir
trén bénh nhan xo gan, vi vay ching t6i tién hanh
thuc hién dé tai véi 2 muc tiéu chinh:

1. Panh gid két qua diéu tri bang tenofovir

dén 6/2015, du tiéu chuan:

- Tubi >18

- Chéan doan xo gan dya vao hoi chimg ting
ap cra va suy té bao gan trén 1am sang va cin
lam sang.

vé phwong dién lam sang, sinh hoa, virus, chi 50
Child Pugh sau 3, 6, 9 thang;
2. Khao sat mot 6 tde dung phu cua thuée.

- HBsAg duong tinh (xét nghiém Elisa).
- HBV DNA>10* copies/mL.
- Chua dung thubc khang virus trudce do 6 thang.
+ s6 bénh nhén: 40 ngudi

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1 Pdi twong nghién ciru

2.2 Phuwong phap nghién ciru

Nghién ctru theo phuong phap nghién ctu
tién ctru
béi tuong nghién ctu gém cac bénh nhan xo banh gia dya trén 1am sang, sinh hoa, virus, chi
gan kham, diéu trj nodi tra va ngoai tra tai bénh
vién truong Pai Hoc Y Dugce Hué tir thang 6/2013

s6 Child Pugh sau 3,6,9 thang va mot s tac dung
phu ca thude néu c6

3.KET QUA
3.1. Pap Ging 1m sang sau diéu tri
Bang 1. Pap tmg 14m sang sau diéu tri

Diic diém lim sing Trude diéu tri Sau diéu tri b
N % n %

Chan an 31 77,5 7,7 p<0,01
Tiéu chay 7 17,5 0 0,0 p>0,05
Vang da, mit 28 70,0 17 43,6 p>0,05
Phu 17 42,5 3 7,5 p<0,01
Gan 16n 3 7,5 3 7,5 p>0,05
Béng 25 62,5 6 15,0 p<0,05
Xuat huyét tiéu hoa 0 0,0 1 2,5 p>0,05
Nét nhén 20 50,0 20 50,0 p>0,05

Su cai thién 16 rét nhat 1a & cac triéu ching: chan an (tir 77,5% xudng 7,7%); phu (tir 42,5% xudng
7,5%); bang (tir 62,5% xubng 15%). Su khac biét ndy co y nghia théng ké (p<0,01).

Céc triéu chimg khac c6 cai thién nhung khéng c6 su khac biét dang ké: tiéu chay, vang da, mat
(p>0,05). Triéu chimg gan 16n va ndt nhén gan nhu khong thay ddi sau diéu tri. C6 1 trudng hop co bién
chung xuét huyét tidu hoa do v gidin tinh mach thue quan.

3.2. Pap tng vé tai lwgng virus

Bang 2. Dap tmg vé tai luong virus

Thoi gian MO M3 M6 M9
>10%copies/mL 40 9 (22,5%) 1(2,6%) 0
Du6i ngudng phat hién 31 (77,5%) 37 (97,4%) 37

Sau 3 thang diéu tri, ndng d6 HBV DNA giam khong nhiéu, van con 9 bénh nhan c6 ndng do duong
tinh (chiém 22,5%).
Sau 6 thang ndng d6 HBV DNA c¢6 xu huéng giam nhiéu: 8 trong 9 bénh nhan duong trd vé 4m sau
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6 thang va khong con bénh nhan duong tinh sau 9 thang diéu tri.
3.3. Pap tng vé sinh hoa

Bang 3. Dap ung vé sinh hoa
Thoi gian MO M3 M6 M9
ALT trung binh 78,70+11,23 50,81+5,81 34,39+1,84 29,55+1,55
p p<0,01
AST trung binh 59,9445,50 49,53+3,09 41224233 37,3242,16
p p<0,01

ALT va AST trung binh giam kha nhanh sau 3 thang diéu tri, gidm chdm hon sau 6-9 thang. Sau 9
thang diéu tri ALT trung binh con 29,55+1,55 UI/L; AST con 37,32+2,16 U/L. Sy thay ddi nay co su
khac biét gitra cac thang theo ddi va c6 ¥ nghia thdng ké (p<0,01).

+ DPap ung ALT theo tai luong HBV DNA

Bang 4. Dap tng ALT gilra 2 nhom HBV DNA

ALT
MO M3 Mé6 M9
HBV DNA
10*-10°copies/mL 61,71+27,30 43,58+24,62 32,56+8,15 28,93+5,80
>10°copies/mL 187,40+138,39 97,58+58,91 46,16+20,33 33,60+7,95
p p<0,05

Noéng do ALT giam nhanh sau 3 thang d6i v6i nhém HBV DNA >10° copies/mL, tir 187,40£138,39
U/L xuéng con 97,58+58,91 U/L. Sau 9 thang néng d9 con 33,60+£7,95 U/L.

Trong nhém HBV DNA tir 10*-10° copies/mL, ndng d6 ALT c6 giam nhung khong nhidu nhu nhém
HBV DNA >10° copies/mL, sau 9 thang ndng do ALT con 28,93+5,80 U/L. Su khac biét giita 2 nhom
¢6 ¥ nghia thong ké (<0,05).

3.4. Bién d6i chi s6 Child Pugh sau diéu tri

Bang 5. Bién ddi theo chi s6 Child Pugh

Child Pugh MO M3 M6 M9
Child A 13 (32,5%) 19 (47,5%) 23 (60,5%) 22 (60,5%)
Child B 19 (47,5%) 20 (50%) 15 (39,5%) 15 (39,5%)
Child C 8 (20%) 1 (2,5%) 0 0

Diém trung binh 7474028 6,52+0,17 6,10+0,17 5,94+0,22

Sau 3 thang diéu tri ¢6 7 bénh nhan trong nhém nghién ctru tir Child C giam xudng Child B, 6 bénh
nhan tir Child B giam xudng Child A.

Sau 9 thang tinh theo chi s6 Child Pugh trung binh con lai 1a 5,9440,22.

Su cai thién ndy ¢ ¥ nghia vé& mit thong ké (p<0,05).

+ Pap ung Child Pugh theo tai luong HBV DNA

Béang 6. Dap ung Child Pugh giita 2 nhém c6 HBV DNA khac nhau

Child Pugh
MO M3 M6 M9
HBV DNA
10%-10°copies/mL 7,36+1,71 6,48+1,06 6,06+1,08 5,88+1,40
>10%copies/mL 8,20+2,16 6,80+1,09 6,40+0,89 6,40+0,89
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p

(p>0,05).pTgb?85clglung gar‘l lon va not nhén gan

Chi s6 Child Pugh giam nhiéu & nhém HBV
DNA 10*10° copies/mL hon nhém HBV DNA
>10° copies/mL. Sau 9 thang chi s Child Pugh
con lai trong ung la 5,88+1,40 va 6,40+0,89. Su
khac biét nay ¢ ¥ nghia thong ké (p<0,05).

3.5. Tac dung phu ciia thude

Téac dung phu N %
Budn nén, nén 11 35,5
Choéng mat 7 22,6
Réi loan tiéu hoa 3 9,7
Di tng 0 0

Tac dung phu thuong gip 1a budn noén va
nén thoang qua trong may thang dau, chiém ty
1€ 35,5%. Khong c6 bénh nhan nao di Gng vdi

tenofovir.
Tac dung phu lén chirc nang than
Nong do C(fifﬁ}i )trung binh Sau 9 thang
Nam 79,70+1,83
Nit 73,4443,13
Chung 78,04+9,52

Trong 9 thang theo doi st dung tenofovir
khong c¢6 bénh nhan nao ting ndng do creatinin
trong nhom nghién ctru.

4. BAN LUAN

Quan niém xo gan 1 hoan thé khong thé hdi
phuc va do d6 viéc diéu trj nguyén nhan ¢ bénh
nhan xo gan khong dugc dat ra hién nay da
khong con chinh xac. Nhidu nghién ctru trén thé
gidi cho thay viéc diéu tri cac thuéc khang HBV
0 bénh nhan xo gan do virus viém gan B da cho
thdy su cai thién c6 ¥ nghia khong chi vé déap tng
virus, hoa sinh ma con ca vé chirc ning gan va mo
bénh hoc.

Vé lam sang, trong nghién ciru nay, ching toi
nhan thiy sy cai thién 13 rét nhit 1a & cac triéu
chtng: chan an (tir 77,5% xubng 7,7%); phu (tir
42,5% xubng 7,5%); bang (tir 62,5% xubng 15%).
Su khac biét nay c6 y nghia théng ké (p<0,01).

Céc triéu chung khéc c6 céi thién nhung khong
c6 su khéac biét dang ké: tiéu chay, vang da, mit
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nhukhong-thay doisandicatrCoHtruong ho
¢6 bién chimg xuat huyét tidu hoa do v& gidn tinh
mach thuc quan.

Nghién ctru ctia Nguyén Vin Mui va Hoang
Vii Hung (2008) cho thiy tenofovir ¢ tac dung
lam gidam va hét mot sb tridu ching 14m sang nhur
mét moi, dau tirc ving gan, roi loan tiéu hoa, xuét
huyét va vang da, mit [1].

Vé dap ung virus hoc, sau 3 thang diéu tri,
ndéng d6 HBV DNA giam khéng nhiéu, van con 9
bénh nhan c6 ndng d6 duong tinh (chiém 22,5%).

Sau 6 thang ndng d6 HBV DNA c6 xu hudng
giam nhiéu: 8 trong 9 bénh nhan duong try vé 4m
sau 6 thang va khong con bénh nhan duong tinh
sau 9 thang diéu tri.

Nong o HBV DNA c6 lién quan dén tién trién
x0 gan do HBYV, va viéc gidm tai luong virus co
thé giam nguy co dién tién xo gan ning hon, ung
thu gan hay tir vong [5].

Cau hoi dat ra 1a li¢u dép ung virus trén bénh
nhén da bi xo gan c6 y nghia 1dm sang nao hay
khong? Trong nghién ciru cua ching t6i, sau 3
thang diéu tri c6 7 bénh nhan trong nhém nghién
ctru tir Child C giam xuéng Child B, 6 bénh nhan
tir Child B giam xu6ng Child A. Sau 9 thing
tinh theo chi s6 Child Pugh trung binh con lai 1a
5,94+0,22. Sy cai thi€n nay cd y nghia vé mat
thdng ké (p<0,05).

Chi s6 Child Pugh giam nhiéu & nhém HBV
DNA 10*-10° copies/mL hon nhom HBV DNA
>10° copies/mL. Sau 9 thang chi s6 Child Pugh
con lai twong Ung 1a 5,88+1,40 va 6,40+0,89. Su
khac biét ndy co y nghia thong ké (p<0,05).

Tuy day chi méi 1a két qua ban diu nhung rat
c6 y nghia 1am sang, dem lai hy vong cai thién
chirc ning gan va tir d6 han ché cac bién chimg &
bénh nhan xo gan, ké ca xo gan mét bu. Nghién
ctru ctia Shin va cong sy cho thay sau 2 nim diéu
tri khang virus, ty 1€ xo gan child C gidm tir 4,3%
xudng chi con 0,8% [13].

V& tac dung phu cua Tenofovir trén ddi tuong
X0 gan:

Tac dung phu thudng gip 1a budn nén va
nén thoang qua trong miy thang dau, chiém ty
1€ 35,5%. Khéng c6 bénh nhan nao di Gng véi
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tenofovir.

Diéu dang chi ¥ 1a trong sudt 9 thang theo ddi
st dung tenofovir khong c6 bénh nhan nao ting
ndng do creatinin trong nhoém nghién ctu.

Trong nghién ctru méi nhat ctia Grace L.H va
cong su (2015) ciing cho thiy cac thudc khang
virus kéo dai khéng anh huong dén chirc ning
than [3]. Nhu vay, tenofovir to ra an toan khi sur
dung kéo dai cho ca cac bénh nhan xo gan, ké ca
X0’ gan mat bu.

5. KET LUAN

Sau 9 thang diéu tri bang tenofovir & 40 bénh
nhéan xo gan do HBV chiing t6i thu dugc mot )
két luan sau:

- Su cai thién rd rét nhat 1a & cac triéu ching:
chan @n con 7,7%; phu (7,5%) va bang (15%). Su

cai thién nay c6 ¥ nghia thong ké (p<0,01).

- HBV DNA giam duéi ngudng sau 3 thang la
77,5%; sau 6 thang 1a 97,5%; sau 9 thang diéu tri
tat ca cac bénh nhan trong nhém nghién ciru co
HBV DNA giam xudng dudi ngudng phat hién.

- ALT giam kh4 nhanh sau 3 thang diéu tri,
sau 9 thang ALT con 29,55+1,55 UI/L, ALT giam
nhanh va nhiéu hon trong nhém HBV DNA >10°
copies/mL.

- Chi s6 Child Pugh giam c6 y nghia thong
ké, sau 3 thang diéu trj tir 7,47+0,28 xudng con
6,52+0,17; sau 9 thang tinh theo chi 6 Child Pugh
trung binh con lai 1a 5,94+0,22. Chi s6 Child Pugh
giam nhiéu hon & nhém HBV DNA tir 10*-10°
copies/mL.

- Tac dung phu thuong gip 1a budn nén va
nén thoang qua trong may thang dau chiém 35,5%.

Chua ¢6 bénh nhan nao trong nhém nghién ctru c6 tang creatinin sau diéu tri.
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