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Két qua sau 12 thang diéu tri Adefovir Dipivoxil trén bé&nh nhan
viém gan virut B man cé HBeag dwong tinh

Nguyén Thj Bach Liéu*; Pang Lan Anh*

TOM TAT

Nghién ciiu 26 bénh nhan (BN) viém gan B man (VGBM) c6 HbeAg (+), diéu tri tai Bénh vién 103
tir thang 3 - 2008 dén 4 - 2010. Cho BN uéng 1 vién adefovir/ngay trong 12 thang, két qua:

- Ty 1& binh thudng hdéa ALT sau 3, 6, 9, 12 thang 1a 33%; 59%; 76,5%; 78,3%.
- Ty |é chuyén dao huyét thanh tai cac thai diém tuong Gng la 11,5%; 19,2%; 23%; 34,6%.
- HBV-ADN vé dudi ngudng phat hién 1a 7,6%; 15,2%; 30,4%; 45,6%.

- 1 BN khang lam sang sau 12 thang diéu tri.

* Twr khoa: Viém gan virut B man; HBeAg (+); Adefovir dipivoxil.

Results of 12 month - treatment of adefovir dipivoxil in HBeag
positive chronic hepatitis B patient

SUMMARY

We performed study on 26 HBeAg positive chronic hepatitis B patients, from Match, 2008 to April,
2010 in 103 Hospital. Patients received adefovir 10 mg per day with 12 months follow-up. It resulted

in 12 months:

It resulted in ALT normalization as 35%, 59%, 76.5% and 78.3%, HBeAg seroconvetion proportion
was 11.5%; 19.2%; 23% and 34,6% after 3, 6, 9 and 12 months treatment. 7.6%; 15.2%; 30.4% and
45.6% of patiens had undetectable HBV-DNA level at 3, 6, 9 and 12 months in treatment group used
adefovir dipivoxil. One patient with clinical resistance at 12 months using adefovir.

* Key words: Chronic hepatitis B; HBeAg (+); Adefovir dipivoxil.

DAT VAN BE

Viém gan virut B man tinh Ia bénh phd
bién & Viét Nam. Muc dich diéu tri VGBM
la e ché virut t&i mirc dudi ngwdng phat

* Bénh vién 103

Phdn bién khoa hoc: GS. TS. Nguyén Van Mui
cai thién mu hoc gan, binh thwong hoa
enzym gan, it tac dung phu. Chdng t6i tién
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hién, chuyén d&o huyét thanh, cai thién quéa
trinh viém va hoai t&r & gan, lam gidm nguy
co tién t&i xo gan va ung thw biéu mo té
bao gan. Adefovir dipivoxil |a mét ddng déng
nucleoside, c6 tac dung giam lvgng virut,

hanh dé tai nay nham: Dénh gia két qua
diéu tri va tac dung phu ctia adefovir dipivoxil
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trén BN VGBM c6 HbeAg (+) théng qua Iam
sang va xét nghiém.

POI TWONG VA PHUONG PHAP
NGHIEN cU’U

1. Péi twong nghién cieu.

26 BN VGBM c6 HbeAg (+), tudi tur
17 - 65, diéu tri tai Bénh vién 103 tir thang
3-2008 dén 4 - 2010. Ty & nam/ni: 2,7/1.

* Tiéu chuén lwa chon BN:

- HBsAg (+) kéo dai > 6 thang.

- HBV-ADN (+) > 10° copies/ml.

- Enzym transaminase > 1,5 lAn so Vo
gia tri binh thwérng & mire cao nhét.

* Tiéu chudn loai trer;

- BN khéng hop tac.

- Tré em < 17 tudi.

- Phu nir c6 thai hoac dang cho con bu.

- C6 bénh ly man tinh kém theo (tim,
phdi, than, dai dwdng, goute...).

- BN da dung thuéc (c ché mién dich
trong vong 6 thang trudc diéu tri.

- Bong nhiém HCV, HIV, HDV...

2. Phwong phép nghién ciru.

- Nghién ctru mé t3, tién ctru, theo déi doc.

- Kham lam sang: BN mét mdi, dau ha
swdn phai, chan an, vang da niém mac,
gan to...

- Xét nghiém:

+ ALT, AST, ure, creatinin, bilirubin (Khoa
Sinh hoéa, Bénh vién 103).

+ HBsAg, HBeAg, anti-HBe, HBV-ADN
(Trung tdm Nghién cGu Sinh Y Dudc hoc,
Hoc vién Quan vy).

Céc xét nghiém déu duoc lam truéc diéu
tri va sau diéu tri 3, 6, 9, 12 thang.

* Vat liéu nghién ctru:

- Thubc adefovir (biét dudc hepsera),
vién nén 10 mg (Céng ty Glaxo Smith Kline).

* Céc chi tiéu theo dbi, danh gia két qua:

- Lam sang: tang, gidm hoic mét cac
triéu ching lam sang.

- Can lam sang: dap (ng sinh hoa, dap
{mg virut, chuyén dao huyét thanh.

- Khang lam sang adefovir: BN dang
diéu tri bang adefovir dot nhién enzym ALT
tang cao, HBV-ADN tang cao it nhat 1 log,
HBeAg da vé (-) nay (+) trd lai.

- Chi tiéu danh gia tac dung ngoai y clia
thudc:

+ Lam sang: dau dau, buén ndn, di Ung,
roi loan tiéu hoa.

+ Can lam sang: chiic nang than (ure,
creatinin).

* Phan tich va x& ly sé liéu: st dung
phan mém Epi-SPSS 17.0.

KET QUA NGHIEN cUU

1. Dic diém tudi va gidi.

< 30 tudi: 6 BN (23,2%); 30 - 45 tudi:
10 BN (38,5%); 46 - 60 tudi: 8 BN (30,5%);
> 60 tudi: 2 BN (7,8%).

Nam: 19 BN (73%), nii: 7 BN (27%).

2. Dic diém 1am sang, can lam sang trudc
diéu tri.

* Triéu ching lam sang:
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Khéng triéu ching: 15 BN (57,6%); mét * Bién doi lam sang:
madi: 11 BN (40%); vang da: 4 BN (15%);
chan an: 7 BN (25%); dau ha swon phai:
7 BN (25%); gan to: 4 BN (15%).

Béng 1: So sanh triéu chirng lam sang
trwdc va sau diéu tri.

* Xét nghiém sinh hoa mau: TRIEU TRUOC | SAUBIEUTR|
o DIEU TRI 12 THANG p
AST: 185,7 + 131,3 U/l; ALT: 198,8 + CHL;'?‘G(BLAM
162,5 UJI; bilirubin toan phan: 52 + 17 pmoll; AN %%
creatinin: 93 £ 15 umol/l; ure: 5,9 + 1,4 mmol/l.  |knhong trieu| 15 | 576 | 18 80 | <005
T4t ca BN déu ting enzym gan. AST tang | chtng
tur 86 - 648 U/I, ALT tang 92 - 789 U/, bilirubin s
Mét méi 11 40 5 17,5 <0,01
tir 31 - 69 pumolll, ure, creatinin trong gidi han
binh thudng. Vvang da 4 15 1 38 | <005
* Ham lugng HBV-ADN:
Chan an 7 25 1 3,8 <0,01
10°- 10° copies/ml: 6 BN (23,2%); 107 - 10°:
15 BN (57,6%); > 10% 5 BN (19,2%). Pau ha 7 25 1 38 | <0,01
Trung binh 6,87 + 1,84 (10°- 10) copies/ml. |54 P
3. Két qua diéu tri VGBM bang adefovir. Ganto | 4 | 15 | 3 | 114 | <005
* Dap ung sinh héa:
160
140 ,137’2142,5
120 -
Lo - 81,8 ——ALT
80 A 66,7
60 - 79,1 481 —=— AST
63,2
40 - 45,7
20 -
0 T T T

3thang 6thang 9thang 12 thang

Biéu d6 1: Giam ALT, AST trung binh theo thai gian.
Sau 3, 6, 9, 12 thang, AST gidm twong (ng 137,6: 79,1; 63,2; 45,7; ALT giam 142,5:
81,8; 66,7; 48,1.
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Biéu d6 2: Ty 1& % BN c6 ALT, AST v& binh thuding theo thdi gian diéu tri.

Ty 1&€ % BN c6 ALT, AST vé binh thudng tang dan theo thai gian diéu tri.

* Chuyén dao huyét thanh HBeAg trong
thoi gian diéu tri: ty 1& chuyén dao huyét
thanh tang dan theo thdi gian: 3 thang: 3 BN
(11,5%); 6 thang: 5 BN (19,2%); 9 thang:
6 BN (23%); 12 thang: 9 BN (34,6).

* Pap umng virut trong thdoi gian diéu tri:

Bang 2:
THOI GIAN | TRUGC SAU DIEU TRI
BIEUTRI 1 BIEUTRI 5 4 4ng | 6 thang |9 thang| 12 thang
dﬂc’?v-AL;N 2 4 8 12
ahien| © (7.6) | (15.2) | (30/4) | (45.6)
phat hién
P <0,01 | <001 |<0,001| <0,0001

Ham Iugng HBV-ADN vé dudi ngudng phét
hién tang dan theo thdi gian diéu tri.

* Khang thuéc: sau 12 thang diéu tri,
1 BN c¢6 biéu hién triéu chiing 1am sang
khong giam, ALT tang nhe, HBV-ADN giam
1 log.

* Tac dung ngoai y clia adefovir dipivoxil:

Mét méi: 2 BN (7,6%); nhirc dau: 2 BN
(7,6%); non: 0 BN; ia l1éng: 3 BN (11,4%);
méat ngd: 1 BN (3,8%); chong mat: 2 BN
(7,6%); di ng: 0 BN; tang creatinin méu
trong 10 ngay: 1 BN (3,8%).

BAN LUAN

Triéu ching lam sang va can lam sang
truéc diéu tri: 57,6% BN khong c6 triéu
chiing lam sang, nhiéu trudng hop bénh
dugc phat hién tinh cd khi kiém tra stic khde
dinh ky. Mot s6 BN c¢6 triéu chiing 1dam sang
rd, hay gap mét mdi, chan an, dau tic ha
suon phai, roi loan tiéu héa, gan to, vang da
miéc do nhe. T4t ca BN déu co6 tang ALT,
bilirubin chi ting mrc dd nhe, khéng trwong
hop nao tang bilirubin quéa cao. Ham Ilugng
HBV-ADN & m(c cao tir 10* - 10" copies/ml
(trung binh 6,87 + 1,84), tuong duong vGi
ALT tang cao (92 - 789 U/l) (trung binh
198,8 + 162,5), biéu hién dot viém c6 tén
thuong gan tién trién.
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Sau diéu tri, cac triéu chiing lam sang
nhu mét modi, chan an, dau ha sudn phai
gidm dang k& hoac hét trong 3 thang dau.
Nhiéu BN hét han triéu ching rdi loan tiéu
hoa, vang da giam rd rét hoac hét, ti€p tuc
diéu tri sau 6, 9, 12 thang, cac triéu ching
gidm dan hoic hét han. Triéu ching 1am
sang cling gidm tuong Gng véi enzym ALT
va gidm ham lugng HBV-ADN trong huyét
thanh. Tuy nhién, 1 BN khong giam triéu
chiing suét qué trinh diéu tri, mac du ham
lugng HBV-ADN c6 gidm, nhung cham.
Chirng t6 BN khong dap (ng véi diéu tri
hoic c6 biéu hién khang l|am sang vdi
adefovir dipivoxil.

Ty 1& binh thuong hdéa enzym gan kha
cao: 59% sau 6 thang va 78,3% sau 12
thang, diéu dé nbi 1én tinh trang viém tién
trién da én dinh. So véi Tran Van Huy [1]: ty
I& binh thudng héa enzym gan la 50% sau 6
thang diéu tri, 66,6% sau 12 thang va
69,44% sau 24 thang. Theo Marcellin [3], ty
I& binh thudng h6éa enzym gan sau 12 thang
la 48%, Hadziyannis [2] 1a 72%. Nhu vay,
adefovir dipivoxil c6 hiéu qua kha cao trong
viéc 1am binh thudng hdéa enzym gan, két
qué tét hon khi kéo dai diéu tri dén thang
thar 24.

Ty 1& chuyén dao huyét thanh sau 3, 6,
9, 12 thang la 11,5%; 19,2%; 23%; 34,6%.
Ty lé nay sau 3 thang diéu tri thap, vi thoi
gian diéu tri ngan, giai doan dap (ng mién
dich dang hinh thanh, co thé chua san xuét
duoc khang thé chéng HBeAg nén HBeAg
van ton tai, ty 1& nay tang dan theo thoi
gian. Tran Van Huy [1] chi dat ty I& chuyén
dao huyét thanh sau 12 thang la 27,7% va
52,77% sau 24 thang. Con cua Marcellin
[4], ty 1& nay 1a 12%. K&t qua nay khac biét
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so V@i cac tac gia trong nudc, cb 1& do cach
chon lua BN khac nhau.

Ham lugng HBV-ADN trung binh cla
BN truGc diéu tri 1a 6,78 + 1,84 (10* - 10
copies/ml). Sau diéu tri 12 thang, ham lugng
HBV-ADN vé duGi ngudng phat hién 145,6%.
Nghién ctru ctia Tran Van Huy [1]: ty 1é BN
VGBM HBeAg (+) ¢6 ham Iugng HBV-ADN
dudi ngudng phat hién sau 12 thang diéu
tri 1a 25%, sau 24 thang 1a 50%. Nhu vay,
adefovir dipivoxil c6 tac dung tét vGi BN
VGBM man c6 HBeAg (+). Ty Ié nay cao
hon cé y nghia théng ké khi kéo dai thgi
gian diéu tri. Hadziyannis [2] theo d&i trong
5 nam thdy HBV-ADN xuéng < 1.000 copies/ml
lén dén 67%.

Trong nhém nghién clu clia ching t6i,
1 BN (3,8%) khang lam sang biéu hién
HBV-ADN giam dudc 1 log, men ALT tang
nhe. BN nay duwoc tiép tuc diéu tri bang
adefovir dipivoxil két hgp véi lamivudin 100
mg/ngay. K&t qua nay tuang tu ca Tilmann
(2007) [4]: ty lé khang thudc déi véi adefovir
khoang 3% sau 2 nam va 9% sau 3 nam,
Marcellin [3]: 6% sau 3 nam.

Mét s6 tac dung ngoai y c6 thé g&p nhu:
mét moi, mat ngu, dau dau, ia 16ng, chéng
mat, khong BN nao cé biéu hién di lng
ngoai da. C6 1 BN (3,8%) tang creatinin
mau mic d0 nhe nhung hoan toan binh
thudng sau 10 ngay. Hadziyannis [3] thdy
rat it tac dung phu khi dung adefovir
dipivoxil, theo déi trong 5 nam chi gap 3 BN
c6 tang nhe creatinin. Nhu vay, adefovir
dipivoxil dung nap tét, c6 doc tinh thap va
kha an toan trong st dung diéu tri.

KET LUAN
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Adefovir dipivoxil (hepsera) la thudc khang
viut c6 tac dung tét trong diéu tri BN VGBM
c6 HBeAg (+):

- Céc triéu ching 1dm sang giam nhanh
nhw: chan an, mét maéi, dau ha sudn phai.

- Ty |é binh thudng héa ALT sau 3, 6, 9, 12
thang diéu tri 12 33%; 59%; 76,5%; 78,3%.

- Ty 1& chuyén dao huyét thanh tai cac
thai diém tuong tng 1a 11,5%; 19,2%; 23%
va 34,6%.

- HBV-ADN giam dudi ngudng phat hién
7,6%; 15,2%; 30,4% va 45,6%.

- Ty I1& khang l1am sang sau 12 thang rat
thap: 1 BN (3,8%).

M6t s6 tac dung phu c6 thé gap nhu: mét
mai, nhitc dau, mat ngd, ia 1dng, chong mat,
1 BN tang creatinin mau 10 ngay. Cac tac
dung ngoai y clia thudc déu tu khoi trong

thang dau tién sau diéu tri, khéng can giam
liu ho&c ngung thudc.
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