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TOM TAT
Nghién ctu két qua diéu tri 40 bénh nhan (BN) (29 nam, 11 nii) viém gan virut B man tinh

(VGBM) bang adefovir dipivoxil trong 12 thang. Ty 1& HBeAg (+) 65%, ham Iugng HBV ADN trung
binh 5,78 + 1,63 (10*- 10'°) copies/ml, enzym ALT trung binh 179,8 + 142,5 U/I. Két qua:

- Ty I& binh thudng héa ALT tai cac thdi diém 3, 6, 9, 12 thang l1a: 35%, 60%, 67,5% va 77,5%.

- Ty & chuyén dao huyét thanh HBeAg tai 3, 6, 9, 12 thang la: 11,5%; 19,2%; 23% va 34,6%.

- Ham lugng HBV ADN vé duéi ngudng phat hién tai cac thoi diém tuong Gng la: 7,5%; 17,5%;
32,5% va 42,5%. Khang lam sang chi gap 1 BN. Khdng c6 tac dung phu nghiém trong.

* T khoéa: Viém gan virut B man; Adefovir dipivoxil.

RESULTS OF 12 MONTH-TREATMENT OF
CHRONIC HEPATITIS B BY ADEFOVIR DIPIVOXIL

SUMMARY

We studied the effectiveness of adefovir dipivoxil on 40 patients with chronic hepatitis B (29
males, 11 females) at the 12" month of treatment. 65% of patients had HBeAg positive, mean HBV
DNA level was 5.78 + 1.63 (10* - 10°) copies/ml, mean ALT: 179.8 + 142.5 U/I.

Results: Affer 3, 6, 9 and 12 months, the percentage of ALT normalization were 35%, 60%,
67.5%, 77.5% and HBeAg seroconvetion proportion were 11.5%, 19.2%, 23% and 34.6% at month 3,
6, 9and 12. 7.5%, 17.5%, 32.5% and 42.5% of patiens had undetectable HBV DNA level at month 3,
6, 9 and 12 after treatment by adefovir dipivoxil. One patient had clinical resistance at month 12. It
was safe with mild adverse events.

* Key words: Chronic hepatitis B virus; Adefovir dipivoxil.

tenofovir va telbivudin, méi thuéc déu cod
nhiing uu, nhugc diém riéng.

PAT VAN DE
Viém gan virut B man tinh la mét bénh
phd bién trén thé gisi, dac biét la khu vuc
chau A - Thai Binh Duong va & Viét Nam.

Adefovir dipivoxil 1& mét déng dang
nucleoside, cé c¢éng thoc twong tw
lamivudin, c6 tac dung trc ché nhan 1én cla

Hién nay, trén thé& gidi c6 nhiéu loai thudc
diéu tri viém gan virut B nhu: interferon,
lamivudin, adefovir dipivoxil, entecavir,

* Bénh vién 103
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virut, cai thién mdé hoc gan, binh thwong
hoa enzym gan. Thuéc it tac dung phu, hiéu
qua diéu tri khong bi anh huéng bdi cac



kiéu gen cta HBV [2]. Loi diém dang ké
nhéat |a thudc van cé hiéu lwc véi nhivtng BN
viém gan virut B da khang véi lamivudin [1].
Vi vay, chang t6i tién hanh nghién ciru dé
tai nay nhdm muc tiéu: Xac dinh hiéu qua
diéu tri va nhan xét mét s tac dung phu
cua adefovir dipivoxil 3 BN VGBM.

POI TWONG VA PHWONG PHAP
NGHIEN CUU
1. Déi twong nghién civu.
40 BN VGBM, tudi tor 17 - 65, diéu tri
ngoai tru tir thang 3 - 2008 dén 4 - 2010 tai
Khoa Kham bénh, Bénh vién 103.

* Tiéu chuén lwa chon BN:

- HBsAg (+) kéo dai > 6 thang.

-HBV ADN (+) > 10° coppies/ml v&i HBeAg (+).
-HBV ADN (+) > 10* coppies/ml v&i HBeAg ().

- Enzym transaminase > 1,5 lAn so vo&i
gia tri binh thuwéng & mirc cao nhét.

* Tiéu chuan loai tri:

- BN khoéng hop tac.

- Tré em < 17 tudi.

- Phu ni¥ cé thai hoac dang cho con bu.

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

- BN da dung thudc Gc ché mién dich
trong vong 6 thang truéc diéu tri.

- Bdng nhiém HCV, HIV, HDV...

2. Phwong phap nghién ctru.

- Nghién ctru mé ta, tién ctru, theo di doc.

* Theo d6i tac dung ngoai y cla thudc:

- Lam sang biéu hién: nén, ia 1dng, dau
dau, di ing, chéng mat, mat ngd.

- Can lam sang: tang uré, creatinin mau.

* Khang lam sang adefovir:

BN dang diéu tri bang adefovir ma
enzym ALT lai tang Ién, HBV ADN tang |én
it nhat 1 log, HBeAg da vé (-) nay (+) trd lai.

SO PO NGHIEN cUU

Ha&i bénh, kham lam sang

Xét nhiém men gan, uré, creatinin, cong thic
mau, xét nghiém markers viém gan B

| Chén doan va xac dinh bénh |

| Binh lwong HBV ADN béng RT - PCR |

| Diéu tri bang adefovir 10 mg/ngay |

Danh gia két qua diu tri sau 3, 6, 9, 12 thang
(ALT, AST, HBV ADN, HBeAg, anti - HBe)

e

BN biéu hién khéTng ldm sang, xét
nghiém HBV khang thuéc

v

Thém thudc, déi thudc
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binh thudng héa ALT, chuyén dao huyét

BN khéng biéu hién khang lam
sang, tiép tuc diéu tri

Dbanh gia két quéa két thuc nghién ciu:

thanh, Gc ch€ HBV-ADN
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1. Dac diém chung ctia nhém nghién curu.

* Phén bé BN theo nhém tudi:

< 30 tudi: 14 BN (35%); 30 - 40 tudi: 16 BN (40%); 46 - 60 tudi: 8 BN (20%); > 60 tudi:
2 BN (5%).

Tudi méc bénh thép nhét 17, cao nhét 65, trung binh 39 + 17 tudi. Lra tudi mac cao nhat
tir 30 - 45 tudi (40%). Nam 29 BN (72,5%), nii 11 BN (27,5%).

2. Pac diém can 1am sang chGa BN trudc diéu tri.

Béng 1: Xét nghiém sinh héa mau trudc diéu tri.

CAC AST ALT BILIRUBIN TOAN CREATININ URE
XET NGHIEM un) un PHAN (umolf) (umolfl) (mmol/ly
Chisd trung binh 165,7 £ 121,3 179,8 £ 142,5 52+ 11 83+17 57+1,2

Bang 2: Xét nghiém cac dau 4n virut viém gan B.

CAC DAU AN HBeAg (+); Anti-HBe (-) HBeAg (-); Anti-HBe (+) HBeAg (-); Anti-HBe (-)
n 26 14 0
% 65 35 0

Ty Ié BN c6 HBeAg (+) cao hon BN c6 HBeAg (-).
Bang 3: Ham lugng HBV ADN.

SO LUONG VIRUT (copies/ml) 10%- 10° 107-10° > 10° TONG
n 13 22 5 40
% 32,5 55 12,5 100

Ham lugng HBV ADN trung binh 5,78 + 1,63 (10*- 10'%) copies/ml.

3. Két qua diéu tri BN VGBM bang adefovir divipoxil.
* Pap tng sinh hoa:
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Bi€u d6 1: Ty 1&é % BN c6 ALT, AST vé binh thudng theo thoi gian diéu tri.



Ty 1& % BN c6 ALT va AST vé binh thudng tang dan theo thai gian diéu tri.
* Chuyén dao huyét thanh HBeAg trong thdi gian diéu tri (n = 26):

3 thang: 3 BN (11,5%); 6 thang: 5 BN (19,2%); 9 thang: 6 BN (23%); 12 thang: 9 BN
(34,6%).

Ty |& chuyé&n d4o huyét thanh tang dan theo thdi gian.
* Pap g virut trong thoi gian diéu tri:
Béng 4:

THOI GIAN
PIEU TR|

(thang)

HBV ADN
dudingudng | o | 3(75) |7(17,5)| 13 (32.5) | 17 (42,5)

phat hién (%)
b <0,01 <0,01 | <0,001 | <0,0001

Ham lugng HBV ADN vé dudi ngudng phat hién tang dan theo thai gian diéu tri.

4. Khang thuédc.

- Sau 12 thang diéu tri, 1 BN khang lam sang adefovir dipivoxil, biéu hién: ALT khéng
thay déi, HBV ADN gidm 1 log.

5. Tac dung ngoai y cta adefovir dipivoxil.

Mét méi: 4 BN (10%); nhirc dau: 4 BN (10%); nén: 0 BN; ia 16ng: 3 BN (7,5%); méat ngu: 1
BN (2,5%); chong mat: 2 BN (5%); di wng: 0 BN; tang creatinin: 1 BN (2,5%).

Tac dung ngoai y hay gap la mét mdi, dau dau, ia 16ng, trong d6 c6 1 BN tang creatinin
mau trong 10 ngay.

BAN LUAN

VGBM gép & moi Ira tudi, ty 18 méc & nam cao hon nir.

Nhiing thay d&i vé xét nghiém sinh hoéa biéu hién tén thuong va réi loan chic ning gan &
BN VGBM thé hién rat rd, dac biét 1a enzym transaminase (ALT, AST). Trong nghién c(u
cla chung t6i, 100% BN déu c6 ALT tang trung binh 179,8 %1425 U/l (tr 62 - 789 U/).
Tuong tu, Mai Hong Bang [1]: ALT tang trung binh 175 + 77,6 U/I, Trinh Thi Ngoc [4]: ALT
trung binh 156,6 + 129,7 U/l (tur 35 - 40 U/I).

Ty I& HBeAg (-) 35%, HBeAg (+) 65%, twong tw cac tac gia trong va ngoai nudc: HBeAg
(+) > 60% va HBeAg (-) < 40% [1].

Ham luong HBV ADN ting tuong duong véi ALT, biéu hién dot viém c6 tén thuong gan
tién trién. Bilirubin toan phan trong mau ting nhe, khéng gap trwéng hop nao ting qua cao.

Trong nghién cu nay, hiéu qua diéu tri khang trén BN VGBM dudc khao sat theo céac tiéu
chi vé dap (ing sinh héa, chuyén dao huyét thanh va dap (ng virut.

Ty I& binh thuong hbéa ALT trong nghién clu clia ching toi kha cao: 60% sau 6 thang,
77,5% sau 12 thang, diéu dé néi lén tinh trang viém tién trién 6n dinh. Tuong tu, nghién cGu
cta Trinh Thi Ngoc [4] sau 12 thang diéu tri c6 63% BN binh thudng héa enzym gan. Theo



Marcellin [8], ty |& binh thudng hda enzym gan sau 12 thang la 48%, Hadziyannis [6] la 72%.
Nhu vay, adefovir c6 hiéu qua kha cao trong viéc lam binh thudng hdéa enzym gan.

Bang 3 cho thay ty 1& chuyén dado huyét thanh sau 6 thang 1a 19,2%, sau 12 thang la
34,6%. So véi Trinh Thi Ngoc, ty 1& mat HBeAg sau 6 thang va 12 thang diéu tri 1a 36% va
50%. Tran Van Huy [3] chi dat ty 1& chuyén ddo huyét thanh sau 12 thang 1a 27,7% va
52,77% sau 24 thang. Marcellin [8] va Dienstag [5] déu cé ty 1& nay la 12%. Tuy nhién, két
qua nay khac biét so vGi cac tac gia trong nudc, cé 1& mét phan do cach chon BN khac nhau.

Ty 1& BN c6 ham lugng HBV ADN dudi ngudng phat hién sau 3, 6, 9 va 12 thang diéu tri
la 7,5%; 17,5%; 32,5%, 42,5%. Nghién c(u cla Tran Van Huy [3], ham lugng HBV ADN vé
duGi ngudng phat hién sau 3, 6, 12 thang diéu tri la 11,1%; 22,2%; 25%. Dienstag [5] cho két
quéa gidm HBV ADN duGi ngudng phat hién la 21% sau 12 thang. Tuy nhién, cac tac gia cho
rang két qua dat dugc cao hay thap phu thudc vao ham luong HBV ADN tir d4u, BN ¢6
HBeAg (+) hay HBeAg (-).

Trong nghién clu cta ching tol, 1 BN (2,5%) khang lam sang, tuong tu nhu Lok [7] 1a 2%
sau 2 nam, Marcellin [8] 14 6% sau 3 nam. Nhu vay, ty I& khang adefovir dipivoxil thap.

Bang 4 cho thdy mét sd tac dung ngoai y nhu: mét moi, mat ngl, dau dau, ia 1dng, chéng
mat, khdng gap BN nao c6é biéu hién di éing ngoai da, cac tac dung ngoai y nay tu khdi trong
thang dau tién, khéng phai giam liéu hodc nging diéu tri.

Trong nghién clu cla ching t6i chi c6 1 BN tang creatinin mau miic do nhe, nhung vé
hoan toan binh thudng sau 10 ngay. Hadziyannis [6] cling ghi nhan rat it tdc dung phu khi
dung adefovir, diéu tri 5 nam chi gap 3% co6 tang nhe creatinin.

KET LUAN

1. Adefovir dipivoxil (hepsera) 1a thudc khang virut ¢ tac dung tot d6i v6i BN VGBM:

- Ty Ié binh thudng héa ALT sau 3, 6, 9, va 12 thang la 35%; 60%; 67,5% va77,5%.

- Ty 1& mat HBeAg tai cac thoi diém tuong Gng la 11,5%; 19,2%; 23% va 34,6%.

- Ham lugng HBV ADN xuéng dudi ngudng phat hién 1a 7,5%; 17,5%; 32,5% va 42,5%.

- Ty 1& khang lam sang sau 12 thang rat thdp: 1 BN (2,5%).

2. M6t s6 tac dung phu c6 thé g&p nhu: mét mai, nhiic dau, méat ngd, ia 1dng, chéng mat,
1 BN tang creatinin mau 10 ngay, cac tac dung ngoai y clia thudc déu tu khdi trong thang
dau tién, khéng can gidm liéu hodc ngung thudc.
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