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DANH GIA MOT SO BIEN DOI SINH HOA VA VIRUT TRONG
PIEU TRI BENH VIEM GAN VIRUT B MAN BANG
ADEFOVIR DIPIVOXIL

Nguyén Thi Bach Liéu*
Toém tat

Nghién citu két qua diéu tri cho 40 bénh nhan (BN) (29 nam, 11 ni¥) bi viém gan virut
B man tinh bing adefovir dipivoxil trong 12 thiang. 65% BN c¢6 HBeAg(+), ham lugng
HBV- ADN trung binh 5,78 * 1,63 (10*-10"") copies/ml, enzym ALT trung binh: 179,8
* 142,5 U/l. Két qua cho thay:

- Ty I¢ binh thudng héa ALT tai céc thoi diém 3, 6, 9 va 12 thdng & nhém BN c6
HbeAg (+) cao hon nhém BN c6 HBeAg (-).

- Ham lugng HBV - ADN giam trung binh 0,75; 1,42; 2,49; 2,96 (Log,, copies/ml).
Trong d6, ty 1& BN ¢6 ham luong HBV - ADN giam dudi ngudng phat hién 7,5%;
17,5%; 32,5% va 42,5%. Ty 1¢ BN nhém HBeAg (+) c6 HBV- ADN du6i ngudng phat
hién cao hon nhém BN c6 HBeAg (-).

- Adefovir dipivoxil c6 tac dung t6t hon doi véi BN c6 HBeAg (+) so véi HBeAg (-).

* Tir khéa: Viém gan virut B man Adefovir dipivoxil; Thay déi sinh ho4.

EVALUATION OF SOME CHANGES OF VIRUS AND
BIOCHEMICAL IN TREATMENT OF CHRONIC

VIRUS HEPATITIS B BY ADEFOVIR DIPIVOXIL

SUMMARY

40 patients, including 29 males and 11 females with chronic hepatitis B were treated by adefovir
dipivoxil during a period of 12 months, the results showed that 65% of patients were positive with
HBeAg, mean HBV-DNA level: 5.78 + 1.63 (10*- 10"°) copies/ml, mean ALT: 179.8 + 142.5 U/I.

The rate of ALT normalization in the group positive with HBeAg was higher than the group
negative with HBeAg at the months 3, 6, 9 and 12. 7.5%, 17.5%, 32.5% and 42.5% of patients had
undetectable HBV- DNA level at the months 3, 6, 9 and 12.

In conclusion, adefovir dipivoxil is more effective in patients with HBeAg (+) than in the groups
with HBeAg (-).

* Key words: Chronic hepatitis B; Adefovir dipivoxil; Biochemical changes.

DAT VAN DE VGBMT. Méi thuéc déu c6 nhiing uu va
Viem gan virut B man timh (VGBMT) la NhUdc diém riéng.
bénh phé bién trén thé gidi, dac biét & khu vuc Adefovir dipivoxil 1a méot déng déng

chau 4 - Thdi Binh Duong va Viét Nam. Hién  npycleoside, dwoc FDA céng nhan la thudc
nay, trén thé giéi c6 nhiéu loai thuc dicu tri  gidy tri VGBMT tr ndm 2002. Thudec co
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* Bénh vién 103
Phén bién khoa hoc: GS. TS. Nguyén Van Mui
PGS. TS. Tran Viét Tui

tac dung giam lwong virut, cai thién moé hoc
gan, binh thuwdng hoa enzym gan, it tac
dung phu va khéng bi anh huwéng béi cac
kiéu gen ctia HBV [4]. Vi vay, ching toi tién
hanh nghién ctru dé tai nhdm: So sanh két
qua diéu tri cia adefovir dipivoxil trén BN
viém gan man tinh do virut B & 2 nhém
HBeAg (+) va HBeAg (-).

pOI TUONG VA PHUONG PHAP
NGHIEN cUU

1. Péi twong nghién ciru.

40 BN VGBMT, diéu tri ngoai tra ti
thang 3 - 2008 dén 4 - 2010 & Khoa Kham
bénh, Bénh vién 103.

* Tiéu chudn Iwa chon BN:

- HBsAg (+) kéo dai > 6 thang.

- HBV-ADN (+) >
HBeAg (+).

- HBV-ADN (+) >
HBeAg (-).

- Enzym transaminase > 1,5 lan so
Vi gia tri binh thuwéng & mirc cao nhét.

10° coppies/ml v&i

10* coppies/ml véi

* Tiéu chudn loai trir:

- BN khéng hop tac.

- Tré em < 17 tubi.

- Phu ni¥ c6 thai hoac dang cho con bu.

- C6 bénh Iy 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.

- Ddng nhiém HCV, HIV, HDV...

2. Phwong phap nghién ciru.

- Thiét k& nghién ctu: mo ta, tién clru,
theo ddi doc.

- V& lam sang: mét mdi, dau hé swon
phai, chan an, vang da niém mac, gan to...

- Xét nghiém:

+ ALT, AST, ure, creatinin, bilirubin dugc
lam tai Khoa Sinh héa, Bénh vién 103.

+ HBsAg, HBeAg, anti-HBe, HBV-ADN
lam tai Trung tam Nghién clu Sinh-Y-Dugc
hoc quan su, Hoc vién Quan y.

Lam cac xét nghiém trén truéc va sau
diéu tri 3, 6, 9, 12 thang.

- Vat liéu nghién clru:

Thudc adeforvir (biét dugc hepsera),
vién nén 10 mg, cla coéng ty Glaxo Smith
Kline.

* Céc chi tiéu theo dbi, danh gia két qua:
dap Ung sinh hoa, dap (ng virut.

* Xt ly va phéan tich sé liéu: ding phan
mém Epi-SPSS 17.0.

KET QUA NGHIEN cUU
VA BAN LUAN

1. Pac diém chung cta nhém nghién
clru.

* Tubi va gidi (n = 40):

< 30 tudi: 14 BN (35%); 30 - 45 tudi: 16
BN (40%); 46 - 60 tudi: 8 BN (20%); > 60
tusi: 2 BN (5%).

Viém gan B man c6 thé gap 6 moi lGa
tudi, nhiéu nhat tir 30 - 45 tudi (40%). Thap
nhat 17 tudi, cao nhat 65 tudi. Ty 1& nam va
nirla 2,6/1.

* Pac diém cén lam sang:
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Béng 1: Xét nghiém sinh héa mau trudc
didu tri.

CAC | AST | ALT |BILIRUBIN [CREATININ| URE
XET | (um | (un TOAN (umol/l) | (mmol/l)
NGHIEM PHAN
(umol/l)
Chisé |165,7 | 179,8 52 83 5,7
trung + + +11 +17 +1,2
binh | 121,3 | 142,5

Tat cd BN déu tang enzym gan. AST
tang to¢ 60 - 648 U/l (trung binh 165,7
+121,3), enzym ALT tang 62 - 789 U/l (trung
binh 179,8 + 142,5), trong d6, 35% BN déu
c6 ALT tang tir 1,5 - 5 lan, 40% BN c6 ALT
tang tur 6 - 10 1an va 25% BN c6 ALT tang >
10 1an tri s6 binh thudng, twong tw nghién
clru clia Mai Héng Bang [1]: tat ca BN déu
tang enzym gan, enzym ALT tang trung
binh 175 + 77,6, Tran Van Huy [2] nghién
clu thdy tat cad BN déu tang enzym ALT,
trong d6, 55,55% BN cb6 ALT tang tur 1,5 -5
lan; 33,33% BN c6 ALT tang tur 6 - 10 1an;
11,11% BN c6 ALT tang > 10 lan. Dac biét,
trong nhém BN c6 HBeAg (+), ALT tang > 5
lan binh thudng thi ham lugng HBV-ADN &
mdc cao va rat cao (> 70%), trong khi do,
nhém HBeAg (-), ham lugng HBV-ADN thap
hon, khéng BN nao c6 ham lugng HBV-
ADN & mUc rat cao. Lai Cl va CS [3] gap
ham lugng HBV-ADN trong nhém nghién
clu kha cao (7,6 £ 1,8) (log,, copies/ml), c6
I& mdt phan do lua chon BN.

Bilirubin toan phan trong méau tang tir 20
- 69 pymol/l (trung binh 52 + 11 ymol/l), phan
I&n BN chi tang bilirubin mdrc d6 nhe, khong
gap trwdng hep nao tang bilirubin qua cao.

Bdng 2: Xét nghiém cac dau &n virut
viém gan B.

HBeAg (-)
anti-HBe (+) | anti-HBe (-)

CACDAU | HBeAg (+)
AN anti-HBe (-)
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n 26 14 0

% 65 35 0

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

S6 LUONG VIRUT | 10*- 108 | > 105-10°| >10° | TONG
(copies/ml)

n 13 22 5 40

% 32,5 55 12,5 100

Ham Ilugng HBV-ADN trung binh: 5,78 +
1,63 (10*- 10"°) copies/ml.

Bang 4. Ham lugng HBV-ADN theo cac
nhém enzym ALT.

NONG DO ENZYM ALT
HAM LUONG TONG
HBV-ADN | 15.5 |6-1014n | >1014n
1an binh binh binh
thudng thudng thudng
104- 108 7 5 1 13
copies/mi | (17:5%) | (125%) | (2.5%) |(32.5%)
>108-10° 6 9 7 22
copies/mi | (15%) | (225%) | (17.5%) | (55%)
> 10° 1 2 2 5
copies/ml | (2:5%) (5%) (5%) | (12,5%)
Téng | 14 (35%) | 16 (40%) | 10 (25%)| 40
D <005 | <005 | <005 |(100%)

Ham luong HBV- ADN c6 lién quan véi
néng dd ALT (p < 0,05).

Bang 5: Ham lugng HBV- ADN theo céac
nhém ALT trén BN c6 HBeAg (+) (n = 26).

HAM LUONG NONG DO ENZYM ALT
HBV-ADN A
. 1,5-51an|6-1014n | >101an TONG
copies/ml | binh binh
thudng thudng thudng
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10%- 106 3 3 1 7
> 10°- 10° 4 5 5 14
> 10° 1 2 2 5
Téng 8 10 8 26

p <005 | <005 | <0,05

Trong s6 8 BN ¢6 néng do ALT tang >
10 1an binh thudng, 87% BN c6 ham luong
HBV-ADN & mic cao, rat cao. Nhu vay,
ham lugng HBV-ADN va néng do ALT lién
quan véi nhau (p < 0,05).

Bang 6: Ham lugng HBV-ADN theo cac
nhom ALT trén BN c6 HBeAg (-) (n = 14).

HAM LUONG NONG PO ENZYM ALT
HBV-ADN 2
1,5-51an | 6-1014n | >101an | TONG
binh binh binh
thuong thuong thuong
10%- 108 4 2 0 6
copies/ml
>10%-10° 3 4 1 8
copies/ml
>10° 0 0 0 0
copies/ml
Téng 7 6 1 14

Khéng BN nao c6é ham Iuong HBV-ADN
& mic rat cao.

2. Két qua diéu tri BN VGBMT bang
adefovir divipoxil.

* Dap ung sinh hoa:

Bang 7: Ty 1é BN binh thudng hba
enzym ALT va AST theo thdi gian diéu tri.

THOI GIAN

PIEUTRI | g | 3 6 9 12

(thang)

ALT trung | O 14 24 27 31

binh (U/L) (35%) (60%) | (67,5%) | (77,5%)
AST trung | 0 11 22 25 30

‘ binh (U/L) ‘ ‘ (27,5%)

(55%) ‘ (62,5%)

(75%) ‘

Ty I& BN binh thwong héa ALT va AST
tang dan theo thoi gian diéu tri

Béng 8: So sanh ty I& BN binh thudng
héa enzym ALT tai thoi diém két thuc didu
tri githa nhém HBeAg (+) va HBeAg (-).

THOI GIAN | 3 THANG | 6 THANG |9 THANG |12 THANG
DIEU TRI

HBeAg () | 28,6% | 53% | 54,1% | 67,5%
HBeAg (+) | 30,7% | 57,7% | 74,3% | 82,3%

Sau 6 thang diéu tri, ty 1& BN binh
thudng hoéa enzym ALT & nhém HBeAg (+)
tuong tu nhom HBeAg (-) (p > 0,05). Sau 12
thang, ty 1& nay 6 nhom HBeAg (+) cao hon
nhiéu so vé&i nhém cé HBeAg (-) (p < 0,05).

BN VGBMT HBeAg (-), nhung ADN
duong tinh thudng do hién tugng dot bién
tién nhan. Virut van nhan lén, nhung HBeAg
khéng san xudt dugc. Nhimng trudng hop
nay hay gap & cac nudc vung Dia Trung Hai
va chau A [4]. Trong nghién cGu cla ching
t6l, s6 BN c6 HBeAg (-) chiém 35%. Theo
Hadziyannis ST [4], BN c6 doét bién tién
nhan vGi HBeAg (-) thudng khéng nhay cam
vGi thudc khang virut.

* Dap umg virut trong thoi gian diéu tri:

DPap (ng virut la mét trong nhiing chi tiéu
quan trong nhéat danh gia két qua cla thudc
khang virut. Ham lugng HBV-ADN tang cao
la biéu hién cta virut dang sao chép nhan
lén va gay bénh, lam tén thuong gan. Vi
vay, mot trong nhiing muc tiéu chinh cla
diéu tri viem gan B man la loai trur virut t6i
da ra khdi mau. Diéu dé dong nghia véi viéc
ha ham luong HBV-ADN tGi miic thdp nhét,
t6t nhat Ia duéi ngudng phat hién [1, 2.
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Ham Ilwgng HBV-ADN duwdi ngudng
phét hién trong thdi gian diéu tri: 3 thang: 3
BN (7,5%); 6 thang: 7 BN (17,5%):; 9 thang:
13 BN (32,5%); 12 thang: 17 BN (42,5%).

Ty 1&€ BN c6 ham lwvgng HBV-ADN duéi
nguwéng phat hién tang dan theo thoi gian.
Nghién clu cGa Tran Van Huy cho két qua
ham lugng HBV-ADN vé dudi ngudng phat
hién sau 3, 6, 12 thang diéu tri 1a 11,1%;
22,2%; 25%. Tuy nhién, cac tac gia cho
rang, két qua cao hay thdp phu thudc vao
ham lugng HBV-ADN tur dau, BN c6 HBeAg
(+) hay HBeAg (-).

Bang 10: Ty 1& BN c6 ham lugng HBV-ADN
dudi ngudng phat hién.

THOI GIAN DIEU TRl | 6 THANG | 9 THANG | 12 THANG
HBeAg (-) 14,3% 19.7% | 271%
HBeAg (+) 212% | 325% | 48,3%

p <0,01 <0,01 <0,01

&' nhém BN HBeAg (-), ham lugng HBV-
ADN gidm sau 3, 6, 9, 12 thang diéu tri,
thap hon nhém BN cé HBeAg (+), khac biét
c6 y nghia théng ké) p < 0,01).

Nhu vay, adefovir dipivoxil c6 tac dung
tot v6i cd BN c6 HBeAg (+) cling nhu
HBeAg (-), nhung v6i nhém BN c6 HBeAg
(+), adefovir c6 hiéu qua rd rét hon so véi
nhém c6 HBeAg (-). Tuy nhién, khi kéo dai
thoi gian diéu tri, ty 1& nay cao hon c6 y
nghia théng ké. Hadziyannis [4] theo dbi
sau 5 nam diéu tri, 67% BN c6 két qua
HBV-ADN xu6ng dugi 1.000 copies/ml.

KET LUAN
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Adefovir dipivoxil (hepsera) la loai thuéc
khang virut c6 tac dung tot déi véi BN
VGBMT:

- Ty Ié binh thuong h6éa ALT tai cac thdi
diém 3, 6, 9, va 12 thang 6 nhém BN c¢b
HBeAg (+) cao hon nhém BN c6 HBeAg (-).

- Ham lugng HBV-ADN gidm trung binh
0,75; 1,42; 2,49; 2,96 (log,, copies/ml).
Trong do, ty 1&é BN c6 ham lugng HBV-ADN
giam xuéng duGi ngudng phat hién la 7,5%;
17,5%; 32,5% va 42,5%. Ty |&é nay & nhém
BN HBeAg (+) cao hon nhém BN c6 HBeAg (-).

- Tac dung cua adefovir dipivoxil véi BN
c6 HBeAg (+) r6 rét hon BN c6 HBeAg (-).
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