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DANH GIA MOT SO BIEN DOI SINH HOA VA VIRUT TRONG
DIEU TRI BENH NHAN VIEM GAN VIRUT B MAN
BANG TENOFOVIR

Nguyén Thi Bach Liéu*

TOM TAT

Nghién ctru két qua diéu tri tenofovir & 40 bénh nhan (BN) (25 nam, 15 ni¥) viém gan virGt B man
tinh trong 12 thang. 60% BN c6 HBeAg (+), ham lwgng HBV-ADN trung binh 6,97 + 1,86 (10*- 10'%)
copies/ml, enzym ALT trung binh: 203,5 + 163,5 U/I. Sau diéu tri, két qua cho thay:

- Ty I& binh thwong héa ALT tai cac thdi diém 3, 6, 9, va 12 thang la 40%; 62,5%; 72,5% va
82,5%. Ty l1é nay & nhém BN cé HBeAg (+) cao hon nhém c6 HBeAg (-).

- Ham lwgng HBV-AND gidm trung binh: 0,85; 1,82; 2,79; 3,16 (Log,, copies/ml). Trong do, ty 1& BN co
ham luong HBV-ADN gidm xudng dwéi nguwéng phat hién. Ty 1& nay & nhém BN HBeAg (+) cao hon
nhém cé HBeAg (-). Tac dung thuéc tenofovir trén nhém HBeAg (+) t6t hon nhém HBeAg (-).

* Tt khéa: Viém gan virut B man tinh; Bién déi sinh héa; Tenofovir.

EVALUATION OF BIOCHEMICAL AND VIRUS CHANGES IN
PATIENTS WITH HEPATITIS B VIRUS TREATED BY TENOFOVIR

SUMMARY

The study was conducted on 40 patients with chronic hepatitis B (CHB) treated by tenofovir
during 12 months, including 25 males and 15 females. 60% of CHB patients was positive with HBeAg;
mean HBV-DNA level was 6.97 * 1.86 (10* - 10"°) copies/ml; mean ALT was 203.5 * 163.5 U/.

The results showed that ALT normalization rates were 39%, 63%, 71.5% and 79.5% at the
months 3, 6, 9 and 12. 32.5%, 42.5%, 50% and 72.5% of the patients, who had undetectable HBV-DNA
level. This rate in the group with HBeAg (+) was higher than the one with HBeAg (-). In conclusion,
tenofovir is useful for the patients with HBeAg (+) rather than the ones with HBeAg (-).

* Key words: Chronic hepatitis B; Biochemical changes; Tenofovir.

DAT VAN PE man, chi c6 moét ngudi tr vong do xo gan
ho&c ung thw gan [4]. Hién nay, c6 rat nhiéu
Viém gan virut B man tinh (VGBMT) ludn  thuéc diéu tri VGBMT, méi thudc c6 nhirng
la van de co tinh thoi sy cla y hoc hién  py nhwoc diém riéng.
nay. Viém gan B man lam tang nguy co ung
thw gan gép 60 Ian. C&r 4 ngudi viém gan B

*Bénh vién 103
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Tenofovir la acyclic nucleotide (c ché
men HBV-ADN polymerase va men sao
chép ngudgc HIV. Thanh phan héa hoc cla
n6 gidng adefovir, nhung c6 kha nang (c
ché siéu vi t6t hon adefovir va cd hiéu qua
trong trudng hop khang lavimudin. Vi vay,
ching t6i ti€n hanh nghién clru nay nham:
Panh gia két qué diéu trj bang tenofovir &
BN viém gan man tinh do virut B & 2 nhém
HBeAg (+) va HBeAg (-).

DOI TUQNG VA PHUONG PHAP
NGHIEN cUU
1. Péi twong nghién ciwu.

40 BN VGBMT, diéu tri ngoai tru t& thang
2 - 2010 dén 4 - 2011 & Khoa Kham bénh,
Bénh vién 103.

* Tiéu chuén lya chon BN:

- HBeAg (+) > 6 thang.

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

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

- Enzym transaminase > 1,5 |an so véi
gia tri bonh thwdng & mirc cao nhat.

* Tiéu chudn loai trir:

- BN khong hop tac.

- Tré em < 17 tuéi.

- Phuy nir c6 thai hoac dang cho con bu.

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

- BN da dung thudc (rc ché mién dich
trong vong 6 thang trwéc diéu tri.

- Ddng nhiém HCV, HIV, HDV...

2. Phwong phap nghién ciru.

* Thiét ké nghién cu:

M6 ta, tién ctru, theo ddi doc.

* Céac chi tiéu nghién ctru:

- Lam sang: mét mai, dau ha swédn phai,
chan an, vang da niém mac, gan to...

- Xét nghiém:

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

+ HBsAg, HBeAg, anti-HBe, HBV-ADN
lam tai Trung tdm Nghién ctru Sinh-Y-Dworc
hoc quan sy Hoc vién Quan vy.

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

*Vat liéu nghién ctru:

- Thubc tenofovir (biét dworc hepazol), vién
nén 300 mg cta Cong ty Eco.

* C4c chi tiéu theo dbi, danh gié két qua:
dap tng sinh hoa, dap wng virut.

* X(r ly va phéan tich sé lidu: dung phan
mém Epi.SPSS 17.0 tai Hoc vién Quan y.

KET QUA NGHIEN CU’U VA
BAN LUAN

1. Dac diém chung cta nhém nghién ciru.

* Tudi va giodi:

- Phan b BN theo cac nhém tudi: < 30
tudi: 13 BN (32,5%); 30 - 45 tudi: 17 BN
(42,5%); 46 - 60 tudi: 8 BN (20%); > 60 tudi:
2 BN (5%). Viém gan B man c6 thé gap &
moi Itra tudi, cha yéu tr 30 - 45 tudi (42,5%),
th&p nhat 17 tudi, cao nhét 65 tudi. Ty 1& nam
cao hon nr.

* P&c diém can 1am sang:

- Xét nghiém sinh héa mau truéc diéu tri:

AST: 185,7 £ 132,3 U/l; ALT: 203,5 +
163,5 U/l; bilirubin toan phén: 69 + 11'mol/l;
creatinin: 93 + 15 mol/l; ure: 5,6 + 1,3 mol/l.

Tét cd BN déu tang enzym gan. AST
tang tr 60 - 698 U/I, ALT tang 67 - 819 UII.
Bilirubin toan phan trong mau tang tw 31 -
79'mol/l (trung binh 58 + 16 'mol/l), phan I&n
BN chi tang bilirubin m&c d6 nhe, khéng
gap trwong hop nao tang bilirubin qua cao.

* Cac dau an virut viém gan B:
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HBeAg (+), anti-Hbe (-): 24 BN (60%);
HBeAg (-), anti-Hbe (+): 16 BN (40%).
Trong nhém HBeAg (-), khdng BN nao co6
anti-HBe (-).

Véi BN VGBMT HbeAg (-) nhwng ADN
(+) thwong do hién twong dot bién tién
nhan. Virut vAn nhan 1én, nhung HBeAg
khéng san xuét dwoc, hay gap & cac nuéc
vung Pia Trung Hai va chau A [4]. Trong
nghién clru cua chung t6i, 40% BN co
HBeAg (-). Theo Hadziyannis ST [3], BN cé
dot bién tién nhan véi HBeAg (-) thudng
khéng nhay cdm véi thubc khang virut.

* Ham lurong HBV-ADN (n = 40): 10* - 10°
copies/ml: 10 BN (25%); > 10° - 10°
copies/ml: 20 BN (50%); > 10° copies/ml: 10
BN (25%).

Bang 1: Ham lwong HBV-ADN theo cac
nhom enzym ALT.

HAM LUONG NONG PO ENZYM ALT e
HBV-ADN 11 5.51an|6-101an| > 10 I4n
(copies/ml) binh binh binh

thwong | thwdng | thwong
10*- 10° 2 7 1 10
(5%) | (17,5%) | (2,5%) | (25%)
>10°- 10° 4 8 8 20
(10%) (20%) | (20%) | (50%)
>10° 2 4 4 10
(5%) (10%) | (10%) | (25%)
Téng 14 19 10 40
(20%) (47,5%) | (32,5%) | (100%)
p <0,05 | <0,05 | <0,05

Ham heong HBV-ADN lién quan véi nong dg
ALT (p < 0,05). Trong nghién citu Ciia ching
161, 100% BN déu c6 ALT ting (trung binh
203,5 £ 163,5 U/) tr 67 - 819 U/, trong do
20% BN ¢6 ALT tang tee 1,5 - 5 14n, 47,5%
BN ¢6 ALT téng 6 - 10 1an va 32,5% BN c6
ALT téng > 10 I&n trj sé binh thuong.

Bang 2: Ham lwgng HBV-ADN theo cac
nhém ALT trén BN c6 HBeAg (+) (n = 24).

HAM NONG PO ENZYM ALT
LUONG : ;
HBV.ADN | 1.5-5 |6-101an| >1014n TONG
(coples/ml) Ién binh binh binh
thwong | thwong | thuwdng
10*- 10° 1 3 1 5
4.2%) | (12,6%) | (4.2%) | (21%)
10’ - 10° 4 5 5 14
(16,8) (21%) (21%) | (58,8%)
> 10° 1 2 2 5
4,2%) | (84%) | (8.4%) | (21%)
Téng 6 10 8 24
(25,2%) | (42%) | (33,6%) | (100%)
p <0,05 | <005 | <0,05

18/24 BN c6 ndng d6 ALT tang = 10 lan
binh thwong, véi ham lwgng HBV-ADN &
murc cao, rat cao chiém 75%. Nhw vay, ham
lwong HBV-ADN va néng dé ALT lién quan
v&i nhau (p < 0,05).

Bang 3: Ham lwgng HBV-ADN theo cac
nhém ALT trén BN c6 HBeAg (-) (n = 16).

NONG PO ENZYM ALT
HAM LUONG TONG
HBV-ADN | 1,5-5lan[6-101an|>10lan
(copiesim) binh binh binh
P thwong | thwdng | thuwdng
10*- 10° 4 2 0 6
>10°- 10° 3 4 1 8
>10° 0 1 1 2
Téng 7 7 2 16

Trong nhém HBeAg (-), ham lwong HBV-
ADN thép hon, chi ¢c6 2 BN c6 ham lwong
HBV-ADN & murc rat cao (ALT ting > 10
lan tri s6 binh thuéng).

2. Két qua diéu tri BN VGBMT bang
tenofovir.
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Muc tiéu diéu tri VGBMT cé HBeAg (+)
la dat dwoc chuyén dao huyét thanh, viém
gan B man c6 HBeAg (-) rc ché kéo dai
nhan ban cla virut dén mic khéng phat
hién dwoc va binh thwdng hoéa ALT. Pap
&ng voi diéu tri dau tién la dap wng sinh
hoa.

* Pap tng sinh hoa:

Bang 4: Ty I&é b&nh thwong hoa enzym
ALT va AST theo thoi gian diéu tri.

THO'I GIAN

DIEU TR 0 3 6 9 12

(thang)

ALT trung 0 16 25 29 33

binh (U/) (40%) | (62,5%) | (72,5%) | (82,5%)

ASTtung | 0 | 10 23 27 31

binh (U7) (25%) | (57,5%) | (67,5%) | (77,5%)
p >0,05 | >005 | >005 | >0,05

Ty 18 bonh thuong hoa ALT va AST tang
dan theo thoi gian diéu tri.

Bang 5: So sanh binh thwdng hoa
enzym ALT tai thoi diém két thac diéu tri

tri, ty 1& nay & nhém BN cé HBeAg (+) cao
hon nhom BN cé HBeAg (-).

* Pap umg virut trong thoi gian diéu tri:

Dap Gng virut la mét trong nhitng chi
tiéu quan trong nhat danh gia két qua thubc
khang virut. Ham lvong HBV-ADN tang cao
la biéu hién cda virut dang sao chép nhan
lén va gay bénh, lam tén thuwong gan. Vi
vay, mét trong nhirng muc tiéu chinh cla
diéu tri VGBMT Ia loai trir virut t6i da khai
mau. Diéu d6 ddng nghia v&i viéc ha ham
lwong HBV-ADN t&i mire thdp nhét; tot nhat
la dwéi ngudng phat hién [1, 2].

Ty I&é BN c6 ham Ivgng HBV-ADN dudi
nguwéng phat hién tang dan theo thoi gian
diéu tri. 3 thang: 6 BN (15%); 6 thang: 9 BN
(22.5%); 9 thang: 17 BN (42,56%); 12 thang:
25 BN (62,5%). Nhiéu tac gia cho rang, két
qua cao hay thap phu thudc vao ham lwong
HBV-ADN tir dau va BN c6 HBeAg (+) hay
HBeAg (-).

Bang 6: Ty lIé BN ¢6 ham lwong HBV-ADN
dwdi ngudng phat hién (< 500 copies/ml).

c o . . . THOI GIAN . . .
gitka nhém BN c6 HBeAg (+) va HBeAg (-). BIEU TRI 6 THANG | 9 THANG | 12 THANG
THO'I GIAN ] ] ] ] HBeAg (-) 3 4 5
DIEUTRI | 3 THANG | 6 THANG |9 THANG | 12 THANG
: (16,3%) | (21,7%) | (29,6%)
HBeAg () 5 8 9 11 HBeAg (+) 7 10 16
(29,5%) | (54%) | (56,1%) | (69,5%) (27,2%) (43,5%) 68,3%
HBeAg (+) 7 14 18 20 p <0,01 <0,01 <0,01
(31,8%) | (58,6%) | (77,1 %) | (82,5%)

So sanh dap &ng sinh hda cta hai nhém
BN c6 HBeAg (+) va HBeAg (-). Két qua
cho thdy nhém BN cé HBeAg (-), ty & binh
thwdng hdéa enzym ALT sau 3, 6, 9, 12
thang thdp hon nhém BN c6 HBeAg (+).
Nhw vay, sau 6 thang diéu tri, ty I& phan
tram BN binh thwdng hdéa enzym ALT &
nhém BN c6 HBeAg (+) twong tw nhw nhom
BN c6 HBeAg (-), nhung sau 12 thang diéu

So sanh hiéu qua &c ché ndng d6 HBV-
ADN & 2 nhém cé HBeAg (+) va HBeAg (-),
két qua cho thay: nhém BN HBeAg (-) ham
lwgng HBV-ADN gidm sau 3, 6, 9, 12 thang
diéu tri thAp hon nhém cé HBeAg (+).

Nhw vay, tenofovir cé tac dung tét véi ca
2 nhém BN, nhwng c6 tac dung tét hon rd
rét v&i nhom BN cé HBeAg (+). Tuy nhién,
khi thoi gian didu tri kéo dai, ty 16 nay cao
hon cé y nghia théng ké&. Hadziyannis [4]

113



TAP CHi Y - DPQC HOC QUAN S SO 3-2012

theo déi diéu tri dén 5 nadm, két qua HBV-
ADN < 1.000 copies/ml tang 67%.

KET LUAN

Tenofovir 14 loai thuéc khang virut co tac
dung tét dbi voi VGBMT, két qua nghién
ctu cho thay:

- Ty lé binh thwdng héa ALT tai cac thoi
diém 3, 6, 9, va 12 thang 1a 40%; 62,5%;
72,5% va 82,5%. Ty lé binh thwong hoéa
ALT & nhém BN cé HBeAg (+) cao hon
nhém BN c6 HBeAg ().

- Ty I&€ BN c6 ham lwgng HBV-ADN gidm
dwdi ngudng phat hién la 15%; 22,5%;
42,5% va 62,5%. Ty l1é nay & nhém BN
HBeAg (+) cao hon nhom BN c6 HBeAg (-).

- Tenofovir cé tac dung tét hon véi BN
c6 HBeAg (+) so v&i BN c6 HBeAg (-).
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