DANH G1A HIEU QUA BIEU TR] CUA TENOFOVIR G BENH NHAN VIEM GAN VI RUT B MAN TiNH
BUUC BIEU TR] TAI KHOA TRUYEN NHIEM BENH VIEN 103

TOM TAT

Nghién cuu 41 bénh nhan viém gan vi rut B man
tinh dugc diéu tri bang Tenofovir trong 48 tuén tai khoa
Truyén nhiém Bénh vién 103 chung t6i nhan thay:
Tenofovir ¢ tac dung lam gidm va hét hdu hét céac
triéu chung 1dm sang theo thdi gian diéu tri. Ty I& binh
thudng héa ALT sau 12 théang la 61%, chuyén déo
huyét thanh HBeAg 62,1% va co co tdi 80,4% bénh
nhén cé tai lugng vi rat vé dusi ngudng phat hién, tuy
nhién khong co bénh nhan nao méat HBsAg va
Tenofovir rét it tac dung khéng mong mudn, chi yéu
la: mét ngt, dau déu va réi loan tiéu hoa.

Tirkhoa: Viém gan vi rat B man tinh, Tenofovir.

SUMMARY

Studying on 41 patients with chronic hepatitis B
treated by tenofovir for 48 weeks at the Department of
Infectious Diseases of Hospital 103 we found that:
Tenofovir reduced the effects of most of the clinical
symptoms over dudtion of treatment. Rate of ALT
normalization after 12 months was 61%, HBeAg
seroconversion up to 62.1% and 80.4% of patients with
undetectable serum HBV DNA, but no patient having
loss Of HBsAg and Tenofovir had very few adverse
effects, mainly: insomnia, headaches and digestive
disorders.
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PAT VAN BE

Theo s6 liéu clia TCYTTG cé khoang 350 - 400
triéu ngudi dang mang vi rat viém gan B man tinh véi
khoang 1-2 triéu trudng hdp t& vong vi cac bénh c6 lién
quan d&n nhiém vi rat viém gan B man tinh (xd gan,
ung thu gan). Trong s& d6 cé khoadng 25% can dudc
diéu tri bang thudc dic hiéu.

Cho dén nay da c6 nhiéu loai thuéc khang vi rat
dugc nghién cliu, ing dung vao diéu tri trong dé co:
Lamivudine (1998), Adefovir (2002), Entecavir (2005),
Telbivudine (2006) va nam 2008, Tenofovir d& dudc
My va EU dua vao dé diéu tri viém gan B man tinh cho
hiéu qua tuong dai tot.

Tenofovir 1& thudc khang vi rat viem gan B phd
réng, c6 thé Gc ché ca vi rat thé hoang dai va thé dot
bién va thudc da dudc st dung & Viét Nam nhung van
con it cac cdng trinh nghién clu danh gia vé loai thudc
nay. Vi vay ching t6i nghién céu nhadm muc tiéu: Danh
gia hiéu qua diéu tri badng Tenofovir trén bénh nhan
viém gan vi rat B man tinh va danh gia tac dung khong
mong muén ctia Tenofovir.

DOI TUGNG VA PHUONG PHAP NGHIEN CUU

1. Dai tugng

_ NGUYEN BUC MANH - Hoc vién Quén y
PO TUAN ANH - Khoa truyén nhiém Bénh vién 103

41 bénh nhan viém gan vi rut B man dugc kham,
theo dai, diéu tri bang Tenofovir tai Khoa Truyén nhiém
Bénh vién 103 tir thang 8/2011 dén 12/2012.

Tiéu chuén lua chon bénh nhan

Cac bénh nhan dudc chan doan 13 viém gan vi rat
B man tinh theo cac tiéu chuén chinh sau:

HBsAg (+) > 6 thang.

HBV-DNA trong huyét thanh

+ > 10° ban sao/ml néu HBeAg (+);

+>10* ban sao/ml néu HBeAg (-)

ALT/AST gia tang tung dot hay kéo dai.

Sinh thiét gan c6 hinh &nh viém gan man tinh.

Tiéu chuén loai trr bénh nhén

Tré em <18 tudi.

Phu nir ¢6 thai, cho con bu.

Di (ing thudc.

Déng nhiém vi rGt viém gan khac hodc HIV.

Bénh nhan viém gan do nguyén nhan khac.

D4 diéu tri bang thudc khang vi rut truéc do.

Bénh nhan khéng tuan thd liéu trinh diéu tri.

Khoéng hgp tac trong qua trinh nghién clu.

2. Phuong phap nghién ctu.

* Piéu tri bang Tenofovir:

BN dugc diéu tri bang Tenofovir vién 300 mg, uéng
1 vién/ngay trong bira &n lién tuc 48 tuan.

* Theo dbi vé I4m sang va xét nghiém:

- BN dugc kham lam sang, theo déi thdi gian phuc
héi cac triéu chiing 1am sang va phat hién nhiing biéu
hién bat thuong (tdc dung khoéng mong mudn). Ghi
chép, thng ké sé liéu theo moét mau théng nhat.

- Lam cac xét nghiém mau thudng quy, chic nang
gan, than truéc khi diéu tri va theo thdi gian 3, 6, 12
thang tai Khoa Huyét hoc va Khoa Sinh hoa, Bénh vién
103.

- Thuc hién cac xét nghiém markers (HBsAg, Hbeg,
Anti HBe) tai vién 103. Xét nghiém dinh lugng vi rut tai
bénh vién Medlatec.

* Danh gia két qua:

- V& lam sang: theo ddi dién bién lam sang trudc
diéu tri, sau diéu tri 3, 6 va 12 thang va danh gia thdi
gian hét cac biéu hién nhu: mét mdi, chan 4n, vang da,
vang mét, nudc tiéu vang, réi loan tiéu héa, dau tic
vling gan, gan to...

- V& xét nghiém: danh gia miic d6 héi phuc ALT,
bilirubin mau theo thdi gian diéu tri. Theo dbi dién bién
cac markers clla HBV tru6c va sau diéu tri 48 tuan,
qua dé danh gia tinh trang chuyén dao huyét thanh va
thay d6i nong do DNA-HBV.
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- Theo ddi tac dung khéng mong muén cla thudc:
s6t, dau d4u, mat ngd, réi loan tiéu hoa...

XU ly s6 liéu nghién clu theo cac thuét toan théng
keé.

KET QUA NGHIEN cUU VA BAN LUAN

1. Phan bé BN theo nhém tubi.

Tudi 18-30 | 31-45 45-60 Tong
n 7 29 5 41
17,07 | 70,73
L% % % 12,20% 100,00%
Tudi TB 3747

Trong nghién cu cGa chidng t6i, tudi trung binh clia
nhiing ngudi mac viém gan vi rat B man tinh 1& 37,4 +
7. Trong db Iifa tudi mAc cao nhat 1a nhém tudi tir 31
dén 45 tudi chiém 70,73%, cac nhém tudi con lai chi
chiém ti 1& 17,07% va 12,2%.

2. Két qua nghién cuitu:

- Bién @i vé lam sang

Biéu hign LS T0 T3 T6 T12
Mét 95,1% 36,6% | 29,3% 7,3%

Sét 17,1% 0% 0% 0%

Vang da 41,5% 36,6% | 24,4% 0%

RLTH 53,7% 341% | 14,6% 0%

Tiéu vang 73,2% 48,8% 39% 0%

Dau ha suon phai 17,1% 14,6% 7,3% 0%
Ganto 36,6% 366% | 366% | 31.7%

Xuét huyét 4,9% 0% 0% 0%

Phu 4,9% 24% 0% 0%
Khéng triéu chitng 24% 14,6% | 244% | 634%

(copies/ml) [ N [TL% [ n | TL% | n [TL% | n | TL%
>10°  [41]100 | 1 [24% | 0 [ 0% | 0 | 0%
<10* 0] 0 | 111268%| 9 |22% | 8 |196%
DNPH 0] 0 |29 [708%| 32 | 78% | 33 | 804%
Téng 411100% | 41 | 100% | 41 [100% | 41 | 100%

S6 bénh nhan c¢6 tai lugng vi rat dusi ngudng phat
hién tang dan theo thdi gian diéu tri va sau 12 thang ty
I&é nay tang 1én dén 80,4%. Nhiing bénh nhan con lai
déu cb tai lugng vi rat < 10* copies/ml. Két qua nay
tuong déi phi hop véi két qué nghién cGu lan Iugt cla
Gloria Woo va cs, Trinh Thi Ngoc, Lampertico et al va
cla Dogan la 88%, 85,1%, 89% va 72,3% bénh nhan
cb tai lugng HBV DNA vé duGi ngudng phét hién khi
diéu tri bang Tenofovir 48 tuan.

- Bién ddi vé HBeAg (+) thanh HBeAg (-) theo thdi
gian diéu tri

Chiss T0 T3 T6 T12
N[TL% |n| TL% [ n | T% [n | T%
HBeAg (+) [29]100% |19 | 655% | 14 | 48,3% | 11 | 37,9%
HBeAg(-) [ 0| 0% [10] 34,5% | 15 | 51,7% | 18 | 62,1%

Ty 1& bénh nhan c6 HBeAg (+) gidm dan theo thdi
gian diéu tri tr 29 BN (100%) & thdi diém TO da gidm
xuéng con 11 BN (37,9%) sau 12 thang. Ty Ié bénh
nhan chuyén tir HBeAg (+) sang thanh HBeAg (-) sau
12 thang diéu tri 1a 62,1% cao hon cac nghién ciu cla
Yun-Fan Liaw va cs (21,4%) va Hiép hdi nghién clu
cac bénh gan clia Hoa Ky (21%),

- Tac dung khéng mong muén clia Tenofovir trén
lam sang

Hau hét cac triéu ching clia viém gan déu giam
dan theo thdi gian diéu tri, d3c biét hét cac triéu ching
vé sbt, vang da, réi loan tiéu hoa, tiéu vang va dau ha
sudn phai... biéu hién mét méi chi con lai & 7,3% bénh
nhan va ty 1& gan thu nhd lai khong dang ké tir 36,6%
xuéng con 31,7%.

- Ty 18 binh thudng hbéa ALT theo thdi gian diéu tri

Chi's6 T0 T3 T6 T12
S6 BN c6 ALT binh thudng 7 17 23 25
Tylé 171% |415% | 56,1% | 61%

Phan 16n cac bénh nhan viém gan vi rat B man tinh
déu cb tang ALT trudc khi diéu tri, chi ¢6 17,1% s6
bénhhaan c¢é chi s6 ALT & mlc dd binh thudng. Sau
diéu tri ty 1& bénh nhan c6 chi s6 ALT tr§ vé binh
thudng tang dan theo thdi gian va sau 12 thang cb
61% s8 bénh nhan c6 chi s8 ALT binh thudng. Nghién
clu clia Gloria Woo va cs cling ¢6 két qua tuong tu (ty
Ié enzyme ALT binh thudng héa la 66%).

- Bién d8i vé HBsAg

- T0 T

Chls6 n i n i

HBsAg(+) | 41 100% 41 100%
Nhan xet:

Trong nghién clu nay, khong c6 bénh nhan nao
mat HBsAg sau diéu tri bang Tenofovir 12 thang. Theo
nghién clu cla Laura Reynaud et al ty I&é mat HBsAg
trén ca hai nhém déi tugng c6 HBeAg (+) va HBeAg (-)
la 3,2% con Hiép hoi Nghién cliu vé gan ctia Chau Au
cho ty 1& 3%.

- Bién @i vé tai lugng vi rat

[HBVDNA | TO | T [ 1 [ T2 |

. T3 T6 T12
Biéu hién LS n ) n PEERID)
R6i loan tiéu hoa 1 24% 0 0% | 0 | 0%
NGi s&n ngra 0 0% 0 0% | 0| 0%
Dau dau 3| 73% 0 0% | 0 | 0%
Mét ngli 5 | 122% 0 0% | 0 | 0%
Téng s6 9 | 219% 0 0% | 0 | 0%

Cac tac dung khdng mong mudén clia Tenofovir trén
lam sang chl yéu la mat ngl, dau dau va réi loan tiéu
héa. Nhiing tac dung khéng mong mudn nay trén
nhém nghién cGu cla ching t6i phu hgp vGi nhan xét
cla Fraser va Trinh Thi Ngoc.

KET LUAN

- Tenofovir 1a mét loai thuSc khang vi rat co tac
dung t6t d6i v6i bénh nhan viém gan vi rat B man tinh,
né lam gidm va hét hau hét cac triéu chiing 1am sang
nhu réi loan tiéu héa, dau viing ha sudng phai, vang da
vang méat. Lam tang ty Ié binh thudng héa ALT 6 61%
bénh nhan. Ty 1& chuyén dao huyét thanh HBeAg ting
dan theo thai gian 3, 6 1an Iuot 1a 34,5%, 51,7% va sau
12 thang 1a 62,1%. Sau diéu tri s bénh nhan c¢b tai
lugng vi rat dudi ngudng phat hién tang dan theo thdi
gian diéu tri & cac thai diém 3, 6 va 12 thang 1an lugt
véi ty 16 70,8%, 78% va 80,4%. Tuy nhién, Tenofovir
trong nghién cu cla chung t6i khéng lam mat HBsAg
sau 12 thang diéu tri.

- Tenofovir tuong ddi an toan, rat it cd tac dung
khéng mong muén, chii yéu la mat ngl, dau dau va réi
loan tiéu héa nhung véi ty 18 rat thap (12,3%, 7,3% va
2,4%).
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