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Tom tat

Muc tiéu: Panh gia hiéu qua budce dau cta tenofovir trén bénh nhan viém gan virus B man
tinh vé bién ddi 1am sang, bién d6i men ALT, chuyén d6i huyét thanh HBeAg va bién d6i HBV
DNA sau 12 thang. Khao sat ty 18 bung phat virus va tac dung phu cta tenofovir. Pdi twgng va
phuwong phap nghién ciru: nghién ctru tién ctru, mo, khong ddi chimg. Dbi tugng: Cac bénh
nhan viém gan B man diéu tri tai Bénh vién Truong Pai hoc Y Duoc Hué tir 11/2010- 8/2012.
S6 bénh nhan trong nhom nghién ciru: 75. Tiéu chuan chon bénh: HBsAg(+) 2 1an cach nhau
t6i thiéu 6 thang; Hoat tinh ALT trén 2 1an gidi han trén binh thudng; Chua dung thudc khang
HBV. Két qua: Ty 1¢ binh thudng hoa ALT 1a 77,3% sau 6 thang, 89,3% sau 12 thang. Ty 1¢
mat HBeAg 1a 22% sau 6 thang va 68,3% sau 12 thang. Ty 1¢ chuyén d6i huyét thanh HBeAg
thanh Anti HBe 1a 12,2% sau 6 thang va 29,3% sau 12 thang. Ty 1¢ HBV DNA am tinh sau 12
thang 1a 84%. Ty 1¢ tac dung phu thip va chua phat hién bung phat virus. Két ludn: Tenofovir
12 mot thude didu tri viem gan virus B man tinh véi hi¢u qua cao va dung nap tdt.

Tw khéa: viem gan B man, tenofovir

Abstract
CLINICAL, BIOCHEMICAL AND VIRAL RESPONSES AFTER 12 MONTH-
TENOFOVIR TREATMENT IN PATIENTS WITH CHRONIC HEPATITIS B

Tran Van Huy, Nguyen Hoai Phong
Hue University of Medicine and Pharmacy

Objectives: To evaluate the initial results of tenofovir in chronic hepatitis B patients with clinical
change, rate of ALT change, HBeAg seroconversion and HBV DNA change after 12 months
and determine virus break throught rate and side effects of tenofovir. Subjects and Methods:
prospective study, open label, uncontrolled. Subjects: 75 Patients with chronic hepatitis B were
enrolled in this study, treated with tenofovir in 12 months at Hue Medical University Hospital
from 11/2010 to 8/2012. Results: The rate of ALT normalization is 77.3% after 6 months, 89.3%
after 12 months. HBeAg loss rate is 22% after 6 months and 68.3% after 12 months. HBeAg
seroconversion rate is 12.2% after 6 months and 29.3% after 12 months. HBV DNA-negative rate
after 12 months is 84%. Low rate of side effects and not detected viral break-out. Conclusion:
Tenofovir may be an effective and safe agent in patients with chronic hepatitis B.
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1. PAT VAN PE
Hién nay trén toan thé gi¢i c6 trén 400 triéu  Pa s6 ngudi mang VRVGB man tinh thude cac
ngudi nhiém virus viém gan B (VRVGB) man.  nudc chau A, chau Phi va Dia Trung Hai [13].
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Viét Nam c¢6 ti 1& lvu hanh nhiém VRVGB
man tinh cao tir 15-20% [6]. Tai Thira Thién
Hué, tin suat HBsAg (+) trong dan sb la
19,3% [1]. Bénh c6 nguy co dan dén xo gan
va ung thu té bao gan, véi khoang 50% nam
gidi, 14% nir giéi mang VRVGB, cudi cung tir
vong do xo gan va ung thu té bao gan [8],[10].
bén nay, c6 8 loai thude da duogc chép nhan
va nhiéu thudc khac dang duoc thir nghiém dé
diéu tri viém gan B man. Viéc chon lya mot
loai thubc c6 hiéu luc khang virus cao va it dé
khang 14 vin d& quan trong ddi voi cong dong.
Interferon kha hiéu qua nhung cé nhiéu tac
dung phu va chi phi diéu tri cao. Lamivudine,
adefovir c6 ty 1& khang thudc nhat dinh khi
ding kéo dai [17],[19]. Tenofovir 1a chat
tuong tu nucleotide c6 tic dung khang virus
m&i, ¢6 kha nang e ché sy nhan d6i VRVGB,
hiéu qua ca dong VRVGB hoang dai va dong
dot bién [12], [16], [20]. Do d6, chiing toi tién
hanh dé tai nay nham cac myc tiéu sau:

1. DPanh gia dap vng lam sang, sinh hoa
sau 12 thang diéu tri viém gan virus B man
bang tenofovir:

2. Xac dinh sw chuyén doi huyét thanh
HBeAg, bién doi HBV DNA sau 12 thang diéu
tri va cdc yéu to lién quan.

3. Khao sat ty lé bung phat virus va mot
$6 tac dung phu ciia tenofovir.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong nghién ciru

Céc bénh nhan viém gan B man HBeAg (+)
hoic HBeAg (-), diéu trj tai BV Truong Pai
hoc Y Duoc Hué tir thang 11/2010- 8/2012.

S6 bénh nhan trong nhom nghién ctru: 75

2.1.1. Tiéu chudn chon bénh

- HBsAg (+) 2 lan cach nhau tdi thiéu 6
thang.

- Hoat tinh ALT trén 2 lan gidi han trén
binh thuong

- HBV DNA > 10° copies/mL dbi véi
bénh nhan viém gan B man HBeAg duong

tinh, HBV DNA > 10* copies/mL ddi v&i bénh
nhan viém gan B man HBeAg am tinh

- Chua dung thudc khang VRVGB

- Creatinin mau binh thuong

2.1.2. Tiéu chudn logi triv

- Anti HCV (+) hodc IgM anti HAV (+)
Nghién rugu man khong cai dugc

- Xo gan
C6 ding thude hai cho gan trong vong 6
thang trude do

2.1.3. Thiét ké nghién civu: Tién ctru, mo,

khong ddi ching

2.2. Phuwong phap nghién ctru

2.2.1. Kham lam sang

Xéac dinh cac triéu chung lam sang cua
bénh va phat hién tac dung phu trong qua trinh
diéu tri, gém: chan an, dau ha suon phai, vang
da niém mac...

2.2.2. Xét nghi¢m

- Men transaminase: do hoat d0 men AST,
ALT huyét thanh bang ky thuat do dong hoc
men, may Hitachi 717, thyc hién tai B mon
Sinh héa, Truong Pai hoc Y Dugc Hué.

- HBsAg va HBeAg: k¥ thuat ELISA, kit
Hepanostika cia Organon, thuc hi¢n tai B
mon Mién dich-Sinh 1y bénh.

- HBV DNA: dinh luong, ky thuat PCR.
Bo kit chiét tach theo phuong phap Boom, bd
sinh phim PCR ciia Cong ty Nam Khoa (TP
HCM). Ngudng phat hién 1a 300 copies/ml.

- Cac xét nghiém men gan, creatinin,
HBeAg, Anti HBe, HBV DNA duogc lam khi
bit dau diéu tri (MO), sau 3 thang (M3), 6
thang (M6) va 12 thang (M12).

- Siéu am dugc lam lic bat dau diéu trj va
moi 6 thang.

- Chuyén dbi huyét thanh duoc xac dinh
khi HBeAg (-) va Anti HBe (+) trong 2 1an xét
nghiém cach nhau 1 thang d6i v6i bénh nhan
VGB man HBeAg (+).

- Bung phat virus: Khi HBV DNA tang
> 1 log UI/mL trén diém thap nhat sau khi
da co dap Gng virus, trong sudt qua trinh
diéu tri.
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2.2.3. Thuéc: Tenofovir vién 300 mg, ding
1 vién/ ngay trong 12 thang.

2.3. Phwong phap xir 1y so li¢u: dung
phan mém SPSS 16.0. Su khéc biét giita cac
ty 18 duoc danh gia boi phép kiém Chi binh
phuong. p < 0,05 dugc danh gid 1a c6 y nghia
thong ké.

3. KET QUA NGHIEN CUU

3.1. Mot s6 dic diém chung:

3.1.1. Phin bé theo tuéi va gici

Trong nhém bénh nhan nghién cuu, c6 46
nam (61,3%), 29 nit (38,7%). C6 30 bénh nhan
trong nhom 15-40 tudi (40%), 26 trong nhoém

3.2. Cac dap tng vé 1am sang va sinh héa
3.2.1. Pdp trng vé lim sang

i Trwéc DT wSau DT

32%

9,3% 3% 12%10,7%

6,7% 53%

1,3%

Gan IEn

Chan an  met mai

Khétidu BuBnnon Pauha Vangda,
swon phai mit
Biéu d6 3.1. Ty 18 d4p tmg 1am sang sau diéu tri
Nhan xét: Nhin chung cac tri¢u chirng lam
sang cai thién sau 12 thang diéu tri. Riéng
tri¢u ching gan 16n it cai thién.
3.2.2. Bién doi men transaminase sau
diéu tri
140

40-55 tudi (34,7%), 19 trong nhom > 55 tudi 5, w1
(25,3%). Tudi trung binh 12 42 + 17 (ndm) d6i 100 1’08\\\\
v&i nam va 44 + 13 (nam) ddi véi nit. % . g
, > 60 68 48
3.1.2.Mét so dac diem xét nghiém " 37 —®-ALT
Béng 3.1. Mot s6 dic diém xét nghiém - 56
, 0
Chiso n Ty 1€ (%) p Mo M3 Mé Mi2
ALT (x GHTBT) Biéu do 32 Bién do‘l'A'ST, ALT trung
binh theo thoi gian
2-3 39 52 Nhdn xét: AST, ALT trung binh gidm nhanh
<0,01 . \ SR \ ,
3.5 2 34.7 sau 3 thang va dat tri s0 binh thuong sau 12 thang
Bang 3.2. Binh thuong hoa ALT
>5 10 13,3 theo thoi gian
HBV DNA (copies/mL) Theoi gian M3 | M6 | M12
<10° 32 42.7 Nhém SO lwong (n) | 23 32 39
0,052 HBeAg(+) | Tyle (%) |56,1| 78,2 | 95,1
10%-108 25 33,3 =
(N=41) o <0.01
>108 18 24 4
Nhém SO lwong (n) | 19 26 28
HBeAg HBeAg (-) | Tyle(%) |559]| 76,5 | 82,4
(N = 34)
Am tinh 41 54,7 0,32 P 0,04
Sélwong (n) | 42 | 58 | 67
Dwong tinh 34 45,3
‘ (ﬁh:;g) TV (%) | 56 | 77.3 | 89,3
Nhén xét: Pa s6 bénh nhan c6 ALT tur p <0,01

2-3 lan gidi han trén binh thuong (GHTBT)
chiém 52%. HBV DNA truéc diéu tri giita
cac muc khong c6 khac biét c6 y nghia
thong ké. S6 bénh nhan c6 HBeAg am
chiém 54,7%.

Nhdn xét: Ty 1& bénh nhan c6 ALT vé binh
thuong sau 3, 6, 12 thang chung cho ca 2
nhom tang dan theo thoi gian 1a 56%; 77,3%;
89,3%. Su khac biét nay c6 y nghia théng ké
voi p<0,01.
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3.2.2. Dap vrng virus hoc Béang 3.4. Ty I¢ HBV DNA gidm dudi

Bang 3.3. Ty 18 bénh nhan mat HBeAg va ngudng phat hién theo thoi gian
chuyén d6i huyét thanh HBeAg HBV DNA
> ai dwéi ngwdng
Th&i gian M3 | M6 | M12 Thoi gian
M3 M6 | M12
Sélwong (n) | 4 9 28 5
’ ong (n) Nhom | S0luwong(n)| 12 | 23 | 35
MatHBeAg | 1o o | og | 20 | 683 HBeAg(+) | Tyle (%) | 29,3 | 56,0 | 854
(N = 41) (N =41)
p < 0,01
D <0,01 p
Nhém SOolwong (n)| 6 16 28
x| S6luc 2 5 12 HBeAg(- Ty & (% 17,7 | 471 | 82,4
Chuyen doi 0 luong (n) (Ne= :ﬂ)) yie (%)
hayethann | 1yie (n) | 49 (122 293 _ P <001
(N = 41) séluong ()| 18 | 39 | 63
p < 0,01 Chung . A o
(N = 75) Ty 1& (%) 24,0 | 52,0 | 84,0
Nhdn xét: Ty 1¢ mat HBeAg va chuyén P <0,01

doi huyét thanh HBeAg ting dan theo thdi  Nhdn xét: Ty 168 HBV DNA gidm dudi
gian diéu tri. O thoi diém 12 thang ty 16 mat ngudng phat hién ting theo thdi gian, chung
HBeAg 1a 68,3%; ty 1¢ chuyén do6i huyet thanh ¢4 2 nhom thi ty 1¢ nay 1a 52% sau 6 thang va

14 29,3%. 84% sau 12 thang diéu tri.
Bang 3.5. Bién d6i HBV DNA trung binh theo thoi gian
Thei gian Mo M3 M6 M12
(:Ic?p:ile[s);‘lnﬁ) 2,3x107+ 3,1x10% | 1,8x10%+ 3,8x10%? | 2,4x10% £ 6,7x10% | 2,5 x10? + 0,9x10?
P <0,01

Nhdn xét: HBV DNA dan theo thoi gian diéu tri va vé dudi ngudng phat hién sau 12 thang.
Bang 3.6. Ty 1¢ chuyén ddi huyét thanh HBeAg theo cac nhom ALT sau 12 thang

ALT trwée didu tri Mit HBeAg | CPuyen doi huyet thanh
HBeAg
2.< 3 x GHTBT S6 lvgng (n) 6 2
(N'=39) TV 18 (%) 15.4 5,1
3.5 x GHTBT Sé lwong (n) 14 5
(N = 26) Ty 18 (%) 53,9 19,2
> 5 x GHTBT Sé lwong (n) 8 5
(N=10) Ty 1& (%) 80,0 50,0
p <0,01 < 0,01

Nhdén xét: Ty 16 mat HBeAg va chuyén ddi huyét thanh cao trong nhom bénh nhén c¢6 ALT

cao trudce dicu tri.
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3.3. Ty 1€ bung phat virus va tac dung
phu thwong gap cua tenofovir
Chua phat hién bung phat virus sau 12
thang diéu tri
Bang 3.7. Ty I¢ mot s tac dung phu
trong qua trinh diéu tri

Tac dung phu S6 lwong (n) | Ty 1é (%)
N6n 2 2,7
Pau thwong vi 10 13,3
Tiéu chay 4 53
DPau dau 5 6,7
Choéng mat 5 6,7
N6i ban 0 0
Tang creatinin mau 0 0

P < 0,01

Nhan xét: nhin chung tac dung phu it. Tac
dung phu chiém ty I¢ cao nhét 1a dau thuong vi
chiém 13,3%. Khong c6 truong hop nio ting
creatinin mau.

4. BAN LUAN

Viém gan virus B 1a ganh ning cho y té va
cong ddng. Bénh co thé tién trién thanh xo gan,
ung thu té bao gan. Muc tiéu cua viéc diéu tri
khang virus la trc ché su nhan 1én cua virus, cai
thién tinh trang viém hoai tir té bao gan va xo
hoa gan. Viée danh gia hiéu qua diéu tri khang
virus ctia mot thube cin dua vao cac tiéu chi
vé dap mg 1am sang, sinh héa va virus. Bén
canh d6 con phai xem xét tac dung phu va van
dé khang thudc dic biét v6i cac thude 1a chit
tuong tu nucleoside/nucleotide [15].

Tenofovir 13 mot chét twong ty nucleotide co
tac dung trc ché men sao chép nguoc cia VRVGB.
Tenofovir da dugc FDA chip nhan trong diéu tri
viém gan B man tinh ttr nam 2008 [15].

Nghién ctru ctia chung t6i gdm 75 trudng
hop viém gan B man dén kham va diéu tri
béng tenofovir tai Bénh vién Truong Pai hoc Y
Dugc Hué tir thang 11/2010 dén thang 8/2012.
Vi ty 1¢ nam 1a 61,3% va nir 1a 38,7%. Hoat
d6 men ALT thip truéc diéu tri chiém ty 18
cao nhat. Mrc HBV DNA trudc diéu tri khong

khac biét c6 y nghia thong ké. Nhom bénh
nhan HBeAg chiém 54,7%.

Céc triéu ching lam sang cai thién r0.
Riéng triéu chung vang da va gan 16n it cai
thién. Két qua nay ciing twong ty nhu két qua
ctia Tran Thi Phuong Thay va cong su, nghién
ctru trén 52 bénh nhan viém gan B man [7].

Ty I¢ binh thuwong hoa ALT sau 6, 12 thang
diéu tri 1an lugt 1 77,3%, 89,3%. Ty 1& binh
thuong héa ALT trong nhém HBeAg duong va
am sau 12 thang lan luot 1a 95,1% va 82,4%.
Cao hon so v&i nghién cuu cua Marcellin P
va Heathcote EJ 1a 68% trong nhom HBeAg
duong. Nhung khong cao hon so véi nhém
HBeAg am 1a 76% [12], [16]. Tuong tu véi
két qua nghién ctru ctia Trinh Thi Ngoc va
Nguyén Van Diing trén 92 bénh nhan, ty 1é
dap ung vé sinh hoa sau 12 thang diéu trj 1a
95,6% [4]. Theo Tran Thi Phwong Thay va
cong su ty 1€ nay 1a 75% [7]. Nhu vay, nhin
chung tenofovir c6 hi¢u qua kha cao trong
viéc lam binh thuong héa men gan.

Vé ddp irng virus ching toi danh gia dya
theo 2 thong s6: sy mat HBeAg, su chuyén dbi
huyét thanh HBeAg va giam tai lugng HBV
DNA huyét thanh. Phan tng chuyén huyét
thanh tr HBeAg sang anti-HBe tuong ung
c¢6 lién quan t6i giam nguy co tién trién cia
bénh gan. Pay muc tiéu ban dau cua diéu tri
khang virus & nhitng bénh nhan nhiém VRVGB
HBeAg duong.

Mit HBeAg trong qua trinh diéu tri khang
virus 1a mot dap tng thuén loi va khong bén
virng. Nhiéu nghién ciru cho thay ty 1& mat
HBeAg khong lién quan mat thiét voi tién
trién 1au dai ctia bénh. Vi vay day khong phai
12 mot tiéu chuan cua diéu tri [14]. Trong
nghién ctru ctia ching toi ty 16 mat HBeAg sau
6, 12 thang 1a 22%, 68,3%. Ty 1€ nay cao hon
so voi nghién ctiru cua van Bommel va cong
su trén bénh nhan dé khang voi cac chat tuong
tu nucleot(s)ide 1a 24% [20]. Hann HW va
cong su ty 16 mat HBeAg sau 12 thang diéu tri
tenofovir trén bénh nhan dé khang lamivudine
la 9% [11].
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Chuyén d6i huyét thanh HBeAg 1a mot tiéu
chi quan trong trong qué trinh diéu tri. Nhiéu
nghién cuu da ching minh c6 sy lién quan
chit ché trong dap tmg chuyén d6i huyét thanh
HBeAg voi cac dap tmg vé sinh hoa, md bénh
hoc va nhét 1 tién trién lau dai cua bénh [15].

Heathcote EJ, Marcellin P va cong su thay
rang ty 1& chuyén d6i huyét thanh sau 48 tuan
diéu tri tenofovir 12 21%, [12]. Két qua nghién
ctru ctia Tran Thi Phuong Thily va cong sy trén
52 bénh nhén, ty 1& chuyén d6i huyét thanh
sau 6 va 12 thang la 11,1% va 23,3% [7]. Con
trong nghién ctru clia chung toi ty 1¢ chuyén
d6i huyét thanh HBeAg dat 12,2% sau 6 thang
va 29,3% sau 12 thang diéu tri.

Bién doi HBV DNA ciing 1a mot muc tiéu
quan trong trong diéu tri viém gan virus B ca
truong hop HBeAg (+) cling nhu HBeAg (-)
vi nd ¢6 lién quan v6i giam tan suit xo gan,
ung thu t& bao gan & bénh nhan viém gan
vius B man tinh [14]. Trong nghién ctiru ctua
chung t61, ty 1€ bénh nhan c6 HBV DNA duéi
ngudng phat hién sau 6 thang 1a 52% sau 12
thang diéu tri 1a 84%. Pay 1a yéu t6 kha thuan
loi cua tenofovir vi thong thuong khi HBV
DNA dugc tre ché sém & tuan 24 (< 40 IU/ml
hay 200 copies/ml) c6 li€n quan voi ty 1€ phat
trién dé khang thudc thap [21].

Dbi v6i mbi lién quan gitra ty 1é chuyén doi
huyét thanh v6i mic ALT va nong d6 HBV
DNA huyét thanh trudc diéu tri, nhiéu tac gia
da nhan thiy ty 1¢ chuyén d6i huyét thanh ¢
thé phu thudc vao hoat tinh ALT tang cao va
néng d6 HBV DNA thép trudc khi diéu tri
[3],[9],[18]. Trong nghién ctru nay, ching to1
nhan thay ty 1é chuyén do6i huyét thanh HBeAg
cao trong nhom bénh nhan c6 ALT cao va
HBV DNA thip trudc diéu tri. Tuong tu két
qua cta Tran Thi Phuong Thily va cong sy [7]

Biing phat virus 1 su ting néng do huyét
thanh HBV DNA > 1 log,, Ul/ml trén diém thap
nhét sau khi di c6 dap tng virus, trong sudt qua
trinh diéu tri. Thuong c6 kém theo bung phat
vé sinh hoa. Nguyén nhan chinh ctia bung phat
virus 13 tuan thu diéu tri kém va dé khang thudc.

Trong nghién ctru nay, chung toi chua phat
hién bung phét virus sau 12 thang diéu tri
tenofovir. Két qua nay ciing phui hop véi két
qua nghién ctru cua cac tdc gia ngoai nudc.
Theo Hann HW va cdng sy trén bénh nhan
dé khang lamivudine [11], Heathcote EJ,
Marcellin P va cOng su, trén bénh nhan viém
gan B man [12,16]. Cac nghién clru trong
nude ciing cho thdy khi diéu tri tenofovir sau
12 thang van chua phat hién dé khang thudc.
Nhu cac nghién ctru cua Nguyén Thi Nha
Doan, Bui Hiru Hoang trén nhitng bénh nhan
dang diéu tri v6i cac thude trong tu nucleot(s)
ide [2] va Lé Hiru Song, Nguyén Trong Chinh,
sau 18 thang diéu trj tenofovir [5].

Tinh an toan cua tenofovir, Bang 3.7 cho
thdy cac tac dung phu rat it gip va thuong la
khong ning né. Khong co truong hop nao bi
suy than hoac tang Creatinin mau. Khong co
tac dung phu nao ning né budc phai ngung
diéu tri.

Nhu viy, c6 thé néi tenofovir 1a mot
thuc dung nap réat tt. Nhiéu tac gia ciing
déu ghi nhan rét it tic dung phu khi dung
tenofovir [7], [12].

5. KET LUAN

Tenofovir 1a thudc rt hiéu qua va an toan
trong diéu tri viém gan virus B man, c6 hi¢u
qua trong uc ché HBV DNA, it tdc dung phu
va chua phat hién dé khang.

- Tri¢u ching lam sang cai thién rd sau
12 thang diéu tri. Ty 1é binh thudong héa ALT
sau 6, 12 thang 1a 77,3%, 89,3%. Ty 1¢ mat
HBeAg trong nhom bénh nhan HBeAg (+)
sau 6, 12 thang diéu trj 1a 22%, 68,3%. Ty 1&
chuyén d6i huyét thanh HBeAg trong nhom
bénh nhan HBeAg (+) sau 6, 12 thang diéu trj
lan luot 1a 12,2% va 29,3%. Ty 1¢ giam HBV
DNA giam xuéng dudi ngudng phat hién sau
6, 12 thang l1an luot 1 52%, 84%. ALT cao va
HBV DNA thép trude diéu tri 1a cac yéu td
thuan loi cho dép tng virus.

- Tac dung phu it, chua phat hién bung phat
virus sau 12 thang diéu tri tenofovir.
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