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Tom tat

bat véan dé: Viém gan virus B man HBeAg (+) la nhém viém gan man c6 virus dang nhan Ién, do do co
nong do virus cao. Nghlen ctru nhitng dic diém cia Vlem gan virus B man c6 HBeAg (+) va hiéu qua
diéu tri bang cac thudc khang virus ctia bénh 14 rat can thiét. Muc tiéu: Danh gia két qua diéu tri viém
gan virus B man HBeAg (+) bang tenofovir. Poi twong va phwong phap: Bénh nhan viém gan virus
B man tinh HBeAg (+) dén kham tai Bénh vién Truong Dai hoc Y Dugc Hué trong khoang thoi gian tir
01.2012 — 12.2013. Nghién ctru tién ciru. Két qua: Sau 12 thang hau hét cac tridu ching 1am sang déu
giam. Thang thuo 12 ¢6 86,4% ALT binh thuong. 81,8% bénh nhan c6 dap tmg hoan toan (HBV DNA
giam dudi mirc phat hién) va 18,2% bénh nhan khong c6 dap tmg. Co 27,3% mat HBeAg va 20,5% c6
anti-HBe. Ty 1é chuyén doi huyét thanh & hai nhém < 107 va 10° - 107 copies/mL twong duong nhau. Két
ludn: Dap (mg 1am sang va sinh hoa khé cao. Sau 12 thang hau hét cac triéu chimg 1am sang déu giam.
C6 86,4% ALT tré vé binh thuong. 81,8% bénh nhan c6 dép g hoan toan va 18,2% bénh nhan khong
c6 dap tmg. C6 27,3% méat HBeAg va 20,5% c6 anti-HBe.

Tir khoa: Viém gan virut B man, tenofovir.

Abstract
STUDYING THE EFFICACY OF TENOFOVIR IN THE TREATMENT OF HBeAg-POSITIVE
CHRONIC HEPATITIS B
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Background: The HBeAg-positive chronic hepatitis B is the type of chronic hepatitis with active virus
replication, has high viral load and difficult to treat. We evaluate the effects of treatment with tenofovir
in HBeAg-positive chronic hepatitis B patients. Aims: To evaluate the treatment results in patients
with HBeAg-positive chronic hepatitis B. Patients and methodes: HBeAg-positive chronic hepatitis
B patients over 15 yrs treated at Hue University Hospital from Jan. 2012 to Dec. 2013. Results: Most
of symptoms disappeared after 12 months. More than 85% patients have biochemical response. 81.8%
patients have undetectable HBV DNA. Rate of HBV DNA decrease according to the baseline viral
load. After 12 months 27.3% patients loss HBeAg and 20.5% have anti-HBe. Conclusions: Clinical
and biochemical response were relatively high. 81.8% patients have undetectable HBV DNA. After 12
months 27.3% patients loss HBeAg and 20.5% have anti-HBe.
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1. PAT VAN PE
Viém gan virus B (VGVRB) man HBeAg (+)
la nhom viém gan man c6 virus dang nhan 1én, do

xau hon. Nguy co bénh gan mit bu, xo gan va ung
thu biéu mo t€ bao gan ciing ting cao ¢ nhiing
bénh nhan c¢6 tai lugng HBV DNA cao. [5]

d6 c6 ndng do virus cao. Piéu nay ciing dong nghia
v6i c6 nguy co 1y nhiém cao. Nong d6 HBV cao
duoc danh gia bang tai lwong HBV DNA. Theo
nhiéu nghién ctru trén thé gidi, tai luong HBV
DNA ¢6 lién quan 1o rét voi tién lwong cia bénh
va dap Gng diéu tri. Tai lugng virus cang cao bénh
cang khé dap tmg véi diéu tri va tién luong cang
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Nhiing bénh nhén viém gan virus B man
HBeAg (+) ciing 1a nhom c6 dap tmg diéu tri khac
nhau theo nhiéu nghién ctru trén thé gisi [4], [6].
Nghién ciru nhing dic diém ciia viém gan virus B
man c6 HBeAg (+) va hiéu qua diéu tri bang cac
thuc khang virus ctia bénh 1a rat can thiét. Cho
dén nay & trong nudc chua ¢ nhidu nghién ctru vé
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két qua diéu tri & nhém bénh nhan nay.

Xuit phat tir nhitng 1y do trén, ching toi thuc
hién dé tai nay nhdm muc tiéu: Pdnh gid két qua
diéu tri viem gan virus B man HBeAg (+) bang
tenofovir.

2.POITUQNG VA PHUONG PHAPNGHIEN
cuu

D6i twong nghién ciru 12 nhitng bénh nhan dén
kham va diéu tri tai Bénh vién Truong Pai hoc Y
Dugc Hué v6i chan doan viém gan virus B man
tinh HBeAg (+) trong khoang thoi gian tir 01.2012
—12.2013. Lira tudi: tir 15 tudi tr 1én.

Tiéu chuin chin doan VGVRB man
HBeAg(+)

- Tién str: Bénh nhan d3 bi VGVRB trén 6
thang hodc c6 HBsAg(+) trén 6 thang.

- Lam sang: Bénh nhan c6 mot sb triéu chimg
va diu chiing sau: mét mai, chan an, dau ha suon
phai, vang mit, vang da, tiéu vang dam, gan 16n,
dau co khop, ngira nhe.

- Can lam sang:

3.1. Pap tng diéu tri vé 1am sang

+ Xét nghiém huyét thanh: HBsAg (+) hai lan
> 6 thang;

+ Xét nghiém huyét thanh: HBeAg (+) trudc
khi diéu tri

+ Xét nghiém sinh hoa: AST hodc ALT tang
cao hon 2 1an gi¢i han trén ctia gia tri binh thuong
[gia tri binh thuong cua AST va ALT: nam (0-40
U/L), nit (0-32 U/L)]. [5]

Phuong phap nghién ctru: Nghién ctru tién
ctru. Theo ddi dap tng diéu tri vao cac thang
thar 3 (M3), thir 6 (M6), tho 12 (M12) va 18 thang
(M18).

Xir Iy thong ké y hoc bang phan mém Epi Info
7.1.3 ciia Trung tim Phong ngira va Kiém soat
bénh tat Hoa Ky (Center for Disease Control and
Prevention, CDC, Atlanta). Chon a.= 0.05; khoang
tin cdy 95%.

3.KET QUA

Trong khoang thoi gian tir thang 01.2012 dén
thang 12.2013, ching t6i da chon dugc 56 bénh nhan
dua vao nghién curu, trong do c6 33 nam, 23 ni.

Bang 3.1. Pap tmg diéu tri vé 14m sang

Thoi gian MO M3 M6 Mi12
(n, %) (n, %) (n, %) (n, %)
Mét moi 36 (64,3) 15 (26,8) 9 (16,1) 5(8,9)
Chan an 41 (73,2) 18 (32,1) 7(12,5) 0
Mét ngu 10 (17.,8) 6 (10,7) 2 (3,5) 0
Vang mit, vang da 20 (35,7) 12 (21,4) 6 (10,7) 2(3,5)
Gan lon 12 (21,4) 9 (16,1) 7 (12,5) 4(7,2)

Nhdn xét: Sau 6 thang hau het cac tri€u chirng lam sang déu giam. Sau 12 thang mot so triéu chung
nhu chan &n, mat ngt bién mat hoan toan. Tuy nhién mét moi va gan 16n gidm cham, sau 12 thang con

8,9% mét moi va 7,2% gan lon.
3.2. Pap tng diéu tri vé sinh héa

Bang 3.2. Pap (g diéu tri vé sinh hoa (ALT)

Théi gian M3 M6 M12 (n=44)
(n, %) (n, %) (n, %)
V& binh thuong 10 (17,9) 24 (42,9) 38 (86,4)
Giam so véi truée DT 19 (33,9) 17 (30,4) 5(11,4)
Céng 29 (51,8) 41 (73.5) 43 (97,7

Nhan xét: O thang thir 6 ¢6 hon 42% bénh nhan ¢6 ALT trd vé binh thudng. Thang thir 12 c6
86,4% ALT binh thuong. 11,4% bénh nhan chi c6 ALT giam so véi trude diéu tri.
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Biéu do 3.1. Hoat d¢ trung binh ALT trong thoi gian diéu trj
3.3. Pap wng di€u tri ve virus
Tat ca bénh nhan déu dugc theo doi du 6 thang tir khi dicu tri. Co 44 bénh nhan theo doi dén thang 12

va 12 bénh nhan theo ddi thém 6 thang sau khi ngung diéu tri.
Bang 3.3. Bap tng di€u tri vé virus

Théi sian M3 M6 M12 M18

8 (n, %) (n, %) (n, %) (n, %)
Cé dap tng 41 (73,2) 33 (58,9) 36 (81,8) 11 (91,7)
Khéng dap tng 15 (16,8) 23 (41,1) 8 (18,2) 1(8,3)

Nhdn xét: Sau 6 thang c6 58,9% bénh nhan co dap Gmg ve virus. Sau 12 thang c6 81,8% bénh nhan

c6 dap ung hoan toan va 18,2% bénh nhan khong c6 dap tng.
Béang 3.4. Ty I¢ giam HBV DNA dudi ngudng phat hién theo thoi gian

va theo tai lwong virus ban dau

Tai lwgng virus M3 (n, %) M6 (n, %) M12 (n=44) (n, %)
<107 (n=23) 7(30,4) 20 (86,9) 19/20 (95,0)
107 - 10%(n=32) 5(15,6) 13 (40,6) 16/23 (69,6)
> 10%(n=1) 0 0 1
Cong 12 (21,4) 33 (58,9) 36/44 (81,8)

Nhdn xét: Nhém bénh nhan c¢6 nong d6 HBV DNA < 107 copies/mL sau 6 thang va 12 thang co
86,9% va 95% giam DNA dudi ngudng phat hién. Trong khi & nhém tir 107 - 108 chi ¢6 40,6% va 69,6%
giam DNA duéi ngudng phat hién sau 6 va 12 thang.

3.4. Pap ung diéu tri vé chuyén dbi huyét thanh

Bang 3.5. Dap tmg diéu tri vé chuyén ddi huyét thanh theo tai lvong virus sau 6 thang

Tai lwgng virus Hl(aneﬁi)(-) ant;ll,-lgoe) *) p
<107 (n=23) 5(21,7) 3(13,0)
107 - 10* (n=32) 6 (18,7) 3(9,4) > 0,05
> 10%(n=1) 0 0
Cong (n=56) 11 (19,6) 6 (10,7)

Nhdn xét: Sau 6 thang diéu tri c6 19,6% bénh nhan mat HBeAg va 10,7% c6 chuyén d6i huyét thanh.
Cac ty 1¢ nay déu cao hon 6 nhom c6 HBV DNA < 107 copies/mL.
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Bang 3.6. Dap tmg diéu tri vé chuyén d6i huyét thanh theo tai lwong
virus sau 12 thang (theo doi 44 bénh nhan)

Tai lwgng virus le:'ﬁii-) anti;lliliz)(ﬂ P
<107 5/16 (31,3) 4/16 (25,0)
107 - 10® 7/22 (31,8) 5/22 (22,7) > 0,05
>10* 0 0
Cong (n=56) 12 (27,3) 9 (20,5)

Nhan xét: Trong sO 44 bénh nhan c6 27,3% mat HBeAg va 20,5% co6 anti-HBe. Ty 1€ chuyén doi

huyét thanh & hai nhém < 107 va 10° -

4. BAN LUAN

4.1. Pap ung diéu tri vé 1am sang

Theo két qua & bang 3.1, sau 6 thang hau hét
cac tri¢u ching lam sang nhu mét moi, chan an,
vang da, mat ngu ... déu giam. Sau 12 thang cac
triéu chimg gan nhu bién mat hoan toan. Sy cai
thién vé mat 1am sang rd nhat & hai tridu ching
mét moi va chan an tir 64,3% va 73,2% xuéng con
8,9% va 0% sau 12 thang. Triéu chirng cham cai
thién nhét 1 gan 16n chiém 21,4% trude diéu tri,
van con 12,5% sau 6 thang va 7,2% sau 12 thang
diéu tri. Cac triéu ching khac nhin chung ciing
c6 cai thién nhung su khac biét chua c6 y nghia
thong ke.

Theo két qua nghién ciru ciia Tran Thi Phuong
Thuy va cong su (cs) trén 52 bénh nhan VGVRB
man cho thdy sau 3 thang diéu tri cac triéu ching
giam r0 rét. Cac tri€u chung it cai thién hon la
vang da, gan 16n (11-17%) ciling cai thién sau 3
thang diéu tri [3]

4.2. Pap Gng diéu tri vé sinh héa

Trong nhém bénh nhén nghién cuu c6 hon
50% bénh nhan c6 dap tmg vé sinh hoa & thang
thir 3 va 85% ¢ thang thtr 6. Dén thang 12, khi két
thic diéu tri, co6 86,4% ALT tré vé& binh thuong
hodc ¢ giam so véi trude didu tri. Biéu db 3.1 cho
thdy hoat do trung binh ciia ALT giam dan theo
thoi gian diéu tri. Tuy nhién & thang 12 van c6
11,4% bénh nhan c6 giam ALT nhung chua xudng
dudi muac binh thuong.

Két qua nghién ctru cta Trinh Thi Ngoc va
Nguyén Vin Diing trén 92 bénh nhin VGVRB
man cho thiy ty 1¢ dap tng vé sinh héa sau 12
thang diéu tri 1a 95,6% (p=0,21). Trong nhoém
bénh nhan ctia Tran Thi Phuong Thiy va cs ty
16 ALT tr& vé binh thuong sau 6 va 12 thang la
52% va 75% [1], [3] Luu y 1a ca hai nhém bénh
nhan trong hai nghién ctru nay la cac bénh nhan
VGVRB man bao gdbm HBeAg (+) va (-).

107 copies/mL tuong duong nhau (p > 0,05).

Trong nghién ctru cia Woo G va cs cling nhu
Lok AF va cs, bénh nhan VGVRB c6 HBeAg
(+) diéu tri bang tenofovir c6 ty 1& binh thuong
hoéa ALT la 66% va 68% [9], Zhao SS va cs nhan
thiy tenofovir twong dwong adefovir v& mirc binh
thuong héa ALT (RR=1,15, p=0,14) [10]

4.3. Pap vng diéu tri vé virus

Két qua nghién ctru cho thiy HBV DNA trung
binh giam dan theo thoi gian diéu tri. Sau 6 thang
¢6 58,9% bénh nhan c6 dap tng vé virus. Sau 12
thang c6 81,8% bénh nhan c6 HBV DNA giam
xudng dudi muc phat hién va 18,2% bénh nhan
van con phat hién HBV DNA.

Trong nhém bénh nhan cia Nguyén Hoai
Phong, nhom HBeAg (+) co ty 1¢ giam HBV DNA
dudi ngudng phat hién sau 6 va 12 thang lan lugt
la 56% va 85,4%. Theo Trinh Thi Ngoc, ty 1¢ giam
HBV DNA dudi ngudng phat hién sau 6 thang la
71,4%, sau 12 thang la 85,1%. [1], [2]

Zhao SS va cs nhan théy tenofovir trdi hon
adefovir vé ty 1¢ giam HBV DNA (RR=2.59) [10]
Carey I va cs diéu tri bénh nhan viém gan B man
12 thang bang tenofovir ¢o ty 1 dap tmg 1a 80%
[4]. Theo Lok AF, bénh nhan viém gan B man
HBeAg (+) glam HBV DNA dudi ngudng phat
hién sau 1 nim diéu tri bang tenofovir 1a 76% [7]

Nhu vdy nhém bénh nhin VGVRB man
HBeAg (+) trong nghién ctru ctia chung toi van
c6 ty 1€ giam DNA dudi ngudng phat hién tuong
duong ty 1¢ chung cua cac bénh nhan VGVRB
man trong cac nghién ctru khac.

4.4. Pap g diéu tri vé chuyén dbi huyét
thanh

Chuyen d6i huyét thanh HBeAg la dap ng
mlen dich quan trong, c¢6 anh huong 16n d&én tién
trién va két qua diéu tri cua bénh VGVRB man.

Theo két qua & bang 3.5, sau 6 thang theo ddi
co 19,6% bénh nhan mét HBeAg va 10,7% co
anti-HBe. Trong s 44 bénh nhan dugc theo ddi dit
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12 thang c6 27,3% mat HBeAg va 20,5% co anti-
HBe. Ty 1& chuyén d6i huyét thanh & hai nhom
< 107 va 10° - 107 copies/mL twong dwong nhau
(p>0,05).

Trong nghién ctru cia Nguyén Hoai Phong
6 22% mat HBeAg sau 6 thang va 68,3% sau 12
thang. Ty 1¢ chuyén doi huyét thanh twong tng
lan luot 14 12,2% va 29,3%. Két qua nghién ciru
ctia Tran Thi Phuong Thily va cs cho thdy ty 1¢
chuyén d6i huyét thanh sau 6 va 12 thang 1a 11,1%
va 23,3%. [3]

Theo Woo G va cs & Hong Kong, ty 1é chuyén
doi huyét thanh & bénh nhan diéu tri bé’mg tenofovir
20% [9] Carey I va cs diéu tri viém gan B man 12
thang bang tenofovir co ty 1¢ chuyén doi 1a 7% [4].
Trong nghién clru cia Zhao SS va cs, tenofovir
tuong duong adefovir vé ty 1& chuyén doi huyét
thanh (RR =1,32; p=0,48) [10].

5. KET LUAN

Nhing bénh nhan VGVRB man HBeAg(+) c6
dap Gmg vé 1am sang kha t6t. Sau 6 thang hau hét
cac triéu chung 1am sang déu giam. Sau 12 thang
mot s6 triéu ching gan nhu bién mat hoan toan.

O thang thir 3 ¢6 hon 50% bénh nhén c6 dap
tmg vé& sinh hoa. O thang thir 6 hon 85% bénh
nhan c6 dap ung.

Ty 1¢ giam DNA dudi ngudng phat hién &
thang 12 c6 lién quan voi tai lugng virus trudc
diéu tri. Sau 6 thang c6 58,9% bénh nhan c6 dap
g vé virus. Sau 12 thang c6 86,4% bénh nhan
c6 dap ung vé virus va 13,6% bénh nhan khong
c6 dap ing.

Sau 12 thang c¢6 27,3% bénh nhan mat HBeAg
va 20,5% c6 anti-HBe. Ty 1& chuyén d6i huyét
thanh ¢ hai nhom < 107 va 10° - 107 copies/mL
tuong duong nhau.
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