HIEU QUA DIEU TRI CUA ENTECAVIR G BENH NHAN
VIEM GAN B MAN TiNH TAI TRUNG TAM BENH NHIET D01,
BENH VIEN BACH MAI

Nguyén Vin Diing", Trinh Thi Ngoc!, Nguyén Thi Lan Anh?.

Muc tiéu: “Hiéu qua diéu tri cta thude khang vi rat ETV & bénh nhan viém gan vi rat B man tinh
tai Trung tdm Bénh nhiét doi, Bénh vién Bach Mai”. Poi twong va phuong phap: 136 bénh nhan
chén doan viém gan vi rat B man tinh diéu tri tai Trung tam Bénh nhiét d61, Bénh vién Bach Mai
tir 8/2010 dén 4/2019 duogc lya chon theo k¥ thuat chon mau thuan tién. Nghién ciru mo ta c6 phan
tich. Két qua va két lugn: dap ing vi rat sau 12 thang, 18 thang, 24 thang, 30 thang, 36 thang, 42
thang, 48 thang, 54 thang va 60 thang diéu tri 1an luot 1a 60%, 67,2%, 81,1%, 84,4%, 88,1%,
88,9%, 96,7%, 89,5% va 93,1%. Déap ung sinh hoa sau 12 thang diéu trj 1a 75,8% va ty 1¢ dap ing
sinh hoa thay doi tir 75 - 87,8% trong qua trinh diéu tri ETV. Chuyén dao huyét thanh HBeAg &
nhitng BN HBeAg duong tinh sau 12 thang diéu tri 1a 37,8% va ty 1& chuyén dao HBeAg ting, sau
60 thang ty 18 chuyén dao HBeAg 1 60%. Ty 1& chuyén dao huyét thanh HBsAg sau 48 thangva

60 thang diéu tri 1a 3,5% va 7,4%

Twr khoa: Viém gan vi rut B man tinh, entecavir, HBV, didu tri.

PAT VAN DE

Viém gan vi rat B anh hudng dén khoang 250 triéu
ngudi trén toan thé gidi (3,61% dan s toan cau). Néu
khong dugc diéu tri, khoang mot phan tu trong s6 do sé
tlr vong vi xd gan, suy gan hodc ung thu té bao gantl. Ty
|é HBsAg (Hepatitis B surface Antigen: khang nguyén bé
mat cta vi rdt viém gan B thay déi tly theo tiig khu vuc,
thap nhat la & Na Uy va Anh (0,01%), cao nhat (> 20%)
& Nam Sudan va Kiribatil'®!, S5 Iugng ngusi nhiém vi rit
viém gan B (HBV: Hepatitis B virus) cao nhat & khu vuc
Tay Thai Binh Duong. T6 chic Y té& thé gidi xac dinh 37
quéc gia cd ty 1& nhiém HBV cao bao gdm Trung Qudc,
Nhat Ban, Han Quadc, Phillipin va Viét Nam vdi 95,3 triéu
(udc tinh ty 1€ luu hanh la 5,26%) va chau Phi vdi 75,6
triéu ngudi (udc tinh ty 1€ luu hanh la 8,83%) chiém gan
70% tong s6 trudng hop nhiém HBV man trén toan cault®’,
Nhu vay nhiém HBV man tinh van & mot trong nhiing
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nguyén nhan quan trong nhat gay bénh tat va tr vong &
ngudi. Cac bién phap diéu tri viém gan vi rit B man nham
(fc ché€ su' nhan 1én cla HBV va han ché cac hau qua clia
bénh. Nhiéu thudc khang vi rit loai dan chét nucleos(t)it
da dugc str dung. Trong dd, entecavir (ETV), tenofovir
disoproxil furamate (TDF) va tenofovir alafenamide (TAF)
la thudc uu tién Iua chon trudc tién trong diéu tri viem
gan vi rat B man tinh hién nay™®.. Trong nhitrng ndm gan
day, cac tac gia trén thé gigi cong bd hiéu qua diéu tri cta
cac thu6c khang vi rit trong d6 c6 ETVIE91],

Viét Nam la nuéc & khu vuc luu hanh HBV cao, ty 1&
ngusGi mang HBsAg trén 8%, véi dudng lay truyén chinh
3 tif me sang con nén ty 1& nhiém HBV man tinh cao,
nguy cd tién trién xd gan va ung thu t€ bao gan. Nam
2005 sau khi FDA (Food and Drug Administration: ¢ quan
thudc va thuc phdm), Hoa Ky cho phép st dung ETV diéu
tri viém gan vi rit B man tinh, thudc ETV da dugc diéu tri
tai Viét Nam. Mot s6 nghién cltu da danh gia hiéu qua
diéu tri viém gan vi rit B man tinh bang ETVIY, Tuy nhién,
thdi gian nghién cltu con ngédn trong vong 12 dén 24
thang. Do dd, ching t6i ti€n hanh nghién clru véi muc
tiéu: Banh gid hiéu qua diéu tri thudc khang vi rit ETV &
bénh nhan viém gan vi rit B man tinh tai Trung tdm Bénh
nhiét déi, Bénh vién Bach Mai.



POI TUONG VA PHUONG PHAP

Pai tu'ong nghién ciru: gdm 136 bénh nhan (BN) chan
doan viém gan vi rit B man tinh ¢4 d tiéu chuan diéu tri
thudc khang vi rit dugc kham va diéu tri tai Trung tam
Bénh nhiét ddi, Bénh vién Bach Mai tir 8/2010 dén
4/2019.

Tiéu chudn chon bénh nhan: bénh nhan c6 cac tiéu
chudn chan doan viém gan vi rit B man tinh va chi dinh
diéu tri theo Hiép hoi Gan mat My nam 2009") nhu sau:

- HBsAg duang tinh kéo dai > 6 thang.

- Tai lugng HBV-DNA > 2 x 104IU/ml véi HBeAg
dugng tinh.

- Tai lugng HBV- DNA 2 2 x10° - 10°IU/ml véi HBeAg
am tinh.

- ALT tang > 2ULN. Néu ALT tang 1 - 2ULN va tai
lwgng HBV - ADN cao theo tiéu chuén trén, BN dugc chi
dinh do Fibroscan cé phan (ng viém hoai tr mic d6 vira
hodc nang va xc gan (giai doan F2 trg Ién theo thang
diém Metavir) dudc chi dinh diéu tri thudc khang vi rdt.

- Bénh nhén > 16 tudi, chua diéu tri cac thudc khang
vi rdt, dong y diéu tri, tuan thu diéu tri thudc khang vi rat
ETV va dong y tham gia nghién clru.

Tiéu chuén loai trir

- Bénh nhan khdng dap (ng tiéu chuan Iua chon.

- Bénh nhan ddng nhiém vdi vi rdt viém gan C hodc
HIV.

Phucng phap nghién ciru
Thiét k& nghién ciru

- St dung phugng phap nghién citu mo ta cé phan
tich.

- SUf dung ky thut chon mAu thuan tién.

- Cac bénh nhéan du tiéu chudn nghién cltu dudgc
khém 1am sang, thu thap s liéu theo mau bénh &n nghién
ctu. BN dudc lay mau xét nghiém sinh hda tai Khoa Sinh
hda, xét nghiém huyét thanh hoc va HBV - DNA tai Khoa
Vi sinh, Bénh vién Bach Mai.

- Bénh nhan nghién cfru dugc kham lai [an lugt sau
diéu tri thudc khang vi rit 6 thang, 12 thang, 18 thang, 24
thang, 30 thang, 36 thang, 42 thang, 48 thang, 54 thang
va 60 thang dé€ danh gia hiéu qua diéu tri thudc khang vi
rut ETV.

Cac ky thuat xét nghiém

Xét nghiém sinh hoa dugc thuc hién trén hé thong
may sinh hoda tu dong tai Khoa Sinh hoa, Bénh vién Bach
Mai.

Xét nghiém huyét thanh hoc (Anti - HCV, HIV, HBeAg,
Anti - HBe) va dinh lugng HBsAg, do tai lugng HBV - DNA
dudc thuc hién tai Khoa Vi sinh y hoc, Bénh vién Bach
Mai.

Panh gia dap rng diéu tri

Ddp Ung sinh hda: giam enzyme ALT trong gidi han
binh thudng.

Chuyén dao huyét thanh HBeAg chi danh gia vdi
nhitng BN viém gan vi rdt B man HBeAg dudng tinh:
HBeAg am tinh.

Chuyén dao huyét thanh HBsAg: HBsAg am tinh.

Dap (g vi rat (PUVR): tai lugng HBV - DNA dui
ngu@ng phét hién dugc bang phuong phap PCR & tuan
diéu tri th{r 48. Sau dd, BN ti€p tuc dugc danh gia 6
thang/lan trong qua trinh diéu tri cho dén khi 60 thang
diéu tri.

X{r ly s0 liéu: so liéu sau khi thu thap dugc lam sach va
nhap vao may tinh bang phan mém Epi data 3.1 va phan
tich bang Stata 10.0: tinh ti 1€ %, gia tri trung binh, ap
dung cac thuat toan thong ké khi tinh trung binh va ty 1&
% cac nhém.

KET QUA

Trong thdi gian tir 8/2010 dén 4/2019, tuyén chon
dugc 136 BN chan doén viém gan vi rat B man tinh du tiéu
chuén nghién c(u.

Bang 1. Pac diém bénh nhan trudc diéu tri

Pac diém n Ty lé %
Nam gidi 88 64,7

41,2 +13,3 (18 - 78)

Tudi (Mean + SD) (min - max) (ndm)

Mean + SD (min - max) (U/L) 187,8 + 398,7 (19 - 4015)
<2 ULN 40 29,4
ALT 2 - <5ULN 70 51,5
5-<10 ULN 16 11,8
>10 ULN 10 73
HBeAg dudng tinh 70 51,5
Anti-HBe am tinh 65 47,8
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Piac diém n Tylé %
Mean % SD (min -max) | 6,22 + 1,71 (3,05 - 8.89)
HBV-DNA | 3-<5 log; 33 24,3
(Log;o IU/ml) | 5-<8 log,, 78 573
28 log,, 25 18,4
Pinh Iugng HBsAg | Mean + SD 100584,3 + 323941,8
(1U/ml) (n=65) | (min -max) (222,89 — 2054400)

(Mean: trung binh, SD: dé léch chudn, max: cao nhét, min: nhd
nhét)

Ty 1& nam gidi chiém 64,7%, tudi trung binh 1a 41,2
+ 13,3 (ndm), BN nhd tudi nhat 1a 18 tudi va cao tudi nhat
1a 78 tudi. Nong dd enzyme ALT trung binh Ia 187,8 +
398,7U/L v6i ALT cao nhét 1a 4015U/L. Ty 1& BN ¢ HBeAg
duang tinh la 51,5%. Nong do HBV - DNA trung binh Ia
6,22 £ 1,71 log,,IU/ml, c6 57,3% BN cd ndng d6 HBV -
DNA tir 5 - < 8 log,,IU/ml. Trong 136 BN c6 65 BN dinh
lugng HBsAg cdé nong d6 HBsAg trung binh la
100584,31U/ml.
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Biéu d6 1. Pap irng vi rit

Danh gia hiéu qua diéu tri thudc khang vi rat ETV
nhan thay: ty Ié dap Ung vi rlt tang dan theo thdi gian vdi
ty |é dap Ung vi rlt la 60% sau 12 thang diéu tri, sau 48
thang diéu tri la 96,7% va sau 60 thang ty |€ dap Ung vi
rut 1a 93,1%.

Két qua dap Ung sinh hda sau 12 thang diéu tri Ia
75,8%, sau 30 thang diéu tri la 87,8% va sau 60 thang
diéu tri ty 1€ dap Ung sinh hoa la 76,7%.
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Thai gian diéu tri

Biéu dd 2. Chuyén dao huyét thanh HBeAg
& bénh nhan HBeAg duang tinh
K&t qua biéu dd 2 nhan théy ty 1 chuyén dao huyét
thanh HBeAg & nhiing BN c6 HBeAg duang tinh sau 12
thang diéu tri la 37,8%, sau 48 thang la 68,8% va sau 60
thang la 60%.
Bang 3. Chuyén dao huyét thanh HBsAg

Chuyén dao huyét | Sau 4 nam diéu tri |Sau 5 nam diéu tri
thanh HBsAg n % n %%
Co 3 3 4 14,8
Khéng 26 89,7 23 85,2
Téng 29 100 27 100

K&t qua bang 3 cho théy ty I& chuyén dao huyét thanh
HBsAg sau diéu tri 4 ndm la 10,3% va sau 5 nam la 14,8%
BAN LUAN

Viém gan vi rit B man tinh 1a bénh do HBV gay ra,
bénh kéo dai nhiéu ndm, dé lai nhiéu hau qua nghiém
trong nhu xd gan va HCC. Muc tiéu diéu tri trong bénh
viém gan vi rt B man tinh 1a cai thién chat lugng cudc
s6ng va ciu séng ngudi bénh bang cach ngan can su tién
trién clia bénh téi xd gan, xd gan mét bu, bénh gan giai
doan cudi, HCC va tr vong. Tuy nhién, nhiém HBV man
tinh khong bi loai bd hoan toan do su ton tai clia cccDNA
trong t& bao gan bi nhiém bénh va cé thé dan dén tai hoat
dong HBV. Vi vay diéu quan trong la giam va duy tri mic
do HBV - DNA huyét thanh & muc khong phat hién dugc
la muc dich thuc sy cta diéu tri viém gan B man tinh. ETV
la dan xudt carbocyclic 2 - deoxyguanosin, (tc ché& chon
loc mdi, Uc ché téng hdp DNA va (ic ché sao chép ngudc
HBV polymerase. ETV (rc ché ca 3 giai doan trong trong

Bang 2. Pap (rng sinh hda

Thai 12 thang 18 thang 24 thang 30 thang 36 thang 42 thang 48 thang 54 thang 60 thang
gian | (n=91) (n=65) (n=59) (n=49) (n=46) (n=26) (n=33) (n=19) (n=30)
n 69 53 50 43 40 21 27 14 23
% 75,8 81,5 84,8 87,8 87,0 80,8 81,8 73,7 76,7
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chu trinh nhén lén ctia HBV va c6 tac dung (¢ ché vi rat
manh hon so véi LMV va ADV. ETV ¢d hiéu qua diéu tri
viém gan vi rit B man tinh véi ca thé HBeAg dudng tinh
va HBeAg am tinh. ETV hdp thu nhanh qua dudng tiéu
hda vdi dinh huyét tugng dat dugc sau 0,5 - 1,5 gid, 62 -
73% thudc dao thai qua than dudi dang con hoat tinhfl,
ETV da dugc str dung rong rai nhu mot loai thudc lua chon
dau tién cho bénh nhan viém gan vi rdt B man tinh vi ty
Ié khang thudc thap. Mot s6 nghién ctu da chi ra rang
ETV la m6t tac nhan manh mé chdng lai bénh viém gan vi
rGt B man tinh.

Diéu tri ETV cai thién dang k€& xét nghiém sinh hda
ALT. D& déanh gia hiéu qua diéu tri thuSc khang vi rat ETV,
ching t6i tién hanh theo d&i va phan tich 136 BN viém
gan vi rit B man tinh cé tuan tha diéu tri ETV trong thdi
gian 60 thang. Két qua dap ng sinh hda & BN diéu tri
ETV sau 12 thang la 75,8%, 24 thang la 84,8%, 36 thang
la 87%, 48 théng I3 81,8% va 60 thang 1 76,7% (bang
2). Nghién c(tu tac gia Lin B (2013), két qua dap (g sinh
hda véi diéu tri ETV 1a 76,8%!®. Shin va cong su nam
2015 d& nhan thdy rang ETV cai thién chirc ndng gan va
cac dau hiéu xd hoa khong xam lan & nhitng BN x0 gan
lién quan dén HBVI'., Chuyén dao huyét thanh HBeAg &
nhitng BN HBeAg duang tinh cling la 1 trong nhitng tiéu
chi danh gia hiéu qua diéu tri. Két qua biéu d6 2 nhan
thdy trong 70 BN HBeAg duong tinh két qua chuyén dao
huyét thanh HBeAg sau 12 thang diéu tri ETV la 37,8%,
sau 24 thang la 52,9% va sau 60 thang la 60%. Cac tac
gia trén thé gidi cling nhan thay ty 1& chuyén dao huyét
thanh HBeAg sau 12 thang diéu tri ETV dao dong tir 15 -
23% nhu Yuen MF (2011) 1a 22,2%I13., Ty I& déap (ng vi
rUt sau 12 thang diéu tri ETV la 60% va ty 1€ tang dan va
sau 60 thang didu tri ty I& 14 93,1% (Biéu dd 1). Nhiéu
nghién clru clia cac tac gia trén thé gidi danh gia hiéu qua
diéu tri thu6c ETV & nhitng thdi di€ém khac nhau va c6
nhifng két qua diéu tri khac nhau. Nghién cltu cia Dogan
UB (Thd Nhi Ky - 2012) dap (g vi rit sau 12 thang diéu
tri ETV la 69%01. Nghién clu cua tac gia binh Da Ly
Hudng (2007), két qua diéu tri 19 BN viém gan vi rut B
man tinh HBeAg am tinh ty 1€ dap Ung vi rit la 94,7%l1.,
Bao cdo trong 5 nam diéu tri ETV & nhitng BN HBeAg

duang tinh vdi liéu ETV 0,5mg/ngay dén 1mg/ngay, HBV
- DNA dudi nguGng phat hién (< 300 ban sao/ml) Ia 89%,
91% va 94% tuong Ung véi 3 nam, 4 nam va 5 nam.
Ngoai ra, ty |& chuyén dao huyét thanh HBeAg 1a 31% sau
2 ndm, ty 1& chuyén dao huyét thanh HBeAg & 141 BN
HBeAg duang tinh 13 23% & tuan 96 - 24012, Két qua nay
cling dugc khang dinh bdi nhiéu nghién cliu diéu tri bang
ETV 0,5mg/ngay véi 83 - 90% BN khong phat hién HBV -
DNA va 24 - 44% BN c6 chuyén dao huyét thanh HBeAg
sau 3 nam diéu trilt21314, Bén canh nhirng muc tiéu cu
thé diéu tri viém gan vi rit B man tinh Ia binh thudng en-
zyme ALT, giam hay mét HBV - DNA, chuyén dao huyét
thanh HBeAg, cai thién md hoc t€ bao gan va cudi cling
1a chuyén dao huyét thanh HBsAg. Két qua nghién clu
clia chling t6i sau 4 ndm diéu tri trong téng s& 29 BN ¢
1 BN (3,5%) va sau 5 ndm la 2 BN (7,4%) c6 chuyén dao
huyét thanh HBsAg (bang 3). Mot s6 nghién cltu trén thé
giGi nhan thay, ty 16 mat HBsAg dao dong 0 - 1,4% &
nhitng BN HBeAg duang tinh sau 3 nam diéu tri ETVI314],
Nhu vay, st dung ETV trong diéu tri viém gan B man tinh
c6 tac dung (rc ché€ HBV va 6n dinh chiic néng gan, han
ché dugc cac hau qua cla bénh gay ra.

KET LUAN

Nghién citu 136 BN dugc chan doan viém gan vi rit
B man tinh dudc diéu tri thudc khang vi rat ETV tai Trung
tam Bénh nhiét ddi, Bénh vién Bach Mai tir 8/2010 dén
4/2019 ching t6i c6 mot s6 két luan sau:

Dap (ng vi rut sau 12 thang diéu tri ETV la 60%, ty
|é dap ng vi rit tang theo thai gian diéu tri va sau 60
thang diéu tri la 93,1%.

Dap (fng sinh hda sau 12 thang diéu tri ETV la 75,8%
va ty 1& dap Ung sinh hda thay déi tir 75 - 87,8% trong
qua trinh diéu tri.

Ty Ié chuyén dao huyét thanh HBeAg & nhiing BN c6
HBeAg dudng tinh sau 12 thang diéu tri la 37,8%. Ty Ié
chuyén dao huyét thanh HBeAg ting, sau 60 thang la
60%.

Ty |é chuyén dao huyét thanh HBsAg sau 4 ndm diéu
tri 13 3,5% va sau 5 nam 1a 7,4%.
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THE EFFICACY OF ENTECAVIR THERAPY IN PATIENTS WITH CHRONIC HEPATITIS B TREATED
IN THE CENTER TROPICAL DISEASES OF BACHMAI HOSPITAL

Summary

Objectives: "The efficacy of entecavir therapy in pa-
tients with chronic hepatitis B treated in the Center Trop-
ical Diseases Bachmai hospital". Subjects: 136 patients
diagnosed with chronic viral hepatitis B treatment in the
Center Tropical Diseases - Bach Mai Hospital from 8/2010
to 4/2019 be selected by convenience sampling tech-
niques. Methods: Describe with analysis. Results and con-
clusions: The virological response at 12 months, 18
months, 24 months, 30 months, 36 months, 42 months,
48 months, 54 months and 60 monthswas60%, 67.2%,

81.1%, 84.4%, 88.1%, 88.9%, 96.7%, 89.5% and 93.1%
respectively. The biochemical response at 12 months was
75.8% and rate of biochemical response was 75 - 87.8%
over time of ETV treatment. Rate of HBeAg seroconver-
sion in patients with HBeAg positive at 12 months was
37.8%, rate of HBeAg seroconversion increased and
HBeAg seroconversion at 60 months was 60%. Rate of
HBsAg clearance at 48months and 60 months was 3.5%
and 7.4% respectively.

Key words: Chronic hepatitis B virus, entecavir, HBV, treatment.
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