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Khao sat sy thay doi cia HBerAg trén bénh nhian viém gan
virus B man truéc va sau diéu tri Tenofovir disoproxil fumarate
300 mg

Survey on the change of HBcrAg in patients with chronic hepatitis B before and
after treatment with Tenofovir disoproxil fumarate 300 mg

PHAM THI THUY

Trung tam Ti€éu héa gan mat-Bénh vién Bach Mai

Abstract

Object: Survey on the change of HBcrAg in patients with chronic hepatitis B before and after treatment
with Tenofovir disoproxil fumarate 300mg. Method: A cross-sectional descriptive study was carried out
on 101 patients with chronic hepatitis B at the out patient Department on demand out patient department,
and Gastroenterology Center of Bach Mai Hospital during the period from October 2020 to June 2022.
Results: Serum HbcrAg concentration gradually decreased over the time of treatment, from 5.94 + 1.36
initially to 5.50 + 1.47 after 3 months, 5.04 + 1.40 after 6 months and 4.92 + 1.34 after 12 months,
the differences were statistically significant in serum HBcrAg levels at 3, 6 and 12 months compared
with baseline (p < 0.0001). In both HBeAg-positive and HBeAg-negative groups, serum HBcrAg levels
also decreased gradually with the duration of treatment. Conclusion: The HBcrAg biomarker should
be applied to routine clinical practice for the management, monitoring and prognosis of patients with
chronic hepatitis B.
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Tém tit

Muc tiéu: Khio sit sy thay d6i cia HBcrAg trén bénh nhan viém gan virus B man tinh truc va sau
diéu tri Tenofovir disoproxil fumarate 300 mg. P8i tugng va phueng phap nghién cifu: Nghién citu
mo ta cit ngang thyc hién trén 101 ngudi bénh viém gan virus B man tinh tai Khoa khdm bénh, Khoa
khdm bénh theo yéu ciu va Trung tim tiéu héa Bénh vién Bach Mai trong thdi gian tir thang 10/2020
dén thang 6/2022. K&t qua: Nong d6 HBcrAg huyét thanh gidm dan theo thdi gian diéu tri, tir 5,94 +
1,36 ban dau xu6ng con 5,50 + 1,47 sau 3 thang, 5,04 + 1,40 sau 6 thang va 4,92 + 1,34 sau 12 thing, su
khac biét c6 y nghia thong ké vé ndng do HBcrAg huyét thanh tai cdc thdi di€m 3, 6 va 12 thiang so vdi
thdi diém ban dau (p < 0,0001). Trong hai nhém HBeAg duong tinh va HBeAg am tinh ciing cho thiy
nong dd HBcrAg huyét thanh gidm din theo thdi gian diéu tri. K&t luan: Diu 4n sinh hoc HBcrAg nén
dudc dua vao st dung thudng quy trong thyc hanh 1am sang gitip quan 1y, theo doi, tién lugng & bénh
nhén viém gan virus B man tinh.

Tu khéa: HBcrAg, viém gan virus B, Tenofovir disoproxil fumarate, Bénh vién Bach Mai
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I. Diit van dé

Nhiém virus viém gan B (HBV) la vin dé stc
khde toan ciu. Udc tinh trén toan th& gidi c6
khodng 2 ty ngudi nhiém HBYV, 260 triéu ngudi
nhiém HBV man tinh.[8] Virut viém gan virus B
Ia nguyén nhan 15 - 40% trudng hgp xd gan va
ung thu gan nguyén phét.[5] Viét Nam ndm trong
khu vuc c6 ty 1& nhiém virus viém gan B cao (>
8%). Nhi€ém virus viém gan B § nam gidi 12,3%
va 8,8% nit gidi.[4] Tuy nhién, viéc chdn dodn va
diéu tri ngudi bénh viém gan B con nhiéu han ch&
theo bdo cdo nam 2015 ty 1€ bénh nhan viém gan
virus B ti€p can chdn dodn khodng 10%, 8% bénh
nhan dugc ti€p can diéu tri.

Muc tiéu vang hién nay trong diéu tri viém
gan B 1a tc ch€ virus, chuyén ddo huyét thanh
HBsAg, céi thién xét nghiém sinh héa, m6 bénh
hoc, gidm bié€n chitng cda bénh viém gan virus
B. Nhitng muc ti€u nay dudc ddnh gia thong qua
cac xét nghiem HBsAg, HBV DNA, HBeAg.
Tuy nhién, ngay cd khi xét nghiém HBV DNA
khong phat hién dudc hodc c6 chuyén dio huyét
thanh HBsAg thi xd gan va ung thu gan vin xuat
hién bdi vi sy ton tai cda cccDNA.[1] Sinh thi&t
gan c6 thé ddnh gid chinh xac s lugng cccDNA,
nhung c6 cdc bi€n chitng dau, chdy médu, tham chi
nghiém trong nhu t&f vong...[2]

HBcrAg 12 mot diu &n sinh hoc bao gém ba
protein HBeAg, HBcAg, p22cr c¢6 chung mdt chudi
149 aa gidng hét nhau va 1a sdn phdm clia gen
16i va trude 16i. HBcrAg c6 mdi tuong quan chiit
ché véi cccDNA trong t€ bao gan, phan 4nh ding
ndng do, hoat dong cccDNA. Nong do HBcrAg
thay ddi tiy theo dién bi€n ctia bénh gitp danh
gia lich st ty nhién ctia HBV, du bdo kha nang
chuyén ddo huyét thanh HBeAg, HBsAg, danh
gid su xudt hién, tdi phdt cda ung thu bi€u md
t&€ bao gan, ddnh gid sy tdi hoat dong ciia HBV,
st tdi nhiém HBV sau ghép gan, du bdo nguy cd
bung phéit bénh gan sau khi dirng liéu phédp diéu
tri Nucleotid (NAs) va trén nhitng thé viém gan
virus B tiém 4n.[2],[3] HBcrAg ciing tuong quan
chit ché véi HBV DNA va HBsAg trong huyét
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thanh nén thay th&€ va hd trg dudc vai tro cla
nhitng xét nghi€ém nay.

Xét nghiém HBcrAg dugc bdo cdo va s
dung mot cach thudng qui tai Nhat Ban tir nim
2002 dén nay.[3] Nim 2019 Bo Y t€ Viét Nam
da cho phép st dung HBcrAg vdi vai trd chdn
dodn, theo ddi, tién lugng ddp wng diéu tri va
nguy cd lién quan. Tuy nhi€n, hi€n nay céc
nghién cu trong nuéc vé xét nghiém nay con
nhiéu han ch&, do @6 d€ gép phin chiing minh
gid tri cda xét nghiém nay ching toi ti€n hanh
mdt nghién cdu nay véi muc tiéu “Khdo sdt sy
thay ddi ciia HBcrAg trén bénh nhéan viéem gan
virus B man tinh trudc va sau diéu tri Tenofovir
disoproxil fumarate 300 mg”

I1. Poi twgng va phuong phap nghién ciu

Déi tugng nghién citu

Tiéu chudn lua chon

- Ngudi bénh tudi > 18 tudi dugc chdn dodn va
chi dinh dung thudc khéng virut viém gan virus
B man tinh theo huéng din ctia B6 Y T€ nim
2019[4]

- Bénh nhan khong c6 tién st diing thudc khang
virus hoic interferon trudc d6 it nhat 6 thang

- Bénh nhan viém gan B dugc diéu tri bing
TDF 300 mg

- Bénh nhan dugc lam xét nghiém HBcrAg

Tiéu chudn loai triv

- Bénh nhan khong ddng y tham gia nghién ctiu

- Vién gan rudu, viém gan nhiém mg, viém
gan do thudc, Pong nhiém HIV, HCV

- Bénh gan do rdi loan chuyén héa dong, sit.
Bénh gan ty mién, xd gan, ung thu gan

- Phu nir ¢6 thai, cho con bu.

- Bénh nhan dang dugc diéu tri Nucleotid
(NAs). Hodc bénh nhan di ¢ng véi thusc TDF

- Bénh nhan c6 bénh 4c tinh, ty mién dang
duing thudc rc ch&€ mién dich.

- Bénh nhan c¢6 mic loc cau than < 50 ml/phiit

- Bénh nhan bd tai kham lién tuc > 2 1an lién ti€p

- Bénh nhan thi€u xét nghiém HBcrAg

Thdi gian va dia di€ém nghién citu

Nghién cttu dugc tién hanh tai Khoa kham bénh,
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Khoa khiam bénh theo yéu ciu va Trung tim tiéu
héa Bénh vién Bach Mai trong thdi gian tir thdng
10/2020 dén thang 6/2022.

Phuong phap nghién citu

Thiét ké nghién ciéu: Nghién ctru md tA cit ngang

C& mdu va phuong phdp chon méu

- C3 miu: Ap dung cong thifc tinh ¢d miu cho
nghién cttu x4c dinh sy khac biét gitta 2 gia tri
trung binh ghép cdp trudc va sau khi can thiép.

4.0

&

n=

Trong do6:

n 12 ¢§ miu tdi thiéu

72 12 gid tri tir phan bd chuén, 18y mic ¥
nghia thong ké 1a 5% thi Z2,,, = 1,96

d 12 d6 1éch chudn cda sy khac biét giita ndng
dd HBcrAg ban diu va sau dung thudc khéng vi
rit. Nghién ctu nay ching t6i tham khdo gid tri
d trong nghién ctu cia tic gid Fumitaka Suzuki
(2021) va cong su[7] (trong nghién ctiu cua tac
gid nong @6 HBcrAg gidm sau 48 tuan st dung
thudc Tenofovir disoproxil fumarate 1a -0,17+0,29
log , U/mL nén d6 1€ch chuén cda su khic biét
ndng do HbcrAg tru6e va sau can thiép 1a 6=0,29)

d la mic sai s6 chap nhan. Trong nghién ctfu
nay chiing t6i 1y d = 6,0%

Tu cdng thic trén ching t6i tinh todn dugc cd
maiu n = 90, thyc th€ ching toi thu thap dugc 101
ddi tugng nghién ciu.

Phuong phdp chon miu: Ap dung phuong phap
chon miu thuin tién

Quy trinh nghién ctu:

- Buéc 1: Lya chon d6i tugng nghién cifu:
Bénh nhan dip @ng tiéu chuin lya chon va loai
trtt dugc lva chon, sau d6 thu thdp thdng tin ca
nhan va dinh ma s6 nghién ctu.

- Budc 2: Thyc hién cic xét nghi€ém céac
marker viém gan B: B&nh nhan dugc tham kham
lam sang sau d6 dugc chi dinh lam xét nghiém
dinh lugng HBcrAg va HBeAg.
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- Bu6c 3: Ti€n hanh diéu tri ngudi bénh bing
thu6c Tenofovir Disoproxil Fumarate 300 mg/ngay

- Budc 4: Panh gia thay d6i sau diéu tri: Ngudi
bénh dugc danh gid sy thay ddi ndng d6 HBcrAg
tai cdc thdi di€m 3 thang, 6 thing va 12 thang sau
diéu tri

- Bu6c 5: Thu thap thong tin, phan tich dir li€u
va viét bdo cdo nghién citu

Bién s6 nghién ciu

- Nhém bi€n s6 thong tin chung ctia ddi tugng
nghién cttu: tudi, gidi, tién s viém gan virus B

- Nhém bién s6 cdc markers viém gan virus B:
gid tri trung binh HBcrAg, ty 1€ HBeAg duong
tinh/am tinh

Quan Iy va phan tich sé liéu.

S6 liéu duge lam sach va xit Iy bing phAin mém
SPSS 20.0. Thong ké md ta st dung tin s6, ty 1&
% d6i v&i bién dinh tinh va st dung trung binh, do
1éch chuin hoic trung vi, khodng tif phan vi d6i
v6i bi€n s§ dinh lugng. So sanh trung binh cia 2
nhém ddc 1ap bing Independent- Samples T- Test
hodc Mann Whitney test va so sdnh gid tri trung
binh ctia 2 gid tri ghép cap bing T-test ghép cip
hodc Signtest ghép cap

Pao didc nghién citu

DPé tai di dugc thong qua Hoi ddng dao dic
cia truong Pai hoc Y Ha Noi. Ngudi bénh tu
nguyén tham gia nghién cttu. TAt cd céc thong tin
cé nhan va bénh tat déu dugc giit bi mat thdng
qua viéc mi héa trén may tinh d€ ddm bio quyén
Igi riéng tu cia bénh nhan.

III. K&t qua nghién cidu

Trong thdi gian nghién cdu cé 101 bénh nhan
viém gan virus B di tiéu chuin tham gia vao
nghién cttu. Pa phan d&i tugng nghién cttu 1a nam
gidi (72,3%), ty s6 nam/nit: 2,61. Tudi trung binh
43,8 + 13,1; tu6i nhd nhat 18; tudi 16n nhit 74. S&
bénh nhan thay ddi tai cic thdi diém dénh gid:
ban dau, 3, 6, 12 thidng c6 s6 bénh nhan tuong
ung la 101 (100%), 44 (43,6%), 38 (37,6%) va 31
(30,7%). Ty 1& ngudi bénh c6 HBeAg dudng tinh
tai thdi di€m ban dau 1a 38/101 (37,6%).
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Béing 1. Pac di€ém vé ndng d6 HBcrAg tai thdi di€m ban diu
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HBcrAg S6 lugng (n) Ty 1& (%)
3 -4 (logU/ml) 10 9,9
>4 (logU/ml) 91 91,1
Téng 101 100

TB + BLC (trung vi) (logU/ml)

5,94 + 1,36 (6,0)

Nhan xét: Pa phan ngudi bénh ¢6 ndng d6 HBcrAg > 4 (logU/ml) (91,1%). Nong d6 HBcrAg trung
binh tai thdi diém ban dau 12 5,94 + 1,36.

Béang 2. Su thay d6i HBcrAg trén bénh nhin viém gan virus B man trudc va sau diéu tri

HBcrAg (logU/ml) | So lugng (n) TB + PLC Trung vi P
Thoi diém
0 thang (a) 101 5,94 + 1,36 6,0 p.< 0,0001%
3 thidng (b) 44 5,50+ 1,47 5,94 P.. < 0,0001*
6 thang (c) 38 5,04 = 1,40 5,44 p,,< 0,0001*
12 thang (d) 31 4,92 + 1,34 5,1
**T-test ghép cdp

Nhan xét: Nong do HBcrAg huyét thanh gidm din theo thdi gian diéu tri, tir 5,94 + 1,36 ban dau
xu5ng con 5,50 + 1,47 sau 3 thang, 5,04 + 1,40 sau 6 thing va 4,92 + 1,34 sau 12 thang diéu tri. Su khdc
biét c6 y nghia thong ké vé ndng d6 HBcrAg huyét thanh tai cdc thdi diém 3, 6 va 12 thing so véi thdi

diém ban dau (p < 0,0001)
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Béang 3. Su thay ddi HBcrAg trén bénh nhin viém gan B man tru6c va sau diéu tri theo HBeAg

HBcrAg So lugng TB + DLC (Trung vi) P
(logU/ml) (n1/n2) HBeAg- (nl) HBeAg+ (n2) (nl) voi (n2)
0 thdng (a) 63/38 521+1,14(5,4) | 7,14+ 0,68 (7,0) < 0,0001*
3 thdng (b) 18/26 4,13+ 1,13 (3,99) | 6,46 = 0,71 (6,50) < 0,0001*
6 thang (c) 16/22 3,85+ 1,28 (3,88) | 5,90+ 0,64 (5,8) < 0,0001*

12 thang (d) 12/19 3,76 £ 1,20 (3,6) | 5,65+0,81(5,3) < 0,0001*
avab < 0,05%* < 0,0001%**
P avac < 0,05%%* < 0,0001%**
avad < 0,05%* < 0,0001%**

*T-test 2 nhom doc lap; **T-test ghép cdp

Nhan xét: Nong d0 HBcrAg huyét thanh cao hon trong nhém HBeAg (+) so v6i nhém HBeAg (-) &
cic thdi di€m ban dau, 3, 6 va 12 thang (p < 0,0001). Nong do HBcrAg huyét thanh ciing gidm din theo
thdi gian diéu tri & ca hai nhém HBeAg (+) vd HBeAg (-). Su khic biét ¢6 ¥ nghia thong ké vé ndng do
HBcrAg huyét thanh tai cdc thdi di€m 3, 6 va 12 thing so v6i thdi di€m ban dau § ca hai nhém HBeAg
(+) va HBeAg (-) (p < 0,0001)

Bang 4. Miic d6 gidm HBcrAg trén bénh nhan viém gan virus B man theo HBeAg

HBcrAg So lugng TB + DLC (Trung vi) P
(logU/ml) (n1/n2/n) HBeAg - (n1) | HBeAg + (n2) Chung (n) (nl) véi (n2)
) 0,89+125 | 0,77+0,53 | 082088 .
Sau 3 thing 18/26/44 0.39) 0.72) 0.6) > 0,05
Sau 6 thing 16/22/38 1’1?018;’3 ! 1’3(21 128)’75 1’2?111;’01 > 0.05*
Sau 12 thing 12/19/31 1’6?11 4;’47 1.3 ?116())’72 1’58 291)’06 > 0,05%

*Mann Whitney test

Nhan xét: So v6i thdi di€m ban diu, mic d6 gidm ndng do HBcrAg & nhém HBeAg am tinh ting
din theo thdi gian diéu tri tir 0,39 logU/ml sau 3 thing, d&€n 0,8 logU/ml sau 6 thidng va 1,4 logU/ml sau
12 thdng. Mitc @6 gidm ndéng do HBcrAg & nhém HBeAg duong tinh ting din theo thdi gian diéu tri tir
0,72 logU/ml sau 3 thang, d&n 1,2 logU/ml sau 6 thang va 1,6 logU/ml sau 12 thang.
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IV. Ban luin

HBcrAg 1a dau &n sinh hoc mang lai nhiéu
hitu ich trong quén ly va diéu tri ngudi bénh viém
gan B man tinh nhu ddnh gid hiéu qud diéu tri,
du bdo chuyén ddi huy&t thanh HBeAg, du doan
chuyén ddi huyé&t thanh HBsAg, du bdo biing
phat bénh gan trén cic thé viém gan virus B tiém
4n, du bdo nguy cd ung thu gan, xJ gan, tdi phat
ung thu gan sau khi da phiu thuat, dy doan bung
phat bénh gan sau khi da dirng thudc khang virus,
danh gi4 tieu chi dirng thuéc. HBcrAg ciing tuong
quan chit ché v6i HBV DNA va HBsAg trong
huy€t thanh nén thay th& va hd trg dudc vai tro
cia nhitng xét nghiém nay. Do viy xét nghiém
HBcrAg dugc st dung thudng qui tai Nhat Bin
tf naim 2002 dén nay, nim 2019 Bo Y t€ Viét
Nam da cho phép st dung HBcrAg véi vai tro
chidn dodn, theo di, tién luong ddp tng diéu tri
va nguy cd lién quan. Tuy nhi€n, hién nay chua
c6 nhiéu nhitng nghién cttu ddnh gia dugc gid tri
thuc sy cda dau &n sinh hoc nay. Nghién ctru cia
ching t61 thyc hién trén 101 nguGi bénh viém gan
virus B man tinh dugc diéu tri v6i liéu Tenofovir
Disoproxil Fumarate 300mg/ngay. Tai thdi di€m
ban dau ndng do HBcrAg trung binh chung la
5,94 + 1,36 (logU/ml), trong d6 nhém HBeAg dm
tinh va dudng tinh 1an lugt 1a 5,21 + 1,14(logU/
ml), va 7,14 + 0,68 (logU/ml). K&t qua nay tudng
ddng vdi nghién citu clia Takako Inoue, Yasuhito
Tanaka va cong su (2019) trén mdt nghién ciru
dugc thuc hién & 404 bénh nhan Chau A va 249
bénh nhan Chau Au viém gan virus B genotype
tf A d€n D ciing nhan thdy ndng do HBcrAg &
nhém viém gan virus B HBeAg duong tinh cao
hon so v6i nhém HBeAg 4m tinh, trong d6 ndng
d6 HBcrAg trung binh & nhém viém gan virus B
HBeAg duong tinh giai doan dung nap mién dich
va dao thdi mién dich tuong Gng 1a 8.54 and 7.92
log U/mL.[2] HBcrAg gém ba protein dudc ma
héa bdi gen vung trude 16i va 16i (precore/core
region) gdm khdng nguyén vé clia virus viém
gan virus B(HBeAg), khiang nguyén 15i cia virus
viéem gan virus B (HBcAg) 1a thanh phin chd
yéu trong hat Dane (Dane particle) va protein
trudc 16i c¢6 khoi lugng phan tir 22 kDa (22-kDa

4387

precore protein: p22cr) 1a mot hat rong khong
c6 DNA cua HBV (HBV DNA-negative empty
particle). Biing xét nghiém huyé&t thanh hoc, ndng
dd HBcrAg huyét thanh do dugc 1a tdng clia céc
dau an HBeAg, HBcAg va p22cr. Do vy, trong
nhém viém gan virus B, HBeAg duong tinh ndng
dd HBcrAg sé cao hon so v6i nhdém HBeAg am
tinh, do sy gidm téng hop HBeAg & trong nhém
viém gan virus B man, HBeAg dm tinh.

K&t qua cia ching tdi ciing cho thdy ndng do
HBcrAg huyét thanh gidm dan theo thdi gian diéu
tri. Sy khdc biét c6 y nghia thong ké vé ndng do
HBcrAg huyét thanh tai cic thdi di€m 3, 6 va
12 thang so véi thdi diém ban diu (p < 0,0001).
Trong hai nhém HBeAg duong tinh va HBeAg am
tinh ciling cho thdy nong do HBcrAg huyét thanh
gidm din theo thdi gian diéu tri. K&t qui nghién
cifu clia chiing t6i tuong dong véi nghién ctiu cia
tdc gid Lung Yi Mak va cdng su (2021) cho thiy
sau 48 tuin st dung thudc Tenofovir disoproxil
fumarate nong d® HBcrAg gidm & c4 hai nhém
HBeAg duong tinh (tir 5,23 xudng 3,5, p < 0,001)
va HBeAg am tinh (tir 4,87 xu6ng 2,64,p<0,001).
[6] Vé mic d0 gidm sau thdi gian két thic 12
thang diéu tri, trong nghién citu ciia chiing tdi cho
thdy 6 nhém HBeAg duong tinh 12 1,6 va 6 nhém
HBeAg am tinh 1a 1,4, mdc d6 gidm HBcrAg &
nhém viém gan virus B HBeAg duong tinh cao
hon so v6i nhém viém gan virus B HBeAg am
tinh, k€t qua nay dugc cho 1a phu hgp véi nghién
ctu cta tdc gid Lung Yi Mak va cong su (2021)
[6] cho thdy mifc do gidm sau 48 tuin diéu tri
Tenofovir disoproxil fumarate & nhém HBeAg
duong tinh 1a 1,53 va § nhém HBeAg am tinh 1a
0,51. Viéc do ludng ndng d6 HBcrAg sé dic biét
hitu ich dé theo doi qua trinh diéu tri vdi vu diém
clia xét nghiém HBcrAg 1a dé thuc hién hon va ré
hon so vdi xét nghiém dva trén khuéch dai gen.
So véi xét nghiém HBeAg, xét nghiém HBcrAg
khong bi 4nh hudng bdi su hién dién ctia dot bién
tién gen hodc dot bi€n BCP trong bo gen HBV.
HBcrAg huy€t thanh dugc bao cdo 1a c¢6 tuong
quan nhat quén véi midc cccDNA, do d6 tinh trang
sao chép clia virus trong t&€ bao gan cé thé dugc
phan 4nh ma khong cn sinh thiét gan.
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Nghién cifu ctia ching t6i ciing chi ra nhitng
han ch€ nhu thi€u doi tugng nghién ciu tai cdc
thdi di€m 3 thdng, 6 thang va 12 thiang lam cho
ké&t qua phan tich dudc gap khé khin trong viéc
khai quét héa cho toan bo ddi tugng ban dau.

V. K&t luan

Nong @6 HBcrAg huyét thanh gidm dan theo
thdi gian diéu tri, sy khdc biét ¢c6 y nghia thdng
ké vé ndng d6 HBcrAg huyét thanh tai cic thdi
diém 3, 6 va 12 thang so véi thdi di€m ban dau (p
<0,0001). Trong hai nhém HBeAg (+) va HBeAg
(-) ciing cho thdy ndng do HBcrAg huyét thanh
gidm dan theo thdi gian diéu tri. Xét nghiém
HBcrAg nén dugc dua vao st dung thudng quy
trong thuc hanh 1am sang dé€ hd trg diéu tri ngudi
bénh viém gan virus B man tinh.
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