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DIEN TIEN HBsAg O BENH NHAN DIEU TRI VIEM GAN SIEU VIBMAN
BANG THUOC TUONG TU NUCLEOT(S)IDE
Diing Viin Tri', Nguyén Thi Cam Huong?

TOM TAT

Dat vin dé: Thudc twong tw nucleot(s)ide (NA — nucleot(s)ide analogue) hoat lwc manh la lwa chon wu
tién trong diéu tri viém gan siéu vi B (VGSVB) man. Dién tiéh HBsAg 6 ddn s6'Viét Nam diéu tri NA chua
dwoc khao sdt.

Muc tiéu: Mo td dién tiéh HBsAg & bénh nhin VGSVB man diéu tri NA.

Déi twong va phuong phdp nghién citu: Nghién civu md td cit ngang theo doi doc tai BV Dai hoc Y Dugc
10/2020 — 04/2021 cic bénh nhin VGSVB man >18 tudi, cd theo doi HBsAg khi diéu tri NA.

Két qua: 204 bénh nhin tham gia nghién civu v6i thoi gian diéu tri trung vi 1a 50 (32 — 79) thing, gom
2/3 nam, tudi trung binh 44,9 + 12,5, trung vi ALT 64 (35 — 116) U/L, 20,1% xo gan, 59,3% HBeAg (-),
trung binh HBV DNA 6,08 + 1,82 logi cps/mL. Trung binh HBsAg trwéc diéu tri 3,0 = 0,83 logio IU/mL,
cao hon & nhém tudi <40, HBeAg (+), HBV DNA 27 logio cps/mL; gidm ditn sau 12, 24, 36, 48, 60 va 72
thing (p <0,05, phép kiém t bit cdp). Bién d¢ gidm HBsAg 16n nhdt sau 12 thing diu (0,2 logo
IU/mL/nam), tiép tuc giam trong 5 nam tiép theo (0,1 — 0,15 logio IU/mL/ndm). Sau 24 thing, khong con
khic bi¢t nong dp HBsAg theo cic nhém tudi, HBeAg, HBV DNA.

Két lugn: HBsAg gidm c6 yj nghia khi diéu tri NA, nhat la trong 12 thing diu. Khong c6 khic bigt c6 v nghia
nong dp HBsAg giita cic nhém tudi, HBeAg, HBV DNA sau 24 thing diéu tri.

Tw khéa: HBsAg, VGSVB man, NA
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KINETIC OF HBsAg LEVEL IN CHRONIC HEPATITIS B PATIENTS TREATED
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Background: High potency nucleot(s)ide analogue is first choice for treatment of chronic hepatitis B (CHB).
Kinetic of HBsAg level in Vietnamese CHB patients treated with NA hasn’t been well investigated.

Objectives: To describe the kinetic of HBsAg level during NA therapy.

Methods: A longitudinal study was done at University of Medical Center from Oct 2020 to Apr 2021. CHB
patients were 218 years of age, monitored HBsAg level during NA treatment were recruited.

Results: 204 patients were recruited with median time of NA therapy was 50 (32 — 79) months. 2/3 were male,
mean age was 44.9 + 12.5 years, median ALT level was 64 (35 —116) U/L, 20.1% had cirrohosis. 59.3% had HBeAg
(=), mean HBV DNA level was 6.08 + 1.82 logo cps/mL. Before treatment, mean HBsAg level was 3.00 + 0.83 logio
IU/mL, higher in patients <40 years old, HBeAg (+), HBV DNA 27 logi cps/mL; and decreased after 12, 24, 36, 48,
60 and 72 months (p <0.05, paired t test). The amplitude of HBsAg reduction was highest in the first year (0.2 logo
IU/mL/year) and HBsAg level steadily decreased in the next 5 years (0.1 — 0.15 logio IU/mL/year). After 24 months
of treatment, no statistically significant differences of HBsAg level between groups stratified by age, HBeAg and
HBV DNA were detected.
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Conlussion: HBsAg level statistically significant decreases during NA treatment, especially in the first 12
months. There are no statistically significant differences in HBsAg level between groups stratified by age, HBeAg

and HBV DNA after 24 months of treatment.

Key words: quantitative HBsAg, CHB, NA
DAT VAN BE

biéu tri khang siéu vi cho bénh nhan viém
gan siéu vi B man gitip ngén chin bénh dién tién
dén xo gan, HCC. Cac thudc NA hoat luc cao
dugc khuyén cédo sit dung hién nay bao gom
ETV, TDF va TAF vdi muc tiéu diéu tri toi wu la
mat HBsAg(2. Cac thudc nhém NA e ché men
sao chép nguoc cua HBV, lam giam va am hoa
nhanh HBV DNA, dau an chinh trong theo doi
dap tng diéu tri. Theo Lam YF, ti 1¢ HBV DNA
am sau 1, 3, 5 nam diéu tri [an luot 1a 82,9%,
93,9% va 98,7%®. Sau khi am hda, HBV DNA duy
tri am tinh lién tuc 1a diéu kién can d¢€ tién téi mat
HBsAg. O bénh nhan da dat duoc te ché siéu vi
hitu hiéu, HBsAg 1a cong cu dé danh gid dién tién
diéu tri bénh.

Ky thuat dinh luong nong d6 HBsAg ra doi
khoang 40 nam, duoc hoan thién dan va thuong
mai hdéa®. Cho dén nay, ky thuat dinh luong
nong do HBsAg co thé phat hién duoc tat ca dang
HBsAg luu hanh trong mau, gom tiéu thé siéu vi
toan ven (virion); ti€u thé dudi siéu vi hinh cau va
hinh tru ¢6 nguén goc tr khudn sao chép
cccDNA (covalently closed circular DNA) cling
nhu tirt DNA tich hop — noi ma cac NA khong thé
tac dong dén®. Vi vay, ky thuadt dinh luwong
HBsAg c6 thé 1a mot phuong tién hiru ich gitp
theo doi hoat dong sao chép cua siéu vi, ddc biét o
nhitng bénh nhan HBV DNA giam dudi ngudng
phét hién kéo dai.

Nghién ctru cta tac gia Nguyén Thi Cam
Huong cho thdy nong d¢ HBsAg c6 thé giup
phén biét céc giai doan nhiém HBV man®. O
bénh nhan diéu tri b?mg IFN, cac tac gia déu nhan
thady nong do HBsAg giam >1 logio IU/mL trong
qua trinh diéu tri 1a yéu t6 tién doan cho kiém
so4t mién dich sau dé7®. Tuy nhién, dién tién
HBsAg cling nhu cac yéu t0 anh huwong dén
HBsAg 6 bénh nhan diéu tri NA thi van chua rd.

Chuyén Dé No6i Khoa

Boglione L va Zoulim F nghién cttu dién tién
HBsAg ¢ bénh nhan diéu tri NA®1. Cac nghién
ctu nay tién hanh trén dan s& chu yéu nhiém
HBV genotype A, D, E va thoi gian theo doi ng;fm.
Hién nay, dit liéu vé dién tién HBsAg & dan s
Viét Nam diéu tri viém gan siéu vi B man (chu
yéu la genotype B, C1) bang NA con han ché.
Muc tiéu

Mb ta dién tién HBsAg & bénh nhan diéu tri
viém gan siéu vi B man bang thudc tuong tu
nucleot(s)ide.

POITUQONG-PHUONG PHAPNGHIEN CUU
Dai tugng nghién ctiru

Bénh nhan viém gan siéu vi B man diéu tri
ngoai tra va theo doi tai phong khdm Viém gan
bénh vién Dai hoc Y Dwoc TP. H6 Chi Minh tir
thang 10/2020 dén 06/2021.

Tiéu chudn chon mau

Bénh nhan viém gan siéu vi B man 218 tudj,
c6 chi dinh diéu tri NA, thoi gian diéu tri 26 thang
va 6 theo doi nong do HBsAg.

Tiéu chuan loai trir

Bénh nhan c¢6 HCC hodc bénh gan mat bu
néng ¢ bién chiing anh hudng qua trinh theo doi
HBsAg.

Phuong phap nghién ctru
Thiét ké nghién ciiu
Nghién ctru md ta cat ngang theo ddi doc.
Kij thuadt
Dinh lugng HBsAg bang k§ thuat mién dich
dién héa phat (ECLIA -

ElectroChemiluminescent Immunoassay), dung
thudc thtr Elecsys HBsAglI Quant (Roche), don vi
IU/mL, khoang dinh luong ttr 0,05 — 52000 IU/mL.

HBV DNA duoc thuc hién bang ki thuat real
time PCR véi thudéc thte AccuPid HBV
quantification, hé thong PCR MX 3005P, ngudng
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phét hién 300 cps/mL. HBeAg thuc hién bang k§
thuat ECLIA vdi bo thudc thir ctia Roche trén
méay mién dich Cobas e.
Phuong phdp thong ké

Nhap va phan tich dit liéu bang phan mém
SPSS 22.0; p <0,05 duwgc xem la ¢ y nghia thdng
ké. Bién phan nhém duoc trinh bay dudi dang ti
1. Bién s3 dinh luwong duoc biéu dién bang gid tri
trung binh + d¢ léch chuan (DLC) hay trung vi va
khoang t¢ phan vi (KTPV). Su khéc biét ti 1¢ gitta
2 nhém duoc so sanh bang phép kiém x2. Khac
biét gia tri trung binh gitta 2 nhom duoc so sanh
béang phép kiém t, t bat cip.
Y diic

Nghién cttu da duoc thong qua Hoi dong
Dao dttc trong nghién cttu Y Sinh hoc ctia Pai hoc
Y Duoc TP. HCM, s6 590/HPDD - BDHYD ky
ngay 23/09/2020.
KET QUA

C6 204 bénh nhan nhiém HBV man diéu tri
NA thoa tiéu chuan tham gia nghién cttu v6i thoi
gian trung vi theo doi diéu tri la 50 (32 - 79)
thang.
DPic diém dan sd nghién ctu

O thoi diém bat dau diéu tri, nam chiém 2/3,
tudi trung binh la 44,9 + 12,5 tudi, gia tri trung vi
ctia ALT 1a 64 (35 — 116) U/L, c6 20,1% bénh nhan
6 x0 gan trudce diéu tri.

Vé ddc diém HBV, nhom HBeAg (-) chiém
59,3%. Néng do trung binh HBV DNA 14 6,08 +
1,82 logio cps/mL. Nong d6 trung binh HBsAg la

Nghién cttu Y hoc

3,00+ 0,83 logio [U/mL.

Phéan b6 nong d6 HBsAg trudce diéu tri

Bang 3. Nong do HBsAg trwéc diéu tri o cic nhém
dic diéin dan so (n=106)

HBsAg (logio IU/mL)
Biénsénén |D&c diém | Tan sé [ Trung binh .
(n) +PLC P
Tudi bat dau diéu <40 30 3,38+ 0,95 | 0,009
tri (nam) 240 76 |285+0,73
Gioi Nam 69 3,01+£0,92| 0,893
N 37 2,99 + 0,64
ALT (UIL) <2 ULN 63 2,89+0,84 | 0,082
22 ULN 43 3,17+£0,80
Cé 21 2,82+0,74| 0,260
Xo gan —
Khéng 85 3,05+0,85
HBeAg leo’ng 29 3,42+0,94 | 0,001
Am 77 2,85+0,74
HBV DNA (logio <7 69 |285+0,87 | 0,001
cps/iml) (n=94) >7 26 | 3,48+0,60

*Phép kiém t; ULN (upper limit of normal) =40 U/L

Céc nhém dan sd cd tudi <40, HBeAg (+),
HBV DNA >7 logw cps/mL c6 nong d6 HBsAg
trude diéu tri cao hon ¢6 y nghia thdng ké (Bing 3).
Dién tién HBsAg trong qua trinh diéu tri NA

Trudc diéu tri, ndng do trung binh HBsAg la
3,00 + 0,83 logio TU/mL (n=106); dién tién thap dan
sau 12, 24, 36 va 48 thang, lan luwot 1a 2,85 + 0,77
login IUmML (n=126); 2,76 + 0,85 logwo IU/mL
(n=129); 2,76 + 0,76 logio IU/mL (n=90) va 2,71 +
0,75 logio IU/mL (n=79). Sau d6, nong dd HBsAg
ctia dan s nghién ctru van tiép tuc giam déu, 2,53
+ 0,90 logio IU/mL sau 60 thang (n=59); 2,40 + 0,82
logio IU/mL sau 72 thang (n=46) (Hinh 1).

36 ras reo r72
n=90) (n=79) (n=59) (n=46)

Thoi gian diéu tri

Hinh 1. Dién tiéh HBsAg trong thoi gian diéu tri NA
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Bdng 4. So sinh dién tiéh HBsAg ciia din so'diéu tri
R i P HBsAg (logio lU/mML U *
Thoi diém so sanh So6ca Traoe g (o0 Saj Bién d6 giam (logo IU/mL) p
TO— T12 84 2,99+0,84 2,76 0,75 -0,22 £0,40 <0,001
T12 ->T24 95 2,86+0,73 2,77 0,77 -0,10+0,30 0,002
T24 — T36 66 2,85+0,80 2,72+0,80 -0,12+0,27 <0,001
T36 — T48 56 2,86+ 0,68 2,73+0,72 -0,13+0,28 0,001
T48 — T60 43 2,68+0,84 2,55+0,84 -0,09 £ 0,26 0,016
T60 — T72 30 2,56 +0,69 2,43+0,85 -0,14+0,28 0,012
“Phép kiém t bit cip

So sénh nong d6 HBsAg mdi 12 thang trong
dén s6 bang phép kiém t bat cip, két qua cho thay
nong do HBsAg giam di c6 y nghia thong ké
trong 6 nam diéu tri. Trong d6, HBsAg giam
nhiéu trong 12 thang dau (khoang 0,2 loguw
IU/mL/nam) va tiép tuc giam khoang 0,1 — 0,15
logio IU/mL/ndm trong 5 ndm theo doi tiép theo
(Bang 4).

Dién tién HBsAg & cac nhom dic diém tudi,
HBeAgva HBV DNA

Bénh nhan thudc nhom tudi <40 ¢6 nong do
trung binh HBsAg trudc diéu tri cao hon. Sau
diéu tri NA, HBsAg giam dan theo thoi gian 6 ca
hai nhém tudi nhung nhanh hon ¢ nhém tudi
tuoi <40. Sau 24 thang, khac biét nong do HBsAg

gitta 2 nhém tudi khong c6 y nghia thong ké
(Error! Reference source not found.).

Nhom HBeAg (+) ¢6 nong do trung binh
HBsAg trudc diéu tri cao hon va giam dan theo
thoi gian. Nhom HBeAg (-) giam HBsAg rat
cham gan nhu chi dao dong quanh mttc 2,7 logio
IU/mL. Sau 24 thang, khong c6 khac biét nong do
HBsAg gitta 2 nhém HBeAg (Hinh 3).

Twong tw, nhom HBV DNA 27 logo
cps/mL ¢6 nong do HBsAg trude diéu tri cao
hon va giam dan trong 3 nam dau, sau d6 on
dinh quanh mtc 2,5 logio IU/mL; nhém HBV
DNA <7 logw cps/mL c6 HBsAg it thay doi,
dao dong quanh mutc 2,7 logwo IU/mL. Tt 24
thang, khong c6 khac biét nong do HBsAg
gitta 2 nhém HBV DNA (Hinh 4).

p = 0,009

HBsAg (log IU/mL)
(F8]
(=

Tudi (ndm) — <40 ---- =40

(n=106) (n=126)

TO T12 T24
(n=129)
Thoi diém (thang)

T36 T48 T60
(h=90)  (n=79)  (n=59)

Phép kiém t
ns: not significant

Hinh 2. Dién tiéh HBsAg 6 2 nhém tudi

Chuyén Dé No6i Khoa
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HBsAg (log IU/mL)
98]
(=)

HBeAg — Am ----

Duong

2,7
2,41 . . . . . @
TO T12 T24 T36 T48 T6e0
(n=106) (n=126) (n=129) (n=90) (n=79) (n=59)
Thoi diém (thang)
Phép kiém t
ns: not significant
Hinh 3. Dién tiéh HBsAg 6 2 nhém HBeAg
HBV DNA (logl0 cps/mL) — <7 ---- 27
36 p< 0,00]
=) R
E .
= 3,31 . p=10,006
2 B
= 3,01 el ns ns ns
0 5.
: 297 ‘-.‘.‘ -------- -@-,___
e T e @
TO T12 T24 T36 T48 T60
(n=95) (n=112) (n=105) (n=68) (n=54) (n=36)
Thoi diém (thang)
Phép kiém t
ns: not significant
Hinh 4. Dién tiéh HBsAg 6 2 nhém HBV DNA
BAN LUAN hon con do HBsAg twwong quan thuan véi HBV

Phéin b6 nong dd HBsAg trudc diéu tri

Nong do HBsAg cao hon ¢6 y nghia & cac
nhom: tudi <40, HBeAg (+), HBV DNA 27 logio
cps/mL. Diéu nay phtt hop véi dién tién tw nhién
ctia nhiém HBV man do nguoi tré chua trai qua
thoi gian thai trir mién dich dai. O nhém bénh
nhan HBeAg (+) va tré tudi, nong d6 HBsAg cao

212

DNA va nguén goc HBsAg giai doan nay chu
yéu tir cccDNA cua t& bao gan.

Két qua nay tuong dong véi nghién ctru cua
cdc tac gia khac nhu Singh AK va Wang ML(213),
Theo tac gia Mak LY, & bénh nhan HBeAg (+)
HBsAg duoc san xuat tir khudn cccDNA nhung &
bénh nhan HBeAg (-), ngoai nguén goc cccDNA
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thi HBsAg lai dugc tong hop chu yéu tir qua trinh
phién ma cta nhitng doan DNA duoc tich hop
vao bo gen ky chu®. Thompson AJ nhan thay
nong d6 HBV DNA tuong quan véi HBsAg
manh hon & nhém ¢ HBeAg (+) so voi nhom
HBeAg (-)®™.

Dién tién HBsAg trong qua trinh diéu tri NA

HBsAg giam cham nhung c6 y nghia trong
thoi gian diéu tri. Bién d6 giam trung binh cua
HBsAg 1a 0,2 logwo IU/mL/ndm sau 12 thang dau
va 0,1 - 0,15 logwo IU/mL/ndm trong 5 nam tiép
theo. Két qua nay tuong tw cac cong bd ctia cac tac
gia khac nhu Seto WK (trung vi giam HBsAg
0,125 logi IU/mL/nam), Papatheodoridis G (trung
vi giam HBsAg 0,07 — 0,11 logio IU/mL/nam)617,
Bién d¢ giam & bénh nhan diéu tri NA trong
nghién cttu nay 16n hon nhiéu so véi bién do
giam trong dién tién tw nhién ctia bénh (trung vi
giam HBsAg 0,012 — 0,076 logio IU/mL/nam)9.
Thét ra, cac thudc nhém NA 6 tac dong rat it 1én
qua trinh phién ma cua HBsAg tit cccDNA va
qua trinh phoéng thich cac hat tt chita khang
nguyén bé mat!. Tuy nhién, viéc diéu tri NA
gitip phuc hdi dugc dap tng mién dich thai trir
HBV thong qua co ché khong ton thuong t€ bao
va ngan chan qua trinh nhiém ctia HBV cho t&
bao gan mdi la nguyén nhan gitp cho HBsAg
giam nhanh hon.

Dién tién HBsAg & cic nhom tu6i, HBeAg va
HBV DNA

Mac du nong d6 HBsAg trudc diéu tri va 12
thang sau diéu tri van con cao & cac nhém c6
HBV DNA trude diéu tri cao, nhom HBeAg (+)
hay nhom tudi <40 nhung cé thé quan sat thdy
HBsAg ¢ 3 nhom dan s nay giam déu va lién
tuc. Vi vdy, sau 24 thang, nong do HBsAg o 3
nhoém nay gan nhu twong dong, tham chi thap
hon cac nhém con lai nhw nhém HBV DNA thap,
HBeAg (-), nhdm tu6i 40 (Hinh 2, 3 va 4).

Déc diém dién tién giam HBsAg nhanh va
nhiéu hon ¢ nhom HBV DNA cao, HBeAg(+)
hoan toan twong dong voi nhan xét cia Wang
ML, thdm chi Wang con quan sat thdy nong do
HBsAg ¢ cac nhom trén da tro nén teong duong

Chuyén Dé No6i Khoa
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vOi nhom con lai chi sau 6 thang diéu tri NA®.
Tac gid Seto WK ciing ghi nhan bién do giam
HBsAg cao hon ¢6 y nghia trong 12 thang diéu tri
dau ¢ cac nhdm c6 HBV DNA cao hay HBeAg
(H)17. Diéu nay cho thay viéc diéu tri sdém & cac
bénh nhan tré (<40 tudi), HBeAg (+), HBV DNA
cao cling cho hiéu qua giam HBsAg t6t, tham chi
nhanh hon ngay thoi gian dau diéu tri NA vaco y
nghia rdt quan trong khi hudéng dén muc tiéu
diéu tri mat HBsAg.
KET LUAN

Noéng do HBsAg giam ¢4 y nghia trong thoi
gian diéu tri NA. Bién d6 giam HBsAg cao nhat
trong 12 thang dau (0,2 logw IU/mL/nam) va tiép
tuc giam trong 5 nam tiép theo (0,1 — 0,15 logw
IU/mL/ndm). Nong doé HBsAg & cac nhém tudi
<40, HBeAg (+), HBV DNA 27 logio cps/mL giam
nhiéu hon so véi nhém tudi >40, HBeAg (-) hay
HBV DNA <7 loguo cps/mL.
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