NGHIEN CUU KHOA HOC

DANH GIA CHi SO HBcrAg G NGUOI BENH VIEM GAN VIRUS B MAN TiNH
DANG DIEU TRI THUOC NUCLEOT(s)IDE ANALOGUES (NAs)
TAI BENH VIEN BENH NHIET DOl TRUNG UONG

Pham Thi Thu Huwong', Lé Nguyén Minh Hoa?, Nguyén Thi Van Ha?>
Vii Thi Thu Heong?, Pham Ngoc Thach?

Muc tiéu: M6 ta ddc diém chi s6 'HBcrAg ¢ nguoi bénh viém gan virus B man tinh dang diéu tri thudce
Nucleot(s)ide Analogues (NAs) co két qua xet nghiém do tai lugng HBV DNA du6i ngudng phat hién hodc
khong phat hién duge va xac dinh h¢ s6 twong quan gitta HBerAg voi cac diu 4n khac. Nghién ctru duoc tién
hanh tir thang 11/2022 dén thang 10/2023 tai Khoa Kham bénh va biéu tri ngoai tra co s¢ Giai Phong, Bénh
vién Bénh Nhiét d6i Trung wong.

Phirong phdp: Mb ta cit ngang.

Két qua va két lugn: Nghién ctru gdm 225 ngudi bénh viém gan virus B man tinh (CHB) dang diéu tri
thude nucleos(t)ide tir 2 - 4 ndm du tiéu chudn vao nghién ctru. Trung vi ndng dd HBcrAg trong huyét thanh 1a
4.2 1ogU/ml. Ty 1é HBcrAg >3 1a 76,4%, chiém khoang 3/4. Nong do HBcrAg c6 su khac biét co y nghia thong
ké theo ndng d6 HBsAg (p < 0,001) va theo HBeAg (p < 0,001). Nong d6 HBcrAg c6 trong quan thugn voi
nong d6 HBsAg (r =0, 337,p<0,001) bat ké tinh trang HBeAg nhu thé nao. Tuy nhién, ndng do HBcrAg chi
¢6 tuong quan thuan véi ndng do HBsAg ¢ nhom HBcrAg >3 log U/ml (r= 0,32, p <0,001) va nhém HBsAg
>1000 IU/ml (r = 0,272, p = 0,006). O nhom s lugng tiéu cau giam, ndng d6 HBcrAg va sb luong tiéu cau co

tuong quan nghich & muc vua (r=- 0,597, p=0,031).

Tiur khéa: HBV, HBV DNA, nucleot(s)ide Analogues (NAs), HBcrAg, HBsAg dinh lugng.

DAT VAN BE

Hién nay, bénh viém gan virus B do virus viém gan
B (Hepatitis B virus: HBV) van 1a mot bénh truyén
nhiém pho bién dang dugc quan tim trén thé gisi noi
chung va Viét Nam noi riéng. Theo bdo céo cua T6
chirc Y té Thé giéi (WHO) nam 2019, wdce tinh toan
cau c¢6 khoang 296 triéu ngudi mic viém gan B man
(Chronic Hepatitis B: CHB), trong d6 da s6 c6 nguy
co hinh thanh bénh xo gan va/hodc ung thu biéu mo
t& bao gan (HCC). HBV di gdy tir vong cho khoang
820.000 nguoi trén toan cau'. Do d6, viéc theo doi va
quan ly diéu tri viém gan virus B 1 rit quan trong
dé 1am giam cac bién chimg va giam ganh ning bénh
tat. Cho dén nay, xét nghi¢m do tai luong virus HBV
DNA van la mot cong cu tot dé theo ddi viéc nhan 1én
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cua virus trong co thé, tuy nhién du 4n lai bi giam
nhanh chong, tham chi mat di khi ngudi bénh dugce
diéu tri thude khang virus, nén ¢ nhitng bénh nhén
diéu tri thudc khang virus dai ngdy xét nghiém nay
khéng con tin cay nita. HBerAg 1a mot ddu an sinh hoc
méi ciia HBV, ¢6 tén day du 1a Hepatitis B core-related
antigen, dugc bao cao dau tién vao nim 2002, do 3
loai khang nguyén gdm khang nguyén vo HBeAg,
khang nguyén 15i virus HBcAg va protein tién nhan
p22cr ciia virus viém gan B tong hop thanh2 N6 co
tuong quan t6t voi cccDNA, HBV DNA, HBsAg cua
HBV?. Hién nay, tai Viét Nam dé c6 nhiéu nghién ciru
vé& dau 4n nay, nhung rét it nghién ciru vé HBcrAg ma
HBV DNA tai thoi diém chon miu duéi ngudng phat
hién hodc khong phét hién duoc. Do d6, chiing toi tién
hanh nghién ctru dé tai ndy nham muc tiéu: M6 ta dic
diém chi s6 HBcrAg & nguoi bénh viém gan virus B
man tinh dang diéu tri thuéc Nucleot(s)ide Analogues
(NAs) c6 két qua xét nghiém do tai luong HBV DNA
dudi ngudng phat hién hoac khong phat hién duoc
va xac dinh hé sé twong quan giita HBcrAg véi céc
chi s6 xét nghiém khac tai Bénh vién Bénh Nhiét d6i
Trung uong.

DOl TUONG VA PHUONG PHAP

Poi turgng nghién ciru: 225 nguoi bénh cl}én doan
viém gan virus B man dang dugc diéu tri thuoc khang
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virus tai Khoa Kham bénh, Bénh vién Bénh Nhiét doi
Trung wong du tiéu chuan da dugc tuyén chon vao
nghién ctru.

Tiéu chuin chon miu

- Ngudi bénh CHB dang diéu tri thudc NAs 1a
tr 2 - 4 ndm.

- Két qua xét nghiém do tai luong HBV -
DNA: Khong phat hién dugc hodc dudi ngudng
phat hién.

- Do tudi > 18.

KET QUA

Pic diém ciia HBerAg trong nghién ciu

Bang 1. Dac diém néng d6 HBcrAg trong nghién ctru

(n = 225)
DPic diém Nhém n Ty 1& (%) | Trung vi
Néng do6 =23 172 76,4
HBcrAg 4,2
(logU/ml) <3 53 23,6

Tiéu chuin loai trir: Bénh nhan co dong
nhiem viém gan virus C, HIV, c6 xo gan.

_ Phuwong phap nghién ciru: Nghién ctru m6 ta
cat ngang.

Thu thap va xir Iy s6 lidu: SO liéu da dugc thu thap
théng qua qua phan mém LIS va bénh &n cua ngudi
bénh mac viém gan B dugc luu trir tai Bénh Vi§n Bénh
Nhi¢t déi Trung wong. Xur 1y so li€u trén phan mém
SPSS 16.0, st dung cac thuat toan phu hop.

Tie sb gy

Pibeng i) HECrAg trang bupht e ogling)

Biéu dd 1. Phan bd ndng do HBcrAg trong mau
nghién ctu (n = 225)

Nhdn xét: Quan st biéu dd Histogram, ta thdy nong do HBcrAg trong huyét thanh ctia nghién ciru c¢6
phan bd khéng chuan. Trung vi ndng d6 HBcrAg 14 4,2 logU/ml. Ty 18 HBerAg > 3 1a 76,4%, chiém 3/4.

Bang 2. Dic diém chi sb HBcrAg theo cac chi sb xét nghiém khac (n = 225)

R % Trung vi HBcrAg
Pac diem Tan so (n) p
(logU/ml)

Binh thuwdng 208 4,2

AST 0,543
Tang 17 4,8
Binh thudng 205 4,10

ALT 0,060
Téng 20 5,15
Binh thwong 191 4,20

GGT 0,427
Tang 34 4,75
Binh thuwdng 222 4,2

AFP 0,237
Tang 3 2,0
Binh thuwdng 205 4,30

Billirubin TP 0,054
Tang 20 3,75
L Binh thwong 212 4,20

Tiéu cau 0,991
Tang 13 4,50
<100 46 3,35

HBsAg
100 - 1000 80 3,95 < 0,001
IU/mL

> 1000 99 5,00
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Trung vi HBcrAg

Pic diém Tan sé (n) p
(logU/ml)
Am 144 3,55
HBeAg < 0,001
Dwong 81 5,60

Nhdén xét: Nong d6 HBcrAg theo cac nhom HBeAg va cac nhom HBsAg khéac biét co ¥ nghia théng
ké (p <0,001). Nong d6 HBcrAg ¢ nhom HBeAg duong tinh cé trung vi 5,60 (logU/ml) cao hon & nhom
HBeAg am tinh.

Nong do HBcrAg cao nhat & nhom HBsAg > 1000 IU/ml véi trung vi 13 5,0 (logU/ml) va thip nhét ¢
nhém HBsAg < 100 IU/ml véi trung vi 1a 3,35 (logU/ml). Mat khac, nghién ctru ciling cho théy néng dé
HBcrAg trong huyét thanh khéc biét khong co ¥ nghia & cac nhom phan b theo ddu 4n sinh hoc AST, ALT,
GGT, AFP, Billirubin toan phan, s6 luong tiéu ciu va hinh anh siéu am.

Twong quan giira HBerAg véi céc chi s xét nghiém khac

Bang 3. Twong quan gitra HBcrAg véi cac chi sé Bang 4. Tuwong quan gitra HBcrAg véi sb lwong

sinh héa tiéu cau
DAau 4n r (Spearman) p Tiéu cau r (Spearman) p
AST 0,067 0,318 Binh thuwdng
0,205 0,003
ALT 0,072 0,285 (n=212)
Chun
AFP 0,109 0,102 9 0179 0,007
(n = 225)
Billirubin TP -0,074 0,271

Nhén xét: Khong co twong quan giita ndng do
HBcrAg véi cac chi sé sinh hoa.
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Biéu dd 2. Twong quan gitra ndng dd HBcrAg véi nhém tiéu cau gidm
Nhan xét: Néng d6 HBcrAg c6 tuong quan yéu voi s lugng tiéu cau (r=0,179, p = 0,007). Dac biét,
mdi twong quan ndy c6 ca & nhom tiéu cau binh thuong va tiéu cau giam. O nhém tiéu cau binh thuong,

ndéng d6 HBcrAg c6 twong quan thudn va yéu (r = 0,205, p = 0,003). Con ¢ nhom tiéu ciu giam, ndng do
HBcrAg c6 twong quan nghich & murc trung binh véi s luong tiéu cau (r = -0,579, p = 0,031).

TRUYEN NHIEM VIET NAM * S6 03(43) -2023 57




NGHIEN CUU KHOA HOC

Bang 5. Twong quan gitra HBcrAg véi HBsAg

Nhom r (Spearman) p

HbsAg < 100 (n = 46) 0,154 0,308
HBsAg 100 - 1000

(n = 80) -0,006 0,955
HBsAg > 1000 (n = 99) 0,272 0,006
HBeAg am (n = 144) 0,262 0,002
HBeAg dwong (n = 81) 0,227 0,041
HBsAg chung (n = 225) 0,34 < 0,001
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Biéu dod 3. Twong quan gitra ndng d6 HBcrAg véi
nong do HBsAg

Bang 6. Twong quan gilra HBcrAg véi HBsAg theo cac mire HBcrAg

Nhom r (Spearman) p
HBcrAg < 3
0,009 0,95
(n =53)
HBcrAg 2 3
0,32 < 0,001
(n=172)
HBcrAg chung
0,34 < 0,001
(n = 225)

Nhdn xét: Nong d6 HBcrAg c6 twong quan thuan véi ndng do HBsAg (r = 0,34, p < 0,001) & ca nhom
HBeAg duong tinh (r = 0,227, p = 0,041) va HBeAg am tinh (r = 0,262, p = 0,002). Tuy nhién, n6ng do
HBcrAg va nong d6 HBsAg chi co twong quan thudn véi nhau & nhém HBcrAg > 3 log U/ml (r = 0,32,
p <0,001) va nhom HBsAg > 1000 IU/ml (r = 0,272, p = 0,000).

BAN LUAN
Vé dic diém ciia HBerAg trong nghién ciru

Nghién ctru gdm 225 nguoi bénh viém gan B
man tinh c6 thoi gian diéu tri thudc NAs tr 2 - 4
nam, c6 két qua xét nghiém do tai luong virus HBV
DNA 1la khong phat hién dugc hoac dudi ngudng
phat hién. Két qua nghién ciru cho thiy ty 16 nguoi
bénh c6 ndéng d6 HBcrAg > 3 1a 76,4, chiém 3/4.
Nodng d6 HBcrAg ¢ nhom HBeAg dwong tinh 13 5,6
logU/ml cao hon c6 y nghia (p <0,001) so voi nhom
HBeAg am tinh (3,55 logU/ml). HBeAg phan anh
hoat dong nhan Ién cia HBV va muc d¢ bénh. Két
qua HBeAg duong tinh cho thady HBV dang nhan
ban manh m@& trong té bao gan va bénh dang & giai

doan nguy hiém. Vi vay, nong d6 HBcrAg ¢ nhom
HBeAg duong tinh cao hon nhém am tinh, chirng té
ndng d6 HBcrAg trong mau cé thé phan anh chinh
xac hoat dong ciia HBV trong té bao gan ciing nhu
muc do bénh, tir d6 danh gia dugc hiéu qua cia qua
trinh diéu tri. Két qua nay kha tuong dong véi két
qua cua cac nghién ctru trude do®.

Ngoai ra, nghién ciru cho thay c¢6 su khac biét co
y nghia thong ké ctia ndng d6 HBcrAg theo cac mirc
nong do HBsAg (p < 0,001). Nong d6 HBcrAg giam
twong ung theo sy giam ctia cac mic HBsAg dinh
lwong. Nghién ciru trude do ciing cho két qua twong
tu’. Dinh lugng HBsAg dang la mot xét nghiém tin
cdy trong theo ddi diéu tri HBV. Do d6, ndng do
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HBcrAg giam tuong trng theo su gidm ctia cac mirc
HBsAg dinh lwong cho thdy HBcrAg c6 thé hd tro
cho HBsAg trong viéc theo dbi diéu tri cho ngudi
bénh CHB.

Mit khéc, nghién ciru ctia ching t6i cho thiy nong
d6 HBcrAg khong c6 su khac biét c6 ¥ nghia théng
ké & cac nhom AST, ALT, GGT, AFP, billirubin toan
phan va s luong tiéu cau. Két qua nay ciing kha
turong dong voi cac nghién ctru trude do*. Diéu nay
c6 thé do c4c chi s6 AST, ALT, GGT, AFP, billirubin
toan phan, sb luong tiéu cu chi phan anh cac ton
thuong va chirc nang ctia gan chtr khong phan anh
dugc sy nhan Ién cua virus trong gan.

Vé twong quan giira HBcrAg véi cac chi sé xét
nghiém khac

Khi diéu tri HBV bang cac thudc khang virus
loai NAs 1am giam nong d6 HBV DNA mdt cach
nhanh chéng (thudng sau khoang 3 thang diéu tri)
nhung cac nguyén liéu tong hop virus van khong
ngimg duoc san xuét, nén viéc giam ndng do hay
mat HBV DNA trong mau khong cho thiy tinh trang
trc ché virus®. Nghién ctru ciia chung toi dugc tién
hanh trén cac ngudi bénh mic CHB da dugc didu
tri bang thuéc NAs c6 két qua do tai luong HBV
DNA la khong phat hi¢n dugc hodc dudi ngudng
phét hién. Tuy nhién, van c6 76,4% ngudi bénh co
nong do HBcrAg >3 (chiém 3/4). Nhu vay, HBcrAg
¢6 twong quan t6t voi cccDNA cua HBV hon HBV
DNA. Két qua nay hoan toan phu hop v6i nghién
clru trude do°.

Mot trong nhitng bién chiing nguy hiém cia CHB
la gay ra tinh trang xo gan. Mat khac, xo gan gay
giam sb luong tiéu cau trong mau’. Nghién ciru da
chi ra ndng d6 HBcrAg c6 twong quan nghich véi sd
lwong tiéu cau ¢ nhom tiéu cdu giam véir = -0,579,
p=0,031. Nhu vay, HBerAg c6 thé c6 kha ning tién
luong nguy co CHB dién bién thanh xo gan.

TAI LIEU THAM KHAO

NGHIEN CUU KHOA HOC

Khi xét twong quan HBcrAg véi HBsAg, chiing
t6i nhan thiy ndng d6 HBcrAg c6 twong quan thuan
v6i ndng 6 HBsAg (r = 0,34, p < 0,001) bat ké tinh
trang HBeAg duong tinh hay am tinh (bang 6). Cac
nghién ctru khac ciing cho két qua tuong tys. Tuy
nhién, ndng d6 HBcrAg chi c6 tuong quan thuan véi
nong d6 HBsAg & nhém HBcrAg > 3 log U/ml (r =
0,32, p <0,001) va nhém HBsAg > 1000 [U/ml (r =
0,272, p=0,006). Dinh lugng HBsAg da dugc chirng
minh 1a mot xét nghiém don gian, co thé dugc két
hop v6i HBV DNA dé phén loai ngudi bénh trong
qué trinh dién bién tu nhién ctia HBV va ciing c¢6 thé
theo doi hiéu quéa qua trinh diéu tri®. Nong d6 HBcrAg
c¢6 twong quan thuan véi ndng d6 HBsAg chimg to
HBcrAg ciing 1a mét chi sb tin cdy dé danh gia diéu
tri bénh HBV. Hon nita, nhom HBcrAg > 3 log U/ml
1a nhém c6 twong quan tt v6i cccDNA cia HBV va
nhom HBsAg > 1000 IU/ml 1a nhém virus dang hoat
dong>'°. Nong do HBcrAg chi ¢6 twong quan thuin
v6indng do HBsAg 6 nhoém HBcrAg > 3 log U/ml va
nhém HBsAg > 1000 IU/ml, cho thiy HBcrAg c6 thé
phan anh chinh x4c hoat dong ctia HBV trong co thé.

KET LUAN

Mac du HBV DNA khong phat hién dugc nhung
c6 toi 3/4 ngudi bénh c¢6 ndng dd HBerAg > 3 logU/
ml. Nong d6 HBcrAg cao hon c6 ¥ nghia & nhém
HBeAg duong tinh so voi nhdom HBeAg am tinh.
Nong d6 HBerAg chi ¢6 twong quan thuan véi nong
do HBsAg & nhom HBcrAg > 3 log U/ml va nhom
HBsAg > 1000 TU/ml. O nhém tiéu cau giam, co
mdi twong quan nghich gitta ndng d6 HBcrAg va sb
lwong tiéu cu. T cac két qua nghién ctru nay, co
thé n6i HBcrAg l1a mot chi sé xét nghiém hitu ich va
tin cdy trong viéc theo ddi dién bién bénh ciing nhur
theo ddi dap ung diéu tri v6i thudec NAs cho ngudi
bénh CHB.
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EVALUATION OF HBcrAg IN CHRONIC HEPATITIS B PATIENTS
TREATED WITH NUCLEOT(s)IDE ANALOGUES (NAs)
AT NATIONAL HOSPITAL FOR TROPICAL DISEASES

Objectives: To describe some characteristics of HBerAg in chronic hepatitis B patients treated with
Nucleot(s)ide Analogues (NAs) with HBV DNA quantitative test results below the detection threshold or
undetectable and to determine the correlation coefficient between HBcrAg and other biomarkers. Our study
was conducted from November 2022 to August 2023 at the Outpatient Department of Giai Phong campus,
National Hospital for Tropical Diseases.

Methods: Cross - sectional descriptive study.

Results and conclusions: 225 patients with chronic hepatitis B with nucleos(t)ide analogues intake for
2 - 4 years were eligible. The median HBcrAg concentration was 4.2 logU/ml. The rate of HBcrAg > 3 was
76.4% that accounted for 3/4 of the study population. HBcrAg concentration had a statistically significant
difference according to HBsAg concentration (p < 0.001) and HBeAg (p < 0.001). HBcrAg concentration
had positive correlated with HBsAg concentration (r = 0.337, p < 0.001) regardless of HBeAg status.
However, HBcrAg concentration was only positively correlated with HBsAg concentration in the HBcrAg
> 3 log U/ml group (r = 0.32, p < 0.001) and the HBsAg > 1000 IU/ml group (r = 0.272, p = 0.006). In
the group of decreased platelet count , HBcrAg concentration correlated with platelet count in a moderate
negative (r =-0.597, p =0.031).

Key words: HBV, HBV DNA, nucleot(s)ide Analogues (NAs), HBcrAg, HBsAg quatification.
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