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THU'C TRANG VA MOT SO YEU TO LIEN QUAN
NHIEM VIRUS VIEM GAN B O’ SINH VIEN DAN TOC THIEU SO
TAI TRUO'NG PAI HOC Y DUQ'C THAI NGUYEN

Vii Nhi Ha'?, Chu Thi Khianh Thu!, Ca Vin Truong!,

Ngé Thi My Binh!, Tran Ngoc Anh!,

Nguyén Thi Hién!, Nghiém Thi Phwong Dung?

TOM TAT

Muc tleu Khao sat ti 1& nh|em virus viém gan B
& sinh vién dan tdc thiéu s6 tai Trerng bai hoc Y
Dugc Thai nguyen Poi tugng va phu’dng phap
Nghlen cu‘u mo ta cat ngang 200 sinh vién ngu‘dl dan
toc thidu s8, mau mau dugc thu thap tur hién mau su
dung xét nghlem test nhanh xac dinh HBsAg va ky
thudt Nested PCR d& xac dinh HBV-DNA. Cac mau
dudng tinh véi PCR dudc gidi trinh tu gen va xay dung
cay phat sinh loai. K&t qua: 10/200 (5%) nhiem HBV,
trong dé 4/200 (2%) dudng tinh vdi HBsAg, 6/200
(3%) derng tinh HBV-DNA. C6 lién quan nhiém HBV
véi do tudi (p=0 ,003), khong ¢ lién quan nhiém HBV
vdl gidi tinh va déan toc (p> 0,05). Giai trinh tu gen 6
mau dudng tinh cho thdy trinh tu HBV thudc kiéu gen
B, la kiéu gen HBV chlem uu thé tai Viét Nam. Két
Iuan C6 ganh nang cla HBV & nhu‘ng khu vuc ngudi
dan toc thleu so Két qua cua ching t&i nhdn manh su
can thiét cua viéc xét nghlem axit nucleic (NAT) trong
sang loc viém gan B & ngudi dan toc thiéu s6, ngan
ngura Iay truyén bénh nay trong cong dong dan cu’
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FACTORS OF HEPATITIS B VIRUS AMONG
MINORITY ETHNIC STUDENTS AT THAI
NGUYEN UNIVERSITY OF MEDICINE AND

PHARMACY

Objective: To investigate the prevalence of
hepatitis B virus (HBV) infection among minority
ethnic students at Thai Nguyen University of Medicine
and Pharmacy. Methods: A cross-sectional study was
conducted on 200 minority ethnic students, with blood
samples collected from voluntary blood donations.
Rapid tests were used to detect HBsAg, and nested
PCR was employed to detect HBV-DNA. Results: 10
out of 200 (5%) students were infected with HBV,
with 4/200 (2%) being HBsAg positive and 6/200
(3%) having DNA-HBV. There was a significant
association between HBV infection and age (p=0.003).
Genotyping of 6 positive samples revealed HBV
genotype B, the predominant genotype in Vietnam.
Conclusion: The study highlights a significant burden
of HBV among minority ethnic populations. Our
findings emphasize the need for nucleic acid testing
(NAT) in HBV screening among minority ethnic groups
to prevent disease transmission within the community.

Keywords: Hepatitis B virus; HBsAg; ethnic
minority Thai Nguyen
I. PAT VAN DE

Hién nay, theo T& chiic Y t& Thé gidi udc
tinh trén toan cau cd khoang 296 triéu ngudi
nhiém virus viém gan B (Heptitis B virus: HBV)
man tinh. Hang nam c6 khoang 820.000 truGng
hgp t vong lién quan dén cac bién chirng cla
bénh nhu viém gan B man tinh (VGBMT), xG gan
va ung thu biéu md t&€ bao gan (Hepatocellular
Carcinoma - HCC) [1]. Viét Nam la qubc gia co ti
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|& nhiém HBV cao trong khu vuc, chiu hau qua
néng né do nhiém HBV gay ra. Dif liéu trBoY té€
Viét Nam ndm 2019 cho thdy ti 1& nhiém HBV
man tinh tr 6 — 20% déan s6, tudng dudng véi
khoang 8 triéu ngugi. Diéu do dat ra mot thach
thirc 16n cho hé théng cham sdc sic khde cong
dong va trong theo doi, quan ly di€u tri ngudi
nhiém HBV [2].

Tai Viét Nam, trong nhitng nam gan day,
viéc trién khai rong rai vic-xin HBV va nhiing cai
thién vé diéu kién vé sinh, cham soc suc khoe va
chan doéan da lam giam dang k€ nguy co nhiém
HBV. Tuy nhién, HBV van la mdt trong nhiing
bénh nhiém trung sau truyén mau phé bién nhat
hién nay. Dén nay, rat it nghién cltu vé nhiem
virus viém gan B & ngudi dan tdc thiéu sb, dic
biét chua ¢ nghién clru nao phan tich ki€u gen
cla HBV & Thai Nguyén.

Theo ghi nhén toan cdu cé 5 ki€u gen cla
HBV Iuu hanh la cac k|eu gen A, B, C, DvaeE.
Cac nghién cltu & Chau A cling nhu & Viét Nam
ki€u gen B, C thudng gdp nhat [3]. Tinh chat
phan bg, mlfrc dcf> dap Ung diéu tri khong dong
déu trén cac ving ldnh thé cling nhu sy pho
bi€én cta hién tugng pha tron kiéu gene, dong
nhiém va da hinh cac kiéu gene da lam cho birc
tranh chung cta bénh do nhiem HBV man tinh
thém phong phu va gay khéng it khd khan trong
diéu tri. Vi vay, cac ky thuat sinh hoc phan tr xac
dinh ki€u gene cia HBV Ia can thiét d€ gép phan
lua chon thudc va tién lugng dap (ng diéu tri.

Chinh vi vay, chiing téi thuc hién nghién ciru
vGi muc tiéu:

1. M6 ta thuc trang nhiém virus viém gan B
& sinh vién dan tdc thiéu sé tai Trudng Dai hoc Y
Dugc Thai nguyén

2. Xac dinh kiéu gen cua virus viém gan B &
doi tugng nghién clru

Il. DOI TUONG VA PHU'ONG PHAP NGHIEN cU'U
2.1. P6i tugng nghién ciru
* DOi tuong nghién cuu: 200 sinh vién
dan tdc thiéu s6 dang hoc tap tai Trudng PH Y
Dugc Thai Nguyén tham gia hién mau tinh

nguyén ndm 2024, khdng cé tién st nhiém HBV.
Loai trir doi tugng khong dong y tham gia, bd
nghién ctru.

*Thoi gian va dia diém nghién ciu:
Nghién cfu dugc thuc hién tai Trung tam nghién
cltu Y hoc Viét - Blic (VG-CARE) - Bénh vién
Trung Udng Quén Doi 108 tur thang 4 dén thang
12 ndm 2024.

2.2. Phuong phap nghién ciru

*Thiét ké nghién clru: Phuong phap nghién
clru md ta cat ngang két hop phan tich phong thi
nghiém.

*Cd mau va phu’dng phap chon mau: Ap
dung cong thirc tinh ¢d mau udc lugng cho 1 ti lé:

p.(1-p)
n= Z' T

+ ala micy nghla thong ké (trong nghién

ctftu nay cht’mg t6i lay a=0,05).

| -_—

+ ‘l terng Urng véi mdc y nghia théng
ké mong mudn, Z=1,96 (tuong duang a=0,05).

+platy Ié ufc'ic tinh. Theo nghién cliu cla
Thai Hong Dudng (2006) G xa Linh Son, Thai
Nguyén trén dbi tugng ngudi dan téc co ty Ié
duong tinh virus viém gan B la 8,8%. Do do,
trong nghién cfu nay ching t6i lay p = 0,088.

+ d la d6 chinh xac tuyét déi mong mudn.
Trong nghlen clftu nay chdng téi lay d = 0,05, du
tru mat mau la 10%.

Ap dung theo cong thirc trén, tinh dugc so
mau t6i thiéu 1a 135 .

Trén thuc t€, ching t6i nghién ciru 200 mau

Phuong phap chon mau: SU dung phucng
phap chon mau thuan tién, 13y vao tat ca doi
tugng dap Ung day du tiéu chuan, dong y tham
gia vao nghién cltu cho dén du c8 mau.

* Ky thudt nghién cuu:

+ Ky thuat HBsAg test nhanh (Healgen, My)

+ Ky thuat Nested PCR: Tach chiét DNA
bdng bd kit QIAamp DNA Mini kit (QIAGEN,
blc). Thanh phan phan (fng Nested PCR dugc
mo ta bang dudi day:

Master Mix: 20 pl/ong Outer (pl/tube) Inner (pl/tube) Nong do cuoi
Corral Load Buffer 10x 2 2 1x
dNTPs Mix 10 mM 0,4 0,4 200 uM
Primer 10 uM 0,5 0,5 0,2 uM
Taq DNA Polymerase 5U/pL 0,1 0,1 0,5 Unit
R 5 (B6i chirng (+) pha |5 (Tat ca san pham outer .
DNA khuon l0dng 1/100) PCR pha lodng 1/50) | < ! H9/reaction
ddH20 12 12 -

San phdm sau khi chay PCR dudc dién di
trén thach agarose 1,5% va dugc nhudm vdi

ethidium bromide dé thu dugc dai co kich thudc
332bp.
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+ Gidi trinh tuv DNA theo phudng phap
Sanger

Cac mau HBV-DNA dudng tinh sé gidi trinh
tw Sanger bang bd sinh phdm BigDyeTM
Terminator v.3.1 (Thermo Fisher Scientific, Hoa
Ky) trén hé thong may ABI 3100 Avant (Hang
Applied Biosystems (M¥).

* Phuong phdp thong ké phan tich s6

liéu. DT liéu dugc téng hop bang Excel, sau dé
XU ly théng ké bang phan mém SPSS 26.0. Cac
bién dinh lugng dugc thé hién theo gia tri trung
binh (X) va dd Iéch chudn (SD), cac bién dinh
tinh dugc thé hién dang s6 lugng (n) va ti 1&
phan trdm (%). SU dung kiém dinh Chi-square
test hodc Fisher exact’ test d€ danh gia su’ khac
biét gilta cac ti €. Su khac biét dugc coi la cd y
nghia thong ké khi p<0,05.

Da6i tugng
Bién so NC (n=200)
n %
Am tinh 196 | 97,5
HBsAg Duong tinh | 4 2,0
Am tinh 194 | 97,0
DNA-HBV Dudng tinh 6 3,0
Nhiém HBV chung| Am tinh 190 | 94.5
(HBsAg (+) va ,
DNA-HBV (+)) |Puongtinh| 10 | 50

Nhan xét: Nhiem HBsAg chiém 2,0%, DNA-
HBV dudng tinh trong mau ngoai vi chiém 3,0%.
Nhu vdy, tong nhiém HBV la 5,0%.

3.2. MGi lién quan nhiém HBV véi mot
s6 dac diém chung va kiéu gen cuia HBV

Bang 3. Moi lién quan nhiem HBV voi
mot sé dic diém chung

* Nghién cltu da dugc thong qua Hoi dong Nhiém HBV
Pao drc trong nghién cfu Y sinh hoc cua trudng Bién s Am tinh |Duong tinh
Pai hoc Y - Dugc Thai Nguyén (S6 774/PHYD- n; (%) n; (%) P
HDPDD ngay 19/07/2024). Cac két qua xét | <20 | 23(100) 0(0,0)
nghiém chi cé gi tri trong nghién clru va khéng | Tudi| 20-<30 |149 (96,1)| 6(3,9) 0,023
ap dung trong diéu tri hay cho bat ky muc dich 230 | 18(81,8) | 4(18,2)
thudng mai. Cac thong tin ca nhan clia ddi tugng | Gigi | NI 140 (93,3)| 10(6,7) | 69
nghién ctu sé dugc dam bao bi mét. tinh | Nam |50 (100,0)] 0(0,0) ’
IN. KET QUA NGHIEN cU'U TTZ?,' %2 ggg% é Eggg
_3.1. Pac diém chung déi tugng nghién . Dao | 11 (84.,6) | 2 (i5,4)
cifu B o Dan Nong 139(97.5 | 1(2,5) 0,637
Bang 1. Pdc diém chung cia déi tugng | tOC MuSng |10 (100,0)| 0 (0,0)
nghién cau _ Mbéng |12 (100,0)| 0(0,0)
Bién s6 Doi tu'gng NC (n=200) San Diu | 25(96,2) | 1(3,8)
n % Nh3n xét: C6 lien quan nhiém HBV-DNA véi
< 20 23 11,5 doé tudi (p=0,023). Khong cé lién quan nhiém
| 20-<30 155 77,5 HBV-DNA Véi gidi tinh va dan tdc (p=0,069 va
Tuoi > 30 22 11,0 p=637).
Trung binh £ SD 22,63+4,94 M 0% % B e e e Ms wa e a8 8
Khoang tudi 19-44 o
tinh N& 150 75,0 (
Thai 20 10,0 ... A
Tay 79 39,5 . —
Dan an 13 6,5
toc Nu‘ng 40 20,0
: MuGng 10 5,0
Mong 12 6,0
San Diu 26 13,0

Nhdn xét: -Tubi trung binh cia nhém NC Ia
22,63+4,94 tudi, trong d6 cao nhat 13 44 tudi,
thap nhat 13 19 tudi, nhém 20 -< 30 tudi chiém
ty 1€ cao nhat (77,5%).

- Phan I6n déi tugng nghién ctu la nit gigi
(75,0%), ty 1& nit/nam la 3.

Bang 2. Nhiem virus Viém gan B
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Hinh 1. K&t qué dién di vdi 6 bng dsi ¢ kich
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thudc 332bp. M: Thang chudn DNA 1kb

77 OBI
s |79 0B
76 OBl
155 OBI
48i HPV24F
6ol 64i HPV24F

58 B-D00329

G-AF160501

58 78 A-HMO11485

87 A-X02763

C-X01587

D-V01460

34 E-X75657

H-AY090457

|
971 F-X75658

0.0100

Hinh 2. C3y phat sinh loai 6 chung HBV-
DNA (+)
Nhdn xét: Gidi trinh tu gen 6 mau du’dng
tinh cho thdy trinh tu HBV thudc kiéu gen B cua
HBV, la ki€u gen chiém uu thé tai Viét Nam.

IV. BAN LUAN

4.1. Pic diém chung déi tuong nghién
ctu. Ty |é n{r so v8i nam trong nghién clu cua
chung t6i cé cao han so vai két qua cua cac tac
gia khac la do su khac biét vé doi tugng nghién
cru cua chung t6i déu la ngudi khée manh. Theo
nhiéu nghién clfu trong va ngoai nudc thi tan
suat nhiém HBV & nam gidi thuGng cao haon nit
gidi, bén canh d6 & cac bénh nhan nhap vién thi
nam gidi thudng chiém ty Ié cao han nir gidi do
mot s6 yéu t6 khach quan tac dong cling lam gia
tdng tan suat nhap vién & nam nhu: yéu to
hormon, diéu kién lam viéc va sinh hoat khong
diéu do nhu nir giGi [4] [5].

D6 tubi 20-30 chiém ty 1& nhigu nhdt trong
nghién cltu (77,5%) do cach chon mau cla
chiing tdi 1a sinh vién ngudi dan tdc thi€u s6 nén
dod tubi 20-30 la phu hgp. Biéu nay cd su khac
biét v&i cac nghién clu vé dau an huyét thanh
hoc chia tudi thanh hai nhém trén va dugi 40
tudi, vi theo nhiéu nghlen clu gh| nhan tudi 40
danh dau su thay doi vé hé mién dich clia cac
bénh nhan nhiém HBV man tinh, & dd tudi nay
thu‘dng da két thic giai doan dung nap mién
dich va nhiéu bénh nhan chuyén sang giai doan
thanh thai mién dich, tham chi tién trién dén xo
gan vdi nhiéu muic do khac nhau [4].

Cac dan toc phan b6 vao cac nhém Thai,
Tay, Dao, Nung, MuGng, Mong, San Diu. Nghién
clu cua ching t6i tuong dong vé gidi va dan toc
vGi nghién clu vé HBV & Thai Nguyén ndm 2006
vGi dd tubi trung binh clia quan thé nghién cliu
la 40,4 £ 14,6 tudi. Sdu mudi mét (61%) la ni
va 39% la nam. Hon mét nlra trong s6 ho (56%)
la ngugi Kinh va phan con lai (44%) dén tir cac

dan téc thiu s6 khac nhau (36,3% ngudi San
Diu, 5,7% ngudi Tay, 1,8% ngy’fii Nung) [6].

4.2, MGi lién quan nhiém HBV véi mot
sd dic diém chung va kiéu gen HBV. Ngh|en
ctu cta ching toi cho thdy c6 lién quan nhiém
HBV-DNA vdi d6 tudi (p=0,023). Khong c6 lién
quan nhiém HBV-DNA véi gidi tinh va dan toc
(p=0,069 va p=637). DGi tugng hi€n mau trong
nghién ctru cua chdng toi dén tur Trudng Pai hoc
Y Dugc Thai nguyén, ndi cd nhiéu cg hdi ti€p can
tiém chung, kha nang ti€p can cham séc slc
khoe va trinh d6 dan tri cao hon trong céng
dong dan toc noi chung. Do do, ty I€ nhiéem HBV
& cdng déng ngudi dan toc thi€u sd & cac ving
ndng thdn cd thé con cao hon nita. Cling can luu
y rdng dd nhay phan tich cla cac xét nghiém
phan tir d6i v4i HBV- DNA c6 thé da anh hudng
dén két qua cla nghién clru nay va la mét trong
nhifng nguyén nhan gay ra su’ khac biét trong ty
Ié nhiem HBV trong cac nghién cru khac nhau.

Mot cudc khao sat 400 ngudi vé tinh trang
huyét thanh duong tinh cta khang nguyén bé
mat viém gan B (HBsAg) va nhiem HBV da dugc
tién hanh tai nam thén & xa Linh San, tinh Thai
Nguyén ti thang 6 dén thang 8 nam 2006 cho
thay: ty I&é nhiem HBV hién tai va trong qua kh&
cao dugc quan sat thdy & vlung ndng thon va
tdng dang k& theo dd tudi (>40) [6]. DO tudi
trong nghién cru clia ching t6i chi yéu 20-30 vi
doi tugng nghién cltu déu dang di hoc nhung két
qua cho thay co lién quan nhiem HBV- DNA vGi
do tudi gp 0,023),

Nhiém HBV phS bién trén toan thé g|d|
nhung ty 1€ mac bénh rat khac nhau gilta cac
quan thé bénh nhan. Diéu nay phu thudc vao cac
khu vuc dia ly khac nhau, cac yéu t6 nguy cd
nhiém trung qua dudng mau va cac xét nghiém
dugc sir dung dé phét hién HBsAg va HBV- DNA
[7]. Trong nghlen cltu clia ching t6i, khong co
lién quan nhiém nhiém HBV- DNA véi gidi tinh va
dan toc. bay la diém han ché cta nghién clu, can
sO lugng mau Ién han trén vung dia ly rong hon
dé c6 két qua chinh xac hon. Mét han ché khac
ctia nghién clru hién tai la tai lugng virus clia cac
ca thé HBV duang tinh khdng dugc dinh lugng.

Nghién clru cta ching t6i dua trén Nested
PCR danh gia HBV-DNA trong mau ngoai vi cla
nhitng nguGi am tinh v8i HBsAg do han ché
nguon kinh phi clia dé tai khong phan tich cac
dau an huyét thanh hoc. Néu HBsAg (-) kem
theo 2 khang thé Anti-HBc (-) va Anti-HBs (-) thi
ngudi bénh chua tirng ti€p xdc véi HBV. Néu
kém theo xét nghiém 2 khang thé Anti- HBc (+)
va Anti-HBs (+) thi nguGi bénh da c6 mien dich
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bao vé HBV trudc dé. Néu kem theo xét nghiém
2 khang thé Anti-HBc (-) va Anti-HBs (+) thi
ngudi bénh c6 mién dich bdo vé HBV do tiém
phong vaccine. Do vay, viéc khuéch dai HBV-
DNA t&r mau ngoai vi co thé khéng du nhay khi
tai Ierng HBV- DNA dudi ngerng phat hién &
trong mau. Diéu nay co thé dan dén viéc danh
gia thap s6 ca nhiém viém gan B va viéc thiéu dir
liéu cac khang thé huyét thanh co thé han ché
thong tin thu dugc vé su bién d6i cac dau an
huyét thanh hoc. Bay la nghién cltu dau tién giai
trinh tu ki€u gen HBV & Thai Nguyén. Can c6
nghién cttu trén vung dia ly I6n han vdi s6 lugng
ngudi trong cac dan toc I6n hon dé phén tich
tuong quan glLra cac dan toc nhiém HBV véi cac
ddc diém |1a4m sang va can 1am sang tai viing dich
té luu hanh bénh nay.

PE phan tich genotype HBV- DNA va xay
dung cdy phat sinh loai, ching toi da sap xép
cac trinh tu dir liéu PCR theo CLUSTAL -W va
BLAST (National Center for Biotechnology
Information; http://www.ncbi.nlm.nih.gov/ blast/
blast.cgi). Tinh chinh xac va tin cdy cua trinh ty
gen dudc ki€ém tra bdi phan mém BioEdit. Dic
tinh di truyen va phan tich phat sinh loai dugc
thuc hién bang MEGA7 [8]. O Chau A, kiéu gen
B va C cta HBV rdt phé bién va khoang 75% cac
ca nhiém HBV & Viét Nam I3 do kiéu gen B [9],
day 13 kiéu gen dudc xac dinh & ca 6 mau derng
tinh vGi HBV-DNA cla chiing tdi. Dang luu y kiéu
gen B clia HBV ddc biét lién quan dén cac bién
thé thoat mién dich va glam tai lugng HBV sém
do thanh thai HBeAg sGm. Trong giai doan hau
clra sd, trong khi HBV-DNA c6 thé dugc phat
hién & tai lugng thap, HBsAg cé thé khéng dugc
phat hién do nhiém virus cap tinh hodc man tinh
da dudc giai quyét. Ngoai ra, bi€u hién gen S
thdp hodc su hién dién cla dot bién gen S thoat
mien dich & yéu t0 quyét dinh khang nguyén “a”
va vung ua nudc chinh (MHR) da dugc cong
nhan la gay ra két qua HBsAg am tinh gia [10].

V. KET LUAN VA KIEN NGHI

Trong nghién ctu nay, ching tdi da khao sat
ty |1é cao clia nhiem viém gan B trong cong dong
khoe manh la sinh vién dan tdc thiéu s6 dang hoc
tdp tai TruGng Dai hoc Y Dugc Thai Nguyén.
Trong khi xét nghiém nhanh HBsAg bd sét nhiéu
ca, Nested PCR phat hién 3% nguGi tham gia hién
mau c6 HBV-DNA va gidi trinh tu gen cac mau
duong tinh nay déu thudc kiéu gen B, Ia ki€u gen
chiém uu thé tai Viét Nam. biéu nay cho thay
ganh nang clia nhiém viém gan B c6 tac dong
dang ké dén suc khoe cdng dong do kha nang lay
truyén viém gan B qua truy@n mau va san pham
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mau, ghép tang va lay truyén doc, vi viéc sang loc
hién nay chi dua vao xét nghiém HBsAg.

Nhitng két qua nay ching minh tdm quan
trong cla xét nghiém phan tir trong viéc ngan
nglra su' 1y lan va tai hoat dong cla HBV &
nhirng bénh nhan cd nguy cd cao; va ung ho viéc
dua cac xét nghiém phan tr theo muc tiéu cua
WHO la chi dinh thudng quy HBV vao nam 2030.
Cac nghién cru sau han & cac tinh khac nhau cta
Viét Nam s€& giup xac dinh nguy cd tu’dng doéi cua
nhiém HBV lay truyén qua truyen mau trong dan
sO Viét Nam trong nhirng nam tdi.

VI. LO1 CAM ON

Nghién c(tu ndy dugc hd trg bai Lién minh
PAN-ASEAN vé Ung phé Dich bénh va Bung phat
(PACE-UP, VG-CARE - Viét Nam); Dé tai cap cg
sd sO 774/DHYD-HPDD cla Trudng Pai hoc Y
Dugc Thai Nguyén.
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