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1. PAT VAN PE

Mac du vaccine du phong bénh viém gan do vi rit viém gan B (HBV) da dugc
st dung c6 hiéu qua, nhung bénh viém gan B van 1a vin dé 16n cho strc khoe cong
dong. Hién nay trén thé giéi c6 khoang 257 triéu ngudi nhiém HBV man tinh,
887.000 ngudi chét méi nam boi viém gan B cép tinh hay man tinh [1, 6]. O Viét
Nam c6 khoang 8,4 triéu nguoi nhiém HBV man tinh va 23.300 nguoi chét lién
quan téi HBV trong nam 2005 [12]. Viém gan do HBV chiém 50% s ca viém gan
cap tinh, 88% s ca xo gan va 80% s6 ca ung thu gan [11]. Két qua mot sd nghién
ctru cho thay ty 1¢ dwong tinh voi HBsAg trong cong ddng tir 15+20%, céa biét 1én
t6i 20+40% trong nhom tiém chich ma tay va bénh nhan HIV. Trong d6 nhom tudi
mang HBsAg duong tinh cao nhat 1an luot 1 tir 3039 tudi (19,3% & nam va 14,0%
& nir) va 4049 tudi (18,6% & nam va 13,4% & nit) [7, 15]. Nghién ciru mo ta cat
ngang lién quan t&i tinh trang nhiém HBV & cac nhom dan tdc khac nhau thudc tinh
Lao Cai cho thay ty 16 HBsAg dwong tinh cao nhat & nhom dan toc Hmong (19% &
nam va 15% ¢ nit), Kinh va Day (gan 13%), thap nhat & nhom déan toc Phu La
(4,7%) va Dao (4,1%) [10].

HBV c6 it nhat 8 kiéu gene vOi su khac biét it nhéat 8% téng sb trinh tu
nucleotides, ki hiéu tir A dén H dd dugc xac dinh. Theo Tran Thien Tuan Huy kiéu
gene I da dugc phat hién ¢ Viét Nam, ty 1& va sy phin b kiéu gene HBV thay ddi
theo ving dia 1i [8, 9]. Pé xac dinh kiéu gene ctia HBV ¢6 it nhat 10 ki thuat khac
nhau vé do nhay, d dac hi¢u, thoi gian tién hanh va gia thanh. Trong do, ti€u chuén
vang hién nay cho viéc xac dinh kiéu gene HBV 1a phuong phap phan tich ciy phat
sinh chiing loai dua trén ving gen S-HBV. Nhom tic gia da tién hanh xac dinh sy
luu hanh va kiéu gen cua HBV thu thap trong giai doan 2012+2013 tai mot sb tinh,
thanh phé & Viét Nam.

2. VAT LIEU VA PHUONG PHAP NGHIEN CUU
2.1. Poi twong nghién ciru

Mau huyét thanh thu thap trong cong dong dan cu trén 2 Ira tudi sinh nim
1970+1976 va sinh ndm 1990+1996 tai cac tinh Hoa Binh, Quang Tri, Kon Tum va
thanh pho H6 Chi Minh trong khoang thoi gian tir 2012+2013.

2.2. Phuwong phap nghién ciru
- Thiét ké nghién ciru: Mé td cdt ngang.

- Phat hién khéng nguyén HBsAg: Phat hién HBsAg bang sinh pham chan
doan nhanh cta hang SD-Bioline (Han Qudc).
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- Ky thudt sinh hoc phdn tir: Tach chiét HBV-DNA bang bo sinh pham DNA-
Sorb-B (Amplisens, Nga). Khuyéch dai viing gene S cua virus viém gan B véi cip
moi FA3-L: CTG CTG GTG GCT CCA GTT va FA3-R: GCC TTG TAA GTT
GGC GAG AA, san pham PCR c¢6 kich thuéc 1000bp. Piéu kién nhiét 6 ctia phan
ung PCR 1a: 95°C/2 phut; (95°C/30 gidy, 53°C/30gidy, 68°C/90 gidy) 35 chu ki;
68°C/5 phut. Dién di trén gel agarose 1% (Thermal Scientific, M), giai trinh ty tai
Ist BASE (website: http://www.base-asia.com). So sadnh, phan tich trinh ty béng
phan mém MEGA7. Xay dung cy phat sinh ching loai dya trén trinh tu gen S theo
phuong phap Neighbour-Joining, cic nhanh ctia cdy dugc tinh toan lap lai 1000 lan.
Phan mém FigTree 1.4.2 dé biéu dién cay.

- Xur Iy 56 liéu thong ké: bang phan mém SPSS 20.0.
3. KET QUA VA BAN LUAN
3.1. Két qua thu thap miu huyét thanh

Thu thap dugc 664 mau mau huyét thanh trong cong d6ng (bang 1). Tién hanh
sang loc phat hién HBsAg duong tinh cho 664 mau huyét thanh da thu thap.

Bang 1. Co cdu mau theo vung dia 1y, gidi tinh va nhom tudi

Hoa Binh | Quing Tri | Kon Tum | Tp. Hd Chi Minh
(n=93) n=188) | (n=183) (n =200)
Nam 41 (44,1%) | 94 (50%) | 86 (47%) 99 (49,5%)
Nir 52(55,9%) | 94 (50%) | 97 (53%) 101 (51,5%)

DO tuoi sinh

93 (100%)

93 (49,5%)

96 (52,5%)

103 (51,5%)

1990 - 1996

DO tuoi sinh

0 (0%)
1970 - 1976

95 (51,5%) | 87(47,5%) 97 (49,5%)

3.2. Ty 1¢ HBsAg dwong tinh theo vung dia ly

Tir hinh 1 nhan thdy tinh Hoa Binh c6 ty 16 HBsAg dwong tinh cao nhat
(18,27%), tinh Kon Tum c6 ti 1é thdp nhét (3,1%). Ty 1é dbi tuong tham gia nghién
ctru duong tinh voi HBsAg ¢ Hoa Binh cao hon so véi Kon Tum, Quéang Tri, Tp Ho
Chi Minh va c6 sy khac biét vé thdng ké (p lan luot 1a p < 0,001; 0,005 va < 0,001).
Ty 1¢ gitta HBsAg duong tinh gitra c4c tinh con lai tuy c6 sy khéac biét nhung khong
c¢6 ¥ nghia thong ké. Theo Le Viet ty 16 HBsAg duong tinh trén 1.200 mau huyét
thanh thu thap & Quang Tri 1a 11,4% [16]. Tuong tu, theo s6 liéu cua Hoi Ung thu
Viét - My ty 1¢ HBsAg trung binh ¢ Vi¢t Nam khoang 17% [1]. Ty 1€ HBsAg duong
tinh tai Quang Tri (5,3%) trong nghién ctru thap hon so vdi cac nghién ctru khac. Ty 18
mang HBsAg tai tinh Quang Tri va Kon Tum (mién Trung) thap hon ty 16 HBsAg
duong tinh ¢ xa Quynh D61, tinh Nghé An, lan luot 14 5,3% va 3,1%, so voi 26,26%
[4]. Ty 1¢ HBsAg dwong tinh & Tp HCM ciing thip hon so v6i mot s6 nghién ciru
trude do & Tp HCM (6,5%, so vé1 9%) [5]. Ty 1€ HBsAg duong tinh cua tinh Hoa
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Binh trong nghién ciru cao hon khong déng ké so v6i nghién ctru ctia Trang N.T.Q. tai
x3 Phtt Cuong, Soc Son (18,27%, so voi 17,6%, p = 0,88) [3]. C6 thé thay, ddi tuong
nghién ctru tai tinh Hoa Binh chi thudc nhom tudi 19901996 (100%) nén ty 18
HBsAg duong tinh c6 su khac biét (cao hon) so vdi céac tinh khac trong nghién ctru.
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Hinh 1. Ty 1¢ HBsAg duong tinh theo khu vuc dia li
3.3. Ty 18 HBsAg duong tinh theo tudi

Ty 1¢ HBsAg duong tinh gifta nhom tudi 1970+1976 (cot thir nhat) va nhom
tudi 1990+1996 (cot thir 2) tai ting tinh ¢6 sy khac nhau (hinh 2).
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Hinh 2. Ty 1¢ HBsAg duong tinh theo tudi
M?au nghién ciru tai Hoa Binh chi thu thap ¢ nhom tudi 1990+1996 (18,27%),

day 1a mot ty 1é kha cao. Tinh Quéang Tri co ty 16 HBsAg dwong tinh & nhém tudi
1990+1996 cao hon nhom tudi 1970+1976, tuy nhién khéng co sy khac biét vé
thong ké (7,52%, so véi 3,16%, p = 0,182). Ty 1& nhiém & nhém tudi 1970+1976 va
nhém tudi 1990+1996 tuong duong nhau ¢ tinh Kon Tum, Tp HCM. Ty 1é duong
tinh voi HBsAg ¢ 2 nhom tudi giita cac tinh v6i nhau ciing ¢6 su chénh léch. Tuy
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nhién chi ¢6 ty 1¢ nhém tudi 1990+1996 cua tinh Hoa Binh so vdi cac tinh khac co
su khac biét vé théng ké. Gia tri p thong ké gitra Hoa Binh va cac tinh Quang Tri,
Kon Tum, Tp HCM lan lugt 1a: 0,028; 0,0007; 0,009 (p < 0,05). Ti 1¢ duong tinh véi
HBsAg ¢ nhom tuoi 1990+1996 tai tinh Hoa Binh cling cao hon so véi ti 1€ ca 4 tinh
va c0 gia tri vé y nghia thong ké (18,27%, so vai 8,64%, p = 0,048).

3.4. Ty 1¢ HBsAg duong tinh theo gidi tinh

Két qua xéc dinh ty 1& nhiém HBsAg duong tinh theo gi6i tinh ¢ hinh 3 co6 sy
khac biét gilra nam gidi va nit gidi ¢ moi tinh, tuy nhién sy khac biét vé ty 1¢ nay
khong c6 y nghia thong ké.
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Hinh 3. Ty I¢ HBsAg duong tinh theo gidi tinh
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Ty 16 HBsAg duong tinh ciia nam gidi gitra cac tinh ¢ sy khac biét vé y nghia
théng ké: Hoa Binh - Quang Tri (21,95% so voi 7,44%, p = 0,016), Hoa Binh - Kon
Tum (21,95% so voi1 2,23%, p = 0,0002), Hoa Binh - Tp HCM (21,95% so vdi
6,06%, p = 0,006), Hoa Binh - ca 4 tinh (21,95% so vé1 7,5%, p = 0,03). Tuong tu,
khi so sanh ty 1¢ HBsAg duong tinh nir gidi gitta c4c tinh cling chi c6 su khéc biét
thong ké giira tinh Hoa Binh so voi cac tinh khac véi gia tri p l1an luot 13: 0,007;
0,016; 0,096 (Quang Tri, Kon Tum, Tp HCM).

Trong nghién clru nay ty 1€ trung binh HBsAg duong tinh & nam gidi cao hon
nir giGi, trong ty véi mot sb két qua da nghién ctru ciia Le Viet [16], ty 16 trung binh
¢ nam (16,8%) cao hon ty 1€ nit (7,9%) va ty 1€ nam (19,35%) cao hon ty 1¢ nit
(15,85%) [3].

3.5. Phat hién HBV - DNA va xic dinh kiéu gen ciia HBV

Khuéch dai ving gen S ciia HBV tir cac mau huyét thanh duong tinh véi
HBsAg bang cip moi FA3. Két qua 100% mau HBsAg duong tinh déu phat hién
dugc DNA-HBV. Sb lugng mau DNA-HBV tai 4 tinh 1an luot 13: Hoa Binh 17 mau,
Quang Tri 10 mau, Kon Tum 6 mau va Tp HCM 13 mau. Céc san pham PCR sau
tinh sach dwoc giri di giai trinh tu, phan tich két qua va dung cdy phat sinh chung
loai bang cac phan mém tin sinh hoc.
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Nghién ctru ghi nhan hién dién cua 3 kiéu gene B, C, va G (hinh 4, 5). Trong
d6 kiéu gen B chiém ty 1 cao nhat 83,3% (30/36 mau), kiéu gen C 8,3% (3/36 mau)
va G 8,3% (3/36 méu) co ty 18 thap hon. Ty 1¢ khac biét kiéu gen B so véi kiéu gen
C va G ¢ y nghia vé gia tri thong ké (p < 0,001). Trong kiéu gen B, phat hién cac
kiéu gen gan giii véi kiéu gen B2, B3, B4.

Hinh 4. Cay phat sinh chung loai HBV duya trén gen S, stir dung 221 trinh ty tham
chiéu gen S HBV, 36 s trinh tu thu thap trong nghién ctru

O Hoa Binh, ty 1¢ kiéu gen B chiém 76,9% (10/13 mau), ty 1¢ kiéu gen G la
23,1% (3/13 mAu), va khong xuét hién kiéu gen C. O tinh Quéang Tri, Kon Tum va
Tp HCM, ty 1¢ kiéu gen B lan luot 1a: 88,89% (8/9 mau), 50% (1/2 mau) va 91,67%
(11/12 mAu); kiéu gen C bao gdm C1 va C2. Trong khi d6 khong tim thay kiéu gen
G tai 3 tinh nay. Ty 1é kiéu gen B (83,3%) trong nghién ciru cao hon ty 1& mot sb
nghién ctu trude do: 72,9% [2]; 67,8% [14]. Trong khi do, ty 1¢ kiéu gen C (8,3%)
thip hon ty 1é mot s6 nghién ciru: 27,1% [2] va 27,9% [14].
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Theo nghién ciru trude ddy trén cic bénh nhan xuét hién cac kiéu gen tir A-G
[13, 14]. Trong do, kiéu gene A thuong xuat hién ¢ nguoi khong mang triu ching.
Kiéu gen C (25%, chiém ty 1€ cao nhat) D (20%) va A (18%) xuat hién ¢ bénh nhéan
viém gan B man tinh, xo' gan va ung thu gan. Kiéu gene B ¢6 yéu té nguy co giy
bénh gan tién trién so v4i bénh nhan nhiém kiéu gene A. Kiéu gene C va D duoc xac
nhan nhu yéu t doc 14p cho viée tién trién thanh xo gan va ung thu gan so véi kiéu
gene B [13].

100
88.89 91.67
90
a? 80 76.90
§[ 70
2 60 50 50
= 50
-2
< 40
£ 30 23.10
@
> 20 11.11 8.33
= 10
0
Hoba Binh Quang Tri Kon Tum TP HCM
m Kiéu gen B Kiéu gen C Kiéu gen G
Hinh 5. Phan b6 kiéu gene HBV
4. KET LUAN

Ty 1€ HBsAg duong tinh cua hai nhom tl}éi 1990+1996 va 1970+1976 ¢ cac
tinh Hoa Binh, Quang Tri, Kon Tum va Tp H6 Chi Minh bién dong tur 3,1% dén
18,27%. Trong d6 tinh Hoa Binh c6 ty 1¢ HBsAg duong tinh cao nhat chiém
18,27%. Ty 1&é HBsAg duong tinh & nam c¢6 xu hudng cao hon so véi nir, ¢ Hoa
Binh ty 1¢ nam giéi chiém 21,95%, cao hon so voi nir gioi la 13,38%; ¢ Quang Tri
ty 1€ & nam giGi chiém 7,44% so v&i nit gidi 1a 3,19%. O hai nhom tudi 19901996
va 1970+1976 ty lé’ duong tinh HBsAg c6 su khac nhau, tuy nhién sy khac biét
khong c6 y nghia thong ké.

Kiéu gene HBV phan 136 chu yéu ¢ 4 tinh trong nghién ctru chu yéu 1a kiéu
gene B chiem ty 1€ 83,3%, kiéu gene C va G xuat hién véi ty 1€ thap hon 1a 8,3%.

TAI LIEU THAM KHAO
1. Hoi ung thu Viét Mi, Bénh viem gan B. 2016,

Website:http://www.ungthu.org/cacbenhungthu/ut _gan/viemganB.asp.

2. Nguyén Thi Hai Yén, Cao Minh Nga, Sir phan b6 kléu gen ciia HBV & nguoi nhiém

HBYV man tinh tai Tp Can Tho, Tap chi Y hoc Tp. Ho Chi Minh, 2015, Tap 19, Phu

ban so 1, tr.374-377.

3. Trang N.T.Q., Xdc dinh ti 1é nhiém vi rit viém gan B (HBsAg) va viem gan C

(Anti HCV) trong huyét thanh nguoi tai mét xa vimg dong bang Bdc B Viét
Nam, Gan 2011, 64(95):102.

Tap chi Khoa hoc va Céng nghé nhiét d&i, S6 13, 11 - 2017 95



Nghién ctru khoa hoc céng nghé

10.

1.

12.

13.

14.

15.

16.

Nguyén Vian Bang, Nguyén Thi Van Anh. 77 ¢ mang HBsAg va mét sé yéu té
nguy co mang HBsAg cua cac thanh vién trong ho gia dinh: nghién cuu cong
dong tai mét sé xa mién Trung (xd Quynh Do, tinh Nghé An). Tap chi Y hoc
Tp. H6 Chi Minh, 2010, Tap s6 14, phu ban s6 4.

Vii Quang Huy, 77 1¢ hién nhiém virus viém gan B va chi s6 men gan trén
39865 nguoi tai cong d(;ng thudéc mot s6 khu vuee thanh phé Ho6 Chi Minh. Tap
chi Y hoc Tp. HS Chi Minh, 2012, Tap 16. S6 4, tr.46.

T6 chuc Y t& Thé gigi khu vyc Chau A Thai Binh Duong 2017, Website
http://www.wpro.who.int/vietnam/mediacentre/releases/2017/world _hepatitis_
day vietnam_ 2017/en.

Hipgrave, D.B., Van, N.T., Huong, V.M., Long, H.T., Trung, T.N., Jolley, D.,
Maynard, J.E. and Biggs, B.A, Hepatitis B infection in rural Vietham and the
implications for a national program of infant immunization, The American journal of
tropical medicine and hygiene, 2003, 69(3):288-294.

Huy T.T.T., Ushijima H., Quang V.X., Win K.M., Luengrojanakul P., Kikuchi

K., Sata T., Abe K., Genotype C of hepatitis B virus can be classified into at
least two subgroups. Journal of general virology 2004, 85(2):283-292.

Huy T.T.T., Ngoc T.T., New complex recombinant genotype of hepatitis B
virus identified in Vietnam. Journal of virology, 2008, 82(11):5657-5663.

Le T.K.D., Hepatitis B Infection Among Ethnic Children in Ban Cam Commune,
Bao Thang District, Lao Cai Province. Hanoi Medical University, 2007.

Nguyen V.T.T., McLaws M.L., Dore G.J., Highly endemic hepatitis B
infection in rural Vietnam, Journal of gastroenterology and hepatology, 2007,
22(12):2093-2100.

Nguyen V.T.T., Law M.G., Dore G.J., An enormous hepatitis B virus related
liver disease burden projected in Vietnam by 2025, Liver International, 2008,
28(4):525-531.

Toan N.L., Song L.H., Kremsner P.G., Duy D.N., Binh V.Q., Koeberlein B.,
Kaiser S., Kandolf R., Torresi J., Bock C, Impact of the hepatitis B virus
genotype and genotype mixtures on the course of liver disease in Vietnam.
Hepatology 2006, 43(6):1375-1384.

Truong B.X., Seo Y., Yano Y., Ho P.T., Phuong T.M., Genotype and
variations in core promoter and pre-core regions are related to progression of

disease in HBV-infected patients from Northern Vietnam. International journal
of molecular medicine 19, 2007, tr.293-299.

Vien C., Nguyen T., Dinh S., Investigation of hepatitis B virus infection
among emplyees in Nha Trang City, Journal Hyg Pre Med, 1996, 6(4):34-40.

Viet L., Lan N.T.N., Ty P.X., Bjorkvoll B., Hoel H., Gutteberg T., Husebekk
A., Larsen S., Skjerve E., Husum H., Prevalence of hepatitis B & hepatitis C

virus infections in potential blood donors in rural Vietnam. The Indian journal
of medical research, 2012, 136(1):74.

96

Tap chi Khoa hoc va Céng nghé nhiét déi, S6 13, 11 - 2017



Nghién ctru khoa hoc c6ng nghé

SUMMARY

STUDY ON PREVALENCE AND GENOTYPE OF HEPATITIS B VIRUSES
IN SOME PROVINCES IN THE PERIOD 2012-2013

The hepatitis B virus (HBV) is among the leading causes of chronic hepatitis,
cirrhosis and hepatocellular carcinoma. Screening of 664 serum samples from
Hoabinh, Quangtri, Kontum provinces and Ho Chi Minh city showed that the
prevalence of HBsAg varied by geographic regions and gender. The highest one was
in Hoabinh (18.27% in general, 21.95% in male, and 13.38% in female), and the
lowest one was in Kontum (3.1% in general, 2.32% in male, and 4.32% in female).
In Vietnam, the most common genotype is B, followed by genotypes C and G. HBV
phylogenetic analysis of S sequences revealed that genotype B was highly prevalent
(83.3%), and genotype C (8.3%) and G (8.3%) were also detected as a minor
distribution. Further studies are recommended to determine the HBsAg prevalence
and genotypes and main modes of hepatitis B virus transmission in Vietnam.

Tir khéa: Kiéu gen, vi rit viém gan B, ving gen S; genotype, Hepatitis B virus,
S gene region.
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