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hoa, mién dich trén bénh nhan Viém gan B man hoat déng
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TOM TAT

Trong s6 57 bénh nhan (BN) viém gan B man (VGBM) 4 BN nhiém virut kiéu gen don A (10,5%),
B (15,8%), C (38,6%) va D (7%); ngoai ra con c6 7 trudng hop nhiém virut kiéu gen déng/bdi nhiém
khac la AB (1,75%), AC (12,3%), AD (1,75%), AF (3,5%), BC (1,75%), CD (3,5%) va CF (3,5%). BN
nhiém virut kiéu gen C lién quan chat ché véi tinh trang mang khang nguyén HBeAg. BN nhiém virut
kiéu gen C c6 tai lugng virut cao hon c6 y nghia so véi kiu gen B va kiéu gen dong/boi nhiém. Trong
khi @6, BN nhiém virut kiéu gen B lai c6 néng d6 HBV ADN thap hon BN nhiém virut kiéu gen A va
kiéu gen déng/boi nhiém; ndng dd enzym ALT & BN nhiém virut kiéu gen B cao hon c6 y nghia so Vi
BN nhiém virut kiéu gen D va kiéu gen phéi hap. ALT & nhém BN nhiém virut kiéu gen C ciing cao
hon c6 y nghia so v6i nhém nhiém virut kiéu gen D; néng d6 enzym AST & nhém BN nhiém virut kiéu
gen A thap hon cé y nghia so v6i nhém nhiém virut kiéu gen B va kiéu gen hén hop.

* Tir khoa: Viém gan B man hoat déng; Kiéu gen; Xét nghiém sinh hoa, mién dich.

Hepatitis B Virus genotype is associated with biochemical, immunological
parametters in active chronic B hepatitis

SUMMARY

57 chronic hepatitis B (CHB) patients were enrolled in this study. Hepatitis B virus (HBV) genotypes
were detected by restriction fragment length polymorphism (RFLP) PCR and sequencing. Results:
there were 4 single genotypes and 7 genotype mixtures have been found A: 10.5%, B: 15.8%, C : 38.6%,
D: 7%, AB: 1.75%, AC: 12.3%, AD: 1.75%, AF: 3.5%, BC: 1.75%, CD: 3.5% and CF: 3.5%. Genotype C is
associated with HBeAg status (OR = 3.6; 95% confident (1.03 - 13.25), Chisquare = 5.21; p < 0.05).
HBV DNA in genotype C is significant higher than those in genotype B and mixture. HBV DNA in
genotype B is significant lower than those in genotype A and mixture; enzyme transferase ALT in genotype
B is higher than those in genotype D and mixture. In addition, enzyme ALT in genotype C is higher
than those in genotype D; enzyme AST in genotype A lower than those in genotype B and mixture.

* Key words: Active chronic B hepatitis; Genotype; Biochemical, immunological parameters.

* Bénh vién 103
** Bénh vién TWQD 108
Phan bién khoa hoc: TS. Trdan Van Khoa
PAT VAN DE dang mang HBV man tinh [1]. Ty |& ngugi
mang HBV man tinh thay d8i theo khu vuc
Hién nay, trén thé gi6i khoang 2 ty ngudi  dia ly [2]. Khoang 15 - 40% trudng hgp
da nhiém HBV, trong d6 > 400 triéu ngudi VGBM phat trién thanh xo gan, hodc ung



TAP CHi ¥ - DUGC HOC QUAN SU SO 2-2011

thu t€ bao gan nguyén phat, trong dé
khoang 1/2 triéu ngudi chét méi nam vi ung
thu t€ bao gan nguyén phat [2].

G viet Nam, ty 1& HbsAg (+) & ngudi
khoé manh tir 10 - 20%, ¢ noi 1én tGi 26%
[3]. Nhiém HBV c6 thé gay nhiéu thé bénh
khac nhau, tr ngudi mang virut khong triéu
chiing dén viém gan cép tinh tu héi phuc,
viém gan t6i c8p tinh, viém gan man tinh, xo
gan va cbé thé dan dén ung thu gan [4].
Nguyén nhan nao dan dén su khac nhau dé
cho dé&n nay van chua that su dudc hiéu ré.
Bén canh vai tro quan trong cla dap (ng
mién dich, vai trd clla ban than virut (dot
bién gen va kiéu gen) dang ngay cang dudc
quan tam.

Cho dén nay, 8 kiéu gen HBV da dudc
phat hién dua trén su khac biét 8% nucleotid
gilia cac kiéu gen va dugc ky hiéu tir A dén
H [5]. Nhu vay, khi cac BN dugc phat hién
cd HBsAg (+), khdng c6 nghia la ho déu
nhiém ciing mét chiing HBV, ma thuc chat
la ho c6 thé nhiém nhiéu ching HBV va
c6 thé 1a nhiéu kiéu gen, duéi kiéu gen khac
nhau.

D& gép phan lam phong phd thém ban
dé phan bd kiéu gen clia HBV trén BN
VGBM hoat dong, chiing tdi tién hanh nghién
clru dé tai nay véi cac muc tiéu:

- Danh gia ty 1& phan bé cac kiéu gen HBV
trén BN VGBM hoat dong.

- Tim hiéu méi lién quan giita kiéu gen
HBV v6i mét s6 xét nghiém sinh hoa va
mién dich.

pOI TUGNG VA PHUONG PHAP
NGHIEN cUU

1. B&i tugng nghién ciru.

57 BN VGBM hoat déng, diéu tri tai
Bénh vién TWQP 108 dudc nghién clu
phan tich kiéu gen HBV. Lua chon BN theo
cac tiéu chuan sau: c6 tién si nhiém HBV
kéo dai > 6 thang lién tuc hodc nhiéu dot
tai phat; hién tai mét moi, chan an, gan to
chic, HBsAg (+), anti-HBc IgG (+), men
SGOT, SGPT tang trén 2 lan gii han binh
thudng; sinh thiét gan va giadi phau bénh
hoc chlng t6 tinh trang viém gan man hoat
déng. Loai trr nhilg BN déng nhiém HCV,
HIV; viém gan nhiém déc, xo gan mét bu,
ung thu gan, dang méc cac bénh khac két
hop nhu bénh mau, dai dudng, tim mach...

2. Phuong phap nghién cuu.

* Thiét k€ nghién ctu: nghién ciu tién clu,
mo t4, cat ngang. BN nghién c(u dudc dang
ky vao mét phiéu theo dai riéng c6 day di cac
chi tiéu vé dich té, lam sang va xét nghiém.

* Cac phuong phap xét nghiém:

- Xét nghiém sinh hoa: AST, ALT, GGT,
bilirubin, protein, albumin, globulin, ure,
glucose, creatinin..., ti€n hanh trén hé thong
tu ddng Olympus AU 640 (Olympus, Nhat),
tai Khoa Sinh hoa, Bénh vién TWQD 108.

- Xét nghiém mién dich: HBsAg, HBeAg,
anti-HBe, AFP, anti-HIV, anti-HCV... tién hanh
tai Khoa Mién dich, Bénh vién TWQP 108.

- Sinh thiét gan tai Khoa Truyén nhiém,
Khoa Tiéu hoa k&t hop Khoa Chan doan
Chirc nang, Bénh vién TWQD 108.

- M6 bénh hoc dudc ti€n hanh tai Khoa
Giai phau bénh, Bénh vién TWQD 108.
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- Cac xét nghiém sinh hoc phan t: dinh
lugng néng d6 HBV ADN, xac dinh kiéu gen
HBV cla HBV dudc tién hanh tai Khoa Sinh
hoc Phan t, Bénh vién TWQD 108.

- Phuong phap xét nghiém dinh luong
nong dé HBV ADN: dinh lugng HBV ADN
bang ky thuat RT-PCR trén hé théng may
RT-PCR ABI 7500 (Applied BioSystem, My).

- Phuong phéap xac dinh kiéu gen HBV:
xac dinh nhan gen HBV clia HBV két hop tinh
da hinh clia mét doan gidi han [6].

Sau khi cat san phdm PCR bang enzym
Tsp509I, chay dién di trén thach (argaro 3%)
c6 nhuém ethidium bromide 1% va soi dudi
den soi cuc tim.

- Phuong phap giai trinh tu gen cla HBV:
mét s6 trudng hop khéng xac dinh dugc kiéu
gen HBV bang phuong phap nhan gen két
hop RFLP-PCR, s& xac dinh kiéu gen bang
phuang phap giai trinh tu gen. S dung doan
maéi dé gidi trinh tu bao gém, méi xubi: P1865:
5'-CAAGCCTCCAAGCTGTGCCTTGGGTG
GCCTT-3’) va moi ngudgc la mét trong hai moi
P2384:-TTCTTCTTCTAGGGGACCTGCCT
CAGTCC-3’ va P2384:5-TTCTTCTTCTAG-

GGGA-CCTGCCTCATCGT-3'. Qua trinh giai
trinh tu gen HBV tién hanh trén hé théng
CEQ 8800, Beckman Coulter (My), tai Khoa
Sinh hoc Phan t&, Bénh vién TWQD 108.

* Phuong phap théng ké: phan tich s&
liéu thu thap trén phan mém Staview 4.5 va
Stata 7.0, khac biét c6 y nghia théng ké khi
p < 0,05.

KET QUA NGHIEN cUU

1. Phan bd kiéu gen HBV trén nhém
nghién ctu.

Trong 57 BN HBV man tinh, phat hién 4
kiu gen c6 tan suat xuat hién cao la kiéu
gen A, B, C va D. Bong thai cling phat hién
thdy c6 7 kiéu gen phdi hop khac la AB,
AC, AD, AF, BC, CD va CF, trong d6 kiéu
phdi hap AC gap nhiéu hon (7 BN = 12,3%).
Do s6 luong cac kiéu gen két hap it nén khi
phan tich méi lién quan cla kiéu gen HBV
v6i biéu hién lam sang, can lam sang
chang t6i nhém tat ca cac kiéu gen do
thanh mot nhém goi chung la kiéu gen
déng/boi nhiém.

Bang 1: Phan bé kiéu gen HBV trén BN VGBM.

KIEU GEN A B c D AC AD AF BC cD CF
n 6 9 22 4 7 1 2 1 2 2
% 10,5 | 15,8 | 38,6 7 1,75 | 123 | 1,75 | 35 | 1,75 | 3,5 3,5

2. Mai lién quan giira kiéu gen HBV v&i diu an huyét thanh HBeAg.
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Hinh 1: Phan bé kiéu gen HBV 6 2 nhém BN HBeAg (-) va HBeAg (+).

Phan b6 kiéu gen khong tap trung trén mot nhém BN ndo. Tuy nhién, khi phan thanh 2
nhém kiéu gen C va khoéng C, ching tdi thay khac biét c6 y nghia théng ké (béng 2).

Dua vao phudng phap tinh méi lién quan gitta kiéu gen C véi tinh trang mang HBeAg
trén cac nhém BN, cu thé BN mang kiéu gen C cé ty 1&é HBeAg (+) cao hon nhém c¢é kiéu
gen khéng C (OR = 3,6; d6 tin cay 95% (1,03 - 13,25), Chisquare = 5,21; p < 0,05).

Bang 2: Phan bé kiéu gen C va khong C & 2 nhém BN HBeAg (-) va HBeAg (+).

HBeAg (+) (n = 28)

HBeAg (-) (n = 29)

C 15

7

Khong C 13

22

2. Lién quan cua ki€u gen véi tai luong virut (HBV ADN).
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Hinh 2: Méi lién quan kiéu gen véi mic do
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Hinh 3: Méi lién quan gilra ki€u gen Vi
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Khi so sanh miic d6 nhan Ién cla virut gitta cac kiéu gen khac nhau, ching t6i thay so véi
nhém c6 kiéu gen B va kiéu gen hén hop, BN mang kiéu gen C c6 néng d6 HBV ADN cao
hon c6 y nghia (1an lugt 1a 3,8 x 107 + 1,7 x 107 copies/ml so véi 1,06 x 107 £ 1,7 x 107
copies/ml, p = 0,0001 va 3,8 x 10" + 1,7 x 10" copies/ml so vGi 2,6 x 107 + 3 x 107 copies/ml, p =
0,027). Trong khi d6, kiéu gen B lai c6 néng d6 HBV ADN thap nhat va thap hon kiéu gen A va
kiéu gen hén hop theo thit tu: 1,06 x 107 + 1,7 x 107 copies/ml so véi 3,2 x 107 + 3,8 x 107
copies/ml, p = 0,02 va 1,06 x 10" = 1,7 x 107 copies/ml so vGi 2,6 x 107 + 3 x 107 copies/ml, p
=0,008.

4. Méi lién quan giira kiéu gen HBV véi ndng dd men gan ALT.

Néng d6 enzym ALT & nhém BN nhiém virut ¢ ki€éu gen B cao hon c6 y nghia so véi kiéu
gen D va kiéu gen phdi hap (1.000 + 403 so véi 254 + 84 |U/I; p = 0,004 va 1.000 + 403 so Vi
631 + 127 IU/l; p = 0,01). Bdng thsi, ALT & nhém BN c¢6 kiéu gen C ciing cao hon ¢é y nghia
so vdi nhém cé kiéu gen D (617 + 167 so v6i 254 + 84 1U/l; p = 0,013).

5. Mai lién quan giira kiéu gen HBV véi ndng dd men gan AST.
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Hinh 4: Méi lién quan giira kiéu gen HBV véi enzym AST.

Nong do enzym AST & nhém BN nhiém virut c6 kiéu gen A thdp hon c6 y nghia so Vi
nhém c6 kiéu gen B va kiéu gen hén hop (208 + 129 U/l so v6i 871 + 385 1U/l va 902 + 278
IU/l; p = 0,009).

BAN LUAN

o) Viét Nam, cho dén hién nay van chua c6 mét nghién clu nao tién hanh kho sat hé
théng vé phan b6 kiéu gen clia HBV. Theo Lindh M va CS (1999), & Viét Nam, kiéu gen B va
C la chl yéu [7]. Nghién cGu cla Huy va CS (2004) trén 115 BN nguai Viét Nam (39 BN
viém gan cdp va 76 BN viém gan man tinh) thay: 8 nhém viém gan cap, kiéu gen B chiém
74,3%, nhém viém gan man tinh kiéu gen C la 81% [8].

Téng s6 57 BN VGBM, ching t6i phat hién c6 4 kiéu gen don la kiéu gen A (10,5%), B
(15,8%), C (38,6%), D (7%) va 7 kiéu gen hén hop la: AB, AC, AD, AF, BC, CD va CF, trong
d6 kiu phéi hop AC gép nhiéu hon (7 BN = 12,3%). Nhu vay, néu so sanh kiéu gen HBV
don thuan, ty 1& kiéu gen B va C & nghién c(u nay thap hon so véi cac tac gid khac. Tuy
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nhién, néu tinh tat ca cac kiéu gen déng/bdi nhiém cé B va C thi c6 34/57 BN (59,6%) mang
ki€u gen C va 11/57 BN (19,3%) mang kiéu gen B.

Ty 1& kiéu gen B va C trong nghién ciiu nay th&p hon so véi nhiing nghién ciu truéc day,
do da phat hién trong d6i tuong nghién ctu khong chi c6 kiéu gen don thuan ma con cé cac
kiéu gen ddng/bdi nhiém ma nhiing nghién ciu khac chua phat hién dudc. Lai thé clia nghién
clu nay & ap dung phuong phap xac dinh kiéu gen ctia Hannoun (2002) [6]. Bang phuong
phap nay, Hannoun da phat hién > 67% BN c6 déng/bdi nhiém hon 1 kiéu gen. Trong nghién
cliu d6, chinh Hannoun ciing so sanh phuong phap phat hién kiéu gen va thay: néu st dung
phuong phép giai trinh tu gen, chi phat hién dudc 10% BN mang kiéu gen déng/boi nhiém.
Nhu vay, néu chi gidi trinh tu gen ching ta bd s6t 57% trudng hop déng/bdi nhiém hon 1 kiéu
gen. 3 nghién ciu nay, gép 16/57 BN (28%) mang kiéu gen déng/b6i nhiém. So véi Yin va
CS (2008) gap 10,6% BN mang kiéu gen déng/bdi nhiém, sé liéu clia ching téi cao hon,
nhung so v6i Hannoun va CS (2002) thi két qua clia ching tdi thdp hon. Tuy nhién, do s6
liéu nghién cu con han ché nén chua thé dua ra bat ky két luan nao vé su phan bs cac kiéu
gen trén quén thé.

Mac du s6 liéu con chua dd 16n, nhung ching t6i thdy su phan bé kiéu gen gilta 2 nhém
HBeAg (+) va HBeAg (-) khac nhau. Trong d6, ki€éu gen C c6 lién quan ch&t ché véi tinh
trang mang khang nguyén nay. Cu thé, néu mang kiéu gen C, kha nang mang HBeAg cao
hon 3,6 1an so véi kiéu gen khong C.

Nhiéu nghién c(u chi ra réng, kiéu gen cé anh hudng téi dac tinh sinh hoc ctia virut, bénh
canh 1am sang, ty 1& chuyén dao huyét thanh HBeAg, kiéu ddt bién trong cac vung precore
va core promoter, cling nhu dap (ng véi thudc khang virut [9]. Nghién clu cla Suzuki Y va
CS (2005) thay: kiéu gen B thudng gap BN VGBM, kiéu gen A hay gap 6 BN viém gan cap
tinh [10]. Kiéu gen C thudng gay bénh nang hon kiéu gen B. M6t nghién c(iu tai Dai Loan, noi
phan b6 chd yéu 2 kiéu gen B va C, nguy co tién trién thanh xo gan va ung thu gan & BN
nhiém HBV kiéu gen C thudng cao hon so véi kiéu gen B va BN mang kiéu gen C c6 ty 1&
duong tinh HBeAg cling nhu muc dd nhan I&én cia HBV ciing cao hon nhém mang kiéu
gen B. Thai gian chuyén dao huyét thanh & nhém cé kiéu gen C lau hon so v6i kiéu gen B, ty
|& dot bién diém tai ving tién nhan & nhém c6 kiéu gen C cao hon nhém cé kiéu gen B.
Nhiing dét bién nay thudng thdy & nhém bénh ning nhu xo gan va ung thu gan hon la &
nhém BN viém gan cap va viém gan man tinh. Trong khi d6, nhiing BN < 50 tudi mang kiéu
gen B thudng tién trién thanh ung thu gan nhanh hon kiéu gen C & cling d6 tudi.

KET LUAN

Két qua nghién ciiu cla chung tdi cho thay ki€éu gen HBV cé lién quan chat ché véi mic
dé nhan lén cua virut, miic dd huy hoai t€ bao gan. Nhu vay, clng vGi nhiing két qua nghién
cliu truéc day, chung ta co6 thé thay kiéu gen HBV c6 lién quan dén sinh bénh hoc, mét s6
bi&én d8i sinh hoa mién dich va sinh hoc phan t& trén BN VGBM. Tuy nhién, dé c6 két luan
xac dang hon, chang ta can nghién cu tién cu doc trén sé luong BN 16n hon.
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