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Tom tat:

Pit van dé: Trai voi quan niém cil, cac nghién ctru gan day cho thiy ngay & giai doan xo gan van
con sy nhan 1én manh mé& ctia VRVGB va tir d6 dat co s& cho viée diéu tri khang virus & nhom bénh
nhan nay. Nghién ciru ndy nham muc tiéu khao sat HBeAg, HBV DNA va céc yéu t6 lién quan &
cac bénh nhan xo gan do VRVGB. Déi twgng va phwong phap nghién ciru: 60 bénh nhan xo gan
c6 HBsAg (+) va da dugc loai trir cac nguyén nhan khac. HBeAg thuc hién bang ki thuat ELISA
va HBV DNA dinh lugng bang k¥ thuat Real time PCR, b kit ciia cong ty Viét A. Két qua: ty 1¢
bénh nhan xo gan c6 HBeAg (+) 1a 58,33%; ty 1€ bénh nhan c6 HBV DNA>10* copies/ml 1a 68%.
C6 mbi lién quan co ¥ nghia thong ké gitra HBV DNA> 10* copies/ml véi cac dic diém xo gan nhu
bang d6 3, giam albumin mau, tang bilirubin, giam ty prothrombin va giam tiéu cau. Két lnan: Cac
chi diém cua sy nhan 1én ciia VRVGB 1a phd bién ngay ca ¢ giai doan xo gan, ké ca xo gan mat b
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Background: The recent studies concerning antiviral therapy in HBV-related cirrhosis showed
the promising results. The aim of this study was to assess the quantity of HBeAg, HBV
DNA and identify some related factors in patients with HBV-induced cirrhosis. Patients and
methods: 60 patients with HBsAg positive-cirrhosis were enrolled in the study. HBeAg was
done by ELISA and HBV DNA was quantified by Realtime PCR assay with kit from Viet A
company. Results: The rate of HBeAg positive patients with HBV cirrhosis was: 58.33%; the
rate of cirrhosic patients with HBV DNA > 10* copies/ml was 68%. There was a statistically
significant relationship between high levels of serum HBV DNA and somes signs of cirrhosis
such as grade 3 -ascites, hypoalbuminemia, hyperbilirubinemia, prolonged prothrombin time
and thrombocytopenia. Conclusion: The markers of viral replication were still common in
patients with HBV cirrhosis, even decompensated cirrhosis.

1. PAT VAN PE

Xo gan 13 bién chimg rit phd bién do nhiéu
bénh gan khac nhau gy nén, phd bién nhat
la xo gan do viém gan virus B. Riéng tai Vi¢t
Nam theo nhiéu nghién ciru cho thiy nguyén
nhan chiém hang dau 14 virus viém gan B v&i
ty 1€ khoang 50-70% [2],[3],[7],[28]. Trudc
kia ngudi ta cho rang ¢ giai doan xo gan thi
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virus viém gan B khong nhan 1én nira. Do do,
viéc diéu tri nguyén nhan 1a khong thé thuc
hién dugc & giai doan xo gan. Quan ni¢m nay
khién cho viéc diéu tri xo gan trong mdt thoi
gian chi chu yéu 1a diéu tri tridu chimg va rat
thu dong. Hién nay, v&i nhiing tién bo vé sinh
hoc phan tir cho thiy rang ngay ca & giai doan
x0 gan van thdy c6 su nhan Ién cta virus va
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c6 mbi lién quan véi cac bién chimg cua xo
gan [3],[32]. Céc nghién ctru ban dau di cho
thdy diéu tri bang cac thudc khang virus cho
théy su cai thién dang ké vé& mat lam sang,
sinh hoa va virus [18,19,20,26], dac bi¢t mot
s6 nghién ctru con ching minh budc dau sy
cai thién ca vé phuong dién mo6 bénh hoc cua
xo gan [11,13,14,15]. Piéu nay s& mé ra mot
huéng nghién ciru méi trong diéu tri xo gan
do viém gan B. Do d6, chung t6i thuc hién dé
tai “Nghién ciru lwong HBV DNA va ty I¢
HBeAg dwong tinh ¢ bénh nhan xo gan do
virus viém gan B” v6i cac muyc ti€u sau:

1. Khao sat lwong HBV DNA va ty lé
HBeAg dwong tinh o bénh nhdn xo gan

2. Pdnh gid moi lién quan giita HBV DNA,
HBeAg voi mot s6 dac diém lam sang, sinh hoc.

2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

Céc bénh nhan xo gan dén kham va diéu tri
tai bénh vién Dai hoc Y Dugc Hué tir 1/2010-
6/2012.

S6 bénh nhan trong nhom nghién ctru 14 60.

2.1.1. Tiéu chudn chon bénh

Céac bénh nhan c6 cac dau hiéu:

- Hoi chig tang ap cira: bang tu do, tudn
hoan bang h¢ cura- chu, gian tinh mach thuc
quan trén ndi soi. Si€u am c6 duong kinh
tinh mach ctra tang 13 mm, gian tinh mach
lach, tai thdm tinh mach ron, lach 16n, dich
tu do 6 bung.

- HO1 chung suy gan: 1am sang; chéan an,
vang da, suy giam tinh duc, xuat huyét da niém
mac, xét nghiém cua giam ty prothrombin
< 70%, giam albumin < 35 g/l, tang bilirubin
gian tiép > < 12 pmol/l .

- Siéu 4m: gan tho, bo gan khong déu hinh
rang cua [5]

- Bang chimg nhiém virus viém gan B:
HBsAg (+) bang k¥ thuat ELISA

2.1.2. Tiéu chudn logi triv

Cac bénh nhan nghién ruou man hodc co

anti HCV (+); khang thé khang nhan (+);
khong c6 dung thube c6 hai cho gan trong 6
thang trudce do.

2.2. Phwong phap nghién ctiru

2.2.1. Thiét ké nghién ciru: Nghién ctru
mo ta cit ngang

2.2.2. Phwong phdp thu thip so li¢u

Kham lam sang:

Hoi bénh sir, kham thuc thé phat hién cac
triéu chimg vé xo gan ciing nhu cac tac dung
ngoai y cta thude néu co.

Triéu chiing cua xo gan chil yéu biéu hién
qua 2 hoi chung 1a hoi chung suy gan va hoi
ching tang 4p tinh mach cira.

Phan d¢ bang (Hi¢p hdi Gan Hoa Ky-
AASLD 2009) [22]

Bang d6 1: bang chi dugc phat hi¢n trén
siéu am, lam sang binh thuong.

Béng d6 2: bang chan doan bang 1am sang,
chua chen ép ro.

Bang d6 3: bang s6 lugng nhiéu, c¢6 diu
hi€u chen ép.

Can lam sang:

< HBsAg va HBeAg: Biang ky thuat
ELISA, kit Hepanostika cia Organon, thuc
hién tai B mon Mién dich-SLB.

+ Xét nghiém HBsAg:

Nguyén tic:

Hepanostika HBsAg Uni-Form II dua
trén ky thuat ELISA “banh kep” (sandwich).
Khang thé anti-HBs gin v&i HRP
(Horseradish Perosidase) st dung nhu chét
lién két véi TMB (Tetramethylbenzidne) va
Peroxide nhu 1a mot co chat. Su xuit hién
mau tuong ung véi sy hign dién cua HBsAg,
khong c6 mau hodc mau yéu khi khong ¢
HBsAg.

Hoéa chat: Bo kit Monolisa Ag HBs plus
ctia hang Bio-Rad san xuat

May thuc hién: May ELISA dua trén
thr nghiém Hepanostika HBsAg, HBeAg
Uni-Form II ctia hdng Organon san xuét.
DPoc két qua véi may doc ELISA & budc
song 450 nm.
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+ Xét nghiém HBeAg

Nguyén tic: Dya trén ky thuat ELISA
“sandwich”

Hoéa chit: Bo kit Monolisa HBeAg-Ab
PLUS ctia hing Bio-Rad san xuat

May thuc hién: May ELISA dya trén thu
nghiém Hepanostika HBsAg, HBeAg Uni-
Form II ctia hang Organon san xuat. Poc két
qua voi may doc ELISA & budc song 450 nm

% Dinh lwong HBV DNA: bang k¥ thuat
realtime PCR

- Chiét taich DNA theo phuong phap
Phenol-Chloroform va thuc hi¢n k¥ thuat
realtime PCR dinh lugng HBV DNA theo
nguyén ly dung mau do TagMan dic hiéu cho
HBV dugc danh déu huynh quang (FAM),
dung bo kit cia Cong ty Cong nghé Viét A,
Thanh phd Ho Chi Minh, ngudng phat hién 1a
3 x 10* copies/ml.

- Chimg duong chuan (standard) la
plasmid chira DNA ctia HBV véi nong do
duoc xac dinh 102, 10%, 10° copies/ml va
chiing am.

% Cac xét nghiém khac

- Men Transaminase: Do hoat 40 enzyme
SGOT, SGPT huyét thanh bang k¥ thuat do
dong hoc enzyme, may Hitachi 717, thuc
hién tai B mon Sinh héa, Truong Pai hoc Y
Duoc Hué.

Gia tr1 binh thuong cua SGOT, SGPT

Men gan Nam N
SGOT 0-37U/L 0-31U/L
SGPT 0-42 UL 0-32U/L

Men transaminase ting cao do huy hoai té
bao gan

Phan dg tdng men transaminase (nhan véi
gi6i han trén cua gid tri binh thuong):

Nhe : < 2 1an gi6i han trén binh thuong

Vira: 2 — 5 lan giéi han trén binh thuong

Ning: > 5 1an gidi han trén binh thudng

- Albumin mau

Thuc hién béng ky thuat so mau, tai B
mon Sinh héa, Truong Pai hoc Y Dugc Hué.

Albumin méu binh thuong 35-45 g/1.

- Bilirubin mau

Thyc hién tai Phong Xét nghiém Sinh hoa,
Truong Pai hoc Y Dugc Hué.

Gia tri binh thuong: Bilirubin toan phan:
< 17 pmol/l

Bilirubin tryc tiép: <5 pmol/l

Bilirubin gian tiép: < 12 pmol/1 .

- Ty Prothrombin

Thuc hién tai phong xét nghiém Khoa
Huyét hoc Bénh vién Truong DPai hoc
Y Duoc Hué.

Duoc tinh thong qua thoi gian Quick, thdm
do cac yéu t6 dong mau ngoai sinh. Binh
thuong thoi gian Quick 10-14 gidy, tuong Gng
Vi ty prothrombin tir 70-100% .

Cac xét nghiém khac: Billirubin ti
Prothrombin, Urea, Creatinin ...

Thang diém Child-Pugh dugc danh gia
nhu sau:

Théng sé | 1 diém 2 diém 3 diém
Bang Khéng co it Nhiéu
Bénh nao Khoéng Nhe Hén mé
gan
Ti >50 40-50 <40
prothrombin
Albumin >35 28-35 <28
(g/L)

Bilirubin <35 35-50 >50
(umol/L)

Child A: 5-6 diém; Child B: 7-9 diém;
Child C: 10-15 diém [40].

- Bién chimg: xuat huyét tiéu hoa, hoi
ching gan than, ha natri mau, ung thu gan,
bénh ndo gan...

2.2.3. Phwong phdp xir ly sé liéu: Ding
phan mém EpiTable thudc chuong trinh EPI
INFO 6.04 cia WHO. Su khac biét gitra cac
ty 18 dugc danh gia boi phép kiém Chi binh
phuong. P<0,05 dugc danh gia la c6 y nghia
théng keé.
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3. KET QUA NGHIEN CcUU

3.1. Mgt so dac diem chung ciia cac bénh nhan trong nhém nghién ctiru

S6 bénh nhan trong nhém nghién ctru: n = 60

3.1.1. Phin bé theo tuéi va gici
-Nhém tudi chiém ty 1& cao nhat 1a 40-59

Bang 3.1. Phan bd theo tudi va gidi trong nhém nghién ctru

Nhém Nam N N (%)
Tuéi n A %

15-39 10 66,67 33,33 15 (25)

40-59 22 62,85 13 37,15 35 (58,33)
>60 5 50 50 10 (16,67)
Téng 37 61,67 23 38,33 60

Nhén xét: Trong nhom nghién ctru ty 16 nam nhiéu hon nir; nhém tudi tir 40-59 chiém ty 18

cao nhét 58,33% (p < 0,01).
3.1.2. Phin bé mt so trigu chirng lim
sang va xét nghiém

Bang 3.2. Céc tricu chirng va xét nghiém can

Béng 3.3. Phan bd theo phan d6
Child-Pugh (CP)

o Nhém CP n %
lam sang cua 2 nhém (c6 nhi€u tri¢u ching) CPA 9 15
Triéu chirng n % CPB 30 50
Vang da 13 21,67 CPC 21 35
Chan &n 31 51,67 TONG 60 100
Pau bung 6 10 Nhdn xét: Trong nhom nghién ctru, ty 1€
A A ; \ A -4 o
N6t dan mach 42 70 b¢r,l.h nhan c¢6 CP B la cao nhat chiém 50%
(voip <0,05)
Tran dich mang bung 46 76,67
- - 3.1.3 HBeAg va HBV DNA trong nhom
Xuat huyét tiéu héa 6 10 bénh nhan xo gan
Phu 39 ol - Ty 1¢ HBeAg (+) trong nhém xo gan:
Sét 2 3,33 35/60 = 58,33%
Xuét huyét da, niém 4 6,67 - HBV DNA:
mac
Béang 3.4. HBV DNA ¢ nhom xo gan
Ty prothrombin 49 81,67
<60% Mcdc HBV DNA n %
(copies/mL)
Albumin < 35 g/l 38 63,33
<102 8 13,33
Bilirubin > 2 mg% 14 23,33 102-10° 11 18.33
Nhdn xét: Triéu ching 1am sang thuong gép >10° 41 68.33
. A s o o
trong nhom nghién cuu l1a chan an (51,67%), Téng 60 100

nét dan mach (70%), tran dich mang bung
(76,67%), phu (65%). Dau ching cin lam
sang c6 ty 1& cao nhat 1a ty prothrombin < 60
(chiém 81,67%).

Nhdn xét: Trong nhom xo gan HBsAg (+),
s6 bénh nhan c6 HBV DNA > 10* chiém ty 18
cao nhat 68% (véip < 0,01)
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+ HBeAg va HBV DNA:

Trong nhom 25 bénh nhan HBeAg am tinh, ¢6 17/25 bénh nhan ¢c6 HBV DNA > 10* copies/ml,

trong d6 co6 6/25 HBVDNA >10* copy/ml.

3.1.4. Lién quan HBV DNA véi mét sé dic diém lam sang, sinh hoc
Bang 3.5. Lién quan HBV DNA véi mot s6 dic diém lam sang, sinh hoc

HBV DNA <10* >10* p

pac diém n % n %

Bang do 3 6 31,57 23 56,09 0,003
XHTH 4 21,05 10 24,39 0,95
Albumin< 35 4 21,05 22 53,65 0,017
Ty Prothrombin < 70% 8 421 40 97,56 0,0003
Bilirubin tang 3 15,78 22 53,65 0,005
Tiéu cau <150000 9 47,36 39 95,12 0,001

Nhin xét: C6 sy lién quan gitra HBV DNA véi cac thong s6 nhu bang do 3, giam albumin,

giam ty prothrombin, ting bilirubin va giam tiéu cau (p<0,05).

4. BAN LUAN

4.1. HBV DNA, ty 1¢ HBeAg 6 bénh nhan
X0 gan

HBeAg ¢ bénh nhan xo gan

Viém gan B man 1a bénh 1y phd bién &
Viét Nam n6i chung va Thira Thién Hué noi
riéng [1], [2], [4]; 1a nguyén nhan hang dau
gy xo gan. HBeAg 1a chi diém cua sy nhan
1én ciia nhiém HBV va 1a bang chung gian
tiép cta mirc do lay truyén. O bénh nhan
viém gan man do HBV, HBeAg duong tinh
1a mot trong céac tiéu chuan trong viéc chi
dinh diéu tri cac thubc khang virus va su
chuyén doi huyét thanh HBeAg sau diéu tri
thuong di kém vai cac dap tng c6 loi vé mat
sinh hoéa va mo bénh hoc. Trong nghién cuu
cua chung t61, ty 1¢ HBeAg (+) & 60 bénh
nhan xo gan 1a 58,33%. Cao hon so véi
két qua nghién cru cua Di Marco va cong
su trén 59, ti 16 nay 1a HBeAg (+) chiém
20,33% [8]. Theo Pham Hoang Phiét va
cong su khi nghién ctru trén bénh xo gan
mat bu do VRVGB cho thiy ty 16 HBeAg
(+) 13 36% [4]. Con theo két qua nghién ctru
ctia Nguyén Thi Thuan thi ty 18 nay 1a 15,1%
[6]. Két qua cho thay ty 16 HBeAg (+) 1a kha
pho bién & cac bénh nhan nhiém HBV ngay

ca ¢ giai doan xo gan, tuy nhién can nghién
ctru s6 lugng 16n hon va ky thuat xét nghiém
d6ng nhat hon dé c6 s6 luong that chinh xac &
nhom bénh nhan Viét Nam.

HBYV DNA é bénh nhan xo gan

HBV DNA 1a mét trong nhiing yéu té danh
gia hoat dong ciia VRVGB. Nhiéu nghién ctru
cho thay nong d6 HBV DNA lién quan dén
tién trién thanh xo gan [27]. Uchena H va
cong su nghién ctru trén 3582 bénh nhan viém
gan virus B khong diéu tri trong 11 ndm cho
thiy ty 1¢ bénh nhan xo gan ting 1én khi nong
do HBV DNA tang [25].

Quan diém trudc day cho rang bénh nhan
nhiém VRVGB & giai doan xo gan thi virus
khong nhan 1én nita. Ngay nay véi nhiéu
cong trinh nghién ctru dd chtiing minh rang
du da dén giai doan xo gan, virus viém gan
B ciing con kha ning nhan 18n va lam tién
trién cac bién chiing ciia xo gan nhanh hon
[9], [10], [16].

Trong nghién ctru cua ching t6i, nhém
bénh nhan c6 HBV DNA > 10* copies/ml
chiém ty 1& cao nhat (68%), nhom bénh nhan
c6 HBV DNA < 10? copies/ml 1a 13,33% va
nhom c6 HBV DNA tir 10%-10* copies/ml la
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18,33%, su khac biét c6 y nghia thong ké
(p<0,01).

Két qua nghién ciru ciia ching t6i gan
gidng véi két qua nghién ctru ciia Nguyén Thi
Thuén & bénh nhan xo gan c6 HBsAg (+) ty 1¢
noéng d6 HBV DNA < 10* copies/ml 14 37,7%
thap hon so véi ty 1¢ ndng d6 HBV DNA > 10*
copies/ml la 63,3% [6].

Trong mot nghién ctru cia Di Marco va
cong sy trén 59 bénh nhan xo gan ciing cho thay
HBV DNA trung binh 1a 14,7x10" copies/ml
[8].

Theo nghién ctru ctia White YS va cong su
nghién ctru trén bénh nhan xo gan do VRVGB
ghi nhan c6 69,7% bénh nhan c6 HBV DNA
(+) [31]. ’

Nhu vay, qua két qua nghién ctru ctia chung
t6i cling nhu mot s6 nghién ciru khac déu cho
thdy rang mic du di dén giai doan xo gan
nhung hoat dong nhan 1én cta virus van tiép
tuc xay ra, bang ching 14 ty 16 HBV DNA van
cao trong nhom bénh nhan xo gan do virus
viém gan B.

Trong nhoém bénh nhan xo gan HBsAg (+)
va HBeAg am tinh c6 6 bénh nhan c6 HBV
DNA > 10* copies/ml. Day 1a d4u hiéu goi y c6
thé c6 vai tro ciia dot bién tién 16i trong nhom
bénh nhan xo gan nay. Nhiéu nghién ctru so bd
cho thiy diéu tri khang HBV & nhom bénh nhan
xo gan c6 HBV DNA cao va HBeAg am tinh
thuong kho khan hon, doi hdi thoi gian didu tri
lau hon va can nhic st dung cac thude co ty
1¢ khang thudc thap nhu Entecavir, Tenofovir.

M&i lién quan giira HBV DNA va cac diic
diém l1Am sang, sinh hoc

Vé mdi lién quan gitra HBV DNA va céc
dic diém 1am sang, sinh hoc, nhiéu nghién ctru
nhan thiy rang HBV DNA cang cao thi ty 1¢
xudt hién cac ddu chung, bién chimg cang cao.
Trong nhom nghién ctru nay, ching t6i nhan

thdy so bo ¢ sy lién quan c6 y nghia thong ké
gitta nong d6 HBV DNA vdi céc triéu ching
va dau ching nhu bang d6 III, giam albumin,
giam ty prothrombin, tdng bilirrubin va gidm
tiéu cau (p<0,05). Két qua cua chung toi cling
c6 mot sd khac biét voi mot sb nghién ciu
khac. Tac gia Poan Thi Thay Hong nghién
clru trén d6i twong xo gan do viém gan virus
B man cho thdy khong c6 méi lién quan giira
HBV DNA va ty 1¢ cac déu ching 1am sang
va sinh hoc [3], twong tu nhu trong két qua
nghién ctru ctia Nguyén Thi Thuan [6]. Diéu
nay c6 thé giai thich 14 do sb lwong mau chua
du 16n va khéc bi¢t trong cach chon bénh nhan,
do d6 can co nhing nghién ctru sau rong hon
dé 1am 16 hon vén dé nay.

5. KET LUAN

Ty 1¢ HBV DNA, HBeAg ¢ bénh nhan xo
gan do VRVGB

- HBV DNA > 10 copies/ml chiém ty 1&
cao nhat 68%

- Ty 1¢ HBeAg (+) & nhdm bénh nhan xo
gan la 58,33%.

- Trong nhom bénh nhan xo gan HBsAg
(+) va HBeAg am tinh c6 6 bénh nhan co
HBV DNA > 10* copies/ml.

- C6 sy lién quan c6 ¥ nghia thong ké gitra
néng d6 HBV DNA véi cac tridu ching va
dau chtng nhu bang do III, giam albumin,
giam ty prothrombin , tang bilirrubin va gidm
tiéu cau (p<0,05)

6. KIEN NGHI

- Can kiém tra mot cach hé théng HBeAg
va HBV DNA ¢ tit ca bénh nhan xo gan dé
danh gia sy nhan 1én cta virus viém gan B.

- Can c6 thém nghién ctu diéu tri khang
VRVGB bang Lamivudine & cic bénh nhan
xo gan dé gop phan cai thién tién luong cho
cac bénh nhan nay.
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