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Tém tat

Pit van dé: Quan niém vé diéu tri nguyén nhan ¢ bénh nhan xo gan gan ddy c6 nhiéu thay
ddi, nhidu nghién ciru budc dau cho thiy diéu tri bang cac thudc khang virus cho thiy sy
cai thién dang ké vé mat 1am sang, sinh hoa va virus. D¢ tai “Nghién ciru hiéu qud ciia
lamivudine trén bénh nhin xo gan do virus viém gan B” nhim muc tiéu danh gia két qua
diéu tri Lamivudine & bénh nhan xo gan. Péi twong va phwong phap nghién ciru: Céc
bénh nhan dén kham va diéu tri tai Bénh vién Pai hoc Y Dugc Hué tir 2010-2011; s bénh
nhan trong nhém nghién ctru 1a 41. Phuong tién diéu tri: Lamivudine 100mg/ngay. Két
qua: Ty 16 HBV DNA am tinh sau 3, 6, 12 thang diéu tri 1an luot 14 58,53%, 68,29% va
87,80%. Trong nhém 28 bénh nhan c6 HBeAg (+) dugc diéu tri lamivudine ty 16 HBeAg
am tinh ting theo thoi gian diéu tri, sau 12 thang c6 téi 57,14% HBeAg am tinh. Ty 18
chuyén doi huyét thanh ciing ting theo thoi gian diéu tri. Sau 12 thang c¢6 35,71% bénh
nhéan ¢6 chuyén d6i huyét thanh HBe. Chi sé CP giam c6 y nghia tir 9,62 + 3,1 xudng con
7,28 + 3,42 sau 6 thang va 7,05 £ 3,5 sau 12 thang. Ti 18 c4c bién chiing xo gan trong nhém
diéu tri thip. Két luan: Lamivudine to ra ¢6 hiéu qua va an toan & cac bénh nhan xo gan
do virus viém gan B.
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Background: The recent studies concerning antiviral therapy in HBV-related cirrhosis showed
the promising results. This study is aimed at assessing efficacy of lamivudine in patients with
HBV-related cirrhosis. Patients and methods: 41 patients with HBsAg positive-cirrhosis and
evidence of viral replication were enrolled in the study. Lamivudine is given 100 mg per day
and the follow-up is 12 months. Results: The rates of HBV DNA undetectable were 58.53%,
68.29% and 87.80% after 36.6 and 12 months, respectively. The rate of HBeAg loss and HBeAg
seroconversion were 57.14% and 35.71%. Child-Pugh scores decreased significantly after 6 and
12 months. The complications of cirrhosis were infrequent. Conclusion: Lamivudine appeared
effective and safe in HBV-related hepatic cirrhosis.
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1. PAT VAN PE

Xo gan 1a bién chung rit ph6 bién do
nhiéu bénh gan khac nhau giy nén, phd
bién nhat 1a xo gan do viém gan virus B.
Riéng tai Viét Nam theo nhiéu nghién ctru
cho thdy nguyén nhan chiém hang dau la
virus viém gan B vdi ty 1€ khoang 50% [5].
Trude kia nguoi ta cho rang ¢ giai doan
x0 gan thi virus viém gan B khong nhan
1én nita. Do d6, viéc diéu tri nguyén nhéan
la khong thé thuc hién dugc ¢ giai doan
xo gan. Hién nay, v4i nhiing tién bo vé
sinh hoc phan tir cho thiy ring ngay ca &
giai doan xo gan van thiy c6 sy nhan lén
ctia virus va c6 mdi lién quan véi céc bién
chung cua xo gan [35].

Cac nghién ctru ban dau da cho thdy diéu
tri bang cac thudc khang virus cho thiy su
cai thién dang ké vé mat 1am sang, sinh hda
va virus, md ra huéng nghién ciru mdi trong
diéu tri xo gan do viém gan B [12]. Tuy
nhién, & Viét Nam van chua c6 nhiéu nghién
ctru vé van dé nay. Dé tai “Nghién ctru hiéu
qua cua lamivudine trén bénh nhén xo gan
do virus viém gan B nhim muc tiéu Ddnh
gid két qua diéu tri Lamivudine & bénh nhan
xo gan.

2. POl TUONG VA PHUONG PHAP
NGHIEN CUU
2.1. Poi twgng nghién ciru

Cac bénh nhan dén kham va diéu tri tai Bénh
vién Dai hoc Y Duge Hué tir 1/2010-12/2011;
s6 bénh nhan trong nhém nghién ciru 13 41.
2.1.1. Tiéu chuin chon bénh

- Hoi ching tiang 4p cira va suy té bao gan
trén 1&m sang, sinh hda va si€u am

- HBsAg (+) ; HBV DNA>10* copy/ml,;
Chua dung thube khang virus
2.1.2. Tiéu chudn logi trir

- Nghién rugu man; Anti HCV (+); Khang
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thé khang nhan (+); Khong ¢ dung thude c6
hai cho gan trong 6 thang trude do
2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién ciru: Nghién ciu
tién ciru
2.2.2. Phwong phdp thu thip so liéu

- Kham lam sang: Hoi bénh s, kham thuc
thé phat hién cac triéu ching vé xo gan ciing
nhu cic tac dung ngoai ¥ ciia thude néu co.
Kham va ghi nhan vé mat 1am sang duoc thuc
hién khi bénh nhan dén kham lan dau va mdi
3 thang 1 lan.

- Cén lam sang:

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

= HBsAg va HBeAg: Bing ky thuat
ELISA, kit Hepanostika cuia Organon, thuc
hién tai Bo mon Mién dich-SLB.

= HBV DNA: Pinh lugng, ky thuat PCR.
Bo kit chiét tach theo phwong phap Boom,
bd sinh pham PCR ctia Cong ty Nam Khoa
(TP HCM)

= Cdc xét nghiém khdc: Billirubin toan
phan, truc tiép, gian tiép; ti Prothrombin,
Urea, Creatinin. ..

= Siéu am gan

- Panh gia két qua diéu tri: vé mit sinh
héa, virus, chiic nang gan, bién chimg
2.2.3. Phwong tién diéu tri: Lamivudine
100mg/ngay

Céc phuong tién didu tri chung: tiét thyuc
han ché muéi, loi tiéu, khang sinh...
2.2.4. Phwong phdp xir Iy sé liéu: Dung
phan mém EpiTable thuoc chwong trinh EPI
INFO 6,04 cia WHO. Su khéc biét gifta cac
ty 16 duoc danh gia boi phép kiém chi binh
phuong. p<0,05 dugc danh gia 1a c6 y nghia
théng ké.
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3. KET QUA

3.1. Mot so dic diem chung cia cic bénh nhian trong nhém nghién ciru

S6 bénh nhan trong nhém nghién ctru: n = 41

Bang 3.1. Phan bd theo phan d6 Child-Pugh (CP)

Nhom CP n %
CPA 8 19,52
CPB 15 36,58
CPC 18 43,90

TONG 41 100

Nhin xét: Trong nhém nghién ciru, ty 1¢ bénh nhan ¢ CP C 1a cao nhat chiém 43,9%.
- Ty lé HBeAg (+) trong nhom xo gan: 28/41 = 68,29%

3.2. Hiéu qua diéu tri

3.2.1. Ddp irng virus hoc

Bang 3.2. D4p tmg HBV DNA trong qu4 trinh diéu trj

HBYV DNA (-) 3 thang 6 thang 12 thang
n 24 28 36
Ty 1€ (%) 58,53 68,29 87,80
P < 0,001
Nhin xét: LAM lam giam nhanh HBV DNA sau 3 thang (58,53), sau 12 thang diéu tri 1a
87,80%.
Bang 3.3. Dap ung HBeAg trong qua trinh diéu tri (trong nhom 28 bénh nhan HBeAg (+))
HBeAg (-) 3 thang 6 thang 12 thang
n 5 12 16
Ty 1€ (%) 17,85 42,85 57,14
P 0,0096

Nhin xét: Ty 1¢ bénh nhan c6 HBeAg am tinh trong qua trinh diéu tri gia ting theo thoi gian,
su khéc biét c6 y nghia thong ké (p<0,01)
Bang 3.4. Chuyén d6i huyét thanh HBeAg (trong nhom HBeAg (+))

HBeAg (-) va Anti-HBe (+) 3 thang 6 thang 12 thing
MTI1 2 5 10
Ty 1€ (%) 7,14 17,85 35,71
P 0,026
Nhin xét: Ty 1é chuyén dbi huyét thanh HBe 12 35,71% sau 1 nam.
3.2.2. Theo déi men gan va chikc nang gan trong qud trinh diéu tri
Bang 3.5. Bién d6i ndng d6 SGPT sau diéu tri
o LAM

Thoi gian X D P

Trudc dlf?u ri 109,62 43,10 <0.001

Sau 3 thang 69,15 42,12

Sau 6 thang 42,28 34,42 <0,001

Sau 12 thang 40,05 33,50 <0,001

Nhan xét: (p <0,001)
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Bang 3.6. Chi s6 Child-Pugh trong qué trinh diéu tri

LAM
Thoi gian P

X SD

Trude diéu ri 9,62 3,10
0,178
Sau 3 thang 9.15 4,12
Sau 6 thang 7,28 3,42 < 0,001
Sau 12 thang 7,05 3,50 < 0,001
P <0,001

Nhan xét: Sau 6, 12 thang, chi s CP giam c6 y nghia thong ké.

Bang 3.7. Ty 1é mot s6 bién chimg thudng gip trong qua trinh diéu tri

Bién chimg LaM
n Y%
Viém phuc mac tién phat 2 4,87
Xuit huyét tiéu hoa 5 12,19
Ho6n mé gan 3 7,31
Giam Natri mau 6 14,53
Hoi chiing gan than 1 2,43
Ung thu gan 2 4,87

Nhan xét: Ty 1é cac bién chimg trong qua trinh diéu trj thip

4. BAN LUAN
4.1. Két qua diéu tri Lamivudine ¢ bénh
nhéin xo gan

Diéu tri xo gan sau viém gan B hién nay
van con gap nhiéu kho khin, nhit 1a xo gan
¢ giai doan mat bu. Tién lugng bénh con rat
ning, nhiéu nghién ctru cho thay ty 1& séng
s6t trén 5 ndm ¢ cac bénh nhan xo gan mat bu
c6 HBeAg (+) va HBeAg (-) lan luot 12 0%
va 28% [12].

Cac tién bd g?ln day vé bénh hoc, diéu trj
khang virus da lam thay d6i nhiéu trong quan
niém diéu trj xo gan. Quan niém cho ri‘mg diéu
tri nguyén nhan ¢ giai doan xo gan da hinh
thanh 14 khong can thiét da khong con chinh
xac. Nhiéu nghién ctru trén thé giéi da chimg
minh mdt sy cai thién dang ké vé 1am sang,
chirc nang gan va dac bict 1a moé bénh hoc &
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céc bénh nhan xo gan do virus B khi diéu tri
khéang virus [8], [12].

Mot trong céc yéu té nguy co chinh cho
sy tién trién ctia xo gan 1a mirc d6 nhan 1én
ctia virus thong qua ndng d6 HBV DNA trong
huyét thanh cao hoic HBeAg (+).

Lamivudine la chit twong ty pyrimidine c6
tac dung wrc ché men sao chép ngugc HBV-
DNA. N6 lam gidm sy nhan do6i cia HBV,
binh thuong hdéa men gan va gidm viém va
x0 hda gan & bénh nhan viém gan B man tinh.

D3 c¢6 nhiéu nghién ctru chirg minh hiéu
qua cua lamivudine trén bénh nhén xo gan
con bu va mat bu. Hiéu qua dugc xac dinh
thong qua tiéu chi giam/mat HBV DNA,
chuyén d6i huyét thanh HBeAg, giam muc
dd nang cua bénh gan ciing nhu tinh an toan
cua no [28], [33].

Tap chi Y Dugc hoc - Truwong Pai hoc Y Duge Hué - S6 8



Trong nghién ctru cua chung t6i, ty 1¢ HBV
DNA am tinh sau 3 thang diéu tri 1a 58,53%,
sau 6 thang diéu tri 13 68,29%, sau 12 thang
l1a 87,80%. Theo nghién ctu cua Fontana va
cong su hon 80% bénh nhan giam HBV DNA
dén murc khong phat hién dugc trong thoi
gian 8 tuan [11]. Nghién ctru caa Di Marco
va cong su trén 50 bénh nhan xo gan su dung
lamivudine ciing cho théy 84,7% dat duoc
muc HBV DNA duéi ngudng phét hién sau 6
thang diéu tri, 13,3% giam >3 log10.

Trong nhom 28 bénh nhan c6 HBeAg (+)
duoc diéu tri lamivudine ty 16 HBeAg am tinh
tang theo thoi gian diéu tri (p<0,001). O thoi
diém 12 thang c6 téi 16/28 (57,14%) HBeAg
4m tinh. Ty 16 chuyén d6i huyét thanh ciing ting
theo thoi gian diéu tri. Sau 12 thang c¢6 35,71%
bénh nhan cé chuyén déi huyét thanh HBe.

Theo nghién ctru cuia Fontana RJ va cong
su cho thfiy ¢6 35% bénh nhan mat HBeAg
va 20% bénh nhan c6 chuyén d6i huyét
thanh HBe [9].

Vé dép mg ctia men gan, ching t6i nhn
thdy nong do trung binh SGPT giam nhanh sau
3 thdng, sau 12 thang gidm con 40,05 +-33,05
50 vGi 109,62+ -43,10 trudc khi diéu tri.

Tuy nhién, muc tiéu can thiét nhat can dat
dugc 1a dem lai su cai thién vé thoi gian song
va chét lugng séng ciia cac bénh nhan xo gan
mat b thé hién qua chi s6 Child-Pugh va céc
bién chimg 1am sang. Trong qué trinh theo
ddi chi s6 CP clia nhém diéu tri lamivudine,
chung t6i nhan thay chi sé CP khong giam ¢
y nghia thong ké sau 3 thang diéu tri, nhung
sau 6 thang chi sé nay giam dang ké tir 9,62 +
3,1 Xuéng con 7,28 + 3,42 sau 6 thang va 7,05
+ 3,5 sau 12 thang (p< 0,01).

Theo nghién ctru cia Kapoor D va cong su
cho thiy thang diém CP giam tir 8,3 xudng
6,7 sau thoi gian diéu tri lamivudine trung
binh 1a 18 thang [16]. Con trong nghién ctru
cua Villeneuve JP va cong su trén 35 bénh
nhan chi s CP giam tir 10,3 £ 0,4 xudng con
7,5+ 0,5 (p<0,05) sau 9 thang diéu tri [40].
Manolakopoulos va cong sy da danh gia hi¢u
qua lau dai khi diéu trj lamivudine trén bénh
nhan xo gan mat bu HBeAg am tinh/HBV
DNA duong tinh. Sy cai thién 13 vé mat 1am
sang duoc xac dinh qua viéc giam it nhat 2
diém trong thang diém Child-Pugh & 23 trong
30 bénh nhan (76,6%) so vdi 0 trong 30 bénh
nhén & nhém ching sau thoi gian diéu trj trung
binh la 20,642,1 thang [25].

Ngoai ra, qua khdo sat nhiing bénh nhan
duogc diéu tri lamivudin trong nghién ciru cta
chung t6i cho thdy ti 1é cac bién chimg xo gan
trong nhém diéu tri thap (<10%).

5. KET LUAN

Ty 1¢ HBV DNA am tinh sau 3, 6, 12 thang
diéu tri lan lugt 13 58,53%, 68,29% va 87,80%.

Trong nhém 28 bénh nhan c6 HBeAg (+)
duoc diéu tri lamivudine ty 1¢ HBeAg dm tinh
tang theo thoi gian diéu tri, sau 12 thang c6 téi
57,14% HBeAg am tinh.

Ty 1& chuyén dbi huyét thanh ciing ting
theo thoi gian diéu tri. Sau 12 thang ¢6 35,71%
bénh nhan c6 chuyén déi huyét thanh HBe.

Chi s6 CP khong giam c6 ¥ nghia thong ké
sau 3 thang diéu tri, nhung sau 6 thang chi sd
nay giam dang ké tir 9,62 = 3,1 xudng con 7,28
+ 3,42 sau 6 thang va 7,05 & 3,5 sau 12 thang.

Ti 1é cac bién chimg xo gan trong nhém
diéu trj thap.
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