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Nghién cliru dap trng vé 1am sang, sinh héa va virus & bénh nhan xo
gan do virus viém gan B diéu tri bang entecavir
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(1) Nghién ctru sinh Trudng Pai hoc Y Duwoc, Bai hoc Hué, chuyén nganh Noi tiéu hod
(2) B6 mén Truyén nhiém, Trurong Pai hoc Y Duroc, Pai hoc Hué
Tém tat
D3t van dé: O Viet Nam chua cé nhidu nghién cltu entecavir & bénh nhan xo gan do virus viém gan
B. Nghién ctru ndy nham khao sat ddp trng vé mat |am sang, sinh hda, virus va méi lién quan gitta dap tng
virus véi mot sé dap trng 1am sang va sinh héa & bénh nhan xo gan do HBV duwoc diéu trj bang entecavir. Dai
twong va phwong phép: 93 bénh nhan xo gan do HBV dén kham va diéu trj tai Bénh vién Da Nang tir 12/2016
dén 06/2019. Trong do, c6 59 bénh nhan xo gan con bl va 34 xo gan mat bu. Thudc: Entecavir (Baraclude®),
0,5mg/ngay va 1 mg/ngay (d6i v&i xo gan mat bu), udng sau an sang 2 gid, theo ddi trong 12 thang. Két qua:
Diéu tri entecavir 12 thang dem lai su cai thién ré rét cac triéu chirng 1dm sang hay gap bao gébm chan &n,
mét méi, vang da mat (p < 0,001) va phu (p < 0,01). Gidm cd y nghia diém Child-Pugh (5,75 + 1,06 so vdi 6,43
+ 1,63 diém). Ty |é binh thudng hda AST va ALT [an luwot 1a 67,74% va 78,49%, trong dé nhdm xo gan con bu
c6 ty |1& cao hon so v&i nhdm mat bu (AST: 76,27% vs 52,94%; ALT: 88,14% vs 61,76%). Ty |& bénh nhan cé
albumin mdu thap va bilirubin TP cao gidm dan theo th&i gian diéu trj so véi ban dau, [an luot 13 (38,7% vs
55,9%, p < 0,05) va (39,8% vs 64,5%, p < 0,01). Tuy nhién, su thay d6i nay chi cé y nghia &@ nhém xo gan con
bu. Ty |& dat HBV DNA duéi ngudng tang dan theo thdi gian diéu tri sau 6 thang 1a 34,4% va sau 12 thang dat
76,3% va khong co sy khac biét gitta 2 nhédm. Sy cai thién mot s& dac diém 1am sang va sinh hda khéng ¢
sy khac nhau tai thoi diém két thic 12 thang diéu trj gitra 2 nhédm dat va khong dat tai lwvgng HBV DNA dudi
ngudng khi két thuc 6 thang diéu trj (p > 0,05). Chuwa thay cé dnh hudng cla entecavir 1én chirc ndng than,
chuyén hda calci va lactate huyét thanh sau 1 nd3m diéu trj entecavir. K&t luan: Entecavir |3 mét lya chon diéu
tri hiéu qua va an toan cho bénh nhan xo gan do HBV, déc biét |a cé tac dung tét hon d6i véi nhdm xo gan con
bu dwa dén cai thién tién lwvgng & bénh nhan xo gan.
Tir khod: Entecavir, virus viém gan B, xo gan.

Abstract
Clinical, biochemical and virological responses to entecavir in
patients with HBV-related cirrhosis
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Background: Limited data is available from Vietnam on outcome and efficacy of entecavir in hepatitis B
virus (HBV)-related cirrhosis. This study aims to investigate clinical, biochemical and virological responses and
association between virological response with some clinical and biochemical responses in patients with HBV
cirrhosis treated with entecavir was conducted. Subjects and methods: 93 patients with HBV-related cirrhosis
were examined and treated at Da Nang Hospital from from Dec. 2016 to June 2019. Of these, 59 patients with
compensated cirrhosis and 34 patients with decompensated cirrhosis. Drugs: Drugs: Entecavir (Baraclude®)
was given at dose of 0.5 mg and 1 mg per day for compensated and decompensated cirrhosis, respectively, 2
hours after breakfast, monitor for 12 months. Results: Entecavir treatment of 12 months resulted in a marked
improvement in common clinical symptoms including anorexia, fatigue, jaundice (p <0.001) and edema (p
<0.01). Significantly decreased Child-Pugh score (5.75 * 1.06 compared to 6.43 + 1.63 points). Normalized
rates of AST and ALT were 67.74% and 78.49%, respectively, of which the compensated cirrhotic group had a
higher rate than the decompensated group (AST: 76.27% vs 52.94% ; ALT: 88.14% vs 61.76%). The proportion
of patients with lower albumin and higher bilirubin TP levels decreased with duration of treatment compared
to baseline (38.7% vs 55.9%, p < 0.05) and (39.8% vs 64.5%, p <0.01), respectively. However, this change is
only significant in the compensated cirrhosis group. The rate of achieving HBV DNA < 20 IU/mL increased
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with time of treatment after 6 months was 34.4% and after 12 months reached 76.3% and there was no
difference between the two groups. The improvement of some clinical and biochemical characteristics did
not differ at the end of 12 months of treatment between 2 groups reached and did not reach the HBV DNA
level below the threshold at the end of 6 months of treatment (p > 0.05). There is no significant effect of
entecaivr on renal function and on metabolism of serum calcium and lactate. Conclusion: Entecavir is an
effective and safe treatment option for patients with HBV-related cirrhosis, especially exerts a better effect
on patients with compensated cirrhosis that may improve the prognosis of cirrhotic patients.

Key words: Entecavir, HBV, cirrhosis.

1. DAT VAN BE

Nhiém virus viém gan B man (HBV) la mot ganh
nang trong cong tac cham soc strc khde trén toan
cau va lién quan dén nguy co cao vé cac bién chirng
nang bao gdbm xo gan va ung thu gan [6]. Viét Nam
thudc vung dich té lwu hanh cao nhiém HBV véi ty
18 10 - 20 % [9] va ty |é xo gan do HBV chiém khoadng
50% s6 trudng hop xo gan [2]. Mot khi d3 tién trién
dén xo gan thi tién lvgng xau néu khéng dwoc diéu
tri kip thoi, vdi ty 18 séng con 5 ndm khoadng 85% déi
V@i xo gan con bl va chi dwdi 15% déi vdi xo gan
mat bu [3].

Trudc day quan niém cho rang & giai doan xo gan
thi virus khéng con nhan [én. Tuy nhién, vdi sy tién
b6 vé sinh hoc phan tlr da chirng minh ngay ca & giai
doan xo gan van ton tai sy nhan |én ctia HBV va day
|3 y&u t& lién quan thic d4y tién trién cta bénh [15].
Quan trong hon, cac nghién cliru gan day cho thay
diéu tri khang virus & bénh nhan xo gan do HBV cé
thé cai thién chirc ndng gan, gidm cac bién chirng va
kéo dai sy séng cho bénh nhan [12],[14]. Tuy nhién,
& Viét Nam chua cé nhiéu nghién clru dénh gia tinh
hiéu qua va an toan cla entecavir &@ bénh nhan xo
gan. Vi vay, chung t6i thuc hién nghién clru nay
nham 2 muc tiéu.

- Khdo sat ddp trng lIém sang va sinh héa &
bénh nhén xo gan do virus viém gan B diéu trj bdng
entecavir 12 thdng.

- Khéo sat ddp wrng vé virus va méi lién quan véi
mét s6 dap rng Idm sang va sinh héa.

2. DOl TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Ddi twong nghién ciru

Nhitng bé&nh nhan > 18 tudi va < 75 tudi dén
kham va diéu tri & Bénh vién Ba Nang tai khoa Noi
tiéu hdéa gan mat va phong kham Noi tiéu hda, tir
09/2016 dén 07/2019. C6 93 bénh nhan dwoc chon,
théa man tiéu chuan sau:

* Tiéu chudn chon bénh

- Tiéu chudin vé virus: Bénh nhan c6 HBsAg (+) > 6
thang va/hodc anti HBs IgG (+) va tai lwgng HBV DNA
huyét thanh > 2000 IU/mL (d6i véi xo gan con bl) va
> 50 IU/mL (d6i v&i xo gan mat bu).
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- Tiéu chuén chén dodn xo gan: Dya theo céc
nghién ctru dp dung tiéu chuin chan doan xo gan
trong trwong hop khong sinh thiét gan phai cé it
nhat 2 trong 4 tiéu chi sau [13].

+ Hinh anh (siéu d&m gan, CT hodc MRI bung):
dwa vao cac dau hiéu nhu ciu tric gan thd hodc tén
thwong dang nét, bd khdng déu, tinh mach cira gian,
lach 1&n, dich 6 bung,...hodc cé gian tinh mach thyc
quan va/hoac da day khi nédi soi thire quan da day.

+ Tiéu ciu giam < 100 x 10° /L.

+INR > 1,3 hodc albumin mdu gidam < 35 g/I.

+ Do dan hdi gan (SWV) do bang phuong phép
ARFI > 1,86 m/s hodc chi s6 APRI > 2.

Bénh nhan duwgc chia thanh 2 nhém: xo gan con
bl va xo gan méat bu.

+ Xo’ gan con bu:

Child-Pugh A (tir 5 - 6 diém) va chua cé bat ky
mot trong cac bién chirng nhu chay mau do v& gian
tinh mach thyc quan hodc da day, tran dich mang
bung, bénh n3o gan va/hodc vang da.

+ Xo’ gan mét bui:

Child-Pugh > 7 diém hodc cé bat ky it nhat mot
trong cac bién chirng clia tdng ap Iwc tinh mach cira
nhu tran dich mang bung, chdy mau do vé& gidn tinh
mach thuc quan hodc da day hodc bénh ndo gan va/
hodc vang da.

* Tiéu chudn logi trir: Loai trir nhitng bénh nhan
¢ anti HCV(+), anti HIV(+), viém gan ty mién, nghién
ruou va ung thu gan.

2.2. Phuwong phap nghién ctru

- Thiét k& nghién cru: tién ctru

- Cac bién s6 nghién clru: AST, ALT, bilirubin,
albumin, creatinine, lactate, AFP, HBeAg, anti-HBe,
HBV DNA, INR, tiéu ciu, diém Child-Pugh.

HBV DNA dinh lwgng: ki thuat real-time PCR,
dinh lwgng trén may COBAS AmpliPrep-COBAS
TagMan 48 cla hdng Roche (MY). Thyc hién tai khoa
Vi sinh, Bénh vién Ba N3ng. Ngudng phat hién [a 20
Ul/ml (100 copies).

- Piém Child-Pugh: Tinh diém dua trén sy
két hop 5 yéu t6: c6 trwdng, INR, albumin mau,
bilirubine mau, bénh ndo gan. Child-Pugh A tlr 5-6
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0,5mg/ngay d6i véi xo gan con bl va 1 mg/ngay déi
V@i xo gan mat bu, udng sau an sang 2 gio.

- Xt ly s6 liéu: bang phuong phap théng ké y hoc,
sw khdc biét c6 y nghia théng ké khi p < 0.05.

diém, Child-Pugh B tir 7-9 diém va Child-Pugh C tir
10-15 diém. Trong d6 Child A 1a xo' gan con bu, Child
B va C 13 xo gan méat bu.

- Thudc: Entecavir cla céng ty BMS (Baraclude®),

3. KET QUA
3.1. Pac diém cha ddi twong nghién ciru
Bang 3.1. Dic diém chung cla d6i twgng nghién cliru

Piic didm Xo ;._zir;;;)n bu Xo g(irl;z;\'t bu (Cl\:1:9n3g) 0

Tudi (ndm) 52,49 + 11,61 51,59+ 7,56 52,16 £ 10,28 > 0,05
Gidi nam (n,%) 38 (64,4) 17 (50.0) 55(59,1)

AST (U/L) 87,19 £+ 18,51 88,36 + 35,80 87,62 + 26,00 > 0,05
ALT (U/L) 67,35+ 23,54 60,39 + 28,03 64,80 + 25,35 > 0,05
Bilirubin TP 17,40 38,05 21,90 <0.001

(umol/1) (13,3-23,7) (25,26 —50,75) (15,15-31,25) !
Albumin (g/I) 36,90 £ 4,01 27,47 £5,18 33,46 £ 6,37 <0,001
Child-Pugh 5,49 £ 0,60 8,06 £ 1,58 6,43 £1,63 <0,001
HBV DNA 24,95 16,20 20,57 5005

(x 10 1U/mL) (15,4 — 32,05) (9,44 — 93,76) (13,44 — 16,63) '
INR 1,17 £ 0,10 1,43 +0,22 1,27 0,20 <0,001
Tiéu cau 99,07 £ 29,61 64,79 + 24,37 86,54 + 32,27 <0,001

Nhén xét: C6 93 bénh nhan xo gan do HBV du tiéu chudn chon bénh dua vao nghién ctru, trong d6 c6 55
(59,1%) nam va 38 (40,9%) ni¥, dugc chia thanh 2 nhém xo gan con bl gdbm 59 bénh nhan va mat bu 34 bénh
nhan. Khéng cé sy khdac biét cé y nghia gitta 2 nhém vé tudi, gidi, hoat dd AST, ALT va tai lwgng HBV DNA.
Nong dé bilirubin toan phan, INR, diém Child-Pugh thap hon cé y nghia & nhém xo gan con bu (p < 0,001).
Nguoc lai, ndng do albumin mdu, tiéu cau & nhédm xo gan con bu cao hon cé ¥ nghia so véi nhém xo gan mat
bu (p < 0,001).

3.2. Pap ng diéu tri

3.2.1. Ddp trng vé Iém sang sau diéu tri

Bang 2. Dap tng vé triéu chirng |dm sang sau diéu trj

Thoi diém | Ban dau Sau6 M Saul2 M p
(n=93) (n=93) (n=93)

Tr/c lam sang (a) (b) (c) (a)&(b) (a)&(c)

Chén an (n,%) 86 (92,5) 9(9,7) 0(0) < 0,001 -
Mét méi (n,%) 90 (96,8) 33 (35,5) 13 (14,0) < 0,001 < 0,001

Mat ngu (n,%) 16 (17,2) 0(0) 0(0) - -
Pau HSP (n,%) 36 (38,7) 4(4,3) 2(2,2) < 0,001 < 0,001
N6t nhén (n,%) 70 (75,3) 67 (72,0) 67 (72,0) > 0,05 > 0,05
Vang da, mat (n,%) 40 (43,0) 19 (20,4) 12 (12,9) <0,01 < 0,001
Phu (n,%) 13 (14,0) 3(3,2) 2(2,2) <0,05 <0,01
Bang (n,%) 11 (11,8) 9(9,7) 7 (7,5) > 0,05 >0,05
Tun hoan bang hé (n,%) 30(32,3) 29 (31,2) 28(30,1) >0,05 >0,05
Gan, lach 16n (n,%) 12 (12,9) 12 (12,9) 12 (12,9) > 0,05 > 0,05

Nhén xét: Cac triéu chirng lam sang cai thién cd y nghia theo thoi gian diéu tri so v&i ban dau nhw chan an
(tlr 92,5% xudng con 9,7% sau 6 thang), mét mai (tir 96,8% xudng con 14% sau 1 nam diéu tri), dau tirc HSP
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(tlr 38,7% xudng 2,2% sau 12 thang), vang da (tlr 43% xubng 12,9% sau 12 thang), phu (tlr 14% xuéng 2,2%
sau 12 thang). Cac triéu chirng khac nhw nét nhén, bang, tuan hoan bang hé va gan lach 1én hau nhu khéng
thay d6i hodc su thay d6i khdng cé y nghta théng ké (p > 0,05).

Bang 3. Bap ing diu trj ddnh gid theo chi sé Child-Pugh

Child Pugh (n,%) MO M6 M12
Child A 62 (66,7) 73 (78,5) 76 (81,7)
Child B 24 (25,8) 20 (21,5) 17 (18,3)
Child C 7(7,5) 0 0
Diém trung binh 6,43+1,63 586+1,15 5,75+ 1,06
p (so v&i ban d4u 6,43 + 1,63) <0,01 < 0,001

Nh@n xét: Sau 6 thang diéu tri khédng con bénh nhan thudc Child C. K&t thic 12 thang diu tri tdng thém
14 bénh nhan Child A va gidam 7 bénh nhan trong nhédm Child B. Biém Child-Pugh giam dan cd y nghia theo
thoi gian diéu tri, sau 6 thang (p < 0,01) va sau 12 thang (p < 0,001).
3.2.2. Bdp trng vé sinh héa
Bang 4. Dap tng sinh héa (AST, ALT) theo thoi gian didu tri

Thoidiém | S6BNtheodsi | b)t‘(JG(n=59) i b)éG(n=3 2 (cnh:gg b
Ty lé binh thwéng héa AST (n, %)
Sau 6 M 93 42 (71,19) 13 (38,24) 55 (59,14) <0,001
Sau 12 M 93 45 (76,27) 18 (52,94) 63 (67,74) <0,001
Ty 1é binh thwdng héa ALT (n, %)
Sa‘;g M 49 (83,05) 16 (47,06) 65 (69,89) <0,001
saul2M | 93 52 (88,14) 21(61,76) 73 (78,49) <0,01

Nhan xét: Ty 18 binh thudng hda hoat d6 AST va ALT tang dan theo thoi gian diéu tri. Tuy nhién, ty 1& nay
cao ¢é y nghia @ nhdm xo gan con bl so v&i xa gan mat bu & tat cd cac thoi diém danh gia (p < 0,001).
Bang 5. Dap trng sinh héa (Albumin, Bilirubin T.P) theo thdi gian diéu tri

Chi s& sinh héa S6 BN theo dbi cc‘))r(mel‘J m;,(thu Chung
Giam Albumin (g/1)
Ban dau® 93 21(35,6) 31(91,2) 52 (55,9)
Sau 6 MP 93 8 (13,6) 28 (82,4) 36 (38,7)
Sau 12 M¢ 93 8(13,6) 28 (82,4) 36 (38,7)
(a)&(b) <0,05 >0,05 <0,05
P (©&(a) <0,05 >0,05 <0,05
Tang Bilirubin T.P
Ban dau 93 30 (50,8) 30(88,2) 60 (64,5)
Sau 6 MP 93 14 (23,7) 29 (85,3) 43 (46,2)
Sau 12 M 93 8 (13,6) 29 (85,3) 37(39,8)
(a)&(b) <0,01 > 0,05 <0,05
P (c)&(a) <0,001 >0,05 <0,01

Nhén xét: Nhin chung ty 1& bénh nhan bj gidm albumin méu va tang bilirubin mau gidm dan theo thoi gian
diéu tri. Tuy nhién, ty 1& gidm nay chi cé y nghia &@ nhém xo gan con bl (p < 0,05).
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3.2.3. Bdp rng vé virus
Bang 6. Thay d6i HBV DNA theo thoi gian diéu tri

o . . XG XG
Thoi diém SO BN theo doi con bil m3t bis Chung p
Thay d6i HBV DNA trung vi theo th&i gian diéu tri
. 24955 16200 20565
Ban dau %3 (15400 - 320500) | (9442 -93758) | (13441 -166364) | ~ 09°
91 136 100
b
Saub M 3 (0 - 259) (17,25 - 1242,2) (0 - 446,5) >0,05
] 0 0 0
Sau12 M 93 0-0) 0-27) 0-0) >0,05
a)&(b
b (@)&(b) <0,001
(c)&(a)
Ty l1é HBV DNA duéi nguwdng theo théi gian diéu tri
Sau6 M 93 24 (40,7) 8 (23,5) 32 (34,4) >0,05
Sau 12 M 93 47 (79,7) 24 (70,59) 71 (76,3) <0,001
P <0.001

Nhén xét: Sau 12 thang diéu tri entecavir dwa dén giam cé y nghia thong ké vé tai lwgng HBV DNA & ca 2
nhém xo gan theo thai gian diéu tri (p < 0,001) va khéng cd sy khac nhau tai cac thoi diém theo dai gitra 2
nhém (p > 0,05). Twong ty, ty 1& dat HBV DNA dudi nguwdng cling tang dan theo thoi gian diéu tri (p < 0,001)
va khong co su khac nhau gitta 2 nhém (p > 0,05).

3.3. Lién quan giira dap virus v&i mot sé dic diém I1am sang, sinh héa

Bang 7. M&i lién quan gilra ddp &ng virus sdm (tai thoi diém két thic 6 thang diéu tri)
vGi mét s6 dép tng ldm sang, sinh hoa khi két thic 12 thang diéu tri

Yéu t6 Thoi diém HBV DNA HBV DNA p
<20 1U/mL (n=32) >20 IU/mL (n=61)

Ban d4u 83,69 + 22,28 89,68 + 27,71 .

AST Sau 12 M 33,77 £ 10,29 41,21+ 14,71 -
Thay déi -49,92 + 24,08 -48,47 + 29,87 >0,05

Ban d3u 63,36 + 22,26 65,56 + 26,98 .

ALT Sau12 M 32,46 + 15,53 33,68 + 11,82 -
Thay ddi -30,90 + 25,04 -31,88 + 29,25 >0,05

Ban du 35,56 + 5,55 32,35+ 6,54 i

Albumin Sau12 M 38,45 + 6,86 35,75 + 6,95 -
Thay d8i 2,89+4,11 3,40 £ 4,72 >0,05

Ban du 23,33+ 12,65 29,39 +21,18
Bilirubin T.P Sau12 M 14,88 + 7,40 18,34 + 10,49 >0,05
Thay déi -8,46+7,52 -11,06 + 14,89

Ban d4u 1,204 0,13 1,30 £ 0,22 -

INR Sau12 M 1,12 £ 0,14 1,20 £0,19 -
Thay d6i -0.08 £0,10 -0,10£ 0,14 >0,05

Ban dau 5,97 +1,12 6,27 + 1,80 -

Child-Pugh Sau12 M 5,56 + 0,95 5,75+1,11 -
Thay déi -0,45 £ 0,56 0,42+1,31 >0,05
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Nhan xét: Nhin chung sy cai thién mot s& dac diém |am sang va sinh hda khdng cé sy khac nhau sau khi
két thic 12 thang diéu trj gitra 2 nhom dat tai lwong HBV DNA dudi ngudng va trén ngudng tai thoi diém két

thuc 6 thang diéu trj (p > 0,05).

3.4. M6t s6 anh hwéng cla diéu tri entecavir 1én chirc nang than, calci va lactate huyét thanh

Bang 8. Anh hudng cta diéu tri entecavir 1&n chitrc ndng than, calci va lactate huyét thanh

Chisé Ban dau Sau12 M Thay dai p
Creatinin (umol/L) 67,49 + 13,45 68,40 + 14,09 0,91 +9,59 > 0,05
GRF (mL/phut/1,73m?) 105,84 + 22,53 102,72 + 21,77 -3,12+17,76 > 0,05
Lactate (mmol/L) 2,59 +0,52 2,69+0,57 0,10+ 0,58 > 0,05
Calci ion héa (mmol/L) 1,16 £ 0.05 1,15+ 0.05 -0.01 £ 0.05 > 0,05

Nhén xét: Nhin chung sau 12 thang diéu trj entecavir c6 sy tdng nhe ndng do creatinin huyét thanh (ting
trung binh 0,91 + 9,59 umol/L) va gidm d6 loc cau than (gidm trung binh GRF: -3,12 + 17,76 mL/phat/1,73
m?). Tuong tu, ¢ su tdng nhe ndng dd lactate va gidm nhe ndng dd calci. Tuy nhién, tat cd su thay d&i nay

chua cé y nghta théng ké ( p > 0,05).

4. BAN LUAN

HBV Ia nguyén nhan phé bién nhat & nhitng bénh
nhan viém gan man. Trong d6, c6 10 - 20% dua dén
xo gan [4]. Viéc diéu tri (rc ch& bén virng sw nhan Ién
cla HBV dwoc xem nhu 13 nén tang cla diéu tri xo
gan do HBV [5]. Nghién ctru gan day cho thay diéu
tri khang virus cé thé cai thién dwoc cac hau qua
|am sang va gidm ty 1é mac HCC & bénh nhan xo gan
do HBV [6],[13]. Entecavir dd duoc khuyén cdo 1a
mot trong nhitng thudc wu tién trong diéu tri viéem
gan B man [4] va gan day cac nghién clru cho thay
entecavir khd an toan va hiéu qua & nhitng bénh
nhan xo gan do HBV [1],[5],[6],[8].

Ton tai sy nhan |&n cta HBV & bénh nhan xo gan
duoc xem |a yéu t6 quan trong thic day dién tién
cla bénh. Vi vay, viéc diéu tri (rc ch& bén virng sy
nhan 1én cla HBV cang s&m cang t&t s& ngdn chan
hodc lam giam tién trién cla bénh dén tinh trang
mat by gan va HCC [14]. K&t qua nghién cru cla
ching téi cho thay sau 12 thang diéu tri entecavir
duwa dén giam tai lwvgng HBV DNA cd y nghia théng
ké & cd 2 nhdm xo gan theo thoi gian diéu tri (p <
0,001) va khéng cé sy khac nhau tai cac thoi diém
theo ddi gitta 2 nhdm (p > 0,05). Twong tu, ty 1é dat
HBV DNA duéi ngudng cling ting dan theo thoi gian
diéu tri (p < 0,001) nhung sau 12 thang ty |& dat HBV
DNA dudi ngudng & nhdm xo gan con bu cao hon
nhém xo gan mat bu (79,7% vs 70,59%, p < 0,001).
K&t qua cla chung tdi cling twong tu vd&i Tran Van
Huy va cs (2016) diéu tri tenofovir & bénh nhan xo
gan con bu do HBV, sau 12 thing ty &€ HBV DNA dudi
nguwdng dat 81,3% truong hop [1]. Theo Gai va cs
(2017) nghién ctu entecavir & bénh nhan xo gan
do HBV cho thdy & nhém xo gan con bl ¢é su gidm
nhanh vé tai lwgng HBV DNA chi sau 24 tuan diéu tri.
Trong khi d6, d&i v&i nhém xo gan mat bl sy giam
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nay chi cé y nghia sau 96 tuan diéu tri va ty 1é dat
HBV DNA duéi ngudng & nhém xo gan con bu cling
cao hon nhém mat bu, lan lvot 13 78,2% va 47,1%
(p < 0,01) [5].

K&t qua nghién ctru clia ching tdi cho thay diéu
tri entecavir 12 thdng dem lai cai thién rd vé cac
triéu chirng 1am sang hay gdp nhw chan an (tlr 92,5%
xubng 0%), mét mai (96,8% xudng con 14%), phu
(tr 14% xubng 2,2%), dau ha swdn phai (tir 38,7%
xudng 2,2%), vang da mat (tir 43% xudng 12,9%),...
Tuy nhién, khdng cd su cai thién ty 1& cac dau hiéu
nhuw ndt nhén, tuan hoan bang hé, gan lach lon (p >
0,05). K&t qua nay ciing tuong tw cla Tran Vin Huy,
Nguyén Thi Huyén Thuong (2016) [2] dénh gid hiéu
qua cua tenofovir cling trén d6i twong bénh nhan xo
gan do HBV. K&t qua cho thay cé su cai thién rd rét
nhat 13 & cac triéu chirng: chan an (tir 77,5% xuéng
7,7%); phu (tlr 42,5% xudng 7,5%); bang (tlr 62,5%
xudng 15%). Sy khac biét nay cé y nghia théng ké (p
< 0,05). Triéu chirng gan |&n va n6t nhén gan nhw
khoéng thay déi sau diéu tri.

Thang diém Child-Pugh dugc xem nhu la 1 hé
théng diém hitu ich dé dénh gid chirc ndng gan
va tién lwgng 1dm sang & bénh nhan xo gan [14].
Nghién ctru cla ching t6i cho thdy sau 6 thang diéu
tri khéng con bénh nhan nao thudc Child C (ban d3u
¢6 7 bénh nhan Child C). K&t thic 12 thang diéu tri
tang thém 14 bénh nhan Child A (tr 62 1én 76 bénh
nhan) va gidm 7 bénh nhan Child B (tlr 24 ban d3u
xudng con 17 bénh nhan). Biém Child-Pugh thay déi
cd y nghta theo thoi gian diéu trj so v&i ban dau, sau
6 thang (5,86 + 1,15 vs 6,43 + 1,63 diém, p < 0,01)
va sau 12 thang (5,75 + 1,06 vs 6,43 *+ 1,63 diém, p <
0,001). Theo nghién cru cla Tran Vin Huy, Nguyén
Thi Huyén Thuong (2016) [2] ciling cho thay c¢é sv
cai thién cé y nghia diém Child-Pugh sau khi diéu
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tri khang virus & bénh nhan xo gan do HBV: sau 3
thang diéu tri cd 7 bénh nhan trong nhém nghién
ctru tlr Child C gidm xudng Child B, 6 bénh nhan tur
Child B gidm xuéng Child A. Sau 9 thang chi sé Child
Pugh trung binh con lai la 5,94 + 0,22. Sy cai thién
nay cé y nghia théng ké& (p <,0,05). Theo Gai va cs
(2017) [5] nghién ctru hiéu qua cla entecavir cling
trén bénh nhan xo gan do HBV. K&t qua cho thay
diém Child-Pugh gidm cd y nghia & nhdm xo gan con
bu theo thoi gian diéu tri va d6i véi nhdm xo gan
mat bl sy gidm cd y nghia chi tir 48 tuan diéu trj
so v&i ban dau. Cling theo tac gid nay, diém Child-
Pugh cai thién hodc 6n dinh & tat cd bénh nhan xo
gan con bu tai thoi diém két thic 96 tuan diéu tri.
Tuy nhién, & nhdm xo gan mat bu, cé 11 bénh nhan
c6 diém Child-Pugh xau di khi két thuc diéu tri. Tl
nhitng bing chitng nay goi y rang diéu tri lau dai véi
entecavir c6 thé cai thién chirc nang gan, lam chdm
trién trién cla xo gan va gidm cac bién ching lién
quan dén xo gan.

Ty 1é binh thutorng héa hoat do AST va ALT tdng
dan theo thoi gian diéu tri, két thic 12 thang diéu
tri [an luwot 13 67,74% va 78,49%. Tuy nhién, ty 1é nay
cao ¢d y nghia & nhdm xo gan con bl so vdi xo gan
mat bu & tat ca cac thoi diém danh gid (p < 0,001).
Két qud cla ching toi cling twong tw véi mot s6
nghién clru trong va ngoai nudc [1],[5],[8]. Theo
Tran Vin Huy va Nguy&n Phudc Bdo Quan (2016)
nghién cru hiéu qua cla tenofovir & bénh nhan xo
gan do HBV con bu cho thay ty 1& binh thuwong hda
ASL va ALT tai thoi diém 12 théng diéu trj [an luot
13 91,7% va 87,5% [1]. Theo Gai va cs (2017) ty |é
binh thudng hda ALT sau 48 tuan diéu trj entecavir
@ nhém xo gan con bu (76,1%) cao hon cé y nghia so
v&i nhém xo gan méat bl (51%) [5]. Theo Miquel va
cs (2013) ty |é dat binh thwdng hda ALT sau 12 thang
diéu tri entecavir & nhém xo gan con bu (80,6%) cao
hon so v&i xo gan mat bu (71,4%) [8]. T& nhitng két
qua nay cho thay ty 1& binh thudng hda AST, ALT cao
hon & nhitng bénh nhan xo gan con bu so véi xo gan
mat bu. Diéu nay cd thé ly gidi kha ndng cai thién xo
héa gan tét hon & giai doan xo gan con bu.

Nong d6 albumin huyét thanh ciing |a chi diém
quan trong dé danh gia chirc nang gan. Céc nghién
clru d3 ghi nhan diéu trj entecavir c6 thé lam ting
néng dé albumin huyét thanh & bénh nhan viém gan
B man hoac xo gan [5],[11]. K&t qua cla chlng toi
cho thay gidm dan ty 1& bénh nhan xo gan ¢4 ndng do
albumin mau thap theo thoi gian diéu trj entecavir
(sau 12 thang l1a 38,7% so vdi 55,9% ban dau, p <
0,05). Tuy nhién, sy gidm nay chi c6 y nghia & nhém
X0 gan con bl (p < 0,05). K&t qua cta ching ti cd xu
hudng twong tu véi nghién cliru cda Gai va cs (2017)

diéu tri entecavir & bénh nhan xo gan do HBV cho
thdy néng dé albumin huyét thanh ting dan theo
thoi gian diéu trj va cd y nghia & nhdm xo gan con
bu ngay sau 6 thang diéu trj (ban dau la 35,8 + 7,1,
sau 24 tuan 39,2 * 6,3, sau 48 tuan 41,3 + 5,5 g/I).
Trong khi d6, @ nhdm xo gan mat bl sy tdng néng
dd albumin huyét thanh chi c¢é y nghia sau 96 tuan
diéu tri [5]. Theo Yang va cs (2014) nghién ctru hiéu
qua cla telbuvudine & bénh nhan xo gan do HBV.
K&t qua cho thdy ndng d6 albumin ting dan theo
thoi gian diéu trj & cd 2 nhédm xo gan con bl va mat
bu. Tuy nhién, & nhém con bu ndng dd albumin tang
cao hon nhiéu sau 24 tuan diéu trj (39,9 + 5,1 vs 35,1
+6,2, p<0,01) va tiép tuc tdng cao hon cd y nghia
sau 48 va 96 tuan so vdi ban dau (p < 0,01). Trong
khi 6, d&i v&i xo gan mat bl su cai thién néng dé
albumin xay ra chdm hon, v&i tdng nhe sau 6 thang
diéu tri so v&i ban dau (p > 0,05) va bat dau ting cao
hon cé y nghia sau 48 tuan (33,7 + 3,8 vs 29,8 + 3,7
g/l, p < 0,05) va tiép tuc tdng cao hon sau 96 tuan (p
< 0,01) [14]. T&r nhitng k&t qua nay cho thay diéu tri
khang virus & bénh nhan xo gan do HBV sé dem lai
cai thién néng dé albumin mau ngay ca xo gan mat
bu. Tuy nhién, can phai diéu tri kéo dai.

Bilirubin huyét thanh ciing |4 mét chi diém quan
trong trong tién lvgng bénh nhan xo gan. Két qua
nghién ctru cla ching tdi nhan thay cé sy giam dan
ty 1& bénh nhan c6 néng dé bilirubin huyét thanh
cao theo thoi gian diéu trj (39,8% so véi ban dau 13
64,5%, p < 0,01). Tuy nhién, sy thay d6i nay chi cé
y nghia & nhém xo gan con bu (p < 0,001). Piéu nay
c6 |18 thoi gian diéu tri chua dd dai dé cai thién cé
y nghia & nhdm mat bu. Cac nghién cru khac cling
cho thay c6 su cai thién rd ndong dd bilirubin huyét
thanh. Theo nghién ctru ctia Tran Van Huy, Nguyén
Thi Huyén Thuong (2016) ndéng dd bilirubin mau
toan phan gidm nhanh sau 3 thang diéu trj tenofovir
& bénh nhan xo gan do HBV, tir 58,68 + 16,55 xudng
30,21 + 7,24; va giam duy tri sau 9 thang. Néng do
trung binh sau 9 thang la 13,22 + 0,89 mg/dL. Sy
thay d6i nay cd y nghia théng ké (p < 0,05) [2]. Theo
Shin va cs (2015) nghién ctru hiéu qua cha entecavir
cling trén déi twong bénh nhan xo gan do HBV sau
2 nam diéu tri. K& qud cho thay gidm rd ndng do
bilirubin huyét thanh tir 1,9 + 2,6 xuéng 1,3 + 1,0
mg/dL, p = 0,004) [12].

Mac du tai lwvgng HBV DNA gidm déng k& sau 6
thang diéu tri entecavir (100 IU/mL so v&i ban dau
14 20565 1U/mL, p < 0,001). T&c |a sau 6 thang diéu
tri van con hién dién nhung & murc rat thap tai lvong
HBV DNA. Nhiéu nghién ctru cho thay sy dap (ng
cla virus sém (tai thoi diém sau 6 thang diéu tri)
I3 y&u t6 dé tién doan cla mdt s& dap ng khac
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bao gdbm |dm sang, sinh hda, xo hda gan,..khi diéu
tri 1au dai. Tuy nhién, k&t qua phan tich cta ching
t6i cho thay khdng cd su khac nhau vé dép (ng cla
mot s6 dic diém lam sang va sinh hda tai thoi diém
két thuc 12 thang diéu tri entecavir gitta 2 nhdm
c6 dap ng virus hoan toan (HBV DNA < 20 1U/mL)
va khéng hoan toan (HBV DNA > 20 IU/mL) & thoi
diém két thic 6 thang diéu tri. Twong tw, theo Shin
va cs (2015) phan tich su cai thién vé chirc ndng gan
va cac chi diém xo hda gan theo 2 nhém cé hodc
khong phat hién dwoc HBV DNA sau 2 nam diéu tri
entecavir [12]. K&t qua cho thay ciling khdng cd su
thay d&i khac nhau cla diém Child-Pugh va diém
MELD sau 2 ndm so vd&i ban dau gitta 2 nhédm nay.
T nhitng bang chirng nay goi y rang khong can thiét
phai thay d6i diéu tri entecavir bing mét thudc khéc
dé dat dugc mot sy (rc ché virus hoan toan & nhitrng
bénh nhan con phat hién HBV DNA & mrc thap.
Tinh an toan cla entecavir & bénh nhan xo
gan: Nghién clru cla ching t6i sau 12 thang diéu
tri entecavir cho thdy cé sy tdng nhe néng do
creatinine so v&i ban dau (tang trung binh 13 0,91 +
9,59 pmol/L) déng thdi cd sw gidm mirc loc cau than
(GRF:-3,12+ 17,76 mL/phut/1,73m?). Tuy vay, nhitng
thay d&i nay chua cé y nghia théng ké (p > 0,05). K&t
qud nay cling tuwong ty vdi mot s6 két quad nghién
clru trong va ngoai nudc [2],[10]. Theo Tran Van Huy
va cs (2016) cho thay sau 9 thang diéu trj tenofovir
khoéng cé sy thay d6i vé ndng d6 creatinine huyét
thanh [2], theo Park va cs (2017) cling khdng thay sy
anh hwédng bat lgi nao clia entecavir va tenofovir 1én
chirc ndng than sau 2 ndm diéu tri [10]. Mac du vay,
mot s6 nghién cru khac ghi nhan cé mét ty 1é thap
bénh nhan cé tdng ndng do creatinine huyét thanh
khi diéu tri kéo dai entecavir (36 thang cé 1,11%
trwong hop) va tenofovir (45 thang ¢ 5,45% truong
hop). T nhitng bang chirng ndy cho thay khi diéu trj
cac thu6c NA 1au dai can theo dai dinh ky chirc nang
than, dac biét & nhitng bénh nhan cé suy giam do
loc cau than, bénh BTD phdi hop va sir dung thudc
lgi tiu [10]. Ngoai ra, ¢ sy giam nhe ndng dd calci
huyét thanh, nhung sy thay d&i nay cling khéng cé
y nghta théng ké (p > 0,05). K&t qua nay cling twong
tw va&i nghién ctru cda Park va cs (2017) khéng cé su

thay d&i cd y nghia néng d6 calci huyét thanh sau 96
tuan diéu tri entecavir [10]. Tuong tw, su thay doi
ndng do lactate huyét thanh cling khéng cé y nghia
trong nghién ctru cda ching téi. Tuy nhién, mét s6
nghién cru cho thay c6 mot ty 1é thap bénh nhan cé
tinh trang nhiém acid lactic, dic biét & bénh nhan
bi suy chirc ndng gan ning. Theo nghién clru cla
Lange va cs (2009) khi diéu tri entecavir & bénh nhan
xo gan cho thay cé 5/16 treong hop bi nhiém acid
lactic va cac trwong hop nay déu cé diém MELD > 20
diém. Nguoc lai, & nhitng bénh nhan c6 MELD < 18
diém thi khdng cé trudng hop nao bj ting ndng do
lactate mau [7]. Cac bang chitng nay goi y can theo
ddi sat tinh trang nhiém acid lactic & nhitng bénh
nhan cé suy chirc ndng gan va diém MELD > 20 diém
khi diéu tri bang cac thudc khang virus dwong udng.

5. KET LUAN

Qua theo ddi diéu tri bang entecavir 12 thing
trén 93 bénh nhan xo gan do virus viém gan B, ching
t6i rut ra cac két luan sau:

- Cai thién rd rét cac triéu ching |dam sang hay
gdp bao gdm chan dn, mét moi, vang da méat (p <
0.001) va phu (p < 0,01). Giam cd y nghia diém Child-
Pugh (5,75 + 1,06 so vdi 6,43 + 1,63 diém).

- Ty 1é dat tai lwong HBV DNA < 20 IU/mL 13
76,3%, trong d6 nhom xo gan con bl dat ty 1é cao
hon nhém xo gan mat bu (79,7% vs 70,59%, p <
0,001).

- Ty 1 binh thudng héa AST, ALT [an luot la
67,74% va 78,49%, trong d6 nhdm xo gan con bl co
ty 1& cao hon xo gan mat bu.

- Ty & bénh nhan bi gidm albumin va ting
bilirubin mau toan phan giam rd sau 12 thang diéu
tri so v&i ban dau, lan lvot 13 (38,7% so véi 55,9%, p
< 0,05) va (39,8% so vai 64,5%, p < 0,05). Tuy nhién,
sy thay d&i nay chi cé y nghia & nhém xo gan con bu.

- Dap rng vé 1am sang va sinh hda khéng khac
nhau sau 12 thang diéu tri & 2 nhdm cé dép Ung
virus hoan toan va khéng hoan toan tai thoi diém
sau 6 thang.

- Khéng ¢ anh hudng cd y nghia lén chirc ndng
than cling nhu chuyén héa calci va lactate mau sau
12 thang diéu tri bang entecavir.
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