Korean J Gastroenterol Vol. 59 No. 3, 224-231
http://dx.doi.org/10.4166/kjg.2012.59.3.224

ORIGINAL ARTICLE

K|G

Entecavir Therapy for Patients with Hepatitis B Virus-related Decompensated Cirrhosis

In Sung Kim, Jun Il Mun, Jee Hoon Koo, Chang Jun Kang, Jean Kyung Bak®, Jae Yoeun Cheong and Sung Won Cho

Department of Gastroenterology, Ajou University School of Medicine, Suwon, Department of Biostatistics, Yonsei University School

of Medicine®, Seoul, Korea

Background/Aims: Entecavie (ETV) has a potent antiviral effect and low rates of resistance in hepatitis B virus (HBV) and
is the first-line monotherapy in patients with HBV-related decompensated cirrhosis. We evaluated the efficacy of 12 months
treatment with ETV and tried to determine predictive factors of response.

Methods: Forty-five consecutive decompensated cirrhotic patients who received ETV (0.5 mg/day) for more than six months
were included. All patients were positive for HBV DNA, and the Child-Turcotte-Pugh (CTP) scores were over 8 point. Seventeen
patients were HBeAg-positive. CTP score, model for end-stage liver disease (MELD) score, serum markers of liver function

and HBV DNA were assessed every 3 months.
Results: ETV treatment for 12 months resulted in improvement of CTP and
score were decreased from 10.1 (+2.0) and 13.48 (+4.05) to 7.24 (£2.0)

MELD scores. Pre-treatment mean CTP and MELD
and 9.68 (+4.85) at 12 months, respectively. The

1-year cumulative rates of HBV DNA negativity and HBeAg loss were 88.9% and 52.9%, respectively, by intention-to-treat analysis.

Thirty-two (71.1%) showed improvement in CTP score. Eleven patients did

not show change, and 2 patients got worse. The

AST/ALT, albumin, bilrubin, prothrombin time were significantly normalized within six months. The good responder group had
high level of prothrombin time than the poor responder group (p=0.004).

Conclusions: Our result shows that entecavir can improve liver function in about 70% of patients with HBV related decompensated
liver cirrhosis. INR may be a predictive factor of good response with entecavir in these patients. (Korean J Gastroenterol

2012;59:224-231)
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o] BRI Azl ol & SujRd A8 AR ool AuA] FAR A o] FAA ALjstict. 671d
SEol FhEskaL, FAgo] A9 §loks Aol qlok W oW AR 3% AEof Hiek vk EA40l A= AlLlstale
< 475 S AW @AIAE 840l HRIEe o, ofghate] ZRlH. o5 FHWE VX2 6-6371Y
L2 712 o] Al oAl WiAdol A wAYste] 1k oF (U 1871Y)el9 . 9AFE EAL Table 13 it
AR FHEA Rtk TP A7) wujRd Fol vol
29 DNA ZAF 3l & 2 gApef A

7R, ZEA| EEL] A
_116 Ag7v|ol = FolAl ST X 2A 7FElst SfolgjA Table 1. Baseline Characteristics
Ago] GloBE Y|k Fol Al U, LHEUES] T4 Patients (n=45)
< YAt a7 9& AR AZbE AL Qi dlE|7HE] o Age, years 53:9.5
O SulEe] Hotef gofer, 2XR LRI i/:(arnggiE)rubin (mg/dL) 40321;227
st vholg A BuldAl, YALH Ho] 2 oz HiE Mean albumin (g/L) 2.88+0.53
SUER"" Shim 5%0] VU35 4 Aol Aol Mean oreatinne (mgid) 0851037
ean prothrombin time .54+0.
[©) 3= 2}l o AFXA =
o AmadhE sl oy it HESA dE 7 Mean platelet (/uL) 83,000 (27,000-319,000)
dloje] AE o] ot A7 EBLh o] AXSE BYE ST (U 203.0+240.9
a0 a2 ALT (U/L) 171.34293.6
o wholelse] o HloiARy THAW BN e ol ALY 329
AE7HRoE Folet RS o g QEziH|o] Fojo] & 89 22 (49)
Boh 1 qIE A5 5 Qe S Gobr A st o S
MELD score 13.48+4.05
[HAI_ Ol HiH HBeAg positive 17 (37.8)
0 < od HBV DNA (logo IU/mL) 5.64 (1.52-8.23)
Ascites 42 (93.3)
1. CH HEP 19 (42.2)
- - Varix 41 (91.1
20064 11958 20111 1970 ofFehehg o] vk S
o g . Values are presented as meanSD, mean (range), or n (%).
oAl RE 7l o) _ — Z oAk
g BgArel o Child-Turcotte-Pugh (CTP) 83 |4 CTP, Child-Turcotte-Pugh; MELD, model for end stage liver disease;
3l H] %/\g 7&73&5 %]'Z]' =, o];ﬂoﬂ ‘—4’% %LH}O]aixﬂ% % HEP, hepatic encephalopathy.

Table 2. Virologic, Serologic, and Biochemical Response to Entecavir

Baseline 3 months 6 months 9 months 12 months
HBV DNA (logio 1U/mL) 5.64+1.60 1.78+2.00 0.54+0.95 0.37+1.02 0.24+0.69
HBV DNA PCR negative, n=45 - 18 (40.0) 32 (71.1) 37 (82.2) 40 (88.9)
HBe Ag loss, n=17 - 4 (23.5) 6 (35.3) 7 (41.2) 9 (52.9)
ALT (U/L) 171.3+293.6 51.9+28.6 41.1+21.9 42.5+281. 36.5+27.9
Total bilirubin (mg/dL) 4.04+3.27 2.28+1.12 1.93+1.37 1.86+1.45 2.6+3.97
Albumin (g/L) 2.88+0.54 3.14+0.60 3.27+0.59 3.50+0.55 3.56+0.58
Prothrombin time (INR) 1.54+0.38 1.40+0.31 1.35+0.33 1.26+0.21 1.20+0.17
CTP score 10.1+2.0 8.64+2.1 7.84+2.1 7.53+1.7 7.24+2.0
CTP score =2 point decrease - 22/37 (59.5) 30/43 (69.8) 23/32 (71.9) 24/33 (72.7)

22/40 (55.0)°

MELD score 13.48+4.05 11.15+3.27 9.52+3.48 9.57+4.44 9.68+4.85
Increase in serum Cr of =0.5 mg/dL - 0 0 1 (2.2) 2 (4.4)

from baseline, n=45

Values are presented as mean+SD or n (%).

CTP, Child-Turcotte-Pugh; MELD, model for end stage liver disease.
Early dead patients were excluded in results.

®Early dead patients were included. Total number of patients were 48.

Vol. 59 No. 3, March 2012



226 79 S Hidy U3

rE

SOIAT AAEFHIN Xz

2. uy

o S5l WY A9 delzhlel 06 mgE ATE
of#l¢ict. o5& ) 37)Yrtct HBV DNA, AST/ALT, %
g, Welsy, g Az Adeley, Ha% 44, B
#7140 o8- (HBeA), B e¥(antianti-HBe)S 74}
81 B, 1H £ 59 YA 71Z8te] CTP score

2} model for end-stage liver disease (MELD) scoreS A4t
Steltt. 4 AST/ALT, Wel29, T2 EZU AZHINR), 2
dlobelyl, BaTHe T AU YO ZHAUT). Hbe

AgYd} anti-HBe:= HMAPHAZAHO 7 Z2X8}9 31 (Abbott

— Improved
---- Not improved

HBV DNA (log,, IU/mL)

Months
200

180 - — Improved

---- Not improved
160 -

140
120 A
100
80 A
60
40
20 T T T T 1

ALT (U/L)

Months
1.7 A

— Improved
1.6 -=--- Not improved
1.5 A

1.4 A

1.3 1

Prothrombin time (INR)

1.2 1

1.1 T T T T 1

Laboratories, Abbott Park, IL, USA), HBV DNA+ real
time PCR= COBAS TagMan HBV test (TagMan test;
RocheDiagnostics, Branchburg, NJ, USA)E o|&3}%iLt.
Agare] de ez A A A5 & 127084
9] CTP score®] WIZIE YAZQl T4 R E Hrlstylil

q
Sof Aurth 29 o4 Woldl 495 3, 14 o4 ol
Z

of

A9E ot Kol A W AL 18 THS Kl A9l
8 g el 8%

= =
P02 Aostgitt. MELD score= A7+
o

1

B

Qg WelRy, TREEN AT $AE
Al

h

— Improved
---- Not improved

3.6

3.4+

3.2

Albumin (g/L)

3.0

2.8 T T T T 1

Months
4.5~

—— Improved
4.0 ---- Not improved
3.5

3.0 1

2.5 1

Total bilirubin (mg/dL)

2.0+

15 T T T T 1

Months

Fig. 1. Changes of ALT, albumin, bilirubin, and prothrombin time
during entecavir treatment.
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MELD score=3.78 [Ln serum bilirubin]+11.2 [Ln INR]

+9.57 [Ln serum creatinine]+6.43
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(Table 2).
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Table 3. Comparison of Virologic and Biochemical Response to Entecavir between the Responder and Non-Responder Groups

Repeated measure

Group Baseline 3 months 6 months 9 months 12 months ANOVA (p-value)
HBV DNA (logio IU/mL) R 6.04+1.44 1.67+2.24 0.46+0.93 0.17+0.57 0.08+0.38 0.002
NR 5.8312.46 1.49+1.44 0.61+0.85 0.36+0.81 0.58+1.30
ALT (U/L) R 183.6+366.3  49.9+29.5 39.4+16.0 38.4+20.8 32.1+14.5 0.152
NR 129.2+88.1 56.4+27.8 46.2+36.9 53.2+44.3 51.0+49.9
Total bilirubin (mg/dL) R 4.2+3.4 2.2+0.9 1.6+0.6 1.6+0.7 2.3+4.2 0.038
NR 3.2+1.8 2.4+1.4 2.3%1.5 2.9+2.5 3.5+3.5
Albumin (g/L) R 2.90+0.58 3.24+0.63 3.40+0.54 3.65+0.51 3.71+0.56 0.023
NR 2.99+0.43 2.99+0.41 3.08+0.43 3.04+0.50 3.04+£0.34
Prothrombin time (INR) R 1.59+0.28 1.38+0.18 1.28+0.17 1.21+0.14 1.19+0.16 0.01
NR 1.35+0.16 1.21+0.12 1.19+0.13 1.21+0.09 1.22+0.22
CTP score R 10.25+2.07 8.25+2.02 7.25+£1.80 6.85+1.60 6.50+1.82 0.001
NR 9.80+1.30 8.80+1.79 8.00+£1.00 8.80+0.84 9.20+1.10
MELD score R 13.44+3.50 10.83+2.78 9.18+2.98 8.52+2.72 8.25+3.09 0.004
NR 13.97+3.23 9.40£0.09 8.65+1.57 9.04+£2.83 9.82+4.84

Values are presented as meantSD. The results were used by an item deletion method about missing values in each follow-up data of

every interest factors.

R, responder group, defined as a decrease in CTP score of =2; NR, non-responder group, defined as a decrease in CTP score of <1
or an increase; CTP, Child-Turcotte-Pugh; MELD, model for end stage liver disease.
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Fig. 2. Changes of Child-Turcotte-Pugh (CTP) score and model for end stage liver disease (MELD) score during entecavir therapy.
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Table 4. Univatiate Analysis for Factors Associated with The-
rapeutic Effectiveness in Decompensated Cirrhosis

Factors p-value
Total bilirubin (mg/dL) 0.254
Albumin (g/L) 0.209
Prothrombin time (INR) 0.004
AST (U/L) 0.652
ALT (U/L) 0.565
HBV DNA (IU/mL) 0.643
Creatinine 0.422
Platelet 0.422
Child-Turcotte-Pugh score 0.573
MELD score 0.22
HBeAg positive 0.141
HEP 0.25

MELD, model for end stage liver disease; HEP, hepaticencepha-
lopathy.
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Fig. 3. Clinical outcome of 45
patients treated with entecavir
therapy.
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Table 5. Factors Associated with Therapeutic Effectiveness in
Decompensated Cirrhosis

p-value OR (Cl)
Creatinine 0.481 0.281 (0.008-9.583)
ALT 0.203 1.006 (0.997-1.015)
Prothrombin time (INR)  0.024 61.869 (1.704->999.999)
AST 0.162 0.992 (0.981-1.003)

This results were analyzed using the variables that are derived
from best subset selection.

selection method %! best subset selectione $=8Ys}o] A
olol QIA}E creatinine, ALT, AST %! prothrombin time
(INR)o] Ael=| it} o]of i3t logistic regressions 4=eH3t
A3} INRo| BAH ©Ju]sh 91500, INRY] gro] HL4%
SAE 7FsA0] & Ao® eI THp=0.024; OR=61.869)
(Table 5).
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