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Since the implementation of universal vaccination in 1984 - the
chronic HBV carrier rate in our general population reduced from 15-20%,
down to < 1% in the post-vaccination population. However, even
receiving full vaccine protection, cases of chronic HBV carrier, even
hepatocellular carcinoma and fulminant hepatitis still exist. In recent
years we have studied the children born to HBV carrier mothers, and
found that HBV infection often occurred in children born to HBeAg
positive mothers. In this population the HBsAg carrier rate is as high as
10%. To further reduce the HBV infection in our people, strategies in
reducing infection rate in this high risk group are mandatory.

Previous studies have suggested many causes of vaccine failure,
including intrauterine infection, high maternal viral load, host HLA
typing, mutations of surface antigen, etc. Small scale studies using
lamivudine treatment in pregnant woman in the third trimester has proved
effective in reducing children infection rate. However, larger scale studies
on the efficacy and safety to mother and fetus is lacking. Recently there
are emerging new antiviral drugs; these drugs are promising to be used in
pregnant woman. The aims of the present study are to evaluate the
acceptance of pregnant women in receiving antiviral drugs in Taiwan; and
to conduct a clinical trial in using category B drug to reduce
mother-to-infant transmission.

This is a three-year study. In the third year, we continued a clinical
trial using antiviral drug tenofovir (category B) in the third trimester of
pregnancy to reduce maternal viral load at delivery. We have recruited 14
collaborative hospitals, and 12 had started recruiting cases. Among the 41
pregnant women who had participating the study, 22 joined the treatment

group, and 19 joined the control group. At baseline, the treatment and
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control group had meanztstandard viral load of 8.53+0.26 log10 copies/ml
and 8.53+0.23 log10 copies/ml, respectively. In the treatment group, the
HBYV viral load decreased to 4.89+0.85 log10 copies/ml after 8 weeks of

treatment. In the control group, there had been no significant changes in

the HBV viral load at baseline and at delivery: 8.53+0.23 log10 copies/ml
and 8.49+0.41 log10 copies/mL, respectively. The results showed efficacy

in reducing HBV viral load at the time of delivery in high risk mothers.

Among the 37 infants that were born, 1/20 of the treatment group
and 3/17 of the control group showed positive HBsAg at birth. These
infants will be followed-up at 6 and 12 months after delivery to determine
the outcome.

The results of the present study will provide potentially applicable

methods for reducing HBV carrier rate in high risk mothers. The results
will be important in the effort toward eradication of HBV infection in our

country.

Keyword : hepatitis B virus, mother-infant transmission, nucleoside

analog, HBeAq, pregnant women
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Previous studies have shown that under our universal vaccination
program for hepatitis B virus (HBV) infection, about 10% of children born
to HBsAg (+)/HBeAg(+) mothers still became HBsAg positive carrier; on
the other hand, children born to HBsAg (+)/HBeAg(-) mothers had much
lower rate of infection below 1%. However, cases of acute and fulminant
hepatitis may occur in infants born to HBsAg (+)/HBeAg(-) mothers. The
efficacy of current vaccination program has reached its limitation. To
further reduce the mother-to-infant transmission of HBV, careful
investigation of this high risk group is mandatory.

The present study is a multi-centered, three-year prospective study. In
this year (the third year); a total of 600 mother-infant pairs has been
recruited from 3 collaborating hospitals. Among them, samples of 575
mothers and 456 children have completed for HBV markers analysis. The
mean age of maternal age was 33.6 years. Of the 575 mothers, 132(23.6%)
were HBeAg(+) » and 427(76.3%) were HBeAg(-). The infection rate of

children born to HBeAg-positive mothers were 9.0% (12/132). Among
those with maternal viral load above 8 log10 copies/ml, 17.1% (6/35)
children were positive for HBsAg.

Because the cases number of infantile acute/fulminant hepatitis in
prospective study may be small. We further conducted a retrospective study
aiming to analyze infantile patients with acute/fulminant hepatitis B in the
past 20 years. We have recruited 41 patients from 6 collaborating studies,
including 21(51.2%) with fulminant hepatitis, and 20(48.8%) with acute
hepatitis. Multivariate analysis revealed that maternal HBeAg negativity,

and onset age below 7 months were risk factors of developing fulminant



hepatitis. A prliminary analysis according to mortality registry revealed that
from 1980 to 2011, the infant mortality rates due to hepatitis have
decreased. These data will be further analyzed for confirmation.

These data are very important to develop further strategies in
interrupting all mother-to-infant infection. The results will provide solid
base for our further strategies in further reducing HBV infection rate in our

population.

Keyword: hepatitis B virus, infant, fulminant hepatic failure, viral load,

mother-to-infant transmission
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B2 B2fExRZ2EEBAFL2 B %2 2 3f 2 (FH: fulminant hepatitis; FH:
non-fulminant hepatitis)

hepatitis

Total cases of HBV-related

in infancy

N=41

T

NFH
N=20

FH
N=21

o

Survival
N=11

Death
N=10

Recovery
N=13

Chronic carrier
N=7

Recovery
N=8

Chronic carrier
N=3
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£ 1. BAPFL ed B B2 Bt

Deliveries of Deliveries of
HBeAg (-) mothers HBeAg (+) mothers P
(N=22%) (N=81)
Age at delivery (vr) < 0.0001
Mean = 5D 33940 31.0£49
Maternal ALT, N (%) * 0.373
=ULN {40 UL) 199 (90.5%) 67 (8§5.9%)
1-2 = ULN 17 (7.7%) 8(10.3%)
2-5xULN 3(1.4%) 1(1.3%)
=5 TULN 1{0.5%) 2(2.6%)
Maternal viral load (logio copies/mL) T < 0.0001
Mean = SD 2714 7419
Maternal HEV genotype, N (%) 0.395
B 66 (76.7) 62 (79.5)
C 18 (209 16 (20.5)
B+C 2(2.3) 0

*This category excludes 5 HBeAg-negative mothers and 3 HBeAg-positive mothers with

missing data.

T For statistical comparisons, we assigned a value of 51.2 copies/mL, the detection limit
of the quantification assay, to 22 samples with detectable HBV DNA levels lower than
51.2 copies/mL. A value of 0 copies/mL was assigned to 30 samples with undetectable

HBV DNA.

T This category excludes 5 HBeAg-negative mothers with insufficient samples for HBV
genotyping. This category also excludes 134 HBeAg-negative and 3 HBeAg-positive
mothers whose viral load was below 1000 copies/mL and the HBV genotype could not be

reliably determined.
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£2 ABAPFURE BR e HEA L 46 ¥

BR RS

Mother PCR(+) Subtype a-determinant Children  PCR(+) Subtype a-determinant
mutant mutant
(a.a.110-160) (a.a.110-160)

M1 + adr wild-type C1 + adr wild-type

M2 + adw wild-type C2 + adw P142L,G145R

M3 + adw wild-type C3 + adw wild-type

M4 + adw wild-type C4 + adw wild-type

M5 + adw wild-type C5 + adw wild-type

M6 + adr wild-type C6 + adr G145R

M7 - ND C7 + adw wild-type

M8 + adw Q129H, 140S C8 + adw Q129H, 140S

M9 + adw wild-type C9 + adw wild-type

M10 + adw wild-type C10 + adw wild-type

ND: not detected due to negative PCR
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% 3. BAPFLF A2 e 328 4 RAMEA 3 B L g g F5

Variable Median (range) or category  No. Infected Odds ratio
(93% confidence interval) 7
Maternal age (per 1-yr increase) 33.4(19.5-44.8) 306 10(3.3%) 0.95(0.83-1.09) 0.489
Maternal HBeAg * Positive 81 10(12.3) -
Negative 225 0
Maternal viral load (per logio-copy/mL increase) 3.3(0-9.5) 306 10(3.3%) 2.54(1.42-4.55) 0.002
Maternal HBV genotvpe B 128 8 (6.3%) 1 (baseline)
C 34 2(5.9%) 0.94(0.19-4.63) 0.937
B+C 2 0 -
Not kmown T 142 0 -
Type of birth Waginal 173 T(4.1%) 1 (baseline)
Cesarean section 133 3(2.3%) 0.55(0.14-2.18) 0.389
Presence of any factor related to maternal-fetal No 137 3(3.7%) 1 (baseline)
hemorrhage Yes 166 5(3.0%) 0.82(0.23-2.89) 0.758
Not lmown 3 0
Gestational age (per 1-wk increase) 39.0(31.3-42.0) 305 10(3.3%) 0.68 (0.50-0.93) 0.017
Not known 1 0
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Infant gender Male 168 3(1.8%) 1 (baseline)

Female 138 7(5.1%) 2.94(0.73-11.539) 0.124
Birth weight (per 1-kg increase) 31(1.846) 305 10(3.3%) 0.21(0.05-087) 0.031
Not known 1
Time of 1**HBV wvaccine =7 day 285 9(3.2%) 1 (baseline)
=7 day 21 1(4.8%) 1.53(0.18-12.71) 0.692
Time of 224 HBV vaccine = 1.5 month 285 9(3.2%) 1 (baseline)
> 1.5 month 21 1(4.8%) 1.53(0.18-12.71) 0.692
Time of 3* HBV vaccine * =7 months 287 10(3.5%) -
=7 months 19 0
Feeding practice § Breast milk 131 6 (4.6%) 1 {baseline)
Formula 39 1(2.6%) 0.353(0.06-4.70) 0.583
Both breast milk & formula 133 3(2.3%) 0.48(0.12-1.96) 0.308
Not known 3 0 -

* The odds ratio and 95% confidence interval were not available because of separation, a condition in which the independent variables
perfectly predicted the outcome variable.

t The group with unknown HBV genotype consists of 5 mothers with insufficient samples for genotyping, and 137 mothers whose
viral load was below 1000 copies/mL and the genotype could not be reliably determined.

1 Factors related to maternal-fetal hemorrhage include threatened abortion, threatened preterm labor, chorionic villus sampling,
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amniocentesis, forceps/vacuum delivery, and emergent Cesarean section after any period of labor.
8 This category states the feeding practice during the first 6 months.
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NFH group FHgroup (n=21) p-value

(n=20)
Demographic data
Sex (M/F) 15/5 17/4 0.71
Age of onset (m) 5.6 (2.0-11.7) 3(1.2-6.4) 0.001
Maternal HBV status
Maternal HBsAg (+) 16/18 (89%) 20/20 (100%) 0.218
Maternal HBeAg (+) 11/18 (61%) 2/20 (10%) 0.001
Vaccination status
HBIG (+) 10/18 (56%) 2/20 (10%) 0.003
HBYV vaccine 0.09
Compliance 14/17 ( 82.3%) 20 (100%)
Non-compliance 3/17 (17.7%) 0
Clinical data
HBeAg (+) at admission 10/17 (59%) 3/18 (17%) 0.01
Initial ALT (1U/L) 758(79-3020) 1688 (286-4191) 0.002
Initial total bilirubin (mg/dI) 3.4(0.2-11.5) 10.3 (4.4-15) <0.001
Initial INR (5) 1.40 (0.9-1.9) 5.6 (1.1->10) <0.001
Peak ALT level (IU/L) 821(129-3020) 1716(326-4289) 0.001
Peak total bilirubin (mg/dl) 4.2 (0.4-14.6) 24.8 (7.6-53.5) <0.001
Survival 20 11 <0.001

(Abbreviations: FH: fulminant hepatitis, NFH: non-fulminant hepatitis,

HBsAg, hepatitis B surface antigen; HBeAg, hepatitis B e antigen, HBV,

hepatitis B virus; HBIG, hepatitis B immunoglobulin; ALT, alanine

aminotransferase ; INR, international normalized ratio.
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Title: High Levels of Hepatitis B Surface Antigen Increase Risk of Hepatocellular
Carcinoma in Patients with Low HBV Load

Background & Aims: Patients with chronic hepatitis B virus (HBV) infection have
a high risk for developing hepatocellular carcinoma (HCC). Patients with lower
levels of hepatitis B surface antigen (HBsAg) have higher chances of losing HBsAg
than those with high levels. However, little is known about whether higher levels of
HBsAg increase the risk for HCC.

Methods: We followed 2688 Taiwanese HBsAg-positive patients without evidence
of cirrhosis for a mean time period of 14.7 years. In addition to known risk factors
of HCC, we investigated association between levels of HBsAg and the development
of HCC.

Results: Of the patients followed, 191 developed HCC, with an average annual
incidence rate of 0.5%. Baseline levels of HBsAg and HBV were associated with
the development of HCC, and risk increased with level. Compared to HBsAg level,
by receiver operating characteristic curve analysis, HBV DNA level better predicted
the development of HCC over 10-year and 15-year periods (both P<.001). However,
when we evaluated hepatitis B e antigen (HBeAg)-negative patients with levels of
HBY DNA <2000 IU/mL, factors that determined HCC risk included sex, age, and
levels of alanine aminotransferase (ALT) and HBsAg (=1000 1U/mL), but not

level of HBV DNA. Multivariate analysis showed that the adjusted hazard ratio for
HCC in patients with levels of HBsAg = 1000 vs <1000 IU/mL was 13.7 (95%

confidence interval, 4.8-39.3).

Conclusions: Among patients infected with HBV genotypes B or C, determinants
of HCC risk include their sex, age, HBeAg status, HBV genotype and levels of
ALT and HBV DNA, but not level of HBsAg. Among HBeAg-negative patients



with low viral loads, HCC risk is determined by levels of HBsAg and ALT and age,
but not HBV DNA.
Keyword : Chronic hepatitis B; HBV-DNA, HCC
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B CAF UL FH102% - g cnFT AT - HWE A HS AFIB &
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Table 1 2688 & 1+ B &3+ g,dﬁ i » T E PR A TR

o Be(%)

e

£ 1054 (39.2)

g 1 1634 (60.8)
P EDE R

28-39 1407 (52.3)

40-49 763 (28.4)

50-59 369 (13.7)

= 60 149 (5.5)
% ALT & (U/L)

<20 1051(39.1)

20-39 854 (31.8)

=40 783 (29.1)
LA R R

e 2165 (80.5)

1% 523 (19.5)
= mA £ (1U/mL)

<15 150 (5.6)

15-199 288 (10.7)

200-1999 649 (24.1)

2000-19,999 555 (20.7)

20,000-199,999 292 (10.9)

= 200,000 754 (28.1)
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L F ¢ ke R ER

(1U/mL) 129 (4.8)
<10 268 (10.0)
10-99 703 (26.2)
100-999 1215 (45.2)
1000-9999 373 (13.9)
>10,000

Fid A A
B 1308 (80.7)
C 312 (19.3)

PERRle RS s 22000 [U/nL &4 2 Jm# A %13 -
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Table 2. ¥ %78 4 7 2688 =M £ B 3% X & 4 & 2 " ehF) 3

ot BB RS Egd g (& Bt L P&
& H 4 # 100,000 + #) (95%7 #F % )

(EAL]

NyYs 1054 154403 37 239.6 1.0

g 1 1634  23986.8 154 642.0 2.7(1.9-38) <.001
PP P

98-39 1407 212365 62 292.0 1.0

40-49 763 111524 54 484.2 1.7 (1.2-25)  .004
50-59 369  5164.7 43 832.6 3.0(2.1-45) <.001
~ 60 149 18735 32 1708.0 6.9 (4.5-10.6) <.001
wF? ALT @&
(U/L)

<20 1051 16611.0 27 162.5 1.0

20-39 854  11908.6 49 411.5 2.8 (1.8-45) <.001
=40 783  10907.6 115 1054.3 7.2 (4.7-511.0) <.001
®F T ek

e 2165 31588.6 127 402.0 1.0

g 523  7838.6 64 816.5 2.0(1.5-2.7) <.001
Y op A+ 2
(IU/mL)

<200 438  6454.6 12 185.9 1.0

200-1999 649 9780.3 17 173.8 0.9 (0.4-1.9) 824
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2000-19,999
20,000-199,999
=200,000
LA S I AW
B R (IU/mL)
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i+ 2 F1AT
B
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555
292
754
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703
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4223.6
10827.1

1735.8
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418.7
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485.5

1594.6

2.0(1.0-39) .044
4.1(2.1-80) <.001
51(2.89.2) <.001

1.0
1.1(0.3-42) 881
23(0.7-7.3) 171
3.2(1.0-10.0) .048
2.9(0.9-95)  .080

1.0
3.4 (25-46) <.001

PR e RS Lpd £

=2000 IU/mL %—*Ff?\;ﬁ}, 2 )4
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Table3. B #32 5 £ 447 1068 e iR KL & B4 £ %
2000 1U/ML ¢hg, % & % 5% 5]+

A EBRA EFAF b v Pie s%AEAFE2z PE
#c # (+ 100,000 (95%7 #F B "% vt (95%
A E) ) B ¥R % )

el

L 468  6956.7 86.3 1.0 1.0

g 1 600 8988.6 255.9 3.0(1.2-73) .018 2.2(0.9-59) .099
KNP s
3

28-39 565  8590.2 81.5 1.0 1.0

40-49 317 4819.3 186.8 23(0.9-6.2) .097 35(1.3-94) .014
50-50 132 18216 384.3 51(1.8-14.8) .002 11.8(3.9-35.5) <.001
> 60 54 714.2 840.1 11.7 <.001 38.5 <.001

(3.9-35.3) (11.2-132.1)

iF? ALT &
(U/L)

<20 582 9143.0 65.6 1.0 1.0

20-39 328  4629.3 172.8 3.0(1.0-86) .046 22(0.7-6.9) .187
=40 158 2173.1 690.3 11.7 <.001 11.8(4.3-32.7) <.001

(4.5-30.3)

LA AR
(lU/mL)

<200 438  6454.6 185.9 1.0 1.0

200-1999 630  9490.7 179.1 1.0(0.5-2.0) .898 09(0.4-1.9) .691
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Y A

Rk & (1U/mL)

<1000 585  8585.1 58.2 1.0 1.0

> 1000 483 73602 3261  5.4(21-142) .001 13.0(4.6-37.0) <.001
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The major cause of chronic hepatitis in Taiwan is hepatitis B infection.
Currently, there are conventional and pegylated interferon, lamivudine,
adefovir, entecavir and telbivudine available for therapy. This project is to
investigate the short term and long term benefits for patients receiving
pegylated interferon, entecavir and telbivudine treatment.

After 3 years’ study, for HBeAg-positive carriers, we enrolled 228
patients receiving pegylated interferon, 170 receiving entecavir and 53
receiving telbivudine therapy. Among HBeAg-negative carriers, we enrolled
71, 148 and 91 to receive pegylated interferon, entecavir and telbivudine
therapy, respectively. Among HBeAg-positive patients, after receiving
0.5-year pegylated interferon and 3-year entecavir/telbivudine therapy, at the
end of the 3™ year, we found the ALT normalization rate was 55%, 85% and
69% respectively, the HBV-DNA-negativity rate was 44% (HBV-DNA<
2000 TU/mL), 93% and 60%(HBV-DNA < 60 IU/mL) respectively. The
cumulative incidence rate was 48%, 67% and 66% respectively in HBeAg
loss and 39%, 43% and 35%for HBeAg seroconversion. There are 3%
HBsAg loss rate in those receiving pegylated interferon therapy. The drug
resistance rate was 37% and 1.6 % in patients receiving telbivudine and
entecavir, respectively. Basal core promoter mutation and the rs3077 G/G
genotype (HLA DPAI region) may predict earlier e antigen seroconversion
among patients receiving pegylated interferon therapy.

Among HBeAg-negative patients, after receiving I1-year pegylated
interferon and 3-year entecavir/telbivudine therapy, at the end of the 3" year,
we found the ALT normalization rate was 73%, 88% and 74% respectively,
the HBV-DNA-negativity rate was 64% (HBV-DNA< 2000 IU/mL), 94%
and 82% (HBV-DNA < 60 IU/mL) respectively. There are 13% HBsAg loss
and 4% HBsAg seroconversion rate in those receiving pegylated interferon
therapy. The drug resistance rate was 24% in patients receiving telbivudine
and none in entecavir therapy.

After cost-effective analysis, we found among HBeAg-positive carriers,
pegylated interferon therapy had the best cost-effectiveness (C/E) ratio for
ALT normalization, HBeAg loss and seroconversion. Entecavir had the best
C/E ratio in HBV-DNA negativity. Taking pegylated interferon for reference,
entecavir has a lower incremental cost-effectiveness ratio (ICER) in ALT
normalization and HBV_DNA negativity, and similar ICER in HBeAg loss
compared with telbivudine. For HBeAg-negative carriers, we found the
C/E ratio in pegylated interferon is inferior to entecavir and telbivudine in
terms of ALT normalization and HBV-DNA negativity. Compared with
telbivudine, entecavir has a lower ICER in ALT normalization but higher
ICER in HBV-DNA negativity. However, considering current treatment
guideline, long-term drug resistance and the expenses during follow-up
visits, entecavir has a better long-term cost-effectiveness in oral anti-HBV
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therapy.

Keyword : Chronic hepatitis B treatment, pegylated interferon, entecavir,
telbivudine, cost effectiveness analysis
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)

3.e LB E f?ki.%ﬁ#%—i" . % 5. (Entecavir)io B f px 2. [ﬁ-«%’f\f’ﬁﬁi
_rﬂ:* R 3

FEB2 gy P qpd o @ R ?ﬂiﬁuié‘/%“ﬁﬁea"ﬁﬁ'f%'f“*%j‘ R
ﬁ%—ﬁmehﬁl¢ﬁﬁﬁﬂwp2wmmﬁ3mmu r?ﬁ%
07 & B 4o b, hp»ﬁ@wﬂ% F]p 0 2 A SER R~ 100-150
e*m}ﬁ'}(’%}'}fﬁi ‘f/pl%“‘*é\ﬁme:}m}%'&/%ﬁ%ﬁ ¢ "43’/\;}%&@&7
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J,?H e )?HEUW AR M E SR 6 B mJ,%fv‘r ek S
R 2 o R B IR Rk o

V-2 o d N e RRAKELFAZFURALFL O FR e R
P b e g (T Fbrg 0 PR G ookenE w A B APF LR A2
i e LR B LT i iR ppE 2 o Bl o S e FEst ek 100-150 e
E: l‘él“imé'?f BT ERR R B ie R 1 ok e

defihbBits KL % g (telbivudine)ic f A 2 e ¥k m i
B2 )ﬁi*f‘—"lq ¥+ m% JL

FaEL g P dg o R E Mﬁ/p%me FRBELE S > F- &
fry = Fe #mb%!ﬂ_ 7 TR S A W G 23%(40) fr 29.6%(15) o & KA
B 97 & BB 4e#-2 2 Am 5 ~ T;éf;‘fvm’* o, T > B AFEIE -~ 50-100
e LRI IR 4 B ISR B KB e R S R SR
Gt £ md TR B R A AR 6B dpd B o HNILR
éé‘q\ﬁ‘gﬁ”"’%\- ¥4 ._.?‘ » IR %Ejééi]‘ig‘f‘l??,?']?‘i;% o ¥ — 3 G s ey :;*‘;J.,r(%
50-100 = e F#L F—?—Iﬁimﬁ"ﬁ P IR AR S 1S Tk AT o

r*xﬂl]J%%‘Eﬁg Ai'“%ﬁ/r}%‘mé'j\ﬂi_mé}‘%ﬁ‘
ARG SRR EHE Y R R T N F R B

=oAL H ISR S 0 B (T 2 A3k (cost-effectiveness ratio) 2 1§ ¥ =

* 3z 5 vv (incremental cost-effectiveness ratio, ICER ) 2_ 4 47 » 14 8P 5¢ 35

f']ﬁx,sq_m'ﬁ PR G o

AR R BT B AT L F e £ BRUR A B R
%ﬁﬁ%%‘%iiﬁﬂﬂéaéﬁxlyw ﬁmﬁirm%m@
Lo TRIEBCAPFLES L Hdratd b d i % 2 pFae
B GAT S s RGP RDER KRG FE AT H L
AR e AT LR L R
BT R Flm s F] P RTR ﬂibmﬁ’ﬁ F—lﬁFg R e
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(= )i~ if 2
ERIT A8 L >3 S & Pﬁ}‘m’ﬂ%?ﬁ]‘m,i—rbﬁ < %AF“”‘? &

l‘?nsv’ﬁ;é’\%l‘m’u,ﬁ»%}‘ +Llan’é¢F’L*‘W’11£r§4??§§ 5 1y
%?P*Eﬁ%ﬂ%iw m%m&'f”iBﬂ'l’“**(%% o H ¥
LBREBAFRLE L& LA ABEAE6 B2 -
2e R BEILE F LA 1e#¢ub’€!l‘%¢ii’éﬁ6 2
3cﬁ@@ﬁ&ﬁi%:eﬁ@@ﬁﬁﬁ6%a

‘jgﬁLﬁizi 3-6 B g w3t iﬁ%ﬁ}‘* ERS I E-T RS R L
q«ﬁ»’,‘ﬁﬁ ° D '},\Pa'ﬁr';{"&)»#m}?‘:}—* fgiﬁzp%w ’ ‘,g)ij-), THwZL s
ZAREARR TR AT o PPEHET P2 H S 1 & o AP
ﬁ%ﬁ@%%i%éﬁiﬁ%@¢@;QMkmuaikwgﬁgga
w BAPM A A7

(:)#%ﬁﬁ
ol 18 rm"té‘zHC“'J“*"é'/ﬁai R ARD 2HARLS

ﬁpémﬁkﬁzo¥ihﬁ HLACFTE B WAR B S R 22
ﬂﬂﬁﬂxﬁpﬁ_%i‘gﬁxﬁ My%‘@“i FX L BFIHE ~ B
Lehp WAK )"f[ii"uéﬁfﬁi‘”?”ﬁfﬁa‘ﬂ SRR '}%L‘Z‘Jfﬁﬁ‘}ﬁ:fj\fﬁa %
FELF AN FEAR TR RLEEF - R TR R LR
_\3'.‘3_,\""*":\ 10g/dL & ‘“EdLEL’%ﬁ’#)")%}“’*“ T’J’W_\Lﬁi SRS
1,500/uL ~ % -] 45 7% *+ 90,000/pL

:\/‘EHV“—;,C-F

1

T - Bwmf s wpEf Ty o AR 2000 F A F A B E L X
Fro GAFRIHAL R FR 440 DHEFRESRT - &
AF 1 ﬂbh~‘6“—«%huiﬁﬁf§ ?ﬁ&?hifhw
Wl ESRES SRR 2 EHEORE B AFLE &~ 2B
1o FEF g e @ R 2 B A M e e ﬁp‘—*ip*"‘ &
RBE I RAPM OB TY Sp A B TR L TR FR (TheAs1an
Pacific Association for the Study of the Liver ) £ i e 2 P » i (7 F 4L
Rk A o FEABEL > TRFUPRFLTATHE A F SRR
FoSRERLT s flwil AP g BAM U ae S 4 P
sk o his o B arik 2 EhoS ok fRT S AE b
Hm RS § R R BT

(=) Fopd B# iR
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BEERIfpS B f’?”’}é“}% A edp P oo T 2R EE R AR
Btk B~ CAPFnfdyntd ) PREL 1 f 65T S F T RA
AE LY A TR F R LRI IFURE FR s o L& BAein ke s
AR Pp I ?5 %"i’ € (The Asian Pacific Association for the Study of the
Liver) 3% sk &) @

1B 4p i 5 cnig id
(DedihE R F
AALT <30 §F B S5 Bt
B.ALT A *t @ % & 2-5 82 & » ¥ HBV DNA>20000 IU/mL
(2).e FLR LB —‘F']z :
LEPMAPIEZ BT > 53 ALT * &% &2 & > ¥ HBV
DNA>2000 IU/mL
B)*#H edih > FHFAVERAE 2 2R % (4 Bil(T)>2mg/dL -
& PT #f £ >3sec)
(4).3FA it r"ﬁ%,i‘ :
A i HBV DNA>2000 IU/mL
B. 23 APZET5 A LT g 7 FIRY R AR F AD TS T
AL R
PAREY & b &id
(1) & »z 3]+ 4§ % : Pegylated interferon-a2a (Pegasys, Roche) 180ug weekly
ey F%'Fi,&—‘%,z e 6T e I‘élbﬂ%—*ﬁ CieR 12 132
Frag
A~ % absolute neutrophil count (ANC) <750/uL # platelet
<50,000/uL P¥ > peginterferon alfa-2a & & 5 # ¥ 90 pg /L 5 — =< o
B~ % ANC <500/uL # platelet<<30,000/uL P¥ » peginterferon alfa-2a
TrpE e kLR
C~4% ANC >750/uL = platelet >50,000/uL FF > £ AT B 4>
peginterferon alfa-2a /5% ° #E 5 # 3% 90 pg /L 84— =< -
D~ FRENEZ L 2 'J'F'**’?”ﬂ‘ﬂ%"‘ﬁié‘}%‘
E~ @-”%‘lf”’?ﬂ‘ﬂ—*’d/p)%‘fﬁﬁf‘ullp%?ﬁl‘fﬁiip’% o &
AL -
(2) B # 5. @ Entecavir (Baraclude, BMS) 0.5mg daily
o PR 12-3618 2

EHraE
A - BRlEr g E A DR FEITERRERRAEISRES
AR o

B. é/ﬁ‘};}'mé’%f’}%’ﬂﬁ“ piplg'l.ﬁsb/r/%‘
(3) &£ % 4% : Telbivudine ( Sebivo, Novartis) 600mg daily
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iR PR 12-36 B2

¥raE

A g x{;é’ﬁf&/r'}% POAER G RARE P S EHEE G M;@';}mm&s}%
P B8 e pF4e b T i i 10mg daily £ B n R e

B. X hin R ¢ vvEREG 22 A en S d Ja o FEARTER TR
s &I R B RIE A Isg

C.E¥AAFLBEMPE P HERTUEAE T iops E ikl [ &
o (Img) 7ok

(4) 3T Tk o A R W IsR

3. ek PR

(D.e#ihmB ¥ p eihiibis &7 HBVDNA £ B
ZRY S B ’L%:'k%ﬁ/Pﬂ-/ﬁ ¢ HBV DNA i
4 W (BE

Q). eFRIEEEE ¢ fkF? HBV DNA 2 B & 7 7Hign
BiE= B 1+ A= HBVDNA 2} 42 » &7 2% o

Gypd B 4 oifdt > o pR$op 4 F(L #5 F %46) 260 IUML -
m A+ i & s iR 5 2,000 IU/mL -

4. #'%%F* &
(1). & %iijﬁﬁpiﬂ’/p%ﬂﬂ_ mB‘q'JH;‘I\Iﬁi-a- ¥ B g+ A
i«.ﬁ 10
(2). iRl AT LA F LenF L g

(=) RARAE &

;Hrﬁu’ﬁ#;?@}%#’% g E 3-6 " iﬁw\ﬁ—"zm”—ﬁub v B35 T
PRIARAE - FRARL AT E Pﬁfﬁ’ltﬁim)% Wk ie e 3B
6B ~2 1isF 6 f@‘ ¥ ‘}%’]‘ﬁ%‘! » Tk 3 3-20°C ak 4 o AN ISR W
Tef & h2 ot # > 4 P genomic DNA » & 7k i3 22-20C ek 44

(2)B A%k i 8 e 5
B ’F ¢ HBsAg -~ anti-HBs ~ HBeAg ~ anti-HBe % & 5% > PR
17 32 i 5k £ & (Abbott Laboratories » Abbott Park » IL - USA)
LSk > % okis® 6 B chHBeAg 2 anti-HBe
2. ¥eBRiofw oo R isfkie® 127 24 %% ~36 1 ? (71 HBsAg
3.% HBsAg £ #& » £ 4c % anti-HBs

(\I ) BJ:[‘]BJ“J{')F‘}'%‘A’\;/_; 4’;’5‘?’]‘@5&'
Lok ibe BAPFpd L2 R0 2 A AL ikl
;ﬁ d QIAamp DNA Blood Mini Kit (Qiagen Inc., Valencia, CA)
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A3 d P 9 HBV DNA > 3% * real-time PCR 07 3% % iF %

¥ 0 ¥ 2 02 melting curve 4 17 0 KA TR A 2 AT o p A L

¥ g > 4€.20-10" TU/mL - (41)

(D AeZio Rk 2 5KiE® 6B ~12B2 ~18B 7 (i
B Z skt 6B hHBVDNA -

(2).t& & i F o rﬁ}?‘;f}, A 74

2. Precore stop codon (1896), basal core promoter (1762/1764) 2_ & 3]
Rl
Precore stop codon {r basal core promoter 75 71| > € F1]*
Z_Tw e ;,_f‘ Mg Jz’;'b*%\nestedPCRf lb-ﬂ"l e 3}' 'JI;E*°
(42)

)

3. B H R e iR
Fir e % B9 w3 wie F B0 kel F1 DNA  Jy o
Applied Biosystems # 2% = 5 11 TagMan® SNP Genotyping # % £
e P g s e x k4R (HLA)-DP (rs3077 and rs9277535) »
HLA-DQ (12856718 and rs7453920) % i 2Lefk F] 5 A5 4 5% > U
EHE kT Mo FS o

S R

(=) #-2

o A E R T E (REL) 25 A kAT o @R
7 et #ok-i * Student’s T 2% #_One-way ANOVA %5 > ™ 5f B %
TR iR+ 2 e T }]?34imﬁ%r+~eim}%uﬁ% A_e R
BHOIFFL I FELATOINEFT - PEZFEKEL 2
3005 A F AR PR F L R 9T kit A 47 %-d Stata software
(8.2, StataCorp., College Station, TX, USA):& {7 o

(2 )% & ek A 47

7‘\/\?5 1 FI* = &z 3 (Cost-effectiveness analysis, CEA) & 4 47
FHRA AT - AR AT R L F R B HE e
ﬁ%ﬁd *«EW’LPQ’ LS L = SR VREE S L
Bz bk oir B PREFEFPR > FEREL  HENF
- WHDR B 0 3B & F v (cost-effectiveness ratio) 3 i ¥ =0 A sz
(mcremental cost- effectlveness ratio, ICER ) » 12 8 it 45 3| B 55785
-'s:m,r.«f;’,% @B & o

$%ﬂt%&#ﬂ1i@¢"o%{}ﬂé%@%ﬁ&%%ﬁ#*i’“ﬁ
PR BB AR Ak AR T R B - Arein g

o

e SR
= EHL #a*t—?rt e
Vq,

-

‘»_ "&N %p -—~‘
\\ﬁr Iy

N

NNV
T L. o
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ﬁ%ﬁ%oﬁﬂqﬁﬁw’*”ﬂ&%ﬁﬁiﬁﬁ"“k%@&.EM?&
hock AFBINT S 5T Bl d R AkE o BIA P T RS AT
G50 e B v %P - BA S #F (area of uncertainty ) 0 FE B

BRI P FEES A%k 0 VERE I T HEY FTH0R% o
Ly %%@Lﬂfﬁ#’?*i%#%*wﬁéﬁ e =Y o
otk e %ﬁ(ﬁ%ka%)ﬁﬁﬁﬁﬁ’ LR A (BFpdz
Qﬁ?"ﬁ/;‘—lltdg“ mviz)»:g.) ’J%f'p‘..,.r ;__P\"&E.f{?p ’3"‘577/\7']%—%:51
ﬂ,éﬁeﬁadiaﬁﬁ’zmﬁ%ﬁﬂnﬁé$%ﬁﬁ’*ﬁﬁ—
TR (G- &) OFRIRFLE - TUERBE - L ARBEAFR
&ﬁﬁpﬁ,%ﬁﬁb?%%%fggﬁw?ﬁm@%ﬁ}(eh@@
l]“}_,%'?fﬁ" }ﬁﬂ*:&_'ﬁ/?] ij’—P‘wj _&;upmﬁr]/r}%>,,§’#
B gg;@gg“%g% BAF X5 454% 0 2 R chpE R F B IR E (S
6-9 7 o LA P W FE N L B g TR BB E
uéaﬁﬂ%ﬁﬁgﬁ’vW% &%nﬂh*&%@%£meaﬁﬂﬁ’ﬂ
mﬁi;#%\ﬁ AR REEY o mBEOSYRE R D IZQJB%\IL NG B ok i
z'é‘fﬁ# BA 3 E BRI Aot € SRR EH e L0 o &
m%rﬂéﬁﬁf&www‘%#wﬂliw?ﬂ%ﬁié%ﬁﬁ
( Quality-adjusted life-year, QALY ) > P % L 42 19 2 o & i {F 34
w@—ﬁﬁm%oﬂﬁﬁpiﬁnﬁﬂgv%wﬁﬁﬁﬁﬂBﬂwié
Hopopiese > 2 LR ipRocsk o 2 P BT MR o RS T
W%%ﬂ(?ﬁm&i)$%°éﬁﬁ'wyrwﬁ**in’ﬂ&’ip
FH XA E LA NP L P R e TR R BRE R TRk 2Tk P
T e RIDFZEBEFIFHNIF cKFEARN e R A A
et jF - FPpr A3 FPRAF I ER L 600 & (F -
’E?'J 4200 = ) b #5.(0.5mg) 5 165 ~ > E4g 5 119 ~ > F 3§ it 5 187
o B >t %L_a,.{iljl;}-%-% —\,Kr_« pgﬁ;r}%ﬁmw-ﬁ AN )];54 N B;_*K

P 8

\

k

“J

‘e\\ﬂf -nJ

e

¥

qﬂﬁ%£W$W$mF?ﬂ%T°%?%~m% FlewmERS 3
i® 2 E’n-)}%ca- v 0 Fpt g 5 — =X ¥ P HBV ]ﬁi—% = sk 4 2,000 oo d AT
%Mﬁﬁﬁﬁﬁﬁéﬁiﬁﬁﬁiﬁ%ﬁﬁ%%’f&ﬁaa% = o

ﬁ?ﬁgﬁﬁﬁw,jﬁﬁ—ﬁ}mV%iiﬁ%?iﬂé5@0a°

,{ﬂ']l#g—% T R

%%IE'TE' El% /r% i B e i B

P 660 &1 - =% £#321-x A3 -=x £ 30 - =%
ilﬁwg,: (CBC+D/C) 270 &' - =% #30-x H31-x 30 -
S 3 it th & (AST/ALT) 100 # 7 — = #301-x% &30 - #30- =
T itk & (BUN/Cre) 80 #30 - =% #30 -
PfEras2dd (AFP) 200 E 67" -=% H6'-=  E 6= 61 - =
HBsAg/HBeAg 500 #39"-=x #H33-x H3I1-x #30-=%
HBV 7 4 2 2000 # 6% -=x HI12'-= E67-=% 67 - =%
$E A 643 H6rP-H% HE'-x% H61 - =% #6" - =
EERH 20,046 9,806 12,126 12,126
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5%
-~ ERAFEZ IR
(=) efhBEREFRLERUFFRiR [£- > 2]

ANpER L Sk Fino ~«P§}!;;%ﬂ;4\pm\ [&]%Fﬁrm‘ «}L’H Rl P
Freizdm® u,t»,\gf IR CRAE - wgﬁr*u& rsésf?%é‘%‘f g
ITVK%Fmi%PmN B 7 228 @ & X EE I‘E’!”,&"F}f o H ¥ M4 167 =
(73%) » T30 # 35 f o @ PR T T30 F o 0 T 80%: s 4
BT 6B (Y36 a0 @ 20%HR FHRR TN 12 B0 s
B (3363 ) B Fin ™ ALT E 44% 5 & § B:02-5 5 » 4% ALT &
ErFESBUL o BFTHEAES 6541loglUmL > 2 90%:hE %

it

Z_m ‘}%‘f}rﬁ% ¥ % > 20,000 IU/mML - m B 3] ’94’-‘:1)‘\:3)1'\}—‘,-%‘ £ 7] 0 66% 5 A F
A B'34% 5 £ 713 CoH ¢ TahB A3+ L £ 6 Lk 5 4.01 log IU/mL-

[+

|

A
* \ﬁ:

B E Ry X I3330Faya R 18 0 MFH R WA T W (<40 IU/mL)
e’v’waé 5 277% > 2 &bt 2 3 379% (%S 6B )% 551% (Hie
Fi5 15 %) (M- 1hioh i dmgT 4L1%L % 54 £ 508 2,000
IUmML > %1% 637" & 347% > @ & 158123 443% - [R=-]
e FLR ) & e Koo R R n03% bt 2 % 343%(1R S 6 B )
2 477% (2 15% ) [B=] #En/m’e#m@'f“@;” e i I en

LRl R ERE21.1% FH P 3 29.5%(R %5 6B )E 38.6%( B
Zis158% ) [Blw |5 ¢ » ’J)a Z%m%'z‘iz' %\W&Pm}gﬂlﬂi v B iR br
AT 3%(BES 15 F )[BT ]

(—’)e#m}ﬁ’fgl“*ﬁ'*‘fi{‘f»ﬂl:“%%m% [#= ~2 ~ 1]

et FrRR 1:5% 171 e FRIEESORE R TIY 52
FehE oA+ E mmi,?‘ o HY P FME 6] Ti(86%) » TEE#R L 46
oo i m ARLBIUES 5 el H & 50 2 (70%) o R F e fwAF
# i (ALT)enT 2@ 5 144 TU/L - 41 fi,&'?f(Sfﬁ%)ﬁ” ALT & 3 &+ ¥ @
-5 14 R FHALT i 8 ¥ e 5 02t (20%) - eré‘?iiﬁ
HBsAg T 3= & 5 3.01 log IU/mL(n=47) » T i‘![ﬁa £ 5 5.65
logiolU/mL » 76% (n=45)5 A F]13| B> &isfkw > =3 4 x,_,&iz (6% )
LR L o

AATERE IR R0 2 6l BRERX 12 B FRF DY
WAk E 12 B2 B4 2 HBsAg T3 E 5 1.22 log)o IU/mL(n=27) -
Tiapmd £ 5 2.22logolU/mL (n=44) - * B » § 39% % R A E AR
L ¥ > B4%R e d £ M0 2,000 IU/mL - * A PdgFg5 ¢ > 5 6
':% #5-)&4{524 i " mliﬁ’%/r}%"ﬁf\m}%‘ % 24 " J"?\Eé?’;\“ffa
$5R¢ﬂb B e HBsAg T35 % 5 1.09 logyo [U/mL(n=5) > T 32554 £ 5
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1.37 logiolU/mL = - % » § 50% & % cF# it w4 & % > 83% & &
# & 3% 2,000 TU/mL - ¥ * {& {9 - ﬁm{ 4 —"—"ﬁ 2 &iﬁﬁﬁ 736
B2 i A F R F TR o LTS HBsAg #-0.16 logio IU/mL -
# % » 0.78 log;)lU/mL - & 2 R AR T R ¥ o y};»jfr =
1+ 2,000 TU/mL o I p“pF > £ 5 9 fhad %iﬁ)’r 2 re R A (ARE

F134%)> 3 i %,—*‘;Ei 4 %\ FLR o ,Piﬁ#ﬁ (Ffsdx 43%)°

-EA,\ﬁ B Pz @* ,9—13‘%—% L%k o iz E T 359 HBsAg &
1.11 log;o IU/mL(n=22) > ]?5-* £ 5 2.32logolU/mL(n=35) o 3% 5 = 48 1t
¥t 55 359% 0 @ oma £ 2000 TU/mML et 5 5 82.9% o 4 47
54 =t inEE{S 12 B Y P T35 HBsAg & 1.16 log)o IU/mL (n=22) i
% % % 3.37 log;olU/mL (n—33) S FH A WA T T F G 62.9% 0 A

%3t 2,000 TU/mL vt 5 5 57.6% o &~ 47 33 =3 i & (s 24 B
%i‘ » I 351 HBsAg % 0.79 logi IU/mL (n=18) » J+ & 5 2.82
loglolU/mL (n—28)°“4'-x4 e AT K A F 5 727% A A 13 2,000
[U/mL st % 5 64.3% (n=28) o & #7 16 23t ie & {5 36 B * m&ﬁ ) I
2 HBsAg & 0.42 logio IlU/mL (n=8) > Jz# & 5 1.84 log;olU/mL (n=3) °
R TARE FantF L 813% 0 @ -‘Iﬁii‘; £ ™3t 2000 [U/mL st 5 5
66.7% (n=3) - [B]= ~ ~]

-t n iR A2 A RERDRFE LT o B EHC
72,759 B A PP o1 EN2EZ 3 EPEGIRN R AFEF L F A
5 72% 0 72%% 134% - [B-]1% - * & > & B 77, 181 B A p @ >
Wl EN2EZ 3 EDLGfRERE L F L E L 28% 0 43%% 43% -
(B4 ]

(= ) efwr%—r Bf RS T ORE S [£4 7]
£ % 170 = e:}mﬁf’l‘% MR b Fu/p)%‘mﬁ"'“ » Hd F 115
11(68%) TinE#: NEk-HP AR ﬁ#m}ﬁqqéﬁn el s 128
(75%) © i 9%2 it (ALT)en T 3518 % 401 TU/L > & 53 = & % (31%)
S ALT B 5 0 F Ben2-51 > 84 z:,&—fmALT L IE_ETJS ot
(49%) o wicf o & HBsAg T35@ 5 3.82 log;o IU/mL (n=101) > L35
i £ 5 7.03 10gloIU/mL 50%(n=100) 5 & F14| Bo tisg# > £ 4 25
fi,é;"g,‘ (15%) Z9FA Y o T\ X KR 233 B2 » 29 53 =
G1%)8% = & 14 1 s o
DT R R %R E T 6 B BT IR TIHA R
2,000 IU/mL sc % o j5%kfs 1 & ~2 & % 3 & cvHBsAg & %) % 3.38 »
3.34~334log;oIU/mL > @ i t6 1 # ~2 & 3 &2 4 & dupd & 4 5] 5
1.61~1.28~1.17 2 1.43 logoIU/mL - ¥ *F & %] 3% 82.2% ~ 85.6% ~ 85.2%
2 85T%RE AU kg - E D E S E v EAs R ALT w
- 4 O[E\%‘]#]ﬁ:ﬁﬁié‘féﬁﬁ%i PP= N S N SN SN S 3 - DAY
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Feis o AulF 70.1%  85.3%~ 93.1%% 90.0%iE ¥| HBV DNA 4> 60
TU/MmL - [@= ]

- H AT e R X e PRk 2 BB L o N
PERAEHI2LTIO A P52t 1 &2 & 3 &% 4 &medihif 4
BAEE A F A0S 269% 53.0% ~ 669~ 82%  [R=]F - * & » tif
%umpm%&ﬂﬁ’*13~2&\&E£4&ﬁeﬁ&ﬁﬁ%ﬁ%i
S ulE 16.7% ~352% ~ 43.1%% 50.4% < [Mz] ¥ - % 6 fif B
170,550 4 P i3 20 1 & <2 & 3 &2 4 & chiEp B 55 2 54
S5 0% 1.6% > 1.6%% 4.3% - [F+ ]

(w)eﬁ&@ﬁ&ﬁﬁﬁrWE‘ o [E2 ]

fifek 148 e RIS ERL L FnhkF 0 B Y 71 108
2(73%) > ToEEE L 5S4k o B ARSBIOES ERichF 5 110 =
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Variables HBeAg neg pts
N=228
Age 35(9)
Male, n(%) 167 (73)
Genotype B n=155 103 (66)
Treatment naive, n(%) 172 (76)
LC, n(%) 12 (5)
Treatment duration, wk 30.0 (11.9)
6M, n(range) 183 (10-36)
12M, n(range) 45 (36-127)
ALT (U/L) 234 (149)
ALT <2X, n(%) 28 (12)
ALT 2-5X, n(%) 99 (44)
ALT >5X, n(%) 100 (44)
HBsAg (logjo IU/mL) n=119 4.01 (0.92)
<100, n(%) 4(3)
100-999, n(%) 9(8)
1,000-9,999, n(%) 34 (29)
>10,000, n(%) 72 (61)
HBV DNA (logio IU/mL) n=200 6.54 (1.61)
<2,000, n(%) 13(7)
2,000-19,999, n(%) 503)
20,000-199,999, n(%) 23 (12)
200,000-1,999,999, n(%) 28 (14)
2,000,000-19,999,999, n(%) 61 (31)
Data >20,000,000, n(%) 70 (35) are

expressed as mean(standard deviation) or number (percentage) accordingly.
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Parameters Value
At EOT N=228
ALT (U/L) 85 (72)
HBsAg (logio IU/mL) 3.04 (1.29)
HBV DNA (logjo IU/mL) 4.21 (2.18)
ALT normalization, n(%) 62 (27.7)
DNA<2000 IU/mL, n(%) n=185 76 (41.1)
E loss, n(%) 47 (23.0)
E seroconversion, n(%) 43 (21.1)
S loss/seroconversion, n(%) 2(2)
At EOT M6
ALT (U/L) 113 (177)
HBsAg (logio IU/mL) 2.77 (1.38)
HBV DNA (logjo IU/mL) 4.73 (2.33)
ALT normalization, n(%) n=211 80 (37.9)
DNA<2000 IU/mL, n(%) n=183 64 (34.7)
E loss, n(%) 72 (34.3)
E seroconversion, n(%) 62 (29.5)
S loss/seroconversion, n(%) 333
At EOF

Duration after DC IFN, wk 76 (30)
ALT (U/L) n=69 54 (45)
HBsAg (logio IU/mL) 3.17 (0.93)
HBV DNA (logio IU/mL) 4.28 (2.35)
ALT normalization, n(%) 38 (55.1)
DNA<2000 IU/mL, n(%) n=70 31 (44.3)
E loss, n(%) 21 (47.7)
E seroconversion, n(%) 17 (38.6) Data are expressed
S loss/seroconversion, n(%) 333 p

as mean(standard

deviation) or number (percentage) accordingly.
EOT: end-of-treatment
EOF:end-of-followup
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Variables HBeAg neg pts
N=71

Age 46(9)

Male, n(%) 61(86)

Genotype B/B+C/C, n=45 34/2/9

Treatment naive, n(%) 50(70)

LC, n(%) 4(6)

Treatment duration, wk 52 (27)
6M (range), n 10 (14-31)
12M or more (range), n 61 (41-165)

ALT (U/L) 144 (104)
ALT <2X, n(%) 16 (23)
ALT 2-5X, n(%) 41 (58)
ALT >5X, n(%) 14 (20)

HBsAg (logio IU/mL) n=47 3.01 (0.84)
<100 5
100-999 15
1,000-9,999 23
>10,000 4

HBV DNA (logio IU/mL) 5.65 (1.38)
<2,000 2
2,000-19,999 8
20,000-199,999 18
200,000-1,999,999 19
2,000,000-19,999,999 16

Data 520,000,000 8 are

expressed as mean(standard deviation) or number (percentage) accordingly.
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Parameters Value
At 6M N=67
ALT (U/L) 127 (121)

HBsAg ( logio IU/mL)
HBV DNA (log;o IU/mL)

1.26 (1.46) n=17
2.66 (2.02) n=47

ALT normalization, n(%) 15 (22)
DNA<2000 IU/mL, n(%) 33 (70)
At 12M N=61
ALT (U/L) 93 (119)

HBsAg ( logio IU/mL)

HBYV DNA (logio IU/mL)
ALT normalization, n(%)
DNA<2000 IU/mL, n(%)

1.22 (1.78) n=27
2.22 (1.80) n=44
24 (39)
37 (84)

At 24M

ALT (U/L)

HBsAg ( logjo IU/mL)
HBYV DNA (logio IU/mL)
ALT normalization, n(%)
DNA<2000 IU/mL, n(%)

N=6
81 (90)

1.09 (1.09) n=5
1.37 (1.15)

3 (50)

5 (83)

At 36M

ALT (U/L)

HBsAg ( logio IU/mL)
HBYV DNA (logio IU/mL)
ALT normalization, n(%)
DNA<2000 IU/mL, n(%)

N=2
31 (8.5)
-0.16 (1.26)
0.78 (0)
2 (100)
2 (100)

mean(standard deviation) or number (percentage) accordingly.
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Parameters Value

At EOT N=64

ALT (U/L) 120 (153)
HBsAg (logio IU/mL) 1.11 (1.84) n=22
HBV DNA (logjo IU/mL) 2.32 (1.87) n=35
ALT normalization, n(%) 23 (35.9)
DNA<2000 IU/mL, n(%) 29 (82.9)
Cumulative S loss, n(%) 5(7.2)
Cumulative S seroconversion, n(%) 2 (2.8)

At EOT 12M N=54

ALT (U/L) 78 (215)
HBsAg (logio IU/mL) 1.16 (1.77) n=22
HBV DNA (logjo IU/mL) 3.37 (2.09) n=33
ALT normalization, n(%) 34 (62.9)
DNA<2000 IU/mL, n(%) 19 (57.6)
Cumulative S loss, n(%) 5(7.2)
Cumulative S seroconversion, n(%) 3(4.3)

At EOT 24M N=33

ALT (U/L) 47 (82)

HBsAg (logio IU/mL) 0.79 (1.98) n=18
HBV DNA (logio IU/mL) 2.82 (1.36) n=28
ALT normalization, n(%) 24 (72.7)
DNA<2000 IU/mL, n(%) 18 (64.3)
Cumulative S loss, n(%) 9(13.4)
Cumulative S seroconversion, n(%) 34.3)

At EOT 36M N=16

ALT (U/L) 38 (36)

HBsAg (logio IU/mL) 0.42 (1.38) n=8

HBV DNA (log;o IU/mL)
ALT normalization, n(%)
DNA<2000 IU/mL, n(%)

1.84 (1.46) n=3
13 (81.3)
2 (66.7)

Data are
expressed as

mean(standard deviation) or number (percentage) accordingly.
EOT: end-of-treatment
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Data are expressed as mean(standard deviation) or number (percentage) accordingly.

Variables HBeAg pos HBeAg neg
N=170 N=148

Age 42 (11) 54 (13)

Male, n(%) 115 (68) 108 (73)

Genotype B, n(%) 50 (50) n=100 64 (69) n=93

Treatment naive, n(%) 128 (75) 110 (74)

Lamivudine exposure 22 (13) 27 (18)

LC, n(%) 25 (15) 40 (27)

Treatment duration, months 33 (14) 29 (13)
<12M, n 503) 3(2)
12-24M, n 52 (31) 65 (44)
24-36M, n 60 (35) 45 (30)
>36M, n 53 (31) 35(24)

ALT (U/L) 401 (519) 261 (341)
ALT <2X, n(%) 33(19) 45 (30)
ALT 2-5X, n(%) 53 (31) 53 (36)
ALT >5X, n(%) 84 (49) 50 (34)

HBsAg (logo I[U/mL) 3.82 (0.93) n=101 3.13 (0.68) n=68
<100 503) 2 (1)
100-999 12 (7) 21 (14)
1,000-9,999 39 (23) 40 (27)
>10,000 114 (67) 85 (57)

HBV DNA (log;o IU/mL) 7.03 (1.38) n=163 5.76 (1.42) n=146
<2,000 0(0) 4(3)
2,000-19,999 6 (4) 23 (16)
20,000-199,999 14 (8) 25 (17)
200,000-1,999,999 28 (16) 44 (30)
2,000,000-19,999,999 34 (20) 27 (18)
>20,000,000 88 (52) 25 (17)
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Data are expressed as mean(standard deviation) or number (percentage) accordingly.

HBeAg pos HBeAg neg
N=170 N=148
At 6M
DNA< 2000 IU/mL at 6M 106 (94) n=113 80 (96) n=83
At 12M N=163 N=144
ALT (U/L) 31 (24) 29 (21)

HBsAg ( logio IU/mL)
HBV DNA (log;o IU/mL)

3.38 (0.68)n=38
1.61 (1.01) n=117

2.69 (0.79) n=37
1.31 (0.77) n=94

ALT normalization, n(%) 134 (82.2) 122 (84.7)

DNA <60 IU/mL, n(%) 82 (70.1) 85(90.4)
Cumulative e loss 40 (26.9) -

Cumulative ESC, n(%) 26 (16.7) -

Cumulative resistance, n(%) 00 0(0)

At 24M N=132 N=92

ALT (U/L) 26 (15) 28 (17)

HBsAg (logio IU/mL) 3.34(0.51) n=33 2.41(0.71) n=16
HBV DNA (logio IU/mL) 1.28 (0.60) n=102  1.05 (0.17) n=71
ALT normalization, n(%) 113 (85.6) 82 (89.1)

DNA < 60 IU/mL, n(%) 87 (85.3) 71 (100.0)
Cumulative Eloss, n(%) 65 (53.0) -

Cumulative ESC, n(%) 47 (35.2) -

Cumulative resistance, n(%) 2 (1.6) 0

At 36M N=81 N=48

ALT (U/L) 34 (72) 25 (12)

HBsAg (logio IU/mL) 3.34 (0.50) n=34 2.62 (0.80) n=9
HBV DNA (logjo IU/mL) 1.17 (0.60) n=72 1.09 (0.31) n=36
ALT normalization, n(%) 69 (85.2) 42 (87.5)

DNA <60 IU/mL, n(%) 67 (93.1) 36 (94.4)
Cumulative e loss 72 (66.9) -

Cumulative ESC, n(%) 52 (43.1) -

Cumulative resistance, n(%) 2 (1.6) 0

At 48M N=21 N=17

ALT (U/L) 32 (44) 24 (11)

HBsAg ( logio IU/mL) - 232 ()n=1
HBV DNA (logjo [U/mL) 1.43 (1.40) n=20 1.04 (0.17) n=14
ALT normalization, n(%) 18 (85.7) 16 (94.1)

DNA <60 IU/mL, n(%) 18 (90.0) 14 (100.0)
Cumulative e loss 76 (82) -

Cumulative ESC, n(%) 55(50.4) -

Cumulative resistance, n 3(4.3) 0
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Data are expressed as mean(standard deviation) or number (percentage) accordingly.

Parameters HBeAg pos HBeAg neg
N=53 N=91

Age 40 (10) 54 (12)

Male, n(%) 37 (70) 64 (70)

Genotype B, n(%) 10 (53) n=19 31 (76) n=41

Treatment naive, n(%) 43 (81) 82 (90)

LC, n(%) 9(17) 37 (41)

Treatment duration, months 24.2 (10.7) 26.5(9.1)
<12M, n 7 (13) 9(10)
12-24M, n 17 (32) 27 (30)
24-36M, n 21 (40) 42 (46)
>36M, n 8 (15) 13 (14)

ALT (U/L) 282 (313) 185 (295)
ALT <2X, n(%) 15 (28) 39 (43)
ALT 2-5X, n(%) 15 (28) 32 (35)
ALT >5X, n(%) 23 (43) 20 (22)

HBsAg (logjo IU/mL) 3.55(0.72) n=26 2.95 (0.84) n=76
<100 1(4) 709)
100-999 4 (15) 23 (30)
1,000-9,999 12 (46) 44(58)
>10,000 9(395) 2(3)

HBV DNA (logjo [U/mL) 6.47 (1.89) 5.04 (1.50)
<2,000 3 (6) 7 (8)
2,000-19,999 7(13) 18 (20)
20,000-199,999 24 28 (31)
200,000-1,999,999 9(17) 20 (22)
2,000,000-19,999,999 10 (19) 11 (12)
>20,000,000 22 (42) 7(8)
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Data are expressed as mean(standard deviation) or number (percentage) accordingly.

Parameters HBeAg pos HBeAg neg
N=53 N=91

At 6M

DNA< 2000 IU/mL at 6M 40 (83) n=48 71 (93) n=76

At 12M n=47 N=85

ALT (U/L) 31(21) 38 (30)

HBsAg ( logio IU/mL) 3.61 (0.43)n=14 2.97 (0.95) n=50

HBV DNA (log;o IU/mL) 1.99 (1.12) n=43 1.37 (0.97) n=74

ALT normalization, n(%) 37 (79) 64 (75)

DNA <60 IU/mL, n(%) 22 (51)n=43 61 (82) n=74

Cumulative e loss 11 (24.1) -

Cumulative ESC, n(%) 8 (16.9) -

Cumulative resistance, n(%) 4 (8.1) 1(1.2)

Change medicine, n 6 3

At 24M N=30 N=68

ALT (U/L) 27 (21) 44 (58)

HBsAg (logo [U/mL) 3.69 (0.37) n=9 2.85 (1.08) n=21

HBV DNA (log;o IU/mL) 1.61 (1.02) n=27 1.68 (1.64)

ALT normalization, n(%) 27 (90) 51(76)

DNA < 60 IU/mL, n(%) 18 (67) n=27 51 (81) n=63

Cumulative Eloss, n(%) 17 (44.9) -

Cumulative ESC, n(%) 12 (29.5) -

Cumulative resistance, n(%) 11(27.2) 6 (8.7)

Change medicine, n 12 10

At36M N=13 N=27

ALT (U/L) 39 (29) 41 (51)

HBsAg (logio IU/mL) 3.22(0.47) 2.75 (0.53)

HBYV DNA (logio IU/mL) 2.25(1.85) 1.61 (1.39)

ALT normalization, n(%) 9 (69) n=13 20 (74) n=27

DNA <60 IU/mL, n(%) 6 (60) n=10 18 (82) n=22

Cumulative e loss 19 (66.0) -

Cumulative ESC, n(%) 13 (35.3) -

Cumulative resistance, n(%) 12 (37.2) 10 (23.7)

Change medicine, n 1 4
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Data are expressed as mean(standard deviation) or number (percentage) accordingly.

Parameters Monotherapy LdT/ADV ETV P
N=33 N=13 N=7
Age 38 (11) 45 (6) 39 (7) 124
Male, n(%) 23 (70) 8 (62) 6 (86) 532
Genotype B, n(%) 7 (64) 3(38) NA 370
Treatment naive, n(%) 25 (76) 11 (85) 7 (100) 242
LC, n(%) 6 (18) 4 (31) 0 (0) 297
Telbivudine treatment 29 (8) 19 (11) 12(4) <.001
duration, months
ALT (U/L) 314 (351) 189 (151) 305 (347) 478
HBsAg (logio IU/mL) 3.52 (0.65) 3.60 (0.85) NA 789
HBYV DNA (logjp IU/mL) 5.92 (1.95) 6.85 (1.44) 8.38 (0.56) .004
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Data are expressed as mean(standard deviation) or number (percentage) accordingly.

Parameters Monotherapy =~ LdT/ADV ~ ETV P
N=33 N=13 N=7

At 12M

ALT (U/L) 34 (28) 42 (28) 29 (19) .505

HBV DNA (logjo [U/mL) 1.57 (0.90) 3.81(1.82) 236(0.57) .075

ALT normalization, n(%) 26 (78.8) 8 (61.5) 5(71.4) 487

DNA <60 IU/mL, n(%) 28 (96.6) 5(41.7) 6 (85.7) <.001

Cumulative e loss 9(31.9) 0(0) 1(14.3) -

Cumulative ESC, n(%) 6 (20.0) 0(0) 1(14.3) -

At 24M N=25 N=11 N=1

ALT (U/L) 34 (38) 54 (98) 19 .637

HBV DNA (log;o IU/mL) 1.32 (0.68) 2.86 (1.06) 1.46 185

ALT normalization, n(%) 21 (84.0) 10 (90.9) 1 (100.0) 1.00

DNA < 60 IU/mL, n(%) 24 (96.0) 9 (81.8) 1 (100.0) 279

Cumulative Eloss, n(%) 13 (50.5) 1 (16.7) 3(84.3) -

Cumulative ESC, n(%) 10 (36.7) 0(0) 2 (39.3) -

At 36M N=12 N=8 N=0

ALT (U/L) 48 (34) 22 (8) NA -

HBV DNA (logio [U/mL) 1.73 (1.56) 2.70 (1.48) NA -

ALT normalization, n(%) 7 (58) 8 (100) -

DNA <60 IU/mL, n(%) 7 (88) 6 (75) NA -

Cumulative e loss 15 (74.2) 1(16.7) NA -

Cumulative ESC, n(%) 10 (36.7) 0 (0) NA -

Cumulative resistance, n(%)
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Data are expressed as mean(standard deviation) or number (percentage) accordingly.

Parameters Monotherapy LdT/ADV ETV P
N=74 N=9 N=8

Age 53 (12) 54 (9) 57 (11) 723

Male, n(%) 50 (68) 7 (78) 7 (88) .568

Genotype B, n(%) 23 (72) 5(83) 3 (100) 831

Telbivudine treatment naive, 66 (89) 8 (89) 8 (100) 1.00

n(%)

LC, n(%) 32 (43) 5(56) 3 (39) 728

Telbivudine treatment 28(9) 23 (8) 17 (7) .002

duration, months

ALT (U/L) 183 (312) 165 (236) 231 (196) .888

HBsAg (logio IU/mL) 2.99 (0.74) 3.03 (0.61) 3.28(0.52) 729

HBYV DNA (logjp IU/mL) 4.88 (1.52) 5.33(0.95) 6.11 (1.44) .071

48



22 9l et RIEMEMEB AT LR FHX F Lm0 R 2Rk Bdy

EnsVESY SRS i)

=5 B

Rom o/

Data are expressed as mean(standard deviation) or number (percentage) accordingly.

Parameters Monotherapy = LdT/ADV ETV P
N=74 N=9 N=8

At 12M N=70 N=9 N=8

ALT (U/L) 36 (23) 62 (66) 29 (6) .033

HBYV DNA (logio [U/mL) 1.11 (0.33) 2.81 (2.04) 2.50(1.78)  .023

ALT normalization, n(%) 53 (75.7) 5(55.6) 8 (100.0) .083

DNA <60 IU/mL, n(%) 60 (100.0) 6 (66.7) 6 (85.7) .001

At 24M N=59 N=9 N=8

ALT (U/L) 38 (44) 89 (107) 26 (6) .020

HBV DNA (log;o IU/mL) 1.35(1.10) 3.56 (2.63) 2.74 (2.18)  .042

ALT normalization, n(%) 47 (79.7) 3(33.3) 8 (100.0) .004

DNA < 60 IU/mL, n(%) 52 (94.6) 6 (66.7) 5(62.5) .005

At36M N=25 N=6 N=3

ALT (U/L) 42 (53) 37 (19) 45 (39) -

HBYV DNA (logjo [U/mL) 1.32 (1.07) 2.45 (1.65) 1.62 (0.89) -

ALT normalization, n(%) 19 (76.0) 3 (50.0) 2 (66.7) -

DNA <60 IU/mL, n(%) 19 (95.0) 4 (66.7) 3 (100.0) -
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Characteristics Values

n 115

Gender — Male: Female 84: 31

Age 33.9 (15-64)
BL ALT level — no. (%)

2-5x ULN (80-200 U/L) 64 (56%)

> 5x ULN (>200 U/L) 51 (44%)
Treatment duration — no. (%)

6 months 107 (93%)
12 months 8 (7%)
Treatment naive — no. (%) 97 (84%)
Genotype B:C 72 :43
Precore stop codon — no. (%)

Wild-type 85 (74%)
G1896A mutation 30 (26%)
Basal core promoter — no. (%)

Wild-type 71 (62%)

A1762T/G1764A mutation 44 (38%)
Serum HBV DNA (log IU/mL) 6.9 (2.7-8.9)
1s8099917 — no. (%)"

G/G 1 (0.9%)
G/T 11 (9.6%)
T/T 103 (89.6%)
rs3077 —no. (%)

A/A 6 (5.2%)
G/A 41 (35.7%)
G/G 68 (59.1%)
r$9277535 — no. (%) *

A/A 10 (9.0%)
G/A 43 (37.4%)
G/G 61 (53.0%)
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Non-responder  Responder P

(N=85) (N=30)
Sex —no. (%) 0.662
Female 22 (71.0) 9(29.0)
Male 63 (75.0) 21 (25.0)
Age (years) 0.703
Mean + SD 35.7£9.5 36.5£12.0
Baseline ALT —no. (%) 0.469
2-5x ULN (80-200 U/L) 49 (76.6) 15 (23.4)
>5x ULN (>200 U/L) 36 (70.6) 15(29.4)
Treatment duration 0.942
6 months 79 (73.8) 28 (26.2)
12 months 6 (75.0) 2 (25.0)
Prior use of lamivudine 0.859
No 72 (74.2) 25 (25.8)
Yes 13 (72.2) 5(27.8)
Genotype —no. (%) 0.731
B 54 (75.0) 18 (25.0)
C 31(72.1) 12 (27.9)
Precore stop codon — no. (%) 0.125
Wild-type 66 (77.7) 19 (22.4)
G1896A mutation 19 (63.3) 11 (36.7)
Basal core promoter — no. (%) 0.004
Wild-type 59 (83.1) 12 (16.9)
A1762T/G1764A mutation 26 (59.1) 18 (40.9)
Baseline HBV-DNA — no. (%) 0.086
<2x10° ITU/mL 25 (64.1) 14 (35.9)
=2x10° TU/mL 60 (79.0) 16 (21.1)
rs8099917 — no. (%) 0.928
Non-T/T (G/G & G/T) 9 (75.0) 3(25.0)
T/T 76 (73.8) 27 (26.2)
rs3077 — no. (%) 0.007
Non-G/G (A/A & G/A) 41 (87.2) 6 (12.8)
G/G 44 (64.7) 24 (35.3)
1$9277535 —no. (%) 0.092
Non-G/G (A/A & G/A) 43 (81.1) 10 (18.9)
G/G 41 (67.2) 20 (32.8)

Data are expressed as median (range) or number (percentage).
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Data are expressed as median (range) or number (percentage).

Variables ETV LdT P value
N=170 N=53

Age 42 (11) 40 (10) 264
Male, n(%) 115 (68) 37 (70) 768
Genotype B, n(%) 50 (50) 10 (53) .896
Treatment naive, n(%) 128 (75) 43 (81) .380
Lamivudine exposure 22 (13) 4 (8) 285
LC, n(%) 25 (15) 9(17) .687
Treatment duration, months 33 (14) 24 (11) <.001
ALT (U/L) 401 (519) 282 (313) 117
HBsAg (logio IU/mL) 3.82(0.93) 3.55(0.72) 176
HBV DNA (log;o IU/mL) 7.03 (1.38) 6.47 (1.89) .022
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Data are expressed as median (range) or number (percentage).

Variables ETV LdT P value
N=148 N=91

Age 54 (13) 54 (12) .887
Male, n(%) 108 (73) 64 (70) .659
Genotype B, n(%) 64 (69) 31 (76) 440
Treatment naive, n(%) 110 (74) 82 (90) .003
Lamivudine exposure 27 (18) 9 (10) .080
LC, n(%) 40 (27) 37 (41) .029
Treatment duration, months 29 (13) 26 (9) .096
ALT (U/L) 261 (341) 185 (295) .081
HBsAg (logjo IU/mL) 3.13 (0.68) 2.95(0.84) 163
HBV DNA (log;o IU/mL) 5.76 (1.42) 5.04 (1.50) <.001
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Efficacy 3 year cost ALT DNA HBeAg HBeAg
(NTD) normalization negativity  loss rate seroconversion
rate rate rate
Pegylated 135,338 55.1 443 47.7 38.6
interferon
Entecavir 217,053 85.2 93.1 66.9 43.1
Telbivudine 200,367 75 81.3 66.1 354

24 eRBIELERL LA T EA R HLE F AR Ao v (CF
ratio) (% B A # A 176 R EFF 2 Fif i)

C/E ratio ALT DNA HBeAg HBeAg
normalization  negativity  loss seroconversion

Pegylated 2,456 3,055 2,837 3,506

interferon

Entecavir 2,548 2,331 3,244 5,036

Telbivudine 2,672 2,465 3,031 5,660

C/E ratio: cost/effectiveness

ot e ARBEAFRIECAFES L E LR FARR L EE S AonE
(incremental cost-effectiveness ratio, ICER ) (4 jg & v ~ 1716 33 B & 4 2 Z W el

A7)

ICER ALT DNA HBeAg HBeAg
normalization  negativity  loss seroconversion

Pegylated ref ref ref ref

interferon

Entecavir 2,715 1,674 4,256 18,159

Telbivudine 3,268 1,758 3,534 -20,322

ICER: Incremental cost-effectiveness ratio
Pegylated interferon serves as the reference group
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Efficacy 3 year cost ALT normalization =~ DNA negativity
(NTD) rate rate

Pegylated interferon 241,258 72.7 64.3

Entecavir 217,053 87.5 94.4

Telbivudine 174,440 70.6 89.7

Lo e RMMAERIE AR E LB AR L Ak
(C/Eratio) (¥ g & w A 175 FEEY 2 F§ 7))

C/E ratio ALT normalization ~ DNA negativity
Pegylated interferon 3,752 3,319
Entecavir 2,481 2,299
Telbivudine 2,471 1,945

C/E ratio: cost/effectiveness

Lo Lz ek Fé#i.&‘ﬁ«f%—% £ F B E DL #E TR BB A E
vt (iincremental cost-effectiveness ratio, ICER) (¥ g & = A {75 & 2 F 1 hli
77)

C/E ratio ALT normalization DNA negativity
Pegylated interferon  ref ref

Entecavir -1,635 -804
Telbivudine 31,818 -2,631

ICER: Incremental cost-effectiveness ratio
Pegylated interferon serves as the reference group
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HBeAg loss
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59



Bl efREMEE B LA FHEE LR E PR FRAG R 4
ek Jead

HBsAg loss

14
12
10
8 B Yearl
6 HYear2
4 mYear3
2 0 0 O 0O 0 O
0

Peg-Interferon Telbivudine Entecavir

) R e%ﬁ}ﬁl?&'l’z‘_&—“ﬁ PR R TR E L ERE TSR ERL R RS T
Wi R o 2 5

HBsAg seroconversion
4 4
4
mYearl
W Year2
2
W Year3
0 0 0 0 0 0
0
Peg-Interferon Telbivudine Entecavir

60



Bt - cHRIEP LY > BL L2 Eipioh FRAELDIFF L F

Cumulative drug resistance
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