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Figure 1. Rates of Biochemical Response (Panel A) and Virologic Response (Panel B)

after 24 Weeks of Follow-up.

(Patrick Marcellin, et al. N engl J Med 2004;351:1206-17)
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Fig. 5 Asian  patients  with  HBeAg-neganve CHB:  Combined
response al 24 weeks posttreatment (intenton-lo-treat population ).
A significantly higher percentage of patients admimistered peginter-
feron alfa-2a experienced a combined response of ALT normalization
and HBV DNA <2000 copiesfml than ddid patents given

lamivudine

(Piratvisuth T, et al. hepatol Int 2008;2:102-10)
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Fig. 6 Asian patients with HBeAg-negative CHB: Effect of viral and
host factors on combined response (intention-to-treat population) to
peginterferon alfa-2a (Peg-IIFN-2-2a) monotherapy. The combined
response (ALT normalization and HBV DNA <20.000 copies/ml) rate
at 24 weeks posttreatment with Peg-IFN-x-2a was slightly higher for
cgenotype C than genotype B. Baseline HBYV DNA levels had no
influence on combined response. However. the combined response
was markedly higher in patients with baseline ALT =5 x> ULN than
lower levels of baseline ALT

(Piratvisuth T, et al. hepatol Int 2008;2:102-10)



Table 1. Characteristics of patients in the initial study™ and in

the long-term follow-up study

Peginteferon alfa 2a

Peginteferon alfa 2a
+ Lamivudine

Lamivudine

Initial LT study Initial LT study Initial LT study
study study study
n=177 N=116 n=179 N=114 n=181 n=85
G b oL L 40/ 41 40 / 41 411 40 40/ 39 40/ 40 39/39
median)
ﬁi?;ﬁ;‘ﬁfm“'ﬂ 16/ 85 16/ 84 18 / 82 18/ 82 14 / 86 13187
Race
Caucasian 37% 25% 36% 30% 38% 32%
Oriental 651% 73% 63% 71% 62% 68%
Other 2% 2% 1% 0% 0% 0%
Weight (kg, mean) 71.0 69.8 69.7 68.7 70.6 72.0
HBV Genotype A 6% % 6% 7% 4% 6%
B 24% 28% 23% 29% 27% 33%
C 36% 43% 39% 40% 32% 34%
D 31% 20% 30% 21% 35% 26%
Other (E, H, BIC, DIG) 3% 3% 3% 3% 2% 1%
ABY DNA at before 7.1 7.1 7.3 7.2 7.2 6.9
(log10 cp/mL) 7.0 7.0 7.2 7.0 7.0 6.8
g pim 23120 23120 27120 3.1-12.0 28120 35-12.0
mean/ median / range
ALT before treatment a4 4 86.5 90.8 88.2 106.7 851
start (IU/L) 61.5 60.4 64 2 63.1 716 872
mean/ median / range 10.2-508 10.2-454 11.3-514 16.5-514 9.8—-1051 18.0—-543
Presence of bridging
fibrosis or cirrhosis
before treatment start A4 (31%) 33 (28%) 40 (22%) 22 (20%) 53 (29%) 16 (19%)
nf (%)
Use of lamivudine /
MAs prior study
treatment 7 (4%) 5 (4%) 15 (8%) 9 (8%) 9 (5%) 3 (4%)
nf (%)

(Patrick Marcellin et al Gastroentroloav 2009)




Table 2. Patient disposition and overview of response at end of treatment, 6 months post treatment and 1, 2 and 3 years post

treatment

Response Parameter

Initial study (48 weeks of treatment and 24 weeks of follow up)

PeglFMa-2a (n=177) PeglFMa-2a + lamivudine (n=179) Lamivudine (n=181)

n | 0% n | 0% n | %
End of treatment
ALT=1 x ULN 67 38 87 49 132 73
HBV DNA=20,000 cp/mL 144 81 164 92 154 85
HBY DNA =400 cp/mL 112 63 156 a7 113 73
6-months post treatment
ALT=<1 x ULN 105 59 107 60 80 44
HBV DNA=20,000 cp/mL 76 43 79 44 53 29
HBY DNA =400 cp/mL 34 19 35 20 12 7
HBsAq loss 7 5 5 3 0 0

Entered long term follow-up study
M % Follow | 9% Initial study | n | % Follow up % Initial n % Follow- % Initial

up study population study study up study study

population (n=177) population population population | population

(n=116) (n=114) (n=179) (n=85) (n=181)
1 year post-treatment
ALT=1 x ULN 58 50 33 51 45 28 28 33 15
HBV DNA=10,000 cp/mL 35 30 20 35 31 20 17 20 9
HBY DNA =400 cp/mL 17 15 10 14 12 8 6 7 3
HBsAQ loss 4 3 2 5 4% 3 0 0 0
2 years post-treatment
ALT=1 x ULN 37 32 21 32 28" 18 17 20 9
HBV DNA=10,000 cp/mL 32 28 18 24 21 13 10 12 b
HBY DNA =400 cp/mL 18 16 10 13 11 7 3 4 2
HBsAQ loss 7 6 4 6 i 3 0 0 0
3 years post-treatment
ALT=<1 x ULN 36 31# 20 *%* 35 J1* 204 15 18 8
HBV DNA=10,000 cp/mL 32 28# 18## 28 25# lb## 13 15 7
HBY DNA =400 cp/mL 21 18+ 12++ 15 13+ 8++ 5 b 3
HBsAq loss 9 8y 59 9 89 519 0 0 0

(Patrick Marcellin

et al Gastroentroloav 2009)
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Table 1. Baseline and Demographic Characteristics of the Patients

Results
4 P

No. of patients 50

Age, years

Mean + SD 44 + 12
Range 22 ~ 67
Gender, male:female 40:10:00
Serum ALT, IU/L

Mean + SD 97.6 £63.35
Range 21 ~ 284
Serum AFP, ng/ml

Mean £ SD 11.89 £ 22
Range 152 ~133
HBeAg negative, n(%o) 50 (100)
Anti-HBe positive, n(%) 49 (98)
Anti-HCV positive, n(%0) 0 (0)
Baseline HBV DNA (log,, copies/ml)

Mean + SD 6.28 = 1.97
Range 2.49 ~10.16
HBYV genotype, B: C 40:10:00

METAVIR score
Fibrosis 1/2/3/ 4 9/24/13/3 ND¥*1

Inflammatory Activity 1/2/3 24/ 18/ 7 ND*1

ND *: no data available
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Serum Alanine Aminotransferase ( 1U/liter )
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Table 2. Pre-treatment and on-treatment characteristics in patients with

combined response or non-combined response

combined response ™

non-combined response

Characteristic P vaue
n = 24 (48%) n =26 (52%)
Age (years) 46.46 + 12.49 (49.0) 42.31+ 11.33 (42.0) 0.331
Gender 0.7278
Male 83% 7%
Female 17% 23%
Body weight (kg) 67.82+ 9.38 (68.85) 69.78+ 14.19 (69.0) 0.87
BMI (kg/m?) 23.9+ 2.93 (24.2) 24.64+ 3.38 (24.15) 0.736
METAVIR score
Stage of fibrosis 2.21 £0.83 (2.0) 2.2+0.82 (2.0) 0.872
1~2 15 (62%) 18 (69%)
3~4 9 (38%) 7 (31%)
Inflammatory activity 1.79 £ 0.83 (2.0) 1.52 £ 0.59 (1.0) 0.302
0~1 11 (46%) 13 (50%)
2~3 13 (54%) 12 (46%)
Baseline ALT 103.25 + 68.85 (79.0) 92.38 + 58.7 (74.5) 0.021
>5xULN 8% 4%
>2~5xULN 38% 38%
= 2XULN 54% 58%
Peak ALT level weeks 0~48 1o 09 + 10537 (176.0)  192.12+144.44 (1515)  0.931

(IU/L)



Table 2. Pre-treatment and on-treatment characteristics in patients with
combined response or non-combined response

combined response* non-combined response

Characteristic P vaue
n =24 (48%) n =26 (52%)
Baseline HBV DNA
aseling v 6.32 + 2.27 (6.96) 6.31 + 1.43 (6.16) 0.63
(logyo copies/ml)
HBV DNA at k 12
 at wee 2.79 + 1.25(2.0) 2.79 + 1.19 (2.0) 1.00
(logyo copies/ml)
< 312 copies/ml 54% 58%
>312~10000 copies/ml 25% 27%
HBV DNA k 24
at wee 2.54 + 1.12(2.0) 2.85 + 1.52 (2.0) 0.421
(log4o copies/ml)
< 312 copies/ml 71% 65%
>312~10000 copies/ml 17% 12%
HBV DNA at end of treatment
atend ot trealment 5 43+ 0.97 (2.0) 2.65 +1.06 (2.33) 0.076
(log4o copies/ml)
< 312 copies/ml 79% 48%
>312~10000 copies/ml 13% 31%
HBYV genotype 0.294
B 21 (88%) 19 (73%)
C 3 (12%) 7 (27%)

*Combined response : both ALT normlisation and an HBV DNA level of < 10, copies/ ml
% Data are presented by mean =+ standard deviation ( median ) by Wilcoxon Sign Rank test

P Data are presented by number ( percent ) analyzed between combined response and non-combined
response group by Fisher's Exact test



Table 3. Logistic regression analysis on pre-treatment factors and sustained combined respons

Pre-treament factor Comparison Odds ratio (95%Cl) pValue
Age <50 vs =50 0.113 (0.01~1.249) 0.0753
Sex female vs male 1.732 (0.108~27.783) 0.6981
BMI 1 kg/ m” decrease 1.318 (0.94~1.847) 0.109
Baseline HBV DNA 1 logyo unit (copies/ ml) decrease 1.689 (0.748~3.812) 0.207
Genotype B vsC 0.251 (0.011~5.546) 0.3811

multivariate logistic regression
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Case Presentation

e 31 years old female

 Hepatitis B carrier, HBeAg positive
(previous)

« Chronic hepatitis B with acute
exacerbation



ALT (1U/ L)

Anti-HBe(+)

ALT 970 10/1
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Case Presensation

e 31 years old male
« Hepatitis B carrier. HBeAg-positive

e Chronic hepatitis B with acute
exacerbation
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