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Figure1: Geographical distribution of major hepatitis B virus genotypes and worldwide frequency of chronic hepatitis B virus infection
Adapted from the US Centers for Disease Control and Infection
Lancet http://dx.doi.org/10.1016/S0140-6736(14)60220-8
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Table 1 Estimated incidence of acute hepatitis B (AHB) in Japan

Bed No. of No. of DPC No. of acute No. of acute care No. ot AHB Estimated no. of all
volume  acute care hospitals (%) care beds in beds in DPC patients in AHB patients in Japan

hospitals Japan [Ni) hospitals (ni) DPC hospitals (95% confidence interval)

in Japan in July to (Yi)

December (Xi)
2007 2008 2007 2008 2007 2008 2007 2008

=900 64 36 (56%) 36 (56%) 55286 38 420 (69%) 38420 (69%) 57 71 164 (134-194) 204 (171-238)
800-899 31 14 (45%) 14 (45%) 23709 11 825 (50%) 11825 (50%) 16 10 64 (42-86) 40 (23-58)
700-799 53 27 (51%) 26 (49%) 31760 20125 (63%) 19403 (61%) 28 35 88 (65-111) 115 (88-141)
600-699 108 53 (49%) 47 (44%) 57110 34 226 (60%) 30337 (53%) 39 39 130 (101-159) 147 (114-179)
500-599 170 93 (55%) 87 (51%) 74701 50 682 (68%) 47 258 (63%) 70 63 206 (172-240) 199 (164-234)
400-499 296 108 (36%) 97 (33%) 101014 47 368 (47%) 42369 (42%) 60 69 256 (210-302) 329 (274-384)
300-399 589 186 (32%) 158 (27%) 143045 62319 (44%) 53116 (37%) 94 70 432 (370-493) 377 (315-439)
200-299 803 180 (22%) 159 (20%) 114 526 43 659 (38%) 38495 (34%) 52 58 273 (220-325) 345 (282-408)
<199 5609 256 (4.6%) 220 (3.9%) 309 087 33001 (11%) 28242 (9.1%) 30 29 562 (420-704) 635 (472-798)
Total 7723 953 (12%) 844 (11%) 910238 341 625 (38%) 309465 (34%) 446 444 2175 (2026-2324) 2391 (2227-2555

DPC, Diagnosis Procedure Combination, Y= Z¥i = Z2Xi/ni x Ni.
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HBV DNA= &= FAE SR (REVEAL STUDY)

EREREEX (n=3,653) Relative Risk
16 7 (95% CI)

] 14.89% 10.7 (5.7-20.1)
U Baseline HBV DNA level (copies/mL)

127 21098 12.17% 8.9 (46-175)
— 105106
107 104—<105

Cumulative incidence of HCC (%)
(00

30010 —
_ Nl ,——"J 74 ZAEH0Y/mLEL ETIE,
6 o FFHRRESHDOIVRINELLS,
4] i 3.57% 2.7(13-56
| . ( )
27 ‘_‘_,—I—’_'-r 137% 1.0(05—22)
1.30% 1.0 (ref)

0 1 2 3 4 5 6 7 8 9 10 11 12 13 (%)
1B i #A R

RO RN BARANLLHESN TS,

Chen CJ, etal. JAMA 2006;295:65-73.



Cumulative Risk of HCC (%)

\¢
VAl

= ERESR

12 - HBsAg Levels at Study Entry

> 1000 1U/mL
10 100-999 1U/mL )
. < 100 IU/mL RO
8 -
6 -
4 -
2 -
0 -

0 2 4 6 8 10 12 14 16 18 20
Follow-up Years _
Chien-Jen Chen. APASL 2012 Oral TSA02

HBSHL/E=H3100 IU/mLLL ETIE., FFREESHD) RIONELLE5S,



PHKRT HDEFRIZEDBRLIFEAETLGED

Serum from 11,893 Taiwanese men without evidence of HCC at enrollment
12 tested for HBsAg and HBeAg

HBsAg+, HBeAg+

[H
o

HBsAg+, HBeAg—

Cumulative incidence of HCC (%)
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Time (years)
HCC: hepatocellular carcinoma Yang Hl et al. N Engl J Med. 2002; 347: 168-74.
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No Detectable Resistance to Tenofovir Disoproxil
Fumarate After 6 Years of Therapy in Patients With
Chronic Hepatitis B
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Fig. 5. Number of patiens with persistent viremia (HBV DNA >400
copies/mL) at the end of each 48-week year of the study.

Kitrinos KM et al. Hepatology. 2014;59:434-442
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* Open-label cohort study of treatment-experienced patients; most with resistance (N=55)
* TDF + ETV combination for ~18 months = 89% undetectable HBV DNA
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Gene (protein) | SCL2246 (OAT1): SLC22A11 (OAT4): ABCC4 (MRP4): ABCC2 (MRP2):  ABCB1 (P-glycoprotein):
SHPs {1 { 1511231809 3463 24 3435
669 1249 1236
41N 3563
3972
4544

Rodriguez-Néwoa S et al. Clin Infect Dis. 2009; 48: e108-16.

ADF, TDFAE I FRMBE DI Fa VR PESICE IEHE O THEMES AR CT,



7TREIL- T//‘I‘\I:)l/?x'ﬁ_kl:ﬁﬁ
ZREERY) M

77'7|'\t}b T /REILIEiA %IT?'f‘H]%::‘fﬂlﬂ’ﬂﬂ)EI*:u
'JTL*“H'%)B ExecCd, KIEEENERD
BLRBRAEZDLDLEESN B,

) DBRFIESIS J:U1l§')/£f|1ﬂ'ﬁ—>%$k1tﬁ(5
RAERESE) . U\&L\iﬁ/—\l X EHICES,

ED#REET AT DIRETHIF VR TEELE
%é‘l“b'lih\ﬁ;éb\ 7FRE JL-TF /RE JUIRER
REEE @*ﬁib\%’?lﬂ




B - Rl E RS HIRHIEIEHIR G

B R.’ﬂﬂ%‘lﬁ%ﬂﬂﬁ I H 25 451 p
n=11 n=29

B/% 9/2 15/14 0.1696
BAIRBFEERR , yrs * 59(38-73) 50(27-84)

HCCHNEE HY /%L 3/8 1/28 0.0984
mIE HY/ %L 3/8 3/26 0.3992
MRAE HY/GL 2/9 3/26 0.8935
FFEE 22 /1R T4RT 2 5/6 6/23 0.2421
T-Bil, mg/dl * 0.9(05-1.3) 0.8(0.4-25) 0.9030
ALT, IU/L * 48 (16-371) 61 (9-1485) 0.2381
sCr, mg/dL * 0.84(0.57-1.09) 0.72(0.44-0.94)

eGFR, ml/min/1.73m? * 74.8(51.9-102.5) 80.9(51.5-1230) 0.0488
RSB A)* 46(12-106) 83(12-117) 0.1017

REKE-EBY)7 U FEMKFETORKERSY Gt BA S5 £1ER)

* Median(range)
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eGFR < 30 mL/%/1.13m2KREDIHE
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SARMIE%3-64 AR TeGFR, MEYEBIET 5,
eGFR < 50 mL/%/1.713m2 K@ dH ST MF) <2.0 mg/dL
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Adefovir C 0 (0/43) 0 (0/0) * Not recommended
Entecavir C 3(1/30) 0 (0/2) = Not recommended
= Extensive human safety data
= Not a preferredfirst-line agentin
Lamivudine @ 3.1 (122/3966) 2.8 (178/6427) treatment guidelines
= Associated with high rates of antiviral
resistance
Tenofovir B 2.2 (27/1219) 2.1 (15/714) = Exensivelnuman seiely dals;

pregnancy class

Antiretroviral Pregnancy Registry Steering Committee. Antiretroviral Pregnancy Registry International
Interim Report for January 1, 1989 - July 31, 2011. Wilmington, NC: Registry Coordinating Center; 2011.
From Clinical Care Options
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HBsAg Clearance’

48 weeks of interferon vs. 1 year antiviral treatment
% of patients

112

HBeAg+
patients

PGS’ PGN® IFN® éLAM‘O ETV® ADV™ TLV'O I TNV™

11°

HBeAg-

patients N/AS

PGS™ PGN& IFN ELAM10 ETV® ADV'® TLV®] TNV

Interferons Antivirals

Marcellin P et al. APASL2012
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Figure 5. ALT Fluctuations in Individual Patients who had HBsAg Loss
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Marcellin P et al. APASL2012

HBsAg HRIZEEWALT flare NEEZSH—IEREMHEZEDEEAILTE !



BHEFX-HFEEICINTAINVAILAEELE(FED)

2 MR 2

Peg—-IFN
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HBV DNA = 104 copies/mL /D
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(Komatsu et al. JID 206;478,2012)

mM=HBY DNA > 6 log copies/mL® 87 o
HBVH + U7 IC&1F 2864 HBY DNAR g . ¢
i - 1 - B ° o8 *
* 34 1 ® o :
M 1 23 s %
1 I% rs=0.64
n=14 n=32 n=11 n=9 K1
o -5 T T T S
o
Mme HBV DNAR (log copies/mL)
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HBV DNA (Log copies/mL)
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HBV DNA (Log copies/m
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Age at Infection

The age at which a person becomes infected with HBV is the main factor determining the outcome.
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Medscape

HBsAg

] 2-7%
[[] <2%

@ HBV/A
B HBvV/B
B HBV/C
] HBV/D

B HBVE
0 HBVIF
[ HBVIG
B HBVH

Source: Expert Rev Vaccines @ 2011 Expert Reviews Lid
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Immunization coverage with 39 dose of HepB
containing vaccines in infants, 2013

= 50% (35 countries or3%)
50-79% (29 countries or 15%)
80-89% (31 countries or 16%)
==90% (117 countries or 60%)

Source: WHO/UNICEF coverage estimates 2013 revision, July 2014. 194 WHO Not available or HepB not in schedule® (12 countries or 6%)

Member States. Map production: Immunization Vaccines and Biologicals,
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Seminar I

Hepatitis B virus infection @\ @
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