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Kronik Hepatit B

Asilama amacina ulasti mi?

Ulkemizde epidemiyolojik degisimler oldu mu?
KHB hastalarinin dermografik ozellikleri

SUT degisikligi...

OAV mi? PEG-INF mu?

KC-S, HCC & KC transplantasyonu...

Vertikal Bulas...

Tedavi de yenilikler?



Asilama-1998

Asilama calismalari basarili, ancak...
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* Egitim dlzeyinin disuk olmasi
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Onemli risk faktorleri olarak kabul edilmektedir



Epidemiyoloji

* Epi

P Toplumdaki hastalik, kaza ve
saglikla ilgili durumlarin
dagilimini, gortulme sikliklarini
ve bunlari etkileyen

* Logo belirtecleri inceleyen bir tip
bilimi dalidir.

* Dem


http://tr.wikipedia.org/wiki/Hastal%C4%B1k

Turkiye’de farkli bolgelerdeki B tipi sarilik tasiyicilik oranlari
( yizde olarak)
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Ulkemizde HBsAg pozitifligi

e 1985-1999 yillari arasinda
HBsAg pozitifligi %5.2

e 2000-2005 yillari arasinda
HBsAg pozitifligi %2.97

Mistik R. Turkiye’de viral hepatit epidemiyolojisi, Viral Hepatit Derg 2007



TKAD

5.471 kisi 23 farkli merkezde taranmis
HBsAg pozitifligi %4
Anti-HBs pozitifligi %32
Anti-HBc I1gG (+) %30.6
Anti-HBe pozitifligi %92.1
Yas ile iliskisi
50-59 yas %5.3
18-30 yas %?2.7




Kizilay Verilerine Gore

1997 yilindan beri kan merkezlerinde
uygulanan donoér sorgulama formu nedeni

Kan dOnérlerinde H ile risk tasidigi distintilen kisilerden kan

alinmamasina bagl rélatif bir azalma

* 1985 yilinda %6.7
* 1988 yilinda %5.3
* 1995 yilinda %4.7
* 2004 yilinda %2.12
* 2009 yilinda %1.21

Taslh O. Turkiye’de kan bankaciliginin yeniden yapilanmasinda Tirk Kizilay’inin rolti 2010



VHSD Saha calismasinin sonuclari

GDA Bolgesinde
Karadeniz

Ic Anadolu
Akdeniz Bolgesi
Marmara

Ege Bolgesi

%3.6
%2.4
%2.2
%2.1
%2.0
%1.4



The characteristics of patients with chronic hepatitis B in Turkey

Mustafa Kemal Celen', Suda Tekin KorukZ, Bilgehan Aygen’, Tuba DaF, Oijiz Karabay:, Selma Tosurr’, iftihar
Koksal’, Hiiseyin Turgut® , Yusuf Onlen’, Ismail Balik'", Necmettin Yildirim'', Mehmet Sinan Dal'?, Celal
Ayaz', Fehmi Tabak®™

Med Glas (Zenica) 2014; 11(1):94-98

 HEP-NET veri tabanina kayith 7871 HBsAg (+)
* 13 merkez katild

Table 1. Distribution of hepatitis B patients according to the
regions of Turkey and the mean age

Regions of Turkey No (%) of patients n;:;(ﬁszi’;':;ﬂ
Southeastern Anatolia 2361 (30 22113
Aegean 1480 (12.9) 32 121532
Central Anatolia 1390 (17.6) 337 110 4
Marmara 1189 (15.1) 30 4149
Black Sea 752 (96 32 7153
Eastern 380 (4.9) 27 12103
Mediterranean 310 (4) 30 345 0

Total 7871 35 (14




%60.9 erkek

Vakalarin %40.4 aile hikayesi yok

%30.8’i kan bagisi esnasinda saptanmis
%22.4 vakada aile ici HBsAg pozitifligi mevcut

Aile ici bulas vakalarinin %63’Unde Anne-cocuk
pozitifligi mevcut

HBeAg pozitifligi %18.9



Tedavi durumu?

%29 takip edilmekte
%71’i tedavi deneyimli

Bu vakalarin %38.9 kombine tedavi
deneyimine sahip

Tedavi deneyimli vakalarin %37.8 interferon
tedavisi almis



. . . Celal Ayaz'!, Suda Tekin Koruk? Aysun Yalci?,
EpldEIﬂlDngy and Risk Factors of Tansu Yamazhan® Bilgehan Aygen®, Selma Tosun® Tuba Dal’,

Hepatitis Delta Infection in Turkey Mustafa Kemal Celen' and Fehmi Tabak®

JOURNAL OF PURE ANDAFPLIED MICECEBIOLOGEY, December 2013,

* HEP-NET projesinde mevcut 7366 HBsAg (+)
* 15 merkez

* Anti-HDV pozitifligi %2.8

 GDA bolgesinde Anti-HDV pozitifligi %4.5



Ko-infeksiyon, HAV!

Takip edilen HBsAg pozitif hastalarin ko-
infeksiyon acisindan durumu ne?

Anti-HAV Ig G ??7??

Gercek hayatta ne siklikta
degerlendirilmektedir?

Yas araliginin bir 8nemi var mi?



The Evaluation of Exposure to Hepatitis A Virus

in HBsAg-positive persons
JOURNAL OF PURE AND APPLIED MICROBIOLOGY, August 2014.

Mustafa Kemal Celen', Kamuran Turker?, Nefise Oztoprak?, Alper Sener?,
Nazan Tuna®, Nevin Ince®, Ilknur Erdem?’, Nese Saltoglu®,
Davut Ozdemir®, Tuba Dal'®, Mustafa Karahocagil'!, Fatma Sirmatel'?,
Fasun Zeynep Akcam®, Fatma Eksi Polat’, Mehmet Cabalak'’,
Suzan Sacar?, Selma Tosun!® and Fehmi Tabak®

* 14 merkez
e 4793 HBsAg pozitif hasta degerlendirildi
e Vakalarin %54.2’sinde HAV serolojisine bakiimis

Yas araligli & Anti-HAV seronegatifligi ?



Agegroups  HAV IgG posttive HAV IgGnegative Total
=19 203 (%73.8) 72 (%26.2) 275
20-25 Genc¢-adelosan HBV 643
20-23 tasiyicilarinin Anti-HAV Ig G 631
30-3 acisindan taranmali ve 4
36044 gereginde asilanmal.... s
45-64 1430 (7093 /1700.3) 1263
65 + 243 (%100) 0 (%0) 243
Total 4483 (%93.5) 310 (%6.5) 4793




Bilgehan AYGEN,2

The Prevalence and Vostafa Kemal GELEN

. . . .. Iftihar KOKSAL,
Epidemiological Characteristics of ~ ssmrosine.
Hepatitis B Virus and Hepatitis C Virus i,

Celal AYAZ!

Coinfection in Turkey Fehmi TABAKS

ABSTRACT Objective: We aimed to determine prevalence and epidemiological characteristics of
cases coinfected with hepatitis B virus {HBV)/hepatitis C virus (HCV) in Turkey. Material and
Methods: The data for this study was obtained from Turk-Hepatitis Registry (HEP-NET} Project,
which includes real-life cohort of hepatitis patients from 15 centers 1in Turkey, and 1s supported by
Viral Hepatitis Society. In the project, 10,165 hepatitis cases were evaluated in 10 hospitals. Re-
sults: According to initial visit results, HEV/HCV coinfection was detected in 99 patients. The ratio
was 974/100 000. The mean age of the cases was 40.9+21.7 years, 56.6% of them were males and
43.4% were females,. The major nsk factors were dental therapy, any surgical procedure, he-
modialysis and blood transfusion. The mean alanine aminotransferase {ALT} levels were 70.9+49.1
IU/L 1n coinfected patients. In 12% of cases HBeAg was posiive. The median HCV RNA level was
found 0 IU/mL {mimmum: 50-maxamum: 2.18x107 [U/mL}), and the median HEV DNA level was
found 2.50x102 [U/mL {minimum: 12-maximum: 1.70x108 [U/mL}). In 8.1% of the patients both
HCV RNA and HEV DNA were positive, and 1n 87.5% of cases HCV infection was dominant. The
most important risk factor was hemodialysis {25%) in this group. Conclusion: This is the most de-
talled study which evalunates the prevalence of HBEV/HCV coinfection in Turkey. HEV/HCV coin-
fection prevalence was not higher than HEV or HCV monoinfections. In cases where both HCV
RNA and HEV DNA were positive, HCV was predominant.



SUT

Kronik Hepatit B Tedavisi
(Degisik: RG- 25/07/2014)

Ik tedaviye baslamak icin; HBV-DNA:10.000 kopya/ml VEYA 2.000 IU/ml ve
HAI 26 veya fibrozis >2

Eriskin hastalarda; ginde 100 mg lamivudin veya 600 mg telbivudin veya 245
mg tenofovir veya 0,5 mg entekavir ile baslanir.

12-18 yas grubu hastalarda lamivudin veya tenofovir kullanilabilir
2-18 yas Lamivudin
12-18 yas Lamivudin, Tenofovir

16-18 yas Lamivudin, Tenofovir, Entekavir



SUT

Kronik Hepatit B Tedavisi
(Degisik: RG- 25/07/2014)

Yo
oy
degisiminde u?an dol

Kullanilan antivirale karsi yan etki gelis.._ you Wa '“«171n baska
ntiy

Ora. ~+alarda gebelik durumunda oral antiviral

bir antivirale gecilebilir.

11

Tenofovir veya entekavir ile tedavi alan hastalarda birinci yilin sonunda halen
“HBV DNA pozitif” olmasi durumunda bu iki antiviral arasinda gecis yapilabilir
veya bu iki antiviral birlikte kullanilabilir.

Peki neden ?
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Akilci llac Dernegi

Bakanlik

SGK

llac Firmalari

42.000 hasta

110 Milyarhk Butce

20.000 TDF, 10.000 ETV, 12.000 digerlerleri



Uluslararasi Kilavuzlar Ne Oneriyor?

AASLD PRACTICE GUIDELINE UPDATE
Chronic Hepatitis B: Update 2009

Anna $. F. Lok! and Brian J. McMahon?

Based on these new findings, the recommendation

for first-line oral antiviral medications has been

changed to tenofovir or entecavir, and adefovir has

been moved to second-line oral antiviral medication.

.. . . . ° feetaen | JOURNAL OF
Clinical Practice Guidelines @EASL HEPATOLOGY

Entecavir and tenofovir are potent HBV inhibitors with  high

EASL Clinical Practice Guidelines: Management of chronic

hepattis B virusfnfecton Darrier to resistance (67,7078,83,92,123] (Fig. 1), Thus, they can
De confidently used as first-line monotherapies 1] (A1),

European Association for the Study of the Liver*

APASL guidelines for HBY management

considered [3]. In general, the first-line therapy should be
Asian-Pacific consensus statement on the management of chronic ETLhEl' ET\.III ar TDF, Emj TIE- ﬂnnd.]mﬂ T.I'EI'EP}" mmld ltE-
LdT, ADV, md LAM. Nonetheless, phamacoeconomic

hepatitis B: a 2012 update




Diger Uluslararasi Uygulamalar

4 1 Therapeutic indications | Go to top of the page

Zeffix is indicated for the treatment of chronic hepatitis B in adults with:

« compensated liver disease with evidence of active viral replication, persistently elevated serum alanine
aminotransferase (ALT) levels and histological evidence of active liver inflammation and/or fibrosis_ Initiation of lamivudine
treatment should only be considered when the use of an alternative antiviral agent with a higher genetic barrier is not
available or appropriate (see in section 5.1).

e S Telbivudine is not recommended for the
JUg treatment for treatment of chronic hepatitis B.

People currently receiving telbivudine
should have the option to continue
therapy until they and their clinicians
consider it appropriate to stop.

chronic hepatitis B

Implementing NICE guidance

Reimbursement for Naive patients:

HBV DNA>10"5copies/ml (eAg+), HBV DNA>10"copies/ml (eAg -) AND AST or
ALT>2XULN, if LCor HCC pt, HBV DNA>10"4copies/ml and AST or ALT> ULN

should be treated. 1 r€atment choice should be
ADV, TDF, ETV0.5mg or LtD.




Kilavuz Onerilerin I. Rasyoneli;
Etkili Viral Baskilama
1 Yillik Tedavi Ardindan Saptanamaz HBV DNA Seviyeleri
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LAM ADV LdT ETV TDF PEG- LAM ADV TDF PEG-
IFN IFN

Bire bir karsilastiran calismalar degil; hasta popllasyonu ve c¢alisma tasarimlari farkli

*By PCR-based assay (LLD ~50 IU/mL) except for some LAM studies.
Adapted from Lok AS, et al. Hepatology 2007;45:507-39; ADV: adefovir; ETV: entecavir; LAM: lamivudine; PEG-IFN: pegylated
Adapted from Lok AS, et al. Hepatology 2009;50:661-2. interferon; LdT: telbivudine; TDF: tenofovir disoproxil fumarate



Studies 102/103 :|:

Eight Year Treatment with TDF for CHB

Phase 3, randomized, double-blind, controlled trials in which adult
patients received ADV or TDF for 1 year followed by open-label TDF for a

study duration of up to 10 years*

Results at 8 Years

TDF 300 ‘

mg

Chronic HBV: (n=426)
(HBeAg- and ]

Open-label TDF 300 mg QD (N=585) 2 year extension

HBeAg+; N=641) ADV
10 mg
(n=215)
Biopsies @ @ @
Year 0 1 2 3 4 5 6 7 8 9 10

* Emtricitabine (FTC) could be added for confirmed viremia on/after Week 72

Emtricitabine (FTC) is not licensed for use to treat CHB
Marcellin, AASLD, 2014, Oral #229
Marcellin P, et al. Lancet. 2013;381:468-75.
Data on File — protocol amendment to extend
to 10 years



Kronik Hepatit B Tedavisinde Kullanilan Orijinal ve
Jenerik Tenofovir Preperatlari

Necati Ormecil, Hasan Ozkan?, Atila Karaalp?
I Ankara Universitesi Tip Fakiiltesi i¢ Hastaliklari Anabilim Dali, Gastroenteroloji Bilim Dali, Sthhiye, Ankara.
2Marmara Universitesi Tip Fakiiltesi Tibbi Farmakoloji Anabilim Dali, Maltepe, Istanbul.

Metot

Bu calisma serbest eczanelerden temin edilen bes farkl
TDF preperati (tablet) ile gerceklestirilmistir. Referans
olarak kabul edilen VIREAD® i{iriin, cesitli ilac
firmalarinca dretilmis olan 4 farkli TDF jenerik
preperatiyla karsilastiriimistir.

Ormeci N. HEBIPA 2014 PS 295



TDF tabletlerinde icerik tekduizeligi sonuclari

Ticari isim Referans ve Test Tenofovir DF (mg)

1 2 3 Ort.Miktar (mg) SD
Referans (Viread®) 300,6304 300,6304 303,2095 301,4901 1,22
Jenerik-1 320,8329 324,0567 314,6002 319,8300 3,93
Jenerik-2 293,1082 298,0514 293,1082 294,7559 2,33
Jenerik-3 314,6002 320,8329 311,5914 315,6748 3,85
Jenerik-4 293,1082 306,0034 317,6091 305,5736 10,01

Ormeci N. HEBIPA 2014 PS 295




In vitro dissolilisyon testi sonuclari

Zaman Referans (Viread®) Jenerik-1 Jenerik-2 Jenerik-3 Jenerik-4
(dakika)

5 304,2841 283,2212 224,7636 303,6393 153,8399

10 309,6571 283,2663 263,8791 313,5256 225,8382

15 312,666 305,3587 285,1562 310,5168 267,3178

30 318,039 306,4333 305,1438 311,5914 299,3409

45 312,666 308,1527 298,0514 309,6571 317,3942

60 316,7495 306,6482 290,3143 299,9857 323,412

f2 Referans % 76,26 % 42,44 % 100 % 27,74
SONUC

Ayni blister igindeki tabletlerde miktar agisindan degiskenlik olmasi, sirasiyla etkinlikte
azalmaya ve olasi virolojik kirilmalara ya da gerekenden daha fazla ila¢ olmasi
nedeniyle istenmeyen etkilere yol agabilir.

In vitro ilag ¢éziindirliikteki bu azalma, in vivo olarak bu ilaglarin mide barsak sisteminde
istenilen oranlarda ¢éziinmediklerini ifade etmektedir. llacin ¢éziinmesinde azalma
emilimde azalmaya, dolayisiyla antiviral etkisinde azalmaya yol agabilir.

Ormeci N. HEBIPA 2014 PS 295




FOUR-YEAR STUDY OF ENTECAVIR EFFICACY AND
SAFETY IN NUCLEOS(THDE-NAIVE HBeAg POSITIVE
CHRONIC HEPATITIS B PATIENTS

Mustafa Kemal Celen?, Tuba Dal?, Celal Ayaz!, Kadim Bayan®, Duygu Mert?, Ozcan Devecit

and Ebru Kursun Oruc®

Department of Clinical Microbiology and Infectious Diseases, Department of Microbiology and Clinica
licrobiology, Dicle University Faculty of Medicine; “Sultan Hospital, Diyarbakir; “State Hospital, Batmar
*State Hospital, Midyat, Turkey

SUMMARY — Entecavir is a2 guanosine analogue with activity against hepatitis B virus. The
aim of this 4-year trial was to evaluate entecavir treatment in nucleos(t)ide-naive HBe Ag-positive
chronic hepatitis B patients. Forty-nine patients received entecavir and nine of them withdrew from
the trial at the end of week 96. The initial mean value of alanine aminotransferase was 79.4+41.5
IU/L, and at the end of the 4-year study period, 90% of patients had alanine aminotransferase values
within the normal range. At week 96, 91.7% of patients had HBYV DNA <300 copies; at month 48,
90% of patients had HBV DNA <50 IU/mL. HBeAg loss was recorded in 7.1% of patients at week
96 and in 12.5% at month 48. 'The rate of HBe Ag seroconversion was 4.8% at week 96 and 7.5% at
month 48. The rate of HBsAg seroconversion was 2.1% at week 96 and 2.5% at month 48. Entecavir
as a potent and safe agent leading to continuous viral suppression proved to be safe and well tolerated

therapy.
Key words: Guant ne — thevapeutic use; Hepatitis B, chronic; Antivival agents — thevapy



EFFICACY AND SAFETY OF TELBIVUDINE VERSUS TENOFOVIR TREATMENT BASED ON THE ROADMAP CONGEPT:
RESULTS FROM A RANDOMIZED, GONTROLLED TRIAL IN HBEAG-NEGATIVE CHRONIG HEPATITIS B PATIENTS
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= 24). All infants received 200 IU of hepatitis B immune
globulin (HBIG) within 24 h postpartum and 20 g of
recombinant HBY vaccine at 4, 8, and 24 wk. Perinatal
transmission rate was determined by hepatitis B surface
antigen and HBY DMNA results in infants at week 28.

RESULTS: At week 28, none of the infants of TDF-
treated mothers had immunoprophylaxis failure, whereas
2 (8.3 %) of the infants of control mothers had immu-
noprophylaxis failure (@ = 0.022). There were no differ-
ences bebween the groups in terms of adverse events
in mothers or congenital deformities, gestational age.,
height, or weight in infants. At postpartum week 28,
significantly more TDF-treated mothers had levels of
HBY DMA < 250 copiesfmL and normalized alanine ami-
notransferase compared with controls (62% s Nnone , ~
< 0.001; 82% vs 61%, &~ = 0.012, respectively).

CONCLUSION: TDF therapy during the second or third
trimester reduced perinatal transmission rates of HBY
and no adverse events were observed in mothers or in-
fants.



TDF monoterapisi yeterli mi?

TENOFOVIR MONO-RESCUE THERAPY IN MULTI-DRUG RESISTANT CHB
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BACKGROUND

\

| MATERIALS & METHODS ||

RESULTS

Tenofovir disoproxil fumarate (TOF) has
demonstrated high antiviral efficacy of
treatment-naive or lamivudine - resistant
(LAM-R) chronic hepatitis B (CHB) virus
infection in the western world.* * However,
TDF mono-resue therapy for the patients
with  multiple nucleos(t)ide analogue
resistance have been studied rarely,

In patients who were treated by TODF
monotherapy from December 2012 to December
2013, 418 patients were enrolled with | AM-R and
multiple - drug resistance (MD-R) including LAM -
R + Adefovir-R (ADV-R), LAM-R + Entecavir-R
(ETV-R), LAM-R 4 ADV-R + ETV-R. HBV DNA was
measured using the real-time PCR assay on a
Cobas TagMan 48 analyzer (Roche Molecular
systems, Branchburg, NJ) with the lower
detection limit of 20 IU/mL. Viral response was
defined as HBV DNA level with less than 20 1U/mL.

OBJECTIVES

\

We investigated how effectively TOF mono-
rescue therapy can control in CHB patlents
with  multiple nucleoside/ nucleotide
resistance by evaluating the viral kinetics
and response .

681 patients were reviewed

@ Partial viral reepangs (n=149)

@ Reactivation after stopping nucleos(tide (n=65)
——>@ Previous treatment of Interferon (n=10)

@ Pregnancy (n#12)

@ Adverse event of nucleos(tlide (n=27)

418 patients were eligible and analyzed in
this study

OLAM-R (n=302)

@ LAM-R + ADV-R (n=40)

@ LAM-R + ETV-R (n=69)

@ LAM-R + ADV-R + ETV-R (n=7)

Téﬁle 2. M'eén-logw HBV DNA level (IU/mL + SD) 1

HBY DNA
Month 6
15+06
1614
16414
13400

Month3
18409
16407
15410
11414

Baseline
36%20
30£19
24414
16+04

Month 9
14207
1503
14205
13200

Month 12
14+ 06
14403
14%05
13400

Table 1. Baseline characteristics
LAM-R MD-R
Age (mean # SD, years) 52121 5111
Male, n (%) 204 (67.5) 82(70.7)
Liver cirthosls, n (%) 96 (31.8) 46(39.7) LAM-R
HBe antigen positive, n (%) 199 (65.9) 69(59.5) LAM-R + ADV-R
HBV DNA (mean # SD, log,, 1U/mL) 36417 2616 LAM-R + ETV-R
ALT (mean £ SD U/L) 6601239 435:1035 LAM-R + ADV-R + ETV-R
Abbreviation; SD, standard deviation
Figure 1. Mean HBV DNA (log,, IU/mL). The | |Figure 2. Percentage of patients with HBV DNA
effectiveness of TDF mono-rescue therapy for| |< 20 IU/mL for the 12 months follow-up L
MD-R didn’t show the significant difference | | duration.
compared with LAM-R when HBV DNA level 100 5
was analyzed using linear Mixed Model, y § 80 -
4.0 k3 5
\ g7 60 1
o 3.5
E \ — LAM-R §§ 40
2 30 \ LAM-R + ADV-R g 2 3 |
g \ LAMAR + ETV-R || § I
0 2.5+ N\ — LR+ ADV-R ETV-R g g 0 A
8 \ - HBV ONA < 201U/mL ‘ N )
§ 2.0 \\ Time (months)
e 1.5 \"\._, gl e [ Number of subjects
Ll 3 |
& LAMR W W 19 %
1.0 | |LAM/ADV-R 40 28 20 1
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CONCLUSIONS

as effective’as in patients with LAM-R

therapy for CHB patients with MD-R,

e—

*TDF mono-rescue therapy in patients with MD-R is

*The further follow up study weredrequired for the
evaluation of efficacy and safety of TDF mono-rescue
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Summary & Conclusion

Summary Conclusions
TDF vs. TDF+ETY for 48 weeks in CHB patients with
documented ADVr and persistent viremia + Compared to the combination therapy with TDF and

o _ _ ETY, monotherapy with TDF provided similar rate of
= Mo significant difference between the two groups in terms of

_ _ _ . virological response during 48 weeks of treatment in
[ — The proportion of patients with VR {abolt B3% at 43 week) CHEB patients with documented ADV-resistance
— Serum HBY DNA reduction mutations and persistent viremia during previous
= Minimal incidence of virlogical breakthrough any treatment.

- Marked decrease in detectable resistance mutations + Both TDF monotherapy and TDF+ETV combination

in the

: 223‘5 O halde ADV direnciolan .... |
TDF monoterapisi uygundur

denilebilir mi?

SCreening (rtA181Y or A181T or tM236T) by restriction
fragment mass pokyrnomhism (REMPY or direct seguencing

= Serdm HEY DMA = 60 1L mL despite continued preceding
oral antiviral treatment

= Mo previous exposure to TODF
= Lamiudine (LAM) andior ETY experience was allowed

= Noconcomitant chronic viral infection (HCY or HIVY or
rnalignancy

= Semm creatinine < 1.9 mo'dl

EASL 2014



TAF (TENOFOVIR ALAFENAMID)

¢ Double blind (until Week 96) — 2 treatment arms (A/B)
¢ Followed by open label TAF(until Week 144)
¢ 24 week off-Tx Follow-up (for both ET pts and those who complete

W144)

Enroll TAF+E’)'Eceb° W96: Off-Tx f/u

open label W144: D/C visits g4w
Randomized TDF+placebo TAF for 48 visit for 24

2:1
for 96 weeks weeks weeks

Screen

PRA 34



PRA

Study Design

Treatments arms (until Week 96)
TDF
TAF pl b [
_ - 00900

ARM A (2) ARM B (1)

Subjects will be randomized 2 (A) :1 (B) to receive either blinded TAF 25
mg and TDF matched placebo or TDF 300 mg and TAF matching placebo for
96 weeks

Subjects will take 2 pills a day during blinded period (until Week 96)

Stratification by plasma HBV DNA level and oral antiviral Treatment
Status (treatment naive vs. treatment experienced)

35



Study Design

* The primary analysis will occur at Week 48

e DMC — meets every 24 weeks (6 months)
during the blinded period and every 48 weeks
(1 year) during the open label period

- will review safety and DXA data

PRA
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Study population

* Prospective, randomized, double-blind trials

TAF25mg | TAF 25 mg

CHB patients — .+ (n=260) .+ CHB patients — .+ (n=576)
who are .+ who are
I—!BeAg- with 2:1 Randomization ! I-!BeAg+ with | 2:1 Randomization
viremia and L viremia and |
elevated ALT .1 elevated ALT |
L TDF 300 m .
(N=390) TDF S00 MG Iuuu NS ol
(n=130) L (n=288) 5
GS-US-320-0108 L GS-US-320-0110



Timelines & Enrollment goals

Targets:

» First site activated: Aug 2013 (N America)
» First subject screened: Aug 2013 (N America)
» First subject enrolled: Sep 2013 (N America)
« Jan 2014 (Europe)
« Dec 2013 (Asia Pacific)
» Estimated enrollment end:
« 31-Dec-14 (110)
 31-Aug-14 (108)

» 864 subjects to be enrolled on 110
» 390 subjects to be enrolled on 108

PRA 3



Enhanced Levels of Interleukin-8 Are Associated with Hepatitis

B Virus Infection and Resistance to Interferon-Alpha Therapy
Int. J Mol Sci. 2014
Kai Yang, Shi-He Guan *, Hao Zhang, Ying Pan, Yuan-Yuan Wu, Ai-Hua Wang and Bei-Bei Sun

* |L-8 salinimindaki artis fibrozisi artirmaktadir
* Yuksek duzeyde IL-8

e ALT yukselmesi ve Albumin dusutkltgu ile
iliskili bulunmustur

* Interferon yanitsizhg ile iliskili bulunmustur



Peg-INF + NA kombinasyonu

Iki INF ve 5 OAV ajanimiz mevcut

INF immunmodulatoér etkili olmasina karsin
ancak OAV’lerin ceyregi kadar etkili

OAV: Potent & Diren¢ & Yan etki
Ardisik ve kombinasyon tedavilerinde fark yok

INF+ LdT kombinasyonunda periferik noropati
riski mevcut

Sonuc hasta bazli olarak degerlendirilmeli...

Wong GL Combination therapy of interferon and nucleotide/nucleoside analogues for chronic hepatitis B.
J Viral Hepat. 2014



HCC takibinde maliyet...

AFP mi?

USG mi?

AFP + USG mi?
CT?

MR ?

Sangmala P Economic evaluation and budget impact analysis of the
surveillance program for hepatocellular carcinoma in thai chronic
hepatitis B patients. Asian Pac J Cancer Prev. 2014



SONUC OLARAK

Asl...

Yeni tedaviler...

OAV...

PEG-INF

Maliyet etkinlik
Kombinasyon tedavileri
Tedavi Sureleri



