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Hepatit C

Kronik hepatit C (KHC) dunya capinda onemli bir saglik
sorunu
Olim ve morbiditenin 6nde gelen nedenlerinden biri

Siroza, hepatoselluler karsinomaya gidis ve karaciger
transplantasyon ihtiyacinin ortaya cikmasi
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Kronik Hepatit C(KHC) tedavisinin ana
hedefi

Virisun tamamen temizlenmesi

Hastaligin ilerlemesinin onlenmesi

Tedavi ile fibroz ve siroz gelismesinin onlenmesi
Karaciger digi bulgularin ve hastalik bulaginin onlenmesi

Tedavi basari belirteci olarak tedavinin bitiminden en az 12 hafta
sonra HCV-RNA negatiflesmesi kalici viral yanit(KVY12) ve HCV
RNA negatiflesmesinin devami kir olarak kabul edilir

Tedavi naif veya tedavi deneyimli, kontrendikasyonu olmayan butun
HCV’IU kronik karaciger hastalari tedavi adayidir

Sustained Virologic Response

End of Treatment

HCV RNA (IUfmi)

Treatment Week



KHCYV tedavisi gecmis, bugun ve gelecek

kombinasyon
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HCV tedavisindeki degisiklikler
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Hepatitis C Daniel P Webster, Paul Klenerman, Geoff rey M Dusheiko www.thelancet.com February 14, 2015




Interferonlu tedavilerdeki sorunlar

2011 yilina kadar PeglIFN alfa + RBV standart tedavi idi;

KVY orani dusuk; G 1 igin %40-50, G 2 ve 3 igin %80 veya daha
yuksek oranda

Tedavi sureleri uzun; HCV G 1, 4, 5 ve 6 icin 48 hafta, HCV G 2, 3
icin 24 hafta
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Interferonlu tedavilerdeki sorunlar

Yan etkiler oldukcga sik /- epieps ™
. hamile kadinlar
- ate§ . hipertansiyon
. kalp yetmezIigi
™ yo rg un I u k : Ilziiotii\llflontrollij diyabet

. . kreatinin diizeyi yliksek hastalar
u anemi . koroner kalp hastalari
tiroid hastalari tedavi icin relatif kontrendike

depresyon iilibm; %
. anksiyete

Uyum sorunu (interferonun cilt alti uygulanimi, ribavirin dozu, otoimmun hastalik,
V.S)

lleri evre sirozlu hastalar
Sonraki tedavilerde basarisizlik

Maliyet
. . . . Simplification of HCV Treatment
llag etkilesimleri -

Relaps oranlari | | m &)

IL28B durumu




Yeni tedavi arayislari

KVY %90 ¥

Tedavi suresi kisa g
lyi tolere edilebilme
Yan etki az

Yuksek direng bariyeri
llac-ilac etkilesimi yok
Tum genotiplere etki

Gunde tek tabletle tedavi B{




G 1 icin Pi lii tedaviler

« 2011 de G1icin ilk DEA lar;

«  PeglFN + RBV+ Boceprevir veya telaprevir

o -  N=86 Hasta PEG-
Yararlar. _ _ IFN/RBV+Telaprevir
«  KVY24 tedavi naif hastalarda %70-75 veya Boceprevir
- . * %86 F3/F4 fibrozis, %
- Tedavi suresi daha kisa 24-48 hafta 73 deneyimlil hasta,
: . ]
e |lave yu k, * %28 ciddi yan etki

2 hasta olum (sepsis)

« Daha fazla ilac

* Anemide %30-50 artis

- Dokuntu, tad alma bozuklugu, ila¢ etkilesimleri
« EPO veya eritrosit transflzyonu kullanimi

* Maliyet artis

Maasoumy et al., European Journal of
Gastroenterology & Hepatology 2014




PEG-Interferon alfa Eski tedaviler

Ribavirin

r KVY
{ Beain pe,;Jes : 2 9 = 8 3 %

= | Ribaviin Capsul

X | Ribavin200

: -2b
interferon afd-2

S

INCIVEK

(telaprevir)

Tablets
375 mg

Tedavi sliresi 24-48 hafta Ozellikle G1a da dusuk

Poordad F, et al. N Engl J Med. 2011;364:1195-1206. Jacobson IM, et al. N Engl J Med. 2011;364: KVY orani
2405-2416. Bacon BR, et al. N Engl J Med. 2011;364:1207-1217. Zeuzem S, et al. N Engl J Med. 2011;364:
2417-2428. Bronowicki JP, et al. EASL 2012. Abstract 11. Buti et al., AASLD 2012



HCV TARGET Gercek yasam verileri:

Cok merkezli(90)

KHC li PegiFN,RBV ve ya telaprevir veya boceprevir alan hastalar
Toplam 2084 hasta

%97 HCV genotip 1

%38 hasta siroz

%57 tedavi deneyimli

Pl alan hastalarin %12 sinde ciddi yan etki

Tedavi deneyimli hastalarin %66 da anemi

Ribavirin doz azaltimi %42

Eritropetin kullanimi %37

%11 kan transfuzyonu

Yan etkileri olan hastalarin %90 ninda tedavi veya doz degisikligi
%39 hastada erken tedavi kesimi

Karaciger yetersizligi tum hastalarin %3 tGnde goruldu

5 olum olgusu

Tum olgularda KVY orani %52

Safety profile of boceprevir and telaprevir in chronic hepatitis C: real world
experience from HCV-TARGET.Gordon SC. Et al.J.hepatology 2015
Feb;62(2):286-93


http://www.ncbi.nlm.nih.gov/pubmed/25218788

Mevcut tedavi mi? Yeni tedaviyi
bekleyelim mi?

Hastaligin sonuclari(Siroz ve HCC)

Yan etkiler ve ilaci tolere
edebilme




Tedavi secimleri;Klavuzlar

American Association for the Study of Liver
Diseases (AASLD) ve the Infectious Diseases
Society of America (IDSA) 2015

European Association for the Study of the Liver
(EASL) updated 2015

United Kingdom consensus guidelines, 2014

World Health Organization (WHO) 2014 tarama
testleri ve tedavi oOzellikle dusuk gelirli ve orta

gelir duzeyli ulkelere gore oneriler
www.hcvquidelines.orqg.



http://www.easl.eu/medias/cpg/HEPC-2015/Full-report.pdf
http://apps.who.int/iris/bitstream/10665/111747/1/9789241548755_eng.pdf?ua=1
http://www.hcvguidelines.org/

Kronik hepatit C tedavi endikasyonlari: Kim ne zaman tedavi
yapiimah? EASL 2015

—~

Tedavi Oncesi Hasta gruplari
Tedavi uygundur Kompanse, dekompanse, tedavi naif veya tedavi d imli 1]
Tedavi Oncesi bilinmesi gerekli *Fibrosis veya siroz durumu, dekompanse siroz ez
*HIV koinfeksiyonu
*HBYV koinfeksiyonu o
*Karaciger transplantasyon endikasyonu var mi? - g
-Karaciger transplantasyon sonrasi rekiirrens durumu | S'2,
=&
*Ekstra hepatik bulgular var mi? %%
*Hasta duskin mu? =
*Bulas riski yuksek olan kigiler ___J
/ \
"@avi baslanmali Orta derecede fibrosiz(F2) \

L beklenebilir Hafif hastalik durumu(F0-1) veya ekstra hepatik bulgula

olmayan hasta
e ——————————————————————————————————————

Tedavi onerilmez Karaciger ile iligkili olmayan komorbiditelere bagl sinirli yagam
beklentisi olan hastalar




Tedavi secimleri

Ozellikle G1 KHC infeksiyonu olan hastalarda;
Tedavinin etkinligi

Sdresi

Tedavinin yan etkileri

llac etkilesimlers

Hastanin oncesinde tedavi olup olmadigi
Fibrozis evresi onemli rol oynar

Hastanin gelir duzeyi

Finansal durumu

Sosyal kurum 6demeleri

DEA ilaclar her ulkede farkli olarak bulunabilir
Tedavi seciminde ilacin bulunabilirligi goz onunde bulundurulmalidir



Direk- Etkili Antiviral Ajanlar

MNS3 45 NS S | B
FProtease Inhibitor Inhibitor FPolymerase Inhibitor

Serine Serine RMA binding and RrA-Dependent
Protease Protease assembly recognition RMHA Polymerase
Cofactors complex

O NsSs A NSEB
Protease Inhibitors MNS5A Inhibitors Polymerase Inhibitors

Asunaprewvir Daclataswvir Mericitabine

D anoprewvir Ledipaswvir Sofosbuvir

Faldaprewvir Ombitaswvir Dasabuwvir

IDX-719 BMS-F91325

Simepraewvir
Wanip rewvir BI-207127

ABT-450/T




AB de 2015 de bulunan

llaclar

PeglFN —a2a
PeglFN —a2b
Ribavirin

Sofosbuvir
Simeprevir
Daclatasvir
Sofosbuvir/ledipasvir

Paritaprevir/ombitasvi
r/ ritonavir

Dasabuvir

Turkiye’de bulunan

Sofosbuvir/ledipasvir

Paritaprevir/ombitas
vir/ ritonavir

Dasabuvir

ilaclar
PegiFN —a2a |
PeglFN —a2b ; Geri sdeme
Ribavirin
Sofosbuvir ™

N

)OA awapo L9




Sofosbuvir

NS5B polimeraz inhibitoru

Proteaz inhibitorlerinden farkl olarak direkt olarak virusun genetik
materyaline etki eder

Orta potent
Onemli ilag etkilesimi yok
Tum genaotiplere etkili (G1-6 ya kadar)
Gunde tek doz, oral, gida ile alinan 400 mg tablet
Dirence karsi yuksek bariyer
Uygun Klinik farmakoloji profili
« Bobrek yolu ile atilim
« Hepatik CYP450 metabolizmasi yok

» Ciddi bobrek yetmezligi olan hastalarda SOF kullanimina dikkat etmek
gerekir, SOF kaynakli metabolitlerin temizlenmesi ile ilgili bobrek
fonksiyon bozuklugu etkisi hala arastiriimakta

« Kilinik ¢aligsmalarda genellikle iyi tolere edilebilirlik



Sofosbuvir+PEGIFN+Ribavirin

ABD de G1 infeksiyonlarin da kullaniimiyor

Bu tedavi G1 infeksiyonu icin bir kac¢ IFN suz tedaviden daha etkin
ve guvenilir

Diger tedavi secenekleri olmayan bazi ulkelerde kullaniimakta
Tedavi naif ve oncesinde tedavi gormus hastalarda etkili

Ozellikle dncesinde Pl ile tedavi gormiis hastalarda daha az etkili
Tedavi suresi 12 hafta

Tedavi naif hastalarda etkinligi NEUTRINO calismasi ile gosterilmis
KVY Gla ve 1b de %92-%82

Sirozlu hastalarda bu oran dusuk

Sirozlu hastalarda KVY %80


http://www.uptodate.com/contents/sofosbuvir-drug-information?source=see_link

NEUTRINO Calismasi
Tedavi suresi ve virolojik cevap
GT 1, 4, 5, 6 Tedavi naif: SOF+PEG-IFN+RBV x 12 hafta

4 N
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% 299/327 321/325 326/327
T 0
2.hafta 4 hafta 12. hafta 12. hafta
Tedavide X Tedavi sonrasi )

¢ Primer sonlanma noktasi: KVY 12

Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands. Oral #1411;
Lawitz E, et al. N Engl J Med. 2013;368(20):1878-87.



NEUTRINO Calismasi
Tedavi naif Genotipl SOF + PEG-IFN + RBV x 12 Hafta

N
HCV Genotip 1 SOF 400 mg/gun + K\VY12
Tedavi naif —_— PEG-IFN 180 ug/hafta + >

n=292 RBV 1000-1200 mg/gun
J
Calisma haftasi 0 12 24

Yanita baglh olmayan tedavi

(Y

o

o
|

%90 %91

%81

H o)) 0]
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| | |

N
o
|

KVY12'li hasta orani (%)

219/240

o
|

Genel Non-sirotik Sirotik

Lawitz E, et al. N Engl J Med. 2013;368(20):1878-87;



Sofosbuvir + PEG-IFN/RBV
(naif GT1,4,5 hastalar)

_ _ GT1 GT4 GT5/6 Siroz TlUm
Neutrino ¢alismasi(naif) N=29? N=28 N=7 N=54 N=327

%17 siroz

89% 96% 100% 80% 90%

Sofosbuvir
(BMI < vs. = 35 kg/m?) (Non-TT vs. TT)
PEG-IFN 100 — o0 91 100 o1
86
N=327 80 — 80
40 — 40 —
20 — 20
254/282 41/45
o - o~

Lawitz E, et al. N Engl J Med. 2013;368(20):1878-87. < 35 kg/m2 = 35 kg/m?2 Non-TT TT
Mangia A, et al. AASLD 2013. Washington, DC. #1115.



Sofosbuvir + Peginterferon + Ribavirin in Genotypes 1,4,5,6

ATOMIC Trial: Design

Week O 12 24 36 48
] | | | |
Cih:°5';A SOF + PEG + RBV SVR24
Cohort® | soF + PEG +RBV SVR24
Cohort C SOF
SOF + PEG + RBV
n=155 SOF + RBV SVR24
Drug Dosing

Sofosbuvir (SOF): 400 mg once daily
Ribavirin (RBY) weight-based and divided bid: 1000 mg/day if < 75 kg or 1200 mg/day if 2 75 kg
Peginterferon alfa-2a (FEG): 180 pyg once weekly

i Hepatitis
Source: Kowdley K, et al. Lancet. 2013;381:2100-7. PE E.\.-Eh study



Sofosbuvir + Peginterferon + Ribavirin in Genotypes 1,4,5,6
ATOMIC Trial: Results, by Cohort (Regimen)

ATOMIC: SVR 24 by Cohort (Regimen)

100
S 80 -
o
>
W
~ B0 -
iy e
=
L 40 -
w
b=
S 20 -
-"I.'_'-d'

o 0 46/52 a97/109 135/155

Cohort A ' Cohort B ' Cohort C

Patients with Genotype 1,4, or 6

« IFN/RBV ek yan etki yok
Source: Kowdley K, et al. Lancet. 2013;381:2100-7. ¢ Tolerabilitesi iyi



SVR12 (%)

FISSION calismasi

Randomize kontrollu ¢calisma, tedavi naif ,G2, G3 hastalar
« SOF + RBV - 12 hafta

B SOF +RBV M Peg-IFN + RBV

170:253 1820248

Overall

97

GT2

PEG IFN+RBV — 24 hafta

102/183 11076

GT3

SVR12 (%)

100 -

80 -

60

40 -

20 4

s SOF +RBV mPeg-IFN + RBY

9 9

No cirrhosis Cirrhosis

No cirrhosis

1328 | 1187

Cirrhosis

GT2

GT3



Egyptian Study
GT 4 Tedavi naif: SOF + RBV x 24 hafta

» Mono infeksiyon 24 hafta SOF+RBV Misir gcalismasi

HCV GT 4

. . - SOF 400 mg/glin + KVY12
Tedavi naif RBV 1000-1200 mg/giin >
n=14
Calisma 0 24 36
haftasi Tedavi cevabi
%100
100 -
80 -
60 -
40 -
20 -

Ruane PJ, et al. AASLD 2013. Washington, DC.
#1090;Data on file — Gilead Sciences EAME — Overall
(HCV1300007).



Sofosbuvirli kombinasyonlarin yan etki nedeniyle tedavinin kesilme
oranlari PEG+RBYV ya gore daha dusuk

SOF+RBYV alanlarda hematolojik ve biyokimyasal yan etkileri PEG +
RBV alanlardan daha dusuk

Sofosbuvire 6zgu klinik yan etki tanimlanmamis
Yan etkiler birlikte kullanilan RBV ve IFN larla ilgili

SOF+RBYV alan sirozlu hastalarda gorulen yan etkiler sirozsuz
hastalardan farkli degil

Dekompanse sirozda kullanim guvenli



Ledipasvir
« Ledipasvir, 90 mg
« HCV NS5A inhibitori

« HCV G1a ve 1b karsi potent
antiviral etki

o Hizlh absorbe edilir

Simeprevir

150 mg tablet
Oral, ginde tek doz,

NS3 proteaz inhibitoru, yuksek
potent

1.kusak PI'ne gore yan etkileri
minimal, anemi ve ilag
etkilesimi yok

GT1 HCV' nin kombinasyon
tedavisinde onayli

GT1a'da Q80K gen
polimorfizmi calisiimali



Sofosbuvir / ledipasvir

400 mgf sofosbuvir ve 90 mg ledipasvir sabit doz
kombinasyonu

NS5B polimeraz inh.+ NS5A inhibitoru

Gunde tek tablet gidalarla birlikte veya gidadan bagimsiz
Sofosbuvir: Orta potent, pangenotipik

Ledipasvir: Yuksek potent

Amiodarone(ve dronedarone) sofosbuvir/ledipasvir ile
birlikte alimi1 kontrendikedir

Ciddi semptomatik bradikardi riski nedeni ile
GT1 HCV'de FDA onayl



Sofosbuvir / ledipasvir

Naif hastalarda tedavi suresi viral yuk ve siroz durumuna
baglidir

Nalif ve sirozu olmayan hastalarda tedavi suresi 12 hafta

Sirozu olmayan ve viral yuk 6 MIU/ml den az olan
hastalarda tedavi suresi genellikle 8 hafta

Bu tedaviye RBV eklenmesinin sonugclari belirgin degil

Tedavi cevabi icin bircok negatif prediktif faktor olanlarda
(erkek hasta, yas, obezite,siyah irk) tedavi suresi 12
hafta olabilir(bunu destekleyen pratik bir veri yok)

Tedavi naif ve viral yuk 6 MIU/ml den fazla veya hasta
sirozlu ise tedavi suresi 12 hafta olmali



Sofosbuvir-Ledipasvir ¢calismalari
G1 hastalan

ION L1, 1l calismalari

« Guvenlik ve etkinlik calismalari

« 12 veya 24 hafta

 RBV ile birlikte veya RBV siz

« Tedavi naif veya deneyimli

« Sirozu olan veya sirozu olmayan hastalarda
 Faz lll, randomize, cok merkezli



ION-1calismasi :

Genotip 1, naif LDV + SOF £ RBV kombinasyon tedavisi
Fiks doz

Tedavi suresi 12 ve 24 hafta

Olgularin %20 den fazlasi kompanze siroz

Sonlanim noktasi KVY12

LDV/SOF ION 1 calismasina dayanilarak FDA onay!
verilmistir
KVY %97-99

Tedaviyi uzatmanin ve RBV kullaniminin veya HCV
genotip1 subtipleri arasinda fark yok

Sirozlu hastalar ile sirozsuz hastalar arasinda da fark yok
sirozsuz hastalarda KVY %97 sirozlularda KVY %98

Afdhal N, Zeuzem S, Kwo P, et al. Ledipasvir and sofosbuvir for untreated HCV genotype
1 infection. N Engl J Med. 2014a;370(20):1889-1898.



ION 3 calismasi

The N EW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IMN 1812 MAY 15, 2014 VO L. 370 M. 20

Ledipasvir and Sofosbuvir for 8 or 12 Weeks
for Chronic HCV without Cirrhosis

Kris V. Kowdley, M.D., Stuart C. Gordon, M.D., K. Rajender Reddy, M.D., Lorenzo Rossaro, M.D.,
David E. Bernstein, M.D., Eric Lawitz, M.D_, Mitchell L. Shiffman, M.D_, E gene Schiff, 1 .. Reerm Ghalib, M.D.,
Michael Ryan, M.D., Vinod Rustgi, M.D., Mario Chojkier, M.D., Robert Herring, M.D_, Adrian M. Di Bisceglie, M.D.,
Paul J. Pockros, M.D., G. Mani Subrarmanian, f"l E] Ph.D., DiAn, Ph.D., Evguenia 5'-.;1r(n;5-:aia. Ph.D.,

Robert H. Hyland, D_Phil_, Phillip S. Pang, M.D., Ph.D., || am T b rmonds, Pharm. E] Jlohn G. F'1 -—|ut hison, F'1 D,
Andrew J. Muir, M.D., David Pound, M.Dr., s.*‘nd F'1 chael W. Fr |er:| F'1 D., for the IOMN- mvestigatc g

647 tedavi naif ve sirozlu olan hastalarda tedavi suresi 12 haftaya
karsi 8 haftaya kisaltilmasi (RBV li veya RBV olmadan)

Tek tablet 8 hafta sirozu olmayan tedavi naif G1 hastalarinda KVY yuUksek

12 haftalik tedavi suresinin 8 haftalik tedavi stresine ~~ aha etkili oldugu
gOsterilememistir

Her iki grupta KVY %93 ve %97 olarak * \Ore fark yok)
Sirozu olmayan G1 hastalarind~ ~

8 haftalik tedavi suresi - \\\P~6 N\\\) _~afrilmemistir

RBV kullanimir- ar\ar e A _strildiginda (216 hastanin 3

A g OF2 \a A :

tnde) ?\ e\aP° qiyes —<raps oranlari yuksekti. (431
hastanin S WA

HCV RNA® v\C\' .orml den daha dusik olan hastalarda 8 ve 12 hafta
LED/SOF . * ~ad relaps oranlari daha dusuk

Bu analiz k¢ _.omu degil



ION 1 ve 3: Sofosbuvir/Ledipasvir
RBV,Tedavi Naif Hastalar

[ Naiv
10099 97 98 99

S/L S/L+R  S/L  S/L+R \ S/L S/IL+R  S/L

12 hafta(1) 24 hafta(1) Wﬁa(Z) 12 hafta(2)

1. Afdhal N, etal. N Engl J Med. 2014;370:1889-1898
2. Kowdley KV, et al. N Engl J Med. 2014;370:1879-1888.




Ledipasvir/Sofosbuvir gercek yasam
verileri



Effectiveness of 8 or 12 week LDV/SOF in Treatment-Naive Patients with
Non-Cirrhotic, Genotype 1 Hepatitis C: Real-World Experience from the TRIO Network

Michael P. Curry', Bruce Bacon?, Douglas Dieterich?, Steven L. Flamm?, Lauren Guest®, Kris V. KowdleyS,Yoori Lee®, Naoky Tsai’, Zobair Younossi®
Beth Israel Deaconess Medical Center, 2Saint Louis University School of Medicine, *Mount Sinai School of Medicine, *Northwestern University Feinberg School of Medicine, *Trio Health Analytics, ¢ Swedish Liver Center and Transplant Program,
Swedish Medical Center, 7 Queens Medical Center, University of Hawaii, ¥Center for Liver Diseases, Department of Medicine, Inova Fairfax Hospital

)

Trio Health

The current recommendation for the treatment of genotype
1 non-cirrhotic patients who are naive to treatment is 12
weeks ledipasvir/sofosbuvir (LDV/SOF) though patients with
baseline HCV RNA <6MM IU may be treated for 8 weeks
(www.hcvguidelines.org). This guidance stemmed from a
post hoc analysis of the ION 1 and ION 3 trials (Afdhal N, et
al. NEJM 2014; 370:1889, Kowdley K, et al. NEJM 2014;
370:1879). However, there has been no real evaluation of
non-inferiority between these two regimens, either in
clinical trials or in a real-world population.

1. BACKGROUND 4. PATIENT DISPOSITION 6. SVR12 RATES

Treatment Naive,
Non-Cirrhotic

(n=895)
& Weeks 12 Weeks
LDV-SOF LDV-SOF+/-RBV
(n=263) (n=632)"
Death (n=0) Death (n=2)
LTFn=6 [—— LTF(n=18)
Discontinued (n=3) Discontinued (n=4)
8VR SVR Not SVR SVR Not
Achieved Achieved Achieved Achieved
(n=251) (n=3) (n=604)  (n=6)

21 Fagsnteware on 12 weeke oTLDY-SOF+REY

2. AIM

To determine SVR12 rates for 8 or 12 weeks of LDV/SOF for
GT1, non-cirrhotic, treatment-naive patients.

3. METHODS

Data were obtained through Trio Health's Innervation
Platform, a cloud-based disease management platform, and
directly from specialty pharmacies including AcariaHealth,
Allcare Plus, Aureus, BioCure, Encompass Rx, IslandCare,
Pharmacare Hawaii, Premier, Skyemed, and other
pharmacies for 895 treatment-naive patients with non-
cirrhotic GT1 Hepatitis C who initiated 8 or 12 week

‘ LDV/SOF between Oct 2014 and Mar 2015. 62% (553/895)
ot the patients were treated In community practices with

the remainder from academic centers.
Patients by State

LDV-SOF +/-RBV. Grand Total

12week
86 32%) 256 (a1%) 0 (38%)
[ 177 (67%) | 376 (59%) [ 553 (62%) |

5. BASELINE CHARACTERISTICS

SVR12 Rates by Duration
2 |

SVR12 Rates by Genotype

3wk G e s e 5.
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m8 weeks 112 weeks
SVR12 Rates by Baseline Viral Load SVR12 Rates by Fibrosis

=

sev asve BEv  88Y 9T%

m 8 weeks =12 weeks

100%

h m8 weeks = 12 weeks
Numerator = SVR Achieved; Denominator = Intent to Treat (ITT) Population. Whiskers = 95% confidence intervals.

a5% a5t -

[Patients on a 8 or 12 week regimen, n =895
Patient D and Clinical Characteristics at Baseline
LDV-SOF LDV-SOF +-RBV
{Group - no. (%) 8 Week 12 Week
n=263 n=632
|Academic Practice - no. (%) 86 (32%) 256 (41%)
|{Age - mean (range) 57 (18-84) 60 (19-89)
Male - no. (%) 121 (46%) 353 (56%)
IPatient Ethnicity - no. (%)
Asian 1(0%) 19 (3%)
Black 39 (15%) 118 (19%)
Hispanic/Latin 15 (6%) 35 (6%)
Native Hawaiian or Other Pacific Islander 0(0%) 1(0%)
White 152 (58%) 306 (48%)
Otner 2(1%) 3(0%)
Unknown 54 (20%) 150 (24%)
[Baseline Labs
ALT -mean (s.d.) 65 (66). n=256 61 (56), n=584
AST - mean (s.d.) 53(66), =257 53 (56), n=578
Hb - mean (5.d.) 14 (1), n=254 14 (2), n=589
Platelets <100 K/mi - no. (%) 2 (1%) 25 (4%)
Platelets >=100 K/mi - no. (%) 248 (99%) 536 (96%)
[Fibrosis - no. (%)
0 - No Fibrosis 44 (17%) 53 (8%)
1 - Mild 81(31%) 147 (23%)
2 - Moderate 80 (30%) 203 (32%)
3- Severe 32 (12%) 151 (24%)
NNo Cirrhosis - Score Unknown 26 (10%) 78 (12%)
{Genotype - no. (%)
1a 180 (69%) 429 (68%)
1b 72 (27%) 175 (27%)
Mixed 1(0%) 4(1%)
1Unknown 10 (4%) 24 (4%)
finitial Viral Load - ne. (%)
<B00K 1U/m 106 (40%) 155 (24%)
B00K<2MM 1U/mI 61(23%) 119 (19%)
2MM<6MM IU/ml 87 (33%) 182 (29%)
6MM+ 1U/ml 8(3%) 170 (27%)
Unknown 1(1%) 6(1%)

This study was funded by Gilead Sciences, Inc.
One or more of the served tant or scientif jisor for AbbVie, Achillion

icals, BioCryst, Biotica, Bristol- Enanta, Evidera, Gilead Sciences, Inc, Idenix
Pharmaceuticals, Inc, Janssen Therapeutics, Merck & Co, Inc, Novartis, Regulus, Santaris
Pharmaceuticals, Tekmira Pharmaceuticals, Theravance, Trio Health, Vertex Pharmaceuticals;
received grant or research support from AbbVie, Beckman, Boehringer Ingelheim, Bristol-Myers
Squibb, Gilead Sciences, Inc, Idenix Pharmaceuticals, Inc, Ikaria, Intercept, Janssen Therapeutics,
Merck & Co, Inc, Novartis, Presidio, Roche, Santaris Pharmaceuticals, Theravance, Vertex

andforr honoraria from AbbVie, Bayer, Bristol-Myers Squibb, Gilead
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7. PREDICTORS OF RESPONSE
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*Platslats population with 8

week duration group.
Circles indicate SVR12, whiskers = 95% confidence intervals.

8. SUMMARY

In a large real life genotype 1 treatment naive, non-cirrhotic population SVR12 for 8 and 12 week
regimens were 96%. In real world the 8 week regimen (SVR 95%) were comparable to the 12 week
regimen of LDV/SOF (96%). Response rates were similar regardless of degree of fibrosis and baseline viral
load. 456 patients (51%) with a viral load < 6MM received 12 weeks of therapy rather than 8 weeks.
Overall discontinuation rate was <1% (7/895).

Sciences, Inc, Janssen Kadmon, Merck & Co, Inc, Roche, Salix, Vertex Pharr
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Sofosbuvir and ledipasvir for 8 weeks (SL8) in patients with hepatitis C virus (HCV) mono-infection and human Immunodeficiency
virus (HIV)-HCV co-infection with genotype (GT) 1 and 4 in clinical practice — results from the German hepatitis C cohort (GECCO)
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Objective

In January 2014, the EMA aporoval of sofosbuvir heralded & new era in the management of Baseline viral load wes measured with either Roche Tagman v2.0
hepafitic C pafients in Ewope. Hencsforwand, interferon-sparing or interferon-free regimens fused by 4 sites, n-70) or Abboft Real Time PCR ( used by 3 sites,
became the standard-of-care in Germany. However, the svailable data from clinical frigls was very n=54, one sie used both). N=13 (8,6%) had a high viml loed (high
|||'|'||'|:gjI mmdajhl with r@nj; {0 ppricin roficnd Anradafiane coch oo HCWmenn and HIRHEWD W1 1 defined s« F Wl 1| Fml (Rochal or w2 Kl I Nl D86 Y af

coinfected patients who were treate
[ELa). The multicentric GEmman hep
obizin fast and mlisble reaklife da
Gamany.

Methods

The GECCO cohort iz 8 mulficents:
following DAAE were included in th
and ribavirin (REV); SOF and REV;
REY; S0F and ledipasvir (LOV}; pa
dassbawir (DSV). Al GECCO patien
onky on patients with 5T1 and 4 treaf

o PEETGAN) — |

Figess 1: DAL mgimes. and dusaiion of eaiment dooy

Results

Resulis cont.

Alman GECCO kohort ¢calismasi(¢cok merkezli)
LED/SOF 8 hafta

SOF, PEG IFN ve RBV

SOF ve RBV

SOF ve SMV s
SOF ve DCV +/- RBV
SOF ve LDV

PTV/Ir+OBV+/- RBV +/- DSV

GT1 ve 4, SOF ve LDV ile 8 hafta tedavi .

Butun hastalarda erkek (n=72; 49%) ve ortalama yas 52

44 hastanin %97 si G1ile infekte, GT4 %19,) HIV-HCV
koinfekte hastalarda CD 4 hucre sayisi ortalama 531

%3 F4 fibrozis

oy
A

Up io now, 1157 patients were inclu__ . o e et e e

as follows (figure 2): 545 (739%) 2T 1, 46 (4%) GT 2, 185 (16%) GT 3, 51 (7%) GT4 Neicawere  ‘CONCIusion

treated with SLE. In SLA group n= 144 (87%) were GT1, n=3 GT4 infected. N=72 (45%) wem Sofosbwir plus ledipasyir for 8 weeks (SLE) achisved excellent response rates in & Garman
malke, end the mean age wes 52 years. 26 (199%) wers HM-HCV coinfected with a median CD4 reaklife sstting. HNV coinfected patients responded == well es HCW monoinfected patients.
cell count of 531/mm? (346-683) (Bble 1). M=5 (3%) had F4 Fibmosis defined as Fibroscan = 12,5 High S¥R rates were even seen in subpopulations without recommendzation for 8 short course

N ~r A . &

F Fharare Think YVl EFd naer tragtmarnt 74T S8 waa ogde ord well fndarctcd
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Her iki gruptada yuksek oranda KVY12 gozlendi.

8 haftalik tedavi suresi olan hastalarda (251/263) KVY 12 %95
12 haftalik tedavi sUresi olan hastalarda (604/632)KVY12 %96

KVY 12 orani tedavi baslangicindaki fibrozis evresine ve HCV viral yukin 6
MIU/ml altinda veya Ustunde olusuna bagli oldugu gosterildi



HCV-TARGET: LDV/SOF ile tedavi edilen
G1 hastalan

LDV/SOF tedavilerinin etkinlik ve guvenirliliginin arastiriimasi
8 haftaya karsi 12 haftalik tedavi suresi karsilastirmasi
Cok merkezli, prospektif kohort calismasi

Kuzey Amerika ve Avrupa’da direkt etkili antiviral kullanan HCV
hastalarinin uzun donem gozlemsel analizi

1270 G1 hasta
1139 hasta LDV/SOF ve 131 hasta LDV/SOF + RBV

RBYV alan hastalar sirotik veya oncesinde tedavi yetersizligi var (35
hasta %63 ve 44 hasta %69)

Sirozu olmayan naif hastalar 8 hafta tedavi (n=154)
Farkl tedavi surelerine ve RBV durumuna gore KVY oranlari bakildi



HCV-TARGET: KVY 12 ve relaps oranlari
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86/89 1/85 12/13 1/1
12 weeks 24 weeks

LDV/SOF iceren tedaviler 8,12 ve 24 hafta etkinlik ve guvenlik arastirildi

*Tedavi genelde guvenli, iyi tolere edilebilir ve genis spektrumlu etkili

*Fibrozis durumuna ve onceki tedavi durumuna gore RBV eklenebilir.

8 hafta tedavi edilen hastalarin tedavisi daha kolay, bireylerin 6nemli maliyet
tasarruflarina yol aciyor

*Yuksek HCV kur oranlari



Simeprevir+sofosbuvir

Tedavi naif ve sirozu olmayan hastalarda tedavi suresi
12 hafta, sirozu olan hastalarda 24 hafta

Sirozu olan G1a hastalarinda bu tedavi dusunuldugu
zaman Q80K polimorfizmi test edilmeli ve polimorfizmin
mevcudiyetinde farkli tedavi segenekleri dusunulmeli

Child-Pugh klas B ve C siroz durumunda simeprevir
kullaniilmamali

Bu tedavi segcenegine RBYV ilavesinin yarari veya
potansiyel yan etkiler durumu i¢in yeteri kadar calisma
olmamasina ragmen secilmis hasta gruplarinda kiloya
ayarli RBV ilave edilebilir.

Simeprevir+sofosbuvir tedavisi ile KVY oranlari %90
olarak gosterilmesine ragmen calismalar kuguk hasta
gruplarinda yapilmistir



Simeprevir+sofosbuvir

OPTIMIST | Calismasi sirozu olmayan 310 G1 naif veya tedavi deneyimli
hastasi

« SMV+SOF 12 haftaya karsi 8 hafta tedavi

« 8 haftalik tedavi suresinde KVY %83, 12 haftada KVY %97
« G1a Q80k varyanti varsa tedavi cevabi dusuk

OPTIMIST Il calismasi

103 sirozlu hasta

« 12 hafta tedavi

 KVY %83 (Tedavi naif %88)

* Q80K pozitif G1a hastasinda KVY %74

» Sirozlu hastalarda 24 hafta tedavi daha etkili

COSMOS caligsmasi
« SMV/SOF = RBV 12-24 hafta

« Sirozlu hastalarda 24 haftalik tedavide KVY oranlari daha yuksek(%100-
%386)

« COSMOS calismasi RBYV ilavesinin anlamli olmadigini gosteriyor



Simeprevir + Sofosbuvir for HCV GT 1 without Cirrhosis
OPTIMIST-1 Trial: Results

OPTIMIST 1: SVR12, by Treatment Experience

B SMV + SOF x 8 weeks HBSMV + SOF x 12 weeks
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Kwo P, et al. 50th EASTES 2015. Abstract LB14



Simeprevir + Sofosbuvir for HCV GT 1 without Cirrhosis
OPTIMIST-1 Trial: Results

OPTIMIST 1: SVR12, by Genotype 1 Subtype

HSMV + SOF x 8 weeks HSMV + SOF x 12 weeks
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(with Q80K) (without Q80K)

Kwo P, et al. 50th EASL; 2015. Abstract LB14



Simeprevir + Sofosbuvir for HCV GT 1 with Cirrhosis
OPTIMIST-2 Trial: Results

OPTIMIST 2: SVR12, by Treatment Experience

Bl Simeprevir + Sofosbuvir x 12 weeks
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Lawitz E, et al. 50th EASL; 2015. Abstract LP04.



Simeprevir + Sofosbuvir for HCV GT 1 with Cirrhosis
OPTIMIST-2 Trial: Results

OPTIMIST 2: SVR12, by Genotype 1 Subtype

B Simeprevir + Sofosbuvir x 12 weeks
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Lawitz E, et al. 50th EASL; 2015. Abstract LP04.



Simeprevir + Sofosbuvir +/- Ribavirin for HCV GT 1

COSMOS Trial: Results for Cohort 1
COSMOS (Cohort 1): SVR 12 by Regimen
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SOF + SMV + RBV SOF + SMV SOF + SMV + RBV SOF + SMV

24-Week Treatment 12-Week Treatment

SOF = sofosbuvir; SMV = simeprevir; RBV = ribavirin
-2 Hepatitis

Source: Lawitz E, et al. Lancet. 2014;July 28 [Epub ahead of print] ‘" web study



Simeprevir + PEG + RBV for Treatment-Naive HCV GT1
QUEST-1 Trial: Results

SVR12 by HCV Genotype 1 Subtype

H Simeprevir + PEG + RBV BPEG + RBV
90
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Patients (%) with SVR 12
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105/147 36/74 105/117 29/56

HCV Genotype



Simeprevir +PEG IFN+RBV

G1 infeksiyonlarinda ABD de onerilmiyor

Simeprevir, oncesinde Pl ile tedavi olmus ve tedavi
cevapsiz hastalarda kullanilmamali

Q80K mutasyonu olanlarda bu tedavi yapilmaz

QUEST 2 calismasinda KVY12 oranlari PegIFN alfa 2a
lle %88, alfa 2b ile %78


http://www.uptodate.com/contents/simeprevir-drug-information?source=see_link

Daclatasvir+sofosbuvir

G1 infeksiyonlarinda efkili

Ozellikle ABD de, bu rejimin diger seceneklerin uzerinde
yarari belirgin olmadigindan, daclatasvir FDA tarafindan
genotip 1 tedavisinde kullanimi igin onaylanmamistir,

Diger ulkelerde daha yaygin kullanilabilir
Sirozu olmayan hastalarda tedavi suresi 12 hafta
Sirozu olan hastalarda optimal tedavi suresi belirgin degil

AASLD/IDSA klavuzu kiloya ayarli RBV ile veya RBV siz
24 hafta, EASL RBV ile 12 hafta, RBV siz 24 hafta
tedavi suresi onermekte
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Daclataswir plus sofosbhbuwir for prewvicously treated or unNntreated chromic HCW infectiomnm.
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Alstract
BACKGROUMD: All-oral combination therapyw is desirable for patients with chronic hepatitis < wvirus (HCSW) infection . WWe
evaluated daclataswir (amn HCOW MMNSSS replication comples imnhibitor) plus sofosbuwvir (a Nnuclecotide anmnalogus HCW MNSS5SB

Polyrmerase inhibitor) in patients infected with HOW genotype 1. 2. or 3.
TMETHOD S: In this open-label study . we initially randomily assigrned 44 previcusly untreated patients with HOW genotyepe
infection and 44 patients infected with HOW genotype 2 or 3 to daclataswvir at a dose of 50 mg orally once daily plus sofosbowir

at a dose of 400 Mg orally once dailv. with or without ribavirin. for 24 weelks. The study was expanded to inclade 123
additional patients with genotype 1 infection who were randomily assigned to daclatasvir plus sofosbuvir. with or without
ribawvirilm_. for 12 weeks (82 previously untreated patients) or 24 weeks (<41 patients who had previous virclogic failure wwith
telaprevir or boceprevir plus peginterferon alfa-ribavirinl. The primary: end point was a sustained virologic response (an HOCW
RrHLA lewvel of =25 1 per milliliter) at weel 12 after the =nd of therapuw.

RESUL T S: Owerall. 211 patients received treatment. Srmmong patients with genotype 1 infection. 9896 of 126 previousiy
untreated patients and 9826 of 41 patients who did not have a sustained virclogic response with HOW protease inhibitors had
a sustained virclogic response at weelk 12 after the end of therapy. A total of 9296 of 26 patients with genotype Z infection

and 59%6 of 18 patients with genotwpe 3 infection had a sustained virologic response at week 12 High rates of sustained
virologic response at week 12 were observed among patients with HSW subtypes 1a and 1k (9826 and 10026 respectively)
and those with CC and non-CC IL28E genotypes (9326 and 9826 respectively). as well as among patients who received
ribawvirimn and those who did not A2 and D826 respectively) The most common aduverse ewvents were fatigue. headache. and
nausea.

COMCLUSIOMS: Once-daily oral daclatasvir plus sofoskbuvir was associated with high rates of sustained virclogic response
armong patients infected with HSW genotype 1. 2. or 5 including patients with no response to prior therapy with telaprewvir or
BbBoceprewir (Fundsd by Bristol-Mviyaers Sguiblh anmnd FPharmasset Silead) A1444040 Clinical Trials gow mumiber, RMNOCTO1I3596a9 3

Imntermnatrtional Hepatolosy

Daclataswir plus sofosbuwinr for HOW infectiom: A oral
combimatiomn thherapwy with high anmntiviral efRcacy

Tarik Asselah™

Centre de Recherche sur Uinflarmmation (CRI). LIAMR ? 149 Inserm. Prniversitd Paris Diderot. Service d'Hépatologie. AP-HP HEpital Beaujor.
CTichy. Frarmce
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BACKGROLIND: All-oral  combinarion  cherapy s desirable  for Parienes infected with HOV genotype 1. 2. or 3. including poarieres
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ALLY calismasi;Daclatasvir + Sofosbuvir
calismasi tedavi naif ve tedavi deneyimli HCV G3
hastalari.
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3% 0.

< M All Patients

g 20- 42 29 71

= 49 33 82

T 0 -
Breakthrough 1 0 1
Relapss 3 3 <]
Discontimuation (AE) 0 1 1
Death | i 3

Gercek yasam verilerinde G3 sirozlu hastalarda DCV+SOF tRBV
KVY oranlari %86



Paritaprevir/ Ritonavir/ Ombitasvir +
Dasabuvir

« GT1 HCV'de onayli

Paritaprevir (PTV) 150

« Potent NS3/4A proteaz inhibitori

Ritonavir(r) 100 mg:

« Paritapirevir duzeylerini artirir (CYP3A inhibe eder)
Ombitasvir (OMV) 25 mg:

* Potent NS5A inhibitoru

Dasabuvir (DSV) 250 mg:

« Nonnukleozid NS5B polimeraz inhibitord

Gunde bir kez iki tablet sabit doz OMV/PTV/r +
Gunde iki kez bir tablet DSV



Paritaprevir/ Ritonavir/ Ombitasvir +
Dasabuvir

Naif hastalarda tedavi suresi ve kiloya ayarli RBV ilavesi
(1000 mg <75 kg ve 1200 mg =75 kg) genotip subtip ve
siroz durumuna baghdir.

Genotip subtip 1a olanlarda sirozu olmayan hastalarda
RBYV lle birlikte 12 hafta, sirozlu hastalarda 24 hafta
verilmelidir

Ozellikle G1b hastalarinda siroz durumuna
bakilmaksizin RBV olmadan 12 hafta tedavi verilir

Bu tedavi ile KVY oranlari %95 den fazladir
KVY ozellikle G1b de%99-100

Child-Pugh klas B ve C siroz durumunda tedavi
kontrendikedir

Tedavi oldukca iyi tolere edilir
Yan etkiler hafif
llac etkilesimlerine dikkat edilmeli



OMV/PTVIr + DSV

Sirozu olmayan hastalarda

SAPPHIRE -I ¢alismasi;Tedavi naif sirozu olmayan hastalar
(n=473) ve plasebo(n=158)cift kor calisma

12 hafta tedavi

KVY %96

1 hastada tedavi sirasinda breakthrough ve tedavi sonrasi 7
hastada relaps

Virolojik yetersizligi olan hastalar en az bir tane antiviral ajanlardan
birine tedavi baslangicinda direngli idi

Sirozu olmayan hastalarda SAPPHIRE calismalari AVIATOR
calismasi ile dogrulandi

Tedavi naif OMV/PTV/r + DSV+ RBV 12 hafta KVY %96

PEARL-IIl calismasi: tedavi naif, sirozu olmayan,G1b infekte
hastada RBV kullanimina bakiimaksizin KVY oranlari %99

G1a sirotik olmayan 300 Uzerinde naif hastada PEARL IV calismasi
RBV kullanildi§i zaman daha yiiksek(%97 ye %90)



(o)}
o

Patients (%) with SVR
i
o

N
o

Tedavi naif G1 hastalarda

Ombitasvir-Paritaprevir-Ritonavir and Dasabuvir + Ribavirin in GT1
SAPPHIRE-| Study: Results

SAPPHIRE-I: SVR12 in Group A, by Genotype 1 Subtype

(0]
o
1

455/473 307/322 148/151

All GT-1a GT-1b

Feld JJ, et al. N Engl J Med. 2014;370:1594-1603.



OMV/PTVIr + DSV

Sirozlu hastalarda:
« TURQUOISE Il calismasi

« 380 tedavi naif ve tedavi deneyimli sirozlu hasta
OMV/PTV/r + DSV+ RBV 12 ve 24 hafta tedavi
KVY %92-%96 arada anlamli fark yok

* Gla %89-%92
* G1b %99-%100

* G1b sirozlu hastalarda dasabuvir oldukca etkili hatta
RBV ilavesiolmasa bile

“ ORIGINAL ARTICLE ”

ABT-450/r—Ombitasvir and Dasabuvir
with Ribavirin for I—Iepdtitis C with Cirrhosis

Fred 3-::-:-r-:.ac H D., Christc l Hezode, M.D. 3;::-ger Trinh T’I D., M.P.H.

Kris V. dley, M 1 D., Stefan Zeuzem, M 1 D., Kosh Hg al, M.D
chell L. Sh i—-ﬂ an, M.D. H r' Wedemeyer ‘-,-" D T s 3-?-'2 M.D
Eric I\ 1 shida, M.D .X :-:-rn'_f M 3' ‘| Low | Ph

Barbara Da Silv || M.D. t ne A. Collins F'} D., Andre L Campbell, M.D.
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TURQUOISE-II: HCV GT1, Tedavi-naif ve
deneyimli, Sirotik Hastalar

OBV/PTV/RTV+DSV + RBV, 12 veya 24 hafta

HCV GT1, n=208 OBV/PTV/RTV+DSV +

tedavi-naif veya | RBV
-deneyimli, _
neage)  [EEe OBV/PTV/RTV+DSV + RBV
| I |
0 12 24
Hafta

Poordad F, Hezode C, Trinh R, et al. ABT-450/r-ombitasvir and dasabuvir with ribavirin for hepatitis C with
cirrhosis. N Engl J Med. 2014 May 22;370(21):1973-82.



TURQUOISE-II: GT1la Hastalarda KVY,, Oranlari

OBV/PTV/RTV+
DSV + RBY,

Bl 12-hafta
Bl 24-hafta

Poordad F, Hezode C, Trinh R, et al. ABT-450/r-ombitasvir and dasabuvir with ribavirin for hepatitis C with
cirrhosis. N Engl J Med. 2014 May 22;370(21):1973-82.




TURQUOISE-II: GT1b Hastalarda KVY12 Oranlan

100

80
OBV/PTVIRTV+
DSV + RBY,
60
Bl 12-hafta
Bl 24-hafta

20

Poordad F, Hezode C, Trinh R, et al. ABT-450/r-ombitasvir and dasabuvir with ribavirin for hepatitis C with
cirrhosis. N Engl J Med. 2014 May 22;370(21):1973-82.



TURQUOISE-II: Yan etkiler

OBV/PTV/IRTV+DSV+RBV,12 veya 24 hafta , GT1, tedavi-naif veya deneyimli, sirotik

hastalar

viekirax™ + exviera™ + RBV

12-hafta 24-hafta

(n=208) (n=172)
Halsizlik 32.7 46.5 <0.01
Basagrisi 27.9 30.8 NS
Bulanti 17.8 20.3 NS
Pruritus 18.3 19.2 NS
Insomnia 15.4 18.0 NS
Diyare 14.4 16.9 NS
Asteni 13.9 12.8 NS
Rash 11.1 14.5 NS
Asabiyet 7.2 12.2 NS
Anemi 7.7 10.5 NS
Dispne 5.8 12.2 <0.05

Poordad F, Hezode C, Trinh R, et al. ABT-450/r-ombitasvir and dasabuvir with ribavirin for hepatitis C with
cirrhosis. N Engl J Med. 2014 May 22;370(21):1973-82.



TURQUOISE-IIl: HCV GT1b, Tedavi-naif ve

deneyimli, kompanse sirotik hastalar
OBV/PTV/RTV+DSV 12 hafta, GT1b, tedavi-naif veya deneyimli, sirotik hastalar

HCV GT1b, KVY12

tedavi-naif veya

-deneyimli, OBV/PTV/RTV+DSV

Kompanse sirotik
(N=60)

I
0 12 24
Calisma Haftasi

Ombitasvir (OBV)
Paritaprevir (PTV)
Ritonavir(RTV)
Dasabuvir, (DSV)

http://www.natap.org/2015/HCV/062615 03.htm

Feld JJ, Moreno C, Trinh R, et al. TURQUOISE-III: Safety and efficacy of 12-week Ribavirin-free treatment for
patients with HCV genortpe 1b and cirrhosis. 15th International Symposium on Viral Hepatitis and Liver
Disease, Berlin, Germany, 26 June 2015..



http://www.natap.org/2015/HCV/062615_03.htm

TURQUOISE-IIl: HCV GT1b, Tedavi-naif ve
deneyimli, Kompanse Sirotik Hastalar — KVY,

Oranlari

OBV/PTVIRTV+DSYV, 12 hafta, GT1lb, tedavi-naif veya deneyimli, sirotik

hastalar
100,0 100,0 100,0
100 -
80 - * Hastalarin tumdinde
50 S tedavinin doérdincu
N 60 - haftasinda HCV RNA
% degerleri negatiflesmistir
40 - e TUm hastalar  tedaviyi
tamamlamistir.
20 + e Tim hastalar KVY12'ye
ni 60 60 60
N[ 60 = = ulasmistir.
EVY KvY4 KVY12

EVY ... Erken Virolojik Yanit
KVY ... Kalici Virolojik Yanit

http://www.natap.orq/2015/HCV/062615 03.htm

Feld JJ, Moreno C, Trinh R, et al. TURQUOISE-III: Safety and efficacy of 12-week Ribavirin-free
treatment for patients with HCV genortpe 1b and cirrhosis. 15th International Symposium on Viral
Hepatitis and Liver Disease, Berlin, Germany, 26 June 2015..

Yayin beklenmektedir.



http://www.natap.org/2015/HCV/062615_03.htm

Sirozu olmayan hastalarda AASLD

onerileri

Naif | Genotiplere gore tedavi secenekleri
hasta | 1@ 1b 2 3 4 5 6
EBR+GZR 12 hft ELB+GRA 12 hft SOF+RBV | DAC +SOF OMV/PTV/RTV | LDV/SOF 12 hafta
LDV/SOF 12 hft/ LDV/SOF 12 hft 12 hft 12 hft + DSV + RBV
12 hit
OMV/PTV/RTV + DSV + OMV/PTV/RTV + DAC+SOF SOF+RBV EfBF“GZR 12
RBV 12 ht DSV 12 hft 12 hft +PEG IFN 12 t
SMV + SOF 12 hft SMV + SOF 12 hft hafta hf[t’/v’so': 12

DAC + SOF 12 hft

Alternatif:
ELB+GRA +RBV 16 hafta

DAC + SOF 12 hft

Alternatif tedavi
SOF+ RBV + PEG-IFN
12 hafta(iFN igin uygun
hasta)




Tedavi nalf sirozu olmayan Genotipl

Genotip la Genotip 1b

» Elbasvir/grazoprevir 12 hafta
» Ledipasvir/sofosbuvir 12 hafta

Elbasvir /grazoprevir 12 hft
Ledipasvir /sofosbuvir 12 hft

 Paritaprevir /ritonavir « Paritaprevir /ritonavir /ombitasvir
/ombitasvir +dasabuvir + RBV +dasabuvir 12 hafta
12 hafta *  Simeprevir + sofosbuvir 12 hft

. ﬁé{]{t\gprew +sofosbuvir 12 . paclatasvir + sofosbuvir 12 hft

 Daclatasvir + sofosbuvir 12
hafta

Alternatif

Elbasvir/grazoprevir + RBV 16
hafta

f’AASLD WMIDSA

Updated 24 subat 2016



EASL 2015:HCV monoinfekte veya HCV/HIV koinfekte sirozu

olmayan tedavi naif veya éncesinde PeglFN ve RBV tedavi
deneyimli hastalarda tedavi

Patients PeglFM-o, PeglFM-a, RBY  Sofosbuvir  Sofosbuvir Ritonavir-boosted  Ritonavir-boosted  Sofosbuvir and  Sofosbuvir and

RBv and  and simeprevir  and REV  and ledipasvir  paritaprevir, ombit-  paritaprevir, and simeprevir daclatasvir
sofosbuvir asvir and dasabuvir ombitasvir

Genotype 1a

Genotype 1b

Journal of Hepatology 2015 vol. 63 j 199-236



Sirozlu hastalarda tedavi



Tedavi Naif Sirozlu Hastalar

Kompanse sirozlu;

IFN suz DEA tedaviler oldukgca etkili ve gtivenli
gorunmesine ragmen deneyimli bir uzman
konsultasyonu ile tedavi yapilmali

OMV+PTV+RTV igeren tedavil~- talarda
dekompanzasyon riski =~ ' cok dikkatli
izlenmell ok

se@\ . .
Hast= Ted av\ ok ~cmiyorsa IFN lu tedaviler
icin ¢ , vat¥ 2 mmesi gerekli

Ozelli\ * S O;ak Pl tedaviler uygulanmamal (CUBIC
calismasi)

IFN iceren tedavi secenekleri ile tedavide KVY oranlari
dusuktur



Tedavi naif G1 kompanse sirozlu

Genotip la Genotip 1b
« Ledipasvir /sofosbuvir 12 hafta <« Elbasvir/ grazoprevir 12 hafta
» Elbasvir /grazoprevir 12 hafta « Ledipasvir /sofosbuvir 12

Alternatif hafta
« Paritaprevir /ritonavir * Paritaprevir /ritonavir
Jombitasvir + dasabuvir +RBV /ombitasvir +dasabuvir 12
24 hafta hafta
«  Simeprevir + sofosbuvir + RBY  Alternatif
24 hafta « Simeprevir + sofosbuvir +
« Daclatasvir + sofosbuvir + RBV 24 hafta
RBV 24 hafta « Daclatasvir + sofosbuvir *
« Elbasvir /grazoprevir + RBV 16 RBV 24 hafta
hafta

Onerilmeyen tedavi

 Sofosbuvir + RBV 24 hafta

 PEG-IFN/RBV = sofosbuvir, simeprevir, : .
telaprevir, veya boceprevir 12-48 hafta FPAASLD WBIDSA

 Monoterapi PEG-IFN, RBV, veya DEA



EASL Onerileri: HCV GT1 Kompanse Sirotik
Hastalarda

Hasta

OBV/PTVIr +

DSV LDV/ISOF DCV + SOF SMV + SOF

Kompanse siroz (Child-Pugh A), tedavi naif veya onceki PeglFNa + RBV tedavisinde basarisiz

GTla

GT1b

+ RBV

24 hafta (Al
(A1) + RBV 12 hafta veya

24 hafta RBV’siz (Al), + RBV 12 hafta, + RBV 12 hafta,
veya + RBV 24 hafta veya 24 hafta RBV’siz veya 24 hafta RBV’siz
eder yanita negatif (B1) (B1)
+ RBV prediktorler varsa (B2)

12 hafta(Al)

EASL Recommendations on Treatment of Hepatitis C 2015 (accessed July 2015);



Tedavi Naif Sirozlu Hastalar

Dekompanse sirozlu;

Tedavi secenekleri sinirli
Tedavi transplantasyon merkezlerinde yapilmali

Dekompanse sirozu olan veya MELD skoru 10 dan
buyuk olan hastalar HCV tedavisi oncesi karaciger
transplanti icin degerlendirilmeli

IFN suz tedaviler segilebilir

Simeprevir, elbasvir/grazoprevir Child-Pugh klas B ve C
siroz durumunda hasarli karacigerde ilag seviyesi
arttigindan kullanilmasi kontrendikedir

Ombitasvir/paritaprevir/ritonavir Child-Pugh klas B ve C
siroz durumunda karaciger dekompanzasyonunu
arttirdigi icin kontrendikedir



Bobrek hastaligi olanlarda tedavi

Anti viral tedavi segimi genotipe ilaveten k2~ qer

hastaliginin derecesine ve gegmis = Wi
durumu ile bobrek hastali~'- r
Sofosbuvir seviv~

yeterQW' Q\m\’ rmal
fedaV' ® _qeves \6brek
|, cero® . ast@ " m\_\ _ooUuVvir iceren
te / aracd 0 AUV Sur

D\ , swor na 5’&6\\ggv|r/grazoprewr kullanilabilir

DE B()‘O‘e —u grup hastalarda arastirilmalidir



HIV-HCV hastalarda

\
PeglFN ve RBV tedavisi ile koi~" srde HCV
mono infekte kigilere gor- \a dusuktur
DEA ilaglar |Ie teck o <VY oranlari
mono infel st A0
19,6 e(\ S
Bununle . Cf‘(\ clar arasinda

llac-ilag ¢°



« AASLD: Safety and Efficacy of Sofosbuvir-Containing Regimens for
Hepatitis C: Real-World Experience in a Diverse, Longitudinal Observational
Cohort HCV-TARGET - (11/10/14)

B Witk RBY Without RBV

100% - 3%
15% o 90% §i%

--s"fI Ii II Hfllm II II HfI

Owverall Cirthotic  Mon-cirrholic  Genaotype 1a Genotype 1b Naaive Experienced
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Sonuc

TedaviamalCl cemmp KYY  mmm—p KU
Invaziv olmayan oral tedavi

Ozellikle G1 etkili tedaviler

Yan etki az

Tedavi sureleri kisa

Sirozlu hastalarda oral kullanim

KVY oranlari yuksek

Uygun hastada yeni tedaviler
beklerim






