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Daclatasvir Mucs MHon-Nucs

Ledipasvir Sofosbuvir Dasabuvir
Simeprevir Velpatasvir (GS-5816) MK 3682 G5-0660
Paritaprevir (ABT-450) Ombitasvir ACH-3422 MEK-BETE
ABT 4423 ABT 530 ALS-235
Grazoprevir (MK-5172) Elbasvir
GS-0B5T MK-2408
Sovaprevir Samatasvir
ACH-2684 Odalasvir (ACH-3102)

Tarik Asselah




YENI DIREKT ETKILI AJANLAR

NSSB-NI

Orta potens
Pangenotipik etkililik
Dirence kars! yuksek bariyer

NS3/4A Inhibitorleri

Yuksek potens
Sinirl genotipik etkililik
Dirence karsi dusuk bariyer

NSSB-NNI

Orta potens
Sinirli genotipik etkililik
Dirence karsi dusuk bariyer

NSS5A Inhibitorleri

Yuksek potens
Multi genotipik etkililik
Orta derecede direng bariyeri

Elbaz T. Et. Al. Journal of Advanced Research (2015) 6, 301-310
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AASLD Eylul 2016

A. Genotype la

Genotype 1a Treatment-Naive Patients Without Cirrhosis - Recommended
Recommended regimens are listed in groups by level of evidence, then alphabetically.

= Daily fixed-dose combination of elbasvir (50 mg)/grazoprevir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype la infection who
do not have cirrhosis and in whom no baseline N55A RAVs' for elbasvir are detected.
Rating: Class |, Level A

s Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype la infection who
do not have cirrhosis.

Rating: Class |, Level A

= Daily fixed-dose combination of paritaprevir (150 mg)/ritonavir (100 mg)/ombitasvir (25
mg) plus twice-daily dosed dasabuvir (250 mg) with weight-based ribavirin for 12 weeks is
a Recommended regimen for treatment-naive patients with HCV genotype la infection who
do not have cirrhosis.

Rating: Class |, Level A

= Daily simeprevir (150 mg) plus sofosbuvir (400 mg) for 12 weeks is a Recommended

regimen for treatment-naive patients with HCV genotype la infection who do not have
cirrhosis.
Rating: Class |, Level A

= Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype la infection who
do not have cirrhosis.

Rating: Class |, Level A

= Daily daclatasvir (60 mg*) plus sofosbuvir (200 mg) for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype la infection who do not have
cirrhosis.
Rating: Class |, Level B




AASLD Eylul 2016

Genotype 1a Treatment-Naive Patients with Compensated Cirrhosis’ -

Recommended
Recommended regimens are listed in groups by level of evidence, then alphabetically.

= Daily fixed-dose combination of elbasvir (50 mg)/grazoprevir (100 mg) for 12 weeks is a

Rating: Class |, Level A

= Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for 12 weeks is a

have compensated cirrhosis.
Rating: Class |, Level A

Recommended regimen for treatment-naive patients with HCV genotype la infection w" -

Recommended regimen for treatment-naive patients with HCV genotype la infection who
have compensated cirrhasis and in whom no baseline NS5A RAVs' for elbasvir are detected.

Recommended regimen for treatment-naive patients with HCV genotype la infection who

s Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) for 12 weeks is a

have compensated cirrhosis.
Rating: Class |, Level A

Genotype la Treatment-Naive Patients with Compensated Cirrhosis’ - Alternative
Alternative regimens are listed in groups by level of evidence, then alphabetically.

= Daily fixed-dose combination of paritaprevir (150 mg)/ritonavir {100 mg)/ombitasvir (25
mg) plus twice-daily dosed dasabuvir (250 mg) with weight-based ribavirin for 24 weeks is
an Alternative regimen for treatment-naive patients with HCV genotype la infection who

have compensated cirrhosis.”
Rating: Class |, Level A

s Daily simeprevir (150 mg) plus sofosbuvir (400 mg) with or without weight-based ribavirin
for 24 weeks is an Alternative regimen for treatment-naive patients with HCV genotype la

infection who have compensated cirrhosis and in whom no QB0K polymorphism is detected.
Rating: Class Il, Level B

s Daily daclatasvir (60 mg*) plus sofosbuvir (400 mg) with or without weight-based ribavirin
for 24 weeks is an Alternative regimen for treatment-naive patients with HCV genotype la

infection who have compensated cirrhosis.
Rating: Class lla, Level B

s Daily fixed-dose combination of elbasvir (50 mg)/grazoprevir (100 mg) with weight-based
ribavirin for 16 weeks is an Alternative regimen for treatment-naive patients with HCV
genotype la infection who have compensated cirrhosis and have baseline NS5A RAVs' for
elbasvir.

Rating: Class lla, Level B




AASLD Eylul 2016

Genotype 1b Treatment-Naive Patients Without Cirrhosis - Recommended
Recommended regimens are listed in groups by level of evidence, then alphabetically.

s Daily fixed-dose combination of elbasvir (20 mg)/grazoprevir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who
do not have cirrhosis.

Rating: Class |, Level A

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who
do not have cirrhosis.

Rating: Class |, Level A

Daily fixed-dose combination of paritaprevir (150 mg)/ritonavir {100 mg)/ombitasvir (25
mg) plus twice-daily dosed dasabuvir (250 mg) for 12 weeks is a Recommended regimen for
treatment-naive patients with HCV genotype 1b infection who do not have cirrhosis.

Rating: Class |, Level A

Daily simeprevir (150 mg) plus sofosbuvir (400 mg) for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype 1b infection who do not have
cirrhosis.

Rating: Class |, Level A

Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who
do not have cirrhosis.

Rating: Class |, Level A

Daily daclatasvir (60 mg*) plus sofosbuvir (400 mg) for 12 weeks is a Recommended
regimen for treatment-naive patients with HCV genotype 1b infection who do not have

cirrhosis.
Rating: Class |, Level B

ot ' roa o ] e ® ' ' ] “a al tal




AASLD Eylul 2016

Genotype 1b Treatment-Naive Patients with Compensated Cirrhosis’-
Recommended
Recommended regimens are listed in groups by level of evidence, then alphabetically.

« Daily fixed-dose combination of elbasvir (50 mg)/grazoprevir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who

have compensated cirrhosis.
Rating: Class |, Level A

s Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who

have compensated cirrhosis.
Rating: Class |, Level A

= Daily fixed-dose combination of paritaprevir (150 mg)/ritonavir (100 mg)/ombitasvir (25
mg) plus twice-daily dosed dasabuvir (250 mg) for 12 weeks is a Recommended regimen for

treatment-naive patients with HCV genotype 1b infection who have compensated cirrhosis.’
Rating: Class |, Level A

* Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) for 12 weeks is a
Recommended regimen for treatment-naive patients with HCV genotype 1b infection who

have compensated cirrhosis.
Rating: Class |, Level A

For decompensated cirrhosis. please refer to the appropriate section.
'Please see statement on FDA warning regarding the use of PrOD or PrO in patients with cirrhosis.
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HCV tedavisinde kullanilan IFN'suz kombinasyonlar

Table 5. IEN-free combination treamment regimens available as valuable options for each HCV genotype.

Combination regimen Genotype 1 Genotype 2 Genotype 3 Genotype 4

Sofosbuvin'velpatasvir + ribavirin

Ombitasvir/parnitaprevir/nitonavir + dasabuvir £ ¥
L es
ribavirin

Ombitasvir/paritaprevir/ritonavir + ribavirin
Grazoprevir/elbasvir £ ribavirin Yes
Sofosbuvir + dadatasvir £ ribavirin Yes Yes Yes Yes

Sofosbuvir + simeprevir + ribavirin Suboptimal

Genotypes 5 and 6

Sofosbuvir + ribavirin Suboptimal Suboptimal
Sofosbuvir/ledipasvir + ribavirin Yes Yes Yes
Yes Yes Yes Yes Yes

EASL Eylul 2016
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Non-sirotik, G1 hastalarda oneriler

Table 6. Treatment recommendations for HCV-monoinfected or HOV/HIV coinfected patients with chronic hepatitis C without cirrhosis, including treatment-naive
patients and patients who failed on a treatment based on pegylated IFN-a and ribavirin (reatment-experienced, DAA-naive patients).

Patients Treatment-naive | Sofosbuwvir/ Sofosbuvir/ Ombitasvir/
or-experienced ledipasvir velpatasvir paritaprevir/
ritonavir and
dasabuvir
Genotype 1a | Treatment-naive | B-12 wk, no 12 wk, no 12 wk with
ribavirin ribavirin ribavirin
Treatment- 12 wk with
experienced ribavirin®
or
24 wk, no
ribavirin
Genotype 1b | Treatment-naive | B-12 wk, no 12 wk, no 8-12 wk, no
ribavirin ribavirin ribavirin
Treatment- 12 wk, no 12 wk, no
experienced ribavirin ribavirin

EASL Eylul 2016

Ombitasvir/
paritaprevir/
ritonavir

Grazoprevir

Sofosbuvir and | Sofosbuvir

elbasvir daclatasvir and
simeprevir

12 wk, no 12 wk, no

ribavirin if ribavirin

HCV RNA )

<800,000 (5.9 | 12 Wk with

log) IU/ml ;r in

ar

16 wk with ?ﬁ;‘.‘: no

ribavirin if L

HCV RNA

>800,000 (5.9

log) IU/mle

12 wk, no 12 wk, no

ribavirin ribavirin
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Sirotik, G1 hastalarda oneriler

Table 7. Treatment recommendations for HCV-monoinfected or HOV/HIV coinfected patients with chronic hepatitis C with compensated (Child-Pugh A) cirrhosis,
including treatment-naive patients and patients who failed on a treatment based on pegylated IFN-a and ribavirin (treatment-experienced, DAA-naive patients).

Patients Treatment-naive or Sofosbuvir/ Sofosbuvir/ Ombitasvir/
-experienced ledipasvir velpatasvir paritaprevir/
ritonavir and
dasabuvir
Genotype 1a | Treatment-naive 12 wk, no 12wk, no 24 wk with
ribavirin ribavirin ribavirin
Treatment-experienced | 12 wk with
ribavirin®
or
24 wk, no
ribavirin
Genotype 1b | Treatment-naive 12 wk, no 12wk, no 12 wk, no
ribavirin ribavirin ribavirin

Treatment-experienced

EASL Eylul 2016

Ombitasvir!
paritaprevir/
ritonavir

Grazoprevirl | Sofosbuvir
elbasvir and
daclatasvir

12 wk, no 12wk, no
ribavirin if ribavirin
HCV RNA 12 wk with
<B00,000 (5.9 =
log) 1U/m or
or

. 24wk, no
16 wkwith | b avivin
ribavirin if
HCWV RNA
>800,000 (5.9
log) IU/mle
12 wk, no 12wk, no
ribavirin ribavirin

Sofosbuvir
and

simeprevir
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D H C R —Leberstiftungs+

Deutsches Hepatitis C-Register

.

Ledipasvir/Sofosbuvir treatment for 8 weeks in treatment-naive HCV genotype 1 infected
patients under real life conditions: Data from the German Hepatitis C-Registry

Peter Buggisch!, Klaus Boker?, Rainer Glnther?, Gerlinde Teuber*, Hartwig Klinker®, Anita Pathil®, Stefan Christensen’, Heike-Pfeiffer-Vornkahl®, Karl-Georg
Simon?, Claus Niederau'®, Heiner Wedemeyer!!, Stefan Zeuzem'?, German Hepatitis C-Registry!3

lifi-institute for intérdisciplinary meédicine, Hamburg; “Hepatologische Praxis, Hannover; *Universititsklinikum Schleswig-Holsten (UKSH), Campus K, *Hepatologische Praxis, Frankfurt) SUniversty Hospital Worzhurg, Wirgburg, “University Hospital Heidelbérn, Heidelberg; "CIM Minster, Minstar;
e factum GmbH, Butzhach; *Hepatslogische Praxis Leverkusen; Haospital Oberhausen, Oberhausen; UHannover Madical Schadl, Hannaver, 1), W, Goathe Uni wersity Frankfurt, Frankfurt; ”Lenerstin.;.mgs-Gth Daytschland, Hanngvwer
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Alman Hepatit C-Arsivi (DHC-R) T

Gercek Yasam Ortamindan GT1 Hastalarinda SOF/LDV

8 hafta veya 12 hafta tedavi edilen 1,956 SOF/LDV hastasinin SVR analizi

Baslangi¢c Demografik Bilgileri (N=2,509) SVR12 (PP)
SelZ[lo)AN  SOF/LDV ~ SOF/LDV+ 100 99 97
Hastalar 8 hafta 12 hafta RBV
12 hafta
N=828* N=1,320 N=358 a0
Erkek, n (%) 395 (56) 767 (74) 223 (80)
Ortalama yas, yil 50.2 53.9 59.1 = g0 -
Yas >70 yil, % 7.0 9.8 17.9 o
Tedavi almamis, % 91.7 394 33 2>:) 40 -
Fibroscan, ortalama (kPa) 6.5 9.3 21.2
Karaciger sirozu, % 2.5 13.6 69.3 20 -
S e 29 141 8.9 i c 21
HIV koenfeksiyonu, n (%) 59 (9.2) 121 (11.7) 17 (5.9) SOF/LDV  SOF/LDV  SOF/LDV

8 hafta* 12 hafta +RBV 12 hafta

Gergek yagsam kosullarinda, GT 1'de 8 veya 12 hafta SOF/LDV*RBYV ile
yuksek SVR elde edilmistir

*8 hafta LDV/SOF+RBV.

Buggisch, EASL 2016, Poster SAT-241 o115
99 alan 3 hasta dahildir



%OE,AS‘L Real-World Effectiveness of 8, 12 and 24 Weeks Ledipasvir (LDV)/Sofosbuvir (SOF)-Based
N M Therapy for Hepatitis C Virus (HCV) Genotype 1: Analysis in a Large Integrated Health
LIVER CONGRESS™ ) ca re SyStem

Jennifer B. Lai, Maxwell A. Witt, David J. Witt & M|SER PERMANENTE

Kaiser Permanente Medical Center, San Rafael, CA, United States
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Gercek Yasam Verileri (Kaiser Permanente, Northern California) II:
Buyuk Capli Entegre Saglik Hizmeti Sisteminde 8, 12 ve 24
Hafta SOF/LDV+RBV

1,235 HCV GT1 hastalar

Baslangi¢c Demografik Bilgileri SVR12 (PP)
LDV/SOF 100 - - - -
5 619 e LDV/SOF+RBV

Hastalar ’ : 12 hafta

hafta N=383

N=852 -
Medyan yas, yil 60 61
Erkek, % 62 69
Tedavi
deneyimli, % 14 81
Sirotik, % 21 49 LDV/SOF 8 LDV/SOF 12 LDV/SOF+RBVY LDV/SOF 24

hafta hafta 12 hafta hafta

SOF/LDV ile tedavi edilen HCV GT 1 hastalarinda yayimlanmig
calismalardaki sonucglara benzer
yuksek SVR oranlari (%92-95)

Lai, EASL 2016, Poster SAT-177 17



SOF/LDV 8 hafta T

Gercek Yasam Kohortlarina kiyasla ION-3'teki SVR12

98 98 99 98 97 97 29
92

100

93

(o)}
o
I

SVR12 (%)
I
[an]

20 -
1138/ 236/
1227 240
0 1 T T T T
ION-3 Veterans DHCR Burman's TRIO Kaiser Kaiser GECCO HCV ifi
Affairs pharmacy Cohort Permanente Permanente Target
Northern Los Angeles

9 cE & £ £ aga

Kowdley- ION-3 NEJVI* T rovrarcer e Gergek Yagam Verileri - 8 hafta SOF/LDV ile tedavi

Backus, VA, Hepatology 2016 *** 2015 **

Afdhal. TRIO. LBP-519 *** EASL 16 ** edilen >3,000 hasta y'L'lksek ve SOF/LDV 12 hafta ile

Buggisch. IFl. SAT-243 *** Curry. GECCO. AASLD 2015 ***

Lat. Kaiser. SAT-227 * augeen ok sar2a1 -+ Kargilagtirilabilir SVR elde etmigtir

Qureshi. Burman’s, SAT-192 ** Lai. Kaiser. SAT-177 ***
*Post hoc analiz ** Protokole Uygun *** ITT analizi; hastalar agirlikli olarak BL viral yiki < 6 milyon IU/mL olan daha 6nce tedavi almamis sirotik olmayan hastalardir

18




FO-F3 hastalar SOF/LDV ile 8 hafta
tedavi edilebilirler



ispanyol HEPA-C Kohortu

HCV GT1 icin SOF/LDV'nin Gercek Yasam Etkililik ve

Guvenliligi

SOF/LDV alan 2,308 HCV GT1 hastasinin ara gercek yasam analizi

Baslangi¢ Demografik Bilgileri Ara SVR12, N=1,060
Hastalar N=2,308 100 ; 94 9% 96 9% 97
Ortalama yas, yil 59 (+11) 80 -

Ortalama viral yUk, log 6.07 (x0.72) 60 -
Genotip, n (%) 40 1

1 6% 859)1) 20 - 335/ 459/ 159/ 33/

a . 349 476 166 34

1b 1526 (66.1) 0 -

8 hafta* 12 hafta 24 hafta
Fibroz evresi (N=2,258), n (%) X _ _ - RBV yok ® RBV var _

FO-1 147 (6.5) RBYV ile tedavi edilen 1/1 hasta (%100) SVR elde etti

F2 425 (18.8) N=1,721

EZ 1428006((2513;32) Virolojik basarisizlik, n (%) 39 (2.2)

WI/D veya LTFU, n (%) 4(0.2)
+RBV, n (%) 631 (44.7) _

AO nedeniyle calismayi birakanlar, n (%) 30 (1.7)
Tedavi suresi, n (%) CAO'lar, n (%) 96 (5.6)

8 hafta 118 (5.2) -

12 hafta 1708 (74.6) Olim, n 10 (0.6)

24 hafta 464 (20.3)

Tedavi deneyimli, n (%) 1150 (51.4) SOF/LDV'nin gergek yagam klinik

Cabezas, EASL 2016, Poster LBP511

uygulamasinda yuiksek etkililik ve guvenliligi
20



ispanyol HEPA-C Kohortu T

8 Haftalik ile 12 haftalik SOF/LDV tedavileri arasinda SVR farki yok

423/2308 Hasta 8 Haftalik tedaviye
uygun bulunmustur*

%20 (86/423) 8 hafta ald
%74 (314/423) 12 hafta
%4 (18/423) 24 hafta aldi

SVR4/12 Ara Analiz

100 - 98

98
0 j

8 Hafta 12 Hafta

*Uygunluk kriterleri = GT1, tedavi almamis olmak, siroz bulunmamasi, HCV RNA < 6 milyon
IU/mL

Baslangi¢c HCV RNA < 6 milyon IU/mL olan, TN, sirotik oimayan GT 1
hastalarinda benzer yuksek SVR12

SVR4/12, %
5 8 8

]
o

Cabezas, EASL 2016, Poster LBP511 21
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Portekiz Genel Kapsama Programi II:

Gercek Yasam SOF/LDV ve SOF sonuclari

Tum Portekiz HCV genel erigsim uygulamasinin bir yillik sonugclari

Basl D fik Bilgileri X
aglangig Demografik Bilgileri Hasta Ozelliklerine gore SVR12

Hastalar N=1,069 — P <0.0001 —,

Ortalama yas, yil (SD) 51.6 (10.1)
Erkek, n (%) 763 (71.4) 100
Genotip, % 80
1 77.2 o 60
2/3/4/5-6 1.6/8.7/12.4/0.1 40
HIV ile koenfekte, % 26.9 20
: 0
Tedavi almam|§’ % 44.4 Genel Sirotik Olmayan Sirotik HIV+

GT ve METAVIR Evresine gore SVR12
mF1 mF2 =F3 mF4 SOF/LDV ve SOF tedavisine genel
9810097 g4 100100 100100100 97 100 g4 erisim yuksek SVR12 ile
190 °8 84 °8 iliskilendirilmistir.
50 GT3 tedavi deneyimli sirotik hastalar
40 en zorlayici alt populasyon olmayi

20 surdurmektedir
0

X

GT1 GT2 GT3 GT4

Tato-Marinho, EASL 2016, Poster LBP523 23



‘ DHC-R _Leberstiftungs+

Deutsches Hepatitis C-Register

Safety and efficacy of IFN- free antiviral therapies in advanced HCV- associated liver cirrhosis:
Results from the German Hepatitis C-Registry (DHC-R)

Katja Deterding?!, Peter BuggischZ, Hartwig Klinker3, Karl-Georg Simon#, Klaus H.W. Béker3, Eckart Schott®, Tim Zimmermann?, Markus Cornberg?!, Rainer

Glnther8, Heike-Pfeiffer-Vornkahl®, Christoph Sarrazini®, Michael P. Manns!, Dietrich Hlppe!®, Heiner Wedemeyer!, Thomas Berg'? German Hepatitis C-
Registry!3
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Alman Hepatit C-Arsivi (DHC-R)

HCV Nedeniyle Siroz olan 632 Hastada IFN Icermeyen
Antivirallerin Guvenlilik ve Etkililigi

Rejimlerin icerdikleri: SOF+RBV, SOF+SMVtRBYV, SOF+DCVxRBY,
LDV/SOF+RBV, OBV/PTV/r+DSV+RBV

Baslangi¢c Demografik Bilgileri

Hastalar N=632

Erkek, n (%) 479 (63)
Ortalama yas, yil (aralik) 58 (29-81)
Genotip, % 781221
1/2/3/4/5/6 16.3/3.7/
0.1/0.1
Tedavi almamisg, n (%) 281 (37)
Child Pugh Skoru, n (%)
A 550 (72)
B 100 (13)
C 9(1.2)
Ozofageal varisler, n (%) 265 (35)
Asit varligi n (%) 79 (38)

SVR12 (ITT) Medyan Trombosit Sayimi
100 -
88 ©
S P<0.05 403 000
80 o
X _ :
o 60 - =
% 5
> 40 - = 50000 -
> z
20 - Q2
5
0 - = 0 -
Genel Baslangi¢ FU-24

Albumin, bilirubin ve protrombin zamani dahil karaciger
fonksiyon parametreleri antiviral tedavi/takip sirasinda
hastalarin gogunlugunda iyilesmistir

CAOQ'lar %8.1'de rapor edilmig ve 4 hafta sirozla iligkili
komplikasyonlardan olmustur

*Asagidaki kriterlerden en az biri ile tanimlanan ilerlemis karaciger sirozu: FibroScan >20kPa, trombositler <90,000/ul, alblimin <359/l veya karaciger

dekompansasyonu belirtileri
#Deterding, EASL 2016, Poster SAT-194

. 25
FU-24=takip 24 hafta



Alman Hepatit C-Arsivi (DHC-R) _ T
HCV nedeniyle siroz olan 632 Hastada IFN Icermeyen
Antivirallerin Guvenliligi ve Etkililigi

|

50 - Ortalama Albiimin (g/l) Ortalama Trombositler (tsd/pl)
= o 190 A -
3 45 = i
< -g 160
E 404 2 140

=T

3 354 e
g o
£ 307 T 65 T
o @) 0

25

Baslangi¢ 12. hafta Tedavi sonu FU 24 Baglangig  12.hafta  Tedavi sonu FU 24

Ortalama Bilirubin
(mg/l)

N
ol
]

2.0 1

1.5 1
1.0 1 $

0.5 T

Ortalama Bilirubin (mg/l)

o

Baslangi¢ 12. hafta Tedavisonu FU 24

Albumin, bilirubin ve protrombin zamani dahil karaciger fonksiyon
parametreleri antiviral tedavi/takip sirasinda hastalarin gogunlugunda
lyilegsmistir

Deterding, EASL 2016, Poster SAT-194 26



Tum sirotik hastalar SOF/LDV lle
tedavi edilebilirler



e Ledipasvir/Sofosbuvir+/-Ribavirin in Patients Co-infected with HCV and HIV:
Real-world Heterogeneous Population from the TRIO Network

Douglas T. Dieterich’, Bruce Bacon?, Michael Curry, Steven L. Flamm®, Lauren Guest®, Kris Kowdley®, Yoori Lee®, Zobair Younossi”, Naoky Tsa®, and Nezam AfdhaP
E Y Yeahn School of Medicing at Mount Sinai, 2Saint Lowis University School of Medicine, Beth lsroel Deoconess Medical Center, *Narthwestern University Feinberg School af Medicing, *Trio Health Analytics,
r fLiver Care Network, Swedish Medical Center, "Center for Liver Diseases, Department of Medicing, inava Fairfax Hospital, and *Queens Medical Center, University of Howaii T i0 _| fatel | | | ]

28



TRIO Gergek Yasam Kohortu :I:

SOF/LDVxRBV 150 HIV/HCV Koenfekte Hastalar

—
Demografik Bilgiler SVR12, Siureye gore (ITT)
Hastalar, n (%)
Yas, ortalama (aralik) 56 (36—-84)
Akademik uygulama 68 (45) 100 - 100 98 97
Erkek 105 (70)
Siyah Irk 32 (21) 80 -
GTla 120 (80) X
Siroz 53 (35) g 60
Trombositler <100,000/mL 15 (10) 5
Baslangigc RNA >6 MM IU/mL 32 (21) 40 -
Onceki tedavi, n (%) 29 (19)
Onceki tedavi bilinmiyor, n (%) 43 (28) -~
Tedavi suresi
8 8 (5) 110/112
12 112 (75) 0 -
24 30 (20) 8 Hafta 12 Hafta 24 Hafta

Gercek Yasam heterojen HIV/HCV koenfekte populasyonda yuksek SVR
oranlari elde edilmisgtir

Dieterich, EASL 2016, Poster SAT-134 29



TRIO Gergek Yasam Kohortu :I:

HIV/HCV Koenfekte Hastalarda SOF/LDVx RBV

|
uTE mTN m <6MM [U/mL m6MM-+ 1U/mL
100 100 100
100 100 100 98 100 100 - 95
°\=:, S0 280 -
< 60 60 1
5 40 - X 40
20 - P20 -
0. 1/24 28/28 17/48 48/48 0 93/93 26/26 5/5
Sirotik Sirotik Olmayan GT1a GT1b
100 100 99
100 37
2 80
o 60
g
o 40
20
108/108 108/109

Siyah Irk Siyah Irktan olmayan PPI No PPI

Dieterich, EASL 2016, Poster Sat-134 30
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Dekompanse siroz, HCC'u olmayan karaciger transplantasyonu igin B Bt o b
endikasyonu olan hastalar icin tedavi onerileri

GT LDV/SOF + RBV SOF/VEL + RBV
GT1 12 hafta 12 hafta

- 12 hafta
GT3 - 24 hafta

12 hafta 12 hafta
GT5 12 hafta 12 hafta
GT6 12 hafta 12 hafta

Dekompanse siroz, HCC’u olmayan karaciger transplantasyonu igin endikasyonu olan

hastalar, karaciger transplant 6ncesi MELD skoru <18-20

SOF + DCV + RBV
12 hafta
12 hafta
24 hafta
12 hafta
12 hafta

12 hafta

Gunluk ribavirin dozu agirliga bagh olup (< 75 kg = 1,000 mg ve = 75 kg = 1,200 mg). Ribavirin glinlik 600 mg baslama dozunda baslanabilir

ve doz tolerasyona gore ayarlanabilir.

Dekompanse sirotik hastalarda RBV kullanimi kontrendike ise ya da ribavirine diisik tolerabilite varsa tedavi 24 hafta RBVsiz LDV/SOF fiks
doz kombinasyonu (GT1, 4, 5 ya da 6), SOF/VEL fiks doz kombinasyonu (tim genotipler), ya da SOF+DAC kombinasyonu (tiim genotipler)

icermelidir.

EASL Recommendations on Treatment of Hepatitis C 2016; Journal of Hepatology 2016
http://dx.doi.ora/10.1016/}.jhep.2016.09.001 (Erigim : Eylll 2016)
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European Association

for the Study of the Liver

Karaciger nakli sonrasi rekurrens olan hastalar icin tedavi onerileri

sirozu olmayan rekkilirrent post-transplant hastalari (FO-F3), ve kompanse (CTP A) ve

dekompanse (CTP B ve CTP C) sirotik hastalar i¢cin tedaavi onerileri

GT LDV/SOF + RBV SOF/VEL + RBV SOF + DCV + RBV
GT1 12 hafta 12 hafta 12 hafta
- 12 hafta 12 hafta
- 24 hafta 24 hafta
12 hafta 12 hafta 12 hafta
GT5 12 hafta 12 hafta 12 hafta
GT6 12 hafta 12 hafta 12 hafta

» Dekompanse sirotik hastalarda RBV kullanimi kontrendike ise ya da ribavirine dusuk tolerabilite varsa tedavi 24 hafta RBVsiz LDV/SOF fiks
doz kombinasyonu (GT1, 4, 5 ya da 6), SOF/VEL fiks doz kombinasyonu (tim genotipler), ya da SOF+DAC kombinasyonu (tim genotipler)
icermelidir.

EASL Recommendations on Treatment of Hepatitis C 2016; Journal of Hepatology 2016
http://dx.doi.org/10.1016/j.jhep.2016.09.001 (Erigim : Eylil 2016) ﬁ
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for the Study of the Liver

European Association

Karaciger disi Solid organ transplant alicilarinda tedavi onerileri

Karaciger disi solid organ transplant hastalari

GT

LDV/SOF SOF/VEL SOF + DCV

GT1 v
GT2

X
GT3 x
GT4 v

v

GT5

GT6 v

immunsiipresif ilag doz degisikligi geredi duyulmaz (olasi everolimus harig tutularak)

SN N N N
RN N RN N N N

Biyopsi icin kontrendikasyon bulunan hastalarda [PT de 3 sn den fazla uzama veya trombosit sayisi <80.000 /mm3 veya kanama egilimini artiran
hastaliklar veya kronik bobrek yetmezligi/bobrek nakli veya biyopsiye engel olacak konumda bir yer kaplayici lezyonun varligi veya karaciger
sirozu veya karaciger nakli veya gebeler veya biyopsiye engel teskil edecek sekilde ciddi yeti yitimine neden olan psikotik bozuklugu ve zeka geriligi
olan hastalarda (biyopsi uyumunun olmadidinin psikiyatri uzman hekimlerince diizenlenecek saglk kurulu raporunda belirtiimesi kosuluyla)] ve HCV
RNA's1 pozitif tedavi deneyimli hastalarda; karaciger biyopsisi kosulu aranmaz. Biyopsi kosulu aranmayan durumlar saglik raporunda agik olarak
belirtilir.

EASL Recommendations on Treatment of Hepatitis C 2016; Journal of Hepatology 2016
http://dx.doi.ora/10.1016/}.jhep.2016.09.001 (Erigim : Eylll 2016) ﬁ
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rosterssat269— Leclipasvir/Sofosbuvir +/- Ribavirin in HCV Post-Transplant Patients:
Pl Real-world Heterogeneous Population from the TRIO Network
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TRIO Gergek Yasam Kohortu :I:

HCV Karaciger Nakli Sonras| Hastalarda 8, 12, veya 24
hafta LDV/SOFtRBV

]
Baslangi¢c Demografik Bilgileri SVR12
LDV/SOF = LDV/SOF+RBV 100
n=31 n=36 96 98
Tedavi suresi, n (%)
8 hafta 2 (7) 0
12 hafta 19 (61) 35 (97)
24 hafta 10 (32) 1(3)
Ortalama yas, yil (aralik) 62 (36-78) 61 (47-72)
Erkek, n (%) 22 (71) 29 (81)
Siyah Irktan Olmayan, n (%) 20 (65) 32 (89)
Genotip, n %
15 (48) /
la/1b 12 (39) 29 (81) / 7 (19)
Fibroz, n (%) _
FO-F1 3(9) 19 (53) Genel 8 Hafta 12Hafta 24 Hafta
F2 9 (29) 10 (28)

F3 2 (7) 0 1 0 0 1
F4 14 (45) 7 (19) LTFU 2 Q 1 1
Baslangigtaki viral ylk 6MM+ - ) 12 (33) Gercek yagsamda nakil sonrasi GT1
Ll i (), HCV hastalarinda rejimler genelinde
Onceki tedavi, n (%) 19 (61) 18 (50) ve c¢esitli hasta ozelliklerinde genel

PegIFN+RBV 9 (48) 13 (71)

tedavi basari orani yuksektir

Flamm, EASL 2016, Poster SAT-269 35




TRIO Gergek Yasam Kohortu

HCV Karaciger Nakli Sonras| Hastalarda 8, 12, veya 24

hafta LDV/SOFtRBV

5. SVR12 RATES

SVR12 Rates by Duration

* 1 patient (12 week duration) was LTFU post-treatment and 1 patient
(24 week duration) was LTFU priorto completing treatment

SVR12 Rates by Subtype & Baseline Viral
Load — Per Protocol

97%  100% 100%  100%
um wm
p=1.000 p=0.559
W <6MM IU/mi BMM+ [U/ml

SVR12 Rates by Cirrhosis and Prior
Treatment Experience — Per Protocol

Non-Cirrhotic

100% 100% 96%  100%

um 38 I am

p=1.000 p=0.333
B TE TN

SVR12 Rates by Ethnicity
— Per Protocol

Non African

American
100%

p=1.000

Flamm, EASL 2016, Poster SAT-269
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HCV-TARGET Safety and Efficacy of New DAA Regimens in Kidney and Liver Transplant Recipients
'grf-"' with Hepatitis C: Interval Results from the HCV-TARGET Study

Reddy KR, Sulkowski M3, Hassan M, Levitsky J, O'Leary JG, Brown RS, Kuo A, Stravitz T, Lim JK, Verna E, SaxenaV, Nelson DR, Hayashi P, Vainorius M, Fried MW, Terrault N
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HCV-TARGET

HCV'li Bobrek ve/veya Karaciger Nakli Alanlarda DAA
Rejimlerinin Guvenlilik ve Etkililigi

Karaciger Bobrek/ Toplam
Nakli Karaciger Nakli NP283
N=229 N=23 -
Erkek, n (%) 19 (61.3) 173 (75.5) 18 (78.3) 210 (74.2)
Yas 65+, n (%) 5(16.1) 68 (29.7) 12 (52.2) 85 (30.0)
Beyaz irk, n (%) 14 (45.2) 178 (77.7) 13 (56.5) 205 (72.4)
Siyah Irk, n (%) 10 (32.3) 18 (7.9) 4 (17.4) 32 (11.3)
GT, %
la/1b 51.6/32.3 58.1/26.6 56.5/34.8 57.2127.9
TE, n (%) 10 (32.3) 136 (59.4) 13 (56.5) 159 (56.2)
Siroz, n (%) 10 (32.3) 107 (46.7) 11 (47.8) 128 (45.2)
Tedavi rejimi, n
LDV/SOF+RBV 27 222 21 270 (95)
OBV/PTV/RTV/DSViRBV 4 4 2 10 (4)
DCV+SOF+RBV 0 3 0 3(1)

Reddy, EASL 2016, Poster Sat-189

38



HCV-TARGET T

HCV'li Bobrek ve Karaciger Nakli Alanlarda DAA Rejimlerinin
Guvenlilik ve Efkililigi

SVR12 (PP) Bébrek/
Bobrek Nakli Karaciger Nakli Karaciger Nakli
oo 100 94 100 100 0 95 o5 95 04 % L, O 5o 100 g3 100
80 - 80 -
60 - 60 -
40 - 40 -
20 - 20 | )
° fumi Siotk Srotk  LDV/ LDV O "Tumi  Sirotik ~ Sirotik '~ LDV/ | LDV/ O "Tumi " Sirotik " Sirotik " LDV/ | LDV/
Olmayan SOF  SOF Olmayan SOF  SOF Olmayan SOF  SOF
+RBV +RBV +RBV
LDV/SOF
*RBV .
Hastalar N=265 Gercek yasamda solid
AO, n (%) 189 (71.4) organ nakli sonrasi sirozlu
CAO, n (%) 25 (9.4) hastalarda SOF/LDV+RBYV ile
Bobrek tx reddi 1(0.4) tedavi etkili
AO nedeniyle ¢alismayi birakanlar 2 (0.8)

Reddy, EASL 2016, Poster Sat-189 39




HCV tedavisi ile iligkili uzun vadel
sonuglar



FRI-166

Long-Term Follow-up of Patients With Chronic HCV Infection Following Treatment With Direct-Acting

ith Direct-Acti ) GILEAD
Antiviral Regimens: Maintenance of SVR, Persistence of Resistance Mutations, and Clinical Outcomes
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DAA'lar ile Tedavi Edilen KHC Hastalarda Uzun Sdreli Takip

Gilead destekli bir calismadaki hastalar 3 yillik SVR Kayitlari veya Dizi Kayitlarina
(gecmis calismada virolojik basarisizlik gorulen hastalar) kaydedilmistir

Ortalama yas, y (aralik)
Erkek, n (%)
Beyaz irk, n (%)
Siroz, n (%)
IL28B CC, n (%)
HCV GT, n (%)

1

2

3

4

5

6

Tedavi, n
SOFtPeglFN+RBV (18 calisma)
LDV+SOFxRBV (12 ¢aligma)
SOF+VEL+RBYV (6 galisma)
SOF+VEL+GS-9857 (2 ¢calisma)
SOF Disgi (6 ¢calisma)*®

SVR

Kayitlar
N=5433

54 (19-83)
3405 (63)
4621 (85)
1088 (20)
1608 (30)

3618 (67)
535 (10)

1061 (20)
143 (3)
31 (0.6)
27 (0.5)

1773
2272
816
3
569

Dizi
Kayitlar
N=536
54 (21-72)
417 (78)
448 (84)
117 (22)
119 (22)

333 (62)
27 (5)
170 (32)
5 (0.9)
1(0.2)
0

251
34
45

3

203

Lawitz, EASL 2016, Poster FRI-166

SVR Kayitlari: SVR12 elde eden
hastalar

Dizi Kayitlari: virolojik basarisizlik
gorulen hastalar

Her takip vizitindeki degerlendirmeler
HCV RNA dlgimu
Klinik laboratuvar degerleri
Sec¢me klinik sonuclar

Viral direng analizi

Baslangicta ve tedavi basarisizhigi
zamaninda (SVR Kayitlari) veya her
vizitte (Dizi Kayitlar) toplanan
numuneler kullanilarak yaratalmastuar

VDV= vedroprevir (proteaz inhibitorii); TGV=Tegobuvir (non-nikleozid inhibitord) 46



DAA'lar ile Tedavi Edilen CHC Hastalarda Uzun Sureli Takip

|
SVR Kayitlari Dizi Kayitlar
N=5433 Kaydedilen N=536
Calismayi Birakan
LEWEIEVEY
N=4327 Devam Eden N=115
71 (0-156) Ana calismada Tedavi Sonundan 44 (0-159)
Hafta medyan takip (aralik) Hafta

n=1050 n n=370 n
SOF Disi galisma D/C 336 HCV tedavisine basladi 290
LTFU 247 Oluru Geri Cekti 40
Oluru Geri Cekti 235 LTFU 30
Ozel siroz kaydina girdi 172 Olim 4
HCV RNA 2LLOQ 18 Arastirmaci karari 3
Olim 15 Olur imzaladi fakat uygun degil 2
Olur imzaladi fakat uygun degil 14 SOF Disi calisma D/C 1
Arastirmaci karari 13

5433 hastada %99.7 SVR surdurulmustur

Lawitz, EASL 2016, Poster FRI-166 47



Effectiveness of Ledipasvir/Sofosbuvir (Harvoni®) and Ombitasvir/Paritavir/Ritonavir/Dasubuvir (Viekira Pak®) in

Treatment-naive And -experienced U.S. Veterans Wit hGenotype 1 Hepatitis C Infection pi
[ Garcla! Barbar: ezt Cynthia Soloman Gilles", Edith Gavis', Douglas Heuman! LIVER CONGALES"
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VA Kohortu

HCV GT1 olan 323 ABD Gazisinde LDV/SOF£RBV veya
OBV/PTV/RTV+DSV+RBV

Baslangi¢c Demografik Bilgileri SVR12 (PP)
N — 100 94
+ RESB\C/) OBV/PTV/IRTV
Hastalar 8,12,24 + DSVZ RBV 80
hafta 1?\,[‘223 o
N=273 - °
o 60
-
n>: 40
Yas, ortalama yil (aralik) 61.?6(;34_ 61.7 (36—70) n
20
GT.n 249/258 45/48
1a/1b 190 /50 20/ 30 0
1 belirtimemis 33 0 LDVISOFtRBV OBVIPTVIRTV+DSViRBV
4
Baslangi¢ ortalama viral 4,160,95 Olumler, n (3 sepsis;
yUk, IU/mL 0 4,228,263 (ilacla ilgili degil) 1 serebral 0
hemoraji)
Siroz, n (%
iroz, n (%) 177 (65) 22 (44) Kirima, . 3 0669
.. n (%) °’
Onceki tedavi, n (%) 71 (26) 14 (28) ,
NUks, n (%) 9 (%3,5) 0
Karaciger tx sonrasi, n (%) 12 (100) 0 D/C, n (%) 2 (%0,7) 2 (4)

Fuchs, EASL 2016, Poster SAT-216 49




VA Kohortu III
HCV GT1 olan ABD Gazilerinde LDV/SOF£RBV veya
OBV/PTV/RTV+DSV+RBV

SVR12 (PP analiz; N=306)

97

100
94 94 oo

80

20

88/ 161/
91 167

45/
47

GT1a GT1b TN TE Sirotik Olmayan Sirotik

mLDV/SOFtRBYV = OBV/PTV/RTV+DSVRBY

Fuchs, EASL 2016, Poster SAT-216 50



Antiviral treatment in patients with advanced HCV
cirrhosis using sofosbuvir and ledipasvir/
daclatasvir, with or without ribavirin —
outcomes compared to untreated patients and
long term outcomes

Michelle CM Cheung?!, Graham R Foster?!, William L Irving?, Alex J Walker?, Benjamin E
Hudson3, Suman Verma®, John McLauchlan®, David J Mutimer®, Ashley Brown’,
William TH Gelson®, Douglas C MacDonald?, Kosh Agarwal*
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Kilavuzlar ile onerilen SOF/LDV
tedavisi gercek yasam verileri ile
desteklenmektedir



