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HCV infeksiyonu ve beklenen olum orani

Hesaplanan yeni
vaka sayisi
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HCV infeksiyonu ve ekonomik boyut

Prevalans (milyon)
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Hepatit C virusu

Tutunma: Virus karaciger hlcresine \
reseptdr araciligi ile baglanir. Bu iglem

icin en az dort farkli protein gerekir

Penetrasyon ve giris: Karaciger
hicresi ice dogru kivrilip virusu
alir

Karaciger hiicresi

. . reseptor molekulleri
Flzyon sonrasi viral RNA P

salinimi: Virus protein
kilifindan soyunur RNA hicre
icine salinir

Viral protein sentezi: Viral
RNA karaciger hucresini
kullanarak kendi proteinlerini
sentezletir

Karaciger
hlcresi

. y -
Hepatit C’nin
Viral p[otein i§lenmesi: am mm mm
e otiten yasam dongusu
uygun bicimde keser hazirlar

Replikasyon: Yizlerce HCV
RNA kopyasi sentezlenir

Viral montaj: Protein kapsid
RNA ‘yi gevreleyip yeni
viriyonlari olusturur

Tomurcuklanma: Hucre igi
sivi igeren bir kesede
immatir virus tomurcuklanir

Sekresyon: immatiir HCV
hiicre ylzeyine dogru gé¢
eder

Salinma: Yeni viriyonlar
hicre disina salinir



HCV replikasyonunda rol alan esansiyel

proteinler
T
Viral proteanzﬁ_l‘ar‘_&_\ Vlral replikasyon proteinleri

NS3 o NS5B

- Viral proteazlar: - Viral proteinler HCV RNAy1 cogaltmak
- Viral sistein proteaz (NS2) icin replikasyon kompleksi yapar:
- Esas viral serin proteaz (NS3) - NS3/4A kompleksi
- NS4A proteini NS3 proteaz - NS4B

icin ko-faktor
- NS5A

- HCV RNA polimeraz (NS5B)



Dogrudan etkili antiviral ajanlar i¢in
hedefler

Reseptore
baglanma ve
endositoz

QO ¢ (,“ Transport

ve salinim

Viriyon
uretimi

Manns MP, et al. Nat Rev Drug Discov 2007; 6: 991-1000.



Dogrudan etkill antiviral ajanlar

[
C E1l E2 p7 || NS2 | NS3 |[NS4A| NS4B NSSA‘ NS5B [
C
NS3/4A Proteaz inhibitorleri (Pi) Lo NS5B Niikleoz(t)id ihibitdrleri (NI)

Boceprevir

. Simeprevir .
Yiksek potens Dano';revir Orta ve yuksek potens Sofosbuvir

Faldaprevir Mercitabine
Sinirli genotipik kapsam Asunaprevir Pangenotipik kapsam IDX-184

Paritaprevir ALS-2200
Dusuk direng bariyeri Grazoprevir Yuksek direng bariyeri

Vaniprevir

Sovaprevit

NSS5A inhibitorleri Daklatasvir NS5B “Non’- niukleozid inhibitorler

5 Ledipasvir ABT-072
Yuksek potens Ombitasvir ABT-333
Elbasvir Orta potens BI-207127

Multigenotipik kapsam Samatasvir o BMS-791325
SRS Sinirli genotipik kaps: GS-9669

GS-5816 (Velpatasvir) Setrobuvir
PPI1-668 (Ravidasvir) o ) . . Tegobuvir
GSK2336805 Disuk direng bariyeri Dasabuvir
ACH-3102 Deleobuvir
MK-8742 PPI-383

Dusuk direng bariyeri

VX222



Dogrudan etkili antivirallerin etkinlik/yan
etki profilleri

NuUk. “Non”-nuk.
polimeraz polimeraz
inhibitoru inhibitoru

Proteaz Proteaz NS5A
inhibitori” inhibitoria™ inhibitorii

Tum genotiplere
etkinlik

Antiviral potens

® lyi profil

*Birinci jenerasyon
**|kinci jenerasyon

@ Orta profil @ Koti profil
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Tedavi hedefi

Daha etkili
Daha iyi tolere edilebilen

Daha kisa tedavi suresi olan

DELER CIEVA (HETTET ][]




Kronik hepatit C tedavisinde
ombitasvir/paritaprevir/ritonavir + dasabuvir
kombinasyonu



Uc direkt etkili antiviral kombinasyonu
e

« Ombitasvir (OBV). HCV NS5A inhibitoru

« Paritaprevir (PTV): HCV NS3/4A proteaz inhibitoru

« Ritonavir (RTV): HCV'ye karsi aktif degil, paritaprevirin sistemik
etkinligini artiran CYP3A inhibitori

¥

-Kombine preparat-
12,5 mg ombitasvir / 75 mg paritaprevir / 50 mg ritonavir (viekirax)

+

<+ Dasabuvir (DSV): HCV RNA-bagimli RNA polimeraz NS5B “non”-
nukleozid inhibitoru
250 mg dasabuvir (exviera)



Genotip 1 ile infekte naiv veya tedavi deneyimli,
sirotik olmayan hastalarda
ombitasvir/paritaprevir/ritonavir + dasabuvir *
ribavirin kombinasyon tedavisi



SAPPHIRE-I:
Nalv, sirotik olmayan hastalarda tedavi

-gallima tasarimi-
]

n=473 Y
HCV GT1, =4 OBV/PTV/RTV + DSV + RBV
tedavi naiv, .
“non”- sirotik _ S

| | |
0 12 24

Calisma haftasi

 OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gun)
« DSV 250 mg — 2x1 tablet/gun
« RBV kiloya bagli olarak gunde iki kez

Feld JJ, et al. N Engl J Med 2014 Apr 24; 370(17): 1594-603.



Demografik ozellikler

Hasta ézellikleri OBV/PTV/RTV + DSV + RBV Plasebo
asta ozellikleri (n= 473) (n= 158)
Erkek, n (%) 271 (57.3) 73 (46.2)
Irk, n (%)
Beyaz 428 (90.5) 144 (91.1)
Siyah 26 (5.5) 8 (5.1)
Diger 19 (4) 6 (3.8)
Hispanik veya Latin, n (%) 27 (5.7) 5(3.2)
Yas (yil), ortalama 49.4 (18-70) 51.2 (21-70)
VKIi (kg/m?), ortalama 25.7 (18-38.4) 26.2 (18.5-39.4)
Fibroz diuizeyi 2 F2, n (%) 110 (23.3) 42 (26.6)
iL28B CC genotipi, n (%) 144 (30.4) 50 (31.6)
HCV genotipi, n (%)
la 322 (68.1) 105 (66.5)
1b 151 (31.9) 53 (33.5)
HCV RNA logy, IU/ml, 6.4 + 0.62 6.47 + 0.65
ortalama




Subtiplere gore KVY ., oranlari ve tedavi

sonuclari
B

100 o~ 96,2 95,3 98 OBV/PTV/RTV +
Sonuglar DSV + RBV
N/n (%)
80 KVY,, 455/473 (96.2)
S 60 - Virolojik bagarisizlik
>§ Alevlenme 1(0.2)
X 40 Relaps 7 (1.5)
Yan etkiye bagh ¢alisma 3 (0.6)
20 - ilacina devamsizlik
Tedavi sonrasi takipte 2 (0.4)
0 - kayip

Genel GT1a GT1b



SAPPHIRE-II:
Tedavi deneyimli, sirotik olmayan hastalarda

ted avi-gallima tasarimi-
]
HCV GT1, =2 OBV/PTV/RTV + DSV + RBV
tedavi- L |

deneyimli,

“non”- sirotik n=97 3
_ OBV/PTV/RTV + DSV +
(N=394) > Plasebo RBV

| | |
0 12 24

Calisma haftasi

« OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gun)
« DSV 250 mg — 2x1 tablet/gun
* RBV kiloya bagli olarak gunde iki kez

Zeuzem S, et al. N Engl J Med 2014 Apr 24; 370(17): 1604-
14



Demografik ozellikler (1

Hasta 6zellikleri OBV/PTV/RTV + DSV + RBV Plasebo
asta ozellikleri (n= 297) (n= 97)
Erkek, n (%) 167 (56.2) 60 (61.9)

Irk, n (%)
Beyaz 269 (90.6) 86 (88.7)
Siyah 22 (7.4) 10 (10.3)
Asya 6 (2) 0 (0)
Hispanik veya Latin, n (%) 22 (7.4) 3(3.1)
Cografya, n (%)
Kuzey Amerika 136 (45.8) 33 (34)
Avrupa 150 (50.5) 61 (62.9)
Avustralya veya Yeni Zelanda 11 (3.7) 3(3.1)
Yas (yil), ortalama 51.7 (19-71) 54.9 (30-69)

VKi (kg/m?2), ortalama

26.3 (18.1-38.1)

26.4 (18.5-36.7)




Demografik ozellikler (2

Hasta 6zellikleri OBV/PTV/RTV + DSV + RBV Plasebo
asta ozellikleri (n= 297) (n= 97)
Fibroz duzeyi (F2 veya F3), n (%) 95 (32) 32 (33)
iL28B CC genotipi, n (%) 34 (11.4) 7(7.2)
HCV genotipi, n (%)
la 173 (58.2) 57 (58.8)
1b 123 (41.4) 40 (41.2)
HCV RNA log,, iU/ml, ortalama 6.55 (4.61-7.70) 6.52 (5.20-7.55)
Onceki Peg-IFN/RBV tedavisi, n
(%0)
Tam yanitsiz 146 (49.2) 47 (48.5)
Kismi yanitli 65 (21.9) 21 (21.6)

Relaps 146 (49.2) 29 (29.9)




Subtiplere gore ve onceki tedavi yanitlarina
gore KVY,, oranlari

96,3 100 . 953 100 95,2

[] []
Z1=

Genel t GT1a GT1b Onceki Onceki Onceki

niiks kismi yanith tam yanitsiz
1 Bir hastada suptipleme yapilamamis (%95 guvenlik araligr))



Tedavi sonuclari

Tum PR kismi PR tam

hastalar yanithlar yanitsizlar
(N=297) (N= 65) (N= 146)

KVY 5, N/N (%) 286/297 (96.3) | 82/86 (95.3) | 65/65 (100) | 139/146 (95.2)

Virolojik basarisizlik, n (%)

Alevilenme 0 (0) 0 (0) 0 (0) 0 (0)
Relaps 7 (2.4) 1(1.2) 0 (0) 6 (4.1)

Calisma ilacini erken
birakma,* n (%)

4 (1.4) 3 (3.5) 0 (0) 1 (0.6)

*Alevienme olmaksizin



SAPPHIRE-I ve SAPPHIRE-II: Etkinlik
_

SAPPHIRE-I: SAPPHIRE-II:
Tedavi naiv GT1 hastalar Tedavi deneyimli GT1
hastalar
100 ; 96,2 95,3 I8 100 - 96,3 96,0 96,7

(0]

o
0
o

KVY,, (%)
2
o
KVY ., (%)
(@)
o

40 40
20 - 20 -
n{ 286
N % N| 297
0 0

Genel GT1la GT1b Genel T GT1la GT1b



PEARL-II:
Tedavi deneyimli, sirotik olmayan hastalarda
tedavi-Calisma tasarimi-

n=88 1
tedavi-
deneyimli, b |
“non”- sirotik n=91

(N=179) >
| I

0 12 24
Calisma haftasi

« OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gun)
« DSV 250 mg — 2x1 tablet/gun
« RBV kiloya bagli olarak gunde iki kez

Andreone P, et al. Gastroenterology 2014; 147(2): 359-65.



Demografik ozellikler (1)

OBV/PTV/RTV + DSV + OBV/PTV/RTV
Hasta ozellikleri RBV + DSV
(n=91) (n= 95)

Erkek, n (%) 45 (49.5) 57 (60)
Irk, n (%)

Beyaz 84 (92.3) 86 (90.5)

Siyah 3(3.3) 26 (6.3)
Hispanik veya Latin, n (%) 4 (4.4) 2(2.1)
Cografya, n (%)

Kuzey Amerika 14 (15.4) 19 (20)
Avrupa 77 (84.6) 76 (80)
Yas (yil), ortalama £ SD 54.1 + 10.9 54.2 = 10.5
VKIi (kg/m?2), ortalama =SD 26.2 + 4.1 275+ 4.3




Demografik ozellikler (2

B P TR TV D e IPTV/RTV + DS

Hasta ozellikleri RBV i
(n= 100) (n= 205)
IL28B CC genotipi, n (%) 10 (11) 7(7.4)
HCV RNA log,, 10/ml 6.56 = 0.56 6.48 + 0.53
Onceki Peg-iFN/RBV tedavisi, n
(%)
Tam yanitsiz 32 (35.2) 33 (34.7)
Kismi yanitli 26 (28.6) 27 (28.4)
NUks 33 (36.3) 35 (36.8)
METAVIR fibroz duizeyi
FO veya F1 64 (70.3) 61 (64.2)
F2 13 (14.3) 21 (22.1)
F3 14 (15.4) 13 (13.7)




Tedavi sonuclari

100 - 96,6 OBV/PTV/IR OBV/PTV/
Sonuglar TV + DSV + RTV +
RBV DSV
80 - N/n (%) N/n (%)
KVY 1, 85/88 91/91 (100)
(96.6)
< 0 1 Virolojik basarisizlik
o Alevlenme 0 (0) 0 (0)
c 40 1 Relaps 0 (0) 0 (0)
Caligsma ilacini birakma 2 (2.3) 0 (0)
20 . Tedavi bitimi sonrasi 1(1.1) 0 (0)
N takipte kayip
0 - .

OBV/PTV/IRTV + OBV/PTV/RTV + DSV
DSV + RBV



PEARL-III:
Nalv, sirotik olmayan hastalarda tedavi

-Eallima tasarimi-
]

n=210 OBV/PTV/RTV + DSV +
HCV GTl1b, > RBV
tedavi-naiv, o
“non” - sirotik _
n=209
(N=419) > OBV/PTV/RTV + DSV
I | |
0 12 24

Calisma haftasi

« OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gtn)
« DSV 250 mg — 2x1 tablet/gun
« RBV kiloya bagli olarak gunde iki kez

Ferenci P, et al. N Engl J Med 2014; 22; 370(21): 1983-92.



Demografik ozellikler

OBV/PTV/RTV + DSV + RBV ~ OBV/PTV/RTV + DSV

Hasta ozellikleri

(n=210)

(n=209)

Erkek, n (%) 106 (50.5) 86 (41.1)
Irk, n (%)

Beyaz 198 (94.3) 196 (94.2)

Siyah 10 (4.8) 10 (4.8)

Diger 2 (1) 2 (1)
Hispanik veya Latin, n (%) 2 (1) 5(2.4)
Cografya, n (%)

Kuzey Amerika 48 (22.9) 47 (22.5)

Avrupa 162 (77.1) 162 (77.5)
Yas (yil), ortalama = SD 48.4 = 11.9 49.2 £ 12
VKi (kg/m2), ortalama = SD 25.8 + 3.8 26.1+ 4.2

METAVIR fibroz duzeyi

FO veya F1 150/210 (71.4) 141/208 (67.8)

F2 38/210 (18.1) 47/208 (22.6)

F3 22/210 (10.5) 20/208 (9.6)
IL28B CC genotipi, n (%) 44 (21) 44 (21.1)
HCV RNA log,, iU/mI 6.29 + 0.77 6.33 + 0.67
HCV RNA 2 800,000 iU/ml, n (%) 159 (75.7) 148 (70.8)




100 -

80 o

KVY,, (%)

20 -

(o))
o
L

99,5

ZI=S

OBV/PTV/RTV +
DSV + RBV*

Tedavi sonuclari
B

99

OBV/PTV/IR OBV/PTV/

TV + DSV RTV +
Sonuglar + RBV DSV
N/n (%) N/n (%)
KVY, 209/210 207/209
(99.5) (99)
Virolojik bagarisizlik
Alevlenme 1 (0.5)* 0 (0)
Relaps 0 (0) 0 (0)
Calisma ilacini 0 (0) 0 (0)
birakma
Tedavi bitimi sonrasi 0 (0) 2 (1)t
takipte kayip

OBV/PTV/IRTV +

DSV

* Alevlenme olan bir hastada NS5A Y93H polimorfizmi

1 Iki hasta takip eilemiemis, ancak ikisi de KVY,, e ulagsmig

(%95 guvenlik araligr)



PEARL-Il ve PEARL-III: Etkinlik

N
%100 %100 %100 %100 %100 %100 %100 %100 %100 %100 %100

100 -
80 -
?'
S
~ 60 -
—
>_
<
40 -
20 -
O T . T T T T T . T T T i T
Genel Onceki tedavi Cinsiyet VKI Baslangig viral yuk IL28B
Q D N N > ) D A o o
S R S
N4 © oF oF & & o
. ¥ £ 7‘5 Q«Q Q? S
&06 v

Maieron A, et al. United European Gastroenterology Week 2014. PO047.



PEARL-IV:
Nalv, sirotik olmayan hastalarda tedavi
-Caligsma tasarimi-

n=100 1
2 OBV/PTV/RTV + DSV + RBV >
HCV GTl1a, naiv, b

“non”- sirotik

(N=305) n=205
RO 2  OBV/PTV/RTV + DSV

[
0 12 24

Calisma haftasi

« OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gun)
« DSV 250 mg — 2x1 tablet/gun
* RBV kiloya bagli olarak gunde iki kez

Ferenci PJ, et al. N Engl J Med 2014 May 22; 370(21): 1983-92.



Demografik ozellikler

OBV/PTV/IRTV + DSV + OBV/PTV/RTV + DSV

Hasta ozellikleri

RBV (n=100) (n=205)

Erkek, n (%) 70 (70) 129 (62.9)
Irk, n (%)

Beyaz 86 (86) 171 (83.4)

Siyah 10 (10) 26 (12.7)

Diger 4 (4) 8 (3.9)
Hispanik veya Latin, n (%) 10 (10) 18 (8.8)
Cografya, n (%)

Kuzey Amerika 92 (92) 186 (90.7)
Avrupa 8 (8) 19 (9.3)
Yas (yil), ortalama = SD 51.6 £ 11 51.4 = 10.6

VKi (kg/m?), ortalama =SD 26.9 + 4 26.7+ 4.3
METAVIR fibroz duzeyi
FO veya F1 63/100 (63) 132/205 (64.4)
F2 21/100 (21) 35/205 (17.1)
F3 16/100 (16) 38/205 (18.5)
IL28B CC genotipi, n (%) 31 (31) 63 (30.7)
HCV RNA log,, iU/mI 6.64 + 0.5 6.53 + 0.68
HCV RNA 2 800,000 iU/ml, n (%) 92 (92) 172 (83.9)




Tedavi sonuclari
B

OBV/PTV/ OBV/PTVIR

100 - Sonuglar RTV+DSV TV + DSV
+ RBV N/n N/n (%)
0 06)
KVY, 97/100 (97) | 185/205
(90.2)
< 60 - Virolojik bagarisizlik
>_‘3| Alevlenme 1(1) 6 (2.9)
i 40 Relaps 1(1) 10 (5.2)
Calisma ilacini 0 (0) 3 (1.5)
20 birakma
Tedavi bitimi sonrasi 1(1) 1 (0.5)

takipte kayip

ZI=

0 -

OBV/PTVIRTV +  OBV/PTVIRTV +
DSV + RBV DSV (% 95 giivenlik aralig)




MALACHITE-II: Tedavi deneyimli hastalarda
OBV/PTV/RTV + DSV + RBV tedavisi ile Peg-IFN +

- RBV + TPV tedavisinin karillaitlrllmam

<« Cok merkezli, acik etiketli, randomize faz lll calisma

+ Hastalarin %6’sinda fibroz F3 veya Ustll, %49’u peg-IFN+RBV’ye tam yanitsiz,
%91’inde 1L28B genotipi CC disi, %18’i GT1a infeksiyonu, %100’U beyaz Irk,
ortalama HCV RNA:dlzeyi 6.37-6.39 log,, [U/ml

24 or 48
12 hafta hafta*
l l KVY 4,
OBV/PTVIRTV + %99
GTl_, _ DSV + RBV —I

“non”-sirotik (n = 101)
peg-iIFN/RBV- p<.001

deneyimli \ _

(N = 148) TVR + Peg-IFN/RBV Peg-IFN/RBV %66

(n =47)

« OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gun)

« DSV 250 mg — 2x1 tablet/gun

« TVR 750 mg — 3x1

* Peg-IFN/RBV - TVR’siz 12-36 hafta
Dore GJ, et al. EASL 2015. Abstract
P0847.



Subgruplara gore KVY , oranlari
T

B OBV/PTV/RTV+ DSV+ RBV B TVR + peg-iIFN/RBV
100 09 100 100

(o]
(o))

100 -

la 1b Relaps Kismi yanit Tam tanitsiz

Genotipler Onceki Peg-IFN/RBV yanitlari



Yasam kalitesi ve laboratuvar bulgulari
I

—8— OBV/PTV/RTV + DSV + RBV —=— TPV + peg-IFN/RBV
Zihinsel bilesenlerin puani Fiziksel bilesenlerin puani

5 - 5 - |

£
(-
[})
= 0 0
x5 "B ee—bTwrw YW L TTTTTTTTTTTETTTTTY
20
23 5 5 -
T
'S E -10 - -10 +
[($)
@% -15 = -15 <
S
(/2]

- Ly -
8 20 — & 20

OBV/PTV/RTV + DSV + RBV TPV + peg-iIFN/RBV

0
Laboratuvar bozukluklari, % (n = 101) (n = 47)

Hemoglobin 8 < 10 g/dI 4 26

ALT > 5 x NUL 1 6




Genotip 1 ile infekte naiv veya tedavi deneyimli,
sirotik hastalarda
ombitasvir/paritaprevir/ritonavir + dasabuvir *
ribavirin kombinasyon tedavisi



TURQUOISE-Il: Tedavi naiv veya deneyimli,
sirotik hastalarda tedavi

-Caligsma tasarimi-
S

n=208 | 1
HCV GT1, 4 OBV/PTV/RTV + DSV + RBV
tedavi-naiv veya |

-deneyimli,

sirotik n=172
(N=380) > OBV/PTV/RTV + DSV + RBV

| T |
0) 12 24
Calisma haftasi

« OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gun)
« DSV 250 mg — 2x1 tablet/gun
« RBV kiloya bagli olarak gunde iki kez

Poordad F, et al. N Engl J Med 2014 May 22; 370(21): 1973-82.



Demografik ozellikler

Hasta ézellikleri 12 hafta 24 hafta
asta ozellikleri (n= 208) (n=172)

Erkek, n (%) 146 (70.2) 121 (70.3)
Irk, n (%)

Beyaz 199 (95.7) 161 (93.6)

Siyah 6 (2.9) 6 (3.5)

Asya 3 (1.4) 5 (2.9)
Hispanik veya Latin, n (%) 25 (12) 20 (11.6)
Yas (yil), ortalama = SD 571 =7 56.5 = 7.9
VKi (kg/m?2), ortalama £ SD 279 + 4.1 27.9 = 4.3
iL28B “non”- CC, n (%) 173 (83.2) 138 (80.2)
HCV RNA (log,, iU/mI), ortalama = SD 6.41 + 0.62 6.53 + 0.52

Onceki Peg-iFN/RBV tedavisi
Tam yanitsiz
Kismi yanitli
Nuks

75/122 (61.5)
18/122 (14.8)
29/122 (23.8)

62/98 (63.3)
13/98 (13.3)
23/98 (23.5)

Platelet sayisi, x 1091
Ortalama

140 (104-188.5)

142.5 (105-183)

Albumin, g/l
Ortalama

40 (37-42)

39 (37-42)




Onceki tedavi yanitina gore GT1a ile
Infekte hastalarda KVY,, oranlar

T 80.0
80
OBV/PTV/ RTV +
DSV + RBV
S 60+ B 12 hafta
S
N B 24 hafta
<
o 40 -
20 =
N[ 64 || 56 15 || 13 11 10 50 || 42
0

Naiv PR niiks PR kismi PR tam
yanith yanitsiz



Onceki tedavi yanitina goére GT1b ile
Infekte hastalarda KVY;, oranlar

1
100 — 100 100 100 100 85.7 100 100 100
80 =
OBV/PTV/RTV +
< DSV + RBV
o
~ 60 - Bl 12 hafta
; B 24 hafta
X
40 -
20 -
n| 22 ([18 14 || 10 6 3 25 || 20
Nf 22 || 18 14 || 10 4 3 25 || 20
0

Naiv PR niiks PR kismi PR tam
yanith yanitsiz



TURQUOISE-IIl: Tedavi nalv veya deneyimli,
kompanse sirotik hastalarda tedavi

-Caligsma tasarimi-
S [

HCV GTlb, KVY,
tedavi-naiv veya | n=g0 .
-deneyimli, |——s OBV/PTV/RRBT\\// + DSV +
kompanse sirotik 1
(N=60) l T ]
° 12 24

Calisma haftasi

 OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gun)
« DSV 250 mg — 2x1 tablet/gln
* RBV kiloya bagli olarak gunde iki kez

Feld JJ, et al. 15th International Symposium on Viral Hepatitis and Liver Disease 2015. Poster 226.



Demografik ozellikler

Hasta ozellikleri (n=60)

Erkek, n (%) 37 (62)
Siyah, n (%) 7 (12)
Yas (yil), ortalama = SD 59.5 =9.5
VKIi (kg/m?2), ortalama £SD 27.8 +5.4
IL28B “non”- CC, n (%) 50 (83)
HCV RNA (log,, iU/ml), ortalama = SD 6.6 = 0.6

Peg-iIFN/RBV tedavi deneyimi, n (%)

33 (55)




KVY ;, oranlari

100 100 100
100
80
N 60 + Hastalarin tumunde tedavinin
>_2' dérdiincii haftasinda HCV RNA
S degerleri negatiflesmisg
A’

40 < Tum hastalar tedaviyi
tamamlamis ve KVY, elde
edilmis

20

0

EVY KVY4 KVY12

EVY: Erken virolojik yanit



Genotip 4 ile infekte hastalarda
ombitasvir/paritaprevir/ritonavir * ribavirin
kombinasyon tedavisi



PEARL-I: Calisma tasarimi

48 hafta takip

Tedavi naiv —=

OBV/PTV/RTV /
' / / "

OBV/PTV/RTV + y
—t f—

SRR OBV/PTV/RTV + L Y, X
tedavi deneyimli RBV (N= 49) / /
: KVY,,
0 12. hafta 24. hafta 60. haftaya kadar

 OBV/PTV/RTV 25 mg/150 mg/100 mg (sabah 2 tablet/gtn)
« RBV kiloya bagli olarak gunde iki kez

Hezode C, et al. Lancet 2015; 385(9986): 2502-9.



Demografik ozellikler (1)
N

Tedavi naiv Tedavi deneyimli
Hasta 6zellikleri OBV/PTV/RTV OBV/PTV/RTV + OBV/PTV/RTV +
(n= 44) RBV RBV
. (n=42) (n= 49)
Erkek, n (%) 24 (55) 28 (67) 36 (74)
Cografya, n (%)
Avrupa 38 (86) 36 (86) 42 (86)
Kuzey Amerika 6 (14) 6 (14) 7 (14)
Yas (yil), ortalama 49.0 = 10 44.0 = 13 51.0 £ 10
VKi (kg/m2),
250 £ 4 25.0 = 4 27.0 = 4
ortalama
HCV RNA log,, 6.1 + 0.6 6.1 + 0.6 6.3 = 0.5
IU/ml, ortalama
>
::JCI:XIRNA 2800,000 27 (61) 30 (71) 37 (76)




Demografik ozellikler (2

Tedavi naiv Tedqw :
deneyimli
Hasta ozellikleri OBV/PTV/ OBV/PTV/
R??/\?;P:TXA) RTV + RBV  RTV + RBV
(n=42) (n=49)
IL28B genotipi, n (%)
CC 12 (27) 11 (26) 6 (12)
CT 24 (55) 26 (62) 32 (65)
1T 8 (18) 5(12) 11 (22)
Fibroz duzeyi, n (%)
FO-F1 38 (86) 33 (79) 33 (67)
F2 4 (9) 6 (14) 11 (22)
F3 2 (5) 3(7) 5 (10)
Onceki Peg-IFN/RBV tedavisi n (%)
Tam yanitsiz 23 (47)
Kismi yanitli 9 (18)
Relaps 17 (35)




Tedavi sonuclari

Naiv grupta bir hastada
alevlenme ve iki hastada
relaps

Bu U¢ hasta da genotip
4d infeksiyonu
Virolojik basarisizlik
sirasinda bulunan
direng ile iligkili
varyantlar (agirhkh
olarak NS3’te D168V,
NS5A'da L28S veya
L28V) tedavi
baslangicinda da var
Bu U¢ hastanin ikisinde

0,0 © iL28B CT, digerinde ise
" TTOBV/IPTVIRTV _ OBV/PTV/IRTV __ OBV/PTV/IRTV IL28B TT genotipi

| + RBV J + RBV
v

Tedavi naiv Tedavi deneyimli

KVYy, (%)




OBV/PTV/RTV + DSV * RBYV ile yapilan faz Il
calismalarin ozeti

Vir.
Hast . . .
Jasta Tedavi semasi KVY,  Nuks  basari
populasyonu (%) (%) sizhk*
(%)
SAPPHIRE-I GT1, “non” sirotik, | OBV/PTV/RTV + DSV + RBV, 12 hafta (n=473) 96.2 15 0.2
(n=631) naiv Plasebo, 12 hafta (n=158) ' ' '
SAPPHIRE-I GT1, “non” sirotik, | OBV/PTV/RTV + DSV + RBV, 12 hafta (n=297) 96.3 24 0
(n=394) PR deneyimli Plasebo, 12 hafta (n=97) ' '
PEARL-II GT1b, “non” sirotik, | OBV/PTV/RTV + DSV + RBYV, 12 hafta (n=88) 96.6 0 0
(n=179) PR deneyimli OBV/PTVIRTV +DSV, 12 hafta (n=91) 100
PEARL-III GT1b, “non” sirotik, | OBV/PTV/RTV + DSV + RBYV, 12 hafta (n=210) 99.5 0 0.5
(n=419) naiv OBV/PTVIRTV +DSV, 12 hafta (n=209) 99 0
PEARL-IV GT1a, “non” sirotik, | OBV/PTV/RTV + DSV+ RBV, 12 hafta (n=100) 97 1 1
(n=305) naiv OBV/PTVIRTV + DSV, 12 hafta (n=205) 90.2 5.2 2.9
TURQUOISE-II GT1, sirotik, naivve | OBV/PTV/RTV + DSV + RBY, 12 hafta (n=208) 91.8 59 0.5
(n=380) PR deneyimli OBV/PTV/RTV + DSV + RBV, 12 hafta (n=172) 95.9 0.6 1.7
TURQUOISEII | GTL, sirotik, naivve | opy/omvipTy + DSV + RBV, 12 hafta (n=60) 100 0 0
(n=60) PR deneyimli
| &




Ombitasvir/ paritaprevir/ ritonavir + dasabuvir

kombinasyonunun ozellikleri (1)
.

+ RBV ile birlikte kullanimda kontrasepsiyon yontemleri uygulanmalidir—
gebelik kategorisi B (tedavi sUresince ve tedavi bitiminden sonra 6 ay
sureyle)

< Emziren kadinlarda kullaniimamalidir

+ Pediyatrik hastalarda farmakokinetik arastiriimamistir, 18 yas alti
kullaniimamalidir

+ Geriyatrik hastalarda, hafif-orta-siddetli bobrek yetmezliginde ve hafif-

orta karaciger yetmezliginde (Child-Pugh A ve B) doz ayarlamasi
gerekli degildir

+ Siddetli karaciger yetmezliginde (Child-Pugh C) kullanilmamalidir



Ombitasvir/ paritaprevir/ ritonavir + dasabuvir

kombinasyonunun ozellikleri (2)
.

< Bir OMV/RTV/RTV dozunun kacgirilmasi halinde, diger doz 12 saat
icerisinde alinabilir ve ilacin alinmasi gereken zamanin Uzerinden 12
saatten fazla gegcmisse kacirilan doz alinmamalidir

« DSV dozunun kacirilmasi halinde diger doz 6 saat icerisinde alinabilir

ve ilacin alinmasi gereken zamanin Uzerinden 6 saatten fazla gegcmisse
kacirilan doz alinmamalhdir

<« OBV(12.5 mg)/ PTV(75 mg)/ RTV(50 mg) kombinasyonu gtinde bir kez
yemekle beraber iki tablet, DSV (250 mg) guinde iki defa bir tablet

+ Kombine tedavi ile RBV'yi birlikte alan hastalarda en sik gorulen

yan etkiler yorgunluk ve bulanti
«+Diger yan etkiler anemi, uykusuzluk, kasinti ve asteni



Ombitasvir/ paritaprevir/ ritonavir + dasabuvir
kombinasyonunun ozellikleri (3)
.

+ OBV/PTV/RTV

+ Genotip 1 ve 4 HCV infeksiyonunda etkilidir

< Igeriginde etinilestradiol bulunan tibbi triinler, atazanavir ve darunavir
disindaki HIV proteaz inhibitorleri, CYP3A4 substratlari, enzim indukleyicileri,

CYP3A4 inhibitorleri ile birlikte kullaniimamalidir
+ Daha once NS3/4A veya NS5A inhibitorleri ile tedavi alan hastalarda etkililigi

gosterilmemistir
<« DSV

< Genotip 1 HCV infeksiyonunda etkilidir

< Igeriginde etinilestradiol bulunan tibbi Grtinler ve enzim indUkleyicileri ile
birlikte (CYP3A4, CYP2C19, CYP2D6 veya CYP1A2 tarafindan metabolize
edilen ve CYP2CS8'i inhibe eden tibbi Granler...) kullaniimamalidir



OBV/PTV/RTV kombinasyonunun
genotip 1 HCV infeksiyonunda kullanim semasi

Hasta Popilasyonu

Genojup 1 b OBV/PTV/RTV @
non-sirotik

Diger Genotip 1
,. L o DSV +RBV
(sirotik veya non-sirotik) OBVIPTVIRTV ~

*Genotip 1a kompanse sirotik hastalarda OBV/PTV/RTV + DSV +RBV 24 hafta!

@ Sabah (ehvaln il ( AKsam (Aksam yemegi ile)

Evi) €V  oBvPTVIRTV

o 2 =
DSV
Y =

DSV



OBV/PTV/RTV kombinasyonunun
genotip 4 HCV infeksiyonunda kullanim semasi
I

Hasta Popiilasyonu ' | Siire

GT 4* OBV/PTV/RTV + RBV 1 2 Hafta

*Genotip 4 kompanse sirotik hastalarda OBV/PTV/RTV + RBV 24 hafta!

@ Sabah (Kahval ik

L) V) oBvPTVRTV




OBV/PTV/RTV + DSV kombinasyonu
B

<+ 25 ulkede' 2600'den fazla hasta ile (6zel hasta gruplari dahil) yapilan ¢alismalar

sonucunda yuksek oranda kur saglayan
<+ Genotiplb hastalarda %100
<+ Genotip 1 hastalarda %97
% Genotip 4 hastalarda %100

<+ Dusuk yan etki profiline sahip
< Yuksek tedavide kalma orani olan

<+ Bobrek yetmezligi hastalarinda doz ayarlamasi gerektirmeyen

12 haftalik interferonsuz, oral tedavi rejimidir!
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Preamble

The pace of hepatitis C virus (HCV) drug develop-
ment in recent years has accelerated dramatically. For
patients to benefit from these impressive advances, prac-
titioners need access to the most up-to-date data and to
advice from experienced experts. Such information and
advice can be difficult to ac

s readily given the diverse
sources from which information is available and the
sometimes lengthy time needed for publication of origi-
nal articles and scholarly perspectives. Traditional prac-
tice guidelines for more established areas of medicine
and care often take years to develop and bring to publi-
cation. In the new era in heparitis C treatment, such a
process would not be nimble or timely enough to
address the needs of patients with HCV infection, prac-
titioners caring for these patients, or payers approving
therapies for use. A living document made available in a
web-based system, such as that used by the US Depart-
ment of Health and Human Services for human immu-
nodeficiency virus (HIV) treatment recommendations
(hup://aidsinfo.nih.gov/guidelines), was selected as the
best model to provide timely recommendations for hep-
atitis C management. In 2013, the two major member-
ship societies supporting liver and infectious disease
specialists (American Association for the Study of Liver
Diseases [AASLD] and Infectious Diseases Society of
America [IDSA]) joined forces to develop guidance for
the management of hepatitis C in this rapidly moving
field. The International Antiviral Society-USA, which
has experience in developing treatment guidelines in

HIV disease, was invited to join the effort as a collabo-

rating partner responsible for managing the panel and
the guidance development process.

The goal of the hepatitis C guidance is to provide up-
to-date recommendations for HCV care practitioners
on the optimal screening, management, and treatment
for adults with HCV infection in the United States,
using a rigorous review process to evaluate the best avail-
able evidence. This review provides a condensed sum-
mary of recommendations from the guidance. The
complete guidance, which is updated regularly, is avail-
able at www.hcvguidelines.org.

Process

This was conceived to be a living document that would
reside online and undergo real-time revisions as the field
evolved. To lead the process, two cochairs selected by the
governing boards of each founding society were joined by
a fifth cochair representing the International Antiviral
Society-USA. These cochairs selected 10 panel members
from each society. The panel members were chosen to rep-
resent expertise in the diagnosis, management, treatment,
research, and patient care from the fields of hepatology
and infectious diseases. At least 51% of the panelists could
have no substantive industry support other than research
advisory boards, data safety monitoring boards, or research
funding that went to the member’s employer.

The panel first convened in person in October 2013.
Panel members were divided into teams to review avail-
able data and to propose preliminary guidance in three
areas: (1) testing and linkage to care, (2) initial treat-
ment of HCV infection, and (3) retreatment of patients

Abbreviations: AASLD, American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; anti-HCV, antibody to HCV: CDC, Centers for
Disease Control and Prevention; CTR Child-Turcotte-Pugh; DAA, direct-acting antiviral; ¢GFR, estimated glomerular filtration rate; FDA, US Food and Drug

Administration; HCC, hep el

ant; RBV, ribavirin; SVR, sustained virological response.
Received June 3, 2015; accepted June 3, 2015.

HCV, hepatitis C virus; HIV, human immunodeficiency virus; IDSA, Infectious Diseases Society of America;
IEN, interferon; NS3, nonstructural protein 3; PEG-IEN, pegylated IFN: PrOD, paritaprevirfritonavirfomb

dasab ciated vari-

ir plus RAV,

These recommendations have been approved by the American Association for the Study of Liver Diseases and the Infectious Diseases Society of America.
All AASLD Practice Guidelines are updated annually. If you are viewing a Practice Guideline that is more than 12 months old, please visit www.aasld.org for

an update in the material.
*The names and affiliations of all authors are listed at the end of the article.
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Genotip 1 HCV ile infekte hastalar

Onerilmez

SMV + PR

SOF + PR Onerilmez

SOF + RBV Onerilmez




Genotip 1 HCV ile infekte naiv hastalar

Genotip 1la, sirotik olamayan 12 hafta 12 hafta+ RBV 12 hafta + RBV*

Genotip 1b, sirotik olamayan 12 hafta 12 hafta 12 hafta + RBV

* Q80K mutasyonu yoksa tercih edilmeli!



Genotip 1 HCV ile infekte peg-IFN/RBV
deneyimli hastalar

Genotip 1a, sirotik olamayan 12 hafta 12 hafta + RBV 12 hafta

Genotip 1b, sirotik olamayan 12 hafta 12 hafta 12 hafta

* Q80K mutasyonu yoksa tercih edilmeli!



Genotip 1 HCV ile infekte proteaz inhibitoru
deneyimli hastalar

Genotip 1a, sirotik olamayan 12 hafta Hayir Hayir

Genotip 1b, sirotik olamayan 12 hafta Hayir Hayir




Genotip 4 HCV ile infekte naiv ve peg-
IFN/RBV deneyimli hastalar

Genotip 4 naiv LDV/ SOF OBV/PTV/RTV + RBVY  SOF + RBV
12 hafta 12 hafta* 24 hafta

Genotip 4 naiv SOF + RBV + SOF + SMV #
Peg- IFN RBV 12 hafta
12 hafta

Genotip 4 tedavi LDV/ SOF OBV/PTV/RTV SOF +RBV+ SOF + RBV
deneyimli 12 hafta, + RBV Peg- IFN 24 hafta
sirotik ise 24 12 hafta* 12 hafta
hafta

* Sirotik olmayanlarda
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Introduction

Hepatitis C virus (HCV) infection is one of the main causes of
chronic liver disease worldwide [1]. The long-term impact of
HCV infection is highly variable, ranging from minimal histologi-
cal changes to extensive fibrosis and cirrhosis with or without
hepatocellular carcinoma (HCC). The number of chronically
infected persons worldwide is estimated to be about 160 million,
but most are unaware of their infection. The implementation of
extended criteria for screening for HCV is a subject of major
debate among different stakeholders. Clinical care for patients
with HCOV-related liver disease has advanced considerably during
the last two decades, thanks to an enhanced understanding of the
pathophysiology of the disease, and because of developments in
diagnostic procedures and improvements in therapy and
prevention.

These EASL Recommendations on Treatment of Hepatitis C are
intended to assist physicians and other healthcare providers, as
well as patients and other interested individuals, in the clinical
decision-making process by describing the current optimal man-
agement of patients with acute and chronic HCV infections. These
recommendations apply to therapies that have been approved in
the European Union at the time of their publication.

The standard of care up to 2014

The primary goal of HCV therapy is to cure the infection. A sus-
tained virological response (SVR) is defined as undetectable
HCV RNA 12 weeks (SVR12) or 24 weeks (SVR24) after treatment
completion. The infection is cured in more than 99% of patients
who achieve an SVR. The SVR is generally associated with res-
olution of liver disease in patients without cirrhosis. Patients
with cirthosis remain at risk of life-threatening complications;
however hepatic fibrosis may regress and the risk of com-
plications such as hepatic failure and portal hypertension is
reduced. Recent data suggest that the risk of HCC and all-cause
mortality is significantly reduced, but not eliminated, in drrhotic
patients who clear HCV compared to untreated patients and non-
sustained virological responders [2,3]. HOV may also affect

Received 25 March 2015; accepted 25 March 2015

Coordinator: Jean-Michel Pawlotsky; Panel members: Alessio Aghemo (EASL
governing board), David Back, Geoffrey Dusheiko, Xavier Forns, Massimo Puoti,
Christoph Sarrazin.

+ Correspondence: EASL Office, 7 rue Daubin, CH 1203 Geneva, Switzerland.
Tel: +41 22 807 O3 fax: +41 22 328 0724,

E-mail address: easlofficeeasloffice.eu

neurocognition and effective viral suppression is assodated with
reversal of cerebral magnetic resonance abnormalities [4].

Until 2011, the combination of pegylated interferon (PeglFN)-
o and ribavirin for 24 or 48 weeks was the approved treatment
for chronic hepatits C [5). With this regimen, patients infected
with HCV genotype 1 had SVR rates of approximately 40% in
North America and 50% in Western Europe. Higher SVR rates
were achieved in patients infected with HCV genotypes 2, 3, 5,
and 6 (up to about 80%, and higher for genotype 2 than for geno-
types 3, 5, and 6) and intermediate SVR rates were achieved in
those with HCV genotype 4 [6].

In 2011, telaprevir and boceprevir were licensed for use in
HCV genotype 1 infection. These two drugs are first-wave, first-
generation direct-acting antivirals (DAAs). Both target the HOV
NS3-4A serine protease and are thus referred to as protease inhi-
bitors. Both telaprevir and boceprevir must be administered in
combination with PeglFN-x and ribavirin. In the Phase 1l trials
of boceprevir and telaprevir in HCV genotype 1 treatment-naive
patients, triple therapy regimens achieved higher SVR rates than
PeglFN-o and ribavirin dual therapy, of the order of 65% to 75%
[7-10]. However, the side effect profiles of these triple com-
bination therapies and the costs per SVR in patients with
advanced hepatic fibrosis are such that they should ideally no
longer be used in patients infected with HCV genotype 1, as soon
as other, more efficacious and berer tolerated options are
available.

Three new HCV DAAs have been licensed in the EU in 2014, for
use as part of combination therapies for HCV infection.
Sofosbuvir, a pangenotypic nucleotide analogue inhibitor of
HCV RNA-dependent RNA polymerase, has been approved in
January 2014. Simeprevir, a second-wave, first-generation NS3-
4A protease inhibitor active against genotypes 1 and 4 has been
approved in May 2014. Daclatasvir, a pangenotypic NS5A inhibi-
tor, has been approved in August 2014.

Each of these three DAAs can be used as a component of a tri-
ple combination regimen with PeglFN-a and ribavirin, yielding
SVR rates of 60-100% according to the DAA used, the HCV geno-
type, the presence of detectable pre-existing amino acid sub-
sttutions conferring resistance to the DAA used and the
severity of liver disease. Although these combinations are better
tolerated than triple combination induding telaprevir or
boceprevir, their side effect profiles and management remain
challenging because of the use of PeglFN-= and of ribavirin.

With three new HCV DAAs approved, IFN-free combinations
were broadly used across Europe in 2014, initially as part of early
access programs, essentially in patients with advanced liver dis-
ease ( fibrosis METAVIR score F3 or F4). The combination of sofos-
buvir and ribavirin is indicated in patients infected with HOV

Journal of Hepatology 2015 vol. 63 | 199-236
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HCV genotip 1 veya 4 ile infekte, sirotik olmayan

naiv veya peg-IFN/RBV deneyimli hastalar
N

SOF + PR 12 hafta 12 hafta

SMV + PR 12 hafta (naiv veya relaps) 12 hafta (naiv veya relaps)
24 hafta (parsiyel/ “null”) 24 hafta (parsiyel/ “null”)

LDV/SOF 8-12 haftat 12 hafta

OBV/PTV/RTV + RBV ile 12 hafta Onerilmiyor

DSV birlikte12 hafta

OBV/PTV/IRTV Onerilmiyor 12 hafta + RBV

SOF + SMV 12 hafta 12 hafta

SOF + DCV 12 hafta 12 hafta

T Naiv, sirotik olmayan ve bazal HCV RNA diizeyi < 6 milyon iU/ml olan hastalarda 8 hafta verilebilir
(6zellikle F3 fibroz hastalarinda)



HCV genotip 1lveya 4 ile infekte, kompanse sirotik
naiv veya peg-IFN/RBV deneyimli hastalar

_
: HCV Genotip
Tedavi
la 1b 4
SOF + PR 12 hafta 12 hafta
SMV + PR 12 hafta (naiv veya relaps) 12 hafta (naiv veya relaps)
24 hafta (parsiyel/ “null”) 24hafta (parsiyel/ “null”)
LDV/SOF RBV ile 12 hafta veya RBV’siz24  RBV ile 12 hafta veya RBV’siz
hafta veya RBYV ile 24 hafta (negatif 24 hafta veya RBV ile 24 hafta
gOstergeler varsa) (negatif gostergeler varsa)
OBV/PTVIRTV + RBV ile 24 hafta RBV ile 12 hafta Onerilmiyor
DSV
OBV/PTV/RTV Onerilmiyor 24 hafta + RBV
SOF + SMV RBYV ilel2 hafta veya RBV’siz 24 RBYV ilel2 hafta veya RBV’siz
hafta 24 hafta
SOF + DCV RBYV ilel2 hafta veya RBV’siz 24 RBYV ilel2 hafta veya RBV’siz

hafta 24 hafta
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Preliminary Safety and Efficacy Results From TOPAZ-II: A Phase 3b Study Evaluating Long-Term Clinical Outcomes in
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+HCV genotip 1 ile infekte, sirozu olan veya olmayan,

naiv veya tedavi deneyimli hastalarda 12 veya 24
haftalik OPV/PTV/r + DSV * RBV tedavisi ile KVY
elde etme orani yuksektir

(ITT analizi %95.3, mITT analizi %97.3)

<+ Tedavi iyi tolere edilmistir ve tedavi kesilmesini
gerektirecek yan etki orani dusuktur

L 0 W T




Long-Term Efficacy of Ombitasvir/Paritaprevir/r and Dasabuvir With or Without Ribavirin in
ch Genutw.rpe 1 Infe:ted Patlents With or Without Cirrhosis

1 ET

Figure 1. Fhas)
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<+ HCV genotip 1 ile infekte hastalarda OPV/PTVI/r +
DSV * RBV ile KVY orani 2 %95

< Uzun sureli takipte (tedavi sonrasi 48 hafta) KVY
devamlilik orani %99.5

<+ Filogenetik analizlerle dogrulanan relaps orani %0.4

P

e




TURQUOISE-III: 12-Week Ribavirin-Free Regimen of Ombitasvir/Paritaprevir/r and Dasabuvir for Patients
wlth HCV Genutvpe 1b and Clrrht}SIS

oordad?, lordan | Feld®, Roger Trinh®, ¥ OFSHT ', Magdy Elkhashab®, Stefar urgeois®, Samuel 5 Lee”, Christophe Morena®, David lernstein®, Ziad Younes™ Akshanth R Polepalhy®,

< 12 haftalik RBV icermeyen 3D kombinasyonu ile 60
o HCV genotip 1b ile infekte sirotik hastada (33’ii tedavi
e deneyimli) KVY orani %100’dur
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with T

< Tedavi iyi tolere edilmistir ve tedavi kesilmesini
gerektirecek yan etki gozlenmemistir

< Bulgular sirotik hastalarda 3D tedavisine RBV
e eklenmesinin gerekli olmadigini ortaya koymustur




Efficacy, Change in MELD Score, and Safety by Baseline MELD Score in Patients With Compensated Cirrhosis Receiving
Ombitasvir/Paritaprevir/r and Dasabuvir Plus Ribavirin in the Phase 3 TURQUOISE-II Trial
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Overall

« Adverse events (AE) and laboratory abnormalities
were assessed in all patients receiving at least
1 dose of study drug
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Ombitasvir/Paritaprevir/r and Dasabuvir With Ribavirin for HCV Genotype 1 Patients With Decompensated Cirrhosis
Pr ana i hen

hatri?, P

Musiti-targe

Figurs 1, 34

Y Ma

<+ HCV genotip 1 ile infekte, Child Pugh B olan,
dekompanse siroz olgularinin timunde (n:11)
12-24 haftalilk OPV/PTV/r + DSV + RBV tedavisi ile
KVY elde edilmistir

% Hiperbilirubinemi ve anemi sik gorulmus, ancak basari
oranini etkilememistir
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QUARTZ-I: REtreatment of HCU Genntvpe 1 DM fallures With DmbltasulrIParltaprevlrfr Dasahumr and Sufnshumr
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< DEA tedavi deneyimi olan HCV genotip 1 ile infekte
hastalarda (GT lainfeksiyonu 20 hasta, GT1b 2 hasta)
direncli varyantlarin varligina ragmen 12-24 haftalk
OBV/PTV/r + DSV + SOF * RBV tedavisi ile KVY
orani %93’tur

<+ Tedavi iyi tolere edilmistir ve tedavi kesilmesini
gerektirecek yan etki gozlenmemistir e
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Ombitasvir/Paritaprevir/r and Dasabuvir t Ribavirin is Better Tolerated Than Telaprevir + Peginterferon/Ribavirin
With Less Frequent and Less Severe Anemia in the MALACHITE-I and MALACHITE-II Trials

Brian Conway’, Yan Luo?, Victoria Arama®, Wayne Ghesquiere®, Joseph Sasadeusz®, Richard Skoien®, Alejandro Soza’, Malgorzata Inglot®, Danielle Sullivan?, Thomas Podsadecki?, Gregory J Dore®
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virologic respons:
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(24-48 hafta) kombinasyonuna gore daha dusuktur

Multi-targeted
Regimen

- < Anemi sikligi (3D kollarinda:%1-%5, TVR’li kolda: %41)
“ ve ciddiyeti daha azdir

o <+ Anemi nedeniyle kan transfuzyonu ve eritropoetin

regimen (OBV/PT]

of care (TPV + pe|

treatment-experi n [
ullanimi gerekmemistir
« Efficacy and over:
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—MALACHITE-P
* 97-99% SVR1

= 78-82% SVR1

of peglFN/RB'
MALACHITE-II?
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* 66% SVR12 wi
pegIFN/RBV

OBV/PTV/r + DSV; only headache occurred in >20% of achieved SVR12

« We report exploratory analyses of the frequency of adverse patients veceiving OBV/ETV/r, + DSV.+ REV/(Table 3) —12 (9.8%) received blood transfusion and 1 (0.8%) received | £

events (AEs) and management of anemia by treatment erythropoietin
regimen in the MALACHITE-I and -Il trials




Clinical Management of Ribavirin Dosing in HCV-Infected Patients With Anemia-Related Events Receiving

Ombitasvir/Paritaprevir/Ritonavir and Dasabuvir in Combination With Ribavirin

Jordan J Feld’, David E Bernstein?, Ziad Younes?®, Hans Van Vlierberghe®, Ronald D’Amico®*, Lois Larsen®, Fernando Tatsch®, Peter Ferenci®

# In the curren|
direct-acting

ribavirin (RB' f patients
been shown ue to
difficult-to-c
genotype (G GT1a

*+ RBV can caus| t achieve
declines in h

* Anemia-relat| ay 15, prior

managed thry

< OPV/PTV/r + DSV + RBV tedavisi alan 1548 HCV i

of patients w|
reduction, ary

S genotip 1 hastasinda RBV doz azaltma orani %6.5

regimen of of
pharmacoen among
demonstrate; ed with
response at
in GT1-infect ily during
compensate
h noglobin
Multi-Targg 2 2 REV
mia and

U < Doz modifikasyon gereksinimi ozellikle ilk 6 hafta -
icinde ve baslangi¢ Hb duzeyi dusuk hastalarda risk fazla

12 rates

< Doz azaltilmasi KVY oranini etkilememistir

* To describe t
dosing in GT
events recei
combination

STUDY DESIG
* Patients rece
the PEARL-II,
TURQUOISE-
post-hoc anal

= Treatment-n;

patients witl
OBV/PTV/r + D5V + RBV for 12 or 24 weeks i nrea\cfnrs OTaNCIE Were E\m uate odincation™

* RBV was initially dosed according to body weight 5 i 4 N ' a ) n * By regrfs:;un[ahng\vs\‘s,lhe only facti); s\gmf:(zm\y [ ——— Oddsraie  95%C Pake
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Efficacy and Safety of Ombitasvir/Paritaprevir/r and Dasabuvir t Ribavirin in HCV Genotype 1-Infected Patients
Wlth a History of Bleeding Disorders: Results From Phase 3 Tnals

-I-.:rr i, ||I|'r' me: Wac edo’, Axel Baumgarten I- ede r|I- Feewens ', Jordan | I'- Id*, Christophe Hézode" Lois Larsen’, Nancy Shulman’, Regis & Vilchez'®, Fernando Tatsch’, Heiner Wedemeyer

<+ Kanama bozuklugu olan, HCV genotip 1 ile infekte s D
hastalarin tumunde (n:35) OPV/PTVIr + DSV = RBV -
tedavisi ile KVY elde edilmistir

Mutti-targd

T | D

% Tedauvi iyi tolere edilmistir

<+ Guvenlik profili kanama hastaligi olmayanlardan farkl
degildir
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STUDY DESIY
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Efficacy and Safety of Ombitasvir/Paritaprevir/Ritonavir Co-Administered With Ribavirin in Adults
With Genotype 4 Chronic Hepatitis C Infection and Cirrhosis (AGATE-1)

h!. Tarek | Hassanein’. Roula B Qaaish®. Jordan | Feld®, Christophe Hezode®. Stefan Zeuzem®. Peter Ferenci’. Tami Pilot-Matias®. Yao Yu'. Rebecca Redman®. Niloufar Mobashery*

STUDY DESIGN

Figure 1. Stud
GT4-infected

<+ HCV genotip 4 ile infekte, naiv veya tedavi deneyimli,
kompanse sirotik hastalarda (n: 120) 12-16 haftalik
OBV/PTV/r + RBV tedavisi ile yuksek oranda
(%96 ve %100) KVY elde edilmistir

% Tedauvi lyi tolere edilmistir

< Yan etkiler nedeniyle tedavi kesilmesi gerekmemistir
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Efficacy and Safety of Co-Formulated Ombitasvir/Paritaprevir/Ritonavir With Ribavirin in Adults With

Chmnn: HC‘-..r' Genntype d Infectmn wlthnut Cnrrhcs:s and 'wlth Cnmpensated {:nrrhmls |n Egvpt [AGATE II]

< HCV genotip 4 ile infekte, naiv veya tedavi deneyimli
f=2 sirotik olmayan 100 hastada 12 hafta ve kompanse
L sirotik 60 hastada 12 veya 24 haftahk OBV/PTV/r + RBV [
vl tedavisi ile yliksek oranda (sirasiyla % 94, %97,%97) A
KVY elde edilmistir

% Tedavi iyi tolere edilmistir

< Yan etkiler nedeniyle tedavi kesilmesi gerekmemistir




High Rates of SVR in Patients With HCV Genotype 2 or 3 Infection Treated With
Ombitasvir/Paritaprevir/r and Sofosbuvir With or Without Ribavirin

tephen Shafran®, David Shae’, Eric Cohen®, Kosh .5|_:.1r'.-.'-: :_ Graham K Faster, Manal .'—I:Illl'lll'l'."l", B Fu”, Danksl E Cohen®, Edward Gane’

« 12 haftalik OBV/PTV/r + SOF * RBV tedavisi ile HCV
genotip 3 ile infekte, sirotik olmayan hastalarda
(n: 20) KVY orani %91-100

<+ HCV genotip 2 ile infekte, sirotik olmayan 10 hastanin
9’unda 8 haftalik OBV/PTV/r + SOF + RBV tedavisi ile
KVY elde edilmistir
(Tum hastalardaki KVY 8 orani %90)

E < Bulgular bu kombinasyonun genotip 2 ve 3 ile infekte
hastalarda yeni bir tedavi segcenegi olabilecegini

gostermektedir
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Turkiye ve hepatit C

HCV
Karaciger nakillerinin %30’u
‘) ileri evre siroz olgularinin %40’

2013 yih verilere gore ulkemizde tani
orani %20’nin, tedavi orani ise %1’in
altindadir!

Dore GJ, et al. J Viral Hep 2014;21 (suppll):1-4.

- Karaciger kanseri olgularinin %60’
- Kronik hepatit olgularinin %70’i
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Characterization of the Interleukin-28B Gene
rs12979860 C/T Polymorphism in Turkish Chronic Hepatitis C
Patients and Healthy Individuals

Serpil Taheri!?, Bilgehan Aygen®, Keziban Korkmaz?, Orhan Yildiz*, Gékmen Zararsiz’, Halit Canatan®
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F!G. 1. IL2ISB rs12_9?98§0 C/T polymorphism in control and in patients IL28 Genotype
with chronic HCV infection
FIG. 2. The relationship between fibrosis score and IL28B rs12979860
CI/T polymorphism in patients with chronic HCV infection




Infectious Discases*

RKesults of pegylated interferon plus ribavirin for treatment- naive
Turkish patients with hepatitis C virus infection in real life
setting: a multicenter, observational study

Y .Gurbuz', N. E. Tulek, E. E. Tutunca', 5. T. Komk”, B
Aygen®, N. Demirturk®, 5. Kinikli®, A. Kaya®, T. Yildirmak”, K.
Suer’, F. Korkmaz”, 0. Ural', 8. Akhan'', and Viral Hepatitis
Study Group of Turkish Society of Clinical Microbiology and

Background: Although pegylated interferon alpha plus nbavirin have
been the standard therapy tor patients wath chrome hepatitis O since
years, the efficacy of therapy have been reported to be inconsistent in
climcal trnials and observational studies o many countnes, In this
multicenter study, we aimed to report the “meal hfe” mesults of
pegylated mterferon and nhavinn  treatment n teatment-na ve
Turkash patents,

Methods: The study was performed metrospectively with 1214 treat-

ment naive-patents treated wiath pegylated imterferon alpha 2a or 2b

plus nbavirin according to current guidehnes. The patients” data were
gathered from 22 hospitals using a standard excel file prepaned for this
study. Data mncluded demographic and chinical chamctenstics {gen-
der, age, body weight, imtial HCV RNA leved, discase staging) as
well as treatment course (treatment duration, outcomes, discontima-
tions and adverse events). The efficacy of treatment was evaluated
acconding to the patient demogmphic features, baschine HCV ENA
levels, HCV genotype, fibrosis stage.

&,

apasl

risbane 2014

Asian Pacific Association for The Study of the Liver
Brisbane 12 — 15 March 2014

Results: Onc thousand two hundred and foureen patients were
mcluded in the study. There were 513 (423 %) males and 701
(57.7 %) females, with the mean age of 508 & 11.7 years, Since
HCV genotype 1 1= the most dominant genotype i Turkey, some
hosmtals do mot peform genotype analysis and treat all patients as
genotype 1. As a result, data regamding HCV genotype were not
avatlable tor 267 patents. Eaght hundred and sixty-mne pabents
(Y18 %) weme found to be genotype 1. Thirty-eight (4 %), 16 (1.7 %)
and 24 (25 %) patiems weare senotype 2. 3 and 4, mspedhvely.
Baseline HCV RMA level was =800000 (Wml in 511 (42,1 %)
paticnts. A baschine hiver opsy was obtaned from EY8 pabents
showing stage 0 fibrosis in 127 (14.1 %), stage 1 in 419 46.7 %),
stage 2 im 182 (A3 %), stage 3 148 (16.5 %) and stage 4 1 22
(2.4 %) patients according to METAVIR. Overall sustained wiraloe-
ical response (5% E) to therapy was achieved in 761 (62.7 %) patients.
VR mte was 39.1 % n genotype 1, 89.4 % in genotype 2, 93,8 % in
genotype 3, and 33.3 % in genotype 4 pahients. The predictors of 3VR

weme age less than 40 years, genotype 273, low bascline viral load,
low fibrosis stage, achicvement of cady vimlogical response, cumu-
lative drug dose more than 80 % ot the planned dose. The rate of
treatment discontimuation due to adverse events was 2.7 .
Conclusions: This study comprises the “real life™ results of pegy-
lated interferom alpha plus nbavinm therapy i a large group of
treatment-naive Turkish patients. Our data suggest that the mte of
aVR to pegylated mterferon alpha plus nbavinn thempy was higher
than those repored in randomized comtrolled trials


http://www.apasl2014.com/
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Impact of Interleukin 28B Genotype on the Virological
Responses in Chronic Hepatitis C Treatment

Bilgehan Aygen?, Orhan Yildiz® !, Sila Akhan®. Ozgur Gunal®, Serpil Taheri®, Gokmen Zararsiz®,

Murat Sayanf, Aydin Rustemoglug, Elif Sargin Altinokf

Table 3. Distribution of IL28B rs12979860 C/T Genotypes and Alleles in Patients With Sustained Virologic Response and Non-

Responder
IL.28B SVR (n = 83), n (%) Non-response (n = 103), n (%) P OR (95% CI)
1512979860 alleles C 98 (59) 84 (41) < 0.001 -
T 68 (41) 122 (59) < 0.001
rs12979860 genotypes EE 28 (66.7) 14 (33.3) 0.001 1
CT 42 (42.9) 56 (57.1) 0.38 (0.18 - 0.80)
TT 13 (28.3) 33(71.7) 0.20 (0.08 - 0.49)

SVR: sustained virologic response; OR: odds ratio; Cl: confidence interval.

Table 4. Relationship Between IL28B Genotype and Response to Treatment Rates

Variables, n (%) C/C (n=42) C/T (n=98) T/T (n =46) P

RVR 23 (54.8) 39 (41.9)2 18 (39.1) 0216

cEVR 37 (88.1) 57 (58.2) 22 (47.8) < 0.001

EVR (¢EVR + pEVR) 41 (97.6) 71(72.4) 29 (63.0) < 0.001

ETR 38 (90.5) 61 (62.2) 26 (56.5) 0.001

SVR 28 (66.7) 42 (42.9) 13 (28.3) 0.001

Relapse 11 (26.2) 20 (20.4) 14 (30.4) 0.400

PR 1(2.4) 8(8.2) 3(6.5) 0.443

NR 124 25(25.5) 16 (34.8) 0.001

Breakthrough 1(2.4) 3(3.1) 0(0.0) 0.495
RVR: rapid virological response; cEVR: complete early virological response; EVR: early virological response; pEVR: partial early virclogical re-
sponse; ETR: end-of-treatment response; SVR: sustained virological respeonse; PR: partial response; NR: null response. 2Five patients were not
evaluated for RVR.
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Retreatment of Chronic Hepatitis C Infection with Telaprevir:
Preliminary Results in Turkey

Bilgehan Aygen!, Orhan Yildiz!, Sila Akhan?, Mustafa Kemal Celen®, Onur Ural®, Siida Tekin Koruk?,
Siikran Ko6se®, Fatune Korkimaz’, Ziya Kumiiziimg, Nazan _Tunag, Serpil Taher1'’, Murat Sayan'’,
Nazlim Aktug Demir*, Sua Stimer®, Elif Sargin Altinok?

TABLE 3. Adverse events during the overall treatment period

TABLE 2. Treatment responses

RVR EVR eRVR 24% week
n/total n/total n/total of treatment
Patients (%) (%) (%) n'total (%)

Relapse (n=80) 69/80(86.3) 73/80(91.3) 67/80(83.8) 71/80 (88.8)

Null response 14/25 (56)  14/25(56) 12/25(48)  14/25(56)
(n=25)

Partial response  3/6 (50) 5/6(83.3) 3/6 (50) 4/6 (66.7)
(n=6)

P 0.002 <0.001 <0.001 <0.001

RVR: rapid virological response; EVR: early virological response; eRVE: extended

rapid virological response

Adverse events no. (%) Adverse events no. (%)
Fatigue 90 (81.1) Psychiatric disorders
Headache 87(78.4) Depression® 25(22.5)
Malaise 79(71.2) Anxiety 12(10.8)
Pyrexia 20 (26.1) Insomnia 9(8.1)
Weight loss® 17 (15.3) Mood impairment 7(6.3)
Cough 14 (12.6) Emotional lability 327
Gastrointestinal disorders Decrease i laboratory value
Anorexia 87(78.4) Hemoglobin®
Dyspeptic complaints 48 (43.2) To 8.5 to <10 g/dL 62(55.9)
Nausea 45 (40.5) To <8.5 g/dL 27(24.3)
Stomachache 29(26.1) Neutrophil
Diarrhea 24(21.6) To 500 to <750/mm* 4(3.6)
Vomiting 21(18.9) To <500/mm?* 2(1.8)
Dry mouth 15(13.5) Platelet count
Constipation 16 (14.4) To 25.000 to <50.000 mm* 9(8.1)
Dysgeusia 9(8.1) To <25.000 mm*® 2(1.8)
Anorectal problems Other adverse events
Discomfort 28(25.2) Hypothyroidism? 2(1.8)
Hemorrhoid 25(22.5) Infection® 2(1.8)
Pruritus 23(20.7) Reason for discontinuation
Hemorthage 17(15.3) Anorectal problems 327
Skin and subcutancous tissue disorders Excessive nausea, vomiting 327
Pruritus 70 (63.0) Major depression 1(1.8)
Dry skin 67 (60.4) Severe rash 1(1.8)
Rash 53(47.7) Upper gastrointestinal bleeding (Mallory—Weiss) 1(1.8)
Mild 35(66.0) Hemoptysis 1(1.8)
Moderate 16 (30.2) Constitutional symptoms 1(1.8)
Severe 1(1.8)



















v Secilmis hastalarda

proteaz inhibitorleri
v Tedavi secenekleri

dahil DEA + peg-iFN +
RBV halen onemli bir
tedavi secenegi!

artti!

KRONIK H

v Oral kullanilan DEA
kombinasyonlari
gundemde!
v Ikili veya liglii DEA v Daha az yan
kombinasyonlari ile etkiler soz
%90 ve Uzerinde konusu!

basarili sonuglar
var! v Tedavi sureleri

kisaldi!

v Kullanilan ilaglar ve v Zor hasta gruplarinda
virolojik ozellikler da peg-iIFN/RBV
RBV’nin onemini icermeyen DEA
farkhlastirdi! kombinasyonlarinin

basarisi gosterildi!



HCYV tedavisinin saglikh yasama katkisi

< lleri fibroz veya siroz
« Cok merkezli calismalll
< 5 hastane Avrupa, Kanada) 20
<+ HCV ile infekte 530 hasta

: X
+ |IFN tedavileri--- 1990-2003 <
< Ortalama takip suresi: 8.4 yil 10-
<+ Erken evre hastalik Tam Karaciger ~ Karaciger
. nedenlere hastaligi veya kanseri
, 2
%+ Ekstra-hepatik tablolar?! bagh 6liim transplantasyona
ve bagh o6lum

+ Yasam kalitesi duzelirl3l 10-yilhk kumulatif insidans(!

W kvy B KVY yok

1. van der Meer AJ, et al. JAMA 2012;308:2584-93. 2. van der Meer AJ. Expert Rev Gastroenterol Hepatol 2015;9:559-
66. 3. Younossi Z, et al. Clin Gastroenterol Hepatol 2014;12:1349-59.



. Sofosbuvir +
daclatasvir

Sofosbuvir + Ombitasvir/
ribavirin * peg- mbitasvir
IEN paritaprevir/

ritonavir +

dasabuvir
Ledipasvir/

sofosbuvir

Simeprevir +
sofosbuvir




Daclatasvir +
asunaprevir +
beclabuvir

RV

Sofosbuvir + Grazoprevir +
GS-5816 vir

Sofosbuvir +
daclatasvir

Paritaprevir/
ritonavir +

Sofosbuvir + Sofosbuvir + dasabuvir + Simeprevir +

ribavirin

ledipasvir ombitasvir sofosbuvir



Tl

Ara§t|rfhalér| devam eden DEA
kombinasyonlari

Daclatasvir +
asunaprevir +
beclabuvir

Sofosbuvir + Eﬂ Grazoprevir +
GS-5816 elbasvi

——— -

Sofosbuvir +
daclatasvir

Paritaprevir/

: _ ritonavir +
Sofosbuvir + Sofosbuvir + dasabuvir + _ :
ribavirin ledipasvir e Simeprevir +
sofosbuvir




Ulkemizdeki geri 6deme kosullari...




» Bakanlik duzeyinde guncel klavuz

gercek maliyet-etkinlik etkinlik cali _
Peg-IFN+RBYV tedavisi ile

Ozellikle: ortak yan etkiler: Anemi,
- Tedavi deneyimli hastalar notropeni, depresyon,
_ _ . yorgunluk, bas agrisi, bulanti,
- Yan etkiler ned_enl)_/lg .t.eda_vlyl ali ates, miyalji, huzursuzluk,
Proteaz inhibitorleri uykusuzluk, ras
Peg-IFN

N . Peg-IFN + RBV 48 haftalik tedavi
- Uzun sureli tedaviyi ters le KVY orani dustiktir

- Genotip 4 ile infekte olanle Ulkemizde KVY orani %33.3!

Pl kombinasyonlu tedavilerde de
basari orani dusuk!



Turkiye...



http://www.fotokritik.com/2178854/insan-kara-tren
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