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HCV infeksiyonu ve ekonomik boyut

Prevalans (milyon)
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F¢zyon sonraseé
sal @énémé: Virus
kel eféendan soyun
i -ine sal éneér

Viral protein sentezi: Viral
RNA karaciijer
kullanarak kendi proteinlerini
sentezletir

Karaci ]
he¢gcresi

- HepatitConi n
yakam d° n

Viralprotein ikl
Karacijer enzi
sentezlenen viral proteinleri
uygun bi-i mde

Replikasyon: Y ¢zl er c.e
RNA kopyasé sentezl

Viral montaj: Protein kapsid
RNA 6yé -evreleyip
viriyonlaré ol ukt
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Séveée i-eren bi
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h¢gcre yeégzeyin
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HCV replikasyonunda rol alan esansiyel

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

W o NS5B

- Viral proteazlar: - Viral proteinlerHCV RWA&opal t ma
- Viral sistein proteaz (NS2) I - nepiikasyon kompleksi yapar:
- Esas viral serin proteaz (NS3) - NS3/4A kompleksi
- NS4A proteini NS3 proteaz - NS4B

I -ko#i akt ©°r
- NS5A

- HCV RNA polimeraz (NS5B)



Do ] r u cetkih antiviral ajanlari - 1 1
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Manns MP, et al. Nat Rev Drug Discov 2007; 6: 991-1000.



Do ] r u cetkih antiviral ajanlar

[
C El E2 p7 NS2 NS3 [[NS4A|| NS4B | NS5A ‘ NS5B |
|
i~ hihito - Telaprevir : i ihihito :
NS3/4A Proteaz inhibit® rleri (PR Eooeorevir NS5B N¢, keoz(t)id ihibit° rleri (NI)
Y ¢ k spetkns Sg‘,}‘;gm Ort a vV epoyersks e Sofosbuvir
Faldaprevir Mercitabine
S & n genatipk kapsam Asunaprevir Pangenotipik kapsam IDX-184

Paritaprevir

D¢kek diren- Grazoprevir Y¢ ks ek

Vaniprevir
Sovaprevic

NS5A inhibit® rleri Daklatasvir

di

ren-

NS5B iNon& ng, keozid inhibit®

Ledipasvir
Y ¢ k spetkns Ombitasvir

Elbasvir Orta potens

Multigenotipik kapsam Samatasvir

GS-5885 S é n gendtipik kaps:

GS-5816 (Velpatasvir)
PPI-668 (Ravidasvir)
GSK2336805 D¢ K ¢ k
ACH-3102
MK-8742

D¢kek diren

ALS-2200

ABT-072
ABT-333
BI-207127

BMS-791325

GS-9669
Setrobuvir

Tegobuvir

Dasabuvir

Deleobuvir
PPI-383
VX222



DoJ r ud a nantevirakarih etkinlik/yan
etki profilleri
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Antiviral potens
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Tedavi hedefi

Daha etkili

Daha iyi tolere edilebilen

késa tedavi

kol ay kul |




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



. - di r e antiviraltkdmbinasyonu
L

X

Ombitasvir (OBV): HCV NS5A i nhibit?©°r ¢

x Paritaprevir (PTV): HCV NS3/4A proteazi nhi bi t °r ¢

Ritonavir (RTV): HCV'yek ar kK &€ a lpdritagrevidnesigtemiik,
etkinliJini artéran CYP3A inhibit?©o

¥

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

X

+

X

Dasabuvir (DSV): HCV RNA-b a] &€ ml| pgolinkefdzZAN S 5 Bond
ne kl eiforhidbi t °r ¢
250 mg dasabuvir (exviera)



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



SAPPHIRE-I:
Nalv, sirotik olmayan hastalarda tedavi
-tal ékma 4 asar émeée

n=473 3
HCV GT1, =4 OBV/PTV/RTV + DSV + RBV
tedavi naiv, 3
Anono- sirotik _ >

| | |
0 12 24

¢al ékma haftaseée

A OBV/PTV/RTV 25 mg/150 mg/100 mg( sabah 2 tabl et/ gg¢n
ADSV250mgi2x1 tabl et/ ge¢n
ARBVkil oya bajlée olarak ge¢nde i ki kez

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



Demogr af i Kk

0 7z e |

Y : A | 1 OBV/PTV/RTV + DSV + RBV Plasebo
ast a Ze | e (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)
Dijer 19 (4) 6 (3.8)
Hispanik veya Latin, n (%) 27 (5.7) 5(3.2)
Yakyeéel), ortal ama 49.4 (18-70) 51.2 (21-70)

VKK (% grtalama

25.7 (18-38.4)

26.2 (18.5-39.4)

Fibrozd¢zeyi O F2 | n ( 940 (23.3) 42 (26.6)
KL 2 8 Bgemo@pi, n (%) 144 (30.4) 50 (31.6)
HCV genotipi, n (%)
la 322 (68.1) 105 (66.5)
1b 151 (31.9) 53 (33.5)
|
HCVRNAlog, Ky / ml -, 6.4+ 0.62 6.47 + 0.65

ortalama




Subti pl er e g, orrea nH\AY é

sonu-1 ar ée
I

100 - 96,2 95,3 98 OBV/PTV/RTV +
Sonu-1 ar DSV + RBV
N/n (%)
80 4 KVY, 455/473 (96.2)
9\-’60- Virolojik bak ar eés ezl ek
3 Alevlenme 1(0.2)
< 40 Relaps 7 (1.5)
Yan etkiyebaj | € - 3 (0.6)
20 - I |l acéna deval
Tedavi sonr as 2 (0.4)
0 - kayép

Genel GTla GT1b



SAPPHIRE-II:

Tedavi deneyimli, sirotik olmayan hastalarda

tedavi-t al ékma t+ asar én

HCV GT1,
tedavi-
deneyimli,
Anono- sirotik
(N=394)

n=297 1
4 OBV/PTV/RTV + DSV + RBV

n=97 :

| | |
0 12 24

¢al ékma haftase

A OBV/PTV/IRTV 25 mg/150 mg/100mg( sabah 2 tabl et/ gg¢
ADSvV250mgi2x1 tabl et/ ge¢n
ARBVKi |l oya bajlé olarak ge¢nde 0 ki k e z

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



Demografi k@ zell

" ¢ . [ 1 OBV/PTV/RTV + DSV + RBV Plasebo
ast a Zz e | er (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)
Cojrafya, 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)
Yakyél), ortal ama 51.7 (19-71) 54.9 (30-69)

VKK (2 grfalama

26.3 (18.1-38.1)

26.4 (18.5-36.7)




Demogr afi k@°zell

Y ¢ . 1 . OBV/PTV/RTV + DSV + RBV Plasebo
ast a Zz e | er | (n= 297) (n=97)
Fibrozd ¢ z ey (F2 veya F3)9% B2 ( %) 32 (33)
KL 2 8 BgeGpi, 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 RNAlog, K|} / ml , or 1 al a6mba(4.61-7.70) 6.52 (5.20-7.55)
¥ nceReg-KF N/ Rddavisi, n
(%)
Tam yaneét seéz 146 (49.2) 47 (48.5)
Késmi yanétl é 65 (21.9) 21 (21.6)

Relaps 146 (49.2) 29 (29.9)




Subti pl ere g°re ve °nc:
g°re JoMyYanl!l ar é

95,3 100 952

100 7 96,3

40 40
20 - 20 -
n
N
0 - 0 -
DSy St GTla GT1b my OS1my 0S| myOS{ A
YNl &l PAYA G Iy Ry

ABir hastada suptiplemey a p € | a m@bme ¥ eg¥ea))ké | e



Tedayvi sonu-1 a

T ¢ m PR keés mi PRtam

hastalar yanéetl élyaneét s ¢
(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 ba kK ar & sng%)| é|k

Alevilenme 0 (0) 0 (0) 0 (0) 0 (0)
Relaps 7 (2.4) 1(1.2) 0 (0) 6 (4.1)
¢al ékma il aceéenég
ber akm@ 4 (1.4) 3 (3.5) 0 (0) 1 (0.6)

*Al evl enme ol maksézeén



SAPPHIRE-I ve SAPPHIRE-II: Etkinlik
_

SAPPHIRE-I: SAPPHIRE-II:
Tedavi naiv GT1 hastalar Tedavi deneyimli GT1
hastalar
100 ; 96,2 95,3 98 100 - 963 96,0 96,7

00)
o
[]
(0]
o
[]

KVY,, (%)
20
o
KVY ., (%)
(@)
o

40 40

20 - 20 -
n| 455 nj 286
pan N| 297

o IN[ 473 0

Genel GTla GT1b DSy St GTla GT1b



PEARL-II:

Tedavi deneyimli, sirotik olmayan hastalarda

tedavi-t al ékma t+ asar én

tedavi-

(N=179)

A ono- sirotik n=91

n=88 Y
HCV GT1b, N OBV/PTV/RTV + DSV + RBV. S
deneyiml b

>

OBV/PTV/RTV + DSV

I I
0 12 24

¢al ékma haftase

A OBV/PTV/RTV 25 mg/150 mg/100 mg( sabah 2 tabl et/ gg¢n
ADSV250mgi2x1 tabl et/ ge¢n
ARBVkil oya bajlée olarak ge¢nde i ki kez

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



Demografi k@ zell

OBV/PTV/RTV + DSV + OBV/PTV/RTV
Hasta °zellikl er.i 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)
Cojrafya, n ( %)

Kuzey Amerika 14 (15.4) 19 (20)
Avrupa 77 (84.6) 76 (80)
Yakyél), DHDISDal ama 54.1+ 10.9 542+ 10.5
VKK (?k grfalama £ SD 26.2+ 4.1 275+ 4.3




Demografi k@°zell

B P TR TV D e IPTV/RTV + DS

Hasta °zell ikl er. RBV )
(n= 100) (n= 205)
IL28B CC genotipi, n (%) 10 (11) 7(7.4)
HCV RNA log,, K| / ml 6.56 + 0.56 6.48 + 0.53
¥ nc eReg-KF N/ Rd8avisi, n
(%)
Tam yaneét seéez 32 (35.2) 33 (34.7)
Késmi yanétl é 26 (28.6) 27 (28.4)
N¢ ks 33 (36.3) 35 (36.8)
METAVI R fibroz dg
FO veya F1 64 (70.3) 61 (64.2)
F2 13 (14.3) 21 (22.1)
F3 14 (15.4) 13 (13.7)




OBV/PTV/IR OBV/PTV/

Sonu-1 ar TV + DSV + RTV +
RBV DSV
N/n (%) N/n (%)
KVY, 91/91 (100)
(96.6)
§60' Virolojik bak ar eés gzl ék
>>?|4O _ Alevlenme 0 (0) 0 (0)
C Relaps 0 (0) 0 (0)
¢al ék ma bielrad 2(2.3) 0 (0)
20 Tedavi bitifd 1041 0(0)
taki pte kayhé
0 - !

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



PEARL-III:
Nalv, sirotik olmayan hastalarda tedavi

-tal ékma 4 asar é me
e

n=210 OBV/PTV/RTV + DSV +
HCV GT1b, > RBV
tedavi-naiv, .
finono - sirotik | [ _5ng
(N=419) 3 OBV/PTV/RTV + DSV
| | |
0 12 24

¢al eékma haftase

A OBV/PTV/IRTV 25 mg/150 mg/100mg( sabah 2 tabl et/ gg¢
ADSvV250mgi2x1 tabl et/ ge¢n
ARBVKi |l oya bajlé olarak ge¢nde 0 ki k e z

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



Demografi k °zel

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

(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)

Dijer 2 (1) 21
Hispanik veya Latin, n (%) 2 (1) 5(2.4)
Cojrafya, n (%)

Kuzey Amerika 48 (22.9) 47 (22.5)

Avrupa 162 (77.1) 162 (77.5)
Yakyéel ), ®H6EDal ama 484+ 11.9 49.2+ 12
VKK (% grtfalamaz SD 25.8+ 3.8 26.1+ 4.2

METAVIR fibrozd ¢ z e y i

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)
KL 2 8 Bge@pi, n (%) 44 (21) 44 (21.1)
HCV RNA log,, K| / ml 6.29+ 0.77 6.33+ 0.67
HCVRNA O 800, 000 159 (7507) 148 (70.8)




99,5 99

100 -

ZI=S

OBV/PTV/IR OBV/PTV/

h

TV + DSV RTV +
Sonu-1ar + RBV DSV
N/n (%) N/n (%)
KVY, 209/210 207/209
(99.5) (99)
Virolojik bakar ésézl ék
Alevlenme 1 (0.5)* 0 (0)
Relaps 0 (0) 0 (0)
¢al ékma i1l af 0 (0) 0 (0)
bér akma
Tedavi bitiidq 0(0) 2( 1) 4
taki pte kay¢

0 -

DSV + RBV* DSV

OBV/PTV/RTV 4+ OBV/PTVIRTV +

p)

* Alevlenme olan bir hastada NS5A Y93H polimorfizmi
AK kastatakipe i | e miarcakikisi de KVY,,0 e
(%959 ¢ v earl a)lke ] e

ul ak mék



PEARL-Il ve PEARL-III: Etkinlik

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



PEARL-IV:
Nalv, sirotik olmayan hastalarda tedavi

-tal ékma 4+ asar éme
e

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

Anono- sirotik

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

[ |
0 12 24

¢al éeékma haftase

A OBV/PTV/IRTV 25 mg/150 mg/100 mg( sabah 2 tabl et/ g¢
ADSV250mgi2x1 tabl et/ ge¢n
ARBVkil oya bajlée olarak ge¢nde i ki kez

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



Demografi k ©°zel

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

A : :
Hast a zell i kIl er | 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)

Dijer 4 (4) 8 (3.9)
Hispanik veya Latin, n (%) 10 (10) 18 (8.8)
Cojrafya, n ( %)

Kuzey Amerika 92 (92) 186 (90.7)
Avrupa 8 (8) 19 (9.3)
Yakyeéel ), DHESDal ama 51.6+ 11 514+ 10.6

VKK (% grfalamaz SD 269+ 4 26.7+ 4.3
METAVIR fibrozd ¢ z e y i
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,, K| / ml 6.64+ 0.5 6.53+ 0.68
HCVRNA O 800, 000 K!/ ml , 98(93 %) 172 (83.9)




100 -

80 -

ZI=

0 -
OBV/PTVI/RTV +
DSV + RBV

OBV/PTV/RTV +

Sonu-1 ar

OBV/PTV/
RTV + DSV

+ RBV N/n

OBV/PTV/R
TV + DSV
N/n (%)

KVY 1, 97/100 (97) 185/205
(90.2)
Virolojikbak ar esgzl ék
Alevlenme 1(1) 6 (2.9)
Relaps 1(1) 10 (5.2)
¢al ékma il a 0 (0) 3(1.5)
bér akma
Tedavi bi ti 1 (1) 1 (0.5)
taki pte kay

(%959 ¢ v eanrl d)lke ]



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

RBV+TPVt edavi si nin kar ke
T

x ¢ ok me,ak ezl ierandoknigegfdzill- al € K ma

x Hast al @gdrééndibranF 3 v ey, 2049 peggeN+tRBVOy e t am, yan
%910 i nLP&B genotipi CC d &,K©6880 GTla infeksiyonu, %1006 ¢ beyaz &
ortalama HCV RNA:d ¢ z &.87-6.39 log,, K Iml

24 or 48
12 hafta hafta*
l | KVY,
OBV/PTV/RTV + %99
GTl, DSV + RBV —I

finono-sirotik / (n = 101)
peg-KN/RBV- p= 0t

deneyimli

(N=148) \\ TVR + Peg-HEN/RBV

Peg-HEN/RBV 766

(n =47)

A OBV/PTV/RTV 25 mg/150mg/100mg( sabah 2 tabl et/ g¢n)
A DSv250mgi2x1 tabl et/ ge¢n
éTVR 750 mg i 3x1

Peg-K F N/ RBWR 0 R4i3&hafta
Dore GJ, et al. EASL 2015. Abstract

P0847.



Subgr upl ar a g@rreaen |Kav
B

B OBV/PTV/RTV+ DSV+ RBV B TVR + peg-kcN/RBV
100 99 100 100

(o]
(o))

100 -

la 1b Relaps Késmi yalhaént t anét

Genotipler ¥nc ePegKkN/RBVYy anéet!l ar é



er i

Yakam kallaboratwarbweé gul

4

—8— OBV/PTV/RTV + DSV + RBV —=— TPV + peg-KEN/RBV
Zihinsel bilekenlerin puaneéeFiziksel Dbilexe

5 -

0 e = = = = = o e .

5 -

-10 =

_15 L

QBV/PTV/RTV + DSV + RBV TPV + peg-KN/RBV
Laboratuvarboz u k| k|l ar e (n = 101) (n = 47)

Hemoglobin 8 < 10 g/dI 4 26

ALT>5xN! L




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



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

-tal ékma + asar emeée
e

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 I
0 12 24
¢al ékma haftasé

A OBV/PTV/RTV 25 mg/150 mg/100mg( sabah 2 tabl et/ gg¢n
ADSvV250mgi2x1 tabl et/ ge¢n
ARBVKi |l oya bajl é olarak ge¢nde 0 ki k e z

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



Demogr af i Kk

er i

2e | | 1 ki

Hast a

12 hafta
(n=208)

0 7 e |

24 hafta
(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)
Yakyeéel ), ®H6EDal ama 571+ 7 565+ 7.9
VKK (% grtalama SD 279+ 4.1 279+ 4.3
KL28B fi0Conn%) 173 (83.2) 138 (80.2)
HCV RNA (log,o K} / ml ) , & 6D al amp 6.41+ 0.62 6.53+ 0.52

¥ nc eHeg-KF N/ Re8avisi
Tamy anét séz
Kesynaneéetl é

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

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

N¢ Ks 29/122 (23.8) 23/98 (23.5)
Platelets a y ex4@/|

Ortalama 140 (104-188.5) 142.5 (105-183)
Albumin, g/l

Ortalama 40 (37-42) 39 (37-42)




¥ncekl tedavi yanet
infekte hastalarda KVY,,or anl a|

100 92.292.9 100 100 92.9
80 -
OBV/PTV/ RTV +
DSV + RBV
S 60- BE 12 hafta
S
N B 24 hafta
S
o 40 -
20 -
n 52 39
N 64 56 15 42
0
Naiv PRn¢eg¢ks PR kés miPRtam

yanétl éyanét séz



¥ncekl tedavi yanet
infekte hastalarda KVY,,or anl a|

100~ 100 100 100 100 85.7 100 100 100

18 14 || 10 25 || 20
18 14 || 10 3 25 || 20
0

20 -
Naiv PRn¢ks PR kés miPRtam
yanétl eyanét séz

80 =
OBV/PTV/RTV +
< DSV + RBV
o
~ 60- Bl 12 hafta

; B 24 hafta
X

40 -

NII\J
NN
Iw

Z =5




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

-tal ékma + asar emeée
e

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

¢al ékma haftase

A OBV/PTV/RTV 25 mg/150 mg/100mg( sabah 2 tabl et/ g¢
ADSV250mgi2x1 tabl et/ ge¢n
ARBVkil oya bajlée olarak ge¢nde i ki k ez

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



Demografi k °zel

Hasta °z¢ékE60) kil er |

Erkek, n (%) 37 (62)
Siyah, n (%) 7 (12)
Yakyeéel), ®H»ISDal ama 595+ 95
VKK (2% grtalama £ SD 278+ 5.4
KL 2 8B onC&, n (%) 50 (83)
HCV RNA (log,o K} / ml ), ®HSD al g ma 6.6+ 0.6
Peg-KFN/ RBV tedavi denelyi mi, n 33%p)




KVY,or anl ar é
L

100 100 100
100
80
N x Hastal areén t¢m¢gnd
~ 60 _
>_H d°rd¢nceceg haftasén
S dejerl eri negati f
\'d
s x T¢m hastalar teda
t amaml ameégeldee KVY
edi | mi K
20
0

EVY KVY4 KVY12

EVY: Erken virolojik yanet



Genotip 4 ile infekte hastalarda
ombitasvir/paritaprevir/ritonavir Nribavirin
kombinasyon tedavisi



PEARL-| : ¢tal eékxkma t a

48 hafta takip

Tedavi naiv —=

OBV/PTV/RTV /
b / / "

OBV/PTV/RTV + y
_ RBV (N=42) b 7 / .

Peg-K F N/ REENAV/=RaV/is3aVA 1 y, .
tedavi deneyimli RBV (N= 49) / /
KVY,,
0 12. hafta 24. hafta 60. haftaya kadar

A OBV/PTV/RTV 25 mg/150 mg/100mg( sabah 2 tabl et/ g¢
ARBVkil oya bajlée olarak ge¢nde i ki k ez

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



Demografi k@ zell

Tedavi naiv Tedavi deneyimli
e 5 o 2 OBV/PTV/RTV OBV/PTV/IRTV + OBV/PTVIRTV +
(n= 44) RBV RBV
. (n=42) (n= 49)
Erkek, n (%) 24 (55) 28 (67) 36 (74)
Coj r aih {oa,
Avrupa 38 (86) 36 (86) 42 (86)
Kuzey Amerika 6 (14) 6 (14) 7 (14)
YakKkyeéel), ont akAOmall 440+ 13 51.0x 10
VKK (?’kg/ m
250+ 4 250+ 4 27.0 4
ortalama
E?%RNAKMN ’ 6.1+ 0.6 6.1+ 0.6 6.3+ 0.5
< ml or t 4

HCV RNA 08¢
K1/ ml 27 (61) 30 (71) 37 (76)
) I




Demogr afi k@°zell

Tedavi
deneyimli

Tedavi naiv

Hasta °zell ikl er. OBV/PTV/

RTV + RBV
(n=42)

OBV/PTV/
RTV + RBV
(n=49)

OBV/PTV/
RTV (n= 44)

KL 2 gddotipi, n (%)
CC

12 (27) 11 (26) 6 (12)
CT 24 (55) 26 (62) 32 (65)
1T 8 (18) 5(12) 11 (22)
Fibroz d ¢ z ery(%0),
FO-F1 38 (86) 33 (79) 33 (67)
F2 4 (9) 6 (14) 11 (22)
F3 2 (5) 3 (7) 5 (10)
¥nceHeg-KFN/ RBV th€¥)avi|si
Tam yaneétséz 23 (47)
Kéeésmi yaneéetl é 9 (18)
Relaps 17 (35)




KVYy, (%)

o)
o
o

I
o
o

N
o
o

Teda

100

90.9

n

V | sonu-1 a
N

100

X

N
OBV/PTV/IRTV OBV/PTVIRTV OBV/PTV/IRTV
| + RBV J + RBV
| Y
Tedavi naiv Tedavi deneyimli

Naiv grupta bir hastada
alevlenme ve iki hastada
relaps

Bu ¢ - h gesdipm
4d infeksiyonu

Virolojik
sérasénda
diren- il e
varyantl ar
ol arak NS3
NS5A6da L2
L28V) tedavi

bakl angdawé nd
Bu ¢- hastan
KL28B CT, di
KL28B TT gen

N —~—~—c o

0
8



OBV/PTV/RTV + DSV NRBVi |
a l

é Kmal

e

Hast : ;
aS_a Tedavi KVY,, N¢ksba_Ka
pop¢l asyonu (%) (%) s & z*|
(%)
SAPPHIRE-I G T 1 nondisirotik, | OBV/PTV/RTV + DSV + RBV, 12 hafta (n=473) 96.2 15 0.2
(n=631) naiv Plasebo, 12 hafta (n=158) ' ' '
SAPPHIRE-I G T 1 pondisirotik, | OBV/PTV/RTV + DSV + RBV, 12 hafta (n=297) 96.3 24 0
(n=394) PR deneyimli Plasebo, 12 hafta (n=97) ' '
PEARL-II GT 1 bnonoifsirotik, | 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 G T 1 bnonofsirotik, | OBV/PTV/RTV + DSV + RBV, 12 hafta (n=210) 99.5 0 0.5
(n=419) naiv OBV/PTVIRTV +DSV, 12 hafta (n=209) 99 0
PEARL-IV G T 1 anonofirotik, | 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
TURQUOISE-NII | GTL, sirotik, naivve | oa\/bry/RTY + DSV + RBV, 12 hafta (n=60) 100 0 0
(n=60) PR deneyimli
| &




Ombitasvir/ paritaprevir/ ritonavir + dasabuvir

Kombl nasyonununp ©°ze
N

x RBV 11 e Dbir |l koktrasepsigony 1 miné€midar i iuy g
gebeli k kategori si B (tedavi s¢res
s¢reyl e)

xEmziren kadeénl arda kull anél mamal éed

x Pediyatrik hastalarda farmakokinetkar akt ér €l mamé«kt ér ,

Kull anél mamal édeér
x Geriyatrik hastalarda, hafif-orta-k | dd et | | b°brek yetn
orta karaci ] ecChilg-Rughme z Ivie] Bnda@e oz aya
gerekl i dejil dir

ki ddet | i kar aciGhédfPugh€) mleal I ané@ldma n



Ombitasvir/ paritaprevir/ ritonavir + dasabuvir

Kombl nasyonunump@p ©°ze
N

x Bl r OMV/ RTV/ RTV dozunun ka-@er él ma s
| ~-eri sinde al énabil ir ve 1 |l acéen al
saatten fazla ge-mikse ka-érél an ¢

x DSV dozunun ka-érél masé hali nde di
ve i1l acén alénmasé gereken zamaneér

ka-érél an doz al énmamal edeér
xOBV(12.5 mg)/ PTV(75 mg)/ RTV(50

—

yemekl|l e beraber i1 ki tablet, DSV (2
x Kombi ne tedavi | l e RBVOYyI bi rl i kt e
yan etkiler yorgunluk ve bul anté

«xDi Jer yan etkiler aneasieni uykusuzl uk, Kk



Ombitasvir/ paritaprevir/ ritonavir + dasabuvir

Kombl nasyonunup@ ©°ze
N

x OBV/PTV/IRTV

x Genotip 1 ve 4 HCV infeksiyonunda etkilidir

x K- er idtnilestth@olb ul unan t édiabanavigve daruhaerr |,

d éké HiWaroteazi nhi bjClYP3Adseurbist y aehar m

I nd¢ k|
CYP3A4i nhi bito°rl er.i Il e birli kte kull ane
xDaha °nce NS3/4A veya NS5A inhibit°rle
gesteril memikKktir
x DSV

x Genotip 1 HCV infeksiyonunda etkilidir
x K- er igtnilastthéiolb ul unan t

ébbi crénl er ve en
birli kte (CYP3A4, CYP2C19, CYRtabolge veya
edilen ve CYP2C8'iinhibeeden t ébbi créenlereée) kull a



OBV/PTV/RTV kombinasyonunun
genotip 1 HCV infeksiyonunda ku | | am & ma

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 ku | | ak & ma
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

x 25¢ |1 k €2d6e0 O Oaxla mastaile ( © z e | hasta grupl aré dah

sonucunda y¢ksek oranda k¢gr sajl ayan
Genotiplb hastalarda %100

Genotip 1 hastalarda %97

Genotip 4 hastalarda %100

X

X

X

x D¢ K ¢y&n etki profiline sahip
x Y ¢ k stedivide kalma o r aom@
x B° bryeekt metzd s fj al doz &ynaral @erektsngeyen

12h af t iatereedonsuz, oral tedavi rejimidir!
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Hepatitis C Guidance: AASLD-IDSA Recommendations
for Testing, Managing, and Treating Adults Infected
With Hepatitis C Virus

AASLD/IDSA HCV Guidance Panel*

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

¥neril mez

SMV + PR

SOF + PR ¥neril mez

SOF + RBV ¥neril mez




Genotip 1 HCV ile infekte naiv hastalar

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

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

* Q80K mutasyonu yoksa tercih edilmeli!



Genotip 1 HCV ile infekte peg-K F N/ R
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 proteazi n hi1 b
deneyimli hastalar

Genotip 1a, sirotik olamayan 12 hafta Hayeéer Hayeér

Genotip 1b, sirotik olamayan 12 hafta Hayeéer Hayér




Genotip 4 HCV ile infekte naiv ve peg-
KFN/ RBV deneyi ml |

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

Genotip 4 naiv SOF + RBV + SOF + SMV N
Peg- KF N RBV 12 hafta
12 hafta

Genotip 4 tedavi LDV/ SOF OBV/PTV/RTV SOF +RBV+ SOF + RBV
deneyimli 12 hafta, + RBV Peg- KF N 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
naivveyapeg-KFN/ RBV deneyi ml
R

SOF + PR 12 hafta 12 hafta
SMV + PR 12 hafta (naiv veya relaps) 12 hafta (naiv veya relaps)

24 hafta (parsiyel/ mullg 24 hafta (parsiyel/ mullg
LDV/SOF 8-12 hafta® 12 hafta
OBV/PTVIRTV + RBV ile 12 hafta ¥neril miyor
DSV birlikte12 hafta
OBV/PTV/IRTV ¥neril miyor 12 hafta + RBV
SOF + SMV 12 hafta 12 hafta
SOF + DCV 12 hafta 12 hafta

ANaiv, sirotik olmayan ve bazal HCV RNAd ¢ z & @ inilyon K /ml olan hastalarda 8 hafta verilebilir
(°zel |fiborkzZlheasRE3A Il ar énda)



HCV genotip 1veya 4 ile infekte, kompanse sirotik
naivveyapeg-K FN/ RBVY deneyi ml
I

SOF + PR
SMV + PR

LDV/SOF

OBV/PTVIRTV +
DSV

OBV/PTV/RTV
SOF + SMV

SOF + DCV

12 hafta 12 hafta
12 hafta (naiv veya relaps) 12 hafta (naiv veya relaps)
24 hafta (parsiyel/ mullg 24hafta (parsiyel/ inullg

RBV ile 12 haftaveya RBV 6 24i zRBVile 12 haftaveyaRBV 0 s i :
hafta veya RBYV ile 24 hafta (negatif 24 hafta veya RBV ile 24 hafta
g°stergel er vafnegatfg® stergel er

RBV ile 24 hafta RBV ile 12 hafta ¥neril miyor
¥neril miyor 24 hafta + RBV
RBV ilel2 haftaveya RB V 6 241 z RBV ilel2 haftaveyaRBV 6 s i z
hafta 24 hafta

RBV ilel2 haftaveya RBV 6 24i z RBV ilel2 haftaveyaRBV 0 s i z
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
H(‘u" Gennr\rpe 1- Infected Pﬂ'l ent Ftecewlng I!.'.lrnI:Hta 5wrfPanta prewn" Hltunawr anl:l Da 58 huwr 5 Hrhawrln

Rie Frrd Ponirdads Ietrre Fnsin [ L=y A Hiirmhisrtn 1 F Ais win™ M el s T eberd ek

x HCV genotip 1 ile infekte, sirozu olan veya olmayan,
s naiv veya tedavi deneyimli hastalarda 12 veya 24
e haftal ék OPV/NRBWeédavisHile OVYV

— el de etme orané y¢ksektir
(ITT analizi %95.3, mITT analizi %97.3)

gerektirecek yanetkior ané d¢kK¢kt ¢r

x Tedavil y i tolere edi Il miktir ve

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

a M Jacobeon® Jordan | Fald! Heiner Wedemewar® Xavier Farms® Pistro Andreonsa® kassima G Colombe’™ David E Bernstein®. Fred Poordad?. Christonhe Herode™ Thormat Podsadeckitt

;';':.if;;ﬁif x HCV genotip 1 ile infekte hastalarda OPV/PTV/r +
DSVNRBYVY il e KVY oraneé O

devaml él ek orané %99. 5

xFi l ogeneti k analizlerl e

Figure 1. Fhas)
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xUzun s¢reli takipte (tedavi
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TURQUOISE-III: 12-Week Ribavirin-Free Regimen of Ombitasvir/Paritaprevir/r and Dasabuvir for Patients
wlth HCV Genutvpe 1b and Clrrhc}sns
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