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KHC’de Ozel Hasta Gruplari

1. Sirotik hastalar (kompanse veya dekompanse) veya

KC transplantasyon hastalari
2. Kronik renal yetmezlik

3. HCV/HIV koenfeksiyonu

AASLD/IDSA HCV 2015 Guidelines: Recommendations for Testing,
K Managing, and Treating Hepatitis C. http://www.hcvguidelines.org
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Direkt Etkili Antiviraller ve Ozellikleri
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ViK™ GS-5816
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Paritaprevir/ Ritonavir/ Ombitasvir + Dasabuvir
(PrOD)

®

— ® Viekirax® _. ? ..EXViefa'm
el 2.5 mg /75 mg/50m) '
= DRI ] e
il :
| | - e g dasabuvir/ dasabuviii
Paritaprevir 150 mg: e, et | [l s
ST o oral anvandaing/Suun kautta ey
. p wgoem am 5:’: t‘\ l.lmdraqc,;;«‘ abletter/
» Potent NS3/4A proteaz inhibitoru oo ol e .
el s B S e \\ e ot ot TN,

Ritonavir 100 mg:
o Paritapirevir duzeylerini artirir (CYP3A inhibe eder)
e Gunde tek doz kullanimini saglar

Ombitasvir 25 mg:
* Potent NS5A inhibitoru

Dasabuvir 250 mg:
* Nonnukleozid NS5B polimeraz inhibitoru

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

Genotipe ve siroz durumuna gore kiloya ayarli RBV
GTla-1b ve 4 HCV’de onerilmekte

AASLD 2015, Ombitasvir/paritaprevir/ritonavir and dasabuvir [package insert],

T




Kontrendike llaglar

Alfa-1-adrenoreseptor antagonistleri
Antiepileptik

Antihiperlipidemik ilaglar

Anti-tbc

Ergo deriveleri

Etinil estradiol-iceren ilaglar
Bitkisel Grunler

HMG CoA reduktaz inhibitorleri
Noroleptikler

NNRTI

PDES inhibitorleri
Sedatif/hipnotik

Alfuzosin HCL
Karbamazepin, fenitoin, fenobarbital
Gemfibrozil
Rifampin

Ergotamin, dihidroergotamin, ergonovin,
metilergonovin

Oral kontraseptifler
Sari kantaron
Lovastatin, simvastatin
Pimozid
Efavirenz
Sildenafil
Triazolam, oral midazolam

k Ombitasvir/paritaprevir/ritonavir and dasabuvir [package insert].
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Renal ve Hepatik Yetmezlikte PK/PD Calismalari

llag Primer Sirotik hastalarda uygunluk KBY’de
Eliminasyon | CTP-A CTP-B CTP-C uygunluk
Yolu
Sofosbuvir Renal Evet Evet Evet CrCl < 30 mL/dk
ise hayir
Simeprevir Hepatik Evet Hayir Hayir CrCl <15 mL/dk
ise hayir

ASUNapre Hepaltik s 13 13 BIIINMIVO

PRT/RTV

Ledipasvir Hepatik Evet Evet Evet Bilinmiyor
Ombitasvir Hepatik Evet Hayir Hayir Bilinmiyor
(kombi) (kombi)

Dasabuvir Hepatik Bilinmiyor

Bifano M, et al. AASLD 2011. Abstract 1362. Garimella K, et al. Clinical Pharm 2014. Abstract P43.
Sofosbuvir [package insert]. Simeprevir [package insert]. Khatri A, et al. AASLD 2012. Abstract 758.
kGerman, et al. AASLD 2013. Abstract 467. Kirby R, et al. Clinical Pharm 2013. Abstract POZ20. /




Kompanse Siroz Hastalari




KHC’de Sirozun Dogal Seyri

Primer {1 | Viral i Kronik
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lleri fibrozis veya sirozlu 530 hasta, ortalama 8.4 yil izlem

1] | KvyY B KVY elde edilemeyen
X 29.9
=1 (3d ]+ '
00
=
»w 25 -
)
E
3 20 -
:0
V)
Gl
=15 -
L
3
€ 10 -
3
~
=||||l/18
>
2111l la 14
Tum KC iliskili HSK KC yetmezligi
nedenlere mortalite veya
bagli transplant
mortalite

KVY komplikasyonlari ve olum riskini azaltir

Kvan der Meer AJ, et al. JAMA 2012; 308:2584—-2593.

/KVY elde edilen\

ileri fibrozisli veya
sirozlu hastalarda
tum nedenler/KC
veya transplant
iligkili/HSK/KC
yetmezIligi oranlari
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TURQUOISE-IIl: GT1, Tedavi-naiv
ve Deneyimli Sirotik Hastalar-1

PTV/r/OBV/DSV + RBV 12 veya 24 hafta

n=208

HCV GT1,
tedavi-naiv veya
deneyimli,
sirotik
(N=380)

e g P TV//OBV/DSV + RBV

PTV/r/OBV/DSV + RBV

0 12
Calisma Haftasi

k Poordad F, et al. N Engl J Med. 2014;370:1973-1982.
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TURQUOISE-II: GT1, Tedavi-naiv ve
Deneyimli Sirotik Hastalar-2

PTV/r/IOBV/DSV + RBV 12 veya 24 hafta

. : : 12 hafta 24 hafta

Hasta 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 (12.0) 20 (11.6)
Yas (yil), ortalama * SD 57.1+7.0 56.5+7.9
VKI (kg/m?), ortalama *SD 279+4.1 27.9+4.3
IL28B non-CC, n (%) 173 (83.2)
HCV RNA (log,, IU/mL), ortalama £ SD 6.41 £ 0.62 6.53 £ 0.52

Poordad F, et al. N Engl J Med. 2014;370:1973-1982.




TURQUOISE-IIl: GT1, Tedavi-naiv ve
Deneyimli Sirotik Hastalar-3

PTV/r/OBV/DSV + RBV 12 veya 24 hafta

12 hafta 24 hafta

Hasta Ozellikleri (n=208) (n=172)
Onceki Peg-IFN/RBV tedavisi

Tam yanitsiz 75/122 (61.5) 62/98 (63.3)

Kismi yanith B 22 (14.8) 13/98 (1

Nuks 29/122 5 3 (23.5)

i 9

Trombosit sayist, x 10°/L 140.0 (104.0-188.5)  142.5 (105.0-183.0)
ortalama
Albumin, g/L ortalama 40 (37-42) 39 (37-42)

k Poordad F, et al. N Engl J Med. 2014,370:1973-1982.




TURQUOISE-II: Onceki Tedavi Yanitina Gore
GTla Hastalarda KVY12 Oranlari

PTV/r/OBV/DSV + RBV 12 veya 24 hafta
100 100

92.9
h

100
opl2(azlg|l||l||98I3
Tt 80.0

80 =

Bl 12 hafta
Bl 24 hafta

20 +
22 13 10 39
56 13 10 42

0 -
Naiv PR relaps PR Kismi PR Tam
Yanith Yanitsiz

\__ PoordadF, etal. N Engl J Med. 2014;370:1973-1982,




|44l | higo | 100
80 -
S 604
(QV
—i
>—
S
X 40 -
20 -
18
18
0L

Naif

100 100

10
10

PR Nuks

85.7 100 100 100

3 A

3 20

PR Kismi PR Tam
Yanith Yanitsiz

\_Poordad F, et al. N Engl J Med. 2014;370:1973-1982.

TURQUOISE-II: Onceki Tedavi Yanitina Gore
GT1b Hastalarda KVY12 Oranlari
PTV/r/OBV/DSV + RBV 12 veya 24 hafta

Bl 12 hafta
Bl 24 hafta
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TURQUOISE-IIl: GT1b, Tedavi-naiv ve Deneyimli
Sirotik Hastalar-1

PTV/r/OBV/DSV 12 hafta
HCV GT1b, KVY12
tedavi-naiv veya n=60
deneyimli, PTV/r/OBV/DSV J{
Kompanse sirotik
(N=60)
[ | I
0 12 24

Calisma Haftasi

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

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

\

14



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

il TURQUOISE-IIl: GT1b, Tedavi-naiv ve Deneyimli I

Sirotik Hastalar-2
PTV/r/OBV/DSV 12 hafta

Hasta Ozellikleri PTV/(ZSBG\O/;DSV
Erkek, n (%) 37 (62.0)
Siyah, n (%) 7 (12.0)
Yas (yil), ortalama * SD 59.5 +9.5
VKI (kg/m?), ortalama *SD 27.8 5.4

IL28B non-CC, n (%)

HCV RNA (log,, IU/mL), ortalama £ SD

PegIFN/RBYV tedavi deneyimi, n (%)

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

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

Disease, Berlin, Germany, 26 June 2015.
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http://www.natap.org/2015/HCV/062615_03.htm

l TURQUOISE-IIl: GT1b, Tedavi-naiv ve Deneyimli

Sirotik Hastalar-3
PTV/r/OBV/DSV 12 hafta

Siroz degerlendirmesi

Biyopsi 19 (32.0)

FibroScan 41 (68.0)
FibroTest skoru, ortalama * SD 0.83 £0.16
FibroScan, ortalama 19.0 (12.5-67.8)
Trombosit sayisi, x 10°/L

Ortalama 132 (54 — 51/

<90, n (%) 13 (22.0)
Albumin, g/dL

Ortalama 4.0 (2.8 —4.5)

< 3.5, n (%) 10 (17.0)
Total bilirubin, mg/dL

Ortalama 0.8 (0.3 -2.5)

>1.5, n (%) 9 (15.0)
INR, ortalama 1.1 (0.9-1.3)

http://www.natap.org/2015/HCV/062615 _03.htm
Feld JJ, Moreno C, Trinh R, et al. TURQUOISE-III: Safety and efficacy of 12-week Ribavirin-free treatment

for patients with HCV genortpe 1b and cirrhosis. 15th International Symposium on Viral Hepatitis and Liver
Disease, Berlin, Germany, 26 June 2015.

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

PTV/r/OBV/DSV 12 hafta
100,0 100,0

100

20

EVY KVY4
http://www.natap.org/2015/HCV/062615 03.htm

100,0

KVY12

Disease, Berlin, Germany, 26 June 2015.

" TURQUOISE-III: GT1b, Tedavi-naiv ve deneyimli
Sirotik Hastalar-4

Tum hastalarda tedavinin
dorduncu haftasinda HCV
RNA degerleri
negatifl(<LLOQ).

Tum hastalar tedaviyi
tamamlamistir.

Tum hastalar KVY12'ye
ulasmistir.

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

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

14
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Dekompanse Siroz Hastalar




fll M
Kronik Karaciger Hastaliginin Dogal Seyri

Kronik KC , Kompanse , Dekompanse o | i
hastaligi Siroz siroz

Komplikasyonlarin gelismesi:
= Varis kanamalari

= Asit

» Ensefalopati
= Sarilik

Hepatik dekompansasyon un klinik deliller ortaya ¢ikmadan biyokimyasal olarak

saptanabilir
Erken tani, transplantasyon gereksiniminin ve mortalitenin azaltilmasi ve tedavi

secenekleri , acisindan onemlidir

AASLD/IDSA. HCV Management. http://www.hcvguidelines.org..
Khttp://www.Iiverfoundation.org/abouttheliver/info/progression/ /




Dekompansasyon ve Yagsam Suresi

100 T

80 1

Sirotik tim TSI e e

60 - hastalar oyl

40 -

20 - Dekompanse siroz Ortalama yagam suresi

~1.6yl
hastalari
0 ' . . .

0 20 40 60 80 100 120 140 160 180

KGinéS P, et al. Hepatology. 1987;7:122-128.




Sirotik Hastalarin Degerlendirilmesi:
Child-Pugh Skoru

Ensefalopati derecesi yok Hafif,1-2 Siddetli,3-4
Asit yok Hafif-orta Siddetli-direncli
Serum albumin (g/dL) > 3.5 2.8-3.5 <2.8
Protrombin zamani (saniye) <4 4-6 > 6

veya INR <1.7 1.7-2.3 >2.3
Serum bilirubin (mg/dL) <2 2-3 >3

e Child-Pugh A: 5-6 Child-Pugh B: 7-9 Child-Pugh C: = 10 puan
Model for End-Stage Liver Disease (MELD) Skoru

MELD skoru = 0.957 x Log, (kreatinin mg/dL) + 0.378 x Log, (bilirubin mg/dL) +
1.120 x Log,, (INR) > 14= dekompanse ???

KPugh RN, et al. Br J Surg. 1973;60:646-649.
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PTV/RTV/OMV + DSV + RBV: GT1,

ekompanse Siroz, 12-24 Hafta

Acik etiketli, faz3b calisma, dekompanse sirozlu olgular

OBV/PTV/r (25/150/100 mg/gun) + DSV (250 mg gunde iki kez) +
kiloya ayarli RBV(1000—-1200 mg/gun) RBV - 12 veya 24 hafta

Tedavi naiv veya PR deneyimli,
Trombosit 225 x 10°/L, albumin 22.8 g/dL,
MELD skoru <18 Child-Pugh skoru B: 7-9

48-haftaizlem

cia Uil OBV/PTV/r + 5
DSV + RBV

GTla | 48-haftaizlem
N=10 ' >

0.hafta 12.hafta 24.hafta 60.hafta 72.hafta

http://www.natap.orq/2015/AASLD/AASLD 35.htm

>

Ombitasvir/Paritaprevir/r and Dasabuvir With Ribavirin for HCV Genotype 1 Patients With Decompensated



http://www.natap.org/2015/AASLD/AASLD_35.htm
http://www.natap.org/2015/AASLD/AASLD_35.htm
http://www.natap.org/2015/AASLD/AASLD_35.htm
http://www.natap.org/2015/AASLD/AASLD_35.htm

7 PTVIRTV/IOMV + DSV + RBV: GT1, Dekompanse
Siroz, 12-24 Hafta

Child-Pugh B
Hasta Ozellikleri OBV/PTV/r + DSV + RBV
N=11
Yas (yil), (min-maks) 59 (52-69)
Erkek, n (%) 9 (82)
Hispanik veya Latin, n (%) 25 (12.0)

HCV GTla, n (%) 10 (91)

VKI (kg/m2), (min-maks) 30 (22-42)

IL28B non-CC, n (%) 8 (73)

HCV RNA (log;, IlU/mL), (min-maks) 5.8 (4.4-7.2)

Onceki peglFN/RBV deneyimi, n (%) 5 (45)

Trombosit, median x 109/L (min-maks) 95 (44-162)

3(2.8-3.6

Albumin, median g/dL (min-maks)

CPB skoru, median (min-maks)

MELD skoru, median (min-maks) 10 (6-14)

Ascites, n (%) 9 (82)
K Ensefalopati, n (%) 5 (45) /




Demografik ozellikler, viral yuk ve HCV
tedavisine yanitlari
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6.hastada 21.haftada hiponatremi nedeniyle tedavi - Sarirenk (HCV RNA <25 [U/mL).
kesildi, yine de KVY12 elde edildi *  Yesil renk (HCV RNA <15 1U/mL).
Asitte artig, GIS kanama, ensefalopati, HSK, KBY
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 Dekompanse sirozlu tum HCV GT1 hastalarinda 12-

24 hafta OBV/PTV/r + DSV + RBV tedavisiyle KVY12
elde edildi

* Hiperbilirubinemi ve anemi oranlari yuksekti ancak

tedavi uzerinde olumsuz etkileri olmadi




Dekompanse Sirozda Yaklasim
(Child-Pugh C)

» Karaciger transplantasyon unitelerinde izlenmeli

* IFN, TVR, BOC, SMV ve OMV/PTV/RTV + DSV’den
kaciniimali

» GT1/4 HCV infeksiyonu
* Daklatasvir+SOF+ RBV (600 mg), 12 hafta

 LDV/SOF + RBV (600 mg), 12 hafta
SOF tedavisine yanitsiz ise24 hafta

* LDV/SOF 24 hafta, anemik ya da RBV intoleransi varsa

 GT2/3 HCV Iinfeksiyonu
e Daklatasvir+SOF+ RBV (600 mg), 12 hafta
» SOF + RBV 48 haftaya kadar

AASLD/IDSA HCV 2015 Guidelines: Recommendations for Testing,
Managing, and Treating Hepatitis C. http://www.hcvguidelines.org




KC Transplant Hastalari




ABD’de Karaciger Transplantasyonlarinin

3000+

2500+

2000+

1500+

1000+

500+

Karaciger Transplantasyonlari(n)

Gonzalez SA, et al. Clin Liver Dis. 2012;1:2-

~ 50% KHC Hastalarina yapilmaktadir
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KHC Posttransplant Yasam suresi

4o 85
83 33
80
< 73 67
S 60
- 64 59
T | HCV
X — Kolestatik/AIH
o 40 T
& Kriptojenikc
— HBV
20 Alkolik _
- HCV KHC olgularinda 5 yillik mortalite %30
0

0 1 2 3 4 5 6 7 8 9 10
YIL

kForman LM, et al. Gastroenterology. 2002;122:889-896.




Posttransplant Fibrozis Gelisimi ile lligkili
Faktorler

Konak Faktorleri
e Siyah irk

e Kadin cinsiyet

e HIV koinfeksiyonu
e |L28B genotipi

Transplant-iligkili Faktorler
Akut rejeksiyon tedavileri

CMV infeksiyonu

Posttransplant DM

Immunosuppresyon

Vericiye Ait Faktorler
o lleri yas

Soguk iskemi suresi
Siyah irk disi
Yuksek risk indeksi
IL28B genaotipi

Viral Faktorler

e Transplantasyon sirasinda
yuksek HCV RNA

T




CORAL-I: HCV GT1, Post-transplant, Naiv
veya Tedavi Deneyimli Hastalar
PTV/r/OBV/DSV + RBV 24 hafta

* Aclk etiketli Faz Il calisma

e Kronik HCV GT1, naiv veya IFN deneyimii,

e Takrolismus, siklosporin veya diger immumsup. kullanan,
o <F2 METAVIR skorlu hastalar

Post KVY12 KVY24
trans.
GT1HCV | ™
(N = 34)
0 RS R R ARYREER AR ARRRRR MR M AR IR MRS MR ARRR AR .
0 24. Hafta 72. Haftaya Kadar

Kwo PY, Mantry PS, Coakley E, et al. An interferon-free antiviral regimen for HCV after liver
k[ransplantation. N Engl J Med. 2014 Dec 18;371(25):2375-82




CORAL-I: Demografik Ozellikler

Hasta Ozellikleri Paritaprevir/RTV/Ombitasvir +

Dasabuvir + RBV, (n= 34)

Transplantasyon oncesi Peg-IFN/RBV
tedavisine yanitsizlik, n (%)

METAVIR fibrozis duzeyi, n (%)

FO 6 (18.0)
F1 13 (38.0)
F2

A4 O

Transplantasyondan beri gecen sure, ay 39.5 (12.9-136.4
ortalama

Primer immunosupresif tedavi, n (%)

Takrolimus 29 (85.0)

Siklosporin 5 (15.0)
Diger immunosupresif tedaviler, n (%)

Mikofenolik asit 11 (32.0)

Prednison 2 (6.0)

Kwo PY, Mantry PS, Coakley E, et al. An interferon-free antiviral regimen for HCV after liver
transplantation. N Engl J Med. 2014 Dec 18;371(25):2375-82




CORAL-I: Demografik Ozellikler

Paritaprevir/RTV/Ombitasvir +

Hasta Ozellikleri Dasabuvir + RBV, (n: 34)
Kreatinin klirensi, ml/dk 90.5 +26.424
Kreatinin, mg/dL 1.1+0.23

Alkalin fosfotaz, U/L 109.3 +40.4

Karaciger enzimleri, U/L
Alanin aminotransferaz 78.9% 62.7
Aspartat aminotransferaz 63.9 1435
y-Glutamiltransferaz 170.3/+ 182.4

Kwo PY, Mantry PS, Coakley E, et al. An interferon-free antiviral regimen for HCV after liver
transplantation. N Engl J Med. 2014 Dec 18;371(25):2375-82




CORAL-I: Demografik Ozellikler

Paritaprevir/RTV/Ombitasvir +

Hasta Ozellikleri Dasabuvir + RBV, (n= 34)
Erkek, n (%) 27 (79.0)
Irk, n (%)

Beyaz 29 (85.0)

Siyah 4 (12.0)

Coklu 1(3.0)
Hispanik veya Latin, n (%) 6 (18.0)
Yas (yil), ortalama 59.6 £ 6.6
VKI (kg/m?), ortalama 29.7+4.5
HCV genotip 1a, n (%) 29 (85.0)
IL28B non-CC, n (%) M’
HCV RNA log,, IU/mL, ortalama C 66+05

Kwo PY, Mantry PS, Coakley E, et al. An interferon-free antiviral regimen for HCV after liver
transplantation. N Engl J Med. 2014 Dec 18;371(25):2375-82
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CORAL-I: HCV GT1, Post-transplant, Tedavi

Sonuclari
1000 4 100.0 100.0 97.2 97.2 97.2
80,0 -
<
= 60,0 A
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T 40,0 -
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Hizli Virolojik Yanit Tedavi Sonu Yanit KVY4 KVY12 KVY24
(RVR hafta 4) (EOTR hafta 24)

= Higbir hastada alevlenme olmadi ve bir hastada nuks goruldu (TS 3. gun)

Kwo PY, Mantry PS, Coakley E, et al. An interferon-free antiviral regimen for HCV after liver
k transplantation. N Engl J Med. 2014 Dec 18;371(25):2375-82 /




l CORAL-I Cohort 2-> Post-Transplant HCV

Rekurrens Hastalarinda
DSV + RBV. 24 haftg ===

e HCV GT1 tedavi naiv veya deneyimli,
e KC transplantl (<12 ay),

* Fi brosis <F3 (Metavir veya esdegeri)

KVY12
n =21 e
OBV/PTV/Ir + DSV + RBV
HCV GT1a veya yanitsiz GT1b
TARAMA =13

OBV/PTV/Ir + DSV —

Tum diger GT1b
' ' ﬁ >

Birinci gun 12.hafta 24 hafta 36.hafta

Ombitasvir/Paritaprevir/r and Dasabuvir With or Without Ribavirin for Pati ents With Post-Transplant HCV
Recurrence. Presented at the 66th Annual Meeti ng of the American Associati on for the Study of Liver
KDiseases, November 13-17, 2015, San Francisco, California /
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CORAL-I Cohort 2:
Post-Transplant HCV Rekurrens Hastalari

OBV/PTVI/r + OBV/PTVIr +

Hasta Ozellikleri DSV + RBV DSV,
n=27 n=13
Erkek, n (%) 23 (85) 8 (62)
Yas (yil), ortalama * SD 58%*6.7 62 *5.8
VKI (kg/m?), ortalama *SD 28 + 3.8 28 + 4.7
HCV genotip, n (%)
la 21 (78)
1b 6 (22)
IL28B non-CC, n (%) 23 (85) 4 (31)
HCV RNA (log10 IU/mL), ortalama * SD 6.7%0.7 704
Post-liver transplant IFN veya PeglFN * RBV, n (%)
Tedavi-naiv 15 (56) 8 (62)
Tedavi-deneyimli
Yanith 0 (0) 5 (38)
Yanitsiz 12 (44) 0 (0)
o : 0
Mle:ga_v;rlfl brosis stage,e n (%) 16 (62) 8 (62)
F2 9 (35) 2 (15)
K £3 1(3.8) 3(23)




CORAL-I Cohort 2;

Post-Transplant HCV Rekurrens Hastalari
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Genel OBV/PTV/r + OBV/PTV/r +
DSV + RBV DSV

Ombitasvir/Paritaprevir/r and Dasabuvir With or Without Ribavirin for Pati ents With Post-Transplant HCV
Recurrence. Presented at the 66th Annual Meeti ng of the American Associati on for the Study of Liver
Diseases, November 13-17, 2015, San Francisco, California /
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HCV GT1 ve hafif orta fibrozisli KC transplant
alicilarinda OBV/PTV/r + DSV £ RBV tedavisiyle yuksek
KVY elde edild

Tedavi genel olarak iyi tolere edildi
Ribavirinsiz rejim ile GT1b hastalarinda KVY12 %100 idi

Child-Pugh A sirozlu KC transplant alicilarinda ve
sirozsuz renal transplant alicilarinda OBV/PTV/r + DSV,

+ RBV tedavisiyle ilgili kohort degerlendiriliyor




Karaciger Transplantasyonu Sonrasi

Yaklasim
AASLD-2015 EASL-2015
GT1,4 HCV infeksiyonu, komp.siroz Sirozu olmayan veya sirotik olgular
danhil (Child-Pugh A)
» Daklatasvir+SOF+ RBV (600 mg), GT1,4,5,6: LDV/SOF + RBV, 12 hf
12 hafta GT2: SOF + RBV, 12 hf

* LDV/SOF + RBV, 12 hafta Tiim GT: SOF + DCV + RBV, 12 hf

* RBV tolere edemeyen

GT1b: OMV/PTV/IRTV+ DSV +
e Daklatasvir+SOF, 24 hafta

RBV, 12 hf
o LDV/SOF, 24 hafta
o Alternatif GTla: OMV/PTV/RTV+ DSV +
e SOF + SMV * RBV, 12 hafta RBYV, 24 hf

AASLD/IDSA 2015 HCV Guidelines. EASL Recommendations on Treatment of_Hepatitis C
k 2015. Journal of Hepatology 2015 vol. 63 | 199-236
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Kronik Renal Yetmezlik

RUBY-I: Ombitasvir/Paritaprevir/Ritonavir + Dasabuvir £ Ribavirin in Non-Cirrhotic HCV Genotype 1-Infected
Patients With Severe Renal Impairment or End-Stage Renal Disease

Ee——r——y

=S L




Son Donem Renal Hastalikta KHC

 ABD’de hemodiyaliz hastalarinda HCV prevalansi
* ~ %38 (400,000 HD hastasinda)!!!
* Genel populasyondan bes kat daha yuksek

» Gelismis ulkelerde KBY hastalarinda HCV prevalansi
%2.6-23 (ort. %13.5)2

* Hemodiyalizle gegcirilen yil sayisi HCV icin bagimsiz risk
faktoral?]

e HCV infeksiyonu bu olgularda bagimsiz olarak mortaliteyle
iliskilil3!
» HSK ve siroz riski de normal populasyondan daha yuksek

1. Finelli L, et al. Semin Dial. 2005;18:52-61. 2. Fissell RB, et al. Kidney Int. 2004,65:2335-2342. 3. Kamar
KN’ et al. Transplantation. 2006;82:853-856
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* Gozlemsel galismalarda 890,560 kisi degerlendirilmis ve
HCV seropozitif olanlarda olmayanlara oranla

eGFR <60mL/min/1.73m2 riski %70 daha fazla

Fabrizi F, et al. New Journal of Science 2014. doi:10.1155/2014/180203.

G = HCV RNA seropozitif
— HCV RNA seronegatif
= Anti-HCV seronegatif

HCV infeksiyonu
renal hastaliga

bagl mortaliteyi

5 520,008 artirir
01.48
1+ ’_I_I.I_I_IZ %0.92
L.~ 000.47
0 - AR AR AN R AL AR R

Kiimiilatif risk (%)
w
|

O (1121|1416 18]]] |10 L2 ||| L4 |16 || LS| |20

izlem siiresilyil
Lee MH, et al. J Inf Dis 2012:206: 469-77.




Anti-HCV

tedaviyle son
donem renal

10 — = Tedavi kohortu

< /] hastalikta

= — Tedauvisiz kohort o » .

v -

o 87  — infekte olmayan kohort |ylle§me QOZIenlr

i

©

Bil6+

2 Modified log-rank p < 0.001
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=

& (l12(m

=

X

0 |
0 1 2 3 4 5 6 7 8
Izlem suresilyil

Riskli sayisi
Tedavi edilen 1411 1400 987 755 586 418 303 168 47
Ted. edilmeyen 1411 1388 962 711 530 362 262 152 43
infekte olmayan 5644 5591 3928 2980 2322 1624 1194 684 201

k * Results from a historical study, and have not yet been confirmed with the AbbVie regimen. Hsu YC, et al. Hepatology 2014; 59: 1293-1302.




RUBY-I: HCV GT1, Naiv, Nonsirotik, Renal
Yetmezligi Olan Hastalar

KVY4 KV Y12

Paritaprevir/RTV/Ombitasviir

GT1b + Dasabuvir (n=7)

Paritaprevir/RTV/Ombitasvir
+ Dasabuvir + RBV (n= 13)

GTla

0 12 16 24 hafta

Kronik HCV GT1 ile enfekte, daha onceden tedavi almamis, eGFR <30
mL/dk/1.73m2, <F2 METAVIR skorlu hastalar

Paritaprevir/ritonavir/ombitasvir, 150 mg/100 mg/25 mg QD; dasabuvir 250
mg BID

Pockros P, et al. Safety Of Ombitasvir/Paritaprevir/Ritonavir Plus Dasabuvir For Treating HCV GTL1 Infection In Patients
With Severe Renal Impairment Or End-stage Renal Disease: The RUBY-I Study. Presented at the 66th AASLD, November
Q:%—l?, 2015, San Francisco, California

14




RUBY-I: Demografik Ozellikler

Erkek, n (%) 17 (85)
Siyah, n (%) 14 (70)
Yas (yil), ortalama (aralik) 60 (49-69)
Hispanik veya Latin, n (%) 3 (15)
Fibrozis duizeyi (METAVIR), n (%):
FO-F1 10 (50)
F2 6 (30)
F3 +(£U

HCV viral yiiku log,, (IU/mL); ortalama (aralik)
GTla, n (%)

6.6 (5.5-7.6)
3 (65

Hemoglobin, g/dL; ortalama (SD) 12 (9.5-16.6)
Kronik renal yetmezlik duizeyi; n (%)

4 (eGFR 15-30 mL/min/1.73 m?) 6 (30)

5 (eGFR <15 mL/min/1.73 m? veya diyaliz 14 (70)
gerektiren
Diyaliz, n (%) 13 (65)
eGFR, mL/min/1.73 m?; ortalama (aralik) 10.9 (5.4-29.9)
Kreatinin mg/dL; ortalama (aralik) 6.2 (2.2-10.8)

Pockros P, et al. Safety Of Ombitasvir/Paritaprevir/Ritonavir Plus Dasabuvir For Treating HCV GT1 Infection In Patients
With Severe Renal Impairment Or End-stage Renal Disease: The RUBY-I Study. Presented at the 66th AASLD, November
13-17,2015 _San Francisco, California

114
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RUBY-I: HCV GT1, Naiv, Nonsirotik, Renal

Yetmezligi Olan Hastalarda Etkinlik-1

Hasta 10 11 12 13 14 15 16 17 18 19 20
GT* --------------------
g\i‘ZSi 4 4 5 5 5 5 5 4 5 5 &5 5 4 4 5 4 5 5 5 5

M1 HE H fEENENE =& ==
H2 Nl EEe ] RN
Ha lH EEEEEEEE EENEEE.
H8 HEEEEEEEEEE ..

H12
TSH4

ek, | ]

TSH24

HCV RNA: [l 225 IU/mL <25IU/mL [ Tespit edilemeyen

H: Hafta, TSH: Tedavi sonrasinda hafta, KRY: Kronik renal yetmezlik * ilaca bagli olmayan 6ltim

Pockros P, et al. Safety Of Ombitasvir/Paritaprevir/Ritonavir Plus Dasabuvir For Treating HCV GT1 Infection In Patients

With Severe Renal Impairment Or End-stage Renal Disease: The RUBY-I Study. Presented at the 66th AASLD, November /
13-17,2015 _San Francisco, California
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RUBY-I: HCV GT1, Naiv, Nonsirotik, Renal

Yetmezligi Olan Hastalarda Etkinlik

100

100 -

80

60
=)

40

20

TSY Tedavi Sonrasi Yanit
KVY Kalici Virolojik Yanit

TSY KVY4 KVY12

Pockros P, et al. Safety Of Ombitasvir/Paritaprevir/Ritonavir Plus Dasabuvir For Treating HCV GT1 Infection In Patients

With Severe Renal Impairment Or End-stage Renal Disease: The RUBY-I Study. Presented at the 66th AASLD, November /
13-17,2015 _San Francisco, California
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e GT1 ile infekte evre 4-5 KBY ve hemodiyaliz
hastalarinda OBV/PTV/r + DSV = RBYV tedavisiyle
KVY12 orani %90

e Bir olguda dusuk tedavi uyumu sebebiyle relaps
» Tedavi lyi tolere edildi

e Laboratuvar anomalileri ve guvenlilik bulgulari normal
renal fonksiyonlu hastalarla benzer

* PrOD, doz ayarlamasi olmadan ileri veya son evre
renal yetmezligi olan hastalarda da kullanilabilecegini
desteklemekte

Pockros P, et al. Safety Of Ombitasvir/Paritaprevir/Ritonavir Plus Dasabuvir For Treating HCV GT1 Infection In Patients

With Severe Renal Impairment Or End-stage Renal Disease: The RUBY-I Study. Presented at the 66th AASLD, November
13-17,2015 _San Francisco, California




Renal Yetmezligi Olan KHC Hastalarinda

Yaklasim
AASLD-2015 EASL-2015
e CrCl>30 mL/dk ise doz e CrCl< 30 mL/dk ise ilac
ayarlamasina gerek yok dlzeylerinde artis
 LDV/SOF o Paritaprevir %45, ritonavir %114 ve
s OMV/PTV/RTV + DSV dasabuvir %50
¢ SMV » Hafif, orta ve agir renal yetm.
« SOF doz ayarina gerek yok
* CrCl <30 mL/dk ise » Hemodiyaliz hastalarinda
* GTla >OMV/PTV/RTV + DSV+RBV veriler henuz yetersiz ?7?7?
e GT1lb >OMV/PTV/RTV + DSV « Ozellikle RBV'li rejimlerle
o GT4>O0MV/PTV/IRTV
*RBV->200mg/gun veya haftada U¢ kez

AASLD/IDSA 2015 HCV Guidelines. EASL Recommendations on Treatment of_Hepatitis C
K 2015. Journal of Hepatology 2015 vol. 63 j 199-236 /




HCV/HIV Koenfeksiyonu
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Tiim Diinyada HIV, HBV ve HCV ile infekte

Olgu Sayisi (Mllyon)
L4 @’? ‘

T 43 = . HBV

Her 100 HCV
infeksiyonuna
~ 7 koinfeksiyon

L o i | |y

v

ol
2 o

Her 100 HIV
Infeksiyonuna
~ 30
koinfeksiyon __ i HE N

A

K Soriano V et al. J. Antimicrob. Chemother. 2006;57:815-818 /
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HIV/AIDS Vakalarinin Yillara Gore Dagilimi: T.C.
Saglik Bakanhgi Verileri

T

YILLAR HIV(+) AIDS TOPLAM YILLAR HIV (+) AIDS TOPLAM
1985 0 3 3 2000 111 46 157
1986 1 1 2 2001 138 45 183
1987 32 8 40 2002 137 41 178
1988 21 11 32 2003 137 47 184
1989 22 11 33 2004 175 58 233
1990 23 13 36 2005 249 46 295
1991 26 24 50 2006 253 44 297
1992 36 29 65 2007 346 24 370
1993 47 33 80 2008 392 53 445
1994 49 35 84 2009 436 67 503
1995 59 28 87 2010 516 73 589
1996 92 35 127 2011 632 78 710
1997 95 38 133 2012 973 95 1068
1998 82 42 124 2013 1280 111 1391
1999 89 28 117 2014 600* 32* 632*
* ilk 6 aylik verilerdir TOPLAM | 7041 1197 8238

K http://www.hatam.hacettepe.edu.tr/verilerAralik2012.pdf
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ALIVE : HIV Koinfeksiyonu, Yas ve Fibrozis
Arasindaki iligki

* Prospektif kohort 1176 HCV
infekte, 394’u HCV/HIV
koinfeksiyonu

Koinfekte hastalarda
fibrozis skoru daha yuksek

.............. Fibrozis monoinfekte

olgularda 10 yil sonra

- koinfekte olgularla ayni
T TR skora ulasiyor

30

35, 40 45 50 55 60
Yas (yil)

\__ Kirk GD, et al. Ann Intern Med 2013; 158:658-666.




" GESIDA HIV/HCV Kohort: HCV Virolojik Kiir KC
lliskili Komplikasyonlari ve Olimii Azaltir

KC-iligkili olay KC dekompansasyonu
100 100
< (=) KVY
S 95 24|95
C_§ 90 C_S? 90 - Relaps
CU)U 85 % 85 Yanitsiz
I 1l
80 80
0 12 24 36 48 60 72 84 96 0 12 _24 36 48 60 72 84 96
Izlem suresi (ay) Izlem sliresi (ay)
HSK Mortalite
100 |7 —— A 100 KVY
=) = A
S 95 —= ¥ o
L] Yanitsiz Il Relaps
© c
f_E 90 = 90
8 85 @ g5
© © Yanitsiz
L m
80 80
0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96
izlem siiresi (ay) izlem siiresi (ay)

K Berenguer J, et al. J Hepatol 2013; 58:1104-1112. /
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TURQUOISE-I: HCV GT1, HIV ile Koenfekte, Naiv
veya Tedavi Deneyimli Hastalar

* Aclk etiketli faz I/l calisma, GT1, DEA-naive koinfekte hastalar
Hastalarin %19'u sirotik (Child-Pugh A)

12.hf 24 hf

Paritaprevir/RTV/Ombita
HOV(GTL svir + Dasabuvir + RBV
HIV koenfekte Bl (n =31)
tedavi-deneyimli
veya naiv \ Paritaprevir/RTV/Ombitasvir + Dasabuvir + RBV
(N=63 (n = 32)

Paritaprevir/RTV/ombitasvir 150/100/25 mg QD FDC; dasabuvir 250 mg BID; RBV 1000-1200 mg/gun.

Sulkowski MS, Eron JJ, Wyles D, et al. Ombitasvir, paritaprevir co-dosed with ritonavir, dasabuvir and ribavirin
for Hepatitis C in patients co-infected with HIV-1: A randomized Trial. JAMA. 2015 Mar 24-31;313(12):1223-31J




TURQUOISE-I: Demografik Ozellikler-1

Szellikleri 12 hafta
Hasta Ozellikleri (n=31)
Erkek, n (%) 29 (94) 29 (91)
Siyah, n (%) 7 (23) 8 (25)
Yas (yil), ortalama * SD 50.9 £6.0 50.9 £8.3
VKI (kg/m?2), ortalama +SD 26.4 3.9 27.2 £4.3
Fibrozis diizeyi, n (%)
FO-F1 16 (52.0) 20 (63.0)
F2 5(16.0) 5 (16.0)
F3 4 (13.0) 1 (3.0)
F4 9.0)

IL28B non-CC, n (%) 26 (84.0)

27 (87.0)

25 (78.0)

HCV genotipi 1a, n (%) 29 (91)

Sulkowski MS, Eron JJ, Wyles D, et al. Ombitasvir, paritaprevir co-dosed with ritonavir, dasabuvir and ribavirin
for Hepatitis C in patients co-infected with HIV-1: A randomized Trial. JAMA. 2015 Mar 24—31;313(12):1223—31./




TURQUOISE-I: Demografik Ozellikler-2

HCV RNA log,, lU/mL ortalama * SD 6.54 * 0.57 6.60 +0.78

Onceki Peg-IFN/RBV tedavisi, n (%)

Naif 20 (65.0) 22 (69.0)

Nuiks 1(3.0) 3(9.0)

Kismi yanith 5 (16.0) 2 (6.0)

Tam yanitsiz 5 (16.0) 5 (16.0)
CDA4+ T-hiicre sayisi, ortalama * SD, /mm?3 633 +236 625 +296
CD4+ T-hucre ylizdesi, ortalama * SD 31.2 £9.2 29.2 £8.1
HIV-1 ART rejimi, n (%)

Atazanavir 16 (52.0) 12 (38.0)

Raltegravir 15 (48.0) 20 (63.0)

Sulkowski MS, Eron JJ, Wyles D, et al. Ombitasvir, paritaprevir co-dosed with ritonavir, dasabuvir and ribavirin
for Hepatitis C in patients co-infected with HIV-1: A randomized Trial. JAMA. 2015 Mar 24—31;313(12):1223—31./




TURQUOISE-I: HCV GT1, HIV ile Koenfekte, Naiv
veya Tedavi Deneyimli Hastalarda Etkinlik
100 - oo it et il 93,5 96,9 93,5
90.6
80 - Paritaprevir/RTV/
iy Ombitasvir +
S 1 hastada Dasabuvir + RBV
» (60 -
‘_cg relaps B 12-hafta
% 40 - Bl 24-hafta
20 -
%1 1 hastada 1
i breakthrough
RVR4 EO KVY
(Hizh Virolojik| | | (Teda 2 Hastada il
Yanit - Hafta 4) Haft: post_trea’tment
HCV re-
Sulkowski MS, Eron JJ, Wyles D, et al. Ombita mfekSIyonu s<dosed with ritonavir, dasabuvir and ribavirin

\

for Hepatitis C in patients co-infected with HIV-1: A randomized Trial. JAMA. 2015 Mar 24-31;313(12):1223-31J




HCV/HIV Koinfeksiyonunda Yaklagsim

HCV/HCYV koinfeksiyonu mutlaka tedavi edilmelidir

* Monoinfekte hastalarla ayni oneriler

o |lac etkilesimlerine dikkat edilmeli

» Proteaz inh. (lopinavir, saquinavir, atazanavir, darunavir) ve OMV/F RTV

all

Sofosbuvir/ledipasvir
Paritaprevir/RTV/ombitasvir + dasabuvir  ElE

. Sofosbuvir + daklatasvir

lenebilir
EASL Recommendations on Treatment of Hepatitis C 2015. Journal of Hepatology 2015 vol. 63 j 199-236
AASLD/IDSA Recommendations for Testing, Managing, and Treating Hepatitis C. Available at: /

http://www.hcvquidelines.org/fullreport
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EASL Rehberi: HCV/HIV llac¢ Etkilesimleri

OMV/PTV/
RTV

SMV  SOF

Abacavir i L
Didanosine Klinik etkilesim yok
v Emtricitabine
'g Lamivudine [J Potansiyel ilag etkilesimi
HgvHine olabilir; Doz ayarlamasi,
Tenofovir DF |
Zidobddire ilacin uygulama zamaninin
o Efavirenz deg|§t.|.rlllme5|, ek |
£ Etravirine monitorizasyon gerekebilir
% Nevirapine
Rilpipyring llac etkilesimi var
£ ATV;ATVIRTV
§ = DRV/RTV; DRV/COBI
o5 Fosamprenavir
o E Lopinavir
Saquinavir

Dolutegravir
Elvitegravir/cobicistat
Maraviroc
Raltegravir

Girig/integraz
inhibitorleri

K EASL Recommendations on Treatment of Hepatitis C 2015. Journal of Hepatology 2015 vol. 63 j 199-236 /
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