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Icerik
Kronik HBV infeksiyonu

Siroz tedavisi

Kronik HCV infeksiyonu

Siroz tedavisi
Yeni tedaviler ve yonetimi




/Kronik Karaciger Hastaliginin Dogal Seyri

Kronik KC , Kompanse , Dekompanse

hastalig1 Siroz Siroz

—— Oliim

Komplikasyonlarin gelismesi:

» Varis kanamalari

= Asit

= Ensefalopati

= Sarilik

< Hepatik dekompansasyonun 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..
http://www.liverfoundation.org/abouttheliver/info/progression/



/ﬂmmmmm\endirilmesi:

Child-Pugh Skoru
Degiskenler | yi 3
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 <28
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

Child-Pugh A: 5-6 Child-Pugh B: 7-9 Child-Pugh C: 210 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 ???

Pugh RN, et al. Br ] Surg. 1973; 60: 646-9.



Ilk Yerli Hepatit B Asis1 Uretildi

~— Smal surace protein (5)

—— Medium surlace protein
(5.4 Pres2)

:— Large surtace protein
(54 ProS2 + ProS1)

Hepatitis B
virus
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Clinical Practice Guidelines

EASL Clinical Practice Guidelines: Management of chronic
hepatitis B virus infection

European Association for the Study of the Liver*

Hepatol Int (2012) 6:531-561
DOI 10.1007/s12072-012-9365-4

GUIDELINES
Asian-Pacific consensus statement on the management of chronic

hepatitis B: a 2012 update

Yun-Fan Liaw - Jia-Horng Kao - Teerha Piratvisuth - Henry Lik Yuen Chan - Rong-Nan Chien -
Chun-Jen Liu - Ed Gane * Stephen Locarnini * Seng-Gee Lim + Kwang-Hyub Han - Deepak Amarapurkar -
Graham Cooksley - Wasim Jafri - Rosmawati Mohamed + Jin-Lin Hou - Wan-Long Chuang -

Laurentius A. Lesmana - Jose D. Sollano + Dong-Jin Suh - Masao Omata

HEPATOLOGY

Difficia] boisrnal of the Amorican Assectation for the Study of Liver Dicises

PI“”I"]: “l "”:““: HEPATOLOGY, Month 2015

AASLD Guidelines for Treatment of Chronic Hepatitis B

Norzh A. Terrault,' Natalie H. Bzowej,” Kyong-Mi Chang* Jessica P. Hwang,® Maureen M. Jonas,® and

M. Hassan Murad®

Entecavir and tenofovir are potent HBV inhibitors with a high
barrier to resistance [67,70,78,85,92,123] (Fig. 1). Thus, they can

be confidently used as first-line monotherapies [1] (A1).
The other three NAs may only be used in the treatment of CHB
if more potent drugs with high barrier to resistance are not avail-

able or appropriate (A1).

Recommendation 5 Treatment-naive patients can be
treated with conventional IFN 5—10 MU 3 times per week
(IB) or Peg-IFN-u5, 180 ng weekly or Peg-IFN-os,
1-1.5 ng’kg weekly (IA), ETV 0.5 mg daily (IA), TDF
300 mg daily (IA), ADV 10 mg daily (IB), LdT 600 mg
daily (IB). or LAM 100 mg daily (IB). Thymosin = 1.6 mg
2 times per week can also be used (IB). ETV or TDF is the
preferred nuc.

1B. The AASLD recommends Peg-IFN, entecavir,
or tenofovir as preferred initial therapy for adults

with immune-active CHB.




Siroz
HBeAg (+) veya (-), HBV DNA tespit edilebilir

Kompanse;

HBV DNA tespit edilebilir diizeyde ise ALT normal olsa bile
tedavi dustiniilmeli

Sirozlu hastalarda direng potansiyeli duisiik ve potent ilaglar
entekavir ve tenofovir tercih edilmektedir.

Bu hasta grubunda lamivudin tercih edilmemelidir.
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Wwith Entecavir Indtices Reversal of Advanced Fibrosis
or Cirrhosis in Patients with Chronic Hepatitis B

A 10 B101

' Knodell
91 necroinflammatory score 9
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Baseline Week 48 Long-Term Baseline Week 48 Long-Term

Ishak fibrosis score

HEOSE M.

Patients (n)
Patients (n)

Knodel Skorunda ortalama 7.6 puan azalma Ishak fibroz skorunda ortalama 2.2 puan azalma

Sonu¢: Uzun donem entekavir kullanimg, ileri evre fibroz ve sirozu geri dondiirebilir

Schitf, Eugene R et al. Clin Gastroenterol Hepatol 2011



TV ile Tirkiye’den Ger¢cek Yasam Calismalarinin analizi

ETV sirozlu hasta popiilasyonunda c¢ok etkilidir

Sirozlu hastalarda virolojik yanit
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Akarca U ve ark, KHBV Entekavir Kullanimimin Etkinligi Meta-Analizi, 9. Ulusal Hepatoloji Kongresi 2013; PS 109.




Regression of cirrhosis during treatment with tenofovir @+k
disoproxil fumarate for chronic hepatitis B: a 5-year
open-label follow-up study

—

Patrick Marcellin, Edward Gane, Maria Buti, Nezam Afdhal, Willi

; ; www thelancet.com Published online December 10, 2012 http://dx.doi.org/10.1016/50140-6736(12)61425-1
John F Flaherty, Raul Aguilar Schall, Jeffrey D Bornstein, Kathryn , - o ;

334 hastanin Knodell 334 hastanin Ishak fibroz skorlarinin dagilimi
nekroinflamatuar skorlarmin dagilimi
B p=0-001
A p=0-001 p=0-001
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176 olguda fibrozda gerileme saptanmis
Histolojik diizelme %87 Bazalde siroz olan 96 hastanin 71'inde (%74) fibroz gerilemis



Gilt: 27 - Sayi: 1 = Arahk 2014

Kompanse;
Yiiksek potensli ilaclar olan entekavir ve tenofovir
Bu iki ilacin saglanamadig1 durumlarda lamivudin de

verilebilir??? mi

Dekompanse;

HBV DNA, HBeAg ve ALT diizeylerine bakilmaksizin
tedavi yonunden degerlendirilmelidir.

Dekompanse sirozu olan hastalarin tedavisinde de ytiksek

potensli antiviraller yeglenir.
IFN kullanilmamalidair.

Mistik R, et al. VHCG Uzlas1 Raporu. Klimik Dergisi. 2014; 27(S1): 48-68.




Kronik Hepatit C Infeksiyonu
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~__— KHCde Sirozt Dog: o
Primer . Viral | Kronik
infeksiyon klirens | infeksiyon

Kompanse
Asemptomatik

Dekompanse
siroz

. siroz
i %20
(20-30 y1l)

\/

Kanser
%1-4

%75

(Sirozdan sonra
her yil)

Chen SL, et al. Int ] Med Sci 2006;3:47-52.



Siroz

* ~Diinyada siroz vakalarinin %27’si HCV *
e Siroz vakalarinin%2-4‘tinde HSK gelisir.?

HSK

¢ Primer KC kanserinin %85-90‘1nda neder
e HSK , ABD ‘de kanser oltimlerinin en hiz
e ~Global HSK’lerin %25‘inden HCV sorui

KC Nakli

* ~Avrupa’da karaciger nakillerinin %23"tin
* ~Sadece Amerikada yilda 13,000 HCV has

1. Averhoff et al. Clin Infect Dis. 2012;55(51)
3. Louie et al. BMC Infect Dis. 2012;12:86. 4. Clark ana IVIUIT. IN ENZL | IVIEG. ZU1Z;500:£450.
5. US Department of Health and Human Services. OPTN/SRTR 2011 Annual Data Report. 2012;1.
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siroz gelistirir

Italyan Calismasi? ABD Caligsmas1?®

35 - 33y 25 - 236y

30 - 20 -

25 - 15 |

20 - 16y .

15 -

10 - 5 |

S 0.

0 - <50

21-30 >40
Yas, yil Yas, y1l

Hastaligin alindig1 yas ile siroza ilerleme arasinda ters orant: vardir. !

Jtalian study of 392 patients with infusion-associated HCV infection.
bUS study of 131 patients with chronic post-transfusion HCV infection.
1. Minola et al. Blood. 2002;99:4588.
2. Tong et al. N Engl | Med. 1995;332:1463.



Mevcut HCV Tedavilerinde Sonucu Etkileyen
Faktorler

/Y iiksek Yanit Orani

HCV genotipil?1¢ GT 2 GT3 GTe GT 4 GT 1b GT 1a
HCV viral yiik!%16 Diisiik Yiiksek

Hastalik Evresj!215-18 F0 - F2 F3 F4  Dekompanse F4
Onceki Tx Yanit11920 Niiks Kismi Null
IL28B genotipi'é2 CC CTorTT

Etnik Koken?223 Dogu Asya Caucasian Latin Siyah/Afr American
Cinsiyet!? Kadin Erkek

BMI1224 Diisiik Yiiksek

12.McHutchison JG, et al. NEJM 2009;361:580-593 13. Ferenci P, et al. Hepatology 2008;47:1816-1823. 14. Kamal SM, et al. Gut 2005;54:858-866 15. Legrand-Abravanel

F, et al. ] Med Virol 2009;2029-2035. 16. Poordad F, et al. Gastroenterology 2012;143:608-618. 17. Bourliere M, et al. Liver Int 2013;33 Suppl 1:46-55. 18. Somasundaram A, et al. Singapore
Med ] 2012;53:231-235.19. Bacon BR, et al. NEJM 2011;364:1207-1217.20. Zeuzem S, et al. NEJM 2011;364:2417-1428.21. Thompson A]J, et al. Gastroenterology 2010;139:120-129. 22. Muir A],
et al. NEJM 2004;350:2265-2271. 23. Rodriguez-Torres M, et al. NEJM 2009;360:257-267. 24. Pattullo V, et al. Hepatol Int 2010;4:723-731.



irekt Etkili Antivira

s N R P

Proteaz

Ribavirin NS3

Proteaz Inhibitorleri

Telaprevir
Boceprevir
Simeprevir
Asunaprevir
Paritaprevir
MK-5172
Faldaprevir
Sovaprevir
ACH-2684

Yiiksek potent
Multigenotipik degil
Direng bariyeri diisiik

o E0R

Polimeraz
N.SSA NS5B
Replikasyon NS5B Non-NUC
Kompleks NUC Inhibitorleri . )
. . Inhibitorleri
Inhibitorleri
Daclatasvir Sofosbuvir Dasabuvir
Ledipasvir VX-135 BMS-791325
Ombitasvir IDX21437 PPI-383
MK-8742 ACH-3422 GS-9669
GS-5885 TMC647055
GS-5816
ACH-3102
PPI-668
GSK2336805
Samatasvir Orta potent
Yiiksek potent Orta potent Multigenotipik
Multigenotipik Pangenotipik degil
Direng bariyeri Direng bariyeri Direng bariyeri
diisiik yiiksek diigiik




g —

Kompanse Siroz Hastalar1
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irekt Etkili Antivira

s N R P

Proteaz

Ribavirin NS3

Proteaz Inhibitorleri

Telaprevir
Boceprevir
Simeprevir
Asunaprevir
Paritaprevir
MK-5172
Faldaprevir
Sovaprevir
ACH-2684

Yiiksek potent
Multigenotipik degil
Direng bariyeri diisiik

o E0R

Polimeraz
N.SSA NS5B
Replikasyon NS5B Non-NUC
Kompleks NUC Inhibitorleri . )
. . Inhibitorleri
Inhibitorleri
Daclatasvir Sofosbuvir Dasabuvir
VX-135 BMS-791325
Ombitasvir IDX21437 PPI-383
MK-8742 ACH-3422 GS-9669
GS-5885 TMC647055
GS-5816
ACH-3102
PPI-668
GSK2336805
Samatasvir Orta potent
Yiiksek potent Orta potent Multigenotipik
Multigenotipik Pangenotipik degil
Direng bariyeri Direng bariyeri Direng bariyeri
diisiik yiiksek diigiik




Mipasvir SOEF:~ olet rejimi

¢ Ledipasvir (LDV) LDV

— Giinde bir kez, oral, 90-mg NS5A inhibitori NS5A o
inhibitort

"
N A o7y
} Iy .N__o
HOYOS
o

¢ Sofosbuvir

— Giinde bir kez, oral, 400-mg

NS5B inhibitorii niikleotid

polimeraz
inhibitori
¢ Ledipasvir/Sofosbuvir FDC

— Gunde bir kez, oral, sabit-doz
(90/400 mg) kombinasyon tableti SOF

— Hepatit C icin tek tablet rejimi (STR) NS5A m'ik.leotid
inhibitorii polfn}e}.‘ag

Genotip 1 infeksiyonunda FDA Onay1 10/10/14




ION Calismalarn
Acqk etiketli, faz IIl, randomize calismalar

¢ ION-1: Genotip 1 ile infekte naif hastalarda LDV + SOF + RBV kombinasyonu
+ Fiks doz kombinasyon, 12 veya 24 hafta stireyle
- Olgularin %20’den fazlas1 kompanse siroz
- Sonlanim noktas1 KVY12
+ ION-2: Genotip 1 ile infekte tedavi deneyimli (PEG-IFN + RBV veya PEG-IFN +
RBV + proteaz inhibitorii) hastalarda LDV + SOF + RBV kombinasyon tedavisi
- Fiks doz kombinasyon, 12 veya 24 hafta stireyle
- Olgularin %20’den fazlas1 kompanse siroz
- Sonlanim noktas1 KVY12

+ ION-3: Genotip 1 ile naif, sirozu olmayan hastalarda LDV + SOF + RBV
8 hafta ile LDV + SOF 12 hafta stireli tedavilerin karsilastirilmasi

Afdhal N, et al. N Engl ] Med. 2014;370:1889-98.
Afdhal N, et al. N Engl ] Med. 2014;370:1483-93.
Kowdley, K, et al. N Engl ] Med. 2014;370:1879-88.



ION Calismalarn
Acqk etiketli, faz IIl, randomize calismalar

+ ION-1: Genotip 1 ile infekte naif hastalarda LDV + SOF + RBV kombinasyonu

Siroz olmayan | H Sirozu olan |

veya PEG-IFN +
nasyon tedavisi

)F + RBV

81182 31/32 179179 36/36

LDWV-SOF LDV-SOF + RBWV Engl ] Med. 2014;370:1889-98.
_____________________________________________________ Engl ] Med. 2014;370:1483-93.

24 h aﬂal i k tEdaVi N Engl ] Med. 2014;370:1879-88.



ION Calismalari
Acqk etiketli, faz IIl, randomize calismalar

Siroz olmayan ‘ ® Sirozu olan

+ ION-1: Genotip 1 ile infekte naif hastalarda LDV
+ Fiks doz kombinasyon, 12 veya 24 hafta siireyle

~ Olgularin %20’den fazlas1 kompanse siroz
- Sonlanim noktas1 KVY12

+ ION-2: Genotip 1 ile infekte tedavi deneyimli (PI
RBV + proteaz inhibitorii) hastalarda LDV + SOF

- Fiks doz kombinasyon, 12 veya 24 hafta stireyle
- Olgularin %20’den fazlas1 kompanse siroz
- Sonlanim noktas1 KVY12
+ ION-3: Genotip 1 ile naif, sirozu olmayan hastale

8 hafta ile LDV + SOF 12 hafta stireli tedavilerin kaz

81182 31/32 179/179 36/36

LDV-SOF LDV-SOF + RBV

24 haftalik tedavi



SIRIUS (CUPIC Tekrar tedavi calismasi)

EG-IFN+RBV # Pl ile sonug alinmayan GT 1 siroz hastalarinda

LDV/SOF tedavisi
Cift-kor, randomize, plasebo-kontrollii ¢calisma (%30 CUPIC’ten)
96 97
100 -
80 H
O\o“ 60 - Bas agris1
- 12 haftalik tedavide %27, 24
% 40 - haftalik tedavide %40,
halsizlik sirasiyla %9 ve %19
20 -
0 _
LDV/SOF+RBV LDV/SOF/Plasebo
12 Hafta 24 Hafta

Gecmiste PI etkisiz olan siroz hastalarinin %97’sinde

KVY].Z Saglanml§t1r! Bourliere M, et al. AASLD 2014. Abstract LB-6.
Lancet Infect Dis. 2015;15:397-404.



irekt Etkili Antivira

e P R O o

Proteaz

Ribavirin NS3

Proteaz Inhibitorleri

Telaprevir
Boceprevir
Simeprevir

Asunaprevir
aritaprevir
VIS =

Faldaprevir
Sovaprevir
ACH-2684

Yiiksek potent
Multigenotipik degil
Direng bariyeri diisiik

NS5A
Replikasyon

Kompleks
Inhibitorleri

Daclatasvir

Ledipasvir
*

GS-5885
GS-5816
ACH-3102
PPI-668
GSK2336805
Samatasvir

Yiiksek potent
Multigenotipik

Direng bariyeri
diisiik

NS5B
Polimeraz
N NonNUC
NUC Inhibitorleri Inhibitorleri
Sofosbuvir Dasabuvir
VX-135 BMS-791325
IDX21437 PPI-383
ACH-3422 GS-9669
TMC647055
Orta potent
Orta potent Multigenotipik
Pangenotipik degil
Direng bariyeri Direng bariyeri
yiiksek diisiik




Parita itonavir/ Ombitasvir + Dasab

(PrOD)

. o e s3as Rt
Qs RIS

e ® Viekirax® —— :‘:": ® Exviera' P
e B [ fimdgeade bt
:..,, filmdragerade tabletter/ :‘-m KabuopSthystssettablect
. . . jnsny  Kalvopddlysteiset tabletit K dasabuvir/dasabuviiri
Paritaprevir 150 mg: T s w |
%‘::. . B /'sunum g‘- Suun kautta
. . . oo oo For o aavandning
e Potent NS3/4A proteaz inhibitoru X i e
N 14 w»«wt:m m & 14 kalvopadliyste
14 kalvopdaliyste )

Ritonavir 100 mg:

e Paritapirevir diizeylerini artirir (CYP3A inhibe eder)
e Giunde tek doz kullanimini saglar

Ombitasvir 25 mg:
e Potent NS5A inhibitori
Dasabuvir 250 mg;:

e Nonntikleozid NS5B polimeraz inhibitori

Gunde 1x2 tb OMV/PTV/RTV +
Gunde 2x1 tb DSV +

Genotipe ve siroz durumuna gore kiloya ayarli RBV
GT1a-1b ve 4 HCV’de Onerilmekte

: Inte s3jas separat.
gduwﬂ‘m“p’d‘"fmmm

AASLD 2015, Ombitasvir/paritaprevir/ritonavir and dasabuvir



PrOD + RBV

TURQUOISE-II

[ IoDeer |

12 vs. 24 hafta

Andreone P et al. Gastroenterology. 2014 Aug;147(2):359-365.
Ferenci P et al. N Engl ] Med. 2014 May 22;370(21):1983-1992.
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GT1b Hastalarda KVY12 Oranlari
PTV/r/OBV/DSV + RBV 12 veya 24 hafta

100 100 100 100 85.7 100 100 100

100 =
80 =
S 60-
o 12 hafta
>
>
2 a0 I 24 hafta
20 =
20
20
0 -
Naif PR Niiks PR Kismi PR Tam
Yanith Yanitsiz

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



indike Ilaclar

Alfa-1-adrenoreseptor
antagonistleri

Antiepileptik
Antihiperlipidemik ilaglar
Anti-tbc

Ergo deriveleri

Etinil estradiol-iceren ilaclar
Bitkisel tiriinler

HMG CoA rediiktaz inhibitorleri
Noroleptikler

NNRTI

PDED5 inhibitorleri
Sedatif/hipnotik

Alfuzosin HCL

Karbamazepin, fenitoin, fenobarbital
Gemfibrozil
Rifampin

Ergotamin, dihidroergotamin, ergonovin,
metilergonovin

Oral kontraseptifler
Sar1 kantaron
Lovastatin, simvastatin
Pimozid
Efavirenz

Sildenafil

Triazolam, oral midazolam

Ombitasvir/paritaprevir/ritonavir and dasabuvir .



irekt Etkili Antivira

s N R P

Proteaz

Ribavirin NS3

Proteaz Inhibitorleri

Telaprevir
Boceprevir
Simeprevir

& Asunaprevir >
arifaprevir

MK-5172
Faldaprevir

Sovaprevir
ACH-2684

Yiiksek potent
Multigenotipik degil
Direng bariyeri diisiik

o E0R

Polimeraz
N.SSA NS5B
Replikasyon NS5B Non-NUC
Kompleks NUC Inhibitorleri . )
. . Inhibitorleri
Inhibitorleri
Daclatasvir Sofosbuvir Dasabuvir
Ledipasvir VX-135 BMS-791325
Ombitasvir IDX21437 PPI-383
MK-8742 ACH-3422 GS-9669
GS-5885 TMC647055
GS-5816
ACH-3102
PPI-668
GSK2336805
Samatasvir Orta potent
Yiiksek potent Orta potent Multigenotipik
Multigenotipik Pangenotipik degil
Direng bariyeri Direng bariyeri Direng bariyeri
diisiik yiiksek diigiik




rve -
Daclatasvir (DCV, BMS-790052) Asunaprevir (ASV, BMS-
o 650032) o
’2"°N’\>..<N| N 0 unvepra
& N O~ \T\O)\%;;Hj Pos 100mF;
Daklinza® = Q“éﬁ ..... NP o
60 mg 4 XO\H/N\;&O O‘//s\V - —
0 —~

«  In vitro yiiksek segici HCV NS3
proteaz inhibitorii'

« Invitro HCV GT-1 ve 4 antiviral
aktivite 10

» Potent (nanomolar EC,)!°

* Giinde 2 doz uygulama ve renal
yetmezlikte doz azaltimi gerektirmez @

HCV NS5A replikasyon kompleksi inhibitorii!
In vitro pangenotipik potent inhibitor

Giinde tek doz uygulama;

Hepatik ve renal yetmezlikte doz azaltmay1
gerektirmez*

Ilac etkilesimi 6nemsizdir.35-7

1.Gao et al. Nature. 2010;465:96. 2. Nettles et al. Hepatology 2011;54:1956. 3. Bifano et al. AASLD 2010; abstract 827. 4. Garimella et al. Antivir Ther.
2015;20:535-543. 5. Bifano et al. Antivir Ther. 2013;18:931. 6. Bifano et al. AASLD 2013; P1081. 7. Bifano et al. EASL 2013; P794. 8. Sulkowski et al. N
Engl ] Med. 2014;370:211. 9. Nelson et al. Hepatology. 2015;61:1127. 10. McPhee et al. Antimicrob Agents Chemother. 2012;56:5387. 11. Everson et al.
AASLD 2012; Oral LB-3. 12. Pasquinelli et al. AASLD 2009; Oral 225. 13. Garimella et al. AASLD 2013; poster 463. 14. Asunaprevir Japan Label.
October 2015.



: 13 da
— Faz 3 DCV + ASV calismasi

PegIlFN/RBV’ye yanit vermeyen

veya kismi yanit veren hastalar '

PegIlFN/RBV’ye uygun o
olmayan veya intoleransi olan TAKIP
hastalar |

Hafta 0 Hafta 12 Hafta 24 Hafta 36
Primer sonlanim noktasi: KVY12

* Tedavi edilmemis (cift kor)
— DCV 60 mg giinde bir kere + ASV 100 mg gtinde iki kere, 24
hafta
VEYA
— 12 hafta plasebo ardindan hastalar ¢calismaya alindx

Hastalar N = 645

GT1b infeksiyonu, = %30 “u sirotik
Tedavi edilmemis hastalar, randomize 2:1
— DKV + ASV (N =203)

— Plasebo (N =102)
Tedaviye yamit vermeyenler (N = 205)
Ineligible/intolerant (N = 235)

 Tedaviye yanit vermeyen hastalar ve tedaviye uygun olmayan /

intoleransli hastalar
 » DCV + ASV, 24 hafta

www.clinicaltrials.gov NCT01581203.
Manns M, et al. Lancet 2014, in press; Kao J-H, et al. EASL 2014, Poster LB-1300.



DCV + ASV Faz 3 Calisma Sonuclar1 KVY12

HCV RNA <LLOQ (%)

100 -

80 -

60 -

20 -

Naive hastalar N=203 Onceki Tedavi Yanitsiz ~ IFN Uygunsuz / intoleran
hastalar N=205 hastalar N=235

Tedavi sonrasi 12. haftada SVR;, durumlar1 bilinmeyen hastalar bir sonraki 6l¢time alinda.
Michael Manns, Stanislas Pol, Ira M Jacobson, et al. onbehalf of the HALLMARK-DUAL Study Team2014 Hepatit C genotip 1b i¢in tamami oral
Daklatasvir + Asunaprevirtedavisini iceren ¢ok uluslu, faz 3, ¢ok kohortlu calisma . Lancet. 2014 Nov 1;384(9954):1597-605.




~__PCV + ASV Faz 3 Calisma Sonuclari

- Baslangi¢c NS5A RAP dislandiginda DCV + ASV tedavisi ile Genotip 1b ;

Naif Hastalarda: % 97.3

Tedavi Deneyimli Hastalarda;
Onceki PR yanitsiz: %91.3
Onceki PR niiks: %100

Kompanse Sirotik: %924
Non sirotik : %94.3

* Yas, Cinsiyet, Irk, IL28B genotipi ve onceki PR tedavi deneyimi sonucu
etkilememistir.
- DCV + ASV giivenli ve tolere edilebilir bulunmustur.

+ AO dan dolayi1 hastalarin sadece %2’si tedaviyi sonlandirmistir.



Olgu; —

aeli, Dr. Akhan-Uciincii Ted:

Daklatasvir + Asunaprevir 24 hafta
Daklinza® 1x 60 mg /giin
Sunvepra® 2x 100 mg /giun o«

_ Baslangic F

HCV RNA (IU/mL) 580 000 negatif negatif

Thy L
-

ALT 41 16 16
AST 44 22 20
Albiimin/globulin 1.04 1.06 1.2 1.19 1.53

Alfa feto protein 11.5 11.6 7 8.4 9.9



/ Direkt Etkili Antivira

S'UTR |_| Core | El E2

NS2

o/

NS3

Proteaz

‘ R vin

Grazoprevir

NS3

Proteaz Inhibitorleri

Telaprevir
Boceprevir
Simeprevir
Asunaprevir

Paritaprevir
& MK-5172 >

Faldaprevir
Sovaprevir
ACH-2684

Yiiksek potent

Multigenotipik degil
Direng bariyeri diisiik

NS5B

~{suR

NS5A
Replikasyon
Kompleks
Inhibitorleri

Daclatasvir
Ledipasvir
Ombitasvir
MK-8742
GS-5816
ACH-3102
PPI-668
GSK2336805
Samatasvir

Yiiksek potent
Multigenotipik

Direng bariyeri
diisiik

Polimeraz

Elbasvir

1IDX21-
ACH-3422

\ 4

5B
[UC
rleri

sasabuvir
BMS-791325
PPI-383
GS-9669
TMC647055

Orta potent
Pangenotipik
Direng bariyeri
vitksek

Orta potent
Multigenotipik
degil
Direng bariyeri
diisiik




/

NCT02105467 Clinical Trial

60 ulkeden

Naif tedavi deneyimsiz sirotik ve non-sirotik
421 hasta genotip 1,4 ve 6

Hastalarin %22’si sirotik

Genotip 1b” de KVY %97

Sirotik hastalarda %92

SAE %2.8

Zeuzem S, Grazoprevir-Elbasvir Combination Therapy for Treatment-Naive Cirrhotic and
Noncirrhotic Patients With Chronic Hepatitis C Virus Genotype 1, 4, or 6 Infection: A
Randomized Trial. Ann Intern Med. 2015



http://www.ncbi.nlm.nih.gov/pubmed/?term=Zeuzem S[Author]&cauthor=true&cauthor_uid=25909356
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zeuzem S[Author]&cauthor=true&cauthor_uid=25909356
http://www.ncbi.nlm.nih.gov/pubmed/?term=Zeuzem S[Author]&cauthor=true&cauthor_uid=25909356
http://www.ncbi.nlm.nih.gov/pubmed/25909356
http://www.ncbi.nlm.nih.gov/pubmed/25909356
http://www.ncbi.nlm.nih.gov/pubmed/25909356
http://www.ncbi.nlm.nih.gov/pubmed/25909356
http://www.ncbi.nlm.nih.gov/pubmed/25909356
http://www.ncbi.nlm.nih.gov/pubmed/25909356
http://www.ncbi.nlm.nih.gov/pubmed/25909356

Dekompanse Siroz
Hastalar1



V/OMYV + DSV + RBV: GT1,

Dekompanse Siroz, 12-24 Hafta

OBV/PTV/r (25/150/100 mg/giin) + DSV (250 mg gilinde iki kez) +
kiloya ayarlt RBV(1000-1200 mg/giin) RBV - 12 veya 24 hafta
Tedavi naif veya PR deneyimli,

Trombosit 225 x 10°/L, albumin >2.8 g/dL,

MELD skoru <18 Child-Pugh skoru B: 7-9

48-hafta izlem

GTib | ROLAZSN/ES m——)
N=1 DSV + RBV

GTla OBV/PTV/r + 48-hafta izlem
N=10 DSV + RBV )

I I I ! I )

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

http://www.natap.org/2015/AASLD/AASLD 35.htm
Ombitasvir/Paritaprevir/r and Dasabuvir With Ribavirin for HCV Genotype 1 Patients With Decompensated
Cirrhosis AASLD 2015 Nov 13-17 San Francisco, CA



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

SONUC

Dekompanse sirozlu tim HCV GT1 hastalarinda 12-24 hafta
OBV/PTV/r + DSV + RBV tedavisiyle KVY12 elde edildi

Hiperbilirubinemi ve anemi oranlar1 ytiksek ancak tedavi

tizerinde olumsuz etkileri yok

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

Ombitasvir/Paritaprevir/r and Dasabuvir With Ribavirin for HCV Genotype 1 Patients With Decompensated
Cirrhosis AASLD 2015 Nov 13-17 San Francisco, CA



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

SOLAR-1 ve SOLAR-2

1/4, 667 Dekompanse sirotik ve karaciger

transplantli hastada LDV/SOF+RBV etkinligi

Week O 12 24 36
| ] | 0 |

CTP B (7-9) .

CTP C (10-12)
LDV/SOF + RB ¢ KVY12

CTP A (5-6) B
CTP B (7-9) LDV/SOF + RBV # ¢ KVY12

CTP C (10-12)

Pre-
Transplant

Post-
Transplant

FCH

= Dahil olma olciitleri:
—~ HSK yok
— T bilirubin < 10 mg/dL, Hemoglobin > 10 g/dL
— GFR 240 mL/min, trombosit > 30,000/mL
= RBV dozu:
— FCH, Metavir FO-F3 ve CTP A siroz: agirliga dayali, 1000-1200 mg/g
— CTP B/C siroz (pre- ve post-transplant: doz arttirma, 600-1200 mg/g
Gane EJ, et al, AASLD, 2015, 1049.



~_— Sonuglar - KVY Oran!

LDV/SOF + RBV [ 12 Weeks [ 24 Weeks

100 - 92 95 99 97 97 90 94 78 100 100
80 -
2 60-
N
\
2
»n 40-
20 -
_ CTP B CTP C FO—F3 CTPA CTP B CTP C FCH
Pretransplant Posttransplant
Overall: 48/56 48/52 36/43 39/48 102/107 104/105 58/60 56/58  43/48 46/49 48 7/9 777 4/4
GT1: 45/52 46/50 35/40 38/46 94/99 99/100 55/56 51/53  41/46 43/45 a7 719 717 4/4
GT4: 314  2/2 13  1/2 8/8 5/5 3/4 5/5 212 3/4 01 0 0 0

Gane EJ, et al, AASLD, 2015, 1049.
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European Association for the Study of the Liver* Journal of Hepatology 2015 vol. 63 | 199-236
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With Hepatitis C Virus
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LDV/SOF OBV/PTV/RTV + DSV SOF + SMV

Genotip 1a, sirotik olmayan

Genotip 1a, kompanse sirotik

Genotip 1b, sirotik olmayan

Genotip 1b, kompanse sirotik

12 hafta 12 hafta + RBV 12 hafta £ RBV*
12 hafta 24 hafta + RBV 24 hafta + RBV*
12 hafta 12 hafta 12 hafta + RBV
12 hafta 12 hafta 24 hafta + RBV

Tekin S, Aygen B, Aydin M, et al. Hepatolye. Klimik Dergisi 2016; 29(1): 51-4



WG—iFN/RBV dene
hastalar

LDV/SOF OBV/PTV/RTV + SOF + SMV
DSV
Genotype 1a, sirotik olamayan 12 hafta 12 hafta + RBV 12 hafta
Genotype 1a, kompanse sirotik 24 hafta 24 hafta + RBV 24 hafta + RBV
12 hafta + RBV
Genotype 1b, sirotik olamayan 12 hafta 12 hafta 12 hafta
Genotype 1b, kompanse sirotik 24 hafta 12 hafta 24 hafta + RBV
12 hafta + RBV

Tekin S, Aygen B, Aydin M, et al. Hepatolye. Klimik Dergisi 2016; 29(1): 51-4



HCV Genotip 2 veya 3 Infeksiyonu Olan
Kompanse Sirotik Tedavi Naif veya PegIFN + RBV Deneyimli
Hastalarda Tedavi Onerileri

SOF + PeglFN/RBV ~ SOF + RBY SOF + DCV
Genotip 2 12 hafta 16-20 hafta 12 hafta
Genotip3  12hafta Onerilmiyor 24 hafta (+ RBV)

Tekin S, Aygen B, Aydin M, et al. Hepatolye. Klimik Dergisi 2016; 29(1): 51-4



Ozet

Assess prior treatment history

and fibrosis stage

v

CDrecompensated cirrhosis?*

Mo Yes
Treatment-naive? Antiviral treatment should be
undertaken by or in consultation
with an expert in the
management of such patients
T 1
Yes Mo
Cirrhosis? Type of treatment failure
T ! 1
Yes Mo ¥ +
Pricr failure with Prior failure with protease Prior failure with sofosbuwir
peginterferocn and inhibiter, peginterferon, containing regimen
ribanirin and ribawirin [(no NSSA exposure)
T 1 I 1
Mo Yas Mo Yas
¥ ¥ ¥ ¥ ¥ ¥
Ledipasvir-sofosbuwvir Ledipasvir-sofosbuvir Ledipasvir-sofosbuwvir Ledipasvir-sofosbuwir Ledipasvir-sofosbuvir Ledipasvir-sofosbuvir
x 12 weeks x 8 to 12 weeks¥ x 24 weeks x 12 weeks x 24 weeks with ribawvirin for
OR OR OR OR OR 12 to 24 weaks*¥*

Elbasvir-grazoprevir x 12 weeks
or with ribavirin x 16 weeks
OR
Ombitasvir-paritaprevir-ritonavir
plus dasabuvir with ribavirin
x 24 weeks (1a) or without
ribavirin x 12 weeks (1b)4&
OR
Simeprevir plus sofoshuvir
x 24 weeks?

OR
Daclataswir plus sofosbuwvir
with or without ribavirin
% 12 to 24 weeksE

Elbasvir-grazoprevir x 12 weeks
or with ribawvirin x 16 weeks"
OR
Ombitasvir-paritaprevir-ritonavir
plus dasabuvir with or
without ribavirin x 12 weeks¥
OR
Simeprevir plus sofosbuvir
® 12 weeks
OR

Daclatasvir plus sofosbuvir
for 12 weeksS

Ledipasvir-sofosbuwir
plus ribavirin x 12 weeks
OR
Elbasvir-grazoprevir x 12 weeks
or with ribavirin x 16 weeks
OR
Ombitasvir-paritaprevir-ritonavir
plus dasabuvir with ribavirin
® 24 weeks (1a) or without
ribawirin x 12 weeks (1b)&
OR
Simeprevir plus sofoshuvir
x 24 weeks %
OR
Daclatasvir plus sofosbuwvir
with or without ribavirin
% 12 to 24 weeks®

Elbasvir-grazoprevir with
ribavirin x 12 to 16 weekst

OR

Daclatasvir plus sofosbuvir
for 12 weeks8

Ledipasvir-sofosbuvir
with ribavirin x 12 weeks

OR
Elbasvir-grazoprevir with

ribavirin x 12 to 16 weekst

OR

Daclatasvir plus sofosbuvir
with or without ribavirin
x 12 to 24 weeksS

UpToDate, May 2016




Son sOz olarak;

Kronik hepatitte istenmeyen sonug siroz gelisimidir
Hastalarin etkin ve uygun zamanda tedavi edilmeleri gereklidir

HepAtolye III katilimcilarinin ortak dilegi

“Geri ddeme formalitelerinin bir an once tamamlanmast ve Tiirkiye’'deki
hastalarin da kisa siireli ve oral olarak kullanilan DEA’larla tedavi olma

olanagina kavusmasi acil bir gereksinimdir”. B VHCo BRKLIMIK

HepAtdlye |l

Hepatit C infeksiyonunun Tedavisinde Yeni Antiviraller
4-6 Aralik 2015 Radisson Blu Asia Otel




Urkek bir serge gibi egme basini.
Kaldir bagini ve dimdik dur.

Bu senin degil, ulkemin ayibu.
Hirpalanmig yerlerinden operim gocuk.

Nazim Hikmet

Giuzel Haziranlara...




