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EASL Clinical Practice Guidelines: Management of hepatitis C
virus infection

European Association for the Study of the Liver*®

(The number of chronically infected persons worldwide is estimated
to be about 160 million, but most of them are unaware of their
infection.)

Tum dunyada yaklasik 160 milyon Hepatit
C virusu ile enfekte insan oldugu tahmin
ediliyor, ancak bunlarin cok az bir kismi
bunun farkinda
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EASL Clinical Practice Guidelines: Managsement of hepatitis C
wvirus infection

European Association for the Study of the Liver™

HCYV tedavisinde kontrendikasyonlar

» Kontrol edilemeyen depresyon, psikoz ve
epilepsi

» Gebelik veya yetersiz kontrasepsiyon

« Ciddi sistemik hastaliklar (Kalp, Akciger
vh.)

 Dekompanse karaciger hastaligi

(Kontrendikasyonlar tclu tedavi icinde benzer)



Direk etkili antivirallerin hedefi
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NS3/4A proteaz inhibitorleri NS5A inhibitorleri NS5B polimeraz inhibitorleri

Boceprevir




Daklatasvir + Asunapravir

» Daklatasvir; NS5A replikasyonunu inhibe eden
potent pan-genotipik etkili bir antiviral.

Gao M. Curr Opin Virol 2013;3:514-520.

« Asunaprevir; HCV genotip 1, 4, 5 ve 6 uzerine
etkili selektif NS3 proteaz inhibitoru

McPhee F, Antimicrob Agents Chemother 2012;56:5387-5396.
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BAPID COMMUNICATION

Daclatasvir Plus Asunaprevir for Chronic HCV

Genotype 1b Infection

Hiromitsu Knmada,! Yoshivoki Suruki.” Kenji Theda.' Joji Toyora® Yoshiyvasu Karno,” Kazuaki Chapanma™

Japonyada 24 merkezin 222 HCV genotip 1b hastasi ile
katildigl calisma.

24 hafta boyunca tedavi verilmis ve tedaviden sonra 12.
haftada HCVRNA< 15 [U/ml olmasi KVY kabul edilmis.

Hastalarin 135’i interferon uyumsuz/intoleran ve 87°si
PeglFN/RIB nonresponder.

Daklatasvir 60 mg/gun ve Asunaprevir 100 mg 2x1
kullaniimis.
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BAPID COMMUNICATION

Daclatasvir Plus Asunaprevir for Chronic HCV
Genotype 1b Infection

Hiromitsu Knmada,! Yoshivoki Suruki.” Kenji Theda.' Joji Toyora® Yoshiyvasu Karno,” Kazuaki Chapanma™

Randomized and Treated
N =222

Interferon-Ineligible/Intolerant Nonresponder Group

Group n=87
n =135

DCV 60 mg QD + ASV 100 mg BID

DCV 60 mg QD + ASV 100 mg BID 24 weeks
24 weeks

Discontinued (n = 14) Discontinued (n = 14)

Adverse event (n =9) Adverse event (n = 2)
Lack of efficacy (n = 4) Lack of efficacy(n= 11)
Patient request (n = 1) Patient request (n = 1)

: I

Completed Completed
Treatment Treatment

n =121 (89.6%) n = 73 (83.9%)

Achieved SVR Achieved SVR
n=118/135 (87.4%) n = 70/87 (80.5%)
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BAPID COMMUNICATION

Daclatasvir Plus Asunaprevir for Chronic HCV

Genotype 1b Infection

Hiromitsu Knmada,! Yoshivoki Suruki.” Kenji Theda.' Joji Toyora® Yoshiyvasu Karno,” Kazuaki Chapanma™

« Sirotik hastalarda (Kompanse siroz) KVY orani %90.9
Iken non-sirotik hastalarda %84

« IL28B CC genotipi olanlarda KVY orani %84.5 iken non-
CC olanlarda %84.8

« Hastalarin %12,6 sinda yan etkiler nedeniyle tedavi
sonlandiriimis.

* En sik yan etkiler; nazofarenijit, KcFT yuksekligi, bas
agrisi, ishal ve ates.



Daklatasvir + Sofosbuvir
« Daklatasvir; NS5A replikasyonunu Iinhibe

eden potent pan-genotipik etkili bir
antiviral.

» Sofosbuvir; NS5B polimeraz inhibitoru

* Her iki ilacta potent antiviral ve genis
genotip etkinligine sahip

Sofia MJ. J Med Chem 2010:53:7202-18



Daclatasvir plus Sofosbuvir for Previously
Treated or Untreated Chronic HCWV Infection

rlark S. Sulkowski, M.D., Dawid F. Gardiner, A, Maribel Rodriguez-Tormes, kM _Cr.,

« HCV genotip 1

— 126 naiv hasta KVY orani %98 (12 hft tedavi)

— Daha once proteaz inhb. (boseprevir, telaprevir)
kullanmis ve KVY elde edilememis 41 hastada KVY
orani %98 (24 hft tedavi)

— 12 hft tedavi ile KVY orani genotip 1a’da %98, 1b’ de
%100
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Daclatasvir plus Sofosbuvir for Previously
Treated or Untreated Chronic HCWV Infection

rlark S. Sulkowski, M.D., Dawid F. Gardiner, A, Maribel Rodriguez-Tormes, kM _Cr.,

« HCV genotip 1

— IL28B-CC genotipinde KVY orani %93, non-CC
genotiplerde %98

— Ribavirin kombinasyon grubunda KVY %94,
kombinasyon olmayanlarda %98

— En sik yan etkiler; yorgunluk, bas agrisi ve bulanti
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Daclatasvir plus Sofosbuvir for Previously
Treated or Untreated Chronic HCWV Infection

rlark S. Sulkowski, M.D., Dawid F. Gardiner, A, Maribel Rodriguez-Tormes, kM _Cr.,

« HCV genotip 2 de (26 hasta) KVY orani %92
« HCV genotip 3 de (18 hasta) KVY orani %89

« (Calismanin sonucunda Daklatasvir+sofosbuvir
kombinasyonunun genotip 1,2 ve 3 olan naiv ve daha
once boseprevir ve telaprevir deneyimli hastalarda
yuksek KVY orani gosterdigi vurgulanmis



Faldepravir

« HCV NS3/4 A proteaz inhibitoru
* 120 mg gunde tek doz kullaniliyor

* PeglFN + Ribavirin ile kombine olarak
kullaniimis.



et al, SILEN-C3: A Phase 2 Randomized Trial with
Faldaprevir plus PeglFN/Ribavirin in Treatment-naive HCV
Genotype-1-infected Patients. 2014
Apr 7. [Epub ahead of print]

* 160 naiv HCV genotip 1 hastasi

« Calisma iki kola ayriimis;

— 12 hft Faldepravir + 24 hafta PeglFN+RIB,
KVY orani %67

— 24 hafta Faldepravir + 48 hafta PeglFN+RIB,
KVY orani %74

— Yan etkiler nedeniyle ila¢ birakma orani %6

— En sik yanetkiler bulanti, kasinti, dokuntu, cilt
kurulugu, bas agrisi ve halsizlik


http://www.ncbi.nlm.nih.gov/pubmed?term=Dieterich D[Author]&cauthor=true&cauthor_uid=24709256
http://www.ncbi.nlm.nih.gov/pubmed?term=Dieterich D[Author]&cauthor=true&cauthor_uid=24709256
http://www.ncbi.nlm.nih.gov/pubmed?term=Dieterich D[Author]&cauthor=true&cauthor_uid=24709256
http://www.ncbi.nlm.nih.gov/pubmed?term=Dieterich D[Author]&cauthor=true&cauthor_uid=24709256
http://www.ncbi.nlm.nih.gov/pubmed?term=Dieterich D[Author]&cauthor=true&cauthor_uid=24709256
http://www.ncbi.nlm.nih.gov/pubmed/24709256
http://www.ncbi.nlm.nih.gov/pubmed/24709256
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Faldaprevir Combined With Peginterferon Alfa-Z2a and

Ribavirin in Chronic Hepatitis C Virus Genotype-1
Patients With Prior Nonresponse: SILEN-C2 Trial

Bomg QDAL B 280mgdD  W740 mg BIDVL

« Faldepravir 240 mg tekdoz
Tedavisi ile daha once tam

yanitsizlarda KVY %35
parsiyel yanitta %50

S PR EFe SR AT




Ledipasvir + Sofosbuvir

* Ledipasvir: HCV genotip 1la ve 1b ye etkili
NSSA inhibitoru

» Sofosbuvir: NS5B polimeraz inhibitoru



Ledipasvir and Sofosbuvir for 8 or 12 Weeks
for Chronic HCWV without Cirrhosis

Kris V. Kowdley, M.D., Stuart C. Gordon, M.D., K. Rajender Reddy, M. D,
Loren=o Rossaro, M. D, David E. Bernstein, M_D., Eric Lawitz, M.,

* 647 non-sirotik ve genotip 1 nalv hasta

« Hastalarin cogunlugu HCV genotip 1a,
non-hispanik, beyaz erkeklerden olusuyor.

» Hastalarin yaklasik %56 si1 FO-F2
araliginda
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Ledipasvir and Sofosbuvir for 8 or 12 Weeks
for Chronic HCWV without Cirrhosis

Kris V. Kowdley, M.D., Stuart C. Gordon, M.D., K. Rajender Reddy, M. D,
Lorenz=o Rossaro, M.D., Dawvid E. Bernstein, M_D ., Eric Lawitz, K.

Table 2. Response during and after Treatment.

Response
HOW RMA <25 IU/ml
During treatment pericd — mo.ftotal no. (%)*
Atwk 2

100215 (88)
Atwk 4

215/215 {100)
After end of treatment — no. (%)

Atwk 4 207 (96)

702 [04)
0
11 (5)

Atwk 12
Virologic failure during treatment — nio.

Relapse in patients with HCW RNA <25 1U/mil
at end of treatment — no. {%)

Lost to follow-up — no.

Withdrew consent — mo.

195/214 (91)
211/213 (98]

205 (95)

201 (93)
0
94

197216 (91)
216/216 (100)

208 (96)

206 (95)
0
3L

* Data shiown are for patients for whom HCOWY RMA results were available.
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Ledipasvir and Sofosbuwvir for 8 or 12 VWeeks
for Chronic HCWV withour Cirrhosis

Kris W. Kowdl , FMLD., Stuart C. Gordomn, MDD, K. Rajend=sr Reddy, MM,
Loren=o Rossarc, M. D, Dawvid E. Bernstein, M_[D., Eric Lawit=, M. D,

En sik yanetkiler (tum

LDV-SOF for 3Wk  LDV-SOF + RBY for 8 Wk LDV-SOF for 12 Wk

Variable [N=1215) [N=1218&) [N=218)
g r u p a_r a Duration of treatment — wk 8.1=02 E.0=009 12.0:09
Discontinuation of ledipavirsofosbuvir owing 0 1 (=1} (1

to adverse event — no. of patients [3&)

Serious adverse event — no. of patients (%) 42) 1=l) 52

B u I a n t I Any adverse event — no. of patients [%) 145 (67) 165 (76) 140 (a9

Commaon adverse event — no. of patients (%)

() Fatigue 45 (21) 75 (35) 48 (23}
B a $ a g rl S I Headache 0 (14) 54 (25) 13 (15)
Nausea 15 (7) 38 (18) 24 [11)

Insomnia 11(5) 26 (12) 5@

K u S m a Irritability (1) 29 (13) o (4)
Diarrhea 15(7) 13 (8) a4

Arthralgia 04 11 (5) 16 [7)

H Constipation 94 13 (6) B4
I $ta h S IZI I k Dizziness 603 13 (6) a(4)
Rash 1) 19 (9) 5)

. Pruritus 201 16 (7) 502

D Iy are Cough EX) 12 (5) 703
Anemia 201 17 (8) 2(1)

Musde spasms 31 11 (5) 6 (3)

Dyspnea a 11 (3) 1{1)
Hematologic abnormality — no. of patients (%)

Hemeglobin level <10 g/dl 11 (5) 1{=1)

Lymphocyte count 350 to <500 per mm® 1{<l) o

Meutrophil count 500 to <750 per mm* 1{=1) 1 1)
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Ledipasvir and Sofosbuvir for Previously Treated HCV
Genotype 1 Infection

Mezam Afdhal, M.D., K. Rajender Reddy, M.D., David R. Nelson, M.D., Eric Lawitz, M.D., Stuart C. Gordon, M.D.,

440 tedavi deneyimli genotip 1 hasta

Oncesinde IFN+RIB veya IFN+RIB+Proteaz inb.
Kullanmis hastalar

%20 si siroz ve %79'u HCV genotip 1a

« Hastalar Ledipasvir+Sofosbuvir 12 ve 24 hafta ve
Ledipasvir+Sofosbuvir+RIB 12 ve 24 hafta olacak
sekilde 4 gruba ayriimis.
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ESTABLISHED IMN 1212 APRIL 17, 2014 VOL. 270 MO, 16

Ledipasvir and Sofosbuvir for Previously Treated HCWV
Genotype 1 Infection

MNezam Afdhal, M.D., K. Rajender Reddy, M.D., David R. Nelson, M.D., Eric Lawitz, M.D., Stuart C. Goerdon, M.D.,

Table 2. Response during and after Treatment.

Response 12-Wk Regimen 24-Wk Regimen
LDV-50F LDV-50F + RBV LDV-50F LDV-50F + RBV
(N=109) (N=111) (N=109) (N=111)
number (percent)
HCV RNA <25 IU/ml
During treatment
At 2 wk 89 (82) 92 (83) 29 (82) 93 (84)
At 4 wk 109 (100) 110 (99) 108 (99) 110 (99)
At end of treatment 108 (99)* 111 (100) 109 (100) 110 (99)
After end of treatment
At 4 wk 103 (94) 107 (96) 109 (100) 110 (99)
At 12 wk 102 (94) 107 (96) 108 (99)+ 110 (99)
Virologic breakthrough during treatment 0 0 0 1(1)i
Relapse 7 (6) 4(4) 0
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Ledipaswvir and Sofosbuwvir for Previously Treated HCW
Genotvpe 1 Infection

MNezarm Aafdhal, M_.D., K. Rajender Reddy, M _ D, Dawvid R. Nelson, M_D., Eric Lawit=z, M_D_, Stuart C. Gordomn, h_.D_,

Relaps/kismi yanit ve primer yanitsiz hastalarda da KVY
oranlari %95 civarinda

Sirotik hastalarda 12 haft. Ledipasvir+Sofosbuvir ile KVY
%86, Ledipasvir+Sofosbuvir+RIB %82
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ESTABLISHED IFN 1S12 APRIL A7, 201 W L. ST L L= T

Ledipaswvir and Sofosbuwvir for Previously Treated HCW
Genotvpe 1 Infection

MNezarm Aafdhal, M_.D., K. Rajender Reddy, M _ D, Dawvid R. Nelson, M_D., Eric Lawit=z, M_D_, Stuart C. Gordomn, h_.D_,

Sonuc

 Tedavi deneyimli HCV genotip 1 hastalarinda gunluk
Ledipasvir + Sofosbuvir tedavisi yuksek KVY oranina
sahiptir.

En sik gorulen yan etkiler;
* halsizlik

* bas agrisi

* bulant



ABT-450/r (AbbVie)+ Ombitasvir +
Dasabuvir

« ABT-450/r : NS3/4A Proteaz inhibitoru +
ritonavir

 Ombitasvir: NS5A inhibitoru

» Dasabuvir: Non-nukleozid polimeraz
iInhibitoru
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Treatment of HCV with ABT-450/r—
Ombitasvir and Dasabuvir with Ribavirin
Jordan ). Feld, M_.D., M_P.H., Kris V. Kowdley, BM.D_, Ecin Coakley, M.D.,

* 471 non-sirotik, HCV genotipl nalv hasta

» 12 hafta sureyle ABT-450/r + Ombitasvir +
Dasabuvir + ribavirin kullaniimis.
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Treatment of HCV with ABT-450/r—
Ombitasvir and Dasabuvir with Ribavirin

Jordan ). Feld, M_.D., M_P.H., Kris V. Kowdley, BM.D_, Ecin Coakley, M.D.,

& Historical control with B Group A
telzprevir+ peginterfron—ribavirin

962 953

Patients with Response (%)

All Patients HCY Genotype HLY Genotype
la—Infected 1b-Infected
Patients Patients

Figure 2. Rates of Sustained Virologic Response among All Patients and
According to HCV Genotype in the Historical Control Group and in Group A.

En sik yan etkiler:
*bas agrisi,
halsizlik-yorgunluk
*bulanti
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COR IGIMNAL A RTICILLE

Retreatment of HCWV with ABT-450/1r—
Ommbitasvir and Dasabuvir withh Ribawvirin

Stefan Zeuzem, M_ D, Ira M. Jacobson, M.D_, Tolga Baykal, M_D.,

394 non-sirotik, genotip 1, tedavi deneyimli (IFN+RIB)
hasta 12 haftalik tedavi

Table 2. Virologic Respanse in Patients Recaiving the Active Regimen during the Double-Blind Period,

Tum hasta grubunda KVY %96.3

Sustained Virologic Premature
(0] esponse - [
Relaps hastalarinda KVY %95.3 s b ek o
Parsiyel yanitta KVY %100 gttt
Tam yanitsizlarda KVY %95.2 . ofpitrshad . 4

All ptients 266/297 (%) 0 13 24) 427 (L3)
Type of prior respanse
Relapse 32/86 (553) B 12| LA
Partial respanse 5/65 (100} 0 0
Nullresponse 139/146 (%5.3) B145 414 146 (07)
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ABT-450/r— O mbitasvir and Dasabuwvir
withh Ribavirin for Hepatitis € with Cirrhosis

Fred Poordad, P D, CThristophe Hezode, M_D., Roger Trinh, R D, RA_P_H._,

380 sirotik (Child A) , genotip 1 hastasi
12 hafta tedavi tum hasta grubunda KVY %91.8, tam yanitsizlarda

KVY %86.7
24 hafta tedavi tim hasta grubunda KVY %95.9, tam yanitsizlarda

KVY %95.2

The WNEW EMNGLAND JOURNAL of MEDICINE

[ 22k group [l Z24-Wk group

a4 7946 6.6 10O

Superionty (543
- Moninforionty [4394)

Sustained Virologle Raspon s
(% of patients)

FESPONSE FESponse

HOW Subgenoty pe Pricr Trestrment

140 121 6E 51 1B 13 75 B2

Figure 1. Sustained Wirologic Response at Post-Treatment Week 12 in Each Treatment Group, Owerall and According to
Subgroups.

To establish noninfericrity and superiority of ritonavir-enhanced ABT-450, cmbitasvir, dasabuvir, and rikavirin to the
historical contral (telaprevir plus peginterferon—ribavirin}, the lower boundary of the confidence interval for the rate
of sustained virologic response at post-treatrment week 12 in each treatment group had to exceed 4392 (dashed line)
and 54%% (solid line), respectively. All confidence intervals (I bars) are tec-sided, with an owverzll alpha level of 0.05.
For the analysis of the primary efficacy end point in the overall population, 97.5% confidence intervals were used on
the basis of the gatekeeping multiple-testing approach; nominal 95% confidence intervals were used for subgroup

analyses. HCW denotes hepatitis © wirus.




HCV’de gelecek tedavi

Status

HCV Pipeline (April 2011) -

Discontinued or Suspended
NDR

Undefined Cyclophilin Change
Polymerase inhibitor inhibitor o

DAA
Combination

Protease
inhibitor

Interferon

inhibitor

Non-nuc
polymerase inhibitor

Nuc
polymerase inhibitor
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Samsun Egitim Arastirma Hastanesi



