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TEDAVI HEDEFLERI

» HCV eradikasyonunu saglamak
« KVY elde etmek

» KHC nedenli S ve HSK geligimi ve
komplikasyonlar: 6nlemek

« HCV nedenli mortaliteyi onleyip yasam
kalitesini arttirmak Y vy

* Yeni HCV bulaslarini engellemek



Yeni Tedavi Secenekleri

« Direkt Etkili Antiviral ilaglar

* NS3/4 proteaz inhibitérleri
... previr

* NS5A replikasyon kompleksi inhibitorleri
.. .ASVIP

» NS5B RNA bagimli RNA polimeraz
inhibitorleri
...buvir

Lam BP et al. Ther Adv Gastroenterol 2015,;8(5).298-312. .



Table 3. Approved HCV DAAs in Europe in 2016 and ribavirin.

Product Presentafion Posology

Sofosbuvir Tablets containing 400 mg of sofosbuvir One tablet once daily (morning)
Sofosbuvir/ledipasvir ~ Tablets containing 400 mg of sofosbuvir and 90 mg of ledipasvir - One tablet once daily (morning)
Sofosbuvirlvelpatasvir - Tablets containing 400 mg of sofosbuvir and 100 mg of velpatasvir One tablet once daily (morning)
Paritaprevirfombitasvird  Tablets containing 75 mg of paritaprevir, 12.5 mg of ombitasvir  Two tablets once daily (morning)

rtonavir and 50 mg of ritonavir

Dasabuvir Tablets containing 250 mg of dasabuvir One tablet twice daily (morning and evening)
Grazoprevir/elbasvir  Tablets containing 100 mg of grazoprevir and 50 mg of elbasvir ~ One tablet once daily (morning)

Daclatasvir Tablets containing 30 or 60 mg of dad atasvir One tablet once daily (morning)

Simeprevir Capsules containing 150 mg of simeprevir One capsule once daily (moming)

Ribavirin Capsules containing 200 mg of ribavirin Two capsules in the morning and 3 in the evening if body weight

<75 kg

or

Three capsules in the moming and 3 in the evening if body
weight 275 kg

(or less if dose reduction needed)

EASL Recommendation on treatment of hepatitis C J Hepatol 2016, in press



Ulkemizde DAA Ilaclarin Kullanimi

Sofosbuvir
« SOVALDI  Subat 2014

Sofosbuvir/Ledipasvir
- HARVONTI Subat 2015

Ombitasvir/Paritaprevir-ritonavir+Dasabuvir
» VIEKIRAX /EXVIERA Subat 2015

18.06 2016 tarihli Saglk UygulamaTebligi ile
geri 6deme kapsamina alindiktan sonra etkin
olarak kullanilmaya baslandi.

SUT 07.10.2017'de giincellendi.



Table 5. IFN-free combination treatment rezimens available as valuable options for each HCV genotype.

Combination regimen Genotype 1 Genotype 2 Genotype 3 Genotype 4 Genotypes Sand 6

Sofosbuvir + ribavirin Suboptimal Suboptimal
Sofosbuvirledipasvir + ibavirin Yes Yes Yes
Sofosbuvir/velpatasvir £ ribavirin Yes Yes Yes Yes Yes

Umoitasvir/paritaprevirntonavir + dasapuvr 4
ribavirin

Ombitasvir/paritapreviritonavir £ ribavirin

Grazoprevir/elbasvir + ribavirin Yes

Sofosbuvir + daclatasvir £ ribavirin Yes Yes Yes Yes Yes

Sofosbuvir + simeprevir £ ribavirin Suboptimal _ Yes -

EASL Recommendation on treatment of hepatitis C J Hepatol 2016, in press



Journal of Hepatology Update: Hepatitis C

Global epidemiology and genotype distribution of the hepatitis

Crossiaric

C virus infection

“BEASL

Center for Disease Analysis, Louisville, 00, LISA
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Erin Gower, Chris Estes, Sarah Blach, Kathryn Razavi-Shearer, Homie Razavi*

Table 1. Reported HCV prevalence/infected population (adjusted for the adult population) and genotype distribution.

Genotypes
Region/ Adult anti-HCV  Viraemic Adultvirsemic  AdultantiFHCV  Adult virsemic  1a 1b 1c 1 2 3 4 5 Mixed/
country prevalence rate prevalence population population (other) other
(000 {000)

North Africa/Middle East

Algeria 1.4% 306 12.2% 57.0% 11.3% 10.0% 4.7% 09% 40%
(0.2%-2.5%) (6E-708)

Egypt 14.7% 67.7% 10.0% 8306 2623 2.3% 3.8% 08% 931%
(10.3%~18.0%) 7.0%12.2%) (5820-10,170) (3940-6885)

Iran 0.5% 81.8% 04% 285 241 /% 121% 1.3% 1.4% 27.5% 09% 18.4%
(0.2%-1.09%) (0.2%-0.8%) (118-580) [97-483)

Irag 3.2% 650 14% 129% 17.1% 529% 15.7%
(0.3%-3.2%) (61-650)

Syria 28.5% 0.8% 1.8% 59.0% 10.0%

Tunisia 1.3% B0.0%  1.0% 107 86 14%  B26% 10.1% 14% 4.3%
(0.3%-2.5%) (0.2%-2.0%) (26-208) (21-166)

Turkey 1.0% 82.0% 08% 529 434 81% 837% 22% 49% 1.1%
(0.6%-2.1%) (0.5%-1.7%) (334-1170) (274-839)

Journal of Hepatology 2014 vol. 61 |1545-857



Table 6. Treatment recommendations for HCV-monoinfected or HCV/HIV coinfected patients with chronic hepatitis C without cirrhosis, including treatment-naive
patients and patients who failed on a treatment based on pegylated IFN-x and ribavirin (treatment-experienced, DAA-naive patients).

Patients Treatment-naive  [§Sofosbuvir/ Sofosbuvir/ Ombitasvir/ Ombitaswir/ Grazoprevirl | Sofosbuvir and | Sofosbuvir
or -experienced edipasvir velpatasvir paritaprevir/ paritaprevir/ elbasvir dadatasvir and
ritonavir and ritonavir simeprevir
Genotype 1a | Treatment-naive | 8-12 wk, no 12 wk, no 12 wk with 12 wk, no 12wk, no
ribavirin ribavirin ribavirin ribavirin if ribavirin
HCV RNA
Treatment- 12 wk with 12 wk with
: 4 ibavirin® <800,000 (5.9 bavirin
expenence ribavirin log) IU/ml ribaviri
or . or
"’,Ea""”?: o 16 wk with "’,ﬁ i
ribavirin ibavirin if ribavirin
HCV RNA
>800,000 (5.9
log) IU/ml®
Genotype 1b | Treatment-naive | 8-12 wk, no 12 wk, no 8-12 wk, no 12 wk, no 12 wk, no
ribavirin ribavirin ribavirin ribavirin ribavirin
Treatment- 12 wk, no 12 wk, no
expenenced ribavirin ribavirin
Genotype 4 Treatment-naive 12 wk, no 12 wk, no 12 wk with 12 wk, no 12 wk, no 12 wk, no
ribavirin ribavirin ribawvirin ribavirin ribavirin ribavirin
Treatment- 12 wk with 12 wk, no 12 wk with 12 wk with
experenced ribavirin ribavirn if ribavirin ribavirin
or HCWV RMNA ar or
24 wk, no =800,000 (5.9 24 wk, no 24 wk, no
ribavirin log) IU/ml ribavirin ribavirin
or
16 wk with
ribawvirin if
HCV RNA
>800,000 (5.9
log) IU/ml




SUT Kurallari:Nonsirotik naiv ya da PR deneyimli

HCV genotipi Hasta ozelligi SOF/LDV OMV/PRV -
r/DSV

Tedavi naiv 12 hafta + RBV

GT 1 a 12 hafta + RBV

Tedavi deneyimli

12 hafta + RBV
24 hafta

GT 1b

Tedavi naiv 12 hafta

12 hafta+RBV
24 hafta

Tedavi deneyimli 12 hafta

GT 4

Tedavi naiv

OBV/PTV-r + RB
12 hafta

12 hafta + RBV
24 hafta

Tedavi deneyimli




lable 7. Treatment recommendations for HCV-monoinfected or HCV/HIV coinfected patients with chronic hepatitis C with compensated (Child-Pugh A) cirrhosis,
including treatment-naive patients and patients who failed on a treatment based on pegylated IFN-x and ribavirin (treatment -experienced, DAA-naive patients).

Patients

Treatment-naive or
-experienced

Sofosbuvir!

ledipasvir

Sofosbuvir/
velpatasvir

Genotype 1a

Treatment-naive

12 wk, no
rbavirin

Treatment-experenced

12 wk with
ribavirin®
or

24 wk, no
ribavirin

12wk, no
ribavirin

Dmbitaswvir/
aritaprevir/

24 wk with
rbavirin

Genotype 1b

Treatment-naive

Treatment-experenced

12 wk, no
rbavirin

12 wk, no
ribavirn

12 wk, no
rbavirin

Genotype 4

Treatment-naive

12 wk, no
rbavirin

Treatment-experencad

12 wk with
ribavirin
or

24 wk, no
ribavirin

12 wk, no
ribavirn

Ombitasvir/
partaprevir/
ritonawvir

12 wk with
ribavirin

Sofosbuvir Sofosbuvir
and and
dadatasvir simeprevir
12 wk, no 12 wk, no
ribavirin if ribavirin
HCV RNA .
600000 (59 | oaviin
log) IU/ml or
or 24 wk, no
16 wk with S
sbavirin if ribavirin
HCV RNA
=B00,000 (5.9
log) IU/mil®
12 wk, no 12 wk, no
ribavirin ribavirin
12wk, no 12 wk, no 12 wk, no
ribavirin ribavirin ribavirin
12wk, no 12 wk with 12 wk with
ribavirin if ribavirin ribavirin
HCVWV BENA or or
=B00,000 (59 |24 wk, no 24 wk, no
log) IU/mi ribavirin ribavirin
or
16 whk with
ribavirin if
HCWV RNA
=800,000 (5.9
log) 1U/ml




SUT Kurallari: Kompanse

sirotik naiv/PR deneyimli

HCV genotipi Hasta ozelligi SOF/LDV OMV/PRV -
r/DSV
Tedavi naiv 24 hafta + RBV
6T la . deneyimli 24 hafta + RBV
12 hafta + RBV
Tedavi nai veya 12 haft
GT lb edavi naiv >4 hafta afta
Tedavi deneyimli 12 hafta

GT 4

Tedavi naiv

Tedavi deneyimli

12 hafta + RBV
veya
24 hafta

OBV/PTV-r + RB

24 hafta




Patients with decompensated cirrhosis, no HCC, with an indication
for liver transplantation

« Protease inhibitors should not be used in patients with Child-Pugh B
or C decompensated cimhosis (A1).

« Patients with decompensated cirrhosis without HCC awaiting liver
transplantation with a MELD score <18-20 can be treated with one of
the following combinations: sofosbuvir and ledipasvir, sofosbuvir and
velpatasvir, or sofosbuvir and daclatasvir, with daily weight-based
ribavirin (1000 or 1200 mg in patients <75 kg or 275 kg, respectively).
In these patients, ribavirin can be started at the dose of 600 mg daily
and the dose subsequently adjusted depending on tolerance (A1).

« Patients with decompensated cirrhosis, no HCC and a MELD
score <18-20 infected thhﬂuld be

treated wﬂh sofosbuvir and ledipasvir, sofosbuvir and velpatasvir, or

« Patients with decompensated cirrhosis, no HCC and a MELD
score <18-20 infected with HCV genotype 2 should be treated with
sofosbuvir and velpatasvir, or sofosbuvir and dadatasvir, for 12

weeks with ribavirin (B1).

EASL Recommendation on treatment of hepatitis C J Hepatol 2016, in press



SUT Kurallari:Dekompanse sirotik naiv/PR deneyimli

HCV genotipi Hasta ozelligi SOF/LDV OMV/PRV -
r/DSV

Tedavi naiv

GT la Tedavi deneyimli 12 hafta + RBV

Tedavi naiv \éiyﬁ afta

GT 1b

Tedavi deneyimli

Tedavi naiv

GT 4 Tedavi deneyimli 12 hafta + RBV
veya

24 hafta




Table 6. Treatment recommendations for HOV-monoinfected or HOV/HIV coinfected patients with chronic hepatitis C without cirrhosis, including treatment-naive
patients and patients who failed on a treatment based on pegylated IFN-x and ribavirin (treatment-experienced, DAA-naive patients).

Patients Treatment-naive | Sofosbuvir/ Sofosbuvir/ Ombitasvir/ Ombitaswvir/ Grazoprevir/ Sofosbuvir and | Sofosbuvir
or -experienced ledipasvir velpatasvir paritaprevir/ paritaprevir/ elbasvir daclatasvir and
ritonavir and rtonavir simeprevir
dasabuvir
Genotype 2 Both 12 wk, no 12 wk, no
ribavirin ribavirin
Genotype 3 Treatment-naive 12 wk, no 12 wk, no
ribavirin ribavirn
Treatment- 12 wk with 12 wk with
expernenced ribavirn® ribavirin®
or or
24 wk, no 24 wk, no
ribavirin ribavirin
Recommendation Recommendation
11. Regimen for treatment-naive patients with 12. Treatment for treatment-naive patients with

HCYV genotype 2 infection: HCV genotype 3 infection:

® Daily sofosbuvir (400 mg) and weight-based RBV
plus weekly PEG-IFN for 12 weeks for IFN-
eligible patients. (I-A)

) o ' ® Daily sofosbuvir (400 mg) and weight-based RBV

for patients with cirrbosis. (11b-C) for 24 weeks for IFN-ineligible patients. (I-B)

¢ Daily sofosbuvir (400 mg) and weight-based RBV
for 12 weeks. (I-A)
o Extending treatment to 16 weeks is recommended



SUT Kurallari:6T 2 ve 6T 3 ile infekte
hastalarda tedavi

HCV genotipi

Hasta ozelligi

Nonsirotik ve
kompanse sirotik

AASLD odnerisi

GT 2

Tedavi naiv SOF+ RBV Siroz varliginda
12 hafta siireyi 16 hafta
oneriyor.
Tedavi deneyimli | oF , pgy S varhiginda 16
12 hafta hafta

GT 3

Tedavi naiv

Tedavi deneyimli

SOF + RBV-NS ve KS icin
24 hafta

SOF+LDV+RBV -KS icin
24 hafta

SOF+RBV 24
hafta

veya
SOF+RBV+ Peg-
IFN

12 hafta




FAZ CALISMALART
TEDAVL YANITLARI

SOFOSBUVIR/LEDIPASVIR
TEDAVISI



ION-1 Calismasi: 865 hasta; 12/24 hafta; + RBV
TN hastalar/ 6T1-%67 6T1la ve %16 S KVY %97-%99

ION-2 Calismasi: 440 hasta; 12/24 hafta; + RBV
TD hastalar/ 6T1; %79 GT1la ve %20 S KVY %94-7%99

ION-3 Calismasi: 647 hasta; 8/12/hafta; + RBV
TN hastalar/ 6T1;: %80 6T1a ve nonsirotik KVY %93-%95

*Afdhal N et al. N Engl J Med. 2014:370:1859-98.
*Afdhal N et al. N Engl J Med. 2014:370:1483-93.
*Kowdley K et al. N Eng J Med 2014:370:1779-88.



SIRIUS Calismasi: 145 hasta; 12+RBV/24 hafta
TD (PR ve PI) hastalar/ 6T1; %63 6T1a ve tiimii dekompanse sirotik

KVY %96-7%97

SOLAR-1 Calismasi: 337 hasta; 12/24 hafta; + RBV
GT1 ve 6T4. dekompanse

CTP B 12 Hf LDV/SOF+RBV KVY %85 -7%87
CTP B 24 Hf LDV/SOF+plasebo  KVY %88 -7%89

CTP C 12 Hf LDV/SOF+RBV KVY 7%60-7%86
CTP C 24 Hf LDV/SOF+plasebo  KVY %75-7%87

*Bourliere M et al.Hepatology 2015,:62(1):79-86.
«Charlton M et al. Gastroenterol 2015;49:649-659.



POSITRON ve FUSION Calismalar:

e« TNve TD GT2 ve GT3 hastalarda etkinlik

« SOF +RBV & Plasebo 12 hafta
« SOF + RBV 12hafta & 16 hafta

» 400mg/qglin SOF
» RBV 1000 mg-1200 mg /giin

Jacobson IM et al. N Eng J Med 2013 368(20):1867-77.



Table S3. SVR12 Rates by Patient Subgroup in POSITRON (Continued)

SOF+RBV vs Placebo

SOF+RBYV Placebo
Subgroup (n=207) (n=71) Prop Diff (95% CI)
Cirrhosis
No 142/176 (80.7%) 0/58
80.7% (73.9%, 86.2%)
95% CI 74.1%, 86.2% 0.0%, 6.2%
Yes 19/31 (61.3%) 0/13
61.3% (31.6%, 78.2%)
95% CI 42.2%, 78.2% 0.0%, 24.7%
HCV GT
GT 2 101/109 (92.7%) 0/34
92.7% (83.5%, 96.8%)
95% ClI 86.0%, 96.8% 0.0%, 10.3%
GT 3 60/98 (61.2%) 0/37

95% CI

50.8%, 70.9%

0.0%, 9.5%

61.2% (50.4%, 71.0%)



Table S8. SVR12 in Patients Receiving SOF+RBV for 12 or 16 Weeks by GT 2 or 3 Infection

and Presence or Absence of Cirrhosis in FUSION

SOF+RBV 12 WK
+Placebo 4 Wk

SOF+RBV 16 Wk

SOF+RBV 12 WK
+Placebo 4 WK
VS
SOF+RBV 16 WK

Prop Diff (95% CI)

Subgroup (n=100)
Genotype 2
No cirrhosis 25/26 (96.2%)
95% CI 80.4%, 99.9%
Cirrhosis 6/10 (60.0%)
95% CI 26.2%, 87.8%
Genotype 3
No cirrhosis 14/38 (36.8%)
95% CI 21.8%, 54.0%
Cirrhosis 5/26 (19.2%)
95% CI 6.6%, 39.4%

23/23 (100%)
85.2%, 100%

719 (77.8%)
40.0%, 97.2%

25/40 (62.5%)
45.8%, 77.3%
14/23 (60.9%)
38.5%, 80.3%

-3.8% (-20.2%, 11.3%)

-17.8% (-58.0%, 26.8%)

-25.7% (-46.5%, -2.9%)

-41.6% (-65.0%, -11.8%)



Clinical Gastroenterology and Hepatology 2017;15:349-359

SYSTEMATIC REVIEWS AND META-ANALYSES

Fasiha Kanwal, Section Editor
Identification of the Best Direct-Acting Antiviral Regimen ®
for Patients With Hepatitis C Virus Genotype 3 Infection:
A Systematic Review and Network Meta-analysis

Floor A. C. Berden,” Bryan R. R. Z. Aaldering,” Hans Groenewoud,” Joanna IntHout,”
Wietske Kievit,” and Joost P. H. Drenth*

RESULTS: Our search identified 2167 articles; 27 studies (comprising 3415 patients) were included.

Among patients without cirrhosis, the greatest rates of SVR were estimated for those receiving

sofosbuvir + velpatasvir with ribavirin (99%; 95% Crl, 98%-100%) and without ribavirin

(97%:; 95% Crl, 95%-99%), sofosbuvir 4 daclatasvir + ribavirin (96%; 95% Crl, 92%-98%),

and sofoshuvir + peginterferon + ribavirin !95%; 95% Cr, 91%-98%), all for 12 weeks,

Among patients with cirrhosis, the highest rates of SVR were estimated for those receiving

sofosbuvir 4 velpatasvir for 24 weeks [96%; 95% Crl, 92%-99%), sofoshuvir 4 daclatasvir +

ribavirin for 24 weeks (94%; 95% Crl, 87%-98%], and sofosbuvir + velpatasvir + ribavirin for

12 weeks (94%; 95% Crl, 86%-98%). Ribavirin increases efficacy in patients with and without
cirrhosis (odds ratio, 2.6-4.5).




SOF/LDV tedavisi faz ¢calismalarinda
gozlenen yan etkiler

*Yorgunluk « Dekompanse sirozlu
-Bas agrisi hastalarda da etkin ve
*Uykusuzluk guvenilir

* Bu grup hastalarda da

Bulant . o.
: yan etkiler farkli degil;
*Ishal . y
 Asteni , bas agrisi,
*Kasinti ve ras kaginti, uykusuzluk,
*Artralji bulantt, yorgunluk

*Kas spazmlari
Dispne



Ulkemizden hasta verilen ¢alismalar

* Faz ¢alismalarinda tlkemizden hasta yok

» Ulkemizden ilk deneyim dekompanse sirotik
GT1 ve 6GT4 HCV ile infekte hastalar icin
GILEAD tarafindan organize edilen /nsans
amag/r erken erisim programi

10 Nisan 2015 - 16 Ocak 2016 tarihleri
arasinda ydrutdldd.



Programa Alim Kriterleri

« Dekompanse siroz
ve

 Ek olarak asagidaki kriterlerin en az bir
tanesi gosterilmis hastalar
« MELD skoru 216
* Gegirilmis karaciger transplantasyonu

 Ekstrahepatik manifestasyonlar ve/veya agir
komorbidite varligi



Programa 18 Sehirden 40 Merkez

Katildi

. Kocaeli
Istanbul 1 merkez
10 merkez 4 hasta
43 hasta
‘Sakarya
1 merkez
Bursa 4 hasta
1 merkez Ankara
5 hasta Eskisehir i;n ﬁ;ls(:':
i 1 merkez
Kitahya 4 Y 0stq
1 merkez
1 hasta
Konya
2 merkez
4 hasta
Mersin
2 merkez
9 hasta

Samsun Trabzon
1 mer‘kez 1 merkez
1 hasta 5 hasta
Tokat
1 merkez
1 hasta
e Malatya
2 merkez 1 )4
5 hasta fiEgiez
18 hasta
Adana
2 merkez Gaziantep
4 hasta 1 merkez
2 hasta
Hatay
1 merkez

21 hasta



Hasta Akis Semasi

4 hasta

iletisime
gecilemedi
9 hasta 3 hasta
814 basvu ru 222 kaybedildi Karaciger
transplantasyonuna
SB alindi

onayl T Tedavisi
7 hasta tamamlanan
kaybedildi ve TSY
200

degerlendirilen

hasta .
3 hasta
baska bir 147

programa Tedavi alan hasta
basvurdu A 4

‘Hastalara 24 hafta 1
SOF/LDV.":RBV *edaViSi Analiz yapildigi

e 133
veri Idl . zaman SVR12’sj hasta

degerlendirilebilen




Demografik Bulgular

Yas 62 (27-84)
Erkek cinsiyet (%) 47
Medyan MELD Skoru 16 (6-27)
Post Tx* 61 hasta
Medyan CTP 8 (5-14)
Medyan ALT (U/L) 55
GT1b (%) 85
GTla (%) 3
GT1 (%) 11
GT4 (%) 1
Tedavi deneyimli (%) 61
Assit varhgi (%) 86

Ortalama HCV RNA

+
(log,, IU/mL) S-4%L7



Kalici Virolojik Yanit
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Tedavisi tamamlanan ve TSY elde edilen 147 hastanin 14'inde tedavi
sonu 12 haftaya ulasmadan dnce KHC tedavi ilglar ile iligkisi
olmayan mortalite gelisti.



40

35

30

25

20

15

10

MELD Skor Degisimi

16 P=<0.005

Baslangic KVY12
Tedavi baslangici ile tedavi bitiminden 12 hafta sonrasi arasinda
MELD skorunda belirgin iyilesme kaydedilmistir (p<0.001).



. Advers olaylar
Ilag iyi tolere edildi ve erken sonlandiriimadi

LDV/SOF +RBV
N=147

Bas agrisi (%) 5
Bulanti (%) 1
Anemi (%) 1
Kabizlik (%) 1
Kasinti (%) 1
Dokiinti (%) 1
Olim 14 hasta

* 3 hasta karaciger yetmezligi
* 2 hasta dekompansasyon ve hepatik ensefalopati
« 2 hasta HCC

« 2 hasta biliyer sepsis ~le: . e L o o o

1 hasta hipoksi Olimlerin higbiri ile
* 1 hasta konjestif kalp hastaligi+ABY

* 1 hasta kardiyak arrest LDV/SOF aras"‘da
* 1 hasta infeksiyoz problemler HH .

. 1has‘raIsepﬁklzzmgliﬁasyonlar |I|§k| bU|unmad|.




SOF/LDV Tedavisi Gergek
Yasam Verileri

- Ispanya kohortu

« 1758 hasta
« GTla/ GT1b/ GT1 (521 /1167 / 70)
* %57.4 hastada S
* %44.1 tedavi deneyimli
« SOF/LDV +RBV ; 12/24 hafta

Calleja JL et al. J Hepatol 2017; article in press

http://dx.doi.org/10.1016/.jhep.2017.01.028



Figure 2.

A B OcTia W GTib W GT

100 - 534 6.2 45 8 100, 964 961 954 200

A1.9

a0 - 80 -
* 601 = 601
a |
[=] =
= 40 § 40
=8 o

201 4 a

A
i . - . . 0 -
Week 4 EQT SVR4 BVRI2 SVR4 SVR1Z

C COF-1 ErFz BrF3 Brs D

100 g7 7 100 ;
0. 973 883 g54 gRE 972 BB3 gze nEg 977 940972 gy 4

95,2 452 g1 .I,El'q}E
ai - &4
# &g = ag
] o
@ &
& 40 4 o 40}
18 [
20 &
=]
10710 1041107
n] 0
=AN=4 bl a 12 34 a 12 24 8 12 a | F ]
T, WEH D W WS Wb e o e war el ek ek weel s ek
LW 30T & R LEAAGOF LENWIEROF « BDY LSO
Mo cirthosis Cirrhosis



Yan etkiler / guvenilirlik

Table 4. Serious adverse events occurring during treatment or follow-up in 21

patient treated with ledipasvir/sofosbuvir  ribavirin

Patients, n (%) N=1758
Any serious adverse events 97 (5.5)
Adverse event leading to treatment discontinuation 26 (1.5)

Serious adverse events
Anemia
Infection
Fatigue
Cardiovascular disease
Psychiatric disorders
Metabolic alteration
Meurologic disorders
Cutaneous disorders
Gastrointestinal disease
Renal failure
Meoplasia (not liver-related)

lAcute liver failure

Hepatocellular carcinoma

23 (1.21)
15 (0.85)
9 (0.51)
6 (0.34)
7 (0.40)
2 (0.11)
3 (0.17)
1 (0.06)
3 (0.17)
3(0.17)
5 (0.28)
3(0.17) )

7 (0.40)



AKU Tip Fakiiltesi
SOF/LDV Tedavi Deneyimi

Toplam 40 hastaya tedavi
verildi.



SOF/LDV SOF/LDV+RBV SOF/LDV SOF/LDV+RBV
12 hafta 12 hafta 24 hafta 24 hafta

Yas ort

GT

HCV RNA

ALT IU/ml
(artmis/normal)
(26/14)

TN/TD 9/31
PR
PR + telaprevir
PR + boseprevir

NS / Sirotik 24/16
Kompanse S
Dekompanse S

Toplam

52/65

16T 1b
16T la

6.2x10°% TU/ml

55
20/49

2/0

2/0

12/4

59.8
(28-82)

9 GTlb
5 GTla
26T4

3.6x 106 TU/ml

60
(13/3)

1/15
12
3
1

13/3

16

12/9

59.5
(35-76)

16 GT 1b
36T la
26T4

3.9x10°TU/ml

47.8
(12/9)

5/16
16

58

GT3

7x106 IU/ml

34

1/0

0/1




- 12 haftalik tedavi 24 haftalik tedavi

Sonlanan Devam eden Sonlanan Devam eden
hastalar hastalar hastalar hastalar
6T 1 a 5 - ¢é 2 1
n=9 (12 haftada)
6T 1b 7 3 11 5éé
n=26 (8 haftada) (8, 16 ve 20
haftada)
6T 4 2 = 2 -
n=4
613 - - 1 -
n=1
TOPLAM 14 16

é : Bir hasta tedavinin 8 haftasinda mide perforasyonu nedeni ile ex oldu.
éé : Bir hasta 8 haftadan sonra kontrole gelmedi.



Devam eden
hastalar

Sonlanan
hastalar

Tedavisi

Nonsirotik 17 6
n=24

Kompanse 8 1
sirotik
n=9

Dekompanse 5 2
sirotik
n=7

Sonlanan
hastalar

Tedavi 9
naiv
n=9

Tedavi 21
deneyimli
n=31

Devam eden
hastalar



TSY ve KVY oranlari

6T la (7) %100
2 has’ra TS
2 hasta 4 hf
6T 1b (18) 100 9 %100
2 hasta TS
4 hasta 4hf
3 hasta 8hf
6T 3 (1) 100 - -
4 hf
6T 4 (4) 100 1 %100

3 hasta 4 hf



TSY ve KVY oranlari

Nonsirotik (17) %100

4 has‘ra 8 hf
3 hata 4 hf

Kompanse sirotik (8) 100 2 %100
4 hasta 8 hf
2 hasta 4 hf

Dekompanse sirotik (5) 100 2 %100
3 hasta 4 hf

Tedavi-naiv (9) 100 5 %100
3 hasta 4 hf
1 hasta 8 hf

Tedavi deneyimli  (21) 100 8 %100
7 hasta 4 hf
6 hasta 8 hf



Hastalarda gézlenen yan etkiler

« Kasinti %15 (6/40)
 Halsizlik 710 (4/40)
* Bas donmesi %5 (2/40)
 Bulanti 75 (2/40)

» Higbir hastada yan etki nedeni ile tedavi
sonlandirilmadi. Ilaca bagl laboratuvar
degerlerinde degisme saptanmad..



FAZ CALISMALARINDA
TEDAVI YANITLARI

OMBITASVIR/PARITAPREVIR
-ritonavir/DASABUVIR

TEDAVISI



SAPPHIRE-1 Calismasi: 631 hasta; 12+RBV
TN. 6T 1 nonsirotik; %68.1 6T 1a %31.9 6T 1b

KVY  %93-7%98

SAPPHIRE-2 Calismasi: 394 hasta; 12+RBV
TD; 6T 1 nonsirotik; %58.6 6T 1la %41.4 6T 1b

KVY  %94-7%100

PEARL-4 Calismasi; 135 hasta OBV/PTV-r+RBV,12 hafta
TN ve TD; 6T 4 nonsirotik

KVY  %91-7%100

‘Feld JJ et al. N Eng J Med 2014, 370(17):1594-1603.
«Zeuzem S et al. N Eng J Med 2014:370:1604-1614.
*Hezode C et al. The Lancet 2015,385(9986):2502-2509.



PEARL 3-4 Calismalari: 419 GT 1b ve 305 6T1a hasta; 12+RBV
TN; 6T 1b nonsirotik ve 6T1a nonsirotik

SVR,, (HCV RNA < 25 1U/ml)

PEARL-IV (GT 1a) PEARL-III (GT 1b) Qutcomes for patients without SVR,;
3D + RBV 3D +RBV 3D+
Il 3D + placebo M 3D + placebo RBV Q:ELELT
1[}510 £, g7 99.5 99.0 PEARL-IV, N 3 20
80.2 On-treatment 1 6
virologic failure
75— —J-NEN- @ ___ Relapse 1/98 101194
i
r | -.- Early discontinuation 0 3
E 50 Missing data 1 1
1 30+ [ERD
RBV FEHE L]
25 - PEARL-IIIl, N 1 2
On-treatment 1 0
0 N 100 210 virologic failure
£-6.8% £-0.5% Relapse 0 0
(95% Cl:-12.0t0-1.5) (95%Cl:-2.1101.1) Early discontinuation
—— superiority, and - - --non-inferiority threshol ds (vs TVR) Missing data

Ferenci P et al. N Engl J Med 2014:370:1983-1992.



Ulkemizden hasta verilen calismalar

« TD, GT 1b nonsirotik hastalari iceren
PEARL-ITI calismasi

« TN ve TD, GT 1b sirotik/nonsirotik
hastalari iceren PEARL-I calismasi

 TNve TD, GT 1, kompanse sirotik
hastalari iceren TURQUOISE calismasi



PEARL-I Calismasi
TN ve TD; 6T 1b sirotik/nonsirotik

Total Scrvaned Hev GTa
AT
=
12 hf OBV/PTV-r/DSV =
24 hf OBV/PTV-r/DSV
I |
Mansirchetic Ceampandated cirrhedis
n=133 [l ]
" ——
Dhidl Fondt Pt Enikey STl MO &1 Dl ok it il Cribiaia e
W thacaut pirrhaoass Wit eormpensated
chrrhoeis
n=A3
| =i
[ | I I
Treatment-naive Hull fespander Treatment -naive T el -4 P i n cid
nad3? - n=4T n=351
— — Dissontinued inmd)
Latiostonsp  net | Virsioge: tadre 1 ‘ e — 8 Dssoninesd in=0) -
Comgleted Comgieiod Complatad oo phitad
n=40 ne3g LEE ] n=i2

Supplementary Figure 1.

Lawitz E et al. Gastroenterol 2015,149:971-980



Patients (%)

100 976 95.2 975 925 900 979 100 979 98.1 98.1 96.2

100 - J_ T T - T [] RVR
l J_ J- J- [] SVR,
80 - I SVR;,
E,D..
q.D-.
20 1
a2 | a 39 |32 46 | a7 51|51
42 | 42 40 | 40 47 | 47 52 | 52
0
Treatment- Prior null Treatment- Treatment-
naive responder naive experienced

Noncirrhotic Cirrhotic



PEARL-II Calismasi
TD; 6T 1b nonsirotik

= Design

18-70 years
Chronic HCV infection

Genotype lb
Prior failure

Randomisation*

1:1 "‘Eiy
Open label .

to PEG-IFN + RBV
HCV RNA > 10,000 IU/ml

Mo cirrhosis®**
No HBV or HIV co-infection

** Metavir= F2 orlshak= 4 or fibroscan =
96 kPaorFibroTest=072+APRI= 2

l N=91 !
OBV/PTV/r+DSV + RBV >
! SVR,,

|”_=55. OBV/PTV/r+DSV >

* Randomisation stratified on response to prior PEG-IFN + RBY
(null responders, partial responders or relapsers)

Andreone P et al. Gastroenterol 2014:147:359-365.



SVR,, (HCV RNA < 25 IU/ml), % (95% Cl)

W OBV/PTV/r + DSV +RBV ‘ SVR;, with OBV/PTV/r+DSV +RBV
OBV/PTV/r + DSV in the different sub-populations

100

96.6
% (928100 (9°-200)

100 — .
Previous non response
Relapse 100%
Partialresponse 96.0%
75 - Nullresponse 93.5%
IL22E
CC 100%
50 cT 96.4%
T 95.8%
Sex
Male 95.3%
25 1 Female 97.8%
0 N 91
Adjusted difference - 3.4% No viral breakthrough, no relapse

(95% Cl:-0.4107.2)
Both groups were noninferior and superior to the historical SVR ., with TVR + PEG-IFN + RBY



TURQUOISE Calismasi
TN ve TD: 6T 1 kompanse sirotik

- Design Flandumlsfhun {:W:lz;j {:wij
Open-label R N
18-70 years
HCV genotype 1 l N=208 oBV/PTV/r
Maive or pre-treated + D5V + RBV
Cirrhosis* e
Child-Pugh A<7 !
HCV RNA 2 10,000 IU/ml ——— OBV/PTV/r+DSV +RBV

Mo prior therapy with PI

* Liver biopsy with Metavir = 3 or Ishak = 4, or Fibroscan kFa = 14.6

** Randomisation stratified on prior Peg-IFN + RBV therapy

Maive patients, stratified ongenctype (1avs 1b) and IL-28B (CC vs non-CC)
Experienced patients stratified on genotype subtype, prior response (null, partial, relapse)

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



SVR,, (HCV RNA < 25 IU/ml)

12 weeks 24 weeks

%
og5 100 100 100
100 4 g1 959 04.2 942 945 96.6 94.4 95.2
Tt 86.7
5 -
H0
25 4
. M 208 172 140 121 Ga 51 ] [L.! 289 23 18 13 5 G2
Overall 1a 1b Mo prior Relapse Partial Mull
treatment response response

p=0.09

HCV subgenotvpe Priortreatment



Table 2. Sustained Virologic Response at Post-Treatment Week 12
in Each Treatment Group, According to HCV Subgenotype and Status

with Respect to Prior Treatment.*

Variable

HCV genotype la infection
Mo prior treatment
Prior treatment

Null response
Partial response
Relapse

HCV genotype 1b infection
MNo prior treatment
Prior treatment

Null response
Partial response

Relapse

12-Wk Group

(N=208)

24-Wk Group

(N=172)

no. ftotal no. (%)

59/64 (92.2)

40/50 (80.0)
11/11 (100)
14/15 (93.3)

22/22 (100)

25/25 (100)

6/7 (85.7)
14/14 (100)

52/56 (92.9)

39/42 (92.9)
10/10 (100)
13/13 (100)

18/18 (100)

20/20 (100)

3/3 (100)
10/10 (100)

* Prior treatment refers to peginterferon—ribavirin for the treatment of HCV

infection.




OBV/PTV-r/DSV tedavisi faz
calismalarinda gézlenen yan etkiler

 Bas agrisi

* Asteni

* Yorgunluk
 Bulant

» Ishal

« Kasinti, ras

* Bilirubin artisi



OBV/PTV-r/DSV Tedavisi
Gercek Yasam Verileri

- Ispanya kohortu

« 1567 hasta
« GTla/ GT1b/ GT1 (247 / 1312 / 8)
« %46.7 hastada S
* 7%45.7 tedavi deneyimli

« OBV/PTV-r/DSV +RBV 12 hafta
- 683 RBV'siz; 884 RBV'li tedavi

Calleja JL et al. J Hepatol 2017; article in press

http://dx.doi.org/10.1016/.jhep.2017.01.028



Figure 1.
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Yan etkiler / guvenilirlik

Table 2. Serious adverse events occurring during treatment or follow-up in =1

patient treated with ombitasvir/paritaprevir/ritonavir and dasabuvir £ ribavirin

Patients, n (%) N=1,567
Any serious adverse event 84 (5.4)
Adverse event leading to treatment discontinuation 27 (1.7)

Serious adverse evenits

Anemia

Infection

Fatigue

Cardiovascular disease
Psychiatric disorders
Metabolic alteration
MNeurologic disorders
Cutaneous disorders
Gastrointestinal disease
Renal failure

MNMeoplasia (not liver related)

Hepatic decompensation

Acute liver failure

24 (1.53)
8 (0.51)
3 (0.19)
6 (0.38)
3 (0.19)
5 (0.32)
o
11 (0.70)
3 (0.19)
4 (0.26)
3 (0.19)

8 (0.51)

1 (0.06)



AKU Tip Fakiiltesi OBV/PTV-
r/DSV Tedavi Deneyimi

Toplam 34 hastaya tedavi
verildi.



OBV/PTV-r/DSV OBV/PTV-r/DSV OBV/PTV-r/RBV
12 hafta +RBV 12 hafta
12 hafta
5/2 1/0

12/14
Yas ort 62.5 54 .2 52
6T 26 GT 1b 56T1a/16T1 16T4
16T 1b

HCV RNA TU/ml 3.6x10¢ 4x106 1.9x10°
ALT IU/mi 63.8 39.6 27
(artmis/normal) 17/9 4/3
TN /TD (PR) 17/9 3/4 1/0
NS / Sirotik 20/ 6 5/2 -

Kompanse S 6 2 -

Toplam 26 7 1 -



- 6T 4
— Tedavi 12 hf ya tamamlandi, KVY elde edildi.

e 6T 1lave 6T 1

— 1 hasta 4 hf kullandi, takibe gelmedi.

— 2 hastada tedavi tamamlandi, birinde TS 8 hf yaniti var.

« Biri KBY ve HD hastasi; TD ve NS hasta; 12 hf tedavi verildi;
TS 4 hf HCV RNA negatif; TS 12 haftada HCV RNA 5.6x10°
TU/ml saptandi. RELAPS

— 1 hasta tedavinin 8 hf; 4 ve 8 hf'larda HCV RNA (-)
« KBY ve HD hastasi

— 1 hasta tedavinin 20hf; 4 /8/12 hf HCV RNA (-)
— GT1; tedavi yeni tamamlandi, TSY var.



« 6T 1b

— OBV/PTV-r/DSV 12 hafta alan hastalarin 24'tinde
(24/26) ve OBV/PTV-r/DSV +RBV 12 hafta alan bir
hastada tedavi tamamlandi.

— Tedavisi biten 12 hastada TS 12 hf'ya ulasildi

— Kalan 12 hastanin
 5'inde tedavi yeni bitti.
 5'inde TS 4 hf HCV RNA negatif
« 2'sinde TS 4 ve 8 hf'da HCV RNA negatif

- TSY 24/24 %100
- KVY 12/12 %100



Sonlanan
hastalar

Devam eden
hastalar

Sonlanan
hastalar

Tedavisi

Nonsirotik 26 Tedavi 17
n=26 naiv

n=21

ée

Kompanse 5 1 Tedavi 12
sirotik deneyimli
n=8 n=13
é

é : Bir hasta tedavinin 4 haftasindan sonra kontrole gelmedi.
Bir hastada 4 haftada dekompansasyon gelisti.
éé: Bir hasta tedavinin 4 haftasindan sonra kontrole gelmedi.

Devam eden
hastalar



Nonsirotik (26) 26/26 17/18
%100 %94 .5 ?2??
Kompanse sirotik (6) 6/6 1/1
%100 %100
*Nonsirotik
«1 hastada relaps

*4 hasta TS'da
3 hasta TS 4hf'da ve HCV RNA negatif.

‘Kompanse sirotik

1 hasta TS'da
2 hasta TS 4 hf ve 2 hasta TS 8 hf'da ve HCV RNA'lari negatif.



Tedavi-naiv (17) 17/17 7/7
%100 %100

Tedavi deneyimli  (12) 12/12 8/9
%100 %89 ?2??

*Tedavi naiv
*4 hasta TS'da
*4 hasta TS 4hf'da, 2 hasta TS 8 hf'da ve HCV RNA'lari negatif.

‘Tedavi deneyimli

«1 hastada relaps
2 hasta TS'da
*1 hasta TS 4hf'da ve HCV RNA negatif



Hastalarda gézlenen yan etkiler

 Bilirubinartisi  %11.8 (4/34)
¢ Kasinti 78.8 (3/34)

 Bir hastada tedavinin 21 giininde
dekompansasyon nedeni ile tedavi
sonlandirildi.






