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Sunum Plani

Telaprevir

* Faz calismalari

* Gercek yasam verileri
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Background: The use of pegylated interferon alpha and
ribavirin (PeglFN/RBV) for the retreatment of chronic
hepatitis C vuus (HCV) infection without a sustamned
virological response (SVR) prior to PeglFN/RBV treat-
ment has resulted in low success rates.

Aims: To investigate the efficacy and safety of telaprevir
(TVR) in combination with PeglFIN/RBV 1 patients in-
fected with HCV genotypes 1 and 4 who were previous-
ly treated with PegIFN/RBV and failed to achieve SVR.
Study Design: Multi-center, retrospective, cross-sec-
tional study.

Methods: The study mncluded 111 patients: 80 prior re-
lapsers. 25 prior null responders. and six prior partial re-
sponders to PeglFN/RBV treatment. The patients were
given TVR/PeglFN/RBV for 12 weeks. followed by a
12-week PeglFN/RBV treatment: virological response
results were assessed at weeks 4. 12, and 24. Treatment
was discontinued in patients with HCV RNA >1000 TU/
mL at week 4 or with negative RNA results at week 4 but
=>1000 IU/mL at week 12. Rapid virological response
(RVR). early virological response (EVR). extended rap-
1d virological response (eRVR), and virological response
at 24th week of treatment were evaluated. The side ef-
fects of combination therapy and the rates of treatment
discontinuation were mvestigated.

Results: The mean age of the patients was 56.02+9.96
years and 45.9% were male. Ninety-one percent of the
patients were infected with viral genotype 1. 69.6% with
the mterleukin (IL) 28B genotype CT and 20.2% were
cirthotic. The RVR rate was 86.3% 1n prior relapsers.
56% 1 prior mull responders. and 50% in prior partial
responders (p=0.002). EVR rates in those groups were
91.3%. 56%. and 83.3%. respectively (p<0.001). eRVR
rates were 83.8% m prior relapsers. 48% i prior null re-
sponders. and 50% in prior partial responders (<0.001).
The virological response at the 24th week of treatment
was found to be the highest in prior relapsers (88.8%):
it was 56% 1n prior null responders and 66.7% in prior
partial responders (p<<0.001). Common side effects were
fatigue. headache. anorexia, malaise, anema. pruritus.
dry skin. rash. dyspepsia. nausea, pyrexia. stomachache.
and anorectal discomfort. All treatments were discontin-
ued due to side effects in 9.9% of patients.

Conclusion: High virological response rates were ob-
tained with TVR/PeglFN/RBV treatment. Although side
effects were frequently observed, the discontinuation
rate of combination therapy was low.

Keywords: Chronic hepatitis C. telaprevir, therapy.
treatment-experienced.



Tedavi eder miyim?

Bence bunun kararini benim yerim siz verin....



Olgu

37 yas, kadin hasta
Hemsire

Bingol

A.D.

4 yildir Anti-HCV (+)



2010

Anti HCV: (+)

HCV-RNA 225.000 IU/ml

ALT: 41

HBsAg: (-)

Anti-HBs: (+)

Genotip 1 B

Batin USG: Karaciger Parankimi Dogal
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PEG-INF+RIBAVIRIN

HCV-RNA* 225.000 8.520 NEGATIF NEGATIF 11.600
ANTI-HCV POZITIF POZITIF POZITIF POZITIF POZITIF
ALT 41 52 61 34 39
WBC 8.000 4120 2950 3100 7500
HGB 14 12 8 8.2 12.6
PLT 201 156 101 84 165

PTZ** 12,5 13,1 13,9 12,6 12,7



05.02.2013

Genel Durum iyi

Nb: 81/dk, TA: 115/75 mmHg, Ates: 36.5°C
Anti-HCV: (+)

HCV-RNA 435.000 IU/ml

ALT: 51

Batin USG: Normal sinirlarda



| 05/02/2013 | 19/02/2013 |26/02/2013 |05/03/2013 | 05/04/2013

HCV-RNA*

ALT
WBC
HGB
PLT
kasinti

Dokintil

PEG-INF-alfa2a+RBV+Telaprevir

435.000
51
8.100
14.1
252

Yok

Yok

55
6.200
10.4
201
Az
Yok

44
4.900
7.3
165
Yogun

Makuler

NEGATIF
49
5.200
8.1

141
Yogun

Makuler

52
3.600
8.8

111
Yogun
Makdler

13



26.02.2013... Ne yapilmali?

Tedavi kesilmeli mi?

Ribavirin doz azaltimina gidilmeli?
Doz azaltimi + transfiizyon mu?
EPO uygulanmali mi?

Bekleyip, izlenmeli mi?



Telaprevir Yan Etkiler

Tel+Pegint+RBV

Hastalar, % N=1346

Deri ve deri alti doku bozukluklari

Tedavinin kalici
sekilde
sonlandirilmasina
neden olma (%)

Priirit 52 26 %0.6

Dokuntu 55 33 %2.6
Gastrointestinal bozukluklar

Mide bulantisi 39 29 <0.5

Diyare 26 19 <0.5

Hemoroid 12 3 <0.5

Anorektal rahatsizlik 8 2 <0.5

Anal prurit 6 1 <0.5
Kan ve lenfatik sistem bozukluklar

Anemi 32 15 %0.9




Telaprevir-Anemi

Tel+Pegint+RBV
N=1346
Anemi 32,1 14,8
Hemoglobin <10 g/dL 34 14
Hemoglobin <8,5 g/dL 8 2

Anemi nedeniyle tedavinin sonlandirilmasi

Yalnizca Tel /plasebo 1,9 0,5
Tum ilaglar 0,9 0,5
Ribavirin doz azaltilmasi 21,6 9,4

Transfiizyon 2,5 0,7




Telaprevir-Anemi

* Tedavi 6ncesi Kadin Hb >12 g/dI
Erkek Hb >13 g/dI

e Her hafta Hb bakilmali

e Telaprevir dozu azaltilmaz

e Telaprevir kesilirse yeniden baslanmaz



Telaprevir-Anemi

Ilk adim RBV dozunu l

Hb<10g/dl RBV 600 mg/giin
Hb<8.5g/dl RBV kesilir

Aniden doz disilmemeli

1200 mgmm=) 1000 mg===) 300 mg
RBV kesilmesi 14 gtinden uzun olmamali
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Senkop

Bas donmesi
Nefes darlgi
Tasikardi
GOgus agrisi

Telaprevir-Anemi

Kan Nakli ? EPQ ????

Gorme bulanikhgi

Hb < 8g/dl
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Peki biz ne yaptik?

Hemsire hanim, RBV doz azaltimini kabul
etmedi

EPO uygulanmadi

Kan transflizyonu yapilmadi

Tedavi sonlandirilmadi

Tedavinin 4.haftasinda HCV_RNA negatif



Sonuc olarak...

Anemi yonetimi Uclu tedavide dnemli bir
nokta

Ribavirin doz azaltimiu...
EPO ve/veya transflizyon...???
Tedavi basindaki Hemoglobin duzeyi

Kanamaya neden olacak faktorlerin
irdelenmesi

Uyum mu ? Uyumsuzluk mu?



Lepatier

* Grazoprevir (NS3/4A proteaz inhibitori)
100 mg/giin

e Elbasvir (NS5A inhibitori)
50 mg/gln



MK5172 PNO77 Investigator Meeting
held on February 25-26, 2015 in Vienna, Austria
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FAZ-II

Kisaltilmis Baghk

HCV GT1, 4 veva 6 Enfeksiyonunda Sofosbuvir/PR'ye kiyasla
ME-5172/MK-8742

Calisma Faz I

Klinik Endikasyon Hepatit C Viriisii Enfeksivonunun Tedavisi
h(;allﬁma Tiirid Giirigimsel

Kentrol tiiri Altif kontrol

Uygulama yolu Oral, subkitan

Calisma Karlegtirmesi

Kaor olmayan Agilc Etiketli

Tedavi Gruplan

|. Kol: SOF/PR x 12 hafta
2. Kol: MK-5172/MK-8742 sabit doz kombinasyonu (FDC) x 12 hafta

Calisma gondllilerinin sayis:

Cahgmaya yaklasil 244 gonullil dahil edilecektir,




Calisma Tasarimi

Bu ¢aligma, genotip (GT) 1, 4 veya 6 HCV ile enfekte gonilllitlerde agurlikh olarak Avrupa
iilkelerinde lyi Klinik Uygulamalara uygun sekilde yiiriitilen Sofosbuvir (SOF) / Pegile
[nterferon (Peg-IFN, P) ve Ribavirine (RBV, R) kiyasla MK-8742 ile kombinasyon halinde
(MK-5172/MK-8742 bundan sonra MK-5172A olarak adlandinlacaktir) MK-5172'nin
randomize, cok merkezli, agik etiketli bir galismadr,

Yaklagik 244 GT 1, 4 veya 6 HCV ile enfekie goniilli incelenecektir. Dahil edilen goniilliilerin
yaklagik %751 HCV i¢in daha 6nceden herhangi bir tedavi almarmg goniilliller (TN) olacak ve
kalan gontilliiler (yaklagik %25) PR dnceki tedavi baganisizifn (PTF) olacaktir. Dahil edilen
gbniillilerin hedeflenen yaklagik %25'lik orami taramada kompanse siroz bulgusu gosterecekiir.,
Ayrica, Avrupa'da HCV ile enfekte hastalann popiilasyonunu yansitmak igin, dahil edilen
hastalarin en az %660'mda HCV GT b enfeksiyon olacaktir, GT 4 veya GT 6 goniillilerin gerekli
minimum $ayis! yoktur,



Calisma Tasarimi

N=122 12 Hata e e R

FALN MK-S17ZA e el
N=122 12 Hafta "‘:,_?.j'l ‘ 'um{"' "

e e e —

Tedavi Haftas: 6 4 s 12 24 b1




Dicle Universitesi

e 4 hasta screen edildi...
3 hasta randomize edildi...

2 hasta MK-5172/MK-8742
1 hasta SOF+PG+RBV
1 hasta  calisma disi




/or Hasta ! ?

) D235 oOo\} T A l;\:\?o\OI 1
— (P-8) o3 leaaizars

63 yas, Kadin

2005 yilinda tani almis

Yakini PG+RB kullandigi icin kullanmak istememis
Anti HCV pozitif

Genotip 1B

HCVRNA 2.300.000 IU/ml

Kompanse KC-S

Ko-infeksiyonu yok

HT + DM

Menapozda




Dualar esliginde randomize edildi ©
Ve tuttu | ©
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TAKIP SUREC]
-ma_-m-m-m-

SCREEN 2.300.000 23/35 13,1 109.000

VISiT-2  2.415.000 28/41 12,3 110.000 1,34 - -
1.HAF. O 49/51 12,8 103.000 1,35 Bas -

dénmesi

2.HAF. O 38/50 13,0 96.000 1,23 bulanti -
4HAF. O 24/41 12,8 98.000 1,09 - -
6.HAF. O 22/33 13,3 102.000 1,10 SILVAN -
8.HAF. O 34/39 13,9 101.000 1,19 SILVAN
10.HAF. O 36/43 12,8 130.000 1,27 pollakidri -
12.HAF. O 38/52 12,8 121.000 1,10 - -
14.HAF. O 37/42 13,7 107.000 1,23 pollakiri -
18.HAF O 32/36 13,1 109.000 1,20 - -



Sonuc olarak...

Tedavi deneyimli hastalar tedavi edilmeli mi?

Hayir, yen mkce[e,,,@-h-o.-mnli

tma;
533 620 7 a'I.COm

Evet, hasta bazl dene.....v_o 22

Peki tedaviler ne zaman gelecek?



