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Sunum Plani
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» Halk sagligi sorunu olarak HCV

Kronik hepatit C tedavisi: Yeni tedavi secenekleri
Kronik hepatit C tedavisi: Telaprevir

Cesitli hasta gruplarinda telaprevir calismalari



Epidemiyoloj
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« >170 milyon HCV ile enfekte kisi  *® Ulkemizde durum™*
*  3-4 milyon/yil yeni vaka — HCV seroprevalansi %0,95

eklenmekte* = >70yas %24
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Tedavi Edilmeyen Kronik Hepatit C
Hastalarinda Karaciger Fibrozisinin llerleyisi

e

%36-Orta hizla

. _ .
%33-Hizla fibrozis fibrozis gdsterenler

«gosterenler

Son 10 yilda HCV:

*Kronik hepatitlerin = %31-Yavas hizda
etiyolojisinde 22 : : ..§
% 23'ten % 38.1 e 3 fibrozis Wer

*Sirozlarin etyolojisinde
% 25.2'den % 45.9'a : /
yikselmigtir** /

» I—
Karaciger

transplantlarinin 0 'Or 1‘0 2‘0 3‘0 4‘0 5‘0
%30’'unun HCV kaynakl )
oldugu bilinmektedir Sire (Yil)
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Adapted from Poynard T, et al. Lancet 1997; 349: 825-832.
**: Barut H. Klimik Dergisi 2009; 22(2): 38-43.



Hepatlt 19 Tedawsmdekl Gelismeler
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HCV ‘nin Kesfi
Standart IFN Monoterapisi SVR <%20

Peg-IFN + RBVY —> SVR ~%66

Peg-IFN + RBV + Proteaz inhibitorleri

1989 1991 1997 2001 2011



Dogrudan etkili antiviraller

————— 1 -—

* NS3/NS4A proteaz inhibitorleri
— Telaprevir, Boceprevir, Simeprevir
* NS5B nukleozid inhibitorleri
— Sofosbuvir
* NS5B non-nukleozid inhibitorleri
= NS5A inhibitorleri



Telaprevir
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= Hepatit C virusu NS3-4A serin proteazi uzerine dogrudan efkili,
gucla, selektif inhibitoradar.
= Bu enzim virus replikasyonu ve virtasun konagin immun

yanitindan kacabilmesi icin gerekli bir enzimdir.
= Genotip 1a ve 1b yuksek antiviral aktivite
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1. Perni RB et al. Antimicrob Agents Chemother 2006; 50: 899-909.
2. Gentile | et al. Expert Opin Investig Drugs 2010; 19: 151-159



Telaprevir

= Telaprevir oral 750 mg’lik dozu, tek seferde ve tok
verildiginde
— Ort. Cmax: 2535 ng/mL

— Ort. Tmax: 4,0 saat,

= Kararli duzey eliminasyon yarilanma omru T1/2: 9-11 saat

1. Perni RB et al. Antimicrob Agents Chemother 2006; 50: 899-909.
2. Gentile | et al. Expert Opin Investig Drugs 2010; 19: 151-159



Incivo Kullanim Sekli

— HCV negatif, saijlhkh gitiniilliilerde farkh G§iin tiplerinin
telaprevir konsantrasyonlan iizerindeki etkisi? + %20

2500 4
—Jl- Standart kahvaltn (n=28) 533 kcalv 21 g yai

Aglik durumunda (=30}

Yinkmek kalorili, yikeak yagl kahvala ne29) [ A 928 kcal, 56 e} yatj
—B— Digik kalorli, yiksek proteinli kahwvalty (n=28)

Dogik kalorill, disik yvadh kahealn (n=28)

249 kcal, 3.6 g ya

2000 4

15004 -

1000 1 /

Orlalama Telaprevir Plazma
Konsantrasyonu (ng/mL)

INCIVO’nun yemekle beraber alinmamasi veya ila¢g alma zamanlarina uyulmamasi
telaprevir’in plazma konsantrasyonunda azalmaya, sonucunda terapatik etkisinin
azalmasina yol acacagindan tok alinmasi dnerilmelidirt

1. INCIVO Kisa Uriin Bilgisi
2. Van Heeswijk R, Boogaerts G, De Paepe E, et al. Poster PK_19 presented at the 6th International Workshop on Clinical Pharmacology of Hepatitis Therapy, Cambridge, MA, USA , June
22-23 2011



Telaprevir Endikasyonlari
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» Peginterferon alfa ve ribavirinle birlikte kullanim
= Genotip lave 1b
» Eriskin kompanse kc hastaligi (siroz dahil)
— Nalv hastalar
— Tedavi deneyimli hastalar
= Relaps
= Primer yanitsiz

= Kismi yanitli

1. Perni RB et al. Antimicrob Agents Chemother 2006; 50: 899-909.
2. Gentile | et al. Expert Opin Investig Drugs 2010; 19: 151-159



Telaprevir Klinik Arastirmalar
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REALIZE

« Onceki Tx
basarisiz

« Peg-IF/

ILLUMINATE

 Naive

 Tx suresi
24 vs 48 hf

ADVANCE

 Naive

* Peg-IF/RBV/
TVR
VS

Faz |l
Calismalar

PROVE

RBV/TVR
VS

° Peg_
IF/RBV

1/2 Naive
. Peg-IF/RBV

PROVE 3

Onceki Tx
basarisiz




HCV RNA

Virolojik Yanit Paternleri
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Yanitsiz

: Brepkthrough

Relaps

Saptanablilr limi

___________________________________________________

Kalici yanit
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Clark R. in Drugs in Context 20073;2:53-92



Tedaviye Yanit Gostergeleri
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Parametre

HCV RNA <50 IU/ml

12. hafta

HCV RNA <50 IU/ml

RVR yok

HCV RNA <50 IU/ml
ya da 22 log diisis,
ancak halen saptanabiliyor

RVR yok

RVR yok,
HCV RNA <50 IU/ml

RVR yok

RVR yok,
HCV RNA =2 log diisiis,
ancak halen saptanabiliyor




The NEW ENGLAND JOURNAL of MEDICI N E

= ORIGINAL ARTICLE

Telaprevir for Previously Untreated Chronic
Hepatitis C Virus Infection

Ira M. Jacobson, M.D., John G. McHutchison, M.D., Geoffrey Dusheiko, M.D.,
Adrian M. Di Bisceglie, M.D., K. Rajender Reddy, M.D., Natalie H. Bzowej, M.D.,
Patrick Marcellin, M.D., Andrew ]J. Muir, M.D., Peter Ferenci, M.D.,

Robert Flisiak, M.D., Jacob George, M.D., Mario Rizzetto, M.D., Daniel Shouval, M.D.,
Ricard Sola, M.D., Ruben A. Terg, M.D., Eric M. Yoshida, M.D., Nathalie Adda, M.D.,
Leif Bengtsson, B.Sc., Abdul J. Sankoh, Ph.D., Tara L. Kieffer, Ph.D.,
Shelley George, M.D., Robert S. Kauffman, M.D., Ph.D., and Stefan Zeuzem M.D.,
for the ADVANCE Study Team?™

“ADVANCE”
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Calisma Kriterleri

__
Dahil Edilme Dahil Edilmeme
= Nalyv, » Dekompanse siroz,
= 18- 70 yas, = HIV veya HBV ko-enfeksiyonu,
» KHC ile uyumlu biyopsi sonucu (son » Baska bir nedene bagli karaciger
bir yil) hastalig,
= HCV Genotip 1, = HCC

= Notrofil 21500 mm?,
= Trombosit = 90.000 mm?3,
= Hemoglobin 212 g/dI (9),

>13 g/dl (3)



ADVANCE: Calisma tasarimi
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PR48 KVY
+ -
(kontrol) Pla“T’De;O izlem ——ouof
(n=361)
eRVR + KVY
T12PR izlem — =—iaeeaan izlem ~ sessssesaseaas -
_ TVR + PR
(n=363) oy
izlem —=—
eRVR + KVY
T8PR
(n=364)

Hafta

Jacobson IM, et al. N Engl J Med 2011;364:2405-16

TVR dozu: 750 mg , 3x1, yemekle beraber; Peg-IFN alfa-2a dozu: 180 ua/hf; RBV dozu: 1000 veya 1200 mg/gin
eRVR: 4 ve 12. haftalarda HCV-RNA tespit edilememesi



Calisma popilasyonu; Temel Ozellikler
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T12PR T8PR PR48
(N=363) (N=364) (N=361)
Erkek, %
Beyaz irk, % 90 87 88
Yas, yil 49 49 49
BMI (Body mass index), o5 7 26.2 6.4
kg/m?
Baglangig HCV RNA, 6.340.7 6.3+0.7 6.3+0.7
log,, IU/mL ' ' ' ' ' '
HCV genotip subtip, %
la 59 58 58
1b 41 41 42

Siroz % 6 7 6




KVY Oranlari: Tum gruplar

T _.’;M "
p <0.001
100 -
p <0.001
80 - 75 |

KVY (%)

69
60 -
44
40 -
20 -
0

T12PR T8PR PR48



KVY Oranlari: 4-12. haftalarda HCV RNA (-) (eRVR)

100 -

83
80 -

60 -

KVY (%)

40 -

20 -

T12PR T8PR PR48



ADVANCE: Fibrozis duzeyi ile KVY iligkisi
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PR48 T12PR PR48 T12PR PR48 T12PR PR48 T12PR
n/N= 67/147 109/134 67/141 117/156 17/52 32/52 7/21 13/21

Marcellin P, et al. J Hepatol 2011;54 (Suppl 1): S183



Relaps Oranlari: Tum gruplar
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The NWEW ENGLAND JOURNAL of MEDICIN E

ORIGINAL ARTICLE

Response-Guided Telaprevir Combination
Treatment for Hepatitis C Virus Infection

Kenneth E. Sherman, M.D., Ph.D., Steven L. Flamm, M.D., Nezam H. Afdhal, M.D.,
David R. Nelson, M.D., Mark S. Sulkowski, M.D., Gregory T. Everson, M.D.,
Michael W. Fried, M.D., Michael Adler, M.D., Ph.D., Hendrik W. Reesink, M.D., Ph.D.,
Marie Martin, Ph.D., Abdul ). Sankoh, Ph.D., Nathalie Adda, M.D.,
Robert S. Kauffman, M.D., Ph.D., Shelley George, M.D.,
Christopher |. Wright, M.D., Ph.D., and Fred Poordad, M.D.,
for the ILLUMINATE Study Team>

Genotip-1 ile enfekte naiv hastalarda, tedavi suresi kisaltilabilir mi?

“ILLUMINATE”



ILLUMINATE: calisma tasarim (N=540)
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Daha dnce tedavi _ KVY _ 72 hafta
almamis hastalar lzlem —=—eeeee Izlem  ==eeeeeeeeees :
Randomizasyon Non-inferiorite (NI
KVY
izlem —mm
eRVR - KVY
> izlem ——]
I I | I | | | | 1
0 12 20 20 24 36 48 60 72

Hafta

20. Haftadaki randomizasyondan dnce herhangi bir nedenle tedaviyi kesen hastalar “Diger” olarak siniflandiriimistir (N=100)
TVR dozu: 750 mg, 3x1, yemekle beraber; Peg-IFN alfa-2a dozu: 180 ug/hf; RBV dozu: 1000 veya 1200 mg/gun
eRVR: 4 ve 12. haftalarda HCV-RNA tespit edilememesi

Sherman KE, et al. Hepatology 2010;52(Suppl.):401A



ILLUMINATE: eRVR elde edilen hastalarda tedavi suresi
ve fibrozise gore KVY oranlari
P —— T o e o

FO-2 F3 F4
Fibrozis yok ya da minimal Bridging fibrozis Siroz

I I

100 1 96 91 | 95 i 92
i o6
80 - I i
1 1
i i
1 1
s : :
e_/ 60 - 1 I
> I !
Z i i
X 40 - ! I
i i
i i
1 1
20 - l i
i i
1 1
i i
1 1

0 " 7,

T12PR24 T12PR48 T12PR24 T12PRA48 T12PR24 T12PR48
119/124 115/127 19/20 18/21 11/18 11/12

*and randomized to T12PR24 or T12PR48 regimens at Week 20
SVR: HCV-RNA <25 IU/mL at last observation within the Week 72 visit window.
In case of missing data, the last HCV-RNA data point from Week 12 of follow-up onwards was used Telaprevir Urln bilgisi



Telaprevir: Faz 2/3 naiv hasta ¢aligmalarinda eRVR (+)
hastalarda KVY oranlari
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ADVANCE ILLUMINATE

100 -
. 80 -
S
= 60 -
S
°
O 40 -

20 -

O 1 T
T12PR T12PR24 T12PR24
B ecRVR+ B KVY

Adda N, et al. CDDW/CASL 2012: A26
Telaprevir EU SmPC



The NEW ENGLAND JOURNAL of MEDICIN E

ORIGINAL ARTICLE

Telaprevir for Retreatment of HCV Infection

Stefan Zeuzem, M.D., Pietro Andreone, M.D., Stanislas Pol, M.D.,

Eric Lawitz, M.D., Moises Diago, M.D., Stuart Roberts, M.D.,
Roberto Focaccia, M.D., Zobair Younossi, M.D., Graham R. Foster, F.C.R.P.,
Andrzej Horban, M.D., Peter Ferenci, M.D., Frederik Nevens, M.D.,
Beat Mullhaupt, M.D., Paul Pockros, M.D., Ruben Terg, M.D.,

Daniel Shouval, M.D., Bart van Hoek, M.D., Ola Weiland, M.D.,

Rolf Van Heeswijk, Pharm.D., Sandra De Meyer, Ph.D., Don Luo, Ph.D.,
Griet Boogaerts, M.Sc., Ramon Polo, Pharm.D., Gaston Picchio, Ph.D.,
and Maria Beumont, M.D., for the REALIZE Study Team™

“REALIZE”
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Calisma Kriterleri

__
Dahil Edilme Dahil Edilmeme
= KVY elde edilemeyen, » Dekompanse siroz,
= 18- 70 yas, = HIV veya HBV ko-enfeksiyonu,
» KHC ile uyumlu biyopsi sonucu (son » Baska bir nedene bagli karaciger
18 ay) hastalig,
= HCV Genotip 1, = HCC

= Notrofil 21200 mm?,
= Trombosit = 90.000 mm?3,
= Hemoglobin 212 g/dI (9),

>13 g/dl (3)



REALIZE: Calisma tasarimi

P — T S e R —— —
PR48
(CUIU) I Plasebo + Peg-IFN+ RBV Peg-IFN + RBV
n=132

Lead-in T12/f - -

TVR +
PR48 Peg-IFN : .
n=264 < RBY Peg-IFN + RBV Peg-IFN + RBV

T12/PR48 TVR + Pbo +
Peg-IFN -
n=266 Peg-IFN + RBV [ %RBY Peg-IFN + RBY

0 Z 8 12 16 48 72

Hafta KVY degerlendirmesi T

Zeuzem S, et al. N Engl J Med 2011;364:2417-28



Calisma popilasyonu; Temel Ozellikler (1)

R —— —

Lead-in

T12PR48 T12PRAS PR48
(N=266) (N=264) (N=132)
Erkek, % 69 72 67
Beyaz irk, % 92 95 89
Yas, yil 51 51 50
BMI (Body mass index), 08 57 57
kg/m?
Baglangi¢ HCV RNA, 6.6:0.03 6.6:0.04 6.6:0.05
log,o IU/mL
HCV genotip subtip, %
la 44 46 45
1b 45 44 45

HCV RNA 2800,000 IU/ml 89 89 86




Calisma popilasyonu; Temel Ozellikler (2)
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IR — ~ A m——

Lead-in
T12PR48 T12PRA48 PR48
(N=266) (N=264) (N=132)
Siroz, %
Primer yanitsiz, % 27 28 28
Parsiyel yanith, % 18 18 20

Nuks, % 55 53 52




REALIZE: Calisma tasarimi

I — r’w ——— . -
= - —— o _ o —

PR48

(kontrol) Pbo + Peg-IFN + RBV Peg-IFN + RBV
n=132

Lead-in T12/f - - m—
PR48 Peg-IFN : .
n=264 < RBY Peg-IFN + RBV Peg-IFN + RBV

T12/PR48 TVR + Pbo +
Peg-IFN -
n=266 Peg-IFN + RBV [ %RBY Peg-IFN + RBY

0 Z 8 12 16 48 72

Hafta KVY degerlendirmesi T

Zeuzem S, et al. N Engl J Med 2011;364:2417-28



REALIZE: Onceden tedavi basarisizlig
olan hastalarda ulasilan KVY oranlari
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Relaps Parsiyel Primer yanitsiz

yanithlar

100 -

*

88 *

PR48  LIT12/ T12/ PR48  LIT12/ T12/ PR48  LIT12/ T12/
PR48 PR48 PR48 PR48 PR48 PR48

n/N=  15/68  124/141 122/145 @ 4/27 27148 30/49 2/37 25/75 22[72

*p<0.001 vs PR48
Zeuzem S, et al. N Engl J Med 2011;364:2417-28



REALIZE: Primer yanitsiz sirozlu hastalarda KVY
oldukca dusuk

———

Relaps olgular Parsiyel yanithlar Primer yanitsizlar
1001 !
86 85 i T12/PR48
1
80 - | M Pbo/PR48
| |
1 1
- | |
S 607 i 56 i
> E | 41
X 204 I I 39
32 : 34 !
: : 10
6
201 |18 I 14y
I I 1/ 0 10
144/ 53/ L 34/ 10/ O | | (24| 18 |15/ \ 71
| |
04167 62 47 18| 0/5 |32 50 [ |38 50
Minimal Bridging [ Minimal Bridging Siroz Minimal Bridging Siroz
fibrozis fibrozis fibrozis Fibroz fibrozis Fibroz
ya da yok ya da yok ya da yok

Evre
Zeuzem S, et al. EASL 2011. Abstract 5.



REALIZE: RVR ya da eRVR eldesi ile KVY iligkisi
(havuzlanmis veri)

B — ST e
RVR elde edilen hastalarda KVY eRVR elde edilen hastalarda KVY
100 ~ 100 ~ 95
91
80 80
< 60 60
>
<
40 40
20 20
n/N= 183/201 183/193
0 . . 0 _ .
Relaps Parsiyel Primer Relaps Parsiyel Primer
yanithlar yanitsiz Yanithlar yanitsiz
RVR ulagan 201/251 (80) 56/84 (67) 42/130 (32) eRVR ulasan 193/251 (77) 55/84 (65) 38/130 (29)
n/N (%) n/N (%)
RVR defined as undetectable HCV RNA 4 weeks after start of TVR (Week 4 for T12PR arm and Week 8 for LI T12PR arm) Berg T, et al. Hepatology

*Multiple logistic regression analysis subset (N=465); telaprevir treatment arms were pooled 2011;54(Suppl. S1):375A
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IL28b tedavi belirleyicisi olarak kullanilabilir mi?



PROVE?2 (telaprevir): ilag rejimi ve IL28B
genotiplerine gore KVY oranlari

——

— E s S

100

(©))]
o

SVR (%)
N
o

N
o

T12PR12 T12PR24 T12P12 PR48

Bronowicki J-P, et al. J Hepatol 2012;56 (Suppl 2):S430-1



Tartisma. PROVE2 calismasindan ogrendlklerlmlz
D — ST e = R —

KVY orani

Placebo
PR48 (n=82) F = =if =\ Peg-IFN + RBV 46%
+ RBV
TVR
T12PR24 (n=81) [ERLRl= ] | ol
RBY + RBV

TVR
T12PR12 (n=82) PERLEGE|N 60%
+ RBV

69%

T12P12 (n=78)

0)
(no RBV) 36%

0 12 24 36 48
Hafta

Hézode C, et al. N Engl J Med 2009;360:1839-50



Tartl§ma PROVE2 calismasindan ogrenilenler!

‘ e --...___::_ #,-..‘:--' .“'""__',i--—.. m = _—— B
KVY orani
Placebo
PR48 (n=82) | =i =\ Peg-IFN + RBV 46%
+ RBV
TVR
T12PR24 (n=81) BEREERE[= N 69%

RBV

TVR
T12PR12 (n=82) [IER:INR[=N IL28B CC olan KVY:%100 (12/12)2

+ RBV

T12P12 (n=78)

(no RBV) 36%

0 12 24 36 48
Weeks

1. Hézode C, et al. N Engl J Med 2009;360:1839-50
2. Bronowicki J-P. EASL 2012. Abstract 1094. Poster presented on Saturday 215t April



ADVANCE: IL28B genotipine gore KVY oranlari

100 - CT : TT
80 -
71
> i 57
EQJ 60
nd
5
40 -
23
20 -
n/N= 0 38/45 45/50 43/76 48/68 19/32 16/22

PR T8/PR T12/PR PR T8/PR T12/PR PR T8/PR T12/PR

Samples were available for 454/1088 (42%) patients (Caucasian) enrolled in ADVANCE
SVR: sustained virologic response, defined as undetectable HCV RNA 24 weeks after
last planned dose Jacobson IM, et al. J Hepatol 2011;54(Suppl.):S542



ADVANCE: IL28B CC genotip olan RVR / eRVR ve
KVY oranlari
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100
80
<
S
c:cs 60
!
@
£ 40
20
0
PR48 T12PR PR48 T12PR PR48 T12PR PR48 T12PR
n/N= 9/55 42/50 9/9 39/42 9/55 39/50 9/9 37/39

IL28B CC olan hastalarin 78%(39/50)’inde kisa siireli (24 hf) Tx uygun bulundu

RVR: rapid viral response (undetectable HCV RNA at Week 4)
eRVR: extended rapid viral response (undetectable HCV RNA at Weeks 4 and 12) Jacobson IM, et al. J Hepatol 2011;54(Suppl. 1):S542



—

PEG/RBV + TVR/BOC gercekten etkin mi?

i -

= 859 veteran hasta (BOC; 661, TVR; 198)
= KVY oranlari: BOC: %50, TVR %52

(ISSN: 1365-2036)


http://www.medscape.com/viewpublication/984
http://www.medscape.com/viewpublication/984
http://www.medscape.com/viewpublication/984
http://www.medscape.com/viewpublication/984
http://www.medscape.com/viewpublication/984
http://www.medscape.com/viewpublication/984
http://www.medscape.com/viewpublication/984
http://www.medscape.com/viewpublication/984

Ozel popilasyonlara iliskin ek bilgiler

————— 1 -—
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» Orta derecede veya ciddi bobrek yetmezligi olan

(CrClI = 50 ml/dk) kronik HCV enfekte hastalarda INCIVO kullanimina ait
veri bulunmamaktadir

= INCIVO, orta derece ila ciddi karaciger yetmezligi (Child-Pugh B veya C,
skor 27) veya dekompanse karaciger hastaligi olan hastalarda onerilmez

= Hafif karaciger yetmezligi (Child-Pugh A, skor 5-6) olan hepatit C
hastalarinda INCIVO doz degisikligine gerek olmaksizin kullanilabilir

= Ayrica Child-Pugh skoru > 6 da peginterferon alfa ve ribavirin
kontrendikedir



Tedavi Oncesi Onerilen
Laboratuyar ve KIini_k testler

- ——— —_—

N e

HCV RNA ve

INCIVO kombinasyon tedavisinin baslatiimasi i¢in onerilen baslangic
degerleri:

Hemoglobin: 2 12 g/dl (kadin); > 13 g/dl (erkek)

Trombosit sayisi 2 90.000/mm?3

Mutlak notrofil sayisi 2 1.500/mm?

Eutiroid duzeyde tiroid fonksiyonu (TSH)
Hesaplanan kreatinin klerensi 2 50 ml/dk
Potasyum 2 3.5 mmol/

Child-Pugh Evre A

Tiroid
Fonksiyonu

Telaprevir EU SmPC; Boceprevir EU SmPC



Kontrendikasyonlar

“ I ——— .._::_

= Telaprevir CYP3A ‘yi gucli bicimde indukleyen ve dolayisiyla
etkinliginin azalmasina yol agan aktif maddelerle beraber
kullaniimamaili

= Telaprevir veya herhangi bir yardimci maddeye asiri duyarlilik
» Child Pugh B ve C evrelerinde kullaniimamali



Tedavi sonlandirma kurallari
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= 4. haftada HCV-RNA > 1,000 IU/ml ise

— Tedavi kesilir

= 12. haftada HCV-RNA >1,000 IU/ml bulunursa
= 24. veya 36. haftada HCV-RNA pozitif bulunursa
— Ikili tedavi (Peg-IFN alfa ve Ribavirin) kesilir



Telaprevir ve Direng



TVR ile tedavide dorduncu hafta HCV RNA >1000

lU/mL ola

48

n hastalarda direnc¢ profili
RS s =

Treatment-naive Treatment-experienced
Level of [(ADVANCE/ILLUMINATE) (REALIZE)

Variant, n resistance N=14 N=11

V36M + :
A156S/TIV 1

R155K Low 0
wro W 1

» DOrduncu haftada HCV-RNA >1000 IU/mL olan 25 hastanin higbirinde KVY yok

R N O O

» Dordlncu haftada HCV-RNA 100 - 1000 IU/mL olan 4/16 naiv ve 1/7 tedavi
deneyimli hastalarda KVY elde edilebildi

» Onikinci haftada HCV-RNA >1000 IU/mL olan hicbir hastada KVY yok



Telaprevir ve Yanetki Spektrumu



Yanetkiler

——— o —3 -— B e pr——
- — - - e—tai———
RS — =

= Rash

= Kasinti

= Anemi

» Anorektal semptomlar
= Bulanti kusma

= Diyare



Antimikobakterial

Rifampin

Antiepileptik

Karbamazepin, fenitoin ve fenobarbital

Herbal Urunler

Alpha-1 Adrenoreceptor Antagonist

St John’s wort (Hypericum perforatum)= Kantaron Otu/yag

Alfuzosin

Ergot Derivatifleri

Dihidroergotamin, ergonovin, ergotamin, metillergonovin

Gastrointestinal Motilite etkili ajan

Cisaprid

HMG CoA-Reduktaz Inhibitorleri

Atorvastatin, lovastatin, simvastatin

Neuroleptik

Pimozide

PDES5 Inhibitor

Sildenafil or Tadalafil (Pulmoner Hipertansiyon tedavisi dozlarinda)

Sedatives/hipnotikler

Orally administered midazolam, triazolam

Antihistaminik

Astemizol, Terfenadin

Antigritoie aiamiargan incivo arin bilgileri

Amiodaron. Bepridil. kinidin- IV lidokain hari¢ herhangi bir Sinif la ve I

antiaritrmil,
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» Erigkin kompanse karaciger hastaligi (siroz dahil) olan genotip 1 kronik
hepatit C hastalarinda endikedir.

= Nalv ya da tedavi deneyimli olgularda kullanilabilir.

» Naliv hastalarda tedavi basarisi dusuk fibrozisli, eRVR elde edilen ve
IL28B CC genotipi olan hastalarda belirgin derecede yuksektir.

= Tedavi sonrasi nuks olgularda da TVR ile basarili sonuglar alinirken,
parsiyel yanith ve primer yanitsiz hastalarda tedavi yaniti dusuktur.

= Tedavi sonlandiriilma kurallarina dikkat edilmelidir.






