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Hepatit C

Epidemiyoloji:

Diinya genelinde yaklasik 150-200 milyon kiside kronik hepatit C hastaliginin bulundugu
dusunulmektedir. Her yil yaklasik 3-4 milyon yeni olgu gorilmekte ve her yil 350
bin’den fazla kisi hepatit C’'nin yol actigl sonuclar nedeniyle hayatini kaybetmektedir.!
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Kronik hepatit C prevalansi bolgelere gore farkhliklar gosterir. Prevalansin en dusuk
oldugu Ulkeler %0.3 ile Avusturya, ingiltere, Almanya gibi tlkeler iken, en yiiksek

gozlendigi tlke %7.3 ile Misir’dir.?

1..http://www.who.int/mediacentre/factsheets/fs164/en (erisim tarihi Subat 2015)
2. Dore GJ et al. J Viral Hepat. 2014 May;21 Suppl 1:14
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Hepatit C

' Ulkelere gore tani ve tedavi oranlari da buyuk farkliliklar géstermektedir. 2013 yilindaki
verilere gore llkemizde tani orani %20’nin, tedavi orani ise %1’in altinda kalmistir.?
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2.Dore GJ, Ward J, Thursz M. Hepatitis C disease burden and strategies to
manage the burden. J Viral Hepat. 2014 May,;21 Suppl 1:1-4
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Ulkemizdeki Prevalans ve Genotip Dagilimi

Ulkemizdeki genotip dagilimi®

e Prevalans: % 1,9 (DSO’ye gére?)
% 0,5-1 (TKAD? & VHSD?)

e Eriskinlerde 2000 yilindan sonra

yapilmis calismalara bakildiginda
toplam 16 160 kisideki anti-HCV
pozitifligi %1.15'tir.>

e Ulkemizde genotip dagiliminda
genotip 1b basta olmak lzere belirgin
bir genotip 1 hakimiyeti vardir.

@c: G146 G2

@c=: @amn

HCV genotipi terapotik acidan 6nemlidir:
* IFN/RBV kombinasyonuna genotip 1 hastalari genotip 2 ve 3’e gore ¢cok daha az
yanit vermektedir.®

1.Bruggmann P et al. Journal of Viral Hepatitis, 2014, 21, (Suppl. 1), 5-33, 2.WHO 3. TKAD 2010, 4. VHSD
2010, 5. Altuglu | et al. Int J Infect Dis. 2008 May;12(3):239-44 , 6. Klimik Dergisi 2009; 22(2): 38-43
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GT1b Global Prevalans

Tum HCV hastalarda (GT1-6) GT1b hastalarinin orani
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Gower E, Estes C, Blach S, Razavi-Shearer K, Razavi H. J Hepatol. 2014;61(1 Suppl):S45-57.
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GT1b Global Prevalans

e Dunya capinda yuksek GT1b prevelansi

= Tum enfeksiyonlarin % 22
= Bazi bolgelerde belirgin prevelans

‘ TURKIYE

‘ Japac* Japonya g%

. Avrupa  (jlkeler 70%
. %50 GT1b birlegtiril
Latin diginde
Amerika %63
() % 39 GT1b
Kuzey Amerika
% 26 GT1lb

*( Japac ulkeler Avusturalya, yeni zelenda,cin,tayvan,giliney kore,malezya,honkong ve singapur)

Gower E, Estes C, Blach S, Razavi-Shearer K, Razavi H. J Hepatol. 2014;61(1 Suppl):S45-57.
Wasitthankasem R, Vongpunsawad S, Siripon N, et al. PLoS One. 2015;10(5):e0126764.

obbvie




HCV Genotip ve Alt Genotipine gore kimulatif HSK riski

Kimulatif yasam boyu (30-75 years) Hepatoselltler karsinom (HSK) riski
HCV GT1b (29.7%) ile enfekte hastalarda
k GT1a, 2a and 2b (19.2%) enfekte hastalardan daha yiksektir.
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KVY daha az mortalite ve karaciger sorunlariile iliskilidir*

| Ortalama 8.4 yil takip edilen ileri derece sirotik 530 hasta (% 68 HCV GT1) I
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Tum sebeplere  Karacigerle HSK Karaciger
bagh 6lim iliskili 6lim / sikhgi Yetmezlig
transplantasyon
* IFN temelli tedavilerle ilgili sonuglardir. van der Meer AJ, et al. JAMA 2012; 308:2584-2593.
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Viekirax/Exviera Etken Maddeler

viekirax” exviera"
ombitasvir / paritaprevir/ dasabuvir tablet

ritonavir tablet

Ombitasvir: HCV NS5A Dasabuvir: HCV nikleozid
. inhibitord | _ olmayan NS5B inhibitora

Paritaprevir: HCV NS3/4A
| inhibitori

Ritonavir: Paritaprevirin kan
diizeyini arttiran CP3A inhibitoru

e /'

viekirax Kisa Uriin Bilgisi, exviera Kisa Uriin Bilgisi
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Viekirax/Exviera Etki Mekanizmasi

@ 4 & a N\ NS5A inhibitori

. Tﬁ’?ﬁgp” and release
%}j A @~ Ombitasvir (OBV)*
y | AR
/,. Fus!on;:&d:_\ 5 |
' -':' E —— =
| ( (EIRNA .' B Virion assembly
. . f‘\
(" \ \ @Kj
Transiation and polyprotein ) 4 ]
processing :
')
£ RNA replication
% Bt > NS5B polimeraz
A inhibitori
J
Dasabuvir (DSV)*
NS3/4A proteaz
inhibitori
Paritaprevir (PTV)*

-ritonavir (P4503A)

* OBV/PTV/r ko-formulasyon (Viekirax), DSV (Exviera);
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Viekirax/ Exviera Pozolojisi

Viekirax/ Exviera £ RBV kompanse GT1 HCV hastalarinda endikedir. }

Genotip 1b (kompanse sirotik Viekirax/ Exviera 12 hafta
veya hon-sirotik)

Genotip 1 a* Viekirax/ Exviera + RBV 12 hafta
GT4** Viekirax + RBV 12 hafta
N

A~

[ Viekirax £ RBV kompanse GT4 HCV hastalarinda endikedir J

Hasta profili*

*GT1a kompanse sirotik hastalarda viekirax + exviera +RBV tedavisi 24 haftadir...
**GT4 kompanse sirotik hastalarda viekirax + RBV tedavisi 24 haftadir..

Dozlama

Viekirax (OBV/PTV/r) = glinde 2 tablet (sabahlari) 12.5 mg/75 mg/50 mg

Exviera giinde iki kez 1 tablet (sabah ve aksam) (DSV) 250 mg Viekirax KUB(erisim tarihi Nisan 2016)
Exviera KUB (erisim tarihi Nisan 2016.)
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Pozoloji

viekirax™ exviera” ——
ambitasvir / paritaprevir / dasabuyir tablet
ritonavir tahlet

ombitasvir/ paritapravir!
ritonavir

Orab use
16 flm-couted tablets
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Sabah Aksam
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It is a revolution...

«This definition does not apply to what happened to the field of HCV therapy. Instead,
a slow, progressive, successful succession of discoveries in wich academic scientists,
Clinicians and commercial entities were collaberatively involved, led to the current situation.
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TOPLAM 27 (100)
Cinsiyet
Erkek 10 (37)
Kadin 17 (63)
VIEKIRAX / EXVIERA + RBV Yas 3
. . >55 16 (59,3
VIEKIRAX + RBV Tedavisi <55 11 (40,7)
HCV Genotipi
GT1b 27 (100)
IL28 B genotipi
CcC 1(3,7)
: H non-CC 12 (44,4)
Gergek Hayat Verllerl IL28 Genotipi Belirtiimemis 14 (51,9)
¥ 1 H H Siroz Durumu
Turklye Deneylml Non-sirotik 10 (37)
Sirotik 15 (55,6)
Siroz Durumu Belirtilmemis 2(7,4)
HCV RNA (1U/ml)
>800.000 IU/mL 22 (81,5)
<800.000 1U/mL 5(18,5)
Tedavi Deneyimi
Yilmaz Cakaloglu ve ark (21) Tedavi naif 12 (44,4)
. v Tedavi deneyimli 14 (51,9
Sabahattin Kaymakoglu (8) el 12‘(4414))
Yusuf Yilmaz (3) PI deneyimli 1(3,7)
. o SOF deneyimli 1(3,7)
M.Salih Dogan (1) VKi
Kendal Yalgin (1) <30 kg/m? 11 (40,7)
>30 kg/m? 5(18,5)
VKi Belirtilmemis 11 (40,7)

Eslik Eden Hastaliklar
obbvie Kronik bébrek yetmezligi 2(7,4)




HCV RNA Negatif %
Hastal Viekirax+Exviera
Hasta2 Viekirax+Exviera+RBV
Hasta3 Viekirax+Exviera
Hastad Viekirax+Exviera
Hasta5 Viekirax+Exviera
Hastab Viekirax+Exviera+RBV
Hasta7 Viekirax+Exviera+RBV
Hasta8 Viekirax+Exviera
Hasta9 Viekirax+Exviera
Hastal0 Viekirax+Exviera
Hastall Viekirax+Exviera
Hastal2 Viekirax+Exviera+RBV
Hastal3d  Viekirax+Exviera
Hastal4 Viekirax+Exviera+RBV
Hastal5 Viekirax+Exviera+RBV
Hastal6 Viekirax+Exviera
Hastal7 Viekirax+Exviera
Hastal8 Viekirax+Exviera
Hastal9 Viekirax+Exviera
Hasta20 Viekirax+Exviera+RBV
Hasta21 Viekirax+Exviera
Hasta22 Viekirax+Exviera
Hasta23 Viekirax+Exviera
Hasta24 Viekirax+Exviera
Hasta25 Viekirax + RBV
Hasta26  Viekirax+Exviera
Hasta27 Viekirax+Exviera
Hasta28 Viekirax+Exviera
Hasta29 Viekirax+Exviera+RBV
Hasta30 Viekirax+Exviera+RBV
Hasta31  Viekirax+Exviera
Hasta32 Viekirax+Exviera

?
i
%

12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta
12 hafta

Hammyiangieramsv 12 hafta

TEDAVi SIRASINDA HCV RNA TAKiBi TEDAVi SONRASI HCV RNA TAKiBi

Tedavi 1. 2. 3. 4, 5. 6. 7. 8. 9. 10. 11, 12, 1. 2. 3. 4, 8. 9. 10. 11, 12,
oncesi hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta

0% 18% 60% - 93% - - - 94% --- --- --- 100% 35% 100%

TEDAVi SIRASINDA HCV RNA TAKiBi TEDAVi SONRASI HCV RNA TAKiBi

Tedavi 1. 2. 3. 4, 5. 6. 7. 8. 9. 10. 11, 12, 1. 2. 3. 4, 8. 9. 10. 11, 12,
oncesi hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta hafta




Case 2

Treat him now,
Do not let it to be decompensated...
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AH, 38/M 2/1

7/2014
* Abdominal pain, pruritis and skin changes
e ALT 142, AST 102 U/L, PIt 64.000/uL, INR 1.3, Anti-HCV (+)

HCV RNA PCR 2.608.625 IU/ml, Gt 1b. AFP 30.4 IU/ml. US: PH findings, “SW Elastogr:
Cirrhotic liver”, Upper Gl Endoscopy: Early varices (grade 1)

* PeglFN alfa-2a / RBV treatment: Null Responder

3/2015 (Memorial)

* |L28B genotype T/T. HCV RNA 931.000 IU/ml. HBV seronegative, anti-HIV(-), anti-HAV
IgG (+). ALT/AST 79/86 U/L, INR 1.5, T bil: Normal.

* He requested FN-free treatment

Dx: Chronic Hepatitis C-Compensated Cirrhosis
Gt 1b, IL28B TT, PeglFN+RBV null-responder
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Progression to Liver Fibrosis in HCV Infection

Progression to cirrhosis may occur more rapidly than previously estimated
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Controls had 2 negative HCV antibodly test results (no infection) in a comparable time frame and

were matched 1:1 on age (in 5-year blocks), race, and sex. Persons with HIV, HBV, less than 24 months of
follow-up, HCC and cirrhosis at baseline were excluded. HCV-infected persons had an initial negative and
subsequent positive test result for HCV antibody and positive HCV RNA test results.
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Butt AA, et al. JAMA 2015; 175:178-185.




Survival of Patients with Compensated Cirrhosis is Significantly
Longer Than Patients with Decompensated Cirrhosis

according to clinical stage

Stl | NO VARICES 1%
T O96¢ NO ASCITES
© 4.4%
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£ VARICES
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S BLEEDING +
A Staged ASCITES 57%

decompensation at diagnosis

1.00 =
Compensated cirrhosis
n=806
0.75 =
0.50 =
0.25 =
Decompensated cirrhosis
n=843
0.00 = months

I I I I I I I I I I I
0 12 24 36 48 60 72 84 96 108 120

Pts at risk
806 600 450 335 275 248
843 288 133 55 26 13

D’Amico G, et al. ] Hepatol 2006; 44:217-231.
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Response and all cause mortality in 530 patients with
advanced fibrosis or cirrhosis (median follow up 8.4 years)

SVR patients B Non-SVR patients
30 — 29.9
26.0 27.4
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All-cause  Liver-related ~ HcCC Liver failure
mortality mortality or
transplant

van der Meer AJ, et al. JAMA 2012; 308:2584—-2593.
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HCV GT1 Patients With
Compensated Cirrhosis

Cirrhosis: AbbVie’s 3D Regimen
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TURQUOISE-IIL: GT1, Treatment-Naive and -Experienced
Cirrhotic Patients — SVR Rates

GT1b

OBV/PTV/r + DSV + RBV
" 12-Week Arm I 24-Week Arm
93 100 100 100 93 _ 100 100 100 100 86 100 100 100
100 4 92 95 — go 100
80 - 80 -
S
~ 60 - 60 -
i
=
¥ 40 - 40 -
20 - 20 -~
n 53 13 10 39 18 10 3 20
o 4N 56 13 10 2 . 18 10 B3 20
Naive Prior Prior partial  Prior null Naive  Prior relapse Prior partial  Prior null
relapse  response response response  response

Poordad F, et al. N Engl ] Med 2014, 370:1973-1982;
Viekirax Summary of Product Characteristics (accessed January 2016);

Colombo M, et al. Hepatology 2014; 60(Suppl):1132A.
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AH, 38/M 2/2

“Viekirax+Exviera” + RBV (1000mg/day)

ALT/AST (U/L) HCV RNA(IU/ml) AFP
Before Tx 79/86 931.000

2w 32/34 Negative 18.3
4w 23/25 “

8w 21/23 “

12w ? Negative

Post Tx

4w hafta 22/27 “ 10.7

12w hafta 22/30 Negative

SUSTAINED VIROLOGIC RESPONSE; CURE of HCV INF.
Monitoring for HCC complication is necessary....
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CC Risk Remains High After SVR With PegIFN * RBV

Retrospective VA cohort study of HCV-infected pts treated with peglFN +
RBV from 1999-2009 (N =22,028); HCC incidence rate 3.27/1000 PY with SVR
vs 13.2/1000 PY without SVR (HR: 0.358)

Predictor of HCC Following SVR* HR (95% CI) P Value
Cirrhosis at time of SVR 4.45 (2.53-7.82)

Age at SVR, yrs (vs younger than 55 yrs)

= 55-64 2.40 (1.53-3.77)

= 65 or older 4.69 (2.04-10.78)

Diabetes 2.07 (1.35-3.20)
HCV GT (vs GT1)

0.56 (0.32-1.01)

1.91 (1.14-3.18)

*Cox proportional hazards model adjusted for competing risk of death.

El-Serag HB, et al. AASLD 2015. Abstract 90. Reproduced with permission.
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