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Hepatit C Virusu

Cekirdek proteini

Viral glikoprotein E1 .
Lipid zarf

Viral glikoprotein E2
Filaviviridae ailesinden Hepacivirius cinsi
Pozitif tek zincirli lineer RNA genomuna sahip
Genellikle niikleokapsid icindedir

E1 ve E2 glikoproteinlerinden olusan zarfla c¢evrili



Hepatit C Virus Genomu
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Kronik infekte hastalarda her giin 1012 viral partikiil olusur. Hataya yatkin polimeraz
aktivitesi ve yiiksek ¢cogalma hiz1 genetik cesitlilige yol acar ve infekte bireylerde
tirumstler olusur.

Morales, J M. & Fabrizi F. Hepatitis C and its impact on renal transplantation.Nat. Rev. Nephrol. 2015



Diinyada Hepatit C

H atit Pre v n
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*Tahmini 71 milyon kronik hepatit C infeksiyonu. S
*Her y1l 399 000 Kkisi hepatit C nedeni ile siroz veya | i
hepatoseliiler karsinomadan 6lmekte.

*Her y1l 1 225 000 yeni infeksiyon (DSO)
*En az yarisi hastaligin farkinda degil

*%7’si tedavi alabiliyor

Misra S, et al. Direct-acting antiviral treatment of acute hepatitis C virus infections, Expert
Rev Anti-inf Ther 2018; 16:8, 599-610



HCV Genotiplerinin Global Dagilimi

55.5 million
14 milion
HCV genotype proportion 39 million

1.7 mill
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Ulkemizde Durum

Ulkemizde 2012’de yayinlanan bir calismada, calismaya katilanlarda anti-HCV sikliginin %0,5
ile 1 arasinda oldugu bildirilmistir (3). Buna gore 18 yas tstl niifusta yaklasik 250.000-550.000
kiginin HCV ile enfekte oldugu ve HCV ile enfekte olanlarin biiytik cogunlugunun bu durumun

farkinda olmadig1 distintilmektedir.

2014°de yaymnlanan bir calismada iilkemizde 2013 itiban ile 514.000 kisinin (%0,7) (317.000—
540.000) HCV ile enfekte oldugu tahmin edilmistir. Aym calismaya gore; 81.300 (%16) Kisinin
HCV ile enfekte oldugu, yillik yeni tani alan hasta sayisi 5.500 (%1,1) oldugu ve yillik tedavi alan
hasta sayisinin 4.200 (%0,8) oldugu tahmin edilmektedir. 2013’te HSK sayis1 2.230 iken 2030°da
%70 artis gosterecegi ve benzer olarak karaciger iligkili 6ltimlerin, 2020°de, 2013 seviyesinin %70
tizerine cikacagl, dekompanze ve kompanze sirozunda, sirasiyla %60 ve %40 oraninda artacagi
tahmin edilmektedir (3.10.11).

HCV’nin tedavi edilmedigi takdirde ontimiizdeki 20 yilda hastalik ylikiintin ve mortalitenin gi-
derek artmasi beklenmektedir. Ayn1 calismada 2030°'da yaklasik 80.000 kisinin HCV’ye bagh
siroz, 3.770 kisinin HSK olabilecegi ve 3.420 Kkisinin de HCV enfeksiyonu nedeniyle kaybedilecegi
tahmin edilmektedir (Sekil 7) (11).

Tiirkiye Viral Hepatit Onleme ve Kontrol
Programi” “Saglik Bakanlig1 Yaym No1102,
Ankara, 2018



Ulkemizde Durum

Anti-HCV pozitifligi

Hemodiyaliz hastalarinda %3,8,

Periton diyalizi hastalarinda %1,7,

Bobrek transplantasyonu yapilan hastalarda %1,96,

Karaciger transplantasyonu yapilan hastalarda ise %7,6
olarak saptanmistir.

Tiirkiye Viral Hepatit Onleme ve Kontrol
Programi” “Saglik Bakanlig1 Yaym No1102,
Ankara, 2018



Ulkemizde Genotip Dagilimi

Anti-HCV pozitiflik oran1 %0.4-2.1 arasinda

Genotip 1 (%91.8-93.3) en baskin genotip
%80’ini genotip 1b olusturmaktadir.

Genotip 3 (%3.7-4.9),

Genotip 4 (%1.1-2.5)

Aygen B et al. Kronik Hepatit C Virusu infeksiyonunun Yonetimi. Klimik
Dergisi 2017; 30(Ozel Say1 1): 2-36



Gegis Yollan

Infekte kan ve kan tiriinleri

Guvenli olmayan saghk islemleri

TDamar ici madde kullanimi (%5-25/y1lda) (%6,7)
Anneden bebege <%5 (HIV infekte annelerde %18)
Cinsel yolla <%0.82 (tek eslilerde)

World Health Organization. Guidelines for the Screening, Care and Treatment of Persons with Hepatitis C Infection. Updated Version April 2016.



Risk Altindaki Gruplar

1996’dan once kan ve kan tiriini alanlar,

Sik kan ve kan tirtinti transfiizyonu olanlar,

Damar ici madde kullananlar,

Riskli cinsel davranis 6ykiisii olanlar (Escinsel/bisekstiel erkekler, ¢coklu cinsel partner, seks iscileri),
Dis tedavisi ve tibbi girisim gecirenler,

Hemodiyaliz hastalari,

Organ nakli olan hastalar,

Ortak kapali alanlarda yasayanlar (hapishane, kres, bakimevi, askeri kogus vb.),
Aile ici temas riski olanlar,

Meslek gruplar: (saglik calisanlari, berber, beden iscileri, kuaforler vb.)
Ko-enfeksiyon varligi (HBV, HIV),

Dovme, piercing, toplu stinnet 6ykiisii olanlar,

Anti-HCV pozitif annelerin ¢ocuklari,

Immunsiipresif hastalar

Anti-HCV pozitif kisilerin partnerleri



Risk Temelli Tarama

Damar icin madde kullanimi

1987’den Once pihtilasma faktoru alanlar

1992’den once kan/organ alanlar Hastalarin ancak
Kronik hemodiyaliz %50’sini saptamaktadir
Karaciger hastaligi bulgular( 6r. ALT T) >

HIV infekte Kkisiler
Saglik personelinin HCV pozitif kanla perkiitan temasi

HCV pozitif anneden dogan bebekler
_/

Daha iyi stratejilere ihtiyag var.

Rein DB. Dig Liver Dis. 2011



HCV’nin Yagsam Dongusu

HCV virlon

New HOV Virion

ASRRRRRNY

A

RNA Replication
ot

Tibotec.com




10,000,000
~ 1,000,000
E
o 100,000
2
o
o 10,000
L
<
= 1,000
(14
> 100
2

10

1

Eclipse Phase
I

0 5 10 1l5 20 26 30 35 40

Days following HCV Acquisition

45

50



Concentration

Hepatit C Dogal Seyir

HCV Antibodies

Symptoms +/-

HCV RNA

ALT

T T T T 771 T T T
2 4 6 1 2 3 4

Months Years

Time After Exposure

HCV Antikor:
4-10 hafta sonra
Yaklasik 6 ay sonra pozitiflik (%97)
Klirens olsa da pozitif
HCV RNA:
2-3 haftada pozitif
Negatif sonucgta 12 ve 24 haftada

tekrari



Akut Hepatit C

>%85 asemptomatik

Temas sonrasi 6 ay icinde gelisen infeksiyon
1. Anti-HCV negatif, HCV RNA pozitif

veya
2. Son 4-6 ay icinde anti-HCV negatif
iken pozitiflesmesi

HCV RNA'da en az saptama siniri<15 IU/ml



HCV Kor Antijeni:
Sms +- Sy im = ﬁ HCV

LI

Titre
Titre

Normal
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Serum veya plazmada tespiti HCV replikasyonunu gosterir.

HCV RNA'ya gore duyarliligi dustik alt tespit sinir1 ~ 500-3000 HCV RNA
Akut hepatitlerde HCV RNA'dan birkag giin sonra tespit edilebilir

Nadiren HCV RNA pozitif oldugunda negatif bulunabilir.

Mondelli et al. J Hepatol; 2005; 42:S108-S114



Hepatit C Infeksiyonunun
Dogal Seyri

Akut Hepatit C

7\

Spontan rezolusyon
%15- %45

Kronik infeksiyon
%55-85

25-30 yil

Siroz
%20-%30

J

Hepatoselller Ca
%1,4/yl.



Low Frequency of Cirrhosis in a Hepatitis C (Genotype 1b)
Single-Source Outbreak in Germany: A 20-Year Multicenter Study

MANFRED WIESE,! FRIEDER BERR,2 MICHAEL LAFRENZ,3 HEINER PoRrsT,* AND UTE OESEN®
EPATITIS C STuDY GROUP*

From August 1978 until March 1979, 14 batches of anti-D
immune globulin contaminated with hepatitis C virus
(HCV) genotype 1b (20,000-480,000 copies/dose) from a
single erythrocyte donor had been administered for prophy-
laxis of rhesus isoimmunization throughout East Germany.
All 2,867 women involved had been recalled after January
12, 1979 for repeated screening of alanine transaminase
(ALT). They were prospectively followed in regional cen-
ters. We have reexamined a cohort of 1,018 women (median
age 24, range 16-38 years at infection) on follow-up for 20
years in 9 representative centers. Within 6 months after
anti-D administration, 10% of these women had no evidence
of disease and 90% had acute hepatitis C (n = 917)
including 49% with symptomatic and 22% with icteric
course. After 20 years, 85% of the 917 affected women still
tested positive for HCV antibodies (among them 3% re-
sponded to interferon treatment) and 55% were positive for
HCV RNA (among them 7% were nonresponders to inter-
feron and 3% were apparent HCV carriers). Only 4 (0.4%)
had overt cirrhosis. Two (0.2%) died of superinfected
fulminant hepatitis B or alcoholism and cirrhosis, respec-
tively. Histology obtained in 44% of the viremic women
showed hepatitis of minimal to moderate grade in 96%,
portal fibrosis in 47%, and septal fibrosis in 3% of the cases.
In conclusion, formerly healthy young women, without
hepatic comorbidity, may clear HCV (1b) infection in half of
the cases or develop mild chronic hepatitis C with low risk
of progression to cirrhosis within 20 years. (HEPATOLOGY
2000:32:91-96.)

1018 kadin

Yas 16-38

20 y1l izlem

%90 akut hepatit C

20 y1l sonra %85’inde anti-HCV pozitifligi
%55 HCV RNA pozitif

%47’sinde hafif-orta fibroz

%0,4 siroz

%0.2 fulminan hepatit

Daha once saglikli genc¢ kadinlarin yarisinda
HCV 1b infeksiyonunda klirens ya da dusuk
progresyon. Klirenste 6nemli:

Gen¢ olmak

Kadin olmak

Semptomatik hastalik (%25-50)




Hepatology. 2014 January : 59(1): 109—-120. doi:10.1002/hep.26639.

The effects of female sex, viral genotype and /L28B genotype on
spontaneous clearance of acute hepatitis C virus infection

Jason Grebely!, Kimberly Page2, Rachel Sacks-Davis3#4, Maarten Schim van der Loeff°-¢,
Thomas M. RiceZ, Julie Bruneau’, Meghan D. Morris2, Behzad Hajarizadeh', Janaki Amin',
Andrea L. Cox8, Arthur Y. Kim®, Barbara H. McGovern1%:11 Janke Schinkel'2, Jacob
George'3, Naglaa H. Shoukry’, Georg M. Lauer®, Lisa Maher', Andrew R. Lloyd'4, Margaret
Hellard34, Gregory J. Dore', and Maria Prins5.6 on behalf of the InCStudy Group3

Among 632 participants with acute HCV, 35% were female, 82% were Caucasian, 49% had IL28B
CC genotype (1s12979860), 96% had injected drugs ever. 47% were infected with HCV genotype
1 and 5% had HIV co-infection. Twenty-eight percent were HCV antibody negative/RNA positive
at the time of acute HC'V detection (early acute HCV). During follow-up, spontaneous clearance
occurred 1n 173 of 632 and at one year following infection, 25% (95%CTI: 21%, 29%) had cleared
virus. Among those with clearance, the median time to clearance was 16.5 weeks (IQR: 10.5, 33.
weeks), with 34%, 67% and 83% demonstrating clearance at three. six and twelve months.

%?25 spontan klirens, ortalamalé, 5 haftada

Kadin cinsiyet,
IL28B genotip,
HCV genotip 1 bagimsiz klirens belirleyicileri




Spontan Rezoliisyon

Genc yas,

Kadin cinsiyet,

IFN lambda- 4 geninde polimortfizm ( CC genotipi
tek-ntikleotid polimorfizmi rs12979860)

Genotip 1 infeksiyonu,

Semptomatik hastalarda %50’ye dek spontan klirens olabilir

HCV RNA < 4 1og10 (tanida) ve/veya ilk 4 haftada > 2.510g10
Tersine tani sonrasi 12 ayda HCV RNA pozitifligi kroniklesme
lehine.
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Kroniklesmeyi Etkileyen
Faktorler

Viral yiik inokiiliim miktar:

Genotip

Infeksiyonun alindig1 yas (>25 yas)
Cinsiyet (erkeklerde>kadinlar)

Etnisite

Ko-infeksiyonlar (HIV,HBV) %15-20 klirens
Alkol tiiketimi

Ko-morbid kosullar

+ Kanser

+ Immunosupresyon

+ Nonalkolik steatohepatit
+ Obezite...

7 N
N



SORUN

Kimde spontan rezoliisyon?

Kimde kroniklesme?



HCV Tedavisinde Tarihsel Sure¢
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Gecmiste Akut Hepatit C Yaklasimai

Tedaviye uyum sorunu

8-12 hafta bekle Yan etki
Her hastada kullanamama
Peg interferon 12 hafta HIV ko-infeksiyonunda kalici

viral yanit diisuk

Kalic1 viral yanit: %89-%98

Deterding K, et al. Delayed versus immediate treatment for patients with acute hepatitis C: a randomised controlled non-
inferiority trial. Lancet Infect Dis. 2013;13(6):497-506.

Santantonio T, et al. Acute hepatitis C: a 24-week course of pegylated interferon alpha-2b versus a 12-weekcourse of pegylated
interferon alpha-2b alone or with ribavirin. Hepatology. 2014;59(6):2101-9.



HIV/HCV Ko-infeksiyonunda
Tedavi

Infeksiyon sonrasi 4 haftada HCV RNA da azalma < 2 log10
veya

12 haftada persistan yuksek HCV-RNA varsa

Peg-Interferon + Ribavirin kombinasyon tedavisi
4. Haftada yanit varsa 6 ay,

12. Haftada HCV RNA'da azalma< 2 log10 ise tedavi
kesilebilir .

European ATNAHCICP. Acute hepatitis C in HIV-infected individuals:recommendations from
the European AIDS treatment network (NEAT) consensus conference. AIDS (London, Englanc
2011;25(4):399-4009.



Akut Hepatit C Tedavisinde

Spontan klirensin olmasi

DAA'larin akut donemde etkisi ile ilgili bilginin
sinirli olmasi

Erken tedavi stratejilerinin maliyet-etkinligi
ile ilgili calismalarin olmamasi

DAAler gegcmiste ¢ok degerlendirilmedi



HCV tedavisinde FDA onayli DEA’lar

Boceprevir Victrelis 2011 1
Telapravir Incivek 2011 1
Simeprevir Olysio 2013 1
Sofosbuvir Solvaldi 2014 14
Ledipasvir/Sofosbuvir Harvoni 2014 1,4-6
Paritaprevir/ritonavir/Ombitasvir + dasabuvir Viekira 2015 1
Paritaprevir/ritonavir/Ombitasvir Technivie 2015 4
Daclatasvir Daklinza 2015 3
Grazoprevir/Elbasvir Zepatier 2015 1,4
Velpatasvir/Sofosbuvir Epclusa June 2016 1-6
Velpatasvir/Voxilaprevir/Sofobuvir Vosevi July 2017 1-6

Glecaprevir/Pibrentasvir 7 Mavyret Aug 2017 16




HCV Replikasyon Ddngisu ve llac Hedefler
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Kayali Z. Pharmgenomics Pers Med. 2014



Hepatology: 2018 March ; 67(3): 837-846. do1:10.1002/hep.29611.

Should we treat acute hepatitis C? A decision and cost-
effectiveness analysis
Emily Bethea, MD".22", Qiushi Chen, PhD"2", Chin Hur, MD, MPH' 23, Raymond T. Chung,

MD?23, and Jagpreet Chhatwal, PhD".2.3
"Massachusetts General Hospital Institute for Technology Assessment, Boston, MA

2Harvard Medical School, Boston, MA

Abstract

It 1s not standard practice to treat patients with acute hepatitis C virus (HCV) infection. However,
as the incidence of HCV in the Umited States continues to rise, it may be time to re-evaluate acute
HCV management in the era of direct-acting antiviral agents (DAAs). In this study a
microsimulation model was developed to analyze the tradeoffs between initiating HCV therapy in
the acute versus chronic phase of infection. By simulating the lifetime clinical course of patients
with acute HCV infection, we were able to project long-term outcomes such as quality-adjusted
life years (QALYs) and costs. We found that treating acute HCV versus deferring treatment until
the chronic phase increased QALY's by 0.02 and increased costs by $483 in patients not at risk of
transmitting HCV. The resulting incremental cost effectiveness ratio (ICER) was $19.991 per
QALY demonstrating that treatment of acute HCV was cost-effective using a willingness-to-pay
threshold of $100.000 per QALY. In patients at risk of transmitting HCV, treating acute HCV
became cost-saving, increasing QALY's by 0.03 and decreasing costs by $3655.

Conclusion—Immediate treatment of acute HCV with DA As can improve clinical outcomes and
be highly cost-effective or cost-saving compared with deferring treatment until the chronic phase
of infection. If future studies continue to demonstrate effective HCV cure with shorter 6 week
treatment duration, then it may be time to revisit current HCV guidelines to incorporate
recommendations that account for the clinical and economic benefits of treating acute HCV in the

era of DAAs.

Erken tedavi, ertelemeye gore maliyet etkin




AKkut Hepatit C Tedavisinde Interferonsuz
Rejimler

Damar ici ilag kullananlar

Durat-
Duration of ion
SVR Genotype  acute infection DAA therapy Baseline HCV RNA

Clinical trial (year Cohort sizi rate (%) included (weeks) regimen (weeks) (logyp 1U/mL) Predictive factors
Basu et al. (2016) 29 93% in la & 1b (app. Not reported (A) Ledipasvir/ (A) 4 (A) 3.08 (mean) (A) Mean Age 27, 14%

[65] AN =14 both 50% each sofosbuvir B) 8 (B) 3.2 (mean) White

B)N =15 arms arm) (B) Simeprevir/ (B) Mean Age 31, 13.3%
sofosbuvir White

Deterding et al. 20 100% la (55%), 1b 4.7 Ledipasvir/ 6 4.04 (median) 60% IFNL3 CC, 95%

(2017) [66] (45%) sofosbuvir symp. hepatitis and

40% with jaundice

VR, sustained virological response; DAA, direct-acting antiviral; HCV, hepatitis C virus; symp., symptomatic.

Riskli grupta hemen tedavi ?
Nozokomiyal geciste kullanim

Basu P, et al. Sofosbuvir and ledipasvir versus sofosbuvir and simeprevir combination therapy in the management of acute
hepatitis C: a randomized open label prospective clinical pilot study. SLAM C study. Interim data. Hepatology. 2015;62:736A.
Deterding K, et al. Ledipasvir plus sofosbuvir fixed-dose combination for 6 weeks in patients with acute hepatitis

C virus genotype 1 monoinfection (HepNet Acute HCV IV): an openlabel, single-arm, phase 2 study. Lancet Infect Dis. 2017
;17(2):215-22.



LDYV/SOY for 6 Weeks in Acute
HCV GT1

Baseline Demographics

Male, n (%) 12 (60)
Age (years), mean (range) 46 (23-63)
HCV GT 1a 55

Risk factors for infection, n (%)

Sexual transmission 11 (55)
Medical procedures/needle-stick injury 5(25)
Nail treatment 1(5)
Unspecified 2 (10)
ALT (U/l), mean (range) 463 (32 — 2716)
Bilirubin (mg/dl), mean (range) 24 (513 -111)

Short treatment of symptomatic acute HCV
GT1 mono-infected patients with LDV/SOF 6
weeks was well tolerated with a rapid
biochemical response

Deterding, EASL 2016, Oral LBO8
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Drug-related AEs, n

AEs, n (%)
Gl
Fatigue
Hair loss
Headache
Skin reaction
Abdominal pain
Psychiatric disorders
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HEPNET Acute HCV |V Study

LDV/SOF for 6 Weeks in Acute HCV GT1

Baseline HCV RNA and early virological response

8,00 -
| Week 2 HCV RNA undetectable
7,00 -

| Week 4 HCV RNA <15 |U/ml, detectable
6,00 -
5,00 -
4,00 -

3,00 -

2,00 -

Baseline HCV RNA (log10 IU/ml)

1,00 -

0,00 -
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Deterding, EASL 2016, Oral LBO8



- HIV/HCV Ko-infekte Hastalarda
Interferonsuz Akut Hepatit C Tedavisi

Spontan klirens orani dusuk
Karaciger yetmezligine gidis hizli

Durat-ion Median base- Baseline CD4
SVR rate Genotype Duration of acute DAA therapy line HQV RNA count

Clinical trial (year) Cohort size (%) included infection (weeks) regimen (weeks) (logqo 1U/mL) (cells/mL) HIV-1 RNA level Predictive factors

Naggie 5 (SWIFT-C, 27 27/27 1 (96%) * Ledipasvir/ 8 6.2 Median561 All on ART and 33% Hispanic
2017) [83] (100%) 4 (4%) sofosbuvir + HV-1

Fierer et al. (2017) 21 100% 1 (95%) Median 18 Ledipasvir/ 8 5.1 * * 58% Black or Hispanic,
[82] 4d (4.8%) sofosbuvir

Rockstroh et al. (2017) 26 20/26 la&4 < 24 weeks prior to  Ledipasvir/ 6 56 Median675 None> 200 92% White; 46% with IFN3/4
[81] (72%) study entry sofosbuvir (none < 200) CcC

El Sayed et al. (2017) 12 11/12 la & 1b Median 22 sofosbuvir 12 45 Median545 7112 < 50, 4/ 63% White, 63% CC IL28B
[74] (92%) + ribavirin (none < 200) 12 > 502/

12 >10°

Nagaie et 1- 17 1017 1a (65%), 1b(12%), 1 Median 20 Sofosbuvir Vi 6.4 Median 498 15/16 < 50, 1 w/o  35% White, 24% CC IL28B
, 2017) [73] (59%) UKN (12%)& 2(12%) + ribavirin ART

Martinello et al. 19 in total, 14  3/14 (21%) 68% 1a, 26% 3, 5% 2b Median 37 Sofosbuvir 6 54 ‘edian 598 11/12 on ART < 50 74% White, 37% CC IL28B,
(DAREC-II, 2016) co-infect-ed + ribavirin (none < 200) 21% symp. hepatitis
[72]

SVR, sustamcoUnn'naical response; DAA, direct-acting antiviral; HCV, hepatitis C virus; ART, anti-retroviral therapy; symp.. svmes*t=20200, no data provided.

HIV ko-infekte hastalarda Sofosbuvir + Ribavirin
kombinasyonunda 6-12 haftalik tedavi yaniti yetersiz

Erken baslama<22 hafta ve dusuk viral yukte yanit daha iyi




Shortened therapy of eight weeks with paritaprevir/ritonavir/ombitasvir and dasabuvir is highly
effective in people with recent HCV genotype 1 infection.

Martinello M'-2, Bhagani S® Gane E* Orkin C® Cooke G8 Dore GJ'-?, Petoumenos K', Applegate TL'! Tu E', Marks P', Pagani N7, Grebely J', Nelson M7,
Matthews GV'2.

+ Author information

Abstract

Paritaprevir/ritonavir/ombitasvir and dasabuvir with or without ribavirin for 12 weeks are approved for treatment of chronic HCV genotype 1
infection. This study assessed the efficacy of shortened duration paritaprevir/ritonavir/ombitasvir and dasabuvir with or without ribavirin for

8 weeks among people with recent HCV infection. In this open-label single-arm trial conducted in Australia, England and New Zealand, adult

28 erkek

28 genotip 1

25 akut hepatit C

23'tinde HIV-koinfeksiyonu

16 damar ici ila¢ kullanimi

8 haftalik tedavi

Kalic1 viral yanit: %97 (akut ya da yakinda
infeksiyon <12 ay)

1 yan etki nedeni ile izlemi birakma

J Viral Hepat. 2018 Oct;25(10):1180-1188



Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL Recommendations on Treatment of Hepatitis C 2018™

European Association for the Study of the Liver*

& Akut hepatit C’li hastalarda kronik hepatite gidisi 6nlemek
icin antiviral tedavi diistinulmelidir.

o Akut hepatit C’li hastalarin hemen tedavisi, tedaviyi kronik
doneme ertelemeye gore maliyet etkin bulunmustur

¢ Tedaviye ne zaman baslanacagi konusunda gortus birligi
yoktur.



Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL Recommendations on Treatment of Hepatitis C 2018™

European Association for the Study of the Liver*

¢ Akut hepatit C’li genotip 1, 4, 5, 6 hastalar sofosbuvir ve ledipasvir
(B1)ile tedavi edilmeli

& Akut hepatit C’li genotip 1b’li hastalar ritonavirle gticlendirilmis
paritaprevir, ombitasvir ve dasabuvir ile de tedavi edilebilir (B1).

¢ Tedavi stiresi 8 hafta (B1)
¢ HIV ko-infeksiyonu ve HCV RNA > 1 milyon U’de 12 hafta
¢ Kronik hepatit C tedavisine benzer olarak

+ tum genotipler i¢in sofosbuvir ve velpatasvir veya glecaprevir ve
pibrentasvir

¢ Genotip 1b ve 4 i¢in grazoprevir ve elbasvir kombinasyonuyal
tedavi de kullanilabilir (C2)

¢ Kalic1 viral yanita 12 ve 24 hafta sonra bakilmalidir (B2)

¢ Temas sonrasi profilaksi HCV gecisi dokiimante edilmedikce
onerilmez (B1).



Clinical Infectious Diseases

1D NTAN hivmall
I D S A F E AT U H E S lnrl:ta':uu.s T;!Qs Sociely of America hiv medicine association OXFORD

Hepatitis C Guidance 2018 Update: AASLD-IDSA
Recommendations for Testing, Managing, and Treating
Hepatitis C Virus Infection

AASLD-IDSA HCV Guidance Panel®

Akut hepatit C'de 12-16 hafta HCV RNA monit6rizasyonu

Saglik calisani,

Gegisi onlemek (HIV pozitif MSM, damar ici ila¢ kullanimi) ya da takip
edilemeyecek hasta icin kronik HCV gibi tedavi.




Kronik Hepatit C Virusu Infeksiyonunun Yonetimi: Turk Klinik
Mikrobiyoloji ve Infeksiyon Hastaliklari Dernegi Viral Hepatit
Calhisma Grubu Uzlasi Raporu-2017 Guncellemesi

Management of Chronic Hepatitis C Virus Infection: A Consensus Report of the
Study Group for Viral Hepatitis of the Turkish Society of Clinical Microbiology and
Infectious Diseases-2017 Update

Bilgehan Aygen’, Nese Demirtlirk?, Nesrin TUrker3,_AIi Asan*, Haluk Eraksoy®, Yunus Girbuz®,
Dilara Inan’, Derya Keten?, Safiye Koculu?, Serkan Oncii'®, Deniz Ozkaya", Nese Saltoglu™,
Murat Sayan™, Kaya Suer', Alper Sener’®, Stida Tekin'®, Nazan Tuna'?, Saadet Yazici®

Oneriler

1. AHC tanisi1 olan hastalarin tedavi icin 12 hafta bekletilebilecegi goz onunde
bulundurulmalidir.

2. AHC tedavisinde DEA ilaclarin kullanilabilecegi bilinmelidir.

3. HCV genotip 1, 4, 5 ve 6 infeksiyonlarinin tedavisinde SOF/LDV tedavisinin 8
hafta sureyle kullanilabilecegi bilinmelidir.

4. Tum genotiplerde SOF/VEL ya da SOF+DCV tedavilerinin8 hafta sureyle
verilebilecegi bilinmelidir.

5. AHC ve HIV koinfeksiyonu ve/veya HCV RNA duzeyi >1milyon IU/ml olan
hastalarda DEA ilaclarla tedavi suresil2 haftaya uzatilabilir.

6. Ulkemizde DEA'lar yururlukteki Saglik UygulamaTebligi'nde geri odeme
kapsaminda olmadiklari icin, AHC tedavisinde bir kontrindikasyon olmadigi

surece, PeglFNkullanilabilecegi akilda tutulmalidir.
Klimik Dergisi 2017; 30(Ozel Say1 1): 2-36



¢ Akut hepatit C hastalarinda (HCV RNA
pozitif sonug raporda belirtilir) 24 hafta
siireyle, Kronik C hepatitinde kullanildig:
dozlarda interferon alfa veya pegile
interferon alfa monoterapisi uygulanir. Bu
hastalarda tedaviye ribavirin eklenemez.
Akut C hepatiti tedavisi i¢in karaciger
biyopsisi ve 12 nci haftada HCV RNA
seviyesinde 2 log azalma kosulu aranmaz.



Akut hepatit C Dogrudan Etkili Antiviraller

Etkin

Kullanimi kolay

lyi tolere edilebiliyor
Kisa siirede tedavi
Pangenotipik yanit
>%95

Bulasi azaltiyor
Maliyet etkin

Spontan klirens
Gec¢ baglamada da yanit iyi
Maliyet




DSO Hepatit Eliminasyon Hedefi
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6-10 million new infections (in 2015) to 1.34 million deaths (in 2015) to

900,000 infections (by 2030) under 500,000 deaths (by 2030)



¢ Tanidan sonraki bir yil icinde HIV pozitif MSM'lerde tedavi

oraninin %46’dan %60, %80 ve %90’a ylikseltmek akut
hepatit C oraninin %15, %25 ve %36 azaltacaktir.

Martin NK, et al. Can hepatitis C virtis (HCV) direct-acting antiviral treatment as prevention reverse the
HCV epidemic among men who have sex with men in the United Kingdom? Epidemiological and modeling
insights. Clin Infect Dis. 2016 1;62(9):1072-80.



Oncelikli Tedavi

Ko-morbidite nedeni ile hizla ilerleme riski alanlar
HBYV ko-infeksiyonu
Transplant hastalari
Diyabet
HIV (12-16 y1l daha erken siroz)
Hastalig1 bulastirma riski ytiksek olanlar &.)

Damar ici ila¢ kullananlar
MSM
Anne adaylan

Hemodiyaliz hastalar



Coziim Gerektiren Konular

¢ Akut hepatit C tedavisi daha da kisaltilabilir
mi?

¢ Tedaviye ne zaman baslanmali?
+ Hangi tedavi rejimleri?

¢ Hangi gruplarda?



¢ Dinlediginiz icin tesekkiirler.



