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HCV

» DSO verilerine gore tum diinya nifusunun %3’
(yaklasik 170 milyon kisi) HCV ile infekte.

« Insidans:
« ABD; 1980°de 130/100 000,
2005’te 0,2/100 000.
e |talya; 1985’te 5/100 000,
1991°de 1/100 000.
« Tayvan; 110/10 000.
. Misir; 0,8-6,8/1000.

« Turkiye; (prevelans) %0,4-1



HCV

« Baslica bulas;

— Gelismekte olan ulkelerde;
« HCV yonunden taranmamis kan urdnleri,
« Guvenli olmayan tibbi girisimler,

— Gelismis ulkelerde;
* Intravenoz ilag kullanimi,
« Son yillarda onem kazanan bulas yollari
— Cinsel yol,
— Perinatal yol,
— Mesleki temas.
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Figure 1. Sources of acute hepatitis C infection by geographic region.

Am J Gastroenterol 2008;103:1283.



Akut HCV: Dogal seyir

Hastalarin cogu asemptomatiktir
Sarilik %2’sinden azinda gorulur

Sadece %10-15'1 semptomatiktir
— Halsizlik, bulanti, sag ust kadran agrisi olabilir

Semptomatik hastalarda hastalik 2-12
hafta surer

Fulminan hepatit cok nadir
— Altta kronik HBV’si olan hastalarda daha sik



Akut HCV

« Semptomatik akut HCV, hastalarin az bir
Kisminda gorulmekte,

— Semptomatik akut HCV'de spontan klirens
daha fazla

« Kroniklesme orani da asemptomatik ve
semptomatik hepatit de degisiklik
gostermekte



HCV exposure

Incubation period
2-12 weeks

Symptomatic hepatitis
(10-15%)

Asymptomatic infection
(85-90%)

Chronic infection

Spontaneous clearance

Chronic infection

Maheswari A. Lancet 2008;372:324.



Akut HCV: Tani

« Akut HCV infeksiyonunun kesin tanisi icin
tanimlanmisg bir test yok.

nan bir temas sonrasi
= Anti-HCV serokonversiyonu,

— Daha once normal duzeyde oldugu bilinen
karaciger enzimlerinde yukselme

— Diger akut karaciger hastaliklarinin eka
iimesi

ikincil kanitlar




Akut HCV: Tani

» Kesin tani koyduran tek metod:

— Daha once seronegatif oldugu bilinen kiside
serokonversiyonun gosterilmesi

— Siklikla bu durum:

* Mesleki temas veya

* [V ila¢ kullanicisi gibi yuksek risk grubunda
olanlarda gosterilir

* Anti-HCV’'nin aranmasi, akut infeksiyonda
cok guvenilir degil



Akut HCV: Tani

« HCV RNA en guvenilir test

— Klinik suphe yuksek, ancak anti-HCV negatif
Ise bakilmall
« Takibinde anti-HCV serokonversiyonu olursa akut
infeksiyonu gosterir
— Dusuk risk grubunda bakilmasi maliyet etkin
deqil



Akut HCV: HCV RNA

« HCV RNA'nin daha once negatifken
saptanabilir hale gelmesi en duyarli ve
spesifik testtir.

— Temastan 2 hafta sonra saptanabilir duzeyde
viremi gelisir,
— Akut infeksiyonda viremi dalgalanma gosterir,

—5-15 IU/ml’yi saptayabilen yeni kusak PCR
metodlari onerilmekte,

— Viremiyi anti-HCV olusumu takip eder.



HCV Infeksiyonunda
Temas Sonrasi Izlem

« CDC oOnerisi;

— Bazal HCV Ab ve ALT, 001 Ecosi
— Temastan 4-6 hafta sonra HCV RNA, rehber

— Temastan 4-6 ay sonra HCV Ab ve ALT.

» Akut infeksiyon sonrasi saptanabilir
viremisi olan hastalarda, izlem icin kabul
gormus rehber bulunmamakta,

— Onerilen 4 hafta arayla HCV RNA takibi.




Akut HCV: Tedavi

* Buyuk, cok merkezli, kontrollu calisma yok

« 2 meta analizle degerlendiriimis

— Akut HCV infeksiyonunun tedavisi faydali ve
maliyet etkin bulunmus.

* Yuksek KVY oranlari kisa sureli tedaviyle
basariimakta.

« Hastalar IFN tedavisini iyi tolere etmekte.

Alberti A. Hepatology 2002;36:5195.
Licata A. J Hepatol 2003;39:1056.



Akut HCV: Tedavi

Tedavi alan Tedavi almayan
alisma
Galis n KVY (@) | n | KVY (%) P
sayisi
Alberti 17 369 %62 201 %12 <0.05
(%37-100) (%0-20)
Licata 12 162 %70.5 81 %35.3
(%25-97.7) (%5.8-37.5)

Alberti A. Hepatology 2002;36:5195.
Licata A. J Hepatol 2003;39:1056.



Akut HCV: Tedavi

Treated patients Treatment regimen Duration of therapy  ETR SVR
Omata et al™ 25 Interferon beta, total 52 MU 30 days 90%
Viladomiu et al* 28 Interferon alfa, 3 MU three times aweek vs no treatment 12 weeks 73%
Tassapoulosetal™ 24 Interferon alfa, 3 MU three times aweek vs no treatment 6weeks 75%
Hwang et al* 33 Interferon alfa, 3 MU three times aweek vs no treatment 12 weeks 81% 44%
Lamperticoetal™ 45 Interferon alfa, 3 MU three times aweek vs no treatment 12 weeks 73% 22%
Takano et al=* 90 Interferon beta at varying doses (total 8-4-336 MU) A4-8 weeks 40%
Vogel et al'” 24 Interferon alfa, 10 MU daily Until normal alanine  100% 90%
aminotransferase
activity restored

Calleri et al**® 40 Interferon beta, 3 MU three times aweek vs no treatment 4weeks 25%
Gursoy et al™ 36 Interferon alfa, 3 MU three times a week vs 6-10 MU 12 weeks 56-65%  26-50%

three times a week
Jaeckel et al™® 44 Interferon alfa, 5 MU daily for 4 weeks then three times a week 24 weeks 100% 98%
Gerlach et al*™ 26 Variable regimen of monotherapy or combination 14-52 weeks 81%
Rocca et al™ 13 Variable regimen of monotherapy or combination 24-48 weeks 92%
Nomura et al**® 30 Interferon alfa, & MU daily for 4 weeks and 6 MU three times a 4 weeks followed by 100% (including

week for relapsers 20 weeks for relapsers relapsers)
Delwaide et al™= 28 Interferon alfa-2b, 5 MU daily Bweeks 89% 75%
Kamal et al™ 40 Pegylated interferon monotherapy vs pegylated interferon 24 weeks 90-95%  80-85%

plus ribavirin
Sanantonioetal™ 16 Pegylated interferon alfa-2b 1.5 pg/kg weekly 24 weeks 94% 94%
Broers et al=+ 14 Pegylated interferon alfa-2b 1.5 pg/kg weekly 24 weeks 57%
Wiegand et al* 89 Pegylated interferon alfa-2b 1.5 pg/kg weekly 24 weeks 82% 71%
Kamal et al'* 129 Pegylated interferon alfa-2b 1.5 pg/kg weekly 24 weeks 88-97%  76-95%
Kamal et al™ 131 Pegylated interferon alfa-2b, 1.5 pg/kg weekly 8,12, or 24 weeks 79-94%  68-91%

ETR=end of treatment response. SVR=sustained virological response.

Table 2: Trials comparing therapies for acute hepatitis C




Akut HCV: Tedavi

* Tedaviye ne zaman baslanmali?
» Tedavi suresi ne kadar olmali?

* Tedavi rejimi ne olmali?



Tedaviye ne zaman baslanmali?

* Acil tedavi karari veriimemeli,
— Ozellikle semptomatik hastalarda.

« Tedavinin amaci:

— Muhtemelen spontan viral klirens olacak
hastalarda tedaviden kacinmak,

— Tedavinin daha etkin olacagi diger hastalarda
tedaviye baslamak.



Tedaviye ne zaman baslanmali?

« Spontan viral klirens;
— Semptomatik hastalarda; %67 (8/12 hasta),

— Temas-HCV RNA negatiflesmesi: 77+/-25 gun
— llk semptom-HCV RNA negatiflesmesi: 34+/-22 giin

— Asemptomatik hastalarda spontan klirens

gozlenmemis

Hofer H. Hepatology 2003;37:60



Tedaviye ne zaman baslanmali?

« Spontan viral klirens;

— Semptomatik hastalarda; %52 (24/46 hasta)

— Sure: Semptomlarin baslamasindan sonraki

12 hafta icinde gelismis

Gerlach JT. Gastroenterology 2003;125:80.



Tedaviye ne zaman baslanmali?

« Semptomlarin baslamasindan sonra 12-16
hafta beklenmeli

* 12 hafta beklenmesi KVY’'I azaltiyor mu?



Efficacy of a 24-week course of PEG-interferon o-2b monotherapy in
patients with acute hepatitis C after failure of spontaneous clearance™

— " . ]‘2‘:; . - 1 - 5s v o] - . « 1

I'eresa Santantonio ™, Massimo Fasano', Emanuele Sinisi’, Angela Guastadisegni -,
- . - . 1 . 2 . . . 2 o 1
Caterina Casalino’, Michele Mazzola®, Ruggiero Francavilla®, Giuseppe Pastore

‘Clinic of Infectious Diseases, Universirty of Bari, Policlinico, Piazza Giulio Cesare 11, 70024 Bari, Italy
“Division of Infectious Diseases, Bisceglie Hospital, Italy

* 12 hafta beklenmesi KVY'I azaltiyor mu?

— Akut HCV baslangici: ALT yuksekliginin ilk
saptandigl zaman

— Akut hepatit C tanili hastalardan 12 hafta
sonunda hala viremik olan 16 hasta;
« 24 hafta PeglFN alfa-2b verilmis
« KVY: %94 (15/16)

Santantonio T. J Hepatol 2005;42:329.



Percent

Efficacy of a 24-week course of PEG-interferon o-2b monotherapy in
patients with acute hepatitis C after failure of spontaneous clearance™
Teresa Santantoniol’*, Massimo Fasanol, Emanuele Sinisil, Angela Guastadisegnil,
Caterina Casalino', Michele Mazzola®, Ruggiero Francavilla®, Giuseppe Pastore’

"Clinic of Infectious Diseases, University of Bari, Policlinico, Piazza Giulio Cesare 11, 70124 Bari, Iraly
*Division of Infectious Diseases, Bisceglie Hospital, Italy
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Santantonio T. J Hepatol 2005;42:329.



Peginterferon Alfa-2b Therapy in Acute Hepatitis C:
Impact of Onset of Therapy on Sustained Virologic Response

SANAA M. KAMAL,* ™8 AMR E. FOULY,™ REFAAT R. KAMEL," BRIDGETTE HOCKENJOS,S
AHMED AL TAWIL," KHALIFA E. KHALIFA," QI HE,* MARGARET J. KOZIEL,*
KHAIRY M. EL NAGGAR,T JENS RASENACK,® and NEZAM H. AFDHAL*

*Division of Gastroenterology and Liver Disease Center, Beth Israel Deaconess Medical Center, Harvard Medical School, Boston, MA;
TDepartment of Gastroenterology and Liver Diseases, Ain Shams University, Cairo, Egypt; and $Department of Gastroenterology and
Hepatology, University of Freiburg, Freiburg, Germany

8. haftada spontan klirensi olmayan 129
akut HCV hastas..

* Peg IFN alfa-2b baslanmis:
— 1. gruba 8.haftada,
— 2. gruba 12. haftada,

— 3. gruba 20. haftada.
« 12 hafta sureyle.

Gastroenterology 2006;130:632.



Peginterferon Alfa-2b Therapy in Acute Hepatitis C:
Impact of Onset of Therapy on Sustained Virologic Response

SANAA M. KAMAL,* 5 AMR E. FOULY,T REFAAT R. KAMEL,T BRIDGETTE HOCKENJOS,3
AHMED AL TAWIL," KHALIFA E. KHALIFA," QI HE,* MARGARET J. KOZIEL,*
KHAIRY M. EL NAGGAR,™ JENS RASENACK,® and NEZAM H. AFDHAL*

*Division of Gastroenterology and Liver Disease Center, Beth Israel Deaconess Medical Center, Harvard Medical School, Boston, MA;
*Department of Gastroenterology and Liver Diseases, Ain Shams University, Cairo, Egypt; and SDepartment of Gastroenterology and
Hepatology, University of Freiburg, Freiburg, Germany

Table 2. Effect of Treatment Onset on End of Treatment and Sustained Response Rates in All Patients Using Intent-to-Treat
Analysis

Onset week 8 Onset week 12 Onset week 20
Virologic response (undetectable HCV-RNA) (n = 43) (n = 43) (n = 43)

End of treatment N (%) A 2Dl A1 bDiomg 2LOS

» Tedaviye baslamak i¢in uygun zaman 8-12.
hafta

— KVY 20. haftaya gore belirgin yuksek

Gastroenterology 2006;130:632.



EARLY VERSUS DELAYED TREATMENT OF ACUTE
HEPATITIS C: THE GERMAN HEP-NET ACUTE HCV-II
STUDY - A RANDOMIZED CONTROLLED TRIAL

K. Deterding1‘2, N. Griiner®, J. Wiegandz"', P Buggisch®, P Galle®, EASI— KongreSI 2009

U. Spengler’, H. Hinrichsen®, T. Bergg, M. Cornberg1=2, A. Potthoff",
H. Diep{)lder3, S. Feyerﬂbendz_. M.C. Jung3, M.P. Manns1=2,
H. Wedeme},'er1=2. ! Hannover Medical School °HEP-NET: German

Grup Asemptomatik hasta | Semptomatik hasta Semptomatik hasta
Hemen tedavi Hemen tedavi 12 hafta sonra tedavi

(n:16) (n:36) (n:37)

Tdv Peg-IFN alfa-2b, Peg-IFN alfa-2b, | Peg-IFN alfa-2b + RBV,
6 ay 6 ay 6 ay

KVY %69 %78 %54

Tum

hasta

KVY

Uyumlu

hastalar

« Tedavi icin beklemek daha etkin
— Ancak tam uyum saglanabilirse



Tedaviye ne zaman baslanmali?

« Spontan viral klirens gostergeleri var mi?
— Guvenilir gosterge yok, ancak;

« Daha yuksek olanlar « Daha dusuk olanlar
* 40 yas alti (ozellikle « HIV koinfekte bireyler ve
cocuklar), « Immun sistem baskilayici
« Kadin cinsiyet (%40’a hastalik varhgi
%19),

« Semptomatik hastalar,

* DuUsUK viral yuk,

« Genotip 3 (tek bir yayin
var!l),

» Siyah irk disi




Tedaviye ne zaman baslanmali?
Sonug

* Tani konduktan sonra 3 ay beklenmesinin

KVY uzerine olumsuz etkisi yok.

— Boylece spontan viral klirens gelisebilecek
hastalara gereksiz tedavi verilmemesi
saglaniyor

« Asemptomatik hastalarda tedaviye ne
zaman baslanacaqi ile ilgili veriler kisitli

— Spontan viral klirens ihtimali cok dusuk oldugu

icin beklenmeden tedavi verilebilecegi
belirtiimekte



Akut HCV: Tedavi

* Tedaviye ne zaman baslanmali?
» Tedavi suresi ne kadar olmali?

* Tedavi rejimi ne olmali?



Tedavi suresi

The New England Journal of Medicine

TREATMENT OF ACUTE HEPATITIS C WITH INTERFERON ALFA-2b

ELmar JAECKEL, M.D., MaARkuUS CornBERG, M.D., HEINER WEDEMEYER, M.D., TERESA SANTANTONIO, M.D.,
Juuka Maver, M.D., Myrca ZaNkeL, D.V.M., Giuseppre PasTorg, M.D., MaNFReD DieTricH, M.D.,
CHrisTIAN TrRaUTWEIN, M.D., AnD MicHAEL P. Manns, M.D., For THE GERMAN AcUTE HepaTITIS C THERAPY GROUP

44 akut HCV hastasi
24 hafta sureyle IFN alfa-2b verilmis

Temas-tedavi arasi sure ortalama 89 gun
KVY %98

NEJM 2001;345:1452.



Tedavi suresi

Early Monotherapy With Pegylated Interferon alpha-2b
for Acute Hepatitis C Infection: the HEP-NET
Acute-HCV-Il Study

Johannes Wiegand,' Peter Buggisch,> Wulf Boecher,? Stefan Zeuzem,* Cornelia M. Gelbmann,® Thomas Bferg."’
Wolfgang Kauffmann,” Birgit Kallinowski,® Markus Cornberg,! Elmar Jaeckel,! Heiner Wedemeyer,!
Michael P. Manns,' and the German HEP-NET Acute HCV Study Group

89 hasta
* Peg-IFN alfa-2Db,
o 24 hafta

Hepatology 2006;43:250.
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Tedavi suresi

» 3 farkli Italyan calismasi
* Peg-IFN alfa-2b,

e 12 hafta
— KVY: %72, %74, %74

J Viral Hepatol 2007;14:116.
Clin Infect Dis 2007;45:583.
JAC 2006;57:360.



Tedavi suresi

Duration of Peginterferon Therapy in Acute
Hepatitis C: A Randomized Trial

Sanaa M. Kamal,' Khairy N. Moustafa,” Jason Chen,' Jutta Fehr,? Azza Abdel Moneim,* Khalifa E. Khalifa,’
Leila A. El Gohary,” Amr H. Ramy,” Mohamed A. Madwar, Jens Rasenack,’ and Nezam H. Afdhal'

« Farkli sureleri kiyaslayan tek calisma
* Peg-IFN alfa-2b, 8, 12, 24 hafta

Table 2. Virologic Response Rates in Patients Treated With Peginterferon alpha-2b (intention-to-treat analysis)

Virologic Group A Group B Group C B Valye
Response, (8 weeks of therapy) (12 weaks of therapy) (24 weeks of therapy)
n (%) (n=34) fn=234) (n=234) Avs B Avs G BvsC

RVR N5 0.3 0.4

L3 (Eo) —23(80) 0B8] !
ETR L 0.05 0.02 0.1
SVR 23 (61.6) 28 (82.4) 31(91.2) 0.02 =0.001 0.1

Abbreviations: RWR, rapid virologic response; ETR, end-of-treatment response; SVR, sustained virologic response; NS, not significant.

Hepatology 2006;43:923.




Tedavi suresi

Fabien by achieving 5iH {'%)

?????

HVY'In KVY’la birlikteligi
anlamli bulunmus

Genotip 1'de 24 hafta
tedavi daha uygun

8-12 haftalik tedavilerde
yan etki daha az

Tedavi genotip ve HVY'a
gore bireysellestiriimeli

Hepatology 2006;43:923.



Tedavi suresi

Clin Gastroenterol Hepatol. 2006 October ; 4(10): 1278—1282.

Outcomes and Treatment of Acute Hepatitis C Virus Infection in a
United States Population

Kathleen Core 1=A, Andrew S. Ross2=A’*, Alysse Wurcel2=**, Julian Schulze zur Wiesch3,
Arthur Y. Kim>°, Georg M. Lauer3, and Raymond T. Chunq2

Treatment ETVR SVR Treatment Duration (weeks)

TFNa2b 3MU tiw/RBV Yes Yes 48 IFN-alfa 2b
IFNu2b 3MU tiw/RBV Yes Yes 36
IFNu2b 3MU tiw/RBV Yes No 42
TFN02b 3MU tiw/RBV Yes Yes 28 Peg-IFN alfa-2a
IFNa2b 3MU tiw Yes No 12
Monotherapy . + / - RBV
PEG Monotherapy Yes Yes 23
PEG/RBV Yes Yes 24
PEG/RBV Yes Yes 24
PEG/RBV Yes Yes 12
PEG/RBV Yes Yes 24
PEG/RBV Yes Yes 24
PEG/RBV Yes Yes 12 0
PEG/RBV Yes Yes 12 -
PEG/RBV Yes Yes 24 KVY 15/16 ( /094)
PEG/RBV Yes Yes 24
PEG/RBV Yes Yes 12
PEG/RBV Yes Yes 12




Tedavi suresi

Symptomatic Acute Hepatitis C in Egypt: Diagnosis,
Spontaneous Viral Clearance, and Delayed Treatment
with 12 Weeks of Pegylated Interferon Alfa-2a

Noha Sharaf Eldin’, Soheir Ismail?, Hala Mansour®, Claire Rekacewicz?, Moustafa El-Houssinie', Sherif El-
Kafrawy’, Saeed El Aidi°>, Mohamed Abdel-Hamid’, Gamal Esmat®, Stanislas Pol®, Arnaud Fontanet®*,
Mostafa K. Mohamed'

« Semptomlarin baslamasindan 4-6 ay sonra
* Peg-IFN alfa-2a,
12 hafta slreyle KVY: 15/17 hasta

(%88,2)

« 12.haftada HCV RNA pozitif olan 2 hastada tedavi 24 haftaya
uzatilmig, yanit alinamamis

PLoS ONE 2008:;3:e4085.




Tedavi suresi
Sonug

« Sure 12 haftayi gectikge yan etki artiyor,
hasta uyumu azaliyor

« Genotip 2 veya 3 hastalar ile HVY
(4.hafta) saglanan genotip 1 hastalarin 12
hafta sureyle

» Diger hastalarin 24 hafta veya daha uzun
sureyle tedavi edilmeleri uygun gorulmekte



Akut HCV: Tedavi

* Tedaviye ne zaman baslanmali?
» Tedavi suresi ne kadar olmali?

* Tedavi rejimi ne olmali?



Tedavi rejimi

» |Ik yayinlar IFN-beta, daha sonra IFN-alfa

* Peg-IFN kronik HCV tedavisinde onay
aldiktan sonra sonraki calismalarda Peg-
IFN kullaniimis
— IFN ile Peg-IFN’'u kiyaslayan calisma yok
— Peg-IFN alfa-2a ile 2b’yi kiyaslayan ¢alisma

da yok

* Avrupa calismalarinda daha cok 2b, ABD
calismalarinda 2a



Tedavi rejimi

* Ribavirin eklenmesi:
— talya
— 23 hasta, retrospektif

— KVY: %95

» Monoterapi ile kombinasyon arasinda fark yok
« Farkli Peg-IFN molekulleri arasinda fark yok

— Ribavirin eklenmesinin KVY uzerine etkisi yok

Eur Rev Med Pharmacol Sci 2012;16:1013.



Tedavi rejimi

Pegylated Interferon o Therapy in Acute Hepatitis C:
Relation to Hepatitis C Virus—
Specific T Cell Response Kinetics

Sanaa M. Kamal,"3 Alaa Ismail,2 Camilla S. Graham,! Qi He,' Jens W. Rasenack,’ Thomas Peters,> Ahmed A. Tawil,*
Jutta J. Fehr,? Khalifa EI Sayed Khalifa,> Mahmoud M. Madwar,’ and Margaret James Koziel!

Peg IFN alfa-2a /2b,
20 hasta monoterapi, 20 hasta + RBV

24 hafta sureyle

KVY:

— Monoterapi grubu %80,
— Kombine alan grup: %8

Hepatology 2004;39:1721.



A @ PBOIFN-g + Ribevicia ENPBEO IFN-a [ No Trestment

P <0.0001 P <0.0001
100  P=03 ' P<0.000] "pe027' Puo000?

75 4

!,.4

Ead of Treatment Ead of Follow-up

C EDPBEO0 IPN-a + Ribevicia B PBO IPFN-a (I No Trestmen

‘“W

75 4

l,..

P <0.001 P = 0.006
r Y 1 r T 1
P=0.16 P=013

83

90

—

Ead of Trestment
Genotip 4

Exnd of Follow-up

B T@PrE0IN-a +Ribeviln EIPBOIN-a [ No Trestment

P <0.0001 P <0.0001
4 L) L] A}
"Pu02 ' Pe0.0002 Peacos '
80

Ead of Treatment

/5

Ead of Follew-up

Genotip 1
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Hepatology 2004;39:1721.



Tedavi rejimi
Sonug

* Peg-IFN alfa molekulleri kullaniimakta

« RBV eklenmesinin KVY’a anlamli etkisi

gosterilmemis



Suspected acute HCW infection by recent seroconversion of
HCV Ab, or recent exposure o HCV with ALT = 10-20 X / ULMN
& other causes of hepatitis ruled out or increasing bands of

reactivity on RIBA assay
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Fig. 1. Treatment algorithm for the management of acute Hepatitis C.



Ozet: Akut HCV: Tedavi

« Tedaviye ne zaman baslanmali?

— Tanidan 3-(4) ay sonra

« Tedavi suresi ne kadar olmal?

— 12 (genotip 1 disi) — 24 hafta

« Tedavi rejimi ne olmali?

— Peg-IFN alfa






