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Hepatit A

Centers for Disease Control and Prevention SEARCH Q

B# CDC 24/7- Saving Lives, Profecting People™
CDCA-ZINDEX v

Viral Hepatitis

Hepatitis A Information Wiral Hepatitis = Hepatitis A Information

O&As for Health
Professionals

Guidelines and Recommendations - Hepatitis A

Updated Dosinglnstructions for Immune Globulin (Human) GamaSTAM 5/0 for Hepatitis A Virus Prophylaxis
MMWR 2017:66(36);959-960

O&As for the Public

CDC Guidelines &

Recommendations - Sexually Transmitted Diseases Treatment Guidelines 2015
Hepatitis A MMWR 2015:64(3); - Includes a chapter on Hepatitis A
Statistics & Surveillance +

Updated Recommendations from the Advisory Committee on Immunization Practices [ACIP) for Use of Hepatitis A Vaccine in Close Contacts of Newly

Arriving International Adoptees September 18 2009
MMWR 2009;58(36);1006-1007

Professional Resources

Patient Education Resources
Updated Hepatitis A Postexposure Prophylaxis and Traveler Vaccination Recommendations

AlB|CI|DIE

Prevention of Hepatitis A Through Active or Passive Immunization:

Becommendations of the Advisory Committes on Immunization Practices (ACIP)

Viral Hepatitis Home MMWR 2006:55(RR-7)
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= Hepatitis A: temporary adult immunisation
recommendations

Ref: PHE publications gateway number 2017175
PDF, 239KB, 10 pages
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This file may not be suitable for users of assistive technology. BEeguest an
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accessible format.

= Hepatitis A: temporary children
immunisation recommendations

Ref: PHE publications gateway number 2017204
PDF, 320KE, 10 pages

This file may not be suitable for users of assistive technology. BEeguest an

| )
accessible format.
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Public health control and management of
hepatitis A

Ref: PHE publications gateway number 2017126
PDF,1.12MB, 84 pages

This file may not be suitable for users of assistive technology. BEeguest an

| ]
accessible format.
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Standard STls Syndromes Populations Raspurces

asymptomatic check-up & situations
=
Hep A | HAV |
Overview
= Hepatitis A is an acute infection of the liver.
= Most infections are from contaminated food or water but sexual transmission can occur, especially in men who have

sex with men (MSM).
= Does not cause chronic hepatitis, care is usually symptomatic.

Cause
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Guidance for the Prevention and Control of
Hepatitis A Infection
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Hepatit E

Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL Clinical Practice Guidelines on hepatitis E virus infection™

European Association for the Study of the Liver*

Journal of Hepatology

Available online 31 March 2018
In Press, Corrected Proof (3)

ElLSEVIER



KLINIK

HAV

HEV

Inkiibasyon Ortalama 30 giin Ortalama 40 giin

(15-45 giin) (3-8 hafta)
Hastalik seyri Yasa bagl Gebelik ve immun duruma bagl
Semptom ve bulgular | Benzer Benzer

Sarilik: Halsizlik, istahsizlik, bulanti, kusma,

<6 yas <%10
6-14 yas %40-50
>14 yas %70-80

karin agrisi, ates, sarilik, koyu
idrar, hepatomegali, nadiren diyare,
artralji, kasinti ve Urtikeryal dokuntu

Komplikasyonlar

Fulminan hepatit
Uzamis kolestatik hepatit
Tekrarlayan/relapslarla hepatit

Gebelerde veya kr.karaciger hast.:
Akut hepatik yetmezlik
Fulminan hepatit

Kroniklesme

Yok

Immunosuprese hastalarda var

Karaciger-digi bulgu

Nadir:

Ciltte dokuntu
Urtiker
Kriyoglobulinemi

*Kas zayifligi
*Poliradiktlopati

*Guillain Barre sendromu
*Ensefalit
*Glomerulonefrit
*Kriyoglobulinemi




TANI ve TEDAVI

HAV

HEV

TANI anti-HAV IgM pozitifligi anti-HEV IgM pozitifligi
(serolojik tan1 yontemleriyle yanhs pozitiflik ve
yanhs negatiflikler )
HEV RNA

TEDAVI

SEMPTOMATIK Akut HAV enfeksiyonunda
Yatak istirahati

"1 Anti-emetik

1 Sivi ve elektrolit replasmani
] Beslenmenin dizenlenmesi
] Laktuloz

Akut HEV enfeksiyonunda
Benzer

OzGUL TEDAVI Interferon ya da antivirallerin yeri yok

Kronik HEV enfeksiyonunda:
Immiinostipresyon azaltiimali
RIBAVIRIN (Gebede
kontrendike)

Peg-IFN alfa (3-12 ay)

Karaciger Fulminan seyirde
Transplantasyonu

Fulminan seyirde




KORUNMA

HAV

HEV

Genel onlemler

Hijyen (el yikama, tuvalet temizligi)
Sanitasyon (Saglikl temiz icme suyu)
Egitim

Hijyen (el yikama, tuvalet temizligi)
Sanitasyon (Saglikl temiz igcme
suyu)

Egitim

ASILAMA (Aktif
immunizasyon)

Hepatit A asisi:

Yuksek immunojjenite

1 ilk asidan sonra tim yas gruplarinda
yuksek antikor yaniti (%97-100)

] Ikinci asidan sonra %100

71 Yuksek etkinlik
1 Tama yakin koruma
1 Uzun sureli koruma

125yl (?)

Hepatit E asisi (Cin)*:

ORF2 proteni rekombinan asi
ORF2- p239 proteini rekombinan
asl! (2012)

0,1, 6. aylarda u¢ doz IM

Uclincu asidan sonra %100 etkinlik

Pasif
Immunizasyon

Standart I1G, infeksiyon ya tamamen
onlenir ya da semptomlar hafifler
Erken inkiibasyon doneminde
koruyuculuk %80-90,

Koruyuculuk suresi 4-6 ay
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HEPATIT A

Hepatitis A virus

Capsid
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HAV

m Picornaviridae ailesi, Hepatovirus genusu
m Zarfsiz, pozitif polariteli tek sarmalli RNA virusu, 27-32 nm, protein

yapida kapsid

n Tekb/

= Sonb  Son u¢ dekadda, HAV ile infekte olma

= Feka  yasinin erken ¢cocukluk cagindan
hayvi - - s e
O adolesan ve genc eriskin doneme
0D kaydigi gozlenmektedir

eniz

m Dunyada: Anti-HAV 1gG (+): %15-100
m Turkiye’de Anti-HAV IgG (+):

0<10 yas: %20-30, 11-29 yas: %50, >30 yas: = %90



WHO Global Hepatit Raporu - 2017

HEPATIT A VIRUS
m 2015'de Hepatit A

nedeniyle tahmini
11000 olum

m Viral hepatitlere bagl

olumlerin % 0.8’
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Geographic Distribution of HAV Infection

Anti-HAV Prevalence
B High
Intermediate

Low
Very Low

Hepatitis A: Changing epidemiology Clin Liver Dis 2013 2(6); 227-30.
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HAV

m Yuksek endemisite bolgeleri (Giiney Asya / Afrika
Orta/Guney Amerika)

1 Olgularin tamami ¢ocuk (yuksek toplumsal immunite)

m| Orta endemisite bolgeleri (Dogu Avrupa, Kuzey Asya)

1 Cocuk enfeksiyonu daha az, adolesan ve yetigkinler daha duyarli
(salginlar)

m Dusuk endemisite bolgeleri (ABD, Bati Avrupa)

1 Olgularin cogu yuksek risk grubundaki adolesan ve yetiskinler
] Seyahat edenler

1 IV uyusturucu kullanicilari



Hepatit A Insidansi - ABD (2006-2016)

Incidence of hepatitis A, by year

United States, 2006-2016
4,000 -

3,500 -
3,000 -
2,500 -
2,000 -
1,500 -
1,000 -

S00 -

Reported Number of Cases




Tiurkiye’de Akut Hepatit A Olgularn (2000-2011)

Yil Ortasi1  Vaka M Oliim te
Yllar N S Hiz1 S Hiza
ufusu ayist (100.000) ayisi (1.000.000)
2000 67.844.903 10,654 15.70 4 0.06

2002 70,415,064 10.600 15.05 5 0.07

2004 71.152.000  §.822 12.40 4 0.06

2006 72974000 7137 578 5 0.07

2008 71,517,100 7,063 o 88 3 0.04

2010 2787 3.78 2 0.03

73,722 988

Kaynak: Saglik Bakanhgi
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Tirkiye’de Akut Hepatit A Olgularn (2008-2017)

Hepatit A Vaka ve Olim Sayilan, Morbidite ve Mortalite Hizlan, Turkiye 2008-2017

Yillar | Yil Ortasi Niifus Vaka Sayisi Maorbidite Hizi Oliim Say1si Mortalite Hizi
2008 71.517.100 7.063 9,80 3 0,04
2008 12 561.312 4943 b,61 (0 0,00
2010 13.722.968 2.767 3,78 2 0,03
2011 13.722.989 3.894 5,20 (0 0,00
2012 15,627 304 3.624 4,79 (0 0,00
2013 76.667 864 4516 5,89 0 0,00
2014 77.695.904 1.603 2,00 (0 0,00
2015 18.741.053 107 0,90 0 0,00
2016 79.614.671 411 0,51 (0 0,00
2017 00610 525 471 0,58 2 0,02

Kaynak: Saglik Bakanligi
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Akut Hepatit A- Yas gruplarina gore dagilim
(2005-2011)

4000
3500 -| @ 2005
3000 [ m 2006
2500 0 2007
2000 1 0O 2008
1500 g m 2009
1000 ] = 2010
I I ‘ I | [| ‘ i m 2011

500

0 e

0-11 1-4 5-9 10-14 15-19 20-29 30-44 4564 65+
ay yas yas yas yas yas vyas vyas

Kaynak: Saglik Bakanligi
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HAV - TURKIYE

> Ulkemizin dogusundaki insidans yiiksek, batisindaki
insidans dusuk

Demiray T, Turk J Pediatr. 2016;58(5):480-491

> HAV duyarh adolesan ve genc¢ erigskin havuzu artmakta
... Potansiyel HAV epidemisi riski hala mevcut. Kitle
asilamasina gereksinim var.

Kurugol Z, Vaccine. 2011 Aug 26:29(37):6259-61



https://www.ncbi.nlm.nih.gov/pubmed/?term=Demiray T[Author]&cauthor=true&cauthor_uid=28621088
https://www.ncbi.nlm.nih.gov/pubmed/?term=Demiray T[Author]&cauthor=true&cauthor_uid=28621088
https://www.ncbi.nlm.nih.gov/pubmed/?term=Demiray T[Author]&cauthor=true&cauthor_uid=28621088
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HUMAN VACCINES & IMMUNOTHERAPEUTICS Tavlor &F .
2017, VOL. 13, NO. 3, 724-736 1a.y (?r l rancis
pyloe & Francis Group

http://dx.doi.org/10.1080/21645515.2016.1242539

REVIEW @ OPEN ACCESS

Impact of universal mass vaccination with monovalent inactivated hepatitis
A vaccines - A systematic review

Anke L. Stuurman?®, Cinzia Marano®, Eveline M. Bunge®, Laurence De Moerlooze®, and Daniel Shouval®
g

*Pallas, Health Research and Consultancy BV, Rotterdam, The Netherlands; ®GSK Vaccines, Wavre, Belgium; “Hadassah Hebrew University Hospital, Liver
Unit, Jerusalem, Israel

Monovalan inaktif hepatit A asisinin etkinligi?
2000 - 2015, PubMed, Cochrane Library, LILACS, IBECS
27 calisma
Argentina, Belgium, China, Greece, Israel, Panama, US, Uruguay
26’sinda asilama sonrasinda HAV insidansinda azalma
Asilanmamis olanlarda da insidans azalmis: “*herd immunite”
2 doz primer asilama sonrasi Anti-HAV antikor varligi: ~ 17 yil



2016, VOL. 12, NO. 12, 3160-3165 "y
http://dx doi.org/10.1080/21645515 2016.1216286 A

HUMAN VACCINES & IMMUNOTHERAPEUTICS .
@ Taylor & Francis

REVIEW @ OPEN ACCESS

A review of immunogenicity and tolerability of live attenuated Hepatitis A vaccine
in children

Sameer Rao®, J. S. Mao®, Salman Motlekar®, Zhuang Fangcheng®, and Ganesh Kadhe®

*Medical Affairs Department, Wockhardt Ltd, Bandra (East), Mumbai, India; “Institute of Viral Diseases, Zhejiang Academy of Medical Sciences,
Hangzhou, China

Cocuklarda canli attenue hepatitis A asisinin
Immunojenitesi ve tolerabilitesi?

HAV degisen epidemiyolojisi adolesan ve erigkinlerde
duyarhhg: arttirdi

Zayiflatilmig canli Hepatit A asisinin etkinligi ve guvenligi ?
Yuksek immunojenisite, kayda deger yanetki yok

Tek doz asi: uzun sureli immunite - gelismekte olan
ulkelerde tercih
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HAYV asilamasi icin risk gruplari

m Cocuklar

m Yuksek endemisite bolgelerine (gelismemis ulkelere
veya ulke icerisinde gelismemis bolgelere) seyahat
edecekler

m Hepatit A geciren bir kisinin ev halki
m Kronik karaciger hastalari
OHBYV veya HCV ile kronik infekte erigkinler
Uyusturucu bagimlilari
Erkek escinseller
Mesleki risk tasiyanlar
Pihtilasma faktor eksikligi olanlar
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HAV Aktif Immiinizasyon

m Ilk dozu takiben 6. veya 12. ayda booster doz
1 %94-100 bagisikhik
] injeksiyon bélgesinde agri, bas agrisi, istahsizlik
] immun yetmezlikli hastalarda ve gebelerde giivenilir
(1 En az 5-8 yil sureyle yuksek antikor cevabi

(1 Koruyuculuk suresi: 10-30 yil
4

m Ulkemizde; (2012) J
00 18. ayin bitiminde birinci doz —/

0 24. ay bitiminde ikinci doz (\
©.

W
31“
-

iy
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HAV - Pasif Inmiinizasyon

Temas oncesi
m Yuksek veya orta endemik bolgelere seyahat (2-4 hf once)

Temas sonrasi (14 giin icinde) n ¢
m Rutin \ _,
m Aile bireyleri ve yakin temaslilar »2 |

m Ozellikli durumlar

O Huzur evi, kres gibi gunduz bakimevlerinde yasayan ve
calisanlar

O HAV ile infekte olan kisi tarafindan hazirlanmis olan ve
Infeksiyon kaynagi olarak kabul edilen yiyecekleri tuketen
Kisiler

O Gida sektorunde calisanlarda hepatit A saptanmasi
durumunda diger calisanlara
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ULKEMIZDE HEPATIT A ASILARI

m Avaxim (Sanofi Pasteur-Fransa)

m Havrix (GlaxoSmithKline Biologicals-Belcgika)
m Vaqgta (Merck Sharp&Dohme-ABD)

m Epaxal (Berna-Isvigre, Tirkiye'de Yeni Sark )

m Twinrix HAV-HBV Kombine asi (GlaxoSmithKline Biologicals-Belgika)

s YERLI HEPATIT A ASISI URETIM CALISMALARI...
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HEV

HEV, Hepeviridae ailesi uyesi
Memeliler, kuslar ve baliklar infekte eder.
Insanlari infekte eden Orthohepevirus cinsi

HEV; dunya capinda yaygin olmasina ve akut viral hepatitin
en sik etkenleri arasinda yeralmasina ragmen en az tani

konulabileni
Onemli bir mobidite ve mortalite nedeni

- global bir saglik sorunu
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WHO Global Hepatit Raporu - 2017

HEPATIT E VIRUS

m Tahmini 20 milyon HEV
iInfeksiyonu/yil

m Tahmini 3.3 millyon
semptomatik akut
hepatit E olgusu

- m 2015'de tahmini 44 000
5| Hepatit E'ye bagli olum
S (viral hepatite bagli
= 6limlerin % 3.3'0)
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HEV seroprevalansi

m HEV seroprevalansi: % 2-35, %0-12

m En yuksek Dogu ve Guneydogu Anadolu’'da

m Cocuklarda: % 0-%12 (yasla artiyor, prevalans erigkinlere

gore dusuk)
m Gebelerde: %7-13 seropozitiflik (egitim dizeyiyle azaliyor)

m Diyarbakir'da dogurganlik ¢agi kadinlarda anti-HEV 1gG

SN Yayl et al, 2002
(+)ligi: %26 Cevrioglu et al, 2004
Ucar et al, 2009

Oncu S, et al, 2006



"
HEV seroprevalansi

m Kronik HBV inf. Hastalarda: % 13

m Kronik HCV inf. Hastalarda: % 54

m Hemodiyaliz hastalarinda: % 10-20

m Tarim calisanlarinda: =% 35

m Tiirkiye’'den italya’ya go¢ edenlerde: %10

m Turkiye’den Hollanda’ya go¢ edenlerde: %33

Bayram et al, 2007
Cengiz et al, 1996,
Ceylan et al, 2003
Chirrona et al, 2000
Sadik et al, 2004



HEV £

m 201/- ECDC (European Centre for Disease Prevention): B o anio”

Avrupa’daki kanitlanmig HEV olgu sayilarinda

10 yil icinde ~10 kat artis
(2005’de 514 olgudan 2015°’de 5617 olguya)

O HEV insidansinda gercek bir artig mi ???

O Artan farkindalik ve HEV testi uygulamasi - olgularin

saptanmasindaki artig mi ???
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HEV \bBTS

Transplantation
Society

s 201/7-BTS (British Transplantation Society):

m “Hepatit E ve Solid Organ
Transplantasyonu (SOT) Rehberi”

O Organ nakilli bireylerde kronik HEV infeksiyonu:
yanliglikla organ rejeksiyonu !



EASL-2018 EASL

= Nisan 2018 for the Study of the Liver
m “HEV Infeksiyonu Klinik Uygulama Rehberi”

> Onceden HEV’in gelismekte olan ulkelere sinirli ve sadece akut
infeksiyona neden oldugu dusunuluyordu

> Immunosuprese bireylerde (organ nakli vb) kronik inf
> Gelismis ulkelerde de endemik
> Zoonotik salginlar

J Hepatol. 2018 Mar 31. pii: S0168-8278(18)30155-7. [Epub ahead of print]



https://www.ncbi.nlm.nih.gov/pubmed/29609832

Clinical Practice Guidelines

About these slides

=  Theseslides give a comprehensive overview of the EASL clinical
practice guidelines on the management of hepatitis E infection

= Theguidelines were first presented at the International Liver Congress
2018 and will be published soon in the Journal of Hepatology

— The full publication will be downloadable fromthe Clinical Practice
Guidelines section of the EASL website once available

=  Please feel free to use, adapt, and share these slides for yvour own
personal use; however, please acknowledge EASL as the source

h=din Skosmesi BN SN




Phylogenetic relationship of hepeviruses identified in
various hosts

Worldwide #
\__/d More distant
R | % Avian *
~ gt3 N\ Bat O
S Rat -
= ' Ferret ._d
7 = Fish Syl
Camel g ™
M _— ! | N T~ Swedish
assigned gt 4 i
o o o

0.06

Gelismis ve gelismekte olan ulkelerde HEV bulas yollar farkli

Debing Y, et al. J Hepatol 2016;65:200-12
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HEV - Viroloji

Hepeviridae virusleri memeliler, Virus Hepeviridae

kuglar ve baliklari infekte eder !

insanlari infekte eden Orthohepevirus
cinsi, species A

Species A : Species “ “

e-nllkl Orthohepevirus

8 genotip
or1 ot flos
- Only infect humans * Endemic in animal * Have only been * GT 7 identified in
 Faecal-oral spread via species; eg, pigs and reported in wild boar patient regularly
contaminated water wild boar consuming camel meat
 Large outbreaks « Zoonotic infections in and milk
* Brief, self-limiting humans * Have since been
* Never chronic * High-income countries identified in camels
* High mortality in * China: GT 4 most
pregnancy (25%) common

*S. America: GT 3 only

EASL Klinik Uygulama
Rehberi

EASL CPG HEV. J Hepatol 2018;doi: 10.1U1b/].Jnep.2U1s8.U3.UUS [EpPUD aneaa or print]



HEV

m Kontamine yiyecek ve icecekler, kan transfuzyonu, anneden ¢ocuga
vertikal gecis seklinde bulasma

HEV
genotip 1 ve 2

HEV
genotip 3>
genotip 4

BULAS YOLU

Kontamine icme
suyuyla bulasir

lyi pisiriimemis et tiiketimi
ve hayvanlarla yakin
temasla zoonotif inf.

BOLGE

Asya ve Afrika’da
salginlar ve sporadik
hepatit

Avrupa, Kuzey Amerika ve
Uzakdogu Asya’da




HEV GENOTYPES

Characteristics Genotype 1 Genotype 2 Genotype 3 Genotype 4
China, Taiwan,
Geographic Location Africa and Asia Mexico, West Africa | Developed Countries |
apan

o Water-borne Fecal- oral Personto Water-borne Fecal-
Transmission route Food-borne Food-borne
Person oral

Older Adults (=40 years) and

Groups at high risk for
o Young Adults Young Adults Males Young Adults
infection
Immuno-compromised persons
Zoonotictransmission | No No Yes Yes
Chronic Infection No No Yes No
Smaller scale
Occurrence of Qutbreaks | Common Uncommon Uncommon
outhreaks

https://www.cdc.gov/hepatitis/hev/hevfag.htm



"
HEV Cografik Dagilim

K

Ocean

Levels of Endemicity
for Hepatitis E Virus (HEV)

B o0y Sndemic

(warter -borme outtroaks or confrmed
HEV rfection in 225% of sporadic.
nor-A non-8 hepatna)

I Endemc
(confiemed HEV infecton in <25%
of sporades non-A, non-8 hepatns )

[ ] Not Encemic s
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HEV genotip dagilimi

) , 2 A . R . x.
| 3 ~ o U0 3
. ; o - A ’ : | . - . -v
oo v g
- o “
Genotype 1 and 2:
[ Endemic, waterborne o /)'
I Genotype 3: Sporadic, zoonot - :

- Genotype 3: Hyperendemic area
Genotype 4: Sporadic, zoonotic
[ insufficient data

FIGURE 180-3 Worldwide distribution of dinical cases of hepatitis E virus infection. Countries left blank are those with insufficient data.
Modified from Kamar N, Bendall R, Legrand-Abravanel F, et al. Hepatitis E. Lancet. 2012,379.:2477-2488.)
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HEV GT 1 ve 2

m Genellikle geng eriskinlerde kendini sinirlayici

m Kroniklesmez
O Akut-on-kronik karaciger yetmezligi mumkun

m Gebelikte yuksek mortalite (%25)

bneriler B Level of evidence [ Grade of recommendation

« Hepatiti olup HEV GT 1 veya 2 endemik A 1
ulkelerden donenlerde HEV testi yapiimalidir

« HEV GT 1 veya 2 ile infekte gebeler tam
donanimli merkezlerde izlenmeli ve karaciger A 1
yetmezligi gelisirse karaciger transplantasyon
merkezine nakledilmelidir

*Data from 2005
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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HEV GT 3 ve 4: Epidemiyoloji

m Hem gelismekte olan ulkelerde hem de gelir-duzeyi
yuksek ulkelerde endemik

s Cogu Avrupa llkesinde akut viral hepatitin en sik nedeni

m Tahmini 22 milyon lokal kazaniimigs HEV infeksiyonu / yil
O Cogu zoonotik infeksiyon
= Primer konakci domuzlar

m Insidans ulkelerarasi ve ayni ulke icinde zamanla degisim
gosteriyor

1. Dalton HR, et al. Eur J Gastroenterol Hepatol 2008;20:784-90;
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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HEV ‘hot spots’ in Europe

1:2,481 donors viraemic?
SW France, 2016: incidence 3-4%?
The Netherlands, 2014: 1:600 donors viraemic3
Western Germany, 2015: 1:616 donors viraemic*
400 lab-confirmed cases®
Abruzzo, ltaly, 2016: seroprevalence 49%°
seroprevalence 50%7

Worldwide HEV viraemia in blood donors
Australia, 2015: 1:14,799-74,13183
Canada, 2017:; 1:13,99310
China, 2016: 1:1,0001
Japan, 2011: 1:8,173-15,075%%13

USA, 2016: 1:9,5004
T

References included in slide notes.
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 (and supplementary materials) [Epub ahead of print]
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Klinik Ozellikler: akut infeksiyon

m Akut HEV GT 3 infeksiyonu ¢cogu hastada belirtisiz
O < % 5 akut hepatit semptomlari
m Karaciger enzim yuksekligi, sarilik ve 6zgul olmayan semptomlar*
m Immunokompetan hastalar infeksiyonu spontan atlatir
O HEV GT 3: Akut karaciger yetmezligine progresyon nadir
O Nadiren akut-on-kronik karaciger yetmezligi
O Re-infeksiyon mumkun, fakat semptomatik hepatit riski dusuk

Oneriler B Level of evidence [ Grade of recommendation
Akut hepatit semptomlari olan her hastada A 1
HEV testi yapiilmalidir

Kronik karaciger hastaliginin agiklanamayan

alevlenmesi olan hastalarda da HEV testi C 2
onerilir

*Fatigue, itching and nausea
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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Klinik Ozellikler: kronik infeksiyon

m Serum veya digkida > 6 ay sureli HEV RNA varligi
m Immunosuprese gruplar: HEV klirensi gerceklesmeyebilir.
O Solid organ transplant alicilari: % 50-66"Inda
O Hematolojik bozuklugu olan hastalar

O HIV infekte bireyler

O Yogun immunosupresyon alan romatolojik hastaliklar

m Cogu hasta asemptomatik, hafif veya kalici karaciger enzim
yukseklikleri

6neri|er B Grade of evidence [l Grade of recommendation

Anormal karaciger fonksiyon testleri olan
tum immunosuprese hastalarda HEV testi A 1
yapilmalidir

*Persistence of HEV replication for 3 months. In rare cases, spontaneous clearance has been observed between 3 and 6
months
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]



Organ nakilli bireylerde bulas ve hastalik progresyonu

Fruits
~—— Vegetables
44

e i Transplantation

of infected organs
Solid organ transplantasyonlu hasta
% 40-50 % 50-60*
Klirens Kronik infeksiyon 1
Immunosupresyonun azaltiimasiyla ~ 910 hizls S”QZ
~%30 hastada HEV klirensi progresyon Bliim

Karaciger transplanti

*Possible increased likelihood for LTx recipients, only GT 3
Behrendt P, et al. J Hepatol 2014;61:1418-29



" A
Karaciger-disi Bulgular

membranous glomerulonephritis
IgA nephropathy

Organ Clinical syndrome Notes
Neurological ¢ Neuralgic amyotrophy* e ~150 cases of neurological injury (in HEV GT 3);
¢ Guillain—Barré syndrome* mainly Europe
* Meningoencephalitis* e Most (>90%) cases in the
o Mono.n.eurltls multiplex immunocompetent
e Myositis
¢ Bell's palsy, vestibular neuritis,
and peripheral neuropathy
Renal* e Membranoproliferative and e Mainly immunosuppressed GT 3-infected patients

¢ Renal function improves and proteinuria levels
decrease following HEV clearance

Haematological

Thrombocytopenia
Monoclonal immunoglobulin
Cryoglobulinaemia

Aplastic anaemia’
Haemolytic anaemiat

Mild thrombocytopenia is common; occasionally
severe

Reported in 25% of cases of acute HEV in UK
study

Occurs mainly in association with renal disease

Other

Acute pancreatitis
ArthritisT

Myocarditist
Autoimmune thyroiditist

55 cases worldwide. HEV GT 1 only; usually mild

*There is good evidence to support a causal role for HEV and these associated conditions. For the other extrahepatic
manifestations, causality remains to be established; TCase reports only
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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HEV Karaciger- d|§| Bulgular

= Enveloped viruses
e Y in the peripheraal

Guillain-Barmmé __— 1" 115 ‘ ]
syndrome = [ ~— .! $ — ]
| | l
— | i l J
=3 ' I ’
=3 G C

Pischke S, et al. J Hepatol 2017;66:1082-95



" JE
Karaciger-disi Bulgular

(")ner"er I Grade of evidence [ Grade of recommendation
HEYV testi onerilir.*
» Noraljik amyotrofili hastalar B 1
» Guillain—Barré sendromlu hastalar B 1
HEYV testi onerilir:
» Ensefalit / myelitli hastalar C 2
Proteinuri testi onerilir: C 5
 HEV-infekte hastalar
* Yeni gelisen proteinurisi olan akut veya kronik HEV C 5
iInfeksiyonlu hastalarda renal biyopsi dustnulebilir
Tedavi
* Kronik HEV infeksiyonu olan ve glomeruler hastaligi C 5

olanlarda antiviral tedavi onerilir

*Irrespective of LFT results
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]
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HEV infeksiyonu — Laboratuvar Tani

m Inkubasyon donemi: ~15-60 gun
O HEV RNA infeksiyondan ~3 hafta sonra kan ve digkida saptanir
s Semptomlarin baslangicindan once

| Symptons
| |
i ALT
. | e /_,.——-’ lgG anti-HEV
- : : 4 /\)\’\
| Virus in serum / P N
o | / /( ~\ .
2 | ' [/ \{ IgM anti-HEV
= / 1/ \
_ o 4 \\
Virus in stool | /’ # : \
/ / \\
i / ~
- / N
/,/ N
_ 77 S,
/5/ ""'-..,__\
e
= T T T T T T T T T T T T

0O 1 2 3 4 5 6 7 8 9 10 11 12 13
Weeks post exposure

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]
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HEV infeksiyonu — Laboratuvar Tani

m Akut HEV infeksiyonu tanisi: anti-HEV antikorlari
O IgM, IgG serolojisi veya HEV NAT ile

Infeksiyon Pozitif belirtecler

durumu

Mevcut infeksiyon — |[e HEV RNA

akut e HEV RNA + anti-HEV IgM
e HEV RNA + anti-HEV IgG*
e HEV RNA + anti-HEV IgM + anti-HEV IgG
e Anti-HEV IgM + anti-HEV IgG (artan)
e HEV antigen

Mevcut infeksiyon — |e HEV RNA (+ anti-HEV) 2 3 ay

kronik e HEV antigen

Gegirilmis e Anti-HEV IgG

*Patients with re-infection are typically anti-HEV IgM negative, but IgG and PCR positive
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]
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HEV - Molekuler analiz

m HEV infeksiyonu: Serumda veya digskida HEV RNA saptanmasi

m Kronik infeksiyonlu immunosuprese hastalarda
- anti-HEV antikorlari genellikle saptanamaz

O NAT: Tek guvenilir tani yontemi

m Kronik olgularda viral yuk:
O Tedavi yanitini degerlendirmede
O Nukseden infeksiyonlari saptamada

Oneriler B Grade of evidence Il Grade of recommendation

 HEV infeksiyonu tanisinda seroloji ve nukleik
asit amplifikasyon testleri (NAT) birlikte A 1
kullaniimahdir

* Kronik HEV infeksiyonu tanisinda NAT
kullaniimahidir

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]



HEV infeksiyonu — Tanisal Algoritma

Transaminaz yuksekligi

|

Immunokompetan

v

Anti-HEV-IgM (ve IgG)
ve HEV RNA

v

Pozitif

Akut hepatit E

Onceden kronik karaciger
hastalig1?

A

“Acute-on-chronic”

karaciger )Ietmezligi?

Transplant-merkezi?
Ribavirin?

Eksrahepatik
bulgu?

Immunokompromize
{
HEV RNA
+ seroloji

A\ 4

Pozitif

HEV-infeksiyonu

>3 ay HEV RNA pozitif
?

:

Kronik hepatit E

Serology and NAT testing are best used in combination, as a negative PCR does not exclude acute infection;
serology is sometimes negative in immunosuppressed patients with chronic infection
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]
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HEV infeksiyonu — Ayirici Tani

Infeksiyon durumu Differential diagnosis
Akut infeksiyon*

e Drug-induced liver injury (DILI)
e Autoimmune hepatitis (AIH)
e Acute hepatitis E

e Seronegative hepatitis

e EBV hepatitis

e Acute hepatitis B :
e Acute hepatitis A Otoimmun hepatit ile akut HEV ayrimi

Cok sayida ila¢ kullanan yaslh
hastalarda, HEV infeksiyonu
yanhishkla DILI tanisi alabilir.

e Acute hepatitis C zor olabilir; otoantikorlar yanhg HEV
e CMV hepatitis pozitifligine neden olabilir.

Immunosuprese

birey|erde kronik |° Graft rejection

_ _ e Drug-induced liver injury

mfekS'yon e Recurrence of primary liver pathology in LTX recipients
e Graft vs. host disease

e Intercurrent infections; e.g. sepsis

e Chronic hepatitis E

e EBV and CMV reactivation

*The differential diagnosis is in order of frequency of each condition seen at a rapid-access jaundice clinic in Southwest England
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]
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HEV icin genisletilmis tarama
m Onceden; sadece HEV GT 1 veya 2 hiperendemik olan Afrika'ya

seyahat edenlerde test
O Artik cogu HEV infeksiyonunun lokal kazanildigi biliniyor

m Hepatitle basvuran tum hastalarda test yapilmalh*

O Seyahat oykusu dikkate alinmaksizin

Immunological status

Patients who should be tested for HEV

Immunocompetent

e Any patient with biochemical evidence of hepatitis*

e Suspected drug-induced liver injury*

e Decompensated chronic liver diseaset

e Neuralgic amyotrophyt

e Guillain—Barré syndromet

e Encephalitist

e Patients with unexplained acute neurology and raised
ALTH

Immunocompromised
(developed countries)

e As above
e Persistently abnormal ALTS

*Grade of evidence A, Grade of recommendation 1; TTesting should be done at disease onset, irrespective of ALT results;
#Testing should be done at disease onset if ALT is abnormal; §If ALT is above the limit of normal on more than one occasion
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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HEV ve kan urunleri

m HEV iyatrojenik bulasgabilir
O Infekte kan ve kan uriinleriyle

m Donorlerde universal, hedeflenmis veya kismi HEV taramasi :
O Irelanda, UK, Hollanda ve Japonya

O Almanya: bazi kan transflzyon merkezlerinde gonullit HEV
taramasi

Recommendations B Grade of evidence M Grade of recommendation

« Kan transfuzyonu sonrasinda anormal
karaciger fonksiyon testleri olanlar HEV ig¢in A 1
test edilmelidir

« Lokal risk degerlendirme ve maliyet-etkinlik
calismalari sonuclarina gore kan bagiscilarinda A 1
HEV taramasi yapilmalidir

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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Akut HEV infeksiyonu — Tedav!

m Akut HEV infesiyonu genellikle antiviral tedavi gerektirmez*
m Cogu olguda spontan klirens
O Bazi hastalar karaciger yetmezligine ilerleyebilir
O Ribavirin
n Early therapy of acute HEV may shorten course of disease and
reduce overall morbidity

Recommendation B Grade of evidence [ Grade of recommendation

« Agir akut hepatit E’de ve akut-on-kronik
karaciger yetmezliginde ribavirin tedavisi C 2
dusunulmelidir

*Grade of evidence A
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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HEV klirensi gelismeyen hastalarin yonetimi

Chronic HEV infection

A

Reduction of immunosuppression

HEV clearance No HEV clearance

A ¢
3-month course of

ribavirin monotherapy

A

A

Serum and stool Relapse after
HEV RNA negative ceasing ribavirin
Y v y
6-month course of No response to

ribavirin monotherapy ribavirin or intolerant
v

Persistent HEV replication

in serum or HEV relapse
v

Pegylated interferon for 3 months in LTx patients
No alternative available therapy in other transplant patients

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]



HEV infeksiyonu yonetimi -

B Grade of evidence Il Grade of recommendation

Recommendations

« SOT alicilarinda kronik HEV infeksiyonu
tanis1 kondugunda mumkunse B 1
Immunosupresyon azaltilmahidir

« HEV RNA saptanmasindan 3 ay sonra HEV
replikasyonu devam eden hastalarda 12 B 1
hafta ribavirin tedavisi verilmelidir

Monitoring of HEV RNA

* Ribavirin tedavisi sonunda serum ve B 1
diskida HEV RNA bakilmalidir
* Her iki ornekte de HEV RNA negatifse C 2

ribavirin tedavisi kesilmelidir

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/}.jhep.2018.03.005 [Epub ahead of print]
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HEV infeksiyonu - Korunma

m Avrupa’da risk: lyi pismemis domuz, vahsi domuz ve geyik eti
tuketimi
Hastadan hastaya bulas net tanimlanmamis

O MSM'lerde seksuel bulas
O Digkida yuksek miktarda HEV partikulleri

m El hijyeni ¢ok énemli
m Sadece Cin’de lisansli bir agi var

B Grade of evidence I Grade of recommendation

Oneriler

 Immunokompromize bireyler ve kronik
karaciger hastaligi olanlar iyi pismemis et B 1
ve kabuklu deniz urunleri tuketmemelidir

 Immunokompromize bireyler sadece B 5
270°C iyi pisirilmis etleri tuketmelidir

EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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HEV infeksiyonu yonetimi

m Gebe olmayan hastalarda ribavirinle 12 haftalik antiviral
tedavi onerilir.

m Virolojik yanita gore gereginde tedavi suresi uzatilabilir.

Oneriler B Grade of evidence [ Grade of recommendation

* Oniki hafta sonunda serum ve/veya diskida
HEV RNA hala saptanabiliyorsa; ribavirin C 5
monoterapisine fazladan 3 ay daha devam
edilebilir (toplam 6 aylik tedavi)

« Ribavirine yanitsiz karaciger transplant
alicilarinda pegile interferon-a tedavisi C 2
dusunulebilir

*Grade of evidence C
EASL CPG HEV. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.005 [Epub ahead of print]
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