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Akut Viral Hepatit /e

* Primer olarak karacigeri tutan, karacigerde
inflamasyon yapan, benzer klinik tablolarla
seyreden, farkli prognoza sahip bir grup
virasuin yaptigl klinik sendrom

e AST ve ALT normalin Ust sinirinin 10 kati
yuksek olur
— ALP 1-2 kat artabilir
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Hepadnaviridae ailesi

Orthohepadnavirus

Cift zincirli DNA virusu

Inkiibasyon siiresi ~75 giin (30-180 giin)
Vicut disinda 7 gun yasiyor

A-J 10 genotip var
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Sekil 1. HBV rekplikasyon basamaklan ve bu basamaklar uzerine etkili ilaclar
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Sekil 1. Hepatit B Viriis Enfeksiyonunda Dogal Seyir (15,37,38,66,79).




Akut HBV Infeksiyonu

’ Anti- :
HBsAg ?"I‘;'s' HBc ﬁ'gg Yorum
Total

F i i Cok erken donem HBV enfeksiyonu,
inkiibasyon donemi (asemptomatik)

+ - + Akut HBV hepatiti

i i N Erken dénem HBV hepatiti (core
window)

i i 5 = Cok yakin zamanda gegirilmig
iyilesme yolunda

< 2 " . 3 o Kronik HBV hepatiti veya tasiyicilik,
muhtemelen replikasyon yok

+ - + - + - Kronik HBV hepatiti, replikasyon var
Gegmiste HBV ile temas etmis,

i ¥ * i - iyilesmis, bagisik

= + z - Asilama ile elde edilmis bagisiklik

Hepatit B viriis enfeksiyonunda serolojik parametrelerin yorumu.

Acute Hepatitis B Virus Infection with Recovery
Typical Serologic Course
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Akut Viral Hepatit

Inkiibasyon dénemi
Prodromal donem (preikterik)
Ikterik ddnem

Konvalesan donem



e Kisinin immun durumu ve yasi klinigi etkileyen
en onemli iki faktordir

yok

<2 yas genelde semptom J

ikterik/anikterik 1/20 [ ikterik/anikterik 1/1 }




Yellowing is associated with the
accumulation of bilirubin in the
skin, most often caused by liver

and gallbladder disorders

Liver-

X

Jauice is a symptom
where the skin and eyes
become yellow

Gallbladder-




Parenteral

Horizontal

Cinsel temas

Perinatal

Bulas Yollari

Heteroseksiiel seks

Igne, jilet vb malzemelerin
paylagilmasi

Homoseksiiel seks

Kan transfiizyonu

Anneden bebege

Korunmasiz tibbi
mudahale



Bulas

Parenteral Bulas

Kan ve vicut sivilari

Daha az diski, ter, sut, idrar,
safra....

Kan transflizyonlari ve
perkitan yaralanma

Dlusuk-orta endemisite

Cinsel Temas

Tuakrak, semen, vajinal
sekresyonlar ..

Heterosekstel (cok
partnerli)

Homoseksueller (MSM)

Disuk endemisite
bolgelerinde sorun



Perinatal bulas

Kroniklesme riski en yuksek
bulas yolu
HBeAg (+) anneden doganlar
— Infeksiyon riski %$70-90;
kroniklesme %90
Hbe Ag (-) anneden doganlar
— infeksiyon riski %$10-40;
kroniklesme %40-70
Intrauterin, perinatal**,
emzirme
— AsI+HBIG
Yiksek endemisite
bolgelerinde sorun

Horizontal bulas = &

Aile ici yakin temas

Kontamine kisisel esyalar
— Havluy, dis fircasi, tras
makinasi....

Dis ortamda dayanikli,
cansiz yuzeylerde
bulunabilme

Yiksek endemisite
bolgelerinde sorun

Ulkemizde



Risk Gruplar

Sik kan nakli yapilanlar
Hemodiyaliz hastalari
Uyusturucu bagimlilari

Dovme yaptiranlar

Kulak deldirme

Cok eslilik, hayat kadinlari
Homoseksueller (MSM)
Bakimevinde yasamak/calismak
Mahkumlar

HBV tasiyici annelerin cocuklari Bulas esigi diisiik (0,0001 mL)
HBV tasiyicisi olan ailede yasamak




VIRAL HEPATITIS B
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rPrevalence of
hepatitis B
surface antigen
| High >8%
() Intermediate 2%—7%
@ Low <2%
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Figure 1. Global prevalence of hepatitis B virus infection. (From the Centers for Disease Control 2012.)




Akut Hepatit B Infeksiyonu
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This article was published in 2000 and has not been updated or revised.
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THE PATH FROM RESEARCH TO HUMAN BENEFIT

THE HEPATITIS B STORY

ebilitating and deadly, hepatitis has plagued B
humankind since the beginning of vecorded bis- .
tory. But the course of this disease was irrevoca- H epatitis B

bly changed with the accidental convergence of @ medical A Debil itating Disease

rvesearcher curious about why some people are especinlly

x-ve 11 3800 . [ LS



Cok uzun bir gecmisi var

Bulasici sarilik
: e

Kamp ve asker sarilig \!

» Sonuc + Sebep ;
Kataral sarilik 11\ |
Infektif sarilik

Epidemik sarilik o) =
Postvaksinal sarilik
Transfuzyon sariligi
Uzun inkdbasyonlu sarilik = Hepatit B viriisii kesiften cok

Hepatit B/A/NonA nonB ....  cevaplanmasi amaglanan
calismalarin eseri




Milestones in hepatitis B virus (HBV) research and treatment

1Tth—18th DEH‘I].IIiB:E| | Outbreaks of epidemics of jpundice in military and civilian populations during wars |

1885 | | Characterization of cutbreaks of serum hepatitis following vaccination | Uirﬂlﬂgic

characterization

| McDonald postulates that the infectious jaundics is cawsed by a vines |

16381845 | | WWIl—A series of outbreaks after vaccination for measlkes and yellow fever |

| MacCallum classifies viral hepatitis into two types; viral hepatitis B was classified as serum hapatitis

1963 | | Blumberg discovers Australia antigen (HBsAg) in aborigines |

| Dane discovers the dane particle (complete HEV particlke) |

| Plasma-derived HBW vaccine

FDA approves interferon-a 2b to treat hepatitis B

| FDA approved Lamivudine fo treat hepatitis B

| FDA approved Adefowvir dipivoxil to treat hepatitis B

FD& approved the use of long-acting interferon (peginterferon o-2a) to treat hepatitis B

| FD approved entecavir to treat hepatitis B

Therapeutic | FDA approved telbivuding to treat hepatitis B
development

| FDA approved tenofovir to ireat hepatitis B

Figure 1. Timeline for milestones in HBV research and treatment.



Viral Hepatitler-Dort Donem
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4. Bilgi patlamasi
3.Uyanis Dénemi donemi

Big Bang




Cehalet DOnemi

e En uzun ve karanlik donem

e MO 460-377 Hipokrat bulasici olabllecegml
disunerek sariligi olan hastalara “karantina’
uygulatmis

— Ikteros/kirros

* |talya’dan Papa Zachanas (741-52) sarilkli
hasta toplumdan tecrit edilmeli demis

e 14, yy Celaluddin Hizir Miintahab-i Sifa
kitabinda “yarekan”

4



— 7 Q\/\
nature
COMMUNICATIONS

LWL-Museum fir Kunst und Kultur
(Doga Tarihi Muizesi)

ARTICLE

Received 21 Sep 2012 | Accepted 26 Mar 2013 | Published 30 Apr 2013

The genome of a Mesozoic paleovirus reveals
the evolution of hepatitis B viruses

Alexander Suh', Jiirgen Brosius, Jiirgen Schmitz'* & Jan Ole Kriegs2*

Paleovirology involves the identification of ancient endogenous viral elements within eukar-
yotic genomes. The ewvolutionary origins of the reverse-transcribing hepatitis B wiruses,
however, remain elusive, due to the small number of endogenized sequences present in host
genomes. Here we report a comprehensively dated genomic record of hepatitis B virus
endogenizations that spans bird evolution from =82 to <121 million years ago. The oldest
virus relic extends over a 99% complete hepatitis B virus genome sequence and constitutes
the first discovery of a Mesozoic paleovirus genome. We show that Hepadnaviridae are =63
million years older than previously known and provide direct evidence for coexistence of

hepatitis B viruses and birds during the Mesozoic and Cenozoic Eras. Finally, phylogenetic
analyses and distribution of hepatitis B virus relics suggest that birds potentially are the
ancestral hosts of Hepadnaviridae and mammalian hepatitis B viruses probably emerged after e oZHBY C e 6ZHBV C
a bird-mammal host switch. Our study reveals previously undiscovered and multi-faceted
insights into prehistoric hepatitis B virus eveolution and provides valuable resources for future DHBY

studies, such as in-vitro resurrection of Mesozoic hepadnaviruses. 169/0.8:
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Tek kaynak insan !!!



https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en
https://www.lwl.org/LWL/Kultur/museumkunstkultur/?lang=en

@'PLOS | PATHOGENS

RESEARCHARTICLE

The paradox of HBV evolution as revealed
froma 16™ century mummy

Zoe Patterson Ross', Jennifer Klunk?, Gino Fornaciari®, Valentina Giuffra®,
Sebastian Duchéne®, Ana T.Duggan®, Debi Poinar®, Mark W. Douglas®, John-
Sebastian Eden’, Edward C. Holmes' *, Hendrik N. Poinar®®7 *

1 Marie Bashir Institute for Infectious Diseases and Biosecurity, Charles Perkins Centre, School of Life and
Environmental Sciences and Sydney Medical School, The University of Sydney, Sydney, New South Wales,
Australia, 2 McMaster Anciert DMNA Centre, Department of Anthropology, MeMaster University, Hamilton,
0N, Canada, 3 Division of Paleopathology, Department of Translational Research on New Technologies in
Medicine and Surgery, University of Pisa, Pisa, ltaly, 4 Department of Biochemistry and Molecular Biology,
Bio21 Molecular Science and Biotechnology Institute, University of Melbourne, Parkville, Victoria, Australia,

5 S'tcrr Ln.rer Centre TheWesmea:i Insttutefnr Medical Research, The University of Sydney and Westmead
e e — tralia, 8 Michagl G. DeGroate Institute for Infectious Disease

v, McMaster University, Hamilton, ON, Canada, 7 Humans and
for Advanced Research, Toronto, ON, Canada

sinarh@ memaster.ca (HNP)




2. Saskinlik Donemi

e 1855-1940 yillari arasinda

 1865’te Virchow ilk bilimsel olarak sariligi
“kataral sarilik”



1883, Bremen/Almanya Postvaksinal

sarilik
Cicek salgini
Farkl vezikual sivilarindan asilama

1289 tersane calisani, 191 sarilikli olgu (ayni
asl formundan)
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1908’de Mr Donald bakteriden kucuk etken
1909 yilinda

P . . Toksik hepatit
— Sifiliz tedavisinde salvarsan kullanimi

— Ortak enjektor kullanimi
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e 1937-1939 Findlay ve Mac Callum

— Infektif hepatit terimi kullaniliyor
— Sari humma asisi sonrasi sarilik salgini




3. Uyanis Donemi

e 1940-1970 yillari arasinda

* Eppingen-Klemperer (1939) sorun safra
vollarinda degil, karacigerde “serum hepatiti”
* 1940-1945 Il. Dunya Savasi

— Sari humma ve kizamik asisi sonrasi sarilik

e 1947 yili MacCallum
— Etken bir virus

MacCallum FO. “Homologous serum hepatitis- Lancet 1947; 2: 691-2




e 1950 karaciger biyopsisi ile patogenez
anlasiliyor

* 1955 Ritis karaciger hasarinin gostergesi
biyokimyasal testlerin belirlenmesi

— Turkiye’'de ilk Prof. Dr Kaya Kilicturgay tarafindan
calisildi

e 1965 vili, B Blumberg
— Avustralya Ag (HBsAg)

Alter HJ.Blood 1966; 27: 297-309




4. Bilgi Patlamasi

1970 yili, DS Dane
— Dane partikalt, EM

Hepatitis B or Dane Particle
Dane DS Lancet 1970; 7649: 695-8

e 1981 plazma derivesi HBV asisi (HIV!!!)

* 1986 rekombinant DNA teknolojisi ile HBV asisi
e 1989 Kerry Mullis PCR’In kesfi

e ..tedavi

1970’lerde ilk deneme Afrikali
cocuklar ve New York’ta
homoseksuteller



Published by Oxford University Press 2005 International Journal of Epidentiology 2005;34:1329-1339
Advance Access publication 25 October 2005 doi: 101093 /ije/dyi206

INFECTIOUS DISEASES

A mathematical model to estimate global
hepatitis B disease burden and
vaccination impact

Susan T Goldstein,'* Fangjun Zhou,? Stephen C Hadler,? Beth P Bell,! Eric E Mast! and
Harold S Margulisl

Accepted 19 September 2005

Background Limited data are available regarding global hepatitis B virus (HBV)-related

morhiditv and mortalitv and notential reduction in disease hburden from henatitis B
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Figure 3 Reduction in future hepatitis B virus-related deaths with increasing hepatitis B vaccination and birth dose coverage,
2000 Global Birth Cohort



Bugun....

Asilama
Guvenli kan transflizyonu
Guvenli enjeksiyon

Kronik hepatit B’de viral yuki azaltan tedavi...



* Hepatit B asilarinin olgularin %80-95’inde
bulasi engelledigi ve guvenli asilar oldugu
bildirilmistir

Chen DS et al. J Hepatol 2009; 50: 805-16
del Canho R et al. Vaccine 1997; 15: 1624-30




e 1991 vili HBs Ag (+) ‘ligi >%8’den fazla olan
ulkelerde HBV asisi uygulanmasi

* 1997 yilindan itibaren tim Ulkelerde dogum
itibaren HBV asi uygulamasi

* ACIP 2008 yili 6nerisi “HBV infeksiyonundan
korunmak isteyen herkes asilanmali”

EPI kapsaminda HBV asilamasi
1990 20 Ulke

1996 80 Ulke

2000 116 ulke

2001 126 ulke

2005 125 dlke
Gunumuzde 193 Glkenin 171’i
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Hepatology. 2009 May : 49(5 Suppl): S28-S34. doi:10.1002/hep.22975.

Epidemiology of Hepatitis B in the United States

W. Ray Kim, MD

Associate Professor of Medicine, Division of Gastroent
College of Medicine, Rochester, MN

End-stage Cirrhosis

HCC

- Acute Liver Failure

Abstract
Hepatitis B virus (HBV) remains an important cause of g 450 -
and in the United States. An encouraging trend is that th
United States declined as much as 80% between 1987 ar
vaccination programs as well as universal precautions in| 400 0|
While encouraging. these decreases in acute infections hy I
prevalence or burden of chronic HBV infection. The pre ' N
been estimated to be approximately 0.4%. However, the; 4 350
conducted in samples in which population groups with h "H-
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a
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= 250
e
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Figure 6.
Kim WR Hepatol 2009; 49 (Suppll 5): S28-34 }
from reference 25.

1995

2000

Year

Number of patients placed on the liver transplantation waitlist by year for hepatitis B-related
indications in the United States. Registrants for end-stage cirrhosis have been declining
(—37%) while those for hepatocellular carcinoma (HCC) have been rising (+146%). Data
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Figure 1.
Incidence of acute hepatitis B per 100.000 population in the United States by year (1990—
2004) and age group. (Reproduced from reference 7, permission waived by CDC).

Kim WR Hepatol 2009; 49 (Suppll 5): S28-34



MAJOR ARTICLE

Epidemiology of Acute Hepatitis B in the United
States From Population-Based Surveillance,
2006-2011

Kashif Igbal,' R. Monina Klevens,' Marion A. Kainer,? Jennifer Baumgartner,® Kristin Gerard,’ Tasha Poissant,’
Kristin Sweet,® Candace Vonderwahl,’ Tracey Knickerbocker,® Yury Ilihud-,!al-r.u'..r,1 Guo-liang Xia,' Henry Roberts,' and
Eyasu Teshale'

"Division of Viral Hepatitis, National Center for HIV/AIDS, Viral Hepatitis, STD, and TE Prevention, Centers for Disease Control and Prevention, Atlanta,
Georgia; “Tennessee Department of Health, Nashwille; *New York Department of Health and Mental Hygiene, Queens; *Connecticut Department of Public
Health, Hartford: 5Dmgnn Health Authority, Portland; 5Minnesota Oepartment of Health, Minneapalis; "Colorado Department of Public Health and
Environment, Denver: and ®New York State Department of Public Health, Albany

Background. An estimated 20 000 new hepatitis B virus (HBV) infections occur each year in the United States.
We describe the results of enhanced surveillance for acute hepatitis B at 7 federally funded sites over a 6-year period.

Methods. Health departments in Colorado, Connecticut, Minnesota, Oregon, Tennessee, 34 counties in
New York state, and New York City were supported to conduct enhanced, population-based surveillance for
acute HBV from 2006 through 2011. Demographic and risk factor data were collected on symptomatic cases
using a standardized form. Serum samples from a subset of cases were also obtained for molecular analysis.

Results. In the 6-year period, 2220 acute hepatitis B cases were reported from the 7 sites. For all sites combined,
the incidence rate of HBV infection declined by 19%, but in Tennessee incidence increased by 90%, mainly among

" L I | . . LI T oam s A = i - - i -

Igbal K et al. CID 2015; 61: 584-92



Table 1. Percentage of Acute Hepatitis B Cases by Site and Characteristics

Total
CO(n=1868) MN({n=1587) NYS(nh=163) ORn=290) TN (h=677) CTi{h=179) NYC (n=568) (N =2220)

Characteristic Col. % Col. % Col. % Col. % Col. % Col. % Col. % Mo.  Col %
Age
10-19 2.2 3.8 1.8 0.3 0.9 0.6 0.9 26 1.2
20-29 11.8 19.1 8.0 10.7 21.0 1.7 13.7 337 152
30-39 23.1 20.4 25.2 24.5 33.7 24.6 28.9 623 [ 28.1
40-49 33.3 26.1 39.3 22.2 28.8 35.2 28.0 673 | 303
50-59 17.2 16.6 14.7 20.0 10.6 18.4 16.0 336 15.1
60-69 8.1 10.2 8.0 1.7 3.7 5.6 7.0 153 6.9
>70 4.3 3.8 3.1 2.1 1.2 3.9 5.5 71 3.2
Missing 0.0 0.0 0.0 0.0 0.1 0.0 0.0 1 0.0
Sex
Female 31.2 312 282 31.0 38.7 32.4 329 750 3338
[ Male 68.8 68.8 71.8 69.0 61.3 67.6 66.7 1468  66.1
Missing 0.0 0.0 0.0 0.0 0.0 0.0 0.4 2 0.1
Race
Al/AN 1.6 / \ 14 06
API 4.8 94 4.2
Black 6.5 383 173
White c0.5 AVH erkeklerde ve 1268 571
Hispanic 17.2 30-49 yas araliginda daha fazla 250 113
Other 0.0 10 05
Missing 19.4 201 9.1
Birth country K /
United States 73.7 17.8 85.9 62.8 83.3 26.3 41.7 1335  60.1
Foreign born 17.2 14.0 14.1 6.6 16.7 14.0 433 480 2186
Unknown 9.1 63.2 0.0 30.7 0.0 59.8 15.0 405 182

Abbreviations: AlJAN, American Indian/Alaska Mative; AP, Asian or Pacific Islander; CO, Colorado; CT, Connecticut; MM, Minnesota; NYC, New York City; NYS,
Mew York state; OR, Oregon; TN, Tennessee.

Igbal K et al. CID 2015; 61: 584-92



Table 1 Univariate and multivariate analyses of the risk factors exposed within 6 months before onset of acute hepatitis B: a community-based study
Potential risk factor Cases Controls OR (35% CI) ADR {95% CI)

Household contact with HEV carners 101 (34.35) B9 (15.14) 203 (2.11 10 4.08) 2.05 (211 to 44107

Spouse with HBV infection 21 (7.14) 25 (4.25) 1.73 (0.92 to 3.27)
Mother with HEV infection 12 (4.08) 5 (0.85) 496 (173 10 14.22) 4.75 (1.1 10 16.22)¢
Other members with HBV infection 45 (15.31) 24 (4.08) 4,73 (253 to 7.13) 3.64 (1.97 to 6.75)F

Family member with liver cimrhosis 18 (6.12) 5 (D.85) 7.60 (268 to 26.41) 4.04 (1.28 to 12 7B}
Family member with HCC 11 [3.74) B (1.36) 2.82 (1.04 to 7.76)
Sharing razor B(2.72) 6 (1.02) 2.71 (082 to 9.57)
Sharing towels 30 (10.20) 3B [6.46) 1.64 (0.97 to 2.79)
Invasive medical procedure 103 (35.03) 77 (13.10) 3.56 (255 to 5.02) 3.72 (255 to 542)°
Surgeny T2 13.08] T .53] 218 110G 10 1.13]
Endoscopy 10 [2.40) 70119 292 (1.01 to B.60)
Intravenous injection or infusion T8 126.53) hE (9.52) 3.43 (221 to 5.10) 2.53 (1.52 to 421)F
imi Fanl =l ['ﬂ'l'.rl-'-li A0 IR E[Ii I E0D |7 70 10 F F;'?.i 2 17 (1 77 1t 3 Rﬂlli
| Body care and beauty treatments in public places 130 (44.72) 155 (26.36) 2.21 (165 to 2.97) 1.52 (1.00 to 2.12)*
Barber shop shaving (=4 times) 5B (19.73) 76 {12.93) 1.6E (1.12 to 2.45)
Receiving pedicure in the bath centre 103 (35.03) 102 [17.35) 2.55 (1,85 to 3.51) 1.98 (1.36 to 2B7)F
No 191 486
Once 3 50 1.58 (095 1o 2.61)
Two to three times 21 2B 1.91 (102 10 3.57)
Four times or more 51 24 541 (215 1o 9.33)
Eating out (twice or more'week) 93 [31.63) 69 (11.73) 348 (241 to 5.02) 3.20 (2.14 to 477}
Lack of HBV vaccination 2B5 (96.34) 484 (BZ.31) B.B0 (3.2B to 14.62) 7.78 (3.76 to 16.11)*

Data are expressed as number [%).

*Vanables in the multivarizte model included household contact with HEV carniers, invasive medical procedure, body care/beauty treatments in public places, eating out and lack of
HEV vaccination.

FVariables in the multivariate model included mother with HEV infection, other members with HEV infection, family members with liver cirthosis, intravenous injection or infusion,
intramuscular injection, receiving pedicure in the bath centre, eating out, and absent HEV vaccination,

ADR, adjusted odds ratio; Cl, confidence imerval; HBV, hepatitis B virus; HCC, hepatocellular carcinoma; OR, odds ratio.
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Hepatitis B immunization strategies: timing is everything

Christopher O. Mackie MD MHSc, Jane A. Buxton MBBS MHSc, Sayali Tadwalkar MD BHSc,

David M. Patrick MD MHSc

ince the launch of the first universal vaccination pro-
gram against hepatitis B virus (HBV) in Taiwan in
1984, there has been ongoing research and debate
about the most appropriate vaccination schedule. Vaccine
advisory bodies continue to examine universal immuniza-
tion strategies to determine which are most appropriate to
protect against HBV.'? In this article, we review the evidence
for long-term effectiveness of vaccination programs for in-
fants and adolescents. The search strategy used is available in
Appendix | (available online at www.cmaj.ca/cgi/content
/full/180/2/196/DC1).
Chronic HBV infection, with the attendant risk of cirrhosis
and hepatocellular carcinoma, occurs in 1%—5% of adults and
up to 90% of infants who are infected with HBV . Providing

Key points

All countries should offer universal HBV vaccination for
infants.

Targeting universal immunization programs at infants
helps to maximize population-level protection.

Booster doses for healthy adolescents who were immu-
nized as infants are not necessary.

Universal immunization in adolescents can reduce the bur-
den of HBV-related illness in adolescents.

Adequate data are needed to evaluate immunization
programs.

A national immunization registry is a key component of
any evaluation strategy.

Mackie CO et al. CMAJ 2009;180: 196-201
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Figure 1: Reported incidence of acute hepatitis B infections among people of all ag:

Canada, 1992-2007. Data were compiled from the 2007 annual report of the BC Ce
and the 2005 release of the Canadian Notifiable Diseases repor
system.3> *There was a change in the electronic surveillance system in British Columb
1993 that resulted in some underreporting that year.32

for Disease Control3*

Mackie CO et al. CMAJ 2009;180: 196-201
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Figure 2: Reported incidence of acute hepatitis B infections among infants in Canada,
1992-2007. Data were compiled from the 2007 annual report of the BC Centre for Dis-
ease Control,3 the 2005 release of the Canadian Notifiable Diseases reporting system,33
the British Columbia Integrated Public Health Information System (iPHIS), and the Rap-
port sur I'ensemble des maladies des dix derniéres années, Province du Quebec.3® *Rates
for this period in British Columbia and Quebec are based on complete data from

2004-2007, while rates in Ontario and Canada are based on 2004 data. Note: Infant in-
fections tend to be asymptomatic, and are thus underreported. Data are presented here

in 4-year intervals because of the instability of small numbers.
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Risk factors for acute hepatitis B and its progression
to chronic hepatitis in Shanghai, China

HW Zhang,' JHYin,' Y TL,>CZL,*HRen?CY Gu," HY Wu,? X S Liang,? P Zhang,’
J F Zhao,' X J Tan,” W Lu," S Schaefer,* G W Cao’

ABSTRACT

Background and aims: The major risk factors for acute
hepatitis B (AHB) in China and the viral factors
determining the progression from acute to chronic
hepatitis B remain largely unknown.

Methods: Epidemiological studies within a population-
based surveillance for AHB in adults were performed in
Shanghai, China, including 294 patients, 588 matched
controls and 572 family members of the patients.

nationwide survey in 2006 showed that the
prevalence of hepatitis B surface antigen
(HBsAg) was around 1.5% in children under the
age of Byears, and 7.18% in the nationwide
population at an age between 1 and 39 years
(unpublished data). In Shanghai the annual
incidence of AHB has been documented since
1993 (fig 1). Although an overall decrease is

evident, the incidence of AHB remains high.

Results: Invasive r
with hepatitis B vir

beauty treatments, 40 —
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pedicure in bath o g
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Figure 1 Annual incidence of reported cases of acute hepatitis B in
Shanghai, China from 1993 to 2005. Approximately 17.78 million people
were surveyed.
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Trends of Acute Hepatitis B Notification
Rates in Eastern China from 2005 to 2013

Zhifang Wang*, Yaping Chen, Jinren Pan
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Nozokomiyal bulas,

) AVHB erkeklerde daha fazla
Cinsel bulas halen sorun

20-39 yas araliginda fazla
Wang Z et al. PLOSone 2014; 1-13
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Ireland, Latvia, Lithuania, Luxembourg, Malta, the Netherlands, Norway, Poland, Portugal, Romania, Slovakia, Slovenia, Spain,

Swegen, and the United Kingdom.
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Figure 5. Transmission category of hepatitis B cases by acute and chronic disease status, EU/EEA,

2015
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Table 3 Transmission category of hepatitis B cases by disease status, in EU/EEA countries, 2012*

Inknown Total

Transmission category Acute (n = 1120) % Chronic (n=1827)% (mn=65% (n=3012)%
[Hctﬂrnscmal transmission 31.1 6.7 | 11.9 15.9
Nosocomial (includes hospital, 20.7 2.2 | i an
nursing home, etc.)
Men who have sex with men (MSM) 11.1 2.5 AVHB
Nonoccupational injuries 9.3 1.0 Cinsel temas
(needle stick, bites, tattoos, piercings) Nozokomiyal bulas
Injecting drug use 8.7 3.9
Other' 6.6 9.0
Sexual transmission (not specified) 5.1 1.7 KVHB
Household 4.7 3.3 Kan ve kan iirini
Blood and blood products 1.1 L !
Mother-to-child transmission 0.7 66.9 Transplasental
Haemodialysis 0.5 0.1 bulas
Needle stick and other occupational exposure 0.4 0.3
Organ and tissues 0.0 (0.0 (0.0 0.0
Total 100.0 100.0 100.0 100.0

Source: Country reports: Czech Republic, Denmark, Estonia, Finland, France®, Germany, Hungary, Ireland, Italy, Latvia,
Lithuania, Malta, Netherlands, Norway, Poland, Romania, Slovakia and Sweden.

*Analyses undertaken by disease status category for all cases where the transmission category was not classified as
‘unknown’.

"The route of transmission is known, but cannot be attributed to any of the specified transmission categories.
:Undcrrcporting was estimated to be §5% for acute hepatitis B cases in France in 2010.



Fransa'da 11 Asi Zorunlu Hale Gelecek

Fransa Saglik Bakani Agnes Buzyn, bebek ve okul ¢agindaki ¢ocuklara
2018'den itibaren 11 farkl asinin zorunlu hale getirilecegini belirtti.

31 Agustos 2017 Pergsembe 17:39

Fransa'da bebek ve okul cagindaki cocuklara
mevcut durumda cocuk felci, tetanos ve
difteriye karsi asilarin zorunlu oldugunu
animsatan Bakan Buzyn, "2018'den itibaren
tum cocuklara kizamik, bogmaca, kabakulak ve
hepatit B gibi hastaliklarla savasi artiracak 11

farkl asi zorunlu hale getirilecek." ifadesini

Fransa Saglik Bakani Agnes Buzyn, bebek ve okul ¢cagindaki gcocuklara 2018'den itibaren 11 farkl ku | Ia n d |
asinin zorunlu hale getirilecegini belirtti. :

Buzyn, CNEWS televizyonunda katildigi programda, okullarin agilmasi dolayisiyla saglik konusunda

Buzyn, tepkiler Uzerine, tasarida belirtilen

1990-1997 arasi MS zorunlu asilara karsi ¢cikan ebeveynlere yonelik
artis1?? Fransa 6 ay hapis ve 3 bin 750 avro para cezasi
verileri sikintili uygulamasinin gozden gecirilecegini

kaydetmisti.
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Epidemiology of acute and chronic hepatitis
B virus infection in Norway, 1992-2009

Grazina Rimseliené™?’, @ivind Nilsen’, Hilde Klgvstad”, Hans Blystad” and Preben Aavitsland”
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Figure 2 Mean annual incidence of acute hepatitis B by age
and sex, Norway, 1992-2009. Blue bars represent number of
males with acute hepatitis B per 100,000 population; purple bars
represent fermnales with acute hepatitis B per 100,000 population.
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Figure 3 Proportion of registered routes of transmissionfiibr
acute hepatitis B, Norway, 1992-2009 (n = 3053). Proportion
routes of transmission for acute hepatitis B are presented with tigie
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line; a pink line represents injecting drug use and unknown an
other routes of transmission are presented in orange colour.
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Region 2009
Africa 70 %
Americas 86 %
Eastern Mediterranean 84 %
Europe 77 %
South-East Asia 41 %
Western Pacific 90 %
Global 70 %
Total number of countries 154

Source: WHO  vaccine-prevental
system, 2010 global summary [11
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* Ulkemizde 1998’den beri yenidogan ve risk
grubundakilere asi uygulanmakta

e 2006 yilinda bir genelge ile hi¢c asilanmamis
cocuklari astlama uygulamasi baslamis
(ilkogretimde “catch-up” )

* Bagisiklama danisma kurulu karari ile 2009 lise
ogrencilerine asi uygulamasi



T.C.
SAGLIK BAKANLIGI
Temel Saghk Hizmetleri Genel Miidiirliigii

Say1 :B100TSHO0110005
Konu : Genisletilmis Bagisiklama 13.03.2009/7941
Programi Genelgesi

o0sns T.C. SAGLIK BAKANLIGI
- Temel Saghk Hizmetleri Genel Miidirlagii
DAIMI GENELGE

Bagigiklama hizmetlerinde temel amag; toplumda, 6zellikle bebek ve gocuklard:
korunulabilir hastaliklarmn ortaya ¢ikigmi engellemek. dolayisiyla bu hastaliklardan kayn: SaY| : B1 OUTS H01 1 0005

Slumlerin ve sakalidarm omine geomektir. Temel hedefin asisiz coculs buzkmamal Konu : Genisletilmis Bagisiklama Programi Genelgesi
Saglk Bakanhgmm Teskilat ve Gorevleri Hakkmda 181 sayil: Kanun Hik 25_02.2008 6111 ‘."14

Karamame ile Ulkemizde viiriitilecek bagigiklama hizmetlerini diizenleme vetkisi Bakanl HEPAT'T B KONTROL PROG RAM'

verilmistit. Bu diizenlemeler vapidwoken diinvadald gesitli gelismeler takip edilme
akademisvenlerden olusan Bagigiklama Danisma Kurulu'nun tavsiveleri dikkate almmakt

Genisletilmis Bagiyiklama Programi (GBP) kapsammda Bogmaca, Difteri, T B I kl dd '] B . k
Kizamik, Kizamikgik, Kabakulak, Tiberkiiloz, Poliomvelit, Hepatit-B, Hemofilus influe u gene geye eKienen son ma e uris

b’ye bagli hastaliklar ile streptokokus pnémoniva va bagh invaziv pnémokokal hastaldk’ gruplarlnln d|§|nda, hekimin YUksek risk nEdeniYIe asl
Eleld:;;ilnﬂ:kii? kaynaklanan bebek ve gocuk &limlerinin ve sakatliklarm engel yapllmaSInl uygun buldugu ki§i|ere Saéllk
Ulkemizde viinitilen Genisletilmiy Bagigiklama Programinda son dénemde kurUIU§|ar|nda ucretsiz asl UY9U|amaS| Yapllmalld"”

gelismeler kavdedilmistir. 2006 vidmdan itibaren asi takvimine ii¢ veni antijen (Kiza denmekte
Kabakulak ve Hemofilus influenza tip b) eklenmis, 2008 vili basmdan itibaren DaBT-I]

besli agismm ve 2008 yili Kasm ayindan itibaren de Konjuge Pnémokok asismm ka

" Topeim e & “GBP kapsamindaki asilarin kayit ve bildirimlerini almak sartiyla 6zel
Cocukiuk Domens Aeloma Tl saglik kuruluslari, hastaneler ve 6zel hekimlere Ucretsiz olarak
£ FoCh TR Tomem AaTama verilmesi, basvuranlara Ucretsiz uygulanmasi........ "’
3| = ] ] ] 2l |aE |&F
Hep B I I 111
BCG I
DaBT-IPA-Hib I I 111 R
KPA I I I R
KKK I R
OPA v LK
Td v v

Hep B: Hepatit B Agis1

BCG: Bacille Calmette-Guerm Astst

DaBT-TPA-Eib: Difteri, aseliller Bogmaca, Tetanoz, Inakif Palio, Hemofilusinfiuenza tip b Asts (Besli Karma Ag:)
KEK: Kizamik, Kszamikeik Kabakulak Asist

OPA: Oral Polio Asist

Td: Erigkin Tipi Difteri-Tetanoz Asis:

KPA: Konjuge Pnémokok Astst

R: Rapel (Pekigtirme)
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Age- and region-specific hepatitis B prevalence in
Turkey estimated using generalized linear mixed
models: a systematic review

Mehlika Toy'?", Fatih Oguz Onder’, Tanja Wormann®, A Mithat Bozdayi”, Solko W Schalm®®, Gerard J Borsboom’,
Joost van Rosmalen’, Jan Hendrik Richardus' and Cihan Yurdaydin™

Abstract

Background: To provide a clear picture of the current hepatitis B situation, the authors performed a systematic
review to estimate the age- and region-specific prevalence of chronic hepatitis B (CHB) in Turkey.

Methods: A total of 339 studies with original data on the prevalence of hepatitis B surface antigen (HBsAg) in
Turkey and published between 1999 and 2009 were identified through a search of electronic databases, by
reviewing citations, and by writing to authors. After a critical assessment, the authors induded 129 studies, divided
into categories: ‘age-spedfic; region-specific; and 'specific population group'. To account for the differences
among the studies, a generalized linear mixed model was used to estimate the overall prevalence across all age
groups and regions. For specific population groups, the authors calculated the weighted mean prevalence.

Results: The estimated overall population prevalence was 4.57, 95% confidence interval (Cl): 3.58, 5.76, and the
estimated total number of CHB cases was about 33 million. The outcomes of the age-specific groups varied from
2.84, (95% CI: 260, 3.10) for the 0-14-yearolds to 6.36 (95% Cl: 583, 690) in the 25-34-vear-old group.

Conclusion: There are large age-group and regional differences in CHB prevalence in Turkey, where CHB remains a
serious health problem.

17
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Figure 1 Map of Turkey according to regions, population size per region and the number of estimated CHB cases. Map of Turkey
according to regions; 1: Mamara region, 2: Aegean region, 3: Black Sea region, 4. Inner Anatolia region, 5: Mediterranean region, 6: Eastem
Anatolia region, 7: south-eastem Anatolia region. Regions with similar socioeconomic status and HBsAg seroprevalence are grouped as A (1 and
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Risk factors of hepatitis B virus infection in Turkey: A population-based,
case-control study

Ali N7er 1 Yuanf Yaleiinnonllari 2¢ Ali Revtiir 3 Tevla Revtiir4 Mehmet Knranolii 5 Fevuza
Table 1. Multivariate analysis of factors potentially associated with acute HBV infection

Factors Patients Controls Odds ratio 95% (1 p-value
No. (%) No. (%)

Gender 0.82-2.21 0.245
Female 55(42.6) 74 (33.8) 1.00
Male 74 (57.4) 145 (66.2) 134

Hemodialysis 4.17-16.61 ( <0.001)
Positive 39(30.2) 14(6.4) 8.32
Negative 90 (69.8) 205 (93.6) L.00

HBsAg (+) Spouse 2.17-8.53 < 0.001
Positive 29 (22.5) 18 (8.2) 430
Negative 100 (77.5) 201(91.8) .00

HBsAg (+)Parents 1.73-6.12 <0.001
Positive 28(21.7) 26 (11.9) 3.25
Negative 101(78.3) 193(88.1) 1.00 ———




SURVEILLANCE AND OUTBREAK REPORTS

Trends of hepatitis B notification rates in Turkey, 1990

to 2012

P Ay (npay@marmara.edu.tr), M A Torunogluz, S Coms3, Z Cipil2, S MollahaliloZlus, Y Erkocs, U Dilmens
. Marmara University, School of Medicine, Department of Public Health, Istanbul, Turkey
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TABLE

Target age groups for catch-up vaccinations by school year,
Turkey, 2005-2009

School year Target group

N Primary school students at the eighth grade (13
2005-06 years-old)
2006—0 Primary school students at the sixth, seventh

7 and eighth grades (11, 12 and 13 years-old)
2007—08 Primary school students at the third, fourth,
7 fifth, and sixth grades (8, 9, 10 and 11 years-old)

B High school students at the fourth grade (17

2008-09 years-old)




FIGURE 4
Notification rates for acute hepatitis B cases per 100,000 and percentage of infants vaccinated with three doses of hepatitis B
virus antigen, by region, Turkey, 2012

Source: Kartenmwerkstatt; http://commons.wikimedia.org

Hepatit B asilama orani %93-98
AVHB 1.49-6.3/100.000




FIGURE 1
Notification rates for acute hepatitis B (1990-2012) and percentage of infants vaccinated with three doses of hepatitis B

virus antigen (1999-2012), Turkey*
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FIGURE 2

Notification rates for acute hepatitis B by age group, Turkey, 1997-2012
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TURKIYE CUMHURIYETI SAGLIK BAKANLIGI

THE MINISTRY of HEALTH of TURKEY

TURKIYE CUMHURIYETI SAGLIK BAKANLIGI

SAGLIK ISTATISTIKLERI YILLIGI
2010

Tablo 3.1. Yillara Gore Bazi Secilmis Enfeksiyon Hastaliklarmin Insidansi. (100.000 Niifusta).
Tiirkiye
Table 3.1. Incidence of Some Selected Infectious Diseases by Years, (per 100.000 Population), Turkey

0.05 0 0,01 0,01 0,009

Monsles 11.09 2 . )

Tetanoz 0.02 0.02 0.02 0.02 0,02 0.03
Tetanus

MNeonatal Tetanoz

e 2,35 1.34 037 0.53 0 el
Bogﬂmc_a 0.27 0.09 0.07 0.03 0.01 0.07
Pertussis

el 8.26 10,05 9.14 8.18 6.90 4.2

Hepatitis B



Tablo 3.13. Onbes Yas ve Uzeri Bireylerde Hastalik/Saglik Sorunu Yasadiklarini Belirtenlerin
Cinsiyet ve Yerlesim Yerine Gre Dagilim, (%), 2012

SAGLIK ISTATISTIKLERI
YILLIGI 2012

Kir Kent Tiirkiye

Hastalik /Saghk Sorunu

Erkek Kadin Toplam Erkek Kadm Toplam Erkek Kadin Toplam

Kaynak: TUIK, Saglik Arastirmasi 2012



Dunyada Genotiplerin Dagilimi

Farkli cografik dagilim

Klinik sonuclar

Tedavi yanit oranlari

Komplikasyon gelisme riski
- Prognoz




Journal of Medical Virology 80:1880-1884 (2008)

Change of Hepatitis B Virus Genotypes in Acute and
Chronic Infections in Japan

Mariko Kobayashi,h“ Kenji Ikeda,? Yasuji Arase,” Fumitaka Suzuki,” Norio Akuta,’ Tetsuya Hosaka,>
Hitomi Sezaki,” Hiromi Yatsuji,>2 Masahiro I’Iol:);).yashi,2 Yoshiyuki Suzuki,” Sachiyo Watahiki,!

Rie Mineta,! Satomi Iwasaki,’ Yuzo Miyakawa,d and Hiromitsu Kumada®

IResearch Institute for Hepatology, Toranomon Hoespital, Tokyo, Japan

2Departmen,t of Hepatology, Toranomon Hospital, Tokyo, Japan
*Miyakawa Memorial Research Foundation, Tokyo, Japan

A Acute HBV Infection
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Fig. 1. Patients with acute and chronic HBV Infection who visited
Toranomon Hospital during 35 years from 1971 to 2005. Numbers are
indicated in different scales for patients with acute and chronic HBV
infections for seven 5-year periods.
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THINK YOU'RE NOT AT RISK OF

HEPATITIS?
THINK AGAIN.

Hepatitis virus types A, B, C, D and E cause infection
and inflammation of the liver that can lead to

severe disease and death.

HEPATITISB,C&D

e ‘ Spre. dbybl d semen and

B ® ot e Ulkemizde

") WAYS TO PROTECT YOURSELF
— Ulusal Genisletilmis Asi Programinin
etkileri ile akut HBV infeksiyonu azalmis
e gibi
O G TESTED! * 1990'larda 4,8/100 bin
* 2005'de 12,3/100 bin !!!!
B ——— * 2011’de 3,9/ 100 bin

country that does not test for hepatitis

L‘;“;J;;’L“a:,:fzé?;“‘“ e 2012’de 3,6/100 bin

I — Farkindaligin arttirilmasina ihtiyac var
'I"I"Il"i"ﬂ‘i"ﬂ"ﬂ"l"l"l‘ — Kan donérlerini taramaya devam

e — Gebeler taranmali

Most of those infected don't know they have it, i BUlUﬂdUéumuz Cografya’ gbgler...

TITTTTTLE

liver disease and transmitting the virus to others.




Bugun..

 Dinyada
— AHBYV prevelansinda azalma
e Asilama
e Tek kullanimlik enjektor

e Artan toplum bilinci
* Dondr tarama programlarinin iyilestirilmesi

— Akut HBV infeksiyonu azaliyor, kronik HBV infeksiyonu
degismiyor
— Yas grubu ve riskli davranis degisikligi var
* 30-45 yas —
* Erkek
* IV uyusturucu ghi— Yeni asi hedefi
* Yasam tarzi




HBs Ag a determinantinda 145. kodondaki
glisin yerine arginin gelmesi ile olusan
mutantlar

* [talya ve Gana’da bir grup cocukta asiya
ragmen mutant susla infeksiyon gelistigi
bi | d i ri I m is Romano L et al. Hum Vac Immunother 2015; 11: 53-7.

 HBs Ag (+) anneden dogan ve immunprofilaksi
vapilan 161 cocuktan 4’inde HBV infeksiyonu
gelismis, 3’Unde gen mutasyonu mevcut

e Klinik ve epidemiyolojik 6nemi belli degil

Lee le Y et al. Med Virol 2015; 87: 1344-50
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Letter to the Editor

The first identified hepatitis B virus vaccine escape muta-
tion in Turkey

Dear Editor

The most important strategy in prevention of hepatitis
B virus (HBV) nfections 1s the vaccination of newborns.
Vaccine for the immunization against HBV infections was
added to National Vaccination Programme in Turkey in 1998.
Since then, it 1s estimated that 6 million newboms have been

i [ I N PR o S .
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Four months after the start of lamivudine treatment, HbsAg
and HbeAg disappeared and anti-HbeAg became positive in
addition to anti-HBs positivity in the serum of the patient.
During this period, the patient was in remission and received
no medication for ALL. The serum obtained just before the
start of anti-viral treatment was extracted for HBV DNA and
Pre-S1, Pre-S2 and S genes were amplified by PCR and the
PCR product was cloned into a TA vector (TOPO Cloning
kit, Invitrogen, USA). Ten clones were sequenced by using

Vcle sequem Ing on an qutomatlu qnalvzer (ABI USA) The

S A PR [ B I [ Rl e - -



Yarin....

Kacak asi mutantlari yayginlasacak mi?

— Sorun olacak mi?

DNA asilari tedavide kullanima girecek mi?
Tam kir imkani olacak mi?

DSO’nuin 2030 hedefi tutacak mi?



World Hepatitis Alliance

GLOBAL HEPATITIS REPORT,
2017

{& World Health
{2 Organization

2020 ‘de Hepatit B ve C ‘de hasta

sayisinin %30, 6limlerin %10

azalmasi

2030 ‘da %90 tani, %80 tedaviye
erisim

Towards elimination of viral hepatitis by 2030

Viral hepatitis—particularly hepatitis B and C—has been
regarded as the silent killer for decades. However, with
some vital progress now made, 2016 could be a turning
point for the global prevention and control of viral
hepatitis infection.

First, during the World Health Assembly held in May,
WHQ'’s first-ever Global Strategy for Viral Hepatitis
was approved, which elevates hepatitis to a higher
priority and sets the goal of eliminating viral hepatitis

of deaths and disability-adjusted life-years attributable
to viral hepatitis in 2013 was seen in China. Although
the knowledge and approaches required to eliminate
hepatitis such as vaccines and antiviral treatment are
already in existence, accessibility and affordability of
effective treatment and care services for viral hepatitis
are a major concern in most countries. In China, access
to treatment is very poor, due to the high price of
drugs, complex and slow national druqg registration and
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