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* Tarihte asi kullanimi,

M.O. 590 yilinda Cin'de
Sung Hanedani doneminde

«"Cigek” ciltteki iltihapli
madde burnuna verilmis
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http://pathmicro.med.sc.edu/lecture/last_man_smpox.jpg

Infeksiyon hastaliklarindan korunmada;

»Sanitasyon ve immdnizasyon
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Fransa'da ¢icek asisi
uygularken...

-4

Dr. Jonas Salk ve Polio Asisinin Kesfi (1955)
“There is no patent. Could you patent the sun?”



http://upload.wikimedia.org/wikipedia/commons/b/b6/Salk_Thank_You.jpg

Hepatit B virusu

3 Farkh Yizey
Antijeni Formu

H BSAQ HBV'nin Temel Yapis " Dis Kabuk

_~HBCAg
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*Ortak enjektor kullanimi
 Salvarsan-Sifiliz tedavi
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HBV Infeksiyonunun Dogal Seyri

Imminotoleran

Siroz
Bes yillik siroz insidansi 7.8-38

Sirotik hastalarin % 10-17'si HSK

ChenDS,; J Gastroenterol Hepatol. 1993;8:470. -
Fattovich G, J Hepatol. 2008; 48:335



HEPATIT B'den KORUNMA
*Hepatit B agisi
Immiinoglobiilin profilaksisi




Hepatit B asisi; Oyki...

*1965=> Avustralya antijeni kesfi
*1973=> Sempanzelerde HBV infeksiyonu
tanimlanmasi

«1981=> Plazma derivesi HBV asi lisans aldi
«1986=> Rekombinant HBV asi lisans aldi
*1991=> Universal infant agilamasi baglatildi
*1996=> Universal addlesan asilamasi baglatildi



Asi tipleri;

1. 1981 Plazma derivesi asi;

+ABD lisans aldi

*» Kronik infekte kigilerin 22-nm HBsAg partikiil
derivesi

*Asi etkili

“*Ancak HBV ve HIV gibi kan yoluyla bulasan
patojen gegisi agisindan risklilll

* Asi 1992'de kaldirildi



Asi tipleri;

2. Maya derivesi /rekombinant asi:

“+» HBsAg geni tasiyan plazmidin mayada uretimi
(Saccharomyces cerevisiae)

“*» Pre-S bolgesi Ag yok

“+» Asida HBsAg aliminyum hidroksid ; adjuvant
<» Rekombinant asilar; Tiomerosal (organik Hg)



Asi tipleri;

3. Memeli hiicre derivesi /rekombinant asi;
“* S Ag tagir
“*» Ek olarak pre-S1 ve pre-S2 bdlgesi

4. Nasal asi;

*HBsAg ile HBcAg igermekte
*Her burun deligine 125 ml

*5 doz> 0, 7, 15, 30 ve 60. ginler



Phase | clinical trial in healthy adults of a nasal
vaccine candidate containing recombinant
hepatitis B surface and core antigens ;5 s007 12 39401

Aristides Aguilar Betancourt a* C.A. Gonzalez Delgado®, Z. Cinza Estévez®
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Sonug: Astyla anti-HBc serokonversiyon %100
anti-HBs>10 IU/| %75 (90.glin)



Asi tipleri;

5. HEPLISAV; HBsAg iceren yeni agi => Adjuvan olarak
“immunostimulatory phosphorothioate

oligodeoxyribonucleotide” (HBV-ISS)

Contents lists available at SciVerse ScienceDirect
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Hepatit B Asisi

v'Temas o6ncesi asi uygulamasi

v'Temas sonrasi koruyucu asi uygulamasi

*Kuskulu bir viral hepatit B kaynagiyla
Temas sonrasi
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Asilama onerilenler

« Dogumda baslamak lzere tim bebekler

- Onceden agilanmamis olan ve 19 yasin altinda olanlar
* HBsAg (+) kisilerin HBV'ye duyarli cinsel partnerleri,
aile bireyleri

* Uzun sireli tek esli yasam siirdirmeyen cinsel aktif
kisiler

- Cinsel iliskiyle gegen hastaliklarla ilgili tetkik veya
tedavi goren kisgiler

* Erkeklerle cinsel iliskiye giren erkekler

« IV ilag bagimhlari

Kim DK, ACIP. MMWR. 2017:66:136-8.



Asilama onerilenler

* Kan ve vicut sivilariyla temas riski olan saglik galisan
* Periton diyalizi veya hemodiyaliz uygulananlar veya son
dénem babrek hastaligi olanlar

* Bedensel veya zihinsel engelliler ve bu kisilerin
bulundugu yerdeki kisiler ve personel

« HBV infeksiyonu agisindan orta veya yiiksek endemik
bélgelere seyahat edenler

* Kronik karaciger hastalari

« HIV ile infekte kisiler

* Yakin aile bireylerinde hepatit B
tasiyicihgi/siroz/karaciger kanseri olanlar

Kim DK, ACIP. MMWR. 2017:66:136-8.



Asilama onerilenler

* Mesleki risk olan kisiler

« Seks iscisi kadinlar

* Pihtilagsma bozukluklari olan hastalar gibi belli kan
trtnleri alicilar

* Tasiyicilarla evde yakin temasli veya cinsel yolla
temasta olanlar

* Yiilksek HBV endemisi olan lilkelerden evlat edinenler
* HBV tastyicilariyla diger temaslar

* Yiiksek endemisi olan toplumlar

« Uzun donem tedavi merkezlerinde kalanlar

Kim DK, ACIP. MMWR. 2017:66:136-8.



Asilama onerilenler

Ekim 2011 itibaren

* Tip 1 ve tip 2 diyabet* hastalar

* Daha once asilanmamis 19-59 yas arasi kisiler
* Yas >60 ve HBV'ye duyarli olanlar

ASI lanmak iS'l‘eyen
herkese....

Kim DK, ACIP. MMWR. 2017:66:136-8.



Temas Oncesi Hepatit B Asisi

Asi genel olarak her yas grubuna

*3 Doz uygulama semasi
0,1, 6. aylarda

*4 Doz uygulama semasi
0,1, 2,12, aylarda %

Kim DK, ACIP. MMWR. 2017:66:136-8.



HEPATITIS B VACCINES
Enqern-B

Recombiva HB

COMBINATION VACCINES

Cormvax
Pediarix
Twinrix

AGE DOSE VOLUME
<y 101 10pug05ml
> yr g 20 pg/1 ml
Dizhetes 19-50yr" 01g 20 ug/t mL
Dialysis and other immunocompromised 40 ug 2-20 g/ ml. doses
Ay 11 5 g5 ml
[1-15yr 10ug 10 pg/t mL
U yr 10ug 10 pg/T ml
Dizhetes 19-50yr" 101 10 pg/t ml
Dialysis and other immunocompromised 40 pg’ 40 pg/1t mL
AGE’ ANTIGEN VOLUME
owkdyr PecvasHIB and Recombivax 05ml
bwi-hyr Enqerns-B, Infanrix (DTaP), and PV~ 0.5 mL
>18yr Havrix (HAV) and Engenx-B (20 pg) 1 mL

SCHEDULE
Infants": birth, 14, 618 mo
Older children: 0, 1-2. 4 mo

0.1 6mo
0.1 6mo

01,2 6bmo

Infants”: birth, 14, 618 mo
Older children: 0, 1-2, 4 mo
0 4bmo

01 6mo
0.1 6mo

0.1 6mo
SCHEDULE
2,4 12-T5mo
24 bmo
0.1 6mo

http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6050a4.htm
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Asinin depolanmasi/saklanmast

*Hepatit B asilari buzdolabinda
2-8°C saklanmall

BUZDOLABI
AS| YERLESIM SEMASI

* Dondurulmamali
* Dondurma asinin etkinligini
azaltir

Hava sirkiilasyonu icin agilari aralikh diziniz

Klimik 2017




Asi uygulama hatalari

il

o e o 90° agi
N i Igpmi%
Dose Infants' Teens and Adults’
| 16% - 40% 20% - 30%
2 _ 80% - 95% 15% - 80%
3 98% - 100% 90% - 95%




Asi etkinligi
* Genel olarak serokonversiyon hizi => % 95
* Hemodiyaliz; 7% 50-60
Am J Kidney Dis. 1998,32: 1041-5.
*HIV pozitif; % 18-71
HIV Clin Trials. 2010,11: 332-9

< Yeni bir asi; (HBV-AS04) standard Engerix-
B ile adjuvant 3-0-desacyl-4'-monophosphoryl
lipid A

» Avrupa'da diyaliz hastalarina lisansl

*» Yiksek doz (40 pg) onerilmis
Kidney Int. 2005, 68:2298-303.



Asilama dncesi serolojik test

* Asinin ve testin maliyeti ve kiginin yasadigi yerdeki
bagisiklik prevalansina gore degisir

Onerilenler:

1. HBsAqg > %2 .ilkelerda weadRinilan aiing nanarl '
iniastira idlisilaianicesie onerilmer
2. HBsAg pozitif kisilerle yasayanlar

3. Homoseksiiel erkekler

4. Damardan uyusturucu bagimlisi olanlar
5. Immiinosiiprese tedavi alacak olan hastalar

Klimik 2017



Asilama sonrasi serolojik test

Rutin asilamadan sonra test yaptiriimasi
onerilmemektedir

Onerilen durumlar:

1. Kronik hemodiyaliz hastalar:

2. Immiinosiiprese hastalar

3. HIV ile infekte kisiler

4. HBsAg pozitif anneden dogan bebekler

5. HBsAg pozitif kigiyle cinsel iliskide bulunanlar
6. Saglik personeli




Asilama sonrasi yanit

Primer antijen temasi Sekonder antijen temasi

v v

100.000
10.000

Primer Sekonder

cevap cevap

Log 1000
antikor I9G

100

titresi

21
Gunler

Sekil 1. Antijen ile karsilasma ve antikor cevaplari. Adapted from
Elseiver, Murray. Medical Microbiology. www.student.consult.com
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Asi yan etki izlemi sistemleri

» WHO, Adverse events following immunization

(AEFI)
+ CDCVaccine Advers Event Raporting System
(VAERS)
v ECDC, Vaccine Safety, Attitudes, Training and Asi Sonrasi istenmeyen Etki (ASIE)
Communication (VACSATC) Nedir?
+ £CDC ! VaCCine Adverse Events Monitoring and “Asi sonrasi ortaya ¢ikan, bilinen asi yan etkisi
Communication (VAESCO) ya t?la astya bagl olt?luéu diisiiniilen herhangi
¢ TC.Asi Sonras! Istenmeyen Etki (ASIE) izleme " Stenmeven tbbrelay

sistemi
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http://images.google.com.tr/imgres?imgurl=http://www.wormsandgermsblog.com/uploads/image/vaccine.gif&imgrefurl=http://www.wormsandgermsblog.com/articles/miscellaneous/vaccination/&usg=__l8jJrMProsulorknYEiZc_Md-KE=&h=306&w=311&sz=17&hl=tr&start=11&um=1&itbs=1&tbnid=xNPfVnCwmDjyDM:&tbnh=115&tbnw=117&prev=/images%3Fq%3Dvaccination%2Bhistory%26hl%3Dtr%26rlz%3D1W1GGLL_tr%26um%3D1

Hepatit B Asisi sonrasi yan etkiler

* Enjeksiyon balgesinde agri (7%63-29)
o A'|'€§ (o/ol-é)

* Halsizlik

* Bas agrisi

* Bulanti, Kusma
* Diyare

* Artralji

* Miyalji
 Dokiinti

« KCFT yiiksekligi

Klimik 2017



Adverse events

Mild adverse events

In general, there are minimal reactions, such as local pain, myalgia and transient fever, mostly within 24 hours (see Table 1). Mild
reactions tend to be less commeon in children than in adults (<109 vs. 309%). Several studies have compared reactions after different
vaccines (Greenberg, 1996), different concentrations of the same vaccine (Pooverawan, 1993; Tan, 1990) and different schedules
(Goldfard, 1994; Giammanco, 1998). Some studies described reactions of a single vaccine (Soulie, 1991; McMahon, 1992;

Leroux-Roels, 1997) or a novel adjuvant system (Thoelen, 1998). All report mild local and general reactions, lasting less than 48
hours.

Severe adverse events

Anaphylactic reactions - The estimated incidence of anaphylaxis among vaccine recipients is 1.1 per million vaccine doses
(95% Gl 0.1-3.9) (Bohkle et al., 2003).

Other safety issues

Despite numerous long-term studies, there is no evidence of sericus adverse events that have been causally linked to hepatitis B
vaccination. Sewveral conditions that have been considered in the scientific literature are discussed below.

MNeurological disease - There have been a number of severe neurclogical adverse events reported after hepatitis B vaccines and
these primarily have included Guillain-Barré syndrome and multiple sclerosis (Shaw, 1988; Herroelen, 1991 ; Mahassin, 1993;
Trevisani, 1993; Madler, 1993; Tartaglino, 1995, Mahoney et al., 1999). Establishing a causal relationship between these diseases
and hepatitis B vaccination is difficult because these conditions are rare, have a poorly understood pathogenesis, occur in the
absence of hepatitis B vaccination and the onset of symptoms maybe reported weeks to months after vaccination has occurrad.

Guillain—Barre Syndrome (GBS) — The pathogenesis of GBS is poorly understood but it seems that GBS may be triggered by
infection such as flu-like illness or with Campyobacter jgfuni. Rarely, GES has been reported to follow hepatitis B infection.
Following the introduction of plasma-derived hepatitis B vaccine in the US, the possible association between GBS and a receipt of
the first dose of vaccine was suggested (CDC, 1991). In 1991, GBS was reported at a very low rate (0.5 per 100 000 vaccine
recipients). A review of case reports of adverse events and positive re-challenge of symptoms after hepatitis B vaccination has been
interpreted as suggesting that vaccination could cause or trigger GBS in certain susceptible vaccine recipients (Geier et al., 2004).
Howewver, on the basis of a careful review of all available evidence and advice from the Global Advisory Committee on Vaccine
Safety (GACWVS), WHO considers that the complete data do not indicate a causal relationship between hepatitis B vaccine and GBS
WHO, 2009).

Muiltiple sclerosis (MS) - In France and the UK concern was raised in the communities that hepatitis B immunization might be linked
with new cases or flare-ups of MS or other demyelinating diseases (Duclos, 2003). GACVS considers that data from spontaneous
reports and epidemioclogical studies do not support a causal relationship between MS and hepatitis B vaccine. (Wkly Epidem Rec,
1987 and 2004). Compared to the background rate of MS in France, which is 1 to 3 cases per 100 000 persons, the notification rate
of demy elinating diseases in temporal association with hepatitis B vaccination was 0.6 per 100 000 during the period from



Asinin uygulanmamasi gereken durumlar

“+AsI komponentlerine karsi gozlenen agir
alerji veya anaflaksi => Kontrindike

v'Agir hastalik varhgi => iyilegince yapilir

**Gebede
« **Imminosipreselerde givenli



Asitya yamtsizhik

*Asiya bagli etmenler;
* asi saklama kosullari
* dozu, uygulama sekli
* uygulama yeri

*Konak faktaorleri;

*ileri yas (yas>40)

*erkek cinsiyet

*obezite

*sigara igilmesi

* kronik hastalik varligi (KBY, DM, vb.)



Asitya yanitsizlik durumu

yeterli

- Ilk seri agilama = 0, 1, 6. ay an’riklor yaniti
deltoid kasina uygulanmis o ® © olusmamis

=> Ek doz asilama yapilabilir;

Ek doza bagl kisilerin %15-25 kadarinda
yanit olusmaktadir

Klimik 2017 33



Asiya yanitsizlik durumu

*Ek doza yanit yok => 2 doz daha
(ikinci seri* famamlanir) asi uygulanir

- Tkinci seri agi uygulanmasini takiben

antikor yaniti 7%30-50

*Uygulanacak ikinci asi serisi yine O, 1, 6. aylarda
veya O, 1, 4. aylarda yapilabilir.



ISSN: 2164-5515 (Print) 2164-554X (Online) Journal homepage: http://www.tandfonline.com/loi/khvi20

Persistence of protective anti-HBs antibody
levels and anamnestic response to HBV booster
vaccination: a cross-sectional study among
healthcare students 20 years following the
universal immunization campaign in Italy

Guglielmo Dini, Alessandra Toletone, llaria Barberis, Nicoletta Debarbieri,

Human Vaccines & Immunotherapeutics

- Italya, Cenova; toplam 507 SC

*Yas ort: 24.8 yil (+ 4.6 SS)

* Kisiler 3-5-11 aylikken 3 doz asilanmis.

Sonug;

»Ortalama 20 yil sonra %70.7'inde anti HBs>10IU/ml
»Animsatma tek dozla bu sonu¢ >%95
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Vaccine 35 (2017 ) 997-1000

Short con
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S
lmpact £ 0
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=
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Contents lists available at ScienceDirect
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https:Fdoi.ong 1 04082 Kfm.201 7.358.1.21 = Konean S Bam Med 20717,258:.271-27

KJFM

m Original Article

Korean Journal of Family Medicine

Knowledge, Current Status, and Barriers
toward Healthcare Worker VVaccination
Table 6. Barriers that prevent vaccination for each HCW vasclnation'

Hepaitis A HepafisB  Varkela  Measles-mumps-nubela — Tetanus-dphtheria-pertussls — Influenza

(=] (=3 =T2) n=10) (n=08) (1=4)

Litle possibilty of infection 36 {40.0) 330 23 3 {65.7) 2429 17 (30.4)

Tioo busy 20022 afldy 115 9129 A4 1124

T apensiie 13(144) 0 228 3.3 3(31) 242

Fear of adveree effects 889 0 T@7) B ) T {146

Biellef that vaccine Is ot protective 333 3(B1) 228 3.3 3] 6125)

(thers i0{i1.1) 632 P82 10143 23 (239) 3 (104]
Education outside the training hospital 7039 Er— a—
From colleagues 5(2.8) Meningococcus 185 (76.4)
Others 528 ST E—— Py
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Vaccine 34 (2016) 4835

4841

Vaccine

journal homepage: www.elsevier.com/locate/vaccine
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Vaccine 35 (2017) 84-90

Contents lists available at ScienceDirect
accine

Vaccine Ny
; i%

journal homepage: www.elsevier.com/locate/vaccine

Vaccination against hepatitis B virus among people who inject drugs - A C.‘) CroseMark
20 year experience from a Swedish needle exchange program

M. Alanko Blomé?, P. Bjorkman ?, L. Flamholc?, H. Jacobsson”, A. Widell “%*

- Diinyada yaklagik 16 milyon IV ilag kullanimi

* 6.4 m anti-HBc ve 1.2 m HBsAg pozitif

« 1994-2013 IV ilag kullanan 2352 kisi izlemde
1142 (%75.3) birey asilama

« 898 (%59.2) 3 dozu tamamlar

* anti-HBs pozitif 598 (%74.8)

 Ek doz (lice kadar) 676 (%84.5)



Total Vaccine resp. Non-resp

=800 =676 n=14 OR(95% (1) p-value®
Male 555 (69.4) 462 (683) 03 (750) 0.168
Bom in Sweden (66 (83.3) 564 (834) 102(823) 0.7
Age at 1st vaccine dose 274(23-3) 269 (23-34) 31.0(25-37) 2.13(1.20-4.27) [ <0001 l

» Madde kullaniminda HBV asilamasina yanit
digik

» Ancak 3 doz tfamamlanmasi sonrasinda ek |
dozlar (3 doz ek gibi)

> Antikor yanit1 %74.8'> %84 .5'e yikseltmis

Commercial sex 76(95) 68 (10.0) 8 (6.5) 0245
Stable housing 651 (814) 554 (820) 97 (782) 0318
Incarceration 265 (33.1) 205(303) 60 (484) 0.46 (0.08-0.83) <0.001
Education’
Incomplete primary school 50(63) 44(6.5) 6(48) 0,686
Primary school 342 (428) 294 (435) 48 (476) 0.374

High school or further 377 (47.1) 313(46.3) 64(516) 0.283




Harran Universitesi Tip Fakiiltesi Hastanesinde
2005-2009 Yillar1 Arasinda Takip Edilen Cocuk
Kronik Hepatit B Hastalarinin Ozelliklerinin
Incelenmesi*

Viral Hepatit Dergisi 2010; 16(3): 8792

Siida TEKIN KORUK', Fazilet DUYGU', Leman KARAAGAC', Ibrahim KORUK?, Alpay CAKMAK®,
Fatma SIRMATEL*

v'Ocak 2005-Aralik 2009 , Sanhurfa

v'KHB infeksiyonu tanisi almis 266 ¢ocuk

v'Yas ortalamasi 11.0+4.2 (1-17) yil
v'Hastalarin %60.5'i (n=166) 1998 yilindan sonra
dogmuglardi

v'%64.2 sinde (n=171) ailede HBV 6ykiisii mevcut

Klimik 2017 41



Sonug;

*Hepatit B infeksiyonu asiyla onlenebilen bir
infeksiyon

*Glivenli ve etkin asi mevcut

» Tum yenidoganlar astlanmal

*Risk gruplari oncelikle test edilerek imminize
edilmeli
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SCIENTISTS ASSERT THAT ALL DISEASES CAVN BE PREVENTED BY INOCULATION

“Naw, my ficeds wep rght p 30 be vacanund K6 3 P of diseisc b mbich bare cttcisls are labil”

Saglikh giinler. ..




