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Zorla Asi Yapmak Kanuna Aykiridir!
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ASTI UYGULAMALARINDA YASAL ZORUNLULUK CALISMA GRUBU RAPORU

16.02.2016
I

Kisilerin sagliklarinin korunmasi ve bozulan sagliklarmin tedavilerine yonelik her tirlii islem
ve viicut biitiinliigiine yonelik girisimler tibb1 miidahaledir. Tibbi miidahale dncesinde kisinin
veya vyasal vasisinin rizasinin alinmasi gereklidir. Acil durumlar, hayat kurtarici miidahaleler,
toplum saglhigr ve kisinin saghgia vonelik kesin vararn soz konusu oldugu durumlarda kisi
lehine hareket edilmesi esas oldugundan asagida sunulmus olan hastaliklara karsi cocukluk
cagmda as1 uyeulanmasi cocugun iistiin vararmin vani sira hem cocugun bulundugu toplumun
hem de bulundugu hane halkimin saghgmin korunmasma hizmet etmektedir.

Bu amacla ilgili Kanun’a “Tibben kabul edilebilir herhangi bir engel bulunmadikca Hepatit B,
Verem, Difteri, Bogmaca, Tetanoz, Cocuk felci, H.influenza tip b (Hib) enfeksiyonlari,
Kizamik, Kizamikcik, Kabakulak, Pndmokokal hastaliklar, Hepatit A ve Sucicegi

hastaliklarina karsi cocukluk doneminde Saglik Bakanhifinca belirlenecek asi takvimine gore
asilama zorunludur.” hitkmiiniin ilavesi uygun olacag degerlendirilmistir.
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' ©) Tetanoz Agis Yapmadig |- %\ |

Firdevs

€ - C | [} ailehekiminden.com/tetanoz-asisi-yapmadigi-icin-hastasi-olen-doktora-para-cezasi/

' Tetanoz Asisl Yapmadigl icin Hastasi Olen Doktora Para Cezas! !

Zonguldak’ta agagtan diiserek yaralanan
vatandasa, acil serviste tetanos asisi
yapmadan tedavi uygulayip taburcu ederek
6lmesine neden oldugu iddia edilen hekime, 50

hin 200 TL para cezasi verildi.

iddiaya gore 20 Ekim 2009 yilinda yasanan olayda, 75
yasindaki H.K., kdyinde meyve foplarken agactan
digerek vyaralandi. Olayin akabinde H.K. yakinlan
tarafindan hastaneye kaldinldi. Yakinlan, ‘tetanos agisi

var deyince acil servis doktoru AT. bu agiyr yapmad:.

Eull 2y sk LR Yaralinin yarasini dikip evine génderdi. Olaydan 10 gin

f Paylas |9 Tweetle | 3¢ Paylas sonra fenalagan H.K. tekrar hastaneye kaldinldi. Bu sefer

beyin cemrah tarafindan tetanos asisi yapilan yash adam,

' kurtanlamad:. Yakinlan, konuyu yargiya tasiyarak doktordan sikayetci oldu. Doktor hakkinda ‘taksire dlime sebebiyet
' verme iddiasiyla dava agildi. Dava kapsaminda [stanbul Adli Tip Kurumu 1. Thtisas Kurulu tarafindan hazidanan raporda
- Doktor AT nin tetanos agisi uygulamaksizin hastayl taburcu etmesinin hastamin éliminde etkili oldugu kaydedildi.
. Cikanldigi mahkemece 1 yil 8 ay hapis cezasina carptinlan A.T'nin cezasi, Zonguldak Adliyesi 2. Sulh Hukuk Mahkemesi
- tarafindan 50 bin 200 TL'lik para cezasina cevrildi.
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' MAHKEME, KARAR TUTANAGINI TIP FAKULTELERI VE SAGLIK BAKANLIGI’NA GONDERDI

" Mahkemenin karan, bircok doktorun ve vatandasin karsilagabilecedi bir sorun olmasi dikkate alinarak Tip Fakiltesi
. ogrencilerinin bilgilendirimest icin YOK Baskanhgima ve hastanelerin acil servislerinde gorev yapan saglik personellerinin

. bilgilendiriimesi icin de Saghk Bakanligi Personel Genel Midirligine génderild.
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. Bu arada davayi karara badlayan Zonguldak 2. Asliye Hukuk Mahkemesi Hakimi Kemal Karanfil, sosyal medya (zerinden
‘Bilhassa acildeki doktorlann dikkatine:" bashdiyla duyurdugu paylagiminda, sunlan yazdi: “Yaral olarak gelen k|§|n|n yaras
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Ulkemizde Eriskinlere Yonelik
Asl Uygulamalari

e Hepatit-B Asilamasi

e Dogurganlik Cagi Kadinlara Kizamikgik
Asllamasi

e Dogurganlik Cagi Kadinlara Tetanoz Asilamasi
e Eriskin Tetanoz Asilamasi

e Pnomokok ve Grip Asisi Uygulamasi

10 EYLUL 2014 Bagisiklama Danisma Kurulu Toplantisi




Ulkemizde Eriskinlere
Yonelik Asi Uygulamalari

uuuuuu

e Dlzensiz gocmenlerle temas eden kolluk
kuvvetleri Asilamasi

e Hac ve Umre Asilamasi
e Askerlik Donemi Asilamasi
e Saglk Calisani Asilamasi

e Seyahat Sagligi Asilamasi
10 EYLUL 2014 Bagisiklama Danisma Kurulu Toplantisi

* Bazi asilarin SUT geri 6demesinin saglanmasi veya
GBPde olan asilarin eriskine Ucretsiz yapilmasi
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ASILAMA SORUNLARI
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ERISKIN ASILAMASINDA GELISMELER

* Asi etkinligini arttirma

v’ Yeni adjuvanlar

v’ Yeni uygulamalar

* Asi kapsayiciligint arttirma

* Uygulama zorluklarini asmak
v'Intra nazal, oral asilar, patch asilar

e Ciddi ve oldlrtcu potansiyeli olan ve tedavi
glclukleri olan hastaliklara karsi koruyucu asilar



Eriskin bagisiklamasinda yeni asilar

INFLUENZA ASIS|

KONJUGE PNOMOKOK ASISI VE POLISAKKARID
ASILARI

HPV ASILARI
ZOSTER ASISI
Meningokok tip b asisi



Yeni Influenza Asilari

* |nfluenza B viruslerine karsi tam kapsayicilik

Tetravalan influenza asisi iki influenza B antijeni
(Victoria ve Yamagata) icermektedir.



Yeni Influenza Asilari

e Etkinligin disuk oldugu gruplar
Antijen miktari ylksek influenza asilari

FLUZONE
60 mcg of hemaglutinin iceriyor
Standart doz 15 mcg




Articles

Comparative effectiveness of high-dose versus standa
dose influenza vaccines iy US residents aged 65 years and
older from 2012 to 2013 using Medicare data: a retrospective
cohort analysis

Frericta®, Micole Thodan®, Dowid K Shay, Yenl e, A.oron Mowee, oM Foppa, Rilcy Frank s, Douglas Pratt, Richord,
G W oo, Androw E Howery ey KEdman

Surmimary

Backgrownd A high-dose wrb-alen: inaobaved influenza vacoine was Heensed tn 2009 by the US Food and Drog
Adminismanion (FxA) on the basis of serologhal criveria. We sougha o eswablish whedher high-dose macthvased
infinenra vaccine was more effecrh e for presemeion of Infinenrs relaed vishis and hosphal admissions in US Medicare
beneficlaries than was sztandard-dose inactk-ased Influenza vaocine.

Micthods In this retrospective cohore siedy, we idemified Medicare beneficlaries aged &5 years and older who
recehved high-dose or siandard-dose inactvared influenza vaccnes from communby pharmacies thar offered bodh
vacdnes during the 2012-13 Influenra season. Oucomes were defined winh bling cedes on Medicare dadms. The
primary oowome was probable influenza infieaton, defined by recelpe of a rapld influenza west followed by
dispensing of ithe neuraminidase imhibhor osehamivir The secondary owroome was a hosphal or ETEETICY

department viste, lsiing a Medicare billing code for Infloenza. We esztimaved relathe vaccine effeciveness by
comparing curomme raes in Medicare beneficlaries during periods of high influenza dooplation. Univariase amnd
maudrvariae Polsson regression models were nsed for analvses.

Findings Botween Aisg 1, 2002 and Jan 31, 2013, we staslied 929730 recplents of high-dose vaooine and 1615 545
recipients of standand-dose vaocine. Parddpamns ennolled in each cohon wene well balanced with respec w0 age and
presence of uniderhing medical disorders. The high-dose vacone [(1-30 (anoomes per WM persof-wessks) was 129
[95% C1 15—29) more effecthe than the dard- crimee (1401 peT ‘person-wesks) fior preveriom
of probable mAnensa infecrbons (rapld nduoenzs sest followed by ossleamisvir trearmens) and 2296 (9596 CI 16—2793%)
more effecthee for preventon of indhsenza hospial admissions (86 oubOEES peT 10H person-wesks n the high
dosa oo FE 1- 1D per peT eles in the dard-dose colvore).

Interpretation Ourr rerrospesntbes oodson sandy in U5 MMedi@re benehdaries shiows thar, in people 65 years of agpe amd
alder, high-dose nacekatsd mfnenza vacone was signifcanty more effeabe than seandand-dose vaocine in
SAudd i by, the large populaion in our smdy emabled os w
shiorer, for the firse dme, a signifam reducdon in infhsenza-relaved hospltal admissions in high-dose compared o
standard-dose vacdne redplents, an oucome not shown in mndomised spedies. These resnhs prowvide tmporwane
new informandon o be considersd by policy makers recommending indhienza vaconaskons for elderh people.

Funding FDA and the office of the Assistan: Seoretary of Planming and EBrahadon.

Introduction

Elderly people are at an Increased risk of severe Indfhsemnza-
relased complicavions compared with young peoplets
Peaple aged &5 years and older acooums for maore than 909
of all nfluenza deaths.? Despise this seriows public healdh
burden, only one large randomised placebo-comanalbad
wrial of the eficacy of an inacvvased Infuenza vaccine In
alderly people has been done** That smdy* showed an
effvacy of 58% [25% 1 2677 for the prevention of
sympomatc clindcal lness assoclased with laboratory-
confirmed inffeenza lness in parddpanss aged &0 years
and clder; n those aged 6069 years, vaocine efficacy was
599% |20 10 79, whereas In parddpants aged 70 years amd
alder, & was 579% —36 w £7). Thus, most nformadon

an Wad 15 Manch 2015

abmn the effects of the Inffuen=a vaccine in people aged
65 years and older 1s based on cbservatiomal smudies. In
these smdies** esdmases of effectveness of sandarnd-

In December, 2009, the US Food and Drug Admini-
stration [FDA) Hoensexd an imjectable inacthaved
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Lancet Infect Dis 2015; 15: 293-300

2012-2013

>65 YAS

Yiksek doz/standart doz asi
Retrospektif kohort

Yiksek doz asi alan 929 730 Kkisi
Standart doz asi alan 1 615 545 Kkisi

Yiksek doz asi influenzay! onlemede ve influenza

nedeniyle hastaneye yatislarini dnlemede 22%
daha etkili



Yeni Influenza Asilari

* Yumurta proteinine allerji

*Hlicre kaltara asilari
Memeli hiicre kokenli inaktif asi (Flucelvax)

*Rekombinant hemaglutinin asisi —
Baculovirus ekspresyonu (Flublok)

Her iki asinin etkinligi yumurtada hazirlanan
asl gibi




MF59 adjuvanli influenza asisi

* Squalen adjuvanli inaktif, trivalan influenza
asisi (Fluad)

>65 vyas icin oneriliyor. (Kasim 2015)

* Yuksek doz asilar kadar bagisiklik saglayacagi
ongoruliyor



Yeni Influenza Asilari

* Influenza asisinin her yil yapilma zorunlulugu

Virisin hemaglutinin ve nérominidaz gibi
degiskenlik gosteren bdlgeleri yerine daha
sabit antijenik bolgelerinin kullanilmasi



Pnomokok asilari

Polisakkarid Pnomokok Asisi (PPA23 )
Invaziv hastaliga en sik neden olan 23
pndmokok antijenini icerir

13 degerli konjuge pnomokok (KPA13) asisi
etkinligi daha yuksek bir asidir.

Iki asinin birlikte kullanimi ile
etkinlik ve kapsayiciligini
arttirma hedeflenmistir




65 YAS VE UZERi PNOMOKOK ASISI UYGULAMASI

Pnomokok asisi KPA 12 ay
olmamis 13 sonra

<65 12 ay sonra

PPA‘;J;§ ];IY: A PPA23Ycen en az E
yapilmis 5 yil sonra

265 yas

JIVERERER L

ara

yapilmis



>18 yas eriskin hastalarin steril sivi 6rneklerinden elde edilen 176 Streptococcus

pneumoniae

= N® KD Abstrexts | nfersationsd jesrnad of infociioss (Rsewses 215 (2014) 1 40

Type: Poster Presentation

Final Abstract Number: 40.022
Session: Antibiotic Reststance
Date:- Thursday, April 3, 2014
Time: 12:45-14-15

Roow Bailroom

Antibioftic resistance and genomic phylogenetic !
analysis of animal psendomonad nolaes in
comparison with human isolates

D. De Vos **, |.P.Santos*, F. Bilocg ', M. Oliveira’,

R Seixas’, A Leitao®, P. Soentjens®, W.

Heuninckx”®, S. jennes’, | -P. Pirmay

' Queen Astrid Military Hospital, Brussels, Belgtam
! Universidade de lisboa, Lisbon, Portugal
} Untversidade de Lisboa, Lisbon, Portugel
4 Instiruto de lvestigogeo Clentifica tropicol
CVZACT.CISA, Lisbon, Portugal

Centre Jor Infectious Diseases, Brussels, Belgtam
* Queen Astrid Military Hospital, Brussels, Bentnn

Background: Antibiotic resistance (ABR), a typical emerging
phenomenon of highly complex and self-organising systems evoly
ing at the edge of chaos, is 2 workdwide problem

Beside over consumption and inappropriate use several funda
mental issues are still not well understood, like thetr natural role,
while dataon incidence and prevalence of antiblotic resistances
among animals, domesticated and wild are also only fragmentary
available

Mathode 8. Mstueisbe Our hoteb (85

) inrbudod noscdounen sd

Serotip 3,19 A,19 F ve 6 B en sik
KPA13 % 49.4 oraninda izole edilen serotipleri iceriyor

for’ nicarallin » clavelanic aod, ztreonam and fosfomyan’. Ope
extensively drug resistant (XDR) isolate, only sensitive for amino
glycosides and colistine, while intermediate for cephalosporin, was
solated from 2 dog. Serotype was 12, 2 serotype associated with 2
human XDR clonal-cluster typically found i intensive care units.
Resistance levels ranged from 98X (temocillin) to O (ceftazidime,
cefepim, amikacin, colistin). Genotyping dud not show any animal
specific cduster. All isolates were homogeneously scattered in the
global P.eeruginosa population structure.

Conclusion: Those data show the presence of ABR among
Poeruginosa isolates, onginating from domesticated as well as wild
amimals.

Type: Poster Presentation

Final Abstract Numbes: 40.023
Sesston: Antiblotic Resistance
Date- Thursday, April 3, 2014
Time- 12:45-1415

Serotype prevalence and antibiotic resistance
among adull invasive Streptococcus pneumonice
isolates in Turkey, 2005-2011
AG. Hasgelik ', N. Girler*, M. Ceyhan | L
Oksiiz?, C. Ozakm’, G. Bayramogiu®, Z Galay®,
man®, G, Soyletir’, D. Percin®

' Hacetiepe Y

Turkey
ktanbul Untversity Foculty of Medicine, ktanbul,

Turkey

' Ulndag Untversity Faculty of Medicine, Bursa,

Turkey

* Karodentz Teknik University Foculty Of Medicine,

Trebizond, Turkey

> Dolaz Eyial Untversity Facelty of Medicine, Ermir,

Turkey

[ o SESRENTAY 1 SF N T T 2 TR R R

cllin, cefotaxime, erythromycin and moxifioxacin susceptibslities
by E-test (AB Biodisk, Sweden). Results were evaluated according
to the CLS! standards and the strains isolated from CSF from others
were seperated, for the interpretation of pemicilin and cefotaxime.
Serogrouping was performed with the Latex particle agglutination
and serotyping was made with the conventional Quellung reaction
using commercial type-spesihic antisera

Results: In this study, 176 Streptococcus paesmoniae clinical iso
lates were tested for antimicrobial sesceptibility and serotyping
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HPV asilari

 HPV 2(Cervarix)

Kanser iliskili HPV 16, 18
 HPV4 (Gardasil)

Kanser iliskili 16, 18

Genital sigil etkeni HPV 6,11



HPV9 ASISI(GARDASIL 9)

* Serviks, vagina ,vulva ve anal kanser iliskili
HPV 16,18,31,33,45, 52 ve 58

* Genital sigil
HPV 6 ve 11 antijenlerini iceriyor

e HPV 9 Aralik 2014 te FDA tarafindan
onaylandi

* 9-26vyas kadin ve erkeklerde 2016 asi
takviminde
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A 9-Valent HPV Vaccine against Infection
and Intraepithelial Meoplasia in Women

E_A. Joura, O -E. lwersen, . Bouch
E.D. Moreira, Jr., "r' Mgan, LK. Petersen, E. Lazcano-Ponoce, P F‘1l15l_|1:t|lhum
JA. Restrepo, G. Stuart, L. Woelber, ¥ C. Yang, J|. Cuzick, 5. M. Garlamd, W. Huh,
S.KE. Ejaer, O_M. Bautista, 1.S.F. TChan, J. Chen, R. Gesser, E. Moeller, M. Ritber,
5. Vuoccolo, and A. Luxsembourg, for the Broad Spectrum HPY Yacdne Study™

ABSTRACT

BACEGEODOUNLD

The owestigational Svalent viruslkke particde vaccne agarnst hbuman papillomavines  The asthors full names, academic de-
(HPV) inchades the HPY pes in the guadrivalent HPY (gHPV) vaccine 6, 11, 15, Fﬂ;-rﬂmﬂﬂﬂmhhdht!;
and 18) and five additional oncogenic types (31, 33, 45, 52, and SEL Here we DIESEOE  rara i the Dosarirment of trmooclopy
the results of a study of the efficacy and immunogenicity of the 99 HPY vaccine In and Obstotrics. Medical University of wi-

women 16 oo 3G years of age. m'ﬂ:fhr:rr-l:urtnl 183-20, Wianna,

METHOIDS ac.at.

the metfpmmruﬁthr ﬂﬂmr_. {I’u:u:'h:ll:gl hhl:ﬁ:ﬂfmmll‘mlﬂ.gm NI
ber, HCTIMOS4E 542,

W EMGL ) _ﬂm: R A O FEERUARY 18, 3013 - & 8



HPV9

e HPV 9 Aralik 2014 te FDA tarafindan
onaylandi

e 9 - 26 vyas kadin ve erkeklerde
Koruyucu bir asi olarak onerildi

Servikal, vulvar, vaginal, ve anal kanser iliskili HPV 16, 18, 31, 33, 45, 52, 58
Prekanseroz ve displastik lezyonlarla iliskili HPV 6, 11, 16, 18, 31, 33, 45, 52, 58
Genital sigil iliskili HPV 6,11




Zoster asisl

e Zona zoster ve post herpetik nevralji
komplikasyonu onlemek tzere gelistirilmis bir
asidir.

* >60 yas eriskinlerde dnerilmektedir

e Kanser tanisi almadan 6nce yapilan asinin
kemoterapi sonrasi zona gelisme siklhigini
anlamli dizeyde azalttigi gosterilmistir.



MAJDR ARTICLE

'I]:pu‘l'n:m of Resmnch and Ewmlbaton, Easer PAamanen e

Vaccination Against Zoster Remains Effective in
Older Adults Who Later Undergo Chemotherapy

! Rafeel Hanpaz® ¥i Luo,' Lina 5. Sy, Rulin C. Hechey' and

on of Wil seases, Msiom| Center for

Immurinion and Repiaiory Dzeages, Cmiers for Deesce Comtmd and Fressnton, .ﬁrﬂ Geaygia

{See the Bditorial Commentary by Oxman and Schmader on pages 5907 )

Badground. Approximately 40% of adulis develop imasive cancer during their lifetimes, many of whom re-
quire chemotherapy. Herpes soster (HE) i common and ofien severe in patients undergoing chemoth emapy, yet
there are no data reganding whether these patients petain specific protection agxinst HZ if they had previously re-
ceved mopter vaccine. We conductal a study to determine whether ater vaccine was efective in patien s whoe subs-

sequenthy wnderwent

chemotherapy.
Methods.  The cohort study consisted of Kaiser Perma nente Southern Califprnia members aged > 60 years treat-
ed with chemothempy. The exposure varable was reosipt of 2oster vaccine poed Lo intiation of chemothempy. In-

Kanser tanisi almadan 6nce yapilan asinin kemoterapi

sonrasi zona gelisme sikligini anlaml duzeyde azalttigl
gosterilmis

Herpes soster (HE) is a painfisl and often debilitating &s-
ease caused by eactivation of varicella zoster vires
(VEV]) that remains dormant after primary infection.
HZ incidence increases substantially in adults as they
age, but the other key risk factor for HE is immunasup-
pression, whether dise & hisman immunodeficency vines
(HIV) indection [ 1), trestment of awiod mumuome disesses

Rocaivad 3 March 2018 aeopt ad 26 May 21 & dlacsranically publishad &
rp—

[2—d] .stem cell or solid organ tansplant [5-7], hemato-

logic malignancies, or chemothempeutic restment of 35

solid tumaors [8, 9). Bates of HZ in patients woderpodng
chemothernpy for solid temors, for instance, are almost
4 times the e in heahly adults [8, 9] In addition, im-
mindsippresed individuals are at greaest sk of the
maost severs ophthalmolegic and newmlogic complica-
taors of HE, incheding visceral dissemination [10].
Zoster vaccine | fosavax) has been shown i be safe
and protective in immunecompetent elderly popula-

107§ QT 00 mamaum] D i S0 srmodeo e oy die uy papeopaag]



Serogroup B meningokok asisi

* Haziran 2015 te ACIP oOnerisi
> 10 yas

* Fonksiyonel, anatomik aspleni
 Kompleman yetmeazligi

* Serogrup b meningokok salgini olan
durumlarda



Asi uygulama gucliiklerini asmak

ENJEKSIYON
KORKUSU




Ignesiz asilama (needle free
vaccination)

Vaccinations without a needle |

Scientists are tesling skin-patch vaccines that are designed to
protect against the flu and travelers’ diarrhea.

Skin surface Vaccine patch

Dead skin is removed us- A patch is placed over the

ing a davice that contains prapped skin and is worn for

a piece of sandpaper six hours, allowing the vaccne

i to tranvvel info the body

Epidermis

Contains
Langerhans
calls, a major

componant ™ ‘E-EJ @
Cofthe | / /

== ~-Thelangerhans ==& Langerhans cells take the

. areactivatedby @'~ vaccine and migrate to the

S5 . thepresenceof 1= @  lymph nodes, creating an
74 % the vaccine :? immuna response

SOURCE: lormai AP

Subcutaneous tissue




PATCH VACCINE

* Nikotin ve hormon
tedavilerinde
kullanilan mikro igne
iceren patch yontemi
asi uygulamasi icin
denenmektedir.




Oral veya nazal sprey asilar

* Canli atenue influenza asisi nazal
sprey seklinde uygulanan bir
asidir.

* Kizamik, kizamikcik, kabakulak
gibi respiratuvar virusler ve
hepatit B nazal asilari deneme
asamasindadir.




Oral veya nazal sprey asilar

* HBsAg antijenini kodlayan genin
Salmonella bakterisine
integrasyonu sonucu hazirlanan
oral rekombinant bir hepatit B
asisi Uzerinde calisiimaktadir.
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EXPERT

OPINION

Introduction

Processing of intranasal
vaccines in the nasal cavity

Intranasal vaccines approved
for humans

Challenges in intranasal
vaccine design

Intranasal vaccines under
clinical trials

Intranasal vaccines under
preclinical trials

Expert opinion

intra nasal agi.pdf - Okuyucu

Intranasal formulations:
promising strategy to de
vaccines

Peggy Riese, Priya Sakthivel, Stephanie Trittel & Carlos
"Helmboltz Centre for Infection Research, Department of Vaccinology an

Braunschweig, Germany

Introduction: The emergence of new diseases and the lac
against numerous nontreatable pathogens require the «
vaccination strategies. To date, only a few mucosal
approved for humans. This was in part due to i) the u
vaccines, which are not suitable for certain groups of indi
cerns derived from implementation in humans of sor
iii) the poor stability, absorption and immunogenicity
by the mucosal route and iv) the limited number of avai
overcome the bottlenecks associated with mucosal ant
advances make feasible the development of efficacic
with adequate safety profile. Thus, currently intranasal
attractive and valid alternative to conventional vaccines
Areas covered: The present review is focused on the pot:
of market-approved intranasal vaccines and promising c:
clinical investigations. Furthermore, emerging strategies t
tlenecks including efficient breaching of the mucosal b
cerns by implementation of new adjuvants and delivery s
Expert opinion: The rational design of intranasal vaccine
understanding of the anatomic, physicochemical and ba
nasal mucosa, as well as the molecular mechanisms gover
the local innate and adaptive immune system. This wou
knowledge to establish effective approaches to deliver v,
the mucosal barrier, supporting the stimulation of a Ic
response at both mucosal and systemic levels. Current

»



YENI INTRANAZAL ASILAR

* Trivalan inaktif influenza virus asisi (2006-
2007 formulation; A/H1IN1,A/H3N2) sprey asl,
tip 1 interferon adjuvanli

* Canli atenue influenza virus asisi (Flumist)

( Influenza virus A/H1IN1,A/H3N2,
B/Yamagata/16/88, B/Victoria/2/87) ,sprey as
,TLR-3 agonist (Polyl:C) adjuvanli



YENI INTRANAZAL ASILAR

* Influenza virus asisi (Flumist)

(A/JH1N1,A/H3N2, B/Yamagata/16/88,
B/Victoria/2/87,sprey asi ,adjuvansiz



YENI INTRANAZAL ASILAR

* Inaktif avian influenza asisi (GelVac),H5N1,
adjuvansiz

* Canli atenue avian influenza virus asisi
(H7N9A/Anhui/13, subvirionH7N9 )sprey
asi,adjuvansiz

* Canli atenue avian influenza virus asisi
(Influenza A/H7N3),sprey asi, adjuvansiz



YENI INTRANAZAL ASILAR

* Canli atenue rekombinant parainfluenza tip 3
asisi, damla asi, adjuvansiz

* Canli adenovirus asisi (Ad4H5Vtn vaccine),
sprey asl, adjuvansiz



Cok Sayida Enjeksiyonu Azaltmak

 Kombine asilar
* Tek doz asilar

HBsAg nin mikropartikll icinde
kapsullendirilmis formu farkh zamanlarda
salinarak coklu dozlama gibi antijenik uyariyi
saglayabilmektedir.




Tedavi gucltkleri olan hastaliklar icin
veni asilar

Hepatit C

ImmunsUpresif hastaliklarin énemli firsatci
virusleri HSV, CMV ve EBV

HIV

Cok ilaca direncli tiberkllozun global tehdit
olusturmasi nedeniyle yeni tuberkuloz asilari



Ciddi ve oldirucu potansiyeli olan hastaliklara
karsi koruyucu asilar gelistirmek

* Ebola hastalig
 Pandemi potansiyeli olan avian influenza



EBOLA ASISI FAZ 3

rVSV-EBOV (ZEBOV)

NewLink Genetics and Merck Vaccines USA
WHO,Guinea

US CDC ve MOH Sierra Leone

ChAd3-ZEBOV
GlaxoSmithKline ve PHAC, Liberia

Johnson & Johnson,
Ad26-EBOV and MVA-EBOV. Fazl
Novavax, rekombinant protein Guinea 2014 Ebola virus ,faz 1

Avustralya




(#) WHO | Ebola vaccines, thera... ®
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Sign up for WHO updates

products in development include an oral adenovirus platform (Vaxart), an alternative
vesicular stamatitis wirus candidate (Profectus Biosciences), an altermative
recombinant protein (Protein Sciences), a DMA vaccine (Inovia) and a recombinant

rabies vaccine (Jefferson University) among others.

Which vaccines are being tested and where?

At the University of
Lausanne, Lausanne,

Praduct / Company Phase Trial Locatian Dates
ChAd3-ZEBOW Phase | By VRC at MNIH, LUSA September 2014
GlaxosmithKline and By Oxford University in the
PHAC LK

By CVD in Mali October 2014

Hamburg, Germany

At Albert Schweitzer
Haospital in Lambarene,
Gabon

Geneva, Switzerland

At the University of Geneva,

Atthe 'WE Health Center,
Halifax, Canada

Switzerland
rWSWEZER OV Phase | By WRAIR in the Us October 2014
Mewlink Genetics and By MIAID in the LS
Merclk Vaccines LSA By CTC Morth GmbH in Movember 2014

By KEMEI Wellcome Trust

December 2014

in Kilifi, Kenya
Ad2a-EBOV and Phase | By University of Ouxfordin lanuary 2015
MVA-ERBOV the UK and MIAID, UsA
Johnson & Johnsaon TBD, Kenya sacond half of 2015
and Bavarian Nordic TED, Uganda

TED, United Republic of

Tanzania
Fecombinant protein Phase | Australia February 2015
Ebala vaccine
candidate
MNovavax

ChAd3-ZEBOWV Phase Il TBD, Cameraon

Second half of

e
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E1 ¢ O, arama
Chad3-ZEBOV Phase Il TED, Cameroon Second half of
Glaxosmithkline and TED, Ghana 2015
PHAC TED, Kali
TED, Migeria
TED, Senegal
WEVCEROW Phaselll | By WHO, Médecins Sans April 2015 —
Mewlink Genetics and Frontiéres (MSF) and Ring vaccination
ferck vaccines US4 Government of Guinea in trial design.
Conalry, Guinea As of 17 July, 103
FNgs Comprising
approximately 4
000 volunteers
have been
vaccinated.
VS\EEBOW Phase lll | By Médecins Sans March 2015 —A
Frontiéres (FSF), WHO and | vaccine trial for
Government of Guinea in front line warkers
Canakry, Guinea only. As of 19
Iune, maore than
200 volunteers
have been
vaccinated. The
target numberis 1
200,
ChAd3-ZEBOW Phase By US NIH and MOH Likeria | March 2015 —
GlaxoSmithkline and A1 in Randomized
FHAC Monrovia, Liberia control trial
and design
VSAWEBOY Az of 30 April,
Mewlink Genetics and Phase Il
Merck vaccines USA enrallment of 1
S00 volunteers in
Liberia was
completed.
VSV-EBOV Fhase lll | By US CDC and MOH Sierra | April 2015 -
Mewlink Genetics and Leane in Cluster hazed,
ferck vaccines US4 Freetown, Sierra Leone non-hlinded,
individually
randomized trial
design.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Phase 1 Trials of rVSV Ebola Vaccine in
Africa and Europe — Preliminary Report

S.T. Agnandji, A. Huttner, M.E. Zinser, P. Njuguna, C. Dahlke, ).F. Fernandes,
S. Yerly, J.-A. Dayer, V. Kraehling, R. Kasonta, A.A. Adegnika, M. Altfeld,
F. Auderset, E.B. Bache, N. Biedenkopf, S. Borregaard, J.S. Brosnahan, R. Burrow,
C. Combescure, |. Desmeules, M. Eickmann, S.K. Fehling, A. Finckh,
AR. Goncalves, M.P. Grobusch, ]. Hooper, A. Jambrecina, A.L. Kabwende, .
G. Kaya, D. Kimani, B. Lell, B. Lemaitre, A.W. Lohse, M. Massinga-Loembe, Rekombinant
A. Matthey, B. Mordmiiller, A. Nolting, C. Ogwang, M. Ramharter, Vezikiiler

J. Schmidt-Chanasit, S. Schmiedel, P. Silvera, F.R. Stahl, H.M. Staines, er e e e
T. Strecker, H.C. Stubbe, B. Tsofa, S. Zaki, P. Fast, V. Moorthy, L. Kaiser, stomatit virusu

S. Krishna, S. Becker, M.-P. Kieny, P. Bejon, P.G. Kremsner, M.M. Addo, Zaire ebola
and C.-A. Siegrist* .
Virusu
ABSTRACT
BACKGROUND

The replication-competent recombinant vesicular stomatitis virus (rVSV)—pased The authors' full names, academic de-
grees, and affiliations arelisted in the Ap-

vaccine expressing a Zaire ebolavirus (ZEBOV) glycoprotein was selected for rapid e o .
safetv and immunogenicity testing pefore its use in West Africa. Ix' X res-rpr!n u-es ; _ -




Kus Influenza virus asilari

PRE PANDEMIK HAZIRLIK
e H5N1
e H5N3
e HON2
e H7N9




HCV

TERAPOTIK ASILAR
ChronVac-C
 DNA bazl asl

* HCV NS3/4A proteinini kodlayan gen hastanin
iskelet kasina DNA elektroporasyon yontemi
ile veriliyor.



HCV

TERAPOTIK ASILAR
GI-5005

 HCV Kor ve NS3 proteinlerini iceren T hlicre
asisl

* Peg-interferonla birlikte veriliyor.
TG4040

* HCV NS3,NS4 VE NS5 B proteinlerinin eksprese
edildigi rekombinant pox virus asisi



HCV

KORUYUCU ASILAR
Rekombinant HCV subunit asilari

 HCV zarf proteinlerinin eksprese edildigi virls
benzeri partiktller T hicre 6zgul yanit elde
etmek Gzere kullaniliyor



HCV

KORUYUCU ASILAR

e HCV NS3-5 B poliproteinlerinin eksprese
edildigi replike olmayan sempanze adenovirus
ve modifie vaccinia ankara vektorinun
kullanildigi iki asi 8 hafta aralikla uygulaniyor, T
hicre 6zgul yanit hedefleniyor



HIV ASILARI

* HIV kazanilmasini veya replikasyonunu inhibe
eden humoral ve hicresel immdun yanit
gelistirme hedeflenmis

* Cogu HIV alma riski yuksek kisilere deneniyor
STEP ¢calismasi,faz2 B

* HIV subtip B gag, pol ve nef iceren adenovirus
temelli HIV asisi

www.uptodate.com 2016 Mart
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HIV ASILARI

Thailand calismasi

Rekombinant canarypox vektor asi (ALVAC) ve
rekombinant glikoprotein 120 asisi(AIDSVAX)
birlikte

Hvtn 505 (dna/rad5) , ABD

HIV 1 DNA, rekombinant adenovirus 5
vektorla asi

HiC BiRi COK UMITLI DEGIL

www.uptodate.com 2016 Mart
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Yeni Tuberkuloz Asilari

Koruyucu asilar

* M. tuberculosis antijen 85 A'nin vaccinia virus
Ankara ‘ya ekspresyonu

* Replikasyonu defektif adenovirusa M. tuberculosis
85A, 85B ekspresyonu

M. tuberculosis antijenleri(VPM1002, rBCG30)nin
BCG ye ekspresyonu

 Rekombinant subunit ve fliizyon proteinleri (M72,
Hybrid-1+IC31; Hybrid-1+CAFO01, Hyvac4, AERAS-404
+1C-31)

* M. tuberculosis hticre fragmanlari RUTI)
e Atente non-tuberkliloz mycobacteria (M. vaccae)



Yeni Tuberkuloz asilari

Terapotik asilar
e Hastaligin ilerlemesini 6nlemek

e Kisa ilac kurleri ile hastaligin tedavisine
yvardimci olmak

e Asi calismalarinin cogu faz 1 asamasinda



HEPATIT B ASIS

AS| YANITSIZLARI ICIN CABALAR
* Ek tek doz

e Ek 3 doz

* Yuksek doz asilama

* Intradermal asilama

* Yeni adjuvanlar
 GM-CSF le birlikte asilama
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Eey words: Carncer; Global Alliarnoe for Vacdme and Inme—
mumnization:; Hepatitis B immune globulin: Hepalbitis B

Clore tigy: I—Epeﬂ:i:sﬂ[l—ﬂ}mvﬂ‘:haeﬂleﬁryt
waccines that have been proven to prevent camcer,
hiarve playved a cwdal role n preventing HE vimus (HBW)
mfecton worldwide since their development in the
19B0s. In particular. the HE vaocdines hawve been rapidiy
mbegrabed imto the national immuoanisation programs
of lowe—income countries sincoe e Global Allianos for
Waccine amd Immunization was launched in 2000.
Howewers we have still not eradicated HEW. More than
Mﬂhpﬂuﬁeuﬂﬂdﬂﬂenmtflﬂvm

warcine shrategie=s, cuerent statw= of HEW infechon, and
wrresohved issues related o conbrolling HEW infedtborn
ane discussed in this rewviess.
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oo billion pecple (ome-third of the giobal popolation)
harre een infected with the hepanitis B (HE) wioos (FIER)
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cdibcaled and aned Nealificdie prowviders e sdiuicd-
tion of women and parents, and surveillance systems to
determine the impact of vaccinest 4 The GAVI Al
liance 15 expected to have substantial public impacts on

(59
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Komatsu H. Hepatitis B vaccination strategies
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Figure 4 Incidence of acute hepatitis B in northern European countries
with selective vaccination (4 Denmark; m: Finland; & : Norway; X Swe-
den; = United Kingdom). The data for 2006 and 2007 in the United Kingdom
were not available.

income countoes.

The situation for programs providing for the screen-
ing of pregnant women plus HEIG, which iz implement-
ed in high-income countries, 13 more complicated. The
scraemﬂg tate of preg:tz.nt WOMEsl TAfies fru:un 96.3% to

0as MCreazed Vear aller Year simce UL i The Liruted
States, the nationwide coverage was stll only 61.5% in
2G0"“"q. These data suggest that delaved Taccinations
occur frequently in high-income countries just as in low-

Fuly 21, 2014 | Volume 20 | Tssu= 27 |

were 6% to 39% (MEM, drog users, commercial zex
workers, and heterosmals. > three doses) in the Neth-
eclands in 2007, 30.5%: > one dose), and 41.8% [ three
doses) in the United ':tates i 2009, and 22% (posoners;
> one dose) in England and Wales in 2010°" Even
among healthcare workers, the coverage rate of the HE
vaccine was 84.9% in Belgium, 85.3% in Italy, 87.3%
in Poland, 88.0% in Spain, 93.0% in the United Eing-
dom, and 73.0% in the Umnited States"™*1. Household
exposute and close family contact: of HEV carders are
another high-rizk group. Acc&rd.m_g to & surver of Eu-
ropean countries, 90% of the countries with a universal
vaccination program and all of the countres with a ze-
lective vaccination program recommended HB vaccina-
tion for individuals with close family contacts with HBV
carriers’ L However, the vaccine coverage was found
to be only 25%-34% among the household contacts of
HEW carriers in Italy, the United Kingdom, and Den-
mk:Lﬂ.:Sé.15__-

If high-risk adults are not identified or approached,
the health of the children in the area will continue to be
threatened. This is a particularly sericus problem in the
countries implementing selective vaccination policies,
where almost all children are susceptible to HEV. Thus,




HBV S KACAK MUTANTLARI

Hepatit b kacak mutantlarinin asilanmislarda
akut hepatit B ye yol acabilir

Taiwan calismasi
HBV S mutant prevalansi <15 yas cocuklarda
1984 -2004

% 0.67 den 0.10 e ve and HBsAg % 9.6 dan
%0.5e azalmis



HEPATIT B ASI YANITSIZLARI

Standart sema ile yanitsizlarda

4. doz %39-91

Ek 3 doz % 61-100 koruma

Hepatit A ve B Kombine asi ile ek iki doz % 95 koruma
hepatit A komponenti adjuvan gibi etki ediyor.

Intradermal uygulama dermal keratinosit Langerhan’s
hlcrelerini uyararak etkili lenfosit cevabi gelistirebilir.

Ancak meta analiz sonuclari IM uygulama ile ile esit
yanit gosteriyor



HEPATIT B ASI YANITSIZLARI

* Yeni adjuvanlarin kullaniimasi

* ASO4 (bakteri polisakkarid fragmani ve
aluminyum) iceren hepatit B

e Standart asi semasi ile GM-CSF( sitokin
adjuvani) uygulama yuksek doz asi kadar etkin



Yeni hedef kitle

Maternal immunization as a strategy to decrease
susceptibility to infection in newborn infants

Benjamin Lindsey™, Beate Mampmann™® and Chostine foraes™"=
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The concept of matermal immmounization has been
established for some tme; woweser, ther has been
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MECHANISMS UNDERLYING THE
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YENIDOGANI KORUMAK ICIN
GEBE ASILAMASI

Tdap

Influenza

ABD ve Ingiltere gebe programinda
WHO gebeye influenza asisi oneriyor

Turkiye’de gebeye Td uygulamasi devam
ediyor



Soguk zincir problemi

* Cicek asisinin yuksek isilarda bozulmamasi

cicegin eradikasyonunu saglayan en onemli
neden

e 2010 da Oxford Universitesi Jenner
enstitistinde yapilan bir calismada seker
kristalleri kaplanmis filtreli bir membrana viral
partikuller baglanarak ,113° F sicaklikta 6 ay

immunizan glcunu koruyarak saklanma
saglanmis



HASTALIK KORKUSU VE A$|I KORKUSU

Toplumsal tepkiler

Asilama oranlari, hastalik epidemiyolojisini etkilemektedir.
Bu da asi oranlarini etkilemektedir.

Hastaliga
yvakalanma

korkusu Cok fazla Yok Yok
Asilarla ilgili Guvensizlik
korku Yok ve korku

Istek yoktur
Asilamaya Yogun istek llgisizlik
vardlr




HASTALIK KORKUSUNUN ASI
KORKUSUNU ASMASI

Hastaliga
yakalanma
korkusu /. Cok fazla Yok

Asilarla ilgili (

korku

Yok ) Yok

stek yoktur
Asilamaya Yogun istek Ilgisizlik
vardir.
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