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Guncel durum

Polisakkarit konjuge asilar (PCV)

Polisakkarit as1 (PPSV23)



PPSV23
Bu as1 14 degerli polisakkarit asinin yerine
1983 yilinda
>65 yas

19-64 yas arasinda riskli hastaligi
olanlar

2008 yilinda
Sigara icenler

Astim hastalari



PPSV23

2 yas altinda kullanilamaz, ¢cocukluk ¢ag:
as1 takviminde yer alamaz

Koruyuculuk stiresi stnirhidir (3-5 yil)

Tekrarlayan dozlar ile uyarilabilir bir
immiin yanit olusmaz

Nazofarenks kolonizasyonunu 6nlemez,
sadece as1 olan1 koruyucu etki gosterir



PCV

PCV7, 2000 yilinda 60 ay alt1 cocuklarda

invaziv pnomokok infeksiyonlarina karsi
lisans almistir

2010 yilinda PCV13, 71. aya kadar olanlar
icin onay almistir

Kasim 2011’de ise 50 yas ve iizeri invaziv
infeksiyonlar ve pndmoni i¢in kullanim
onaylanmistir

EMA tim yas gruplari i¢in asiy1
onaylamistir



PCV
2 yas altinda kullanilabilir

Mukozal koruma saglar, as1 iceriginde yer
alan serotiplerin nazofaringeal tasiyicilig
azalir

Temaslilarda hastalik gelismesi azalir
(indirek etki, herd effect)

Antibiyotik direnci ile iligkisi bilinen
serotiplere bagl infeksiyonlarda azalma



PCV7 cocukluk cagi asilamasinin
invaziv hastalik insidansina etkisi

PCV7 introduced”™
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Pnomokoksik invaziv hastalik verileri,
2012, ABD
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0-18 Yas Arasi Asilama Onerileri,
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Pneumococcal conjugate®
(PCV13)

Pneumococcal
polysaccharide®< (PPSV23)

CDC. (PCV13). MMWR 2010;59:258-61

CDC. (PPSV23). MMWR 2010;59:1102-6.

CDC. (PCV13) MMWR. 2012;61:394-5.



19 Yas ve Ustii Asilama Onerileri

VACCINE v AGEGROUP | 19-21 years ‘ 11-26 years ‘ 1149 years ‘ 5059 years ‘ 60-64 years 2 65 years
Preumococl polsaccharide PPSVZS) 1 0r2doses 1 dose
Preumococal Tt conugate PV 1 dose
PPSV23 PCV13
> 65 yas h?rkes | >19 yas yiiksek risk
< 65 yas yiiksek risk grubunda
grubunda

Bakim evlerinde kalanlar
Sigara icenler



Risk Gruplari

Kronik akciger
hastaliklar:

Kronik kardiyovaskiiler
hastaliklar

Kronik bobrek
yetmezligi

Kronik karaciger
hastaliklar:

Fonksiyonel veya
anatomik aspleni

Diabetes mellitus
Nefrotik sendrom
Alkolizm

Kohlear implant
BOS kacag

Immunsupresyon
durumlarr*



Bagisikligi Baskilanmis Olanlar

< 2vyas 2-5 yas > 6 yas
Cocukluk cagi | PCV13; PCV13;
asl takvimi Eger 2 yas oncesi 3 doz PCV Eger hic PCV13 asisi yapilmamissa

yapilmissa 1 doz

Eger 2 yas oncesi <2 doz PCV
yapilmissa 2 doz

PPSV23;

PCV13’den > 8 hafta sonrasi 1doz
5 yil sonra ikinci doz

1 doz

(PPSV23 yapilmissa 2 1 yil sonrasi)
PPSV23;

PCV13’den = 8 hafta sonrasi 1 doz
5 yil sonra ikinci doz

Kompleman eksiklikleri, fagositoz defektleri (KGH harig), HIV infeksiyonu,
Eriskin yeni tan1 alan hematolojik ve solid kanserler, kanserli ¢cocuklar,
eriskin veya ¢ocuk kronik inflamatuvar hastalig1 olanlar (tedavi alacaklar),
fonksiyonel veya anatomik aspleni**, eriskin-cocuk SOT adaylar1 ve son

donem bobrek hastalig1 olanlar
IDSA Clinical Practice Guideline for Vaccination of the

Immunocompromised Host. Clin Infect Dis. 2013



Risk Gruplarinda Asilama

Splenektomi;

En az 2 hafta oncesinde PCV13 ve PPSV23
uygulamalarinin (6nce PCV13 en az 8 hafta sonra
PPSV23 tamamlanmasi onerilir.

Eger yapilmamissa splenektomiden sonra en az 2
hafta gecmesi 6nerilmekte

Kohlear implant cerrahisi;

Miimkiinse en az 2 hafta 6ncesinde PCV13 ve
PPSV23 uygulamalar: tamamlanmasi onerilir

PPSV23 icin yeniden asilama dnerilmemektedir

IDSA Clinical Practice Guideline for Vaccination of the
Immunocompromised Host. Clin Infect Dis. 2013.



Risk Gruplarinda Asilama

HSCT;

3-6 ay sonra PCV13 (3 doz) basla

1 yil sonra PPSV23 (kronik GVHD yoksa)
kronik GVHD varsa 1 yil sonra PCV13 4. doz
SOT;

SOT oncesi yapilmamisgsa 2-6 ay sonra 1 doz
PCV13 (zamanlama imiinsiipresyonun
derecesine gore)

2-6 ay sonra PPSV23 (PCV13 dozundan en az 8

hafta sonra ve zamanlama imiinsiipresyonun
derecesine gore)

IDSA Clinical Practice Guideline for Vaccination of the
Immunocompromised Host. Clin Infect Dis. 2013.



Risk Gruplarinda Asilama

Son dénem kalp, akciger ve kronik karaciger
hastalig1 olan erigkin ve ¢ocuklarda PCV13
asilama Onerileri bagisiklig1 baskilanmais

olanlardaki gibidir

PPSV23 bu hastalara 1 doz onerilmektedir

IDSA Clinical Practice Guideline for Vaccination of the
Immunocompromised Host. Clin Infect Dis. 2013.



Contents lists available at SciVerse ScienceDirect

Vaccine

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

Immunogenicity and safety of a 13-valent pneumococcal conjugate vaccine
compared to a 23-valent pneumococcal polysaccharide vaccine in
pneumococcal vaccine-naive adults™

Comparison of pneumococcal OPA GMTS 1 month after vaccination with PCV13 and PPSV23 in subjects 60-64 years of age.
Asilama sonrasi 1.ayda opsonofagositik aktivite
PCV13 grubunda ortak 12 serotipin 8'inde ve 6A

serotipi icin daha yiiksektir.

3 a3 85 1.1 (0.90, 1.32)

4 2062 1295 1.6 (1.19,2.13)
5 199 162 1.2 (0.93, 1.62)
GB 1984 788 2.5 (1.82, 3.48)
7F 1120 405 2.8 (1.98, 3.87)
o 1164 407 2.9 (2.00, 4.08)
14 G612 GO2 0.9 (0.64, 1.21)
18C 1726 925 1.9 (1.29,2.51)
194 GE2 352 1.9 (1.56, 2.41)
19F 217 539 1.0 (0.72,1.28)
23F = T2 5.2 (3.67,7.33)
5A 2593 213 121 (8.63, 17.08)

L.A. Jackson et al. / Vaccine 31 (2013) 3577- 3584



Hangi Asi?

Daha once PCV13 ile asilananlar

PCV13/PPSV23 vs (I-PCV13) PCV13/PCV13 vs (I-PCV13)
7 serotip OPA GMT 7, 7 serotip OPA GMT T,
3 serotip | (6A) *2 serotip |
4 ve 9V

Daha 6nce PPSV23 veya PCV13 ile asilananlar

PPSV23/PPSV23 vs (I- PCV13/PPSV23 vs
PPSV23) PPSV23/PPSV23
9 serotip OPA GMT | Tiim serotipler OPA GMT 1

Jackson LA, Vaccine. 2013;31:3594-602.



Hangi Asi1?

Daha 6nce PPSV23 ile asilanan 70 ve tistii yas grubunda

Comparison of pneumococcal OPA GMTs 1 month after PCV13 vs. PPSV23 given at

wear 0.
Serotype PCWV132 vs. PPSV23
PCWV132 PPSV23 Vaccine comparison
n?=400-426 n?=395-445

Asilama sonrasi 1.ayda opsonofagositik aktivite
PCV13 grubunda ortak 12 serotipin 10’'unda ve 6A

serotipi icin daha yiiksektir.

av 181 90 2.0 (1.36, 2.97)
14 280 285 1.0 (0.73,1.33)
18C 907 481 1.9 (1.42,2.50)
19A 354 200 1.8 (1.43, 2.20)
19F 333 214 1.6 (1.17, 2.06)
23F 158 43 3.7 (2.69, 5.09)
GA 903 94 9.6 (7.00, 13.26)

Jackson LA, Vaccine. 2013;31:3585-93.



Neden iki As1?

PCV13'tin pndmokoksik pndmoniye karsi

koruyucu etkinligi hentiz bilinmemektedir



Neden iki As1?

PCV13 ¢ocukluk ¢ag1 asilamasinin olumlu
beklentilere karsin, eriskin ve yaslilarda as1
serotipleri ve diger serotipler ile olusacak

hastaliklar tizerine etkisi heniiz

bilinmemektedir



PCV7 cocukluk cagi asitlamasinin
invaziv hastalik insidansina etkisi

< 5 yas invaziv pndmokok hastalig1 serotip

PCVT introduced”®
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PCV7 cocukluk cagi asilamasinin
invaziv hastalik insidansina etkisi

Cases/100,000 population
cwondh 88 3
f

> 65 yas invaziv pnomokok hastalig1 serotip

PCV T introduced®
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Neden iki As1?
PCV13'ln icerdigi serotipler = 65 yas
grubundaki invaziv hastaliklarin yaklasik

1/3tinde etkendir.

Bu yas grubundaki invaziv hastaliklarin
%25'ine sadece PPSV23 iceriginde yer alan

serotipler neden olmaktadir

CDC. (PCV13) MMWR. 2012;61:394-5.



Turkiye’de Durum Nedir?

PCV7 Kasim 2008, PCV13 Nisan 2011
cocukluk ¢ag1 as1 takvimine dahil edilmistir

Subat 2012 PCV13, 50 ve tizeri yas
grubunda invaziv hastalik ve pnémoninin
dnlenmesi i¢in onay ald1

6-17 yas i¢in onay ald1

Cocukluk ¢ag1 as1 takvimi disinda geri
ddemesi yok



Original Article

Ten-year surveillance of invasive Streptococcus pneumoniae isolates in
central Turkey prior to the introduction of a conjugate vaccine

Duygu Percin', Yasemin Ay Altintop’, Bulent Sumerkan’

> 16 yas grubunda %56,7s1 (114/201) serotip 1, 3
ve 19

120
100 100100
as B4 as 5
100 g7 953 -
87 20 85,
80 : 7_’:;379 +5
< N 7
>: D o
= 80 $ s o Gl
45 3 47 7o e
$ : 40 245 823V
40 >3
20
O T T T '
<3 year (n=64) 3-5 year (n=23) B-15 year (r—44) Adult (r=201)




RESEARCH PAPER

Cost of pneumococcal infections and
cost-effectiveness analysis of pneumococcal
vaccination in at risk adults and elderly in Turkey

Levent Akin,'! Mehmet Kaya,' Serdar Altinel? and Laure Durand3*

'Hacettepe University; Department of Public Health; Ankara, Turkey; *Sanofi Pasteur; Istanbul, Turkey; *Sanofi Pasteur; Lyon, France

> 65 yas (%60 kapsamli)
Risk grubunda (%40 kapsamli)

Tek doz PPSV23 asilamasi, as1 yapilmamasina
gore tasarruf saglayici oldugu bulunmustur

Tirkiye'de pnomokok asilama oran
eriskinlerde %2 !



Farkindalik (doktor, hasta, yonetici)
Tek giinliik egitim ve saglik

midirliginin katilim ve destegi ile

Denizli’de 65 ve tizeri yas grubunda

pndmokok asilama oramni %60



Yasam

‘ » PPSV23 iceren asilar
/ fiyatlandirma politikalari
nedeniyle bulunmuyor

1/ / ‘i‘:’ d y

Z.aturree asimiz yok

e 11.12.2013

Kronk kalp ve akeiger hastalarmm griple brrikte yapmast gereken zatiirree agisma biyik talep var. Pryasada
bulunmayan agt birkac giine raita olacak
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Safety and immunogenicity of a pneumococcal histidine triad protein D vaccine

candidate in adults

Michael Seiberling?, Monica BologaP-*, Roger BrookesP, Martina Ochs?P, Kerry Go¢, David Neveu¥¢,
Thierry Kamtchoua?, Peter LashleyP, Tao Yuan?, Sanjay Gurunathan®
2 Covance Chintcal Research Unit AG, Lettenweg 118, OH-41 23 Allschwil, Switzeriand

b Sanofi Pasteur, 1755 Steeles Avenue West, Taronto, ONT M2R 374, Canada
© sanofi Pasteur, Discovery Drive, Swiftwater, PA 1 8370-0187, UsA

ARTICLE INFOD

Article history:

Received 20 June 2012

Received in revised form

24 Seprember 2012

Accepted 20 October 2012
Available online 3 November 2012

ABSTRACT

Keywaords:

Pneumococcal histidine triad protein D
Protein vaccing

Climical trial

Adults

Safety

Immunogenicity

Background: Pneumococcal vaccines based on conserved protein antigens have the potential to offer
expanded protection against Streptococcus pneumoniae.
Objective: To explore safety and immunogenicity of a recombinant protein vaccine candidate against 5.
pneumoniae composed of adjuvanted pneumococcal histidine triad protein D (PhtD).
Methods: This phase [, exploratory, open-label, single-center clinical study enrolled adults {18-50 years].
Participants in a pilot safety cohort received a single intramuscular injection of 6 g Following safety
review, 3 dose cohorts were enrolled (6, 25, and 100 pug); participants received 2 injections administered
approximately 30 days apart. Assignment of the second injection and successive dose cohorts were made
after blinded safety reviews after each injection at each dose level. 5afety endpoints included rates of
solicited injection site and systemic reactions, unsolicited adverse events, serious adwverse events, and
safety laboratory tests. Immunogenicity endpoints included levels of anti-PhtD antibodies as measured
by ELISA.
Resulrs: Sinty-three participants were enrolled and received the pilot safety dose (n=3) or at least 1 dose
of PhtD vaccine candidate at 6 g (n=20), 25 g (n=20), or 100 pg (n=20). No safety concerns were
identified. Mo wvaccine-related serious adverse event was reported. The most commeon solicited injection
site reaction was pain and most common selicited systemic reactions were myalgia and headache; most
reactions were mild and transient. Observed geometric mean concentrations {95% CI} were 200.99 ELISA
units {148.46, 272.10), 352.07 (193.49, 640.63), and 699.15 (405.49, 1205.48) post-injection 1 in the &6,
25, and 100 pg dose cohorts, respectively, and 378.25 (275.56, 519.21), 837.32 (530.29, 1300.04), and
1568.62 (1082.92, 2272.16) post-injection 2.
Conclusions: All dose levels were safe and immunogenic. The frequency of solicited reactions was highest
at the 100 pg dose. Administration of a second injection significantly increased the levels of anti-PhtD
antibodies (ClinicalTrials.gov registry no. NCT01444001 ).

@ 2012 Elsewier Ltd. All rights reserved.
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Development of a whole cell pneumococcal vaccine: BPL inactivation,
cGMP production, and stability

Viviane M. Goncalves®', Waldely 0. Dias® ', Ivana B. Campos ™, Celia Liberman?,
Maria E. Sbrogio-Almeida?, Eliane P. Silva®®, Celso P. Cardoso Jr.”, Mark Alderson?,
George Robertson?, Jean-Francois Maisonneuve 1 Andrea Tate!, Porter Anderson®,
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Sonuc

Yiiksek risk grubunda yer alan ve daha 6nce
PCV13 veya PPSV23 ile asilanmamuis olanlar

1 doz PCV13 ve 8 hafta sonra PPSV23 ile
asilanir

Daha 6nce PPSV23 asis1 yapilmissa PCV13
icin 1 yil siire gecmesi Onerilir

[mmiin baskilanmis kisilerde PPSV23, 5 yil
ara ile iki doz Onerilir

> 65 yas olan daha 6nce PPSV23 ile bir veya 2
doz asilanmis olanlar 5 yil siire gegmesi
halinde tekrar bir doz asilanabilir



