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ASI ILE ONLENEBILIR HASTALIKLARIN YUKU

Pnomokokal hastaliklarin neden

Pnomoniden 3—4 milyon 6lim oldugu yaklasik 700,000 6lum 2015
itibari ile onlenebilir

Influenza her yil 500 milyon kisiyi influenza’nin neden oldugu

enfekte ediyor. hastaliklar ve komplikasyonlar
3-5 milyon siddetli olgu, 250- %60'a kadar ve yasli hastalarda
500.000 8lim dlumler %80 kadar azaltilabilir

Lynch JP, Zhanel GG.Semin Resp Crit Care Med 2009:30:189-209
Brundage JF. Lancet Infect Dis 2006:6:303-12
Ludwig E. Eur Respir Rev. 212:21:123:57-65



The Global Burden of Disease: Generating
Evidence Guiding Policy

Institute For Health Metrics And Evaluation & University of Washington

Figure 2: Leading causes of global death and premature death, 2010
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Acute pneumonia and the cardiovascular system

Vicente F Corrales-Medina, Daniel M Musher, Svetlana Shachking, Julio A Chirinos

Although traditionally regarded as a disease confined to the lungs, acute pneumonia has important effects on the
cardiovascular system at all severities of infection. Pneumonia tends to affect individuals who are also at high
cardiovascular risk. Results of recent studies show that about a quarter of adults admitted to hospital with pneumonia
develop a major acute cardiac complication during their hospital stay, which is associated with a 60% increase in
short-term mortality. These findings suggest that outcomes of patients with pneumonia can be improved by
prevention of the development and progression of associated cardiac complications. Before this hypothesis can be
tested, however, an adequate mechanistic understanding of the cardiovascular changes that occur during pneumeonia,
and their role in the trigger of various cardiac complications, is needed. In this Review, we summarise knowledge
about the burden of cardiac complications in adults with acute pneumonia, the cardiovascular response to this
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MAJOR ARTICLE

Pnomokok asisi ile birlikte uygulama

Prevention of Acute Myocardial Infarction
and Stroke among Elderly Persons by Dual
anmncoccal and Influenza Vaccination:

Ivam . N. Humg," Angela Y. M. Leung.” Daniel W. 5. Che* Doris Leang.” Terence Cheumg,’ Chi-Kuen Chan®
Cindy L K. Lam* Shap-Haei Lin® Chung-Ming Chu" Pak-Leang Ho,' Sophia Chan® Tai-Hing Lam.' Raymond Lismg.’
and Kwok-Yung Yuen'

“inlectious Disease Dvision, (ueen Mary Hospital, State Ky Laborstony of Emenging |nfectious Disnases, Carl Yu Centre for Infection, The
Uiriversity of Hong Kon, Departments of Medicine and Mursing Studies 2nd School of Public Hesith, The Uniersty of Hong Kong, Family
Medicne and Primary Heaithczne 2nd Tepartment of Infection, Emergency, and Gonfingenoy, Hoepitel Authority, “Centre for Health Protection,
Department of Health, and epartment of Medicing, Linited) Chriztian Hospital, Hong Kong SAR, China

[See the articles by Janjus et al, on pages 1MT-1027, and by Lin ot al, om pages 1028-1032.)

Background. Despite World Health Ovganization recommendations, the rate of 23-valent pnenmocoocal (PPV)
and Infloenza (TIV) vaccination among elderly persons in Hong Kong, China, Is exceptionally low becanse of
donbis abowt effectiveness of vaccination. The efficacy of dual vaccination remains wmknosm.

Methods. From 3 December 2007 to 30 June 2008, we conducted a prospective cohort stndy by recrodting
ontpatients aged =65 years with chronic fllness to participate in a PPV and TTV vaccination program. All were
observed antil 31 March 2009. The ouatcome of subjects, Inchading the rates of death, hospitalization, pneamonia,
tschemic stroke, acute myocardial infarction, and coronary and Intensive care admissions, were determined.

Results.  Of the 36,6346 subjects recraited, 7282 received both PPV and TIV, 2076 recetved TIV vaccine abone,
1875 received PPV alone, and 25,393 were unwaccinated, with a doration of follow-up of 45,834 person-years.
B:selmcdumcleﬂmmemll nutched bemeentegmups,ex.ceplﬂutﬂmsznwrm:kp:ﬂemm rhz
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|HR], 0.65; 95% confidence interval [CI), 0.55-0.77): P=.001) and fewer cases of pneamonia (HR, 0.57; 959 Cl,
0.51-0u64: Peo 001}, Ischemic stroke (HR, 0.67; 95% Cl, 0.54-0.83; P=<.001}), and acute myocardial infarction (HE,
0.52; 95% ClI, 0L38-0.71; P=<.001), compared with unvaccinated subjects. Dual vacdnation resulted in fewer
coromary {HR, 0.5% 6506 CI, 0L44-0.7% P< 001} and intensive care admissions (HE, 045 95% C1, 0220943
G commgaes e s aomuanee woaaesins ot cubie o,

from developing complications from respiratory, cardiovascolar, and cerebrovascular diseases, thereby reducing
hospitalization, coronary or intensive care admisssons, and death.

Pneumacoocal and influenza infections can case se- popolation. In Hong Kong, overcrowded living con-
rions morbidity and mortality, especially in the elderly ditions facilitate the transmission of both influenza and

poeumacoccal infection. Althongh a 23-valent pnen-
mococcal polysaccharide vaccine (PPY) and a trivalent
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Inflnenza vaccine (TIV) are available for prevention of
preumacoccal and inflsenza infection respectively, the
workdwide rates of uptake of these vaccines have been
limited and variable [1—4]. There has been conflicting
evidence on whether recelpt of PPV can reduce the risk
of community-acquired pneumaonia and death among
elderly persons, defined as those aged ==65 years In most

PPV and TIV Prevent AMI and Stroke in the Elderly = CID' 200851 {1 November) = 1007



ERISKIN BAGISIKLAMADA HEDEF:
HEALTHY PEOPLE 2010 / 2020 - CDC
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PNOMOKOK ASILARI

* 14-valent polysaccharide
vaccine

e 23-valent polysaccharide
vaccine (PPV23)

e 7-valent conjugate vaccine
(PCV7)

* 13-valent conjugate vaccine
(PCV13)

FDA expands use of Prevenar 13 vaccine for people ages 50
and older.
http://www.fda.gov/NewsEvents/Newsroom/PressAnnou
ncements/ucm285431.htm

(Accessed on January 03, 2012).



http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm285431.htm
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm285431.htm
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm285431.htm

FARKLI BIR IMMUNOLOJIK YANIT OLUSTURMAK

Plain Polysaccharide Vaccine Conjugated Vaccine

S
i
"‘@%ﬁ?}}

Polysaccharide Polysaccharide Immunogenic carrier Conjugated vaccine
antigens antigens protein

Schematic representation Schematic representation

By covalently linking polysaccharide antigens to a carrier protein, polysaccharide

specific memory B cells are produced, leading to the potential for a memory response!

1.Pollard AJ et al. Nature Reviews Immunology. 2009;9(3):213-20.



KONJUGE ASILAR-2000

INFANTLARDA ANTIKOR OLUSUMU

YASLI VE IMMUNYETMEZLIKLIDE DAHA IYI
ANTIKOR OLUSUMU

UZUN SURELIi IMMUNITE
MUKOZAL iIMMUNITE
«HERD» IMMUNITE



Pnomokok Asilari

Polisakkarid Pnomokok Asisi (PPA23 )

Invaziv hastaliga en sik neden olan 23 pnémokok
antijenini icerir: 5-64 yas ;risk faktorleri

2010: >65 yas

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

2010:2 ay-5 yas

2011: >50 yas FDA ONAY: pnomoni ve IPD
2012:>19 yas, immunsupresyon,BOS
kacagi,aspleni,kohlear implant

2014:PPSV 23 ile >65 yas



CAPiTA CALISMASI
N Engl J Med 372:12:March 2015

The WEW EMNGLAND JOUEMNAL of MEDICINE

ORIGINAL ARTICLE

Polysaccharide Conjugate Vaccine against
Pneumococcal Pneumonia in Adults

M.J.M. Bonten, 5.M. Huijts, M. Bolkenbaas, C. Webber, 5. Patterson, 5. Gault,
C.H. van Werkhoven, A.M.M. van Deursen, E.A.M. Sanders, T.).M. Verheij,
M. Patton, A. McDonough, A. Moradoghli-Haftvani, H. Smith, T. Mellelieu,

M.W. Pride, G. Crowther, B. Schmoele-Thoma, DA. Scott, K.U. Jansen,

R. Lobatto, B. Oosterman, M. Visser, E. Caspers, A. Smorenburg, E.A. Emini,

W.C. Gruber, and D.E. Grobbee




Asi Klinik Calismalarinda Terminoloji

* Immuinojenisite Calismalari

— Antikor Ol¢iimii (1gG)
Asi sonrasi olusan spesifik antikorlarin élcimuddr.
Ancak bu antikorlar fonksiyonel olmayabilir.

— Fonksiyonel Antikor Titresi (OPA)
Opsonofagositik Aktivite:

* Bakterinin fagositoz ile yok edilmesini saglayan
fonksiyonel antikor miktarinin élcumudur.
OPA 6lcuimad, asi klinik calismalarinda
ruhsatlandirma icin kullanilir.




Asi Klinik Calismalarinda Terminoloji

 Etkinlik (Efficacy) Calismalari

— Plasebo ile karsilastirmali, randomize kontrolli
klinik calismalardir. Asinin etkin oldugunu izole bir
grup Uzerinde gosterir.

 Etkililik (Effectiveness) Calismalari

— Toplum genelinde veya buyuk bir kohortta
genellikle gozlemsel calisma usuiliyle asinin
etkisinin incelenmesidir. Boylece asinin etkisi
toplum sagligi acisindan degerlendirilmis olur.

— Daha cok CDC, ECDC gibi kuruluslarca yurutular.



KPA13 Eriskin Faz Ill Klinik Calismalari

PPA23 Asilanma

0
3
3
3005 Non-inferiyorite KPA13 vs ABD/
PPA23 Isvec
3010 Ardisik Kullanim KPA13 ABD
Non-inferiyorite KPA13 vs
004 PPA23 ABD
uzatma
(3.5—4 yilda tekrar asilama)
ABD
3000 KPA13 Guvenlilik isveg

Almanya

Yas

60-64

Durumu

Onceden agilanmamis

Onceden asilanmamis

5 yil dnce 1 doz PPA-23

Onceden asilanmamis

Onceden asilanmis

Onceden asilanmis
21 doz 23 yil 6nce




KPA13 ile Daha Fazla immiinolojik Yanit

C KPA13, PPA23'den daha buyiik fonksiyonel immiin yanita

neden olmaktadir.
KPA13'liin PPA23'den daha fazla immiinolojik yanit sagladigini
\ gostermektedir. y

Vaccine 31 (2013) 3577-3584

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™

Lisa A. Jackson?-*, Alejandra Gurtman?P, Martin van Cleeff¢, Kathrin U. Jansen?P,

Deepthi Jayawardene®?, Carmel Devlin®, Daniel A. Scott?, Emilio A. EminiP, 004
William C. Gruber?, Beate Schmoele-Thoma9d

_’Group Health Research Institute, Seattle, Washington, Unired States

® Vaccine Research Pfizer Inc, Pearl River, New York, United States

© Triangle Medical Research Associates, Cary, North Carolina, United States
2 Pfizer GmbH, Berlin, Germany




KPA13ile llk Asilama , Konjuge veya Polisakkarid Asilama
ile Ikinci Asilama Sonrasi Gucglu Antikor Yaniti

(

50-64 yas erigkinlerde, KPA 13 ile yapilan ilk asilama , konjuge veya
polisakkarid asilama ile ikinci asilama sonrasi guclu antikor yaniti gosterir.
Bunun tersine, PPA 23 ile ilk asilama daha dusuk antikor cevabina sebep

9 olur. y

Vaccine 31 (2013) 3594-3602

Contents lists available at SciVerse ScienceDirect

Vaccine

journal homepage: www _elsevier.com/locatef/vaccine

Influence of initial vaccination with 13-valent pneumococcal conjugate vaccine
or 23-valent pneumococcal polysaccharide vaccine on anti-pneumococcal
responses following subsequent pneumococcal vaccination in adults 50 years

and older™

Lisa A. Jackson2:*, Alejandra GurtmanP, Martin van Cleeffc, Robert W. Frenckd, John Treanore®€,
Kathrin U. Jansen?P?, Daniel A. Scott?, Emilio A. Emini®?, William C. Gruber?P, Beate Schmoele-Thomaf

* The Group Health Research Institute, Group Health, Seattle, Washington, United States

b Pfizer Inc, Pearl River, New York, United States

< Triangle Medical Research Associates, Cary, North Carolina, United States

4 Department of Pediatrics, Cincinnati Children’s Hospital Medical Center, Cincinnati, Ohio, United States
® University of Rochester Medical Center, Rochester, New York, United States

f Pfizer GmbH, Berlin, Germany

004-
Uzatma



Eriskinlerde Pnémokokal infeksiyonun Onlenmesi i¢in
Pnomokokal Polisakkarid Asilar

invaziv Pnémokokal hastalik OR = 0,26 (%95 GA: 0,15 —0,46)
Bltln nedenlerle pndmoni “Mevcut kanitlar PPSV’lerin yetiskinlerde
biatin nedenlerle pndmoniyi 6nledigini
gostermez”*
Butln nedenlerle mortalite OR =0,90 (%95 GA: 0,74 - 1,09)

* Birlestirilmis asi etkinlik hesaplamasi = %28 (%95 GA = %7 - %44) fakat 1> = %85 (P<0,0001) yani genelde bitin nedenlerle pnémoni
onleme kaniti yok.
Altgrup analizi:

Saglikh yetiskinler, dustk gelirli Ulkeler: Asi etkinligi = %46, %95 GA = %33 - %57, 12= %19
Diger popilasyon altgruplariicin nokta hesaplanir (kronik hastalikli yetiskinler, ylksek gelirli Glkelerdeki saglikli yetiskinler) yetersizdi

Moberley S, Holden J et al. Cochrane Database of Systematic Reviews 2013, Issue 1.
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Eriskinlerde Pnomokokal Asilamanin Etkinligi:

Bir Meta-analiz
22 calismayi ve 101.507 bireyi iceren pnomokokal polisakkarid asilarinin

meta-analizinin ozet grafigi

Klinik sonucun diisen riski I Klinik sonucun artan riski
Butln calismalar

—  Cift kor

— Diger

Yerlesimin yeterli kapatiimasi
— Diger

»
»

A
]

Tam calismalar

—  Ciftkor

— Diger

Yerlesimin yeterli kapatiimasi
— Diger

Batln galismalar

—  Giftkér

—  Diger ” e e RT

—  Yerlesimin yeterli kapatiimasi Bu gallsma [PPV] asisinin ileri VUkSEk kaliteli

- Diger calismalarinin pnémoniye karsi herhangi bir
koruyucu etki gostermeyecegi goriisiinii

destekler.”

0.25 0.5 1 2
Gorece risk (%95 GA)

Mor halkalar daha yiiksek metadolojik kaliteli galismalarin 6zet tahminlerini gosterir

Huss A, Scott P et al. CMAJ 2009; 180: 48-58



Presumptive pneumococcal pneumonia

All trials
Double-blind
Other

Adequate concealment of allocation
Other

Pneumonia from all causes
All trials

Double-blind

Other

Adequate concealment of allocation
Other

Death from all causes

All trials

Double-blind
Other

Adequate concealment of allocation
Other

Increased risk of
clinical outcome —>»

Decreased risk of
«— clinical outcome

0.25

|
1

0.5
Relative risk (95% Cl)



Clinical Infectious Diseases Advance Access published February 13, 2014

Effectiveness of the 23-Valent Pneumococcal
Polysaccharide Vaccine Against Community-
Acquired Pneumonia in the General Population
Aged >60 Years: 3 Years of Follow-up in the
CAPAMIS Study

Olga Ochoa-Gondar," Angel Vila-Corcoles, Teresa Rodriguez-Blanco.? Frederic Gomez-Bertomeu ?
Enric Figuemlﬂ-Mﬂssanﬂ,' Xavier Fhu]ii-Luriii,'i and Imma Hl:rs|;rili1|-[}miniil:rliiI

'Fuimau\. Care Service Camp de Tarragona, Institut Catala de la Salut, Tarragona; “F1ima|\. Care Research Institute -:\_DIAF Jordi Gol) and Autonomous
University of Barcelona: ‘Deualunenl of Microbiology and iIileuzuunenl of Otolaryngology, Hospital Joan XXl and "Department of Laboratory and
Microbiology, Hospital Santa Tecla, Tamagona, Spain

/Birincil sonlanim noktasi :

Pnomokokal toplumda gelisen pndmoni (Bakteriyemik ve bakteriyemik
olmayan vakalar)

Tum nedenlere bagli toplumda gelisen pnomoni sebebiyle hastaneye

~

yatiriima. )
>;Tijm kohort Gyelerini iceren birincil analizlerde, PPV23 herhangi bir analiz\
edilmis sonuca karsi etkili olarak gorunmemigtir. Ancak hassas ve katmanli
analizlerde faydali bir etki ortaya ¢cikmistir.

»Son PPV23 asilamasinin (5 yil oncesi igerisinde) hem pnomokokal
hem de tum nedenlere bagl toplumda gelisen pnomoniye karsi
\koruyucu etkisi bulundugunu desteklemektedir. /




PPA-23: DSO Ozeti ...

Organization

30 yildan fazla zamandir yapilan bircok calismaya ragmen
PPA-23’ln cocuklar ve yetiskinlerdeki etkinlik ve
etkililigi hala tam olarak tanimlanamamistir ve bir
tartisma konusudur.

23-valent pneumococcal  \Neekly epidemiological record

olysaccharide vaccine R LT I 3 )
rdcaiohn Relevé épidémiologique hebdomadaire
WHO position paper
17 OCTORER 2008, B3ad YEAR 7 17 OCTOERE 2008, 83 ANNEE

No. 42, 2008, 83, 373-384
httpsivwww whodnt wer




PPA-23’iin Sonraki Dozlarinda immiin Cevap Azalma

(Hyporesponsiveness)

Ikinci PPA-23

, 1,47
)
4,06
0 ‘
Al oncesi Asl sonrasi 1. il Tekrar Tekrar
asllama asilama
sonrasi

Torling J et al. Vaccine. 2003;22:96-103.




SONUC: PPA-23 ile Erigskin Pnomokok
Asilamasinda Ihtiyaclar Karsilanmamistir.

e Zayif Antikor Cevabi

— Asinin bagisikhgi zayiflamis kisilerde etkinligi
dusuktar.

— Antikor duzeyleri ve etkinlik bes yil icinde dlismeye
baslar.

— Tekrar asilama ile disen duzeyler yukseltilemez.
* <2 Yas Grubunda Etkisizlik
* Pnomonide Tartismali Etkinlik
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Speeding Access to Important New Therapies = Fast Track, Breakthrough Therapy, Accelerated Approval and Priority Review
epartment of Health & Human Services:

Ato I Index | Follow FDA | FDA Voice Blog

U.S. Food and Dl'l.lg Administration _ SEARCH

Protecting and Promoting Youwr Health

Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics

Tobacco Products

ror vonsumers
&

© Home @ For Consumers |@ Consumer Information by Audience @ For Patients and Patient Advocates

Fast Track, Breakthrough Therapy, Accelerated Approval
and Priority Review

For Patients and Patient Expediting Availability of New Drugs for Patients with Serious Conditions

Advocates
Speeding the development and availability of drugs that treat serious dissases ars in everyons's interest,
Speeding Access to especially when the drugs are the first available treatment or have advantages over existing treatments. The
Important New Therapies Food and Drug Administration (FDA) has developed three distinct and successful approaches to making such
b Fast Track, Breakthrough drugs available as_rapi!:lry as possible: Priorify Revéew; Acce.'emtedAppmJ’, anuf Fast Track. Because each of
Therapy, Accelerated th&ee a_ppmaches implies speed, there can be confusion about the specific meaning of each and the
Approval and Priority AT T e
Review The following summary describes each element, how they differ, and how they complement each other.
Fast Track
Breakthrough Therapy
Accelerated Approval
Priority Review
Summary
Fast Track

Fast track is a process designed to facilitate the development, and expedits the review of drugs to treat serious
conditions and fill an unmet medical nesd. The purpose is to get important new drugs to the patient eardier.
Fast Track addresses a broad range of serious conditions.

Determining whether a condition is serous is a matter of judgment, but generally is based on whether the drug
will have an impact on such factors as survival, day-to-day functioning, or the likelihood that the condition, if left
untreatad, will progress from a less severe condition to a more senous one. AIDS, Alzheimer's, heart failure
and cancer are cbvious examples of serous conditions. However, diseases such as epilepsy, depression and
diabetes are also considered to be serious conditions.

Filling an unmet medical need is defined as providing a therapy where none exists or providing a therapy which
may be potentially better than available therapy.



http://www.fda.gov/forconsumers/byaudience/forpatientadvocates/speedingaccesstoimportantnewtherapies/ucm128291.htm

Eriskinlerde Toplumda Gelisen Pnomoni
Immiinizasyon Calismasi (CAPITA)

Asi serotipi pnomokokal toplumda gelisen pnomoni ve
invaziv pnomokokal hastaligin 6nlenmesinde

13-valanli pndmokokal konjuge asi etkinliginin
degerlendirildigi

Faz 4, Randomize,
Plasebo kontrollu klinik calisma



Onemli Noktalar

Yetiskinler arasinda pnomokokal toplumda gelisen pnémoni (TGP) de

Itiyag iceren pnomokokal hastaligi 6nlemek igin etkili bir asiya ihtiyag vardir

CAPITA'nin birincil sonucu 65 yas ve Ustu yetiskinlerde onayli asi-serotip
Amag pnomokokal TGP’nin ilk epizodunu 6nlemek igin KPA13’iin etkinligini
saptamaktir

CAPITA yetiskinlerde yuritilmis en genis , prospektif asi etkinlik
Dizayn calismalarindan biri olan bir randomize, plasebo kontrollt klinik
calismadir

Hak E, Grobbee DE, Sanders EAM, et al. Netherlands J Med. 2008;66:378-383.



550.000 kisiye davet gonderildi.
( Hollanda \
Julius Center for Health
Sciences and Primary Care, University
Medical Center Utrecht-
Pfizer kolloborasyon
\ Y Y,
Tarama ve hasta alimi
Plasebo > .
Primer ve
AT-TGP  sekonder sonug
Olgularinda verilerinin idari
> artma otoriteler
KPA 13 tarafindan
84,496 gonulli incelenmesi
2 65 yas
Eylil 2008 Ocak 2010 Eylil 2011 Agustos 2013 2014

Ara Analiz | 130 AT-TGP Epizodlar |

R = Randomizasyon

Hak E, Grobbee DE, Sanders EAM, et al. Netherlands J Med. 2008;66:378-383




Dahil Etme/Dislama Kriterleri

Dahil etme kriterleri Dislama kriterleri

e Erkek veya kadin e Daha once yapilmis pnomokokal asilama
265 yas e Gecmis 30 giin icinde arastirmayla ilgili asi veya ilag
e Calisma gereksinimlerini kullanimi
tamamlayabilecek kisi e Bakimevi veya uzun dénemli bakim tesisinde
olmak yasamak

e immiin bozukluk veya immiin baskilama*
e Bir asl veya bilesenine agir advers reaksiyon oykusu

e influenza asisi da ayni zamanda uygulanacaksa
influenza asilanmasina kontrendikasyon

2200 Aile

Hekimi e KPA13’e kontraendikasyon

*Komorbid durumlu immiin yeterli hastalar dahil edildi (6rn. Kronik kalp hastaligi, diyabet, kronik akciger hastaligi). immiin
yetemezlikli veya immun sistemi baskilanmis bireyler calismaya alinmadi.

*Fakat, calisma katilimcilari calisma asisini aldiktan sonra immiin bozukluk veya baskilanmasi gelistirmisse (yani olgu artis
suresinde) ve bir epizod TGP veya IPH gecirmisse, bu olaylar mITT analizine dahil edildi.

Hak E, Grobbee DE, Sanders EAM, et al. Netherlands J Med. 2008;66:378-383.



Neden Hollanda’da yapildi?

* Hollanda’da, PPA23 icin yasa dayali genel bir asi onerisi bulunmamaktadir.

— PPA23 sadece yiiksek riskli kisilere uygulanmasi konusunda 6neri mevcut.

— 65 yas ve uzeri bireyler genellikle PPA23 naiv kisiler

— Plasebo kontrolli calismayi desteklemektedir.

* 65 yas ve Uzeri kisilerin Influenza asisini rutin olarak yaptirmaktadir. ( Asiya uyum)

* “Julius Center “ akademik bir merkez ( University Medical Center, Utrecht )

— Cok merkezli ve buyuk epidemiyoloji calismalarini yiritmede tecrtbeli

— Klinik calisma yonetimi, istatistik, epidemiyoloji, kalite sistemleri ve veri
yonetiminde tecribeli

* Konjuge Pnomokok Asisi olan NIP programi olan bir tlkede
* KPA7, sonra KPA10 (3, 6A, 19A serotiplerini kapsamayan)

Hak E, Grobbee DE, Sanders EAM, et al. Netherlands J Med. 2008;66:378-383.



Katilimci Calismaya Alim Zaman Cizelgesi

CAPITA galigmasina alim
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Calismaya alim

Tarih

/s 7-valanl pnomokokal konjuge asi 2006’da Hollandali bebeklere verilmistir N
e 2011’de 10-valanh pnomokokal konjuge asi ile degistirilmistir
* 3+1 program (¢alisma zamaninda)

* Hollanda’da mevsimsel influenza asisi alimi — Yetiskinler 60 yas ve ustii: 2008:

\_ %76,9; 2009: %76,3; 2010: %75,4; 2011: %71,3; 2012: %67,8. J

www.ighealthcare.nl/media/73937/monitoring vaccinatiegraad npg 2012 def met isbn digitale versie .pdf
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Pnomokokal Hastaligin Klinik Formlari

Phomokokalthastalik

invaziv olmayan
(Mukozal)

Akut orta kulak

Bakteriyemi Pnomoni iltihabi

4 )

* Pnomokokal hastalik genis olarak invaziv ve invaziv olmayan (ayni zamanda mukozal
olarak isimlendirilen) kategorilerinde gruplanabilir

e Hastaligin invaziv olmayan formlari invaziv hale gelebilir
(orn., bakteriyemi tarafindan eslik edilen pnémoni)

o J

WHO. Acute Respiratory Infections (Update September 2009). www.who.int/vaccine_research/diseases/ari/en/print.html. Accessed December 20, 2010.
CDC. Epidemiology and prevention of vaccine-preventable diseases. 11th ed. 2009;217-230.
Jansen AG et al. Clin Infect Dis. 2009;49:e23-e29.



Calisma Amaclari
Primer ve Sekonder Etkinlik Amaclari

< Ilk epizodlari 6nlemede KPA13’iin etkinligini gésteren:

@ Asi-serotip (AT) Pnomokokal TGP

— invaziv veya invaziv olmayan

@ AT Bakteriyemik olmayan/invaziv olmayan (NB/NI)
Pnomokokal TGP

@ AT invaziv pnodmokokal hastalik (IPH)

- Pnomoni ile birlikte veya pnémoni bulunmadan

Hak E, Grobbee DE, Sanders EAM, et al. Netherlands J Med. 2008;66:378-383.



Calisma Amaglari
Beklenen Advers Olaylar

r N
Lokal Reaksiyonlar Sistemik Etkiler
Agri, kizariklik, sisme, kol Ates, miyaljiler (kas
hareketinde kisitlanma agrilari), mide bulantisi
N J L

* Beklenen advers olaylar, katilimcilarin YALNIZCA immunojenisite alt
grubunda toplanmistir.

* Calisma asisinin alinmasindan 7 glin sonra e-glinltklerdeki bilgilendirilmis
onay formlarinin (BOF) imzalanmasi ile toplanmuistir.



Calisma Amaclari Ciddi Advers Olaylar

» Ciddi Advers Olay (SAE*) takibi
» Calisma asisinin uygulanmasindan 28 giin
sonra
»Immunojenisite altgrubunda 6 aylik takip

» Bitln katilimcilar icin bitiin nedenlerle 61im
» Olgu elde edilme déneminde tim
katilimcilardan

*Ciddi bir advers etki 6liimle sonuclanan herhangi bir istenmeyen tibbi olaydir; yasami tehdit edicidir; hastaneye yatisi
veya varolan hastane yatisinin uzatilmasini gerektirir; kalici veya 6nemli sakatlik/is géremezlik veya konjenital
anormallik/dogum bozukluklari yaratir

FDA, What is a Serious Adverse Event? http://www.fda.gov/Safety/MedWatch/HowToReport/ucm053087.htm , Accessed November
2012




Asi Serotipi -TGP Olgulari
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Nasil Belirlendi?

58 hizmet hastanesinin herhangi
birinde acil serviste TGP gsupheli
calisma katilimcilarini belirlemek igin
standardize yaklasim.

Tani tetkikleri standart bakim
uygulamasina gore direkt gogus
grafisi, kan kiltiri ve BinaxNOW®
testi icin idrar ornegi almayi ve
SSUAD icin protokolle belirlenmis
idrar toplanmasini icermistir.

TGP tanimi protokolle belirlenmis
Klinik kriterlere VE pnomoni ile
tutarl radyolojik direkt grafi
bulgularina dayanir.

SSUAD = serotipe 6zgii idrar antijen saptama testi



Asi Serotipi -TGP Olgulari Nasil Dogrulandi?

Protokolle belirlenmis
Klinik Kriterlere gore
Muhtemel TGP

Pnomoni ile tutarh
Direkt grafiler

Pnomokokal TGP ve
AT/NAT’yi dogrulamak icin
mikrobiyolojik kriterler

Onaylanmis asi-tipi (AT) pnomokokal TGP’nin olgu tanimi

» TGP’nin klinik 6zellikleri, VE

» Pnomoni ile tutarh direkt grafiler, VE

» Asi-serotip pnomokokal infeksiyonun kaniti
Kan kiiltiirii veya diger normal olarak steril bolgeler (klinik
uygulama basina) VE/VEYA

Kiiltlir olmayan metotlar (serotipe 6zgii idrar antijen belirleme testi )
Hak E, Grobbee DE, Sanders EAM, et al. Netherlands J Med. 2008;66:378-383




Serotipe Ozgii Uriner Antijen Saptanmasi
(SSUAD) Testi

« Pfizer tarafindan 6zel olarak Yetigkinlerde Toplumda Gelisen Pnomoni
Immunizasyon Calismasi icin (CAPITA) gelistirildi

« KPA13-tip kapsuler polisakkaridin saptanmasi icin ¢oklu bir antijen
baglayici test

« KPA13 serotipinin varligi i¢in idrarin dogru sekilde test edilmesini saglar:
%97 duyarlilik ve %100 6zgulluk

TEST YONTEMI

XMAP mikrosfer
) idrar érnegi

Pfizer'in Tespit Etme Monoklonal Bildirici Antikor
J S. Pn, PnPs Antikoru (Kegi tavsan disi IgG-PE r,_-_ 3--
&l )} A (Serotip spesifik poliklonal Ab) konjugati) + .
= ¥ f =f a [ = 3 Y = 3 - = 5 -
B 4 i L
A ¢ ' p =
“ % % % Bio-Plex Okuyucu

Pfizer'in Yakalama

| Monoklonal Antikoru Y ‘ﬁ
(Serotip spesifik mAb)

Pearl
River’da

analiz
Pride MW et al. Clin. Vaccine Immunol. 2012;19(8):1131-1141



Toplumda Gelisen Pnomoni (TGP) Vaka Yakalanmasi

Pnomokokal TGP degil

Degistirilmis ITT
popiilasyonunda immuiinitesi
zayif altgruba dahil edilme

immiin bozuklugu veya baskilanmasi olan hastalar galismaya
secilmek igin uygun degildi. Fakat, katilimcilar galisma asisini
aldiktan sonra immun bozukluk veya baskilanma gelistirirse (yani
olgu artis sliresinde) ve bir epizod TGP veya IPH deneyimlerse bu
olaylar mITT analizine dahil edildi.




Calisma Katilimcilari — Baslangig Ozellikleri (Giivenlilik
Poplilasyonu)

Table 1. Baseline Characteristics of the Participants_#
PCV13 Group Placebo Group All Participants
Characteristic (N=4Z237}% (M= 42,255)§ [(N=284492)%
Sex — no. (%)
Male 23,447 (55.5) 23,801 (56.3) 47,243 (55.9)
Female 1,790 [44.5) 18,454 (43.7) 37,244 [44.1)
Race — mo. (%) T
White 41,600 [98.5) 41,614 (98.5) 53,214 [98.5)
Black 146 (0.3} 140 (0.3) 256 [0.3)
Asian T (0.7} 202 (0.7 569 [0.7)
Orther 205 (0.5) 194 (0.5) 404 [0.5)
Unknaown O [=0.1) 10 =01} 19 [=0.1)
Age atvaccination — yr
Mean T1E:5T T2E8+56 TLE:5T
Median [range)§ 716 [B1.8-101.1) 715 [B3.3-99.5) 716 (61.9-101.1)
Age group — no. (%)
<T3¥r 29,006 (BE.T) 29,064 (62.8) 58,070 (BB.T)
=75 and =85 yr 11,727 (278) 11,753 (27.8) 23,480 (27.8)
=85 ¥r 1504 [3.6) 1438 (3.4] 2942 [3.5)
* Plus—minus values are means +50. Additional characteristics are listed in Table 52 in the Supplementary Appendi=.
P13 denotes 13-wvalent pneumococcal conjugate vaccine.
T The numbers of participants who received the study vaccine and for whom any safety data were available are shown.
F1:-u_r participants [three in the PCW13 group and one in the placebo group) were excluded because no safety data were
i :a?:!a:fs. self-reported.
§ A mizal of 1% particpants who were enrolled in the POY13 group and 16 who were enrclled in the placebo group were
younger tham 65 years of age.




Calisma Katilimcilari — Baslangi¢ Ozellikleri (Giivenlilik

Popiilasyonu)

KPA 13 Plasebo
N=42,237 N=42,255
72,8 (5,7) 72,8 (5,6)
Yas, yil (ortalama, SS, Aralik
5 yil( ) (61,9 - 101,1)" (63,3 — 99,5)"

Erkek (%, n) 55,5 (23.447) 56,3 (23,801)

Kadin (%, n) 44,5 (18.790) 43,7 (18.454)

Hasta tarafindan raporlanmig komorbiditeler:

Herhangi (%) 42,3 42,4
Astim (%)* 4,8 5,0
Diyabet: insiilin kullanimi (%)* 3,3 3,2
Diyabet: insiilin kullanimi yok (%)* 9,1 9,4
Kalp hastahgi (%)* 25,3 25,4
Karaciger hastalig (%)* 0,5 0,5
Akciger hastalig (%)* 10,1 10,3
Splenektomi (%)* <0,1 <0,1

Sigara kullanimi (%) 12,3 12,2

¥ <65 yas hastalar etkililik analizlerinin disinda birakild
* Karsilikli olarak 6zel degil




Birinci Epizod AT-TGP Kumulatif Olgu Sayilar —
Post Hoc Analizi (Takibin Ortalama Siiresi = 3,97 Yil)

60 1 1 1 1
1. Epizod AT-TGP JUDERES

§ 50 —{ - f{fA ‘&_}—&—9_ ° —
§ o Vel ﬁ&_ﬁ B
3 fz - fdf -

20 r"‘.r:;agﬁi n
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o] =& i

! M_P'_;;'E s Astlamadan sonraki glinler Ara Analizler (1. epizod AT-TGP, n=74)
KPA 13 Plasebo VE %99,48 GA P-degeri
25 49 49.0 -2,4;75,9 0,007

Final Analizleq (1. epizod AT-JGP, n=139)

% 95,2 GA

49 90 45,56 /4 21,82;62,49 0,0006

AT-TGP = asl tipi toplumda gelisen pndmoni

Bonten MJM et al, N Engl J Med 2015;372:1114-25.



Kumulatif Olgu Sayilari, Protokol Uyarinca
Populasyon, Takibin Ortalama Suresi= 3,97 Yil

60 ' - F
1. epizod NB/NI AT-TGP
oo | ¥ -
.-‘f. -
= s i
5 2 ok
! 20 A o =4 |
g - £ o e
3 }.‘ £
20— £ 7___55?? [~
a® B
.&‘ A f,é;yt B
< g -
1 & i
T T T T
— A Asilamadan sonraki glinler 30 ! : '
Eﬁ’?&&%""’?mmu 1. epiZOd AT'IPH
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E 15— . e
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Asilamadan sonraki glinler post hoc analizini olusturur

e & Placebo

Program: Plotipd.sgt
Date: 17FEB2014 Time: 18:45

Asilamadan sonraki glinler

AT = agl tipi

TGP = toplumda gelisen pnémoni

NB/NI — bakteriyemik olmayan/invaziv olmayan
iPH = invaziv pnédmokokal hastalik




Kumulatif Olgu Sayilari
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Figure 2. Post Hoc Analysis of the Cumulative Episodes of the Primary and Secondary Efficacy End Points in the Per-Protocol Population.

Bonten MJM et al, N Engl J Med 2015;372:1114-25.




azer Presents Detailed Results From Landmark Community-Acquired Pneumonia Immunization Trial 1.
Adults (CAPiTA) Evaluating Efficacy Of Prevenar 13*

Study Findings, Presented at ISPPD, Demonstrate that Prevenar 13 Can Prevent Vaccine-Type Community-Acquired Pneumonia

Wednesday, March 12, 2014 - 6:37am EDT
Pfizer Inc. (NYSE:PFE) today presented detailed results of the Community-Acquired Pneumonia Immunization Trial in Adults (CAPITA), the landmark

study of approximately 85,000 subjects, demonstrating that Prevenar 13" (pneumococcal polysaccharide conjugate vaccine [13-valent, adsorbed])
prevented a first episode of vaccine-type community-acquired pneumonia (CAP) in adults 65 years of age and older, the study’s primary objective. This

trial is the first in adults to clearly demonstrate a significant reduction in vaccine-type pneumococcal CAP, and importantly, non-bacteremic/non-invasive Pfizer BaS| n
vaccine-type pneumococcal CAP. Results were presented during the late-breaker session at the 9th International Symposium on Pneumococci and
Pneumococcal Diseases (ISPPD) in Hyderabad, India, on March 12, 2014. A9|k|a maS|

bacteremic/non-invasive vaccine-type pneumococcal CAP and (ii) vaccine-type invasive pneumococcal disease (IPD).

Regarding the study’s primary objective, there were 45.56 percent fewer first episodes of vaccine-type CAP among Prevenar 13-vaccinated subjects

than in subjects who received placebo (P=0.0006). Regarding the study’s secondary objectives, the Prevenar 13 group experienced 45.00 percent fewer
first episodes of non-bacteremic/non-invasive vaccine-type CAP (P=0.0067) and 75.00 percent fewer first episodes of vaccine-type IPD (P=0.0005)
‘mpared with the placebo group. The safety profile of Prevenar 13 in this study was consistent with studies previously conducted in adults.

ISPPD-9 / pneumonia 2014 Mar 9-13;3:1-286

ISPPD-0541
Next Generation Vaccines

S o n u g I a r COMMUNITY ACQUIRED PNEUMONIA IMMUNISATION TRIAL IN ADULTS (CAPITA)

M. Bonten?, M. Bolkenbaas?, S. Huijts!, C. Webber?, S. Gault?, W. Gruber?, D. Grobbee!

1julius Center for Health Sciences and Primary Care, UMC Utrecht, Utrecht, Netherlands; 2Vaccine Research, Pfizer, Pear| River, USA

Pneumococcal disease, including pneumonia, is a global public health problem, and older people are at greater
risk, particularly for severe disease and complications. Conjugate vaccines have shown efficacy against invasive
pneumococcal disease (IPD), pneumonia and otitis media in children, but have not been evaluated for efficacy
i in healthy adults. The CAPITA study was designed to demonstrate efficacy of 13-valent pneumococcal conjugate
Speaal Issue vaccine (13vPnC) in prevention of a first episode of vaccine-type pneumococcal community-acquired pneumonia
9oth International Symposium on (CAP) (primary objective). The secondary objectives were to demonstrate efficacy in prevention of a first episode
: : of nonhacteremic/noninvasive vaccine-type pneumococcal CAP and of vaccine-type invasive IPD. This was a
Pneumococci and Pneumococcal Diseases randomlzed double blind clinical trlal in over 84,000 parnupants 65 years of age and older in the Netherlands

Hyderabad, India, 9-13 March 2014

: P
and su rveHIance for CAP and IPD was conducted at hospitals in the areas of enrollment. Isolation of vaccine- type
pneumococcus from blood or other sterile sites and a serotype-specific urinary antigen detection assay was used to

identify episodes of vaccine-type CAP. Safety was also evaluated. The study started in September 2008, and reached
Volume 3 (2014) the protocol defined 130 case accrual numbers of first episode of vaccine-type CAP at the end of August 2013. The
design and prlmary and secondary endpoints of this study will be presented. At the time abstract submission, the

Funding: Pfizer, Inc.; ClinicalTrials.gov number NCT00744263

“anflict of interest
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RESwLTS
In the per-protocol analysis of first episodes of infections due to vaccine-type
strains, community-acguired pneumonia occurred in 49 persons in the PCV12 group
and 90 persons in the placebo group (vaccine efficacy, 45.6%; 95.2% confidence
mterval [CI], 21.8 to 62.5), nonbacteremic and noninvasive community-acquired
poeumonia occurred in 32 persons in the PCV13 group and 60 persons in the
placebo group (vaccine efficacy, 45.0%; 95.2% CI, 14.2 to 65.3), and invasive pneu-
mococca! disease occurred in 7 persons in the PCV13 group and 28 persons in the
placebo group (vaccine efficacy, 75.0%; 95% CI, 41.4 to 90.8). Efficacy persisted
throughout the trial (mean follow-up, 2.97 years). In the modified intention-to-
treat analysis, similar efficacy was observed (vaccine efficacy, 37.7%, 41.1%, and
75.8%, respectively), and community-acqguired pneumonia occurred in 747 persons
in the PCV13 group and 787 persons in placebo group (vaccine efficacy, 5.1%; 95%
CI, -5.1 o 14.2). Humbers of serious adverse events and deaths were similar in the
two groups, but chere were more !ocal reactions in the PCV13 group.

COMELUSIONS

Among older adults, PCV13 was effective in preventing vaccine-[ype poeumococs
cal, bacteremic, and nonbacteremic community-acquired pneumonia and vaccine-
type invasive pnenmococcal disease but mot In preventing community-acquired
poeumonia from any cause. (Funded by Pfizer; CAPITA ClinicalTrials.gov nomber
NCTM744263.)
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Primer ve Sekonder Amaclar, Protokol Uyarinca Populasyon

Etkinlik sonlanim noktasi Asi grubu VE (%) % 95,2 GA

KPA 13 Plasebo
(n=42.240) (n=42.256)
1°: Onaylanmis AT
pnomokokal TGP’nin ilk
epizodu

2°: Onaylanmis NB/NI AT
pnomokakal TGP’nin ilk
epizodu

2°: AT-iPH’nin ilk epizodu

AT = agsi tipi

TGP = toplumda gelisen pndmoni

NB/NI — bakteriyemik olmayan/invaziv olmayan
IPH = invaziv pnédmokokal hastalik

Bonten MJM et al, N Engl J Med 2015;372:1114-25.



Primer ve Sekonder Amaclar, Protokol Uyarinca
Poplilasyon

Etkinlik sonlanim noktasi Asi grubu VE (%) % 95,2 GA P-
degeri

KPA 13 Plasebo
(n=42.240)  (n=42.256)

1°: Onaylanmis AT
pnomokokal TGP’nin ilk 49 90 45,56 (21,82;62,49) <0,001
epizodu

2°: Onaylanmis NB/NI AT
pnomokakal TGP’nin ilk
epizodu

2°: AT-IPH’nin ilk epizodu

AT = agsi tipi

TGP = toplumda gelisen pndmoni

NB/NI — bakteriyemik olmayan/invaziv olmayan
IPH = invaziv pnédmokokal hastalik

Bonten MJM et al, N Engl J Med 2015;372:1114-25.



Primer ve Sekonder Amaclar, Protokol Uyarinca
Poplilasyon

Etinlik sonlanim noktasi Asi grubu VE (%) % 95,2 GA P-
degeri

KPA 13 Plasebo
(n=42.240) (n=42.256)

1°: Onaylanmis AT
pnomokokal TGP’nin ilk 49 90 45,56 (21,82;62,49) <0,001
epizodu

2°: Onaylanmis NB/NI AT

pnomokakal TGP’nin ilk 33 60 45,00 (14,21; 65,31) 0,007
epizodu

2°: AT-iPH’nin ilk epizodu

AT = asl tipi

TGP = toplumda gelisen pndmoni

NB/NI — bakteriyemik olmayan/invaziv olmayan
IPH = invaziv pnémokokal hastalik

Bonten MJM et al, N Engl J Med 2015;372:1114-25.



Primer ve Sekonder Amaclar, Protokol Uyarinca
Poplilasyon

Etkinlik sonlanim noktasi Asi grubu VE (%) % 95,2 GA

KPA13 Plasebo
(n=42.240) (n=42.256)

1°: Onaylanmis AT

pnomokokal TGP’nin ilk 49 90 45,56 (21,82;62,49) <0,001
epizodu

2°: Onaylanmis NB/NI AT

pnomokakal TGP’nin ilk 33 60 45,00 (14,21; 65,31) 0,007

epizode

2°: AT-IPH’nin ilk epizodu 7 28 75,00 (41,43;90,78)* <0,001
AT = as! tipi * %95 GA

TGP = toplumda da gelisen pnémoni
NB/NI — bakteriyemik olmayan/invaziv olmayan
IPH = invaziv pndmokokal hastalik

Bonten MJM et al, N Engl J Med 2015;372:1114-25.



Sonuclar : Pnomokokal Hastaligin Klinik Formlari

invaziv olmayan
(Mukozal)

|
Akut
Otitis Media

A

45% 45%

75%



CAPITA Calismasi ile KPA13®, Erigkinleri Pnomoniden
Korumada Etkinligi Kanitlanmistir.

.................

CAP(TA

Tarama ve
calismaya alim

>

84,496 gonulld
2 65 yas ustu

AT-CAP %45.56

AT-NB CAP 0045

AT-IPD %75

.0006

.0067

.0005

Plasebo

KPA13

- B

Asllananlarda 4

yila kadar izlemde

\ |

hastalik tiplerinde
azalma var.

/




Immiinojenisite Altgrubunda Asilamadan Sonraki 7 giin icinde
Lokal Reaksiyon Raporlayan Hastalar

Guvenlilik sonucu,

immiinojenisite altsetinde

Herhangi bir lokal reaksiyon 352 (%38,4) 916 73 (%8,4) 867 <0,001
Kizariklik: Herhangi 43 (%4,9) 886 10 (51,2) 859 <0,001

agirt 4 (0%,5) 881 1(50,1) 859 0,374

Sisme: Herhangi 60 (%6,8) 888 10 (%1,2) 859 <0,001

agir! 1(%0,1) 881 1(%0,1) 859 >0,99

Agri: Herhangi 330 (%36,1) 914 53 (%6,1) 863 <0,001

agir? 3 (%0,3) 881 1(%0,1) 860 0,625

ﬁ(:r:::;egli(etinin TSI TS 126 (%14,1) 891 28 (%3,2) 865 <0,001

ag|r3 11 (%1,2) 882 6 (%0,7) 861 0,331

Agir =>10,0 cm (1); gtinluk aktiviteleri engelleyen (2); kolu omzun Ustlne kaldiramama (3)



Immiinojenite Altgrubunda Asilamadan Sonraki 7 giin
icinde Sistemik Olaylari Raporlayan Hastalar

immiinojenite altgrubunda giivenlilik sonucu KPA 13
N N

Herhangi bir sistemik olay 363 (%39,5) 918 315 (%34,7) 907 0,037
Bitkinlik 168 (%18,8) 895 130 (%14,8) 876 0,031
Yeni genellesmis kas agrisi 165 (%18,40) 896 73 (%8,4) 868 <0,001
Bas agrisi 142 (%15,90) 892 130 (%14,8) 878 0,553
Urperme 84 (%9,40) 891 73 (%8,4) 886 0,504
Kotiilesmis genellesmis kas agrisi 81 (%9,10) 889 38 (%4,4) 866 <0,001
Yeni genellesmis eklem agrisi 66 (%7,40) 886 47 (%5,4) 866 0,098
Diyare 51 (%5,70) 887 76 (%8,7) 873 0,017
istah kaybi 47 (%5,30) 886 32 (%3,7) 865 0,109
Kotiilesmis genellesmis eklem agrisi 46 (%5,20) 884 36 (%4,2) 865 0,311
Dokiinti 29 (%3,30) 882 7 (%0,8) 860 <0,001
Ates 26 (%2,90) 885 11 (%1,3) 860 0,019

Kusma 3 (%0,30) 881 8 (%0,9) 862 0,141



Guvenlilik Populasyonu — Ciddi Advers Etkiler ve

Olumler (Hicbiri asiyla iliskili degil)

Glivenlilik sonucu

Ciddi advers etkiler <28 giin (herhangi bir olay)

Kardiyak bozukluklar

Genel bozukluklar ve uygulama bolgesi sartlari

Enfeksiyonlar

Yaralanma, zehirlenme ve islemsel komplikasyonlar

Benign, malign veya belirtilmemis neoplazmlar
(kistler ve polipler dahil)

Sinir sistemi bozukluklar

Oliimler

KPA 13
n=42.279

327 (%0,8)

72 (%0,2)

23 (%0,1)

32 (%0,1)

34 (%0,1)

71 (%0,2)

35 (%0,1)

3.006 (%7,1)

Plasebo
n=42.255

314 (%0,7)

74 (%0,2)

7 (<%0,1)

36 (%0,1)

46 (%0,1)

59 (%0,1)

39 (%0,1)

3.005 (%7,1)

p-degeri

0,606

0,934

0,003

0,716

0,218

0,294

0,727

0,979




Guvenlilik Sonuclari

Table 3. Safety Outcomes.®

Event Safety Subgroup P Valuet All Participants P Valuej
POV 13 Plzacebo PCV13 Placebo
(M = 1006} (M= 1005} (M=42,237} ([N=421255)
na. (%) no. (%)
Adverse event within 1 mo after vaccination 188 (187) 144 (14.3) 0.01
Chronic medical condition diagnosed 1-6 mo 17 {1.7] 12 (1.2 0.46
after vaccination

Sericus adverse event

Within & mo after vaccination 7070 B0 (6.0) 0.41

‘Within 1 mo after vaccination 327 [0.8) 314 (0.7) 0Bl
Ceath 3006 {7_1) 3005 (7.1) 098

* The numbers of participants who received study vaccine and for whom any safety data were available are shown. Four participants (three in
the PCV13 group and one in the placebo group) were excluded because they had no safety data. Listed are events that occurred at least
CNCE in any participant

A teo-sided Fisher's exact test was used to caloulate the P value for the difference between percentages of participants who reported an
event in each of the study groups.
T MNewly dizgnosed chronic medical conditions (including autoimmune or neurocinflammatony disease) were identified in subgroup partici-

pants by site staff members who conducted home visits; chronic medical conditions included conditions such as asthma, emphysema, hy-
pertension, and cardiac failure.




PNOMOKOK ASI ENDIKASYONLARI;CDC-Ekim
2012

Indications for administration of PPV23 and PCV13 in adults aged 19 to 64 years

Risk Group Medical Condition PCV13 PPV23 PPV23 Revax®
Presumed Asplenia (including X X
Immunocompetent hemoglobinopathies)

CSF leaks X X —
= Cochlear implant X X —
Once PCV13 Chronic heart disease — X —

Cigarette smoking — X —
8 hf.Sonra Chronic lung disease — X —
PPSV23 Diabetes — X —

Alcoholism — X —

Chronic liver disease X —

Immunocompromised Congenital or acquired X X X
immunodeficiencies

HIV infection X X X

Chronic renal failure X X X

Nephrotic syndrome X X X

i Leukemia X X X
llk doz Lymphoma X X X
PPSV23 Hodgkin disease X X X

1 vl Generalized malignancy X X X
ylisonra latrogenic immunosuppression X X X
PCV13 Solid organ transplant X X X
Multiple myeloma X X X

2 Single revaccination 5 years after a prior vaccination.



Sequential administration and recommended intervals for PCV13 and
PPSV23 for adults aged 265 years — Advisory Committee on Immunization
Practices, United States

Prreeverrrococodd et cofrre— I e Persoris Zeed =G5 years

PCW1 =2 at age

—5s yeors ——————=|  PPSW23

- -
—

=5—12 rmonths™

Persores wobrno prreviowasly recefered IPIPSV 23 ar age =G5 years

PPSWZ2=2 already rec=sived

alt age =65 ywears POV =

[ _— p—
ot

=1 wears

Persores who previocwsly recefoed FPIPSV 23 before age 65 years
ke e FREOLL el =65 Years

PPSWV232 already received PCWV13 at age

at age <55 ywears =55 years FESWZ23

. _— b =
gt .

=1 wears a—1 2 rmmvoniths™

et

=5 wears

Abbreviations: POCW 1353 = 13 -walent pneunmoooccal conjusare waccines

PPSW25 = 23 wvalent poneumococcal polysaccharide vaccine.

= hAinimuoam incerval berweesen sequential adminiscracion of PO 15 and
PPSW23 is 8 week=s PPSW23 can be given laver thham & 12 monchs afrer
P L S if chis wimdosw is missed.

Morbidity and Mortality Weekly Report ,2014 ; 63 (37): 822-825



OZET

KPA 13, 65 yas ve listii yetiskinlerde etkinlik gosterdi
> %45,56 (% 95,2 GA 21,82%-62,49%; p=0,0006) AT-TGP’in ilk epizodunu 6nlemek icin
> %45,00 (% 95,2 GA 14,21%-65,31%; p=0,0067) NB/NI AT-TGP’in ilk epizodunu 6nlemek
icin
> %75,00 (%95 GA 41,43%-90,78%; p=0,0005) AT-iPH’i dnlemek icin
» Pediyatrik deneyimle kiyaslanabilir

13 asi serotipinin hepsi dolasimdadir
» Etkinlik 3, 7F, 19A serotipleri icin en belirgin

» 2006’dan itibaren Hollandali cocuklarda KPA(3+1), Mart 2011’de uygulanan Synflorix (10-
valanl) (3+1)

mITT popiilasyon sonuglari protokol uyarinca popiilasyon sonuglarini destekler

4 yillik takip boyunca agsi etkinligin devamlilig
» Ortalama takip siiresi 3,97 yildi

Bu ¢alismada KPA13’iin giivenlilik profili KPA 13’iin yetiskinlerdeki 6nceki ¢calismalariile
tutarhydi



PCVs : >11 milyon pnomokokal hastaliga bagh élimun >300,000
prematur 6liumuin onumuzdeki 10 yilda 6nlenmesi bekleniyor.

GuUnumuzde yashlarda 6limlerin en 6nemli nedenlerinin Sigara kullanimi ve diger risk
basinda pnomoniler geliyor faktorleri yaygin

Pnomokok ve influenza asilari bu nedenle ¢cok 6nemli




Tesekkurler




