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Influenza tipi Hemagglutinin subtipi

1 1

A/calitfomiau'{/ (H1N1)

Cografi kaynak Izolat no Neuraminidaz subtipi

Avian Influenza Ates Kara
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Species distribution of haemagglutinin serotypes from the NCBI Influenza Resource (http://www.ncbi.nlm.nih.gov/genomes/FLU/Database, accessed 3rd June 2009). Note
that serotypes 1-5, 7,9, 10 and 13 have all been found at least once in mammals.

Species H1 H2 H3 H10 H11 H12 H13 Hi4 H15 H16 Total

Avian 93 265 86 88 44 39 3 B 14 4682
Blow fly

Camel
Canine

Cat

Civet

Equine
Ferret

Giant anteater
Human
Leopard
Mink
Muskrat
Plateau pika
Racoon dog
Seal

Stone marten
Swine

Tiger

Whale
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Total 214 5280
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Species distribution of haemagglutinin serotypes from the NCBI Influenza Resource (http:/fwww.ncbi.nlm.nih.govi genomes/FLU/Database, accessed 3rd June 2009). Note
that serotypes 1-5, 7,9, 10 and 13 have all been found at least once in mammals.
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Species distribution of has@agglutinin serotypes from the NCBI Influenza Resource (http://www.ncbi.nlm.nih.gov/ genomes/FLU/Database, accessed 3rd June 2009). Note
that serotypes 1-5, 7, $ 10 and 13 have all been found at least once in mammals.
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Belirtisiz / minimal semptomlar
(750 asemptomatik)
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Belirtisiz / minimal semptomlar
(%50 asemptomatik)

Minér solunum sistemi bulgular:

(basit sol. sist. enf. nun %10'unda Influenza
etken)
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Olgularin bir kisminda ates + miyalji
+0kstirik + halsizlik

Belirtisiz / minimal semptomlar
(7%50 asemptomatik)

Minér solunum sistemi bulgulari

(basit sol. sist. enf. nun %10'unda Influenza
etken)
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Yasli / siiregen hast. olanlarda ciddi
komplikasyonlar... hospitalizasyon

Olgularin bir kisminda ates + miyalji
+0ksturdk + halsizlik

Belirtisiz / minimal semptomlar
(7%50 asemptomatik)

Minér solunum sistemi bulgulari

(basit sol. sist. enf. nun %10'unda Influenza
etken)
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Influenza A

Virids alimi (g[jn) -1 0 1 2 3 4 5 6 7 8 23
OC 38.5—
38—
37—

Hastalik A

Basagrisi, Halsizlik, Miyalji

y

Nazal obstriksiyon ve/veya akinti,
Gogiis agrisi, oksirik

Mandell GL, Bennett JE, Dolin R, eds. Mandell, Douglas and Bennett’s Principles
and Practice of Infectious Disease. 5 ed. 2000:1831.



Influenza Klasik Semptom ve Bulgulart

Aniden baslayan semptomlar

Ates, genellikle 38 °C iizerindedir,
Balgamin eslik etmedigi okstiruk,
Basagrisi,

Miyalji,

Titreme ve/veya terleme,

Bogaz agrisi, yutma giicliigi eslik edebilir,
Ciddi halsizlik ve isteksizlik,

Fotofobi, diger g6z sikayetleri, huzursuzluk.

Cox NJ, Fukuda K. Infect Dis Clin North Am. 1998;12:28.



Influenza A: Semptom ve Bulgular
Opsirkates
Bosagrs

Ani baslayan burun akintisi, farinkste hiperemi

Oksiiriik, ates

Basagrisi

Miyalji, konjoktival injeksiyon

Bogaz agrisi

Substernal agri

Balgamli okstiriik

%o <10 <20 <30 <40 <50 <60 <70 <80 <90 100

Kilbourne ED Vaccine 1987: 159



Cocuklarda Influenza Semptom ve Bulgulari

Ates, Burun akintisi
Faranjit

Kusma, ishal

Bronsit, pnémoni
bulgular

100

Kilbourne ED Vaccine 1987: 159



Influenza ve Nezle Bulgular:

Semptom ve Bulgular

Baslangic
Ates

Oksiiriik

Basagrisi

Miyalji (agr1)
Yorgunluk; Halsizlik
Bitkinlik

Gogiis sikayetleri
Nazal obstriiksiyon

Hapsirma
Bogaz agrisi

Influenza

Ani

Karakteristik, yiiksek (>
39,3 °C); 3 - 4 giin siiren,

Balgamsiz,
agirlasabilir

Belirgin

Sik ve agir

2 - 3 hafta siirebilir

Ik semptomlar arasinda
S1k

Sik
Nadir
Sik

Nezle

Tedrici
Nadir

Kesik

Nadir
Hafif
Degisir
Yok

NEGITAYE
hafif

Cok sik
Sik
Cok sik



Medical Condition

Selected Underlying Medical Conditions in Patients
Hospitalized w/ Influenza 2014-2015

Selected Underlying Medical Conditions in Laboratory-Confirmed
Influenza Hospitalizations: 2013-15 Season

- R Top chronic medical
- conditions in children:
Cardiovascular disease b 500 . Asthma [26%]
Chronic lung disease TR S——— . Neurologic Disorder (14%)
. Obesity (10%)
IFrmune suppression m 16%
Metabolie disorder T ——— ™ Children

B adults

Meuralogic disorder m 3% B Females {15-44 yr)
. %
Neuromuscular disorder E 5%

obesity T — ;.

46% of hospitalized
children were
HEALTHY

p
Y N 1%

Renal discase IAS—— 7
ton T 1
Mo known condition TH

05 20% 405 0% a0% 10056
Parcentage
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Neden Grip Asisi ?

1 ¢ocuklarda, hastalik Sadece risk grubunda olan degil saglikli
7 ydki ok yiiksek gocuklarda da,

Cocuklarda Grip Asis1 Ates Kara



Yasli / siiregen hast. olanlarda ciddi
komplikasyonlar... hospitalizasyon

Olgularin bir kisminda ates + miyalji
+okstirik + halsizlik

Asisiz risk grubu tyelerinin %0,1-0,4'linde
olim

Belirtisiz / minimal semptomlar
(7%50 asemptomatik)

Minér solunum sistemi bulgulari

(basit sol. sist. enf. nun %10'unda Influenza
etken)

Cocuklarda Grip Ates Kara



Yasli / siiregen hast. olanlarda ciddi B
komplikasyonlar... hospitalizasyon

Olgularin bir kisminda ates + miyalji
+okstirik + halsizlik

Asisiz risk grubu tyelerinin %0,1-0,4'linde
olim

Influenza-associated pediatric deaths
in the United States, 2004-2012

2009-2010
n =282

7 f830 influenza-
associated deaths
reported

356 (43%) of
deaths in children
20062007 2007-2008 2008-2009 2010-2011 without high-risk
n=77 n=-88 n=133 4 n=122 S
conditions

2004-2005 2005-2006 ! v 2011-2012
20 n=47 n =46 ?~ ‘ I-L n=3S
’ dTh | r]“l”“ }an il

Oct Oct Oct Oct Oct Oct Oct Oct
2004 2005 2006 2007 2008 2009 2011

Month of Death

Number of Deaths

Wong et al., Pediatrics 2013




obal burden ot respiratory intections due to seasona

influenza in young children: a systematic review and
meta-analysis

arish Nair*, W Abdullah Brooks, Mark Katz, Anna Roca, James A Berkley, Shabir A Madhi, James Mark Simmerman, Aubree Gordon,
asatoki Sato, Stephen Howie, Anand Krishnan, Maurice Ope, Kim A Lindblade, Phyllis Carosone-Link, Marilla Lucero, Walter Ochieng,
aurie Kamimoto, Erica Dueger, Niranjan Bhat, SirendaVong, Evropi Theodoratou, Malinee Chittaganpitch, Osaretin Chimah, Angel Balmaseda
Philippe Buchy, Eva Harris, Valerie Evans, Masahiko Katayose, Bharti Gaur, Cristina O’Callaghan-Gordo, Doli Goswami, Wences Arvelo,
arietjie Venter, Thomas Briese, Rafal Tokarz, Marc-Alain Widdowson, Anthony W Mounts, Robert F Breiman, Daniel R Feikin, Keith P Klugman)
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nfluenza inyoung children: a systematic review and
eta-analysis
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Table 1
Pediatric deaths and hospitalizations by season and predominant strain

Influenza Predominant Pediatric Hospitalizations (0-4y Hospitalizations (5-17 y
Season Strain Deaths Old) Per 100,000 Old) Per 100,000

2014-2015" H3N2 145 58.3 16.9
2013-2014 pH1N1 111 47.3 9.4
2012-2013 H3N2 171 67 14.6
2011-2012" H3N2 37 16 4
2010-2011 H3N2 123 9.1
2009-2010 pH1N1 288 b
2008-2009 H1N1 137 5
2007-2008 H3N2 88 : 5.5
2006-2007 H1N1 77 : 2.3
2005-2006 H3N2 46 4

http://www.cdc.gov/flu/weekly/fluviewinteractive.htm.
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Neden Grip Asisi ?

¢ocuklarda, hastalik Sadece risk grubunda olan degil saglikli
ytikii cok ytiksek cocuklarda da,

yliksek, yasam yil ¢ocuklarda da,

Cocuklarda, mortalite } Sadece risk grubunda olan degil saglikli
kaybi ¢ok fazla

Cocuklarda Grip Asis1 Ates Kara



Yasli / siiregen hast. olanlarda ciddi B
komplikasyonlar... hospitalizasyon

Olgularin bir kisminda ates + miyalji
+okstirtk + halsizlik

Asisiz risk grubu tyelerinin %0,1-0,4'linde
olim

Belirtisiz / minimal semptomlar
(%50 asemptomatik)

Minér solunum sistemi bulgular:

(basit sol. sist. enf. nun %10'unda Influenza
etken)

Cocuklarda Grip Ates Kara



Influenza Disease Burden in the US
in an Average Year

Deaths?®

e 3,349-48,614
Hospitalizations®

117,000-816,000 — "

Physician visits
~25 million

Infections and ilinesses
50-60 million

* MMWR. 2010: 59(22):1057-1062.
8 All-cause hospitalization and mortality associated with influenza virus infection.
Thompson WW, et al. JAMA. 2003,289:179; Thompson WW, et al. JAMA. 2004;292:1333; Couch RB. Ann Intern Med. 2000;133:992; Patriarca PA. JAMA.

1999;282:75,ACIP. MMWR. 2004;53(RR06):1.



Influenza Disease Burd _
in an Average Y=

Deaths®

3,349-48,614
Hospitalizations®

117,000-816,000

Physician viits

Sl 4 - 5 milyon

Infections and illnesses

50~60 million 10 - 15 milyon

WR. 2010 §9(22):1057-1062,

cause hospitalization and mortality associated with influenza virus infection,
pson WWY, et al, JAMA. 2003;269:179; Thompson WW, et al. JAMA. 2004;292:1333; Couch RB. Ann Intern Med. 2000,133:992; Patriarca PA. JAMA,
;282.75;ACIP. MMWR. 2004,53(RR06):1,



[nfluenza Disease Burden 1
In an Average Year

Aaabhed ‘¢

Saglik Bakanhgi son 5 yilin muayene, ameliyat ve hasta sayilarini raporlastirdi.

Gecen yilin rakamlari baz alinarak hazirlanan rapora gore, 75 milyonluk
Turkiye'de 2014 yilinda 292 milyon muayene yapildi. 2010’da 5.5 milyon olan
yillik ameliyat sayisi ise 2014'te 10 milyonu asti. Iste 2014 yili itibariyla

saglicimizin romc pm

%5 million

4 - 5 milyon

Infections and illnesses

50~60 million 10 - 15 milyon

WWR. 2010: 59(22):1057-1062.
-cause hospitalization and mortality associated with influenza virus infection.

mpson WW, et al. JAMA. 2003,269:179; Thompson WW, et al. JAMA. 2004,292:1333; Couch RB. Ann Infern Me<, 200u;)33:55%; Fanarca Fa. yA¥A,
:262.75,ACIP. MMWR. 2004;53(RR06).1,



Influenza Disease Burd ?

in an Average Yem ';'

Deaths®
3,349-48,614 700 - 4 bin

Hospitalizations®
117,000-816,000

10 - 12 bin

Physician viits

Sl 4 - 5 milyon

Infections and illnesses

50~60 million 10 - 15 milyon

WR. 2010 §9(22):1057-1062,

cause hospitalization and mortality associated with influenza virus infection,
pson WWY, et al, JAMA. 2003;269:179; Thompson WW, et al. JAMA. 2004;292:1333; Couch RB. Ann Intern Med. 2000,133:992; Patriarca PA. JAMA,
;282.75;ACIP. MMWR. 2004,53(RR06):1,



Neden Grip Asisi ?

¢ocuklarda, hastalik Sadece risk grubunda olan degil saglikli
ytikii cok ytiksek cocuklarda da,

yliksek, yasam yil ¢ocuklarda da,

Cocuklarda, mortalite } Sadece risk grubunda olan degil saglikli
kaybi ¢ok fazla

¢ocuklarda, gok SC‘Y'dC‘} Ciddi maliyet yiki, ekstra saglik hizmetfi

Eﬁ;ﬁfl’;ﬁ‘kﬁ’z'*' " gerektirmekte

Cocuklarda Grip Asis1 Ates Kara



Hasta Olmasaniz da Acil Servisleri Ziyaret Etmeniz Igin 10
Mantikli Sebep

yiiksek, yasam yil
—  kaybi gok fazla

cocuklarda da,

poliklinik viziti ve gerektirmekte

jﬁl Cocuklarda, ok SC‘y'd‘]‘} Ciddi maliyet yiiki, ekstra saglik hizmeti
saglik yukii

Cocuklarda Grip Asis1 Ates Kara



P
Hasta Olmasaniz da Acil Servisleri Ziyaret Etmeniz Igin 10
Mantikli Sebep

a
E W @dzepm
== f Diazepam
UL € US G

Bir numarali sebebi zaten baghakamimiz cok giizel
= aciklad:, toplumun cekirdek kururnu aileyi oiusturmak,
kendinize uygun es bulmak icin acil servisler
vazgecilmez bir nimet.

adece risK grupunda olan degil sagliKIi

Elbette acil servislerde pokelgqn yakalayabilirsiniz.

Ders qallgmakvi_%in_zeki insanlarin arasinda olmak sizce
de avantaj degil mi?




Yasli / siiregen hast. olanlarda ciddi E
komplikasyonlar... hospitalizasyon

Influenza Disease Burden in the US

Olgularin bir kisminda ates + miyalji

Inan Average Year +5ksiirik + halsizlik
Asisiz risk grubu tyelerinin %0,1-0,4'linde
Deaths® 6lim

3,349-48,614
Hospitalizations” '

117,000-816,000

Belirtisiz / minimal semptomlar
(750 asemptomatik)

Minor solunum sistemi bulgulari

(basit sol. sist. enf. nun %10'unda Influenza
ALE))
2010 08108

180 o plalizaton and mertalty associated withnflunza virus infecton, .
pson WY, e al JAMA. 2003,269:178 Thompson WY, e al JAMA. 2004,262:133%; Couch RB. Ann Iferm Med. 2000133.992, Pararca P,y da Grip Asis1 Ates Kara




Yasli / siiregen hast. olanlarda ciddi E
komplikasyonlar... hospitalizasyon

Influenza Disease Burden in the US

Olgularin bir kisminda ates + miyalji

In an Average Year +gksiiriik + halsizlik
Asisiz risk grubu tyelerinin %0,1-0,4'linde
Deaths’ oldm
Hospitalizations®
117000-816000 = 48 Yetiskinlerin biyiik kisminda ates, miyalji

ve solunum semptomlar: oksirik gibi 5 - 7
glinde diizelir, ancak bir kisminda yorgunluk
ve halsizlik haftalarca devam edebilir.

Belirtisiz / minimal semptomlar
(750 asemptomatik)

Minor solunum sistemi bulgulari

(basit sol. sist. enf. nun %10'unda Influenza
ALE))
R 2010 58022):087-4062,

ut sl nd ol st ikl .
Ny AT oE T e 2. Girip Asis1 Ates Kara




Yasli / siiregen hast. olanlarda ciddi E
komplikasyonlar... hospitalizasyon

Influenza Disease Burden in the US

Olgularin bir kisminda ates + miyalji

Inan Average Year +5ksiirik + halsizlik
Asisiz risk grubu tyelerinin %0,1-0,4'linde
Deaths® 6lim

A T 3948614
Hospitalizations” | '

117,000-816,000

Belirtisiz / minimal semptomlar
(%50 asemptomatik)

Minér solunum sistemi bulgular

(basit sol. sist. enf. nun %10'unda Influenza
etken)

plonVM 0l JAMA, 2003 289:1; Thompson W ef . JAMA, 2004252133, Couch RB. A nfon ed. 2000; 39,99, Parar P, vARA. da Grip Asis1 Ates Kara
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Yasli / siiregen hast. olanlarda ciddi E
komplikasyonlar... hospitalizasyon

Influenza Disease Burden in the US

e s i » Olgularin bir kisminda ates + miyalji
I an Average Year +5ksiirik + halsizlik

Asisiz risk grubu tyelerinin %0,1-0,4'linde
Deaths’ 6lim

. | 3,349-48,614
Hospitalizations”
117,000-816,000
Okul ¢ocuklarinin %5
ile t"./OZO'Sil"li
influenza enfekte
eder.

Belirtisiz / minimal semptomlar
(750 asemptomatik)

Minor solunum sistemi bulgulari

(basit sol. sist. enf. nun %10'unda Influenza
etken)

Neuzil KM, Zhu Y, Griffin MR, et al. Burden of interpandemic influenza in children
younger than 5 years: a 25-year prospective study. J Infect Dis 2002;185:147-52

R 00, S92} 07-102
180 o plalizaton and mertalty associated withnflunza virus infecton, . g
L T et (2. Grip Asis1 Ates Kara  7¢

Glezen WP. Emerging infections: pandemic influenza. Epidemiol Rev 1996;18:



Yaslh / siiregen hast. olanlarda ciddi

lnﬂuenza Disease Blll'den in the US komplikasyonlar... hospitalizasyon

Olgularin bir kisminda ates + miyalji

In an Ave; [df€ Year +oksiiriik + halsizlik

Asisiz risk grubu iyelerinin %0,1-0,4'linde
Deaths’ olim

3,349-48,614

Hospitalizations”
117,000-816,000 ===
Okul ¢ocuklarinin %5
ile %20'sini
influenza enfekte
eder.

Volume 115, Issue 5, May 1982, Pages 736-751

Estimating household and community transmission parameters for influenza

a, a’ a’ b‘ © O O

2 Dept. of Epidemiology, School of Public Health, University of Michigan, Ann Arbor, MI 48109, United States

Ev halki icerisinde
sekonder atak

© Dept. of Epidemiology, SC-36, School of Public Health and Community Medicine, University of Washington, Seattle, WA, United States h ) o
121 %15 - %25

Abstract

A maximum likelihood procedure is given for estimating houshold and community transmission parameters from observed influenza infection data. The estimator for the househol
transmission probability is an improvement over the classical secondary attack rate calculations because it factors out community-acquired infections from true secondary infectiong
The mathematical model used does not require the specification of infection onset times and, therefore, can be used with serologic data which detect asymptomatic infectiong
Infection data were derived by seroiogy and virus isolation from the Tecumseh Respiratory lliness Study and the Seattle Flu Study for the years 1975-1979. Included were season
of influenza B and influenza A subtypes H1IN1 and H3N2. The transmission characteristics of influenza B and influenza A(H3N2) and A(H1N1) outbreaks during this period a

compared. Influenza A(H1N1), A(H3N2) and infiuenza B are found to be in descending order both in terms of ease of spread in the household and intensity of the epidemic in th
community. Children are found to be the main introducers of influenza into households. The degree of estimation error from the misclassification of infected and susceptibl
individuals is illustrated with a stochastic simulation model. This model simulates the expected number of detected infections at different levels of sensitivity and specificity for thi
serologic tests used. Other sources of estimation error, such as deviation from the model assumption of uniform community exposure and the possible presence of superspreaderg
are also discussed. © 1982 by 1982 The Johns Hopkins University School of Hygiene and Public Health.
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Virisit daha uzun sire

atarlar

\‘_'\—f

= ylksek miktarda
atarlar

Frank AL, Taber LH, Wells CR, et al. Patterns of shedding of myxoviruses and
paramyxoviruses in children. J Infect Dis 1981;144:433-41.

Y Klimoy AI, Rocha E, Hayden FG, et al. Prolonged shedding of amantadineresistant
Cocuklarda Gr m‘%&tﬁza &P@es by immunodeficient patients: detection by polymerase
chain reaction-restriction analysis. J Infect Dis 1995;172:1352-5.
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Neden Grip Asisi ?

Cocuklarda, hastalik
yuki gok ylksek

Cocuklarda, mortalite
yiksek, yasam yili
kaybi ¢ok fazla

Cocuklarda, ¢ok sayida
poliklinik viziti ve
saglk yiikd

Cocuklar, risk gruplari
igin ana bulas kaynagi

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Ciddi maliyet yiiku, ekstra saglik hizmeti
gerektirmekte

Cocuklardan bulas ¢ok daha yiiksek ve
cocuklar daha uzun siire ve daha ¢ok viris
atiyorlar

Cocuklarda Grip Asis1 Ates Kara
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Neden Grip Asisi ?

Cocuklarda, hastalik
yuki gok ylksek

Cocuklarda, mortalite
yiksek, yasam yili
kaybi ¢ok fazla

Cocuklarda, ¢ok sayida
poliklinik viziti ve
saglk yiikd

Cocuklar, risk gruplari
igin ana bulas kaynagi

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Ciddi maliyet yiiku, ekstra saglik hizmeti
gerektirmekte

Cocuklardan bulas ¢ok daha yiiksek ve
cocuklar daha uzun siire ve daha ¢ok viris
atiyorlar
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Bulas Yollari Belirleyicileri

Virus atimi siresi

- asemptomatik / hospitalize olgularda farkli
- dogal enfeksiyon sonrasi inceleme yok !
- alinan érnege, kullanilan yénteme, olgunun yasina gére degisiyor

Virdsun dis kosullara direnci

- Plastikte, celikte : >24-48 s
- Kumas, kagitta :8-12s
- Ellerde : 5 dk



Survival of Influenza Virus on Banknotes'

'ves Thomas,** Guido Vogel,” Werner Wunderli,"* Patricia Suter,” Mark Witschi,* Daniel Koch,*

a)

2h

B B

24h '-48h
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Neden Grip Asisi ?

¢ocuklarda, hastalik Sadece risk grubunda olan degil saglikli
ytikii cok ytiksek cocuklarda da,

Cocuklarda, mortalite } Sadece risk grubunda olan degil saglikli

yliksek, yasam yili
kaybi ¢ok fazla cocuklarda da,

¢ocuklarda, gok SC‘Y'dC‘} Ciddi maliyet yiki, ekstra saglik hizmetfi

Eﬁ;ﬁfl’;ﬁ‘kﬁ’z'*' " gerektirmekte

Cocuklar, risk gruplar Cocuklardan bulas ¢ok daha yiiksek ve
icin ana bulag kaynagi ¢ocuklar daha uzun siire ve daha ¢ok viris

atiyorlar

Cocuklar gevreyi de daha fazla
kontamine ederek risk yaratirlar

Cocuklarda Grip Asis1 Ates Kara



Neden Grip Asisi ?

Cocuklarda, hastalik
yuki gok ylksek

Cocuklarda, mortalite
yiksek, yasam yili
kaybi ¢ok fazla

Cocuklarda, gok sayida
poliklinik viziti ve
saglik yukii

Cocuklar, risk gruplari
igin ana bulas kaynagi

}
}

}
}

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Ciddi maliyet yiiku, ekstra saglik hizmeti
gerektirmekte

Cocuklardan bulas ¢ok daha yiiksek ve
gocuklar daha yzun siire ve daha ¢ok viris
atiyorlar ®

Cocuklar ¢evreyi de daha ANttt
. . semptom siiresi 7
kontamine ederek risk yara - 14 giin
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Influenza Komplikasyonlari

m

Pneumonia Sinusitis Antibiotics

Heikkinen et al., J Infect Dis 2004
Cocuklarda Grip Ates Ka A




Influenza Komplikasyonlar:

Table 5

Complications of influenza infection in children

Location

Complication

Frequency

Respiratory tract

Acute otitis media

Sinusitis

Bronchiolitis

Laryngotracheobronchitis (croup)
Pneumonia (viral or secondary bacterial)

9%
2%
7%
8%
12%

Cardiac

Myocarditis

0.4%

Central nervous system

Febrile seizures
Encephalitis/encephalopathy
Reye syndrome
Guillain-Barré syndrome
Transverse myelitis

Aseptic meningitis

9%
2%

Musculoskeletal

Myositis

Cocuklarda Grip Asis1 Ates Kara




Influenza Komplikasyonlar:

Table 5
Complications of influenza infection in children

Location Complication Frequency

Respiratory tract Acute otitis media 9%
Sinusitis 2%

E ronchioliy Reye sendromu, ;Zf
i 1980'da en yiiksek o
Pneum bildirim 550 vaka 12%

Cardiac Myocarc}rnrR 0.4%
o

Central nervous system Febrile seizures 9%
Encephalitis/encg)Qalopathy 2%
Reye syndrome© .
Guillain-Barré syndrome
Transverse myelitis
Aseptic meningitis

Musculoskeletal Myositis
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Influenza Iligkili Hastane Yatigi - Finlandiya 8

16 yillik izlem verisi
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Silvennoinen et al., PIDJ 2011

Age (years)
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Hastane Yatisinda Tani

Fig. 1 Relative proportions of 100 %
different admission categories in @ Other concomitant illness
children with influenza A and B 90%
infections i dilferent age O Social indication
80 %
gll\llp\
70 % @ Severe underlying condition
~
60 % m General condition
50 % @ Abdominal symptoms
40 % @Muscular symptoms
30% . -
O Acute neurologic condition
20% v . .
O Respiratory infection
10%
@ Sepsis-like illness
0%
A B8 A B A B a 8
(N=78) (N=10) (N=146) (N=23) (N=60) N=10) (N=46) (N=27)
<6 months 0529 yrs 30698 yrs 7.0-16.9 yrs
Age group
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Neden Grip Asisi ?

Cocuklarda, hastalik
yuki gok ylksek

Cocuklarda, mortalite
yiksek, yasam yili
kaybi ¢ok fazla

Cocuklarda, ¢ok sayida
poliklinik viziti ve
saglk yiikd

Cocuklar, risk gruplari
igin ana bulas kaynagi

Cocuklarda, influenza
sirasinda ve
sonrasinda antibiyotik
kullanimi gok yiiksek

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Ciddi maliyet yiiku, ekstra saglik hizmeti
gerektirmekte

Cocuklardan bulas ¢ok daha yiiksek ve
cocuklar daha uzun siire ve daha ¢ok viris
atiyorlar

Ozellikle kiigiik yaglarda, hem ayaktan, hem
de hastaneye yatarak
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Influenza Antiviral Medications

Adamantanes

2015-2016 | (Amantadine | Oseltamivir | Zanamivir | Peramivir
Viruses /Rimantadine| (Tamiflu) (Relenza) | (Rapivab)
)
Influenza A
(HIN1) Resistant Susceptible | Susceptible @ Susceptible
(derived from
2009 pandemic)
Influenza A : : . .
Resistant Susceptible | Susceptible | Susceptible
(H3N2)
TEE L Resistant Susceptible | Susceptible @ Susceptible

(both lineages)




Oseltamivir Treatment
Clinical Efficacy in Children

[] Placebo
B Oseltamivir 2 mg/kg BID

160-
140 - *P<.001

120- } Di;fgr:nce )
= ours *
100- P <.001

80-
60-
40-
20-

Difference
= 44 hours*

Hours

Duration of Symptoms Return to Normal Activities

Whitley R et al. Pediatr Infect Dis J. 2004;20:127-133
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40 -

30

Percent

20 -

104

Oseltamivir Treatment
Clinical Efficacy in Children

P<0.05

28%

17%

21%

12%

Complications

requiring antibiotics

Whithey R et al. Pediadr Infect Dis J. 2001200127133

] Placebo

B Oseltamivir 2 mg/kg BID
41%

31%

Otitis media

Physician-presc

(new diagnosis) ribed

antibiotics




Zanamivir Treatment
Clinical Efficacy in Children

[ ] Placebo (n=182)
P<0.001

6.0 5 o5 Il Zanamivir (n=164)

5.0 n=182 Difference
4 = 1.25 days

Time to Resolution of Symptoms

Hedrick J et al. Pediatr Infiect Dis .. 2000;19-410-H17



Adverse Effects of Oseltamivir in
Children 1-12 Years Old

Treatment Trials”™

TAMIFLU
2 mg/kg
twice daily
N=515

Diarrhea 55 (11%)| 49 (10%)
Otitis media 58 (11%)| 45 (9%)
Abdominal pain 20 (4%) | 24 (5%)
Asthma (includin

.aggravafed) ® |19 (%) 18 @%)
Nausea 22 (4%) | 17 (3%)
Epistaxis 13 3%) | 16 (3%)
Pneumonia 17 3%) | 10 (2%)

Placebo

Adverse Event*

N=517
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Neden Grip Asisi ?

Cocuklarda, hastalik
yuki gok ylksek
Cocuklarda, mortalite
yiksek, yasam yili

kaybi ¢ok fazla

Cocuklarda, ¢ok sayida
poliklinik viziti ve
saglk yiikd

Cocuklar, risk gruplari
igin ana bulas kaynagi

Cocuklarda, influenza
sirasinda ve
sonrasinda antibiyotik
kullanimi gok yiiksek

Cocuklarda tedavi zor }

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Sadece risk grubunda olan degil saglikli
cocuklarda da,

Ciddi maliyet yiiku, ekstra saglik hizmeti
gerektirmekte

Cocuklardan bulas ¢ok daha yiiksek ve
cocuklar daha uzun siire ve daha ¢ok viris
atiyorlar

Ozellikle kiigiik yaglarda, hem ayaktan, hem
de hastaneye yatarak

Tedavi ilk 24 saat baslanirsa etkili, kii¢glik
cocuklarda doz ?, istenmeyen etki

ocuklarda Grip Asis1 Ates Kara



Box 3
People at higher risk of influenza complications recommended for antiviral treatment of
suspected or confirmed influenza

Children <2 y
Adults >65y

People with chronic pulmonary (including asthma), cardiovascular (except hypertension
alone), renal, hepatic, hematologic (including sickle cell disease), or metabolic disorders
(including diabetes mellitus) or neurologic and neurodevelopment conditions (including
disorders of the brain; spinal cord; peripheral nerve; and muscle, such as cerebral palsy, epilepsy
[seizure disorders], stroke, intellectual disability [mental retardation], moderate to severe
developmental delay, muscular dystrophy, or spinal cord injury)

People with immunosuppression, including that caused by medications or by HIV infection

Women who are pregnant or postpartum (within 2 wk after delivery)
People <19 y who are receiving long-term aspirin therapy

American Indian or Alaska Native people

People who are morbidly obese (ie, BMI >40)

Residents of nursing homes and other chronic care facilities

Data from Centers for Disease Control and Prevention. Antiviral agents for the treatment and
chemoprophylaxis of influenza: recommendations of the Advisory Committee on Immuniza-
tion Practices (ACIP). MMWR Recomm Rep 2011;60(RR-1):1-24.
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Neden Grip Asisi ?

) ‘ :
adece risk grlund’c’x o‘n degil saglikl
ocuklarda da, S £

:

Sadec ri kegr'ub'(hda olQan degil saglkli.
»43 |

gocukla

ocuklarda Grip Asis1 Ates Kara



Influenza A virus

Virdsiin hiicre igerisine
girisini saglayan HA
kars: gelisen antikor

koruyucu

Protein
synthesis

Endocytosis

Viral RNA(-)

. \
Fusion and

incoatin \ - strand RNA
g /§//§/§/ synthesis (replication)
+ strand RNA synthesis

Alveolar epithelial cell




Influenza A virus
Virdsiin hiicre igerisine
girisini saglayan HA
kars: gelisen antikor
koruyucu

Antikor miktari ne
kadar yiiksek ise
korunma o kadar iyi

ama %100 degil

Endocytosis

Viral RNA(-)

. \
Fusion and

incoatin \ - strand RNA
g /§//§/§/ synthesis (replication)
+ strand RNA synthesis

Alveolar epithelial cell




Grip Asisi

Ocak Subat  Mart  Nisan  Mayis  Haziran Temmuz Agdustos  Eylil  Ekim Kasim Aralik

1 eeeele—t—t—————

DSO ve FDA tarafindan olasi suslar
belirlenir

Cocuklarda Grip Asis1 Ates Kara




Grip Asisi [

Ocak Subat  Mart  Nisan  Mayis  Haziran Temmuz Agdustos  Eylil  Ekim Kasim Aralik
DSO ve FDA tarafindan olasi suglar Diinya genelinden; insan ve
be lnea hayvanlardaki influenza suslari

izlenerek o yil igin olasi suglar tahmin
edilmeye ¢aligilir,
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HS Reference Laboratories
Other diagnostic laboratories

." 3 ? - \
: )ata reports

(it reagents v

WHO Collaborating Centres

Ocak Subat Ma

Antigenic
analyses

DSO ve FDA tarafindc

belirlenir Isolate candidate

vaccine strains

Prepare influenza
identification
reagent kits

y

Human Influenza Vaccines

vaccine

{ nkl:

Genetic
sequencing

Kasim

Andviral sensitivi
testing

Human

I
serology

tahmin

Collate daca for
vaccine

recommendations

VWHO makes vace

recommendations

Aralik




WHO GISRS as of 28 November 2014

Not applicable
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Grip Asisi [

Ocak Subat  Mart Nisan Mayis Haziran Temmuz Agustos  Eyliil Ekim Kasim Aralik

fher diagnostic laboratories

Specimens and viral isolates
Epidemiological data
1

DSO ve FDA tarafindan olasi suslar !)'Linya gene“nden_; insan ve hayvqn.lar
belirlenir influenza suglar: izlenerek o yil igin ol
suslar tahmin edilmeye ¢alisilir.

recommendatio
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Grip Asisi

Ocak Subat Mart Nisan

Mayis  Haziran Temmuz Agustos

DSO ve FDA tarafindan olasi suslar
belirlenir

DSO ve FDA tarafindan tespit edilmis
suglar Greticilere dagitilir
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Grip Asisi

Ocak Subat Mart Nisan

Mayis  Haziran Temmuz Agustos

DSO ve FDA tarafindan olasi suslar
belirlenir

DSO ve FDA tarafindan tespit edilmis
suglar Greticilere dagitilir
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Grip Asisi

Ocak Subat  Mart  Nisan  Mayis  Haziran Temmuz Agdustos  Eylil  Ekim Kasim Aralik

DSO ve FDA tarafindan olasi suslar
belirlenir

DSO ve FDA tarafindan tespit edilmis
suglar ireticilere dagitilir

Ik susun iiretimi

kinci susun Gretimi

Ugiincii susun iiretimi
|
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Grip Asisi

Ocak Subat  Mart Nisan Mayis

Haziran Temmuz Agustos  Eylil  Ekim

DSO ve FDA tarafindan olasi suglar FDA giivenlik "
belirlenir

Kasim Aralik

Onay alinmasi re blended

DSO ve FDA tarafindan tespit edilmis
suglar ireticilere dagitilir

Ik susun iiretimi

kinci susun Gretimi

Ugiincii susun iiretimi
B |

Strain 1

Cocuklarda Grip Asis1 Ates Kara



DSO ve FDA tarafindan olasi suslar
belirlenir

DSO ve FDA tarafindan tespit edilmis

suglar ireticilere dagitilir

Ik susun iiretimi
[kinci susun iretimi

Mayis

Grip Asisi

KOnay alinmasi
FDA glivenlik
ini

Suslar biraraya geftirili
karigtirilir

Ugiincii susun iiretimi
B |

Cocuklarda Grip Asis1 Ates Kara

Haziran Temmuz Agustos  Eylil  Ekim

Ocak Subat Mart Nisan

Kasim Aralik

Canli influenza virusi

Formaldehit veya Beta
propriolakton

B! T aktif influenza viriisii




Grip Asisi
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Inaktif Asi Canli Atteniie Asi
Tiim Virds
Inaktif Asi
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Grip Asisi

Ocak Subat  Mart Nisan Mayis Haziran Temmuz Agustos  Eyliil Ekim Kasim Arahk
KOnay alinmasi K g,

. . \.;‘\‘ | // q 2 oo
DSO ve FDA tarafindan olasi suslar FDA giivenlik oo P ﬁ‘:::. Sl Eenzavints
belirlenir ini B LS
DSO ve FDA tarafindan tespit edilmis L4 i{i“
suglar ireticilere dagitilir
: N i irili Deterjan veya eter
TIk susun tiretimi Suglar biraraya getirili J Y

S karigtirihr
kinci susun lretimi B ]
Ugiincii susun iiretimi jﬁ" 1§ ";;is. J’CJ& X
\gg,‘: ?,‘".‘ LY \i:?-el
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Inaktif Asi Canli Atteniie Asi
Tdim. Virds . Split
Inaktif Asi Inaktif: Asi
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Grip Asisi

Ocak Subat  Mart  Nisan  Mayis  Haziran Temmuz Agustos  Eyldl  Ekim Kasim Aralik
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KOnay alinmasi

DSO ve FDA tarafindan olasi suglar FDA giivenlik
belirlenir ini

DSO ve FDA tarafindan tespit edilmis
suglar Greticilere dagitilir

TIk susun iretimi Susglar biraraya ge‘nr‘uhr‘,‘t. i
S karigtirilir (1
kinci susun retimi ..

UQUHCU susun Uretimi w
B |

Klinik Kullanim
Onay
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Ocak Subat  Mart  Nisan  Mayis  Haziran Temmuz Agdustos  Eylil  Ekim Kasim Aralik
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K Paketleme
Onay alinmasi

DSO ve FDA tarafindan olasi suglar FDA giivenlik
belirlenir ini

DSO ve FDA tarafindan tespit edilmis
suglar ireticilere dagitilir

Tk susun Gretimi Suslar biraraya getirilir’’

karigtirilir Jags
kinci susun Gretimi YAy

B "W
UQUI‘ICU susun Uretimi W
B

Klinik Kullanim
Onay

Strain 1
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Haziran Temmuz Agdustos Eylil  Ekim  Kasim Aralik

Ocak Subat  Mart Nisan Mayis

K Paketleme
Onay alinmas!  m—

DSO ve FDA tarafindan olasi suglar FDA giivenlik
belirlenir ini
DSO ve FDA tarafindan tespit edilmis
suglar ireticilere dagitilir

Dagitim

Suslar biraraya geftirili

Ik susun iiretimi
karigtirilir
B

kinci susun Gretimi
UQUHCU susun Uretimi w
B
Klinik Kullanim
Onay
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Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi

Inaktif Influenza Asi
ITV

Ug bilesenli Dért bilesenli
ITV3 IIV4

Cocuklarda Grip Asist Ates Kara
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Grip Asisi

Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi

Inaktif Influenza As: Neredeyse 1980'dan

>~ itibaren dolasimda

IIvV antijenik olarak farkli
2 B tipi tespit
edilmekte
Ug bilesenli Dért bilesenli
ITV3 IIV4

Cocuklarda Grip Asist Ates Kara

Canli Atteniie Asi



Grip Asisi

Ocak Subat  Mart Nisan Mayis

Paketleme

DSO ve FDA tarafindan olasi suslar
belirlenir

DSO ve FDA tarafindan tespit edilmis
suglar Greticilere dagitilir

TIk susun dretimi Suglar biraraya getirili

karigtirilir
kinci susun Gretimi

Ugiincii susun iiretimi

Dordiinci susun

Cocuklarda Grip Asis1 Ates Kara
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Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi

Inaktif Influenza Asi
ITV

Ug bilesenli Dért bilesenli
ITV3 IIV4
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(o p——

Inaktif Asi Canli Atteniie Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi

Inaktif Influenza Asi

IIV
Ikinci bir B sugu eklenmesinin, antijenik
interferans yaratmadigi gosterilmis durumda,
Y ) . . Ancak, ikinci bir B susu eklenmesinin korunmada
o e D°”IEI’\'}i§e"" ekstra avantaj veya katki sagladigi da gosterilmis

degil.
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Grip Asisi
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Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi

Inaktif Influenza Asi

ITV
Ug bilesenli Dért bilesenli
IIV3 IIV4
‘ ‘ Cocuklarda Grip Asist Ates Kara

Intradermal Intradermal



Grip Asisi

Ocak Subat Mart Nisan

Mayis

Haziran Temmuz Agustos

Eylil

Ekim

Kasim

—\4 474"‘ . e e e
=~ ¢« canl influenza virisii

DSO ve FDA tarafindan olasi suslar =

-
a
belirlenir f’;’,;s
(FAY

DSO ve FDA tarafindan tespit edilmis
suglar Greticilere dagitilir

I X

».°

]

ﬁ‘r.i b‘ ‘ .
;’.‘ﬁ:\,kk x‘i.

» o) foed']

= S\ ?:???"“
P o mn bl

L5 0 e T

G =0 | Viral ki
Epam ok 5 iral parcacikiar
?:ﬁ?;% . parg¢

E | -



Grip Asisi

Ocak Subat  Mart Nisan Mayis Haziran Temmuz Agustos  Eyliil Ekim Kasim Arahk

|
4

belirlenir oo

DSO ve FDA tarafindan tespit edilmis
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DSO ve FDA
belirlenir

DSO ve FDA
suslar dretici



Grip Asisi

Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi

Inaktif Influenza Asi Rekombinant

IIV Inaktif Influenza Asi
rIIV3
Ug bilesenli Dért bilesenli
IIV3 IIV4
‘ ‘ Cocuklarda Grip Asist Ates Kara

Intradermal Intradermal
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igure 5. Schematic diagram of the reverse genetic strategy to produce candidate
vaccines against pandemic flu viruses.

Flu strain 1 1- Attenuated HA and NA
(target strain) gene are generated by ,
" Polibasic
removal of polibasic }: . .
— TINO acid

amino acids from HA and - :
VIR : residues.
cloning into plasmids.

Flu strain 2 [A/Puerto
Rico 8/34 ‘H};"l )] 2- Additional plasmids are ‘ |

created using six genes

found in flu strain 2. O O O O
3- All plasmids are
transfected into

S- New flu attenuated strain ;".. cell culture.
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the plasmids
code for the
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A flu virus contains eight gene segments. The goal is to combine
the desired HA and NA genes from flu strain 1 with the six other genes
from flu strain 2, which grows well in eggs and is harmless in humans.

Flu strain 1

HA gene % o

HA (X’ ( ‘X) After removing the
antigen ; dangerous part of the
NA YL N \m@"“‘ HA gene, scientists
antigen splice the HA and

NA genes from

flu strain 1 into
circular pieces of
DNA called plasmids.

o Additional y Plasmids \/

plasmids

are created Lt i g 1

using the éa NA ;? % HA

remaining b & 7
A

six genes Noad Aol
found in &
flu strain 2. 2 %/
A 84 S
HA 7
antigen

animal cells growing
in the laboratory.

antigen e Scientists insert the HA and NA plasmids
from flu strain 1 and the six plasmids
carrying genes from flu strain 2 into
F- N

New flu
strain

Growing
animal cells

o The genes in the plasmids
instruct the animal cells
to make the desired
new flu strain.




Grip Asisi

Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi

Inaktif Influenza Asi. Rekombinant _ Hiicre Kiiltird
IIV Inaktif Influenza AsiInaktif Influenza Asi
rIIV3 ccIIV3

Ug bilesenli Dért bilesenli
ITV3 IIV4
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Grip Asisi

Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi
Inaktif Influenza Asi. Rekombinant _ Hiicre Kiiltird
IIV Inaktif Influenza AsiInaktif Influenza Asi
rIIV3 ccIIV3

Pratik olarak yumurta icermezler,
RN ) Uretim siiregleri belirgin sekilde daha kisadir,
Ug bilegenli Dort bilesenli o : .
IIV3 IIV4 Yumurtada gogalirken teorik var olan mutasyon riskini

‘ ‘ tasimazlar
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Grip Asisi

Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi
Inaktif Influenza Asi. Rekombinant _ Hiicre Kiiltird
IIV Inaktif Influenza AsiInaktif Influenza Asi
rIIV3 ccIIV3
Hicre Kiltird
Ug bilesenli Dért bilesenli Inaktif Influenza Asi
IIV3 IIV4 ccIIV4
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Grip Asisi

Ocak Subat  Mart Nisan Mayis Haziran Temmuz Agustos  Eyliil Ekim Kasim Arahk
KOnay alinmasi K g,
a0 \-’f\' { ~/,  S g T
DSO ve FDA tarafindan olasi suglar FDA giivenlik B e e Canli influenza virdsi
belirlenir ini B Th ";"‘
DSO ve FDA tarafindan tespit edilmis % ;‘:i“

suglar ireticilere dagitilir

11k susun iretimi Suglar biraraya getirili
- karistirihr
kinci susun lretimi B ]

Ugiincii susun iiretimi
-
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Grip Asisi

Ocak Subat  Mart Nisan Mayis Haziran Temmuz Agustos  Eyliil Ekim Kasim Aralik

Attenuated donor strain Virulent circulating virus

2
. @ X

KOnay alinmasi

DSO ve FDA tarafindan olasi suglar FDA giivenlik
belirlenir ini

DSO ve FDA tarafindan tespit edilmis
suglar ireticilere dagitilir

Suglar biraraya geﬁr'ilir'
_ karistirilir
kinci susun lretimi B
B ]
Uglincu susun dretimi
]

Ik susun iiretimi

Cocuklarda Grip Asis1 Ates Kara

Attenuated live vaccine




Grip Asisi

Inaktif Asi

Tdm, Virds . Split
Inaktif Asi Inaktif: Asi
Inaktif Influenza Asi. Rekombinant _ Hiicre Kiiltird
IIV Inaktif Influenza AsiInaktif Influenza Asi
rIIV3 ccIIV3
Hicre Kiltird
Ug bilesenli Dért bilesenli Inaktif Influenza Asi
IIV3 IIV4 ccIIV4
‘ ‘ Cocuklarda Grip Asist Ates Kara

Intradermal Intradermal
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Attenuated donor strain Virulent circulating viry

L/
o

Attenuated live vaccine

Soguga adapte viris; en iyi 25 9C'de
gogalabiliyor,

Bu nedenle burnun dis ortama agik
kisimlarinda iyi replike oluyor,

Akcigerlerde sicaklik farki nedeni ile
¢ogalma ihtimali yok,

Cocuklarda Grip Asis1 Ates Kara



Table 1. Influenza Vaccines Available in the United States.*

Vaccine and Manufacturer (Trade Name)

11V3: inactivated influenza vaccine, trivalent, standard dose

Seqirus (Afluria)
Seqirus (Fluvirin)

IIV4: inactivated influenza vaccine, quadrivalent, standard dose

GSK (Fluarix)
ID Biomedical (FluLaval)
Sanofi Pasteur (Fluzone)

1IV4 ID: inactivated influenza vaccine, intradermal

Sanofi Pasteur (Fluzone intradermal)

11V3 HD: inactivated influenza vaccine, trivalent, high dose

Sanofi Pasteur (Fluzone high dose)

AlIV3: adjuvanted inactivated influenza vaccine, trivalent

Seqirus (Fluad)

CClIV4: cell culture—derived inactivated influenza vaccine,
quadrivalent

Seqitus (Flucelvax)

RIV3: recombinant influenza vaccine, trivalent
Protein Sciences (Flublok)
LAIV4: live attenuated influenza vaccine, quadrivalent

AstraZeneca (FluMist)

Description

Inactivated egg-grown virus, partially
purified HA and NA

Inactivated egg-grown virus, partially
purified HA and NA

Inactivated egg-grown virus, partially
purified HA and NA

Inactivated egg-grown virus, partially
purified HA and NA

Inactivated egg-grown virus, partially
purified HA and NA

Inactivated egg-grown virus, partially
purified HA and NA

Inactivated egg-grown virus, partially
purified HA and NA

Inactivated egg-grown virus, partially

purified HA and NA, MF59 adjuvanted

Inactivated cell culture—grown virus,
partially purified HA and NA

Recombinant HA protein

Egg-grown live attenuated virus

Components

H1, H3, Bv

H1, H3, Bv

H1, H3, By, Bv

H1, H3, By, Bv

H1, H3, By, Bv

H1, H3, By, Bv

H1, H3, Bv

H1, H3, By, Bv

H1, H3, Bv

H1, H3, By, Bv

15 pg HA per component

15 pg HA per component

15 pg HA per component
15 pg HA per component

15 pg HA percomponent

9 pg HA per component

60 pg HA per component

15 pg HA per component

15 pg HA per component

45 pg HA per component

1079 FFU virus per component

Route of
Administration

Intramuscular

Intramuscular

Intramuscular

Intramus cular

Intramuscular

Intradermal

Intramus cular

Intramuscular

Intramuscular

Intramuscular

Intranasal

Approved
Age

=5yrt

=4 yr

=3 yr
=3yr

=6 moi

18-64yr

=65 yr

=65 yr

=4 yr

=18 yr

249 yrf

* B denctes B/Brisbanef/60/2008-like virus, Bv B/Brisbane/60/2008 (Victoria lineage), By B/Florida/4/2006 (Yamagata lineage), FFU fluorescent focus units, HA hemagglutinin, H1 A/
California/7/2009 (H1N1)pdm09-like virus, and H3 A/Hong Kong/4801/2014 (H3N2)-like virus.
T Although this vaccine is licensed for use in persons 5 years of age or older, the Advisory Committee on Immunization Practices (ACIP) recommends that administration of this vaccine
should be restricted to persons 9years of age or older because younger children have more frequent febrile reactions to this vaccine.
I Children younger than 36 months of age receive one halfthe standard dose (i.e., 7.5 yg HA per component).
{i The ACIP has recommended against the use of this vaccine in the 2016-2017 season because of apparently decreased effectiveness.




Grip Asisi

Ocak Subat  Mart  Nisan  Mayis  Haziran Temmuz Agdustos  Eylil  Ekim Kasim Aralik

DSO ve FDA tarafindan olasi suslar
belirlenir

DSO ve FDA tarafindan tespit edilmis
suglar ireticilere dagitilir

Influanza'ya Cevap ? B

’ﬁ' Bir. cok farkli savunma mekanizmasi da
ral oynar,

o Milkecal il
+  Viriis spesifik CD4 ve CD8 hiicre
cevabl,

+  Diger mingr viral proteinlere
kars verilen antiker yanit,
- M2

- Niikleer protein
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ol Influanza'ya Cevap ? 3

e <
';(’ : “:: ’QQ Bir gok foride mekanizmas da
Antikor olusumu gdsterilmis, AL o Sesima

*  Virls spesifik CO4 yve CO8 hicre
cevaby

«  Difer mingr viral proteiniers
- M2

= Nideer proten

Ancak klinik etkinlik 1
kanitlanmis degil

C N Cooudands Grp Apu Ascy Kaen



6 - 11 ay arasi bebeklerde asi etkinligi

10,25 ml
mO0,5 ml
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Tiirkiye'de Influenza Sezonundaki Degisim |
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X

T.C. SAGLIK BAKANLIGI

U Halk Saghgi Genel Miidiirliigii

Ulkemizde Son Bes Grip Sezonu Siirveyans Sonuclari
(Sentinel)

Ulkemiz’de sezonlara gore Grip viriisii tespit edilme haftalari.

Sezon

ilk Grip Viriisii

En Yiiksek Pozitiflik

Son Grip Virlisu

2012-2013

2013-2014

2014-2015

2015-2016
2016-2017

2012/44. hafta
2013/43. hafta
2014/44. hafta

2015/42. hafta
2016/43. hafta

2013/5. hafta
2014/2. hafta
2015/11. hafta

2016/2. hafta
2017/ 2. hafta

2013/18. hafta
2014/32. hafta
2015/32. hafta

2016/ 18. hafta
2017/37. hafta

2017-2018

2017/43. hafta

Bulagici Hastaliklar Daire Bagkanhgi



X TC SAGLIK BAKANLIG)
U Halk Saghgi Genel Miidiirliigii
Ulkemizde Son Bes Grip Sezonu Siirveyans Sonuclari

(Sentinel+Nonsentinel)
Ulkemiz’de sezonlara gore tespit edilen influenza viriislerinin oranlari.

Sezon Influenza A* influenza A influenza A  influenza B
(HIN1) (H3N2)

2012-2013 - %92,5 %4,6 %2,7
2013-2014 - %2,5 %77,0 %20,5
2014-2015 - %38,0 %9,2 %52,8
2015-2016 - %55,7 %28,5 %15,4
2016-2017

%0,2 %0,3 %71,1 %28,4
2017-2018 i . i i
(40-52 hft 2605 %0,3 %79,3 %3,3 %17,4
numune)

*:tiplendirilemeyen

Bulagici Hastaliklar Daire Bagkantigi /
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Tiirkiye'de Influenza Sezonundaki Degisim |

2014/15
2013/14
e ——— Influenza sezonunun baglangicinda;
2011/12 Cevresel faktorler;
- © Nem,
2008/9 «  Sicaklik
o Sosyal famtérler;
oo - Insan hareketleri, okula devam,
- *  Kapali ortamlarda bulunma
rol oynar,
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Eyliil Ekim Kasim Arahk Ocak Subat Mart Nisan Mayis

lf 1 eeslb———t——t————

Rhinovirus Rhinovirus
O —
Parainfluenza B
Influenza
-
RSV

Coronovirus



Influenza Virisi Bulagicihg

Deney hayvanlarinda influenza
virdsitnin, sicaklik ve nem ile
degisen bulastiriciligi

-~
15

5 0C'de

Bulastiricilik monfazik ve bulas
orani nem artikga minimal
azalmakta, nem %60'larin (izerinde
gikinca plato gizmekte

20 OC'de

Bulastiricilik bifazik, nem artikca
once dismekte, nem %60'larda
ikinci bir artis ve sonrasinda
bulastircihgi kalmamakta

N
(4

°\°,
S
>
Q
c
o
O
s
® 50
S
wn
o
-
]
c
o
P
-

30 9C'de
25 50 75 Bulastiricilik olmamakta,

1 % I 0
Relative humidity (%) y
Lowen AC, Mubareka S, Steel J, et al. Influenza virus transmission is dependent on

relative humidity and temperature. PLoS Pathog. 2007;3:1470-1476
Lowen AC, Steel J, Mubareka S, et al. High temperature (30 degrees C) blocks
aerosol but not contact transmission of influenza virus. J Virol. 2008;82:5650-5652.



Influenza Virisi Bulagicihg

Soguk ve kuru
ve
Thk ve nemli - yagmurlu

5 0C'de

Bulastiricilik monfazik ve bulas
orani nem artikga minimal
azalmakta, nem %60'larin (izerinde
gikinca plato gizmekte

-J
15

20 °C'de

Bulastiricilik bifazik, nem artikga
once dismekte, nem %60'larda
ikinci bir artis ve sonrasinda
bulastircihgi kalmamakta
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30 9C'de
25 50 75 Bulastiricilik olmamakta,

1 % I 0
Relative humidity (%) y
Lowen AC, Mubareka S, Steel J, et al. Influenza virus transmission is dependent on

relative humidity and temperature. PLoS Pathog. 2007;3:1470-1476
Lowen AC, Steel J, Mubareka S, et al. High temperature (30 degrees C) blocks
aerosol but not contact transmission of influenza virus. J Virol. 2008;82:5650-5652.



Grip Asisi: Yumurta Allerjisi

Yumurtaya karsi Yok
allerjik reaksiyon =————) As! uygulanir,
hikayesi

AL Hafif, 6rn Onlem alinarak
sadece kasinti as! yapihr
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Grip Asisi: Yumurta Allerjisi

Yumurtaya karsi Yok
allerjik reaksiyon =————) Asi uygulanir,
hikayesi

AT Hafif, orn Onlem alinarak
sadece kasinti as! yapihr

Amerika Birlesik
Devletleri'nde
Agustos 2016'dan
itibaren, 30 dakika

yerine 15 dakika
g6zlem
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8 Yasindan Ki¢tklerde Asilama

Has the child received =2 total doses of
trivalent or quadrivalent influenza
vaccine before July 1, 20167 (Doses need not
have been received during the same
season or consecutive seasons.)

No or don't know

1 dose of 2016-17 2 doses of 2016-17
influenza vaccine influenza vaccine
(administered
>4 weeks apart)

Cocuklarda Grip Asis1 Ates Kara




Aslya veya as! igeriklerinden birisine karsi asiri
sensitivite hikayesi varliginda asi kontrendike

Daha dnce grip asisi uygulamasini takiben anafilaksi
veya ciddi allerjik reaksiyon hikayesi var ise asi
kontrendike

Cocuklarda Grip Asis1 Ates Kara



Kontrendike

Orta veya siddetli hastalik varligr dikkat

Daha 6ncesinde uygulanan asty: takip eden 6 hafta
iginde Gullain Barre sendromu hikayesi dikkat

Cocuklarda Grip Asis1 Ates Kara



Q
-
©
-
L\
-
-
O
AV 4




Cocuklarda Grip Asis1 Ates Kara



HiM1-like straim

H3N2-like strain

B-like strain

1986-'87
1987-'BB
1988-'89
1989-'30
1990-'21
1991-'92
1992-'33*
1993-'94
1994-'35
1995-'96
1996-'97
1997-'98
1998-'29
1999-2000*
2000-'01
2001-'02
2002-'03
2003-'04%
2004-'05
2005-'06
2006-'07
2007-'08
2008-'09
2009-"10
Pandemic
2010-"11
2011-"12*
2012-"13
2013-"14
2014-15*
2015-"16

AfChilef1/83 and A/Singapore/6/86
AfSingapore/6/86
AfSingapore/6/86
AfSingapore/6/86
AfSingapore/6/86
AfSingapore/6/86
Af&mgﬂp-nrefﬁfﬂﬁ

AfNew f20/39

A/New /20/99

AfNew /20/99

AfSolomon Islands/3/2006

AfBrisbane/53/2007
ASBrisbane/59/2007
Ajfcaliforniaf07/2009
Ajcalifornia,f07/2009
A/california/07/2009
A/california/07/2009
AfcCalifornia,f07/2009
AjcCalifornia/07 /2009
Ajfcaliforniaf07/2009

* No change in vaccine strains from previous season
** Quadrivalent vaccine with add’l B lineage available

ASChristchurch/4/85-A/Mississippif1/85

AfLleningrad/360/1986
Afsichuan/2/87
AfsShanghaif11/87
A,-'G uizhou/54 /89

sioscow 1099
Af/Moscow /10,99
AfMoscowf10/99
AfFujian/411,/2002
AjfCalifornia/7 /2004
A/ Wisconsin/67 /2005
A Wisconsin/67 /2005
A/Brisbane/10/2007
AJ/Brisbane/10/2007

AfPerth/16/2009
AfPerth/16/2000
AfVictoria/361/2011
AfTexas/50/2012
AfTexas /502012
AfSwitzerland/9715293/2013

Bfann Arbor/1/86
Bfann Arborf1,/86

B/Beijing/1/87
B/Yamagata/16/88
‘amagata/16,/88
apgata/16/88
apata/16/88
amaf45,/30
ama/f45,/30

B/Beijing/184,/93
B/Sichuan/379/99
B/Hong Kong/f330,/2001
B/Hong Kong/330,/2001
Bfshanghaif361/2002
B/Shanghai/361/2002
B/Malaysia/2506,/2004
B/Malaysia/2506/2004
B/Florida/4,/2006
B/Brisbane/60,/2008

B/Brisbane/60,/2008
B/Brisbane/60/2008
B/Wisconsin/1,/2010
B/Massachusettsf2/2012**
B/Massachusettsf2/2012%*
B/Phuket/3073/2013**

¢ World Health
E #' Organization
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Everyone 6 months
of age and older
should get a flu vaccine

every season.
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World Health
Organization

Influenza

Vaccine use

Vaccination is the most effective way to prevent infection and
severe outcomes caused by influenza viruses.

Vaccination is especially important for people at higher risk of
serious influenza complications, and for people who live with or
care for high risk individuals.

WHO recommends seasonal influenza vaccination for: About influenza

a. Highest priority: ¥ Influenza virus infections in humans
e Pregnant women & pdf, 305kb

Differences among seasonal, pandemic,

b. Priority (in no particular order): and zoonotic or variant influenza

e Children aged 6-59 months
e Elderly

e Individuals with specific chronic medical conditions Fact sheet on avian influenza
e Health-care workers

Fact sheet on seasonal influenza

Questions and Answers



e ‘:‘% World Health
¥ Organization

WHO recommends seasonal influenza vaccination for:

a. Highest priority:
e Pregnant women

b. Priority (in no particular order):
e Children aged 6-58 months
L EHEI"",I'
e Individuals with specific chronic medical conditions
e Health-care workers
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2009-2015 Yillari
Viral Pnemoniye Bagli Anne Oliim Verileri

Yillara Gore HIN1
Enfeksiyonuna Bagh Anne
Oliimlerinin Toplam Anne
Oliimleri Icindeki Yiizdesi

Yillara Gore HIN1
Yillar Enfeksiyonuna Bagh
Anne Oliimleri Sayisi

200
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2009
2012
B
s
o015

N



2010-2014 Yillar:_ F?
Viral Pnemoniden Olen Annelerin Olim Zamani (%)
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2010-2015 Villars
Viral Pnemoniden Olen Annelerin Risk Faktérleri (%)

Risk yok 1 risk Risk 1 den fazla



2010-2014 Yillar:
Viral Pnemoniden Olen Annelerin Risk Faktaorleri (%)

Risk Faktorleri

Eski sezaryen 14 26
35 yas ve usti 8 15
2 yildan az gebelik aralig 6 11
Kardiyovaskiiler hastalik 5 9
Sigara kullanimi 5 9
Grandmultiparite 3 6
3 veya daha fazla ardi ardina spontan diisiik 3

oykiisu 6
Bronsial astim 3 6
Obezite 1 2
Talasemi tasiyicisi 1 2
DM 1 2
Tiroid hastaligi 1 2
Anemi oykiisu 1 2
CA 1 2




_2010-2015 Yillar E
Viral Pnemoniden Olen Annelerin Dogum Oncesi Bakim Alma
Durumu (%)

4 ve lizeri




2009 Pandemik Influenzasi igin Agir Hastalik
Riskleri

Table 1. Risk Factors for Complications of or Severe lliness with 2009 H1IN1 Virus Infection.®

Risk Factor Examples and Comments

Age =5 yr Increased risk especially for children =2 yr of age; highest hospitalization
rates among children <1 yr

Pregnancy Risk of hospitalization increased by a factor of 4 to 7, as compared with age-
matched nonpregnant women, with highest risk in third trimester

Chronic cardiovascular condition Congestive heart failure or atherosclerotic disease; hypertension not shown
to be an independent risk factor

Chronic lung disorder Asthma or COPD, cystic fibrosis
Metabolic disorder Diabetes
Meurclogic condition Meuromuscular, neurocognitive, or seizure disorder

Immunosuppression Associated with HIV infection, organ transplantation, receipt of chemothera-
py or corticosteroids, or malnutrition

Morbid obesityy Suggested but not yet proved to be an independent risk factor for complica-
tions requiring hospitalization or ICU admission and possibly for death

Hemoglobinopathy Sickle cell anemia

Chronic renal disease Renal dialysis or transplantation

Chronic hepatic disease Cirrhosis

Long history of smoking Suggested but not yet proved to be an independent risk factor

Long-term aspirin therapy in children Risk of Reye's syndrome; drugs containing salicylates should be avoided in
children with influenza

Age =65 yr Highest case fatality rate but lowest rate of infection

* COPD denotes chronic obstructive pulmonary disease, HIV human immunodeficiency virus, and 1CU intensive care unit.

i Morbid obesity is defined as a body-mass index (the weight in kilograms divided by the square of the height in meters)
of 40 or more.

Writing Committee of the WHO Consultation on Clinical Aspects of Pandemic
(HIN1) 2009 Influenza. N Engl J Med 2010;362:1708-1719




PEDIATRICS

OFFICIAL JOURNAL OF THE AMERICAN ACADEMY OF PEDIATRICS

Influenza Immunization for All Health
Care Personnel: Keep It Mandatory

COMMITTEE ON INFECTIOLS DISEASES

Bernstein HH, Starke J, and Committee on Infectious Diseases. American Academy of Pediatrics’ Policy Statement:
Influenza Immunization of All Health Care Personnel: Keep it Mandatory. Pedigtrics. 2015; 136 (4): In press.




Percentage of HCP who received
influenza vaccination by work setting

Work setting

100
wee 7|l health care settings
= = Ambulatory care/Physician office’ Healthy People 2020 tarﬁet e
90 1 === Other dinical setting® —
= = Hospital 1 . Hospital
== | ong-term care setting *
80 = 56
v
§‘ Ambulatory
§ 70 4 care/Physician
& office
o
w -
50 =
0 T T T 1 ! 3
2010-11 2011-12 2012-13 2013-14 2014-15
Influenza season

Black CL, Yue X, Ball SW, et al; Centers for Disease Control and Prevention (COC). Influenza vaccination coverage among health care personnel—United States, 201415 influenza season. MMWR Morb Mortal
Wkly Rep. 2015;64(36);993-999. Available at: http:/'www_cdc.govimmwr/preview/mmwrhtmimm64 3631 him?s_cid=mmb436a1_e.




Effect of influenza vaccination of healthcare personnel on patient
outcomes: forest plots of cluster randomized trials

Study or Risk Ratio for All-Cause Mortality

Subgroup IV, Random 95% Cl

Potter 1997 0.59 0.34,1.03 1997
Carman 2000 0.61 0.42,0.88 200

29% reduction
in all-cause
death

Hayward 2006 0.73 0.54,0.99 2006

Lemaitre 2009 0.87 2009

Subgroup Year in influenza-
Potter 1997 0.61 0.26, 1.45 ke illness
Hayward 2006 0.50 0.38, 0.66 2006
Lemaitre 2009 0.69 2009

Faruque Ahmed et al. Clin Infect Dis. 2014;58:50-57




Importance of Influenza Vaccine for HCP

REDUCTION OF FLU AND RELATED OUTCOMES IN HCP RECEIVING VACCINE

SICK DAYS DUE TO
INFLUENZA RESPIRATORY DAYS LOST FROM
INFECTION INFECTION WORK PATIENT MORTALITY
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PERCENT REDUCTION

Adapted from: Talbot TR, Bradley 5F, Cosgrove SE, et al. Influenza vaccination of healthcare workers and vaccine allocation for healthcare
workers during vaccine shortages. Infect Control Hosp Epidemiol 2005;26:882—-890.
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