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Influenza Hastalik Yk ve Asilari
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Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Anabilim Dall




Sunum Plani

= Hastalik yukl

= Risk gruplarinda etkileri
= Asi etkinligi

= Asl Oonerilen durumlar

= Kullanimda olan asilar

= Yeni as! yaklasimlari

= Sonug



Hastalik YUku

= Medikal yuk
= Hastalik durumu ile iliskili morbidite ve
mortalite

= Ekonomik yuk
= Dogrudan maliyet
= Saglhk bakimi maliyeti
= Dolayh maliyet
= Uretkenlik kaybi
= Sekel
= Erken OlUm



Influenza Hastalik Yukii-1

= Yilhk epidemiler
= DlUnya nufusunun %5-10"unu etkiler
= 2-5 milyon ciddi olgu
250-500 bin dlim
http://www.who.int/mediacentre/factsheets/fs211/en/index.html/
US’de yillik 6lim
= 3-49 bin (ortalama 24 bin)
= 1.4-16.7/100,000

MMWR 2010;59(33):1057-62.

Avrupa’da yillik mevsimsel gripten 40 bin 6lUm

Preaud et al. BMC Public Health 2014;14:813.



Influenza Hastalik Yiki-2

= 2003 yili U.S. verileri
= Olim: 41 000
Hastaneye yatis: 334 000

Olgu sayisi: 25 milyon
Ayaktan vizit: 31 milyon
Ekonomik yuk: 87 milyar $

Molinari NA et al. Vaccine, 2007,;25:5086-96.
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Influenza Global Influenza Surveillance and Response System (GISRS)

Global influenza virological surveillance has been conducted
through WHO's Global Influenza Surveillance and Response
System (GISRS) for over half a century.

» Surveillance and monitoring

v GISRS and laboratory

Formerly known as the Global Influenza Surveillance Network
(GISN), the new name came into effect following the adoption
of the Pandemic Influenza Preparedness (PIP) Framework in
May 2011

FluNet

National Influenza Centres

WHO Collaborating Centres for
influenza and Essential
Regulatory Laboratories

WHO GISRS monitors the evolution of influenza viruses
and provides recommendations in areas including

Ifluenza

» Surveillance and monitoring
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Influenza

FluNet

FluNetis a global web-based toal for influenza virological surveilance first
[aunched in 1997. The virological data entered into FluNet, e.q. number of
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Situation updates

Latest global influenza epidemiological
and virological update

laboratory diagnostics, vaccines, antiviral susceptibiity and v GISRS and laboratoy influenza viruses detected by subtype, are critical for racking the movement of
WHO H5 Reference risk assessment, ? i interreti idemioloai 20 March 2017, - Update number 285
s « VIHO GISRS also serves as a gobal alet mecharism fo viruses globally and interpreting the epidemiological data. The data at country P
thel ertr]e‘rgence of influenza viruses with pandemic FluNet level are pubhca"y available and Upda[ed Week|y_ The results are presemed in hased on data up to 05 March February,
Antiviral tibilit potential \i . : :
arvags various formats including tables, maps and raphs. am
Mastnnal lnfliinnan Manbean

= Diinya Saglik Orguti (DSO)
= 111 dlke, 141 ulusal influenza merkezi
= Internet agi FluNet

= Ulkemizde sentinel siirveyans sistemi
= 17 ilde 180 gonullG aile hekimi
= Grip benzeri hastalik (GBH) slrveyansi
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Influenza Laboratory Surveillance Information

by the Global Influenza Surveillance and Response System (GISRS)
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Organization
Influenza Laboratory Surveillance Information generated on 02/03/2017 14:01:12 UTC

by the Global Influenza Surveillance and Response System (GISRS)

Global circulation of influenza viruses
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Haftahk Influenza (Grip) Siirveyans

Raporu

9. Hafta (27 Subat — 5§ Mart 2017)

OZET

Ulkemizde 2017 yili 9. hafta itibariyle calisilan Sentinel Grip Benzeri
Hastalik (GBH/ILI) siirveyans numunelerindeki influenza pozitifligi bir
onceki haftaya gére diisiis gdstererek % 20.4 olarak saptanmistir. Calisilan
103 sentinel numunenin 4'iinde, Influenza A (H3N2), 16’sinda Influenza
B viriisii ve 1’inde Influenza A viriisii tespit edilmistir.

Sentinel Agir Akut Solunum Yolu Enfeksiyonlari (SARI) siirveyans

TUIIYS 1Iom Soyiny
Kurumu

Bulasic1 Hastaliklar Daire Baskanhgi



Haftalik influenza(Grip) Siirveyans Raporu 20. Hafta (11 - 17 May1s 2015)
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Grafik-1: Ulkemizde Sentinel influenza Siirveyansi ile Tespit Edilen Grip Benzeri Hastalk Insidansi ve
Numunelerin Influenza Pozitiflik Oram
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Haftahk influenza(Grip) Siirveyans Raporu 20. Hafta (16-22 Mayis 2016)

Haftalk influenza Alt tipleri Sayisi ve influenza Pozitiflik Yiizdesi
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Grafik-2: Ulkemizde Sentinel Grip Benzeri Hastalk Sirveyans: kapsaminda haftalik tespit edien Influenza alt tipleri sayss: ve
influenza poztiflk yizdesi.



Ozgiin Calisma/Original Article Mikrobiyol Bul 2012; 46(4): 575-593

2003-2012 Yillarimi Kapsayan Dokuz Sezonda
Grip Surveyansi Bulgular:: istanbul Tip Fakiultesi
Ulusal influenza Referans Laboratuvarit Sonuclari

INnfluenza Surveillance iN Nine Consecutive Seasons,
2003-2012: Results from National Influenza Reference
Laboratory, Istanbul Faculty of Medicine, Turkey

Meral AKCAY CIBLAK, Melis KANTURVARDAR TUTENYURD, Serkan ASAR,
Merve TULUNOGLU, Nurcihan FINDIKCI, Selim BADUR

2003-2012
Influenza B 2005-2006 sezonundan baslayarak dolasimda
= Son alti sezonda artis
Dolasan virlis suslarinin asi icerigiyle uyumu
= Influenza B 3 sezon
= A(HIN1)pdmO9 tim sezonlar
= A(H3N2) viruslart 3 sezon
Grip aktivitesi Mayis ayina kadar
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| influenza pandemisi 500 yildir bilinmekte
= [Ik pandemi 16. yuzyihn ilk yarisinda, 1510'da
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“Spanish Flu”, Ispanyol Gribi
= Neden “Ispanyol Gribi?”




Ekonomik YUk

= Yilhk influenza salginlari
= 610,660 is gunu kaybi
= 3.1 milyon hastanede kalis gunu
= 31.4 milyon ayaktan vizit
= Dogrudan medikal maliyet 10.4 milyar $
= Toplam ekonomik yuk 87.1 milyar $

Molinari NA Vaccine. Vaccine 2007 28;25:5086-96
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Contents Hsts avaliable at ScienceDirect

Vaccine

journal homepage: www elsevier.com/locatesvaccine

Review
A systematic review of the social and economic burden of influenza in
low- and middle-income countries

Natasha de Francisco (Shapovalova)®*. Morgane Donadel©, Mark Jit®-c,
Raymond Hutubessy ©-*

2 Health Systems and mmovarion, World Health Organeation, 20 Avenee Appia. (37-1217 Goneva. Smicerland

b afodelltng and Fcomomics Ui, Pabiic jeclth Fngland. ! ondom, X

© Depar tmemt of Infections Disease Epidemniology. L ondom School of iygtene and Tropical M odicine, Xeppel Stroet, London WO E 7THT, X
= Vacoines, msmungatfon and Biofogicals. Warld Health Organtration, 20 Avenue Appiz, C33- 7217 1 Ceneve, Switcer lond

@ CrosesMurk

Yatan hastalarda maliyet en yluksek 750-9043 $
= Yasli hastalarda 1421-9043 $
Verimlilik kaybi1 95-1430 $

Yuksek gelirli Ulkelere gore;
= Dogrudan maliyet az
= Dolayl maliyet fazla.



Asi Etkinligini Belirleyen Faktorler

= Asilanan bireyin ozellikleri
= Yas
= Altta yatan hastalik
= Dolasan virlslerle asi icerigindeki virlslerin kesismesi

= Dolasan virtsun tipi/alt tipi

= Uygulanan asinin tipi

https://www.cdc.gov/flu/about/qa/vaccineeffect.htm



= @ % Efficacy and effectiveness of influenza vaccines: a systematic
review and meta-analysis

Michael T Osterholm, Nicholas S Kelley, Alfred Sommer, Edward A Belongia

Summary
Lancetinfectpis 2012:  Background No published meta-analyses have assessed efficacy and effectiveness of licensed influenza vaccines in the

12:36-44 USA with sensitive and highly specific diagnostic tests to confirm influenza.
Published Online

1967-2011, 31 calisma
= 17 randomize kontroll(
= 14 g6zlemsel

Ortalama etkinlik:
= 18-65 yas, TIV; %59
= 6 ay-/ yas, LAIV,; %83
= Monovalan pandemik H1IN1; 69%

2-17 yas ve =65 yas yeterli veri yok



@ n M Variable influenza vaccine effectiveness by subtype:
- asystematic review and meta-analysis of test-negative design
studies

Edward A Belongia, Melissa D Simpson, Jennifer PKing Maria E Sundaram, Nicholas SKelley, Michael T Osterholm, Huong Q Mclean

Summary
Lancet infect Dis2016; Background Influenza vaccine effectiveness (VE) can vary by type and subtype. Over the past decade, the testnegative
15:842-51  design has emerged as a valid method for estimation of VE. In this design, VE is calculated as 1009 x (1— odds ratio) for
Published Online  vaccine receipt in influenza cases versus test-negative controls. We did a systematic review and meta-analysis to estimate

April 6, 2 .
http/dx dol.orgs 10 VE by type and subtype.

51473-3099(16)00125-8

= 2004-2015 ayaktan hastalar
= Asi etkinligi:

= A/HIN1 %67

= A/HIN1pdmO9 %61

= Influenza B %54

= A/H3N2 %33




Clinical Infectious Diseases =
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Infoectious Society of America v meccne assooation

2014—-2015 Influenza Vaccine Effectiveness in the United
States by Vaccine Type

Richard K. Zimmerman," Mary Patricia Nowalk,' Jessie Chung.? Michael L. Jackson”® Lisa A. Jackson,” Joshua G. Petrie.® Arncld S. Monto.*

Huong Q. MclLean.® Edward A. Belongia.” Manjusha Gaglani® Kempapura Murthy.® Alicia M. Fry,> and Brendan Flannery”; for the US Flu VE Investigators®
"Univarsity of Pittsburgh, Pennsylvania *Canters for Disease Contol and Pmvention, Atlanta, Geargia: 3Group Health Resarch Instine, Seatda, Washington: “Department of Enidemiology. University
of Michigan Schaal of Pubilic Health, Ann Adsor: SMacshfield Clinic Ressarch Foundation, Wisconsirt and 5Baylaor Scott and White Health, Texas A&M Health Sciena Center College of Medicina,
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Number of cases

The Joumal of Infectious Diseases

MAJOR ARTICLE

Enhanced Genetic Characterization of Influenza A(H3N2)
Viruses and Vaccine Effectiveness by Genetic Group,

2014-2015

IATDSA
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- v mechone assooation

Brendan Flannery,” Richard K. Zimmeman,? Larisa V. Gubareva,’ Rebecca J. Garten,” Jessie R. Chung.'? Mary Patricia Nowalk,> Michael L. Jackson*
Lisa A. Jackson,® Arnold S. Monto,® Suzanne E. Ohmit® Edward A. Belongia.® Huong Q. McLean® Manjusha Gaglani.” Pedro A. Piedra.? Vasiliy P. Mishin,’
Anton P. Chesnokov," Sarah Spencer.,™” Swathi N. Thaker," John R. Barnes.” Angie Foust,' Wendy Sessions,” Xiyan Xu.” Jacqueline Katz.' and Alicia M. Fry’

"Influarza Division, Canterss for Dissasa Comtrol and Pevertion. and 2 Atlanta Research and Education Foundation. Geomia *Univessity of Aitsbumgh Schools of Haalth Sciencas, Pemnsyhania: “Group
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Health Rasarch Institute, Seattle. Washington: SDepartrnent of Epidemniclogy, University of Michigan Schoal of Public Haalth, Arn Asbor: SMarshfield Clinic Reseaxch Foundation. Wisconsin: ? Baylor
Scott & White Haalth, Taxas ARM Health Sdence Centar Collage of Madicina, Ternple. and ®Deapartnent of Molacular Virology and Micobialogy. and Pediatsics, Baylor College of Medicina, Houston,
Texas
50
=3 A/H3N2 not genotyped

=5

Nav
......

== AH3IN2 3C.2

= Dolasan A(H3N2)'de sezon
ortasinda antijenik drift

= Etkinlik

= Drift 3C.2a A(H3N2) %1
= Asl benzeri 3C.3b A(H3N2)

%44

JID. 2016,214:1010-9



Morbidity and Mortality Weekly Report

Interim Estimates of 2016-17 Seasonal Influenza Vaccine Effectiveness —
United States, February 2017

Brendan Flannery, PhD!; Jessie R. Chung, MPH!; Swathi N. Thaker, PhD!; Arnold S. Monto, MD?; Emily T. Martin, PhD?; Edward A. Belongia, MD3;
Huong Q. McLean, PhD3, Manjusha Gaglani, MBBS#; Kempapura Murthy, MPH?#; Richard K. Zimmerman, MD?3: Mary Patricia Nowalk, PhD?3;
Michael L. Jackson, PhD®; Lisa A. Jackson, MD®: Angie Foust, MS!; Wendy Sessions, MPH!; LaShondra Berman, MS!:
Sarah Spencer, PhD!; Alicia M. Fry, MD!

= Kasim 2016-Subat 2017 ara rapor
= Dolasan A(H3N2) asi bileseni ile uyumlu

= Etkinlik:
= Toplam %48
= A(H3N2) %43
= Influenza B virlis %73

= Influenza iliskili vizitlerde yaklasik %50 azalma



Risk Gruplari

= < 5vyas
> 65 yas

= Kronik medikal durumlar
= Kardiyak ya da pulmoner hastalik
= Bobrek hastaligi
= Diyabet
= Solunumu etkileyen noromuskuler durumlar
= Immunsupresyon durumlari

= Obezite (BMI =40)
= Gebelik

Treanor JJ. NEJM 2016;375:1261-8.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Yasl

=>65
= Olumlerin %80-90"
= Hastanede yatisin %50-70’i

= Asl;
= Etkinlik dusuk

= Hastanede yatis %32 azalir
= Mortalite %50 azalir

Loubet P. Expert Rev Vaccines 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Effectiveness of seasonal influenza vaccination in = W +\_®
community-dwelling elderly people: an individual S—
participant data meta-analysis of test-negative design

case-control studies

Maryam Darvishian Edwin R van den Heuvel Ange Bissielo, Jesus Castilla, Chernyl Cohen, Helene Englund, Giedre Gefenaite, Wan-Ting Huang,
Sacha la Bastide-van Gemert, Ivan Martinez-8az, Johanna M M cAnerney, Genevie M Ntshoe, Motoi Suzuki, Nikki Turner, Eelkc Hak

Summary

Background Several aggregate data meta-analyses have provided estimates of the effectiveness of influenza vaccination  tancet Respraied 2017
in community-dwelling elderly people. However, these studies ignored the effects of patient-level confounders such  pubished ontine

as sex, age, and chronic diseases that could bias effectiveness estimates. We aimed to assess the confounderadjusted febmany £ 2017 )
effectiveness of influenza vaccines on laboratory-confirmed influenza among elderly people by conducting a global b LINO/I0TOMY
5T =5 = S2213-2600(17)30043-7
individual participant data meta-analysis. :

See Onlina/Comment

= Laboratuvar ile dogrulanmis influenza lzerine etkinlik

= Etkinlik:
= Asl ile uyumlu sus enfeksiyonlarinda %44.5
= Asl ile uyumsuz sus enfeksiyonlarinda %20

= En yuksek
= A/HIN1pdmOQ09 %53-2
= En dustk
= B virus tiplerinde % %26.2



Gebeler-1

« Immun yanitta degisiklik

= Kardiyovaskdler, pulmoner fonksiyonlarda degisiklik
= Ciddi influenza
= Komplikasyon sik

= Spontan fetls kaybi
= Preterm dogum

= Inaktive asi 6nerilir

Loubet P. Expert Rev Vaccines. 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Gebeler-2

= Maternal antikorlar transplasental gecer
= Yenidoganda 3 ay kalir

= Gebelerin asilanmasi;
= Yenidoganda laboratuvar ile dogrulanmis influenza
riskini azaltir.

= Yan etki insidansinda artis yok

Loubet P. Expert Rev Vaccines. 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Kronik Akciger ve Kalp Hastaligi

\ Cochrane é Cochrane
/o Library 1 Library

Cochrane Database of Systematic Revisws Cochrane Database of Systematic Reviews

Influenza vaccine for patients with chronic obstructive Influenza vaccines for preventing cardiovascular disease
pulmonary disease (Review) (Review)

Poole P, Chacko EE, Wood-Baker R, Cates CJ Clar C, Oseni Z, Flowers N, Keshtkar-Jahromi M, Rees K

= 6 randomize kontrolli calisma,
2469 KOAH

= Asi olan grupta akut KOAH = 12 029 hasta
alevlenmesi %60 daha az - Asi ile kardiyovaskiiler

= Hastanede yatis ve 6lum mortalitede anlaml azalma
oraninda fark yok



Kronik Bobrek Hastaligi

= Asi yaniti dusuk (%7-44)
= Koruyucu antikor yaniti elde edilebiliyor

= GlUvenlik ve yan etki farkh degil

Loubet P. Expert Rev Vaccines. 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Remschmidt et al. BMC Medicine (2014) 12244 s
DO1 10.1186/512916-014-0244-9
BMC Medicine

RESEARCH ARTICLE Open Access

Influenza vaccination in patients with end-stage
renal disease: systematic review and assessment
of quality of evidence related to vaccine efficacy,
effectiveness, and safety

Comelius Remschmidt', Ole Wichmann and Thomas Harder

TUum mortalite (%32)

Kardiyak olum (%16)
Grip ya da pnomoni ile hastanede yatis (%14)
Yogun bakim gereksinimi (%81)

Influenza benzeri hastalik (%12)



HIV/AIDS

= HIV/AIDS:
= Uzun slren hastalik
= Komplikasyon ve mortalite riski yuksek
= Asi yaniti bozuk
= Laboratuvar ile dogrulanmis influenzada %71
azalma
= Inaktive asilar dnerilir

Loubet P. Expert Rev Vaccines 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Imminsupresif Tedavi

= DuUsuk yanit;
= Yiksek doz prednison (>20mg/gln)
= Rituximab ve abatacept
= Asl tedaviden once uygulanmall

= Kanser hastalarinda asi uygulamasinda optimal
zamanlama yok
= Kemoterapi kurleri arasinda uygulama ile yanit
daha fazla

Loubet P. Expert Rev Vaccines 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Solid Organ Transplantasyonu (SOT)

=Influenza;
= Pulmoner ve ekstrapulmoner komplikasyonlar
= Greft rejeksiyonu

= Asi yaniti bozuk
= Immun yanit %8-36

" Asl;
= GBH %50-70 6nler
= Laboratuvar ile dogrulanmis influenza %70 oOnler

= Organ beklenirken yapiimali

Loubet P. Expert Rev Vaccines 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Hematopoetik Kok HUcre Transplantasyonu
(HCST)

= Artan mortalite ve morbidite ile iliskili

= Yilhik asilama
= Transplantasyondan 6 ay sonra
= JIk dozdan 4 hafta sonra ikinci doz

= Ozal risk durumlarinda 3 ay sonra uygulanabilir;
= Nozokomiyal salgin
= Epidemi

Loubet P. Expert Rev Vaccines 2016 ;15:1507-1518.
Groshskopf LA. MMWR Recomm Rep 2016, 65:1



2016-2017 Asi Suslari

= A/California/7/2009 (H1N1)-like virus

= A/Hong Kong/ 4801/2014 (H3N2)-like virus

= B/Brisbane/60/2008-like virus (Victoria lineage)

= B/Phuket/3073/2013-like virus (Yamagata lineage)

https://www.cdc.gov/mmwr/volumes/65/rr/rr6505a1.



Asi kimlere yapiimali?

= Influenzaya bagli komplikasyon riski olanlar
= 6-59 ay cocuk
= > 50 yas eriskin
= Kronik akciger, kalp, bobrek, karaciger
hastaligi olanlar
= Norolojik hastaligi olanlar

= Bakimevlerinde yasayanlar
= Saglik calisanlari
= Morbid obezler (BMI=40)

= Risk gruplarina bakan ya da ayni evde
kalanlar

Groshskopf LA. MMWR Recomm Rep 2016, 65:1



Asi

Uretici/Ticari ismi

IIV3: Inaktive, iic degerli
Seqirus/Afluria

Seqirus/Fluvirin

IIV4: Inaktive, dort degerli

GSK/Fluarix
ID Biomedical/FluLaval
Sanofi Pasteur/Fluzone

IIV4 ID: Inaktive, intradermal
Sanofi Pasteur/Fluzone intradermal
IIV3 HD: Inaktive, yiiksek doz
Sanofi Pasteur/Fluzone yuksek doz

LAIV4: Canli-zayiflatilmis, dort
degerli

AstraZeneca/FluMist

Bv B/Brisbane/60/2008 (Victoria soyu)

By B/Florida/4/2006 (Yamagata soyu)

H1 A/California/7/2009 (H1N1)pdmQ09-like virus
H3 A/Hong Kong/4801/2014 (H3NZ2)-like virus

H1, H3, Bv
H1, H3, Bv

H1, H3, By, Bv
H1, H3, By, Bv
H1, H3, By, Bv

H1, H3, By, Bv

H1, H3, By, Bv

H1, H3, By, Bv

Intramuskdiler
Intramuskller

Intramuskiler
Intramuskuler
Intramuskuler

intradermal

Intramuskiler

Intranazal

Bilesenler VT ETGE] Yas
yolu

=5 yas
=4 yas

>3 yas
>3 yas
=6 ay

18-64 yas

=65 yas

2-49 yas

Groshskopf LA. MMWR Recomm Rep 2016, 65:1
NEJM. 2016; 375: 1261-8



Asi Bilesenler Uygulama Yas
Uretici/Ticari ismi yolu

AIIV3: Adjuvan, inaktive, lg
degerli

Seqirus/Fluad H1, H3, By Intramiskiler =65 yas
MF59 adjuvan

CCIIV4: Hicre kiltir derivesi,
inaktive, dort degerli

Seqirus/Flucelvax H1, H3, By, Bv Intramiskiler >4 yas

RIV3: Rekombinant, dort degerli
Protein Sciences/Flublok H1, H3, Bv Intramuskiler 18-64 yas

Bv B/Brisbane/60/2008 (Victoria soyu)

By B/Florida/4/2006 (Yamagata soyu)

H1 A/California/7/2009 (H1N1)pdmQ09-like virus
H3 A/Hong Kong/4801/2014 (H3NZ2)-like virus

Groshskopf LA. MMWR Recomm Rep 2016, 65:1
NEJM. 2016, 375: 1261-8



Canli, Zayiflatilmis Asi

Intranazal uygulama

Kontrendike
= Gebe
= Immdinsuprese

2016-2017 sezonunda kullanimi
onerilmemekte

= Etkinli§i diisiik (%3)

Groshskopf LA. MMWR Recomm Rep 2016, 65:1



D6rt Degerli As

DSO 2013-2014 sezonunda dérdinci susun aslya
eklenmesini 6nerdi

Nedeni:

= Ayni sezonda, farkl iki influenza B virusu dolasimda
= Yamagata ve Victoria

= Ikisi arasinda capraz koruma sinirli

Dolasan influenza B viruslari asi bileseninden farkl
= ABD’de 2001-2011 sezonlarinin %50'sinde
= Avrupa’da 2003-2011 sezonlarinin %50'sinde

Hum Vaccin Immunother 2016,12:993-1002
J Prev Med Hyg 2016; 57: E28-E33



I'he NEW ENGLAND JOURNAL of MEDICINE
Y 3 k k D ‘ \

Efficacy of High-Dose versus Standard-Dose
Influenza Vaccine in Older Adults

Carlos A. DiazGranados, M.D., Andrew ]. Dunning, Ph.D., Murray Kimmel, D.O.,

Cok merkezli, randomize, kontrollG

Yuksek (60 pg) ve standart (15 pg) doz I1V3
karsilastirmasi

Yuksek doz IIV3 daha etkili

= GBH %24.2

= Dogrulanmis influenza %1.7
= Yiksek HAI (HAI>1:40)

Yan etki ve ciddi yan etki iki grupta benzer

NEJM 2014;371:635-45.



Intradermal Asi

Dendritik hlcreleri uyarir
= Daha az antijen, daha iyi bagisiklik yanit
= Yaslida immun yaniti glclendirebilir

Alisilmis asi antijenlerinin beste birini icerir

Cok ince bir igne kullanilir (1,5 mm)
= Igne fobisi olan hastalarda alternatif

Enjeksiyon bolgesinde reaksiyon orani yuksek

Belshe RB. NEJM 2004,351:2286
Holland D. J Infect Dis 2008; 198: 650-8



Rekombinan DNA Asisi

HA kodlayan genlerin bocek hicrelerine integrasyonu
= Sadece HA antijenlerini icerir

Yumurta ya da asi virtsu gerekli degil
= Yumurta alerjisi olanda yararl

Raf omru kisa (9 ay)

Uretim asamasi kisa
= Pandemi
= Asl temininde eksiklik

Treanor JJ. Vaccine 2011; 29: 7733
Infect Chemother 2013,45(4):375-386
https://www.cdc.gov/flu/protect/vaccine/qa_flublok-vaccine.htm


https://www.uptodate.com/contents/seasonal-influenza-vaccination-in-adults/abstract/61

Hucre Kaltar Derivesi Asilar

Asi virist memeli hlcre kultarlerinde Uretilir
= Pandemi durumlarinda hizl Gretim

Yumurta alerjisinde yararl
Bagisik yanit ve etkinlik iyi

Yan etkiler yumurta bazli asilar ya da plasebo ile ayni

https://www.cdc.gov/flu/protect/vaccine/cell-based.htm


https://www.uptodate.com/contents/seasonal-influenza-vaccination-in-adults/abstract/61

Asilama Zamani

Influenza aktivitesi baslamadan énce
= Ekim sonuna kadar yapilmali

Virls dolastigi siirece asilamaya devam edilmeli

Eriskinde koruyucu antikor yaniti asilamadan sonraki iki
hafta icinde

Influneza sezonlarinin zamanlamasi ve siresi degisken
= Optimal asillama zamani belirlenememis

Groshskopf LA. MMWR Recomm Rep 2016; 65:1



Evrensel/Genis Koruyucu Etkili Asilar

= Hedef virdsun korunmus bdlgeleri/proteinleri
= Hemaglatinin “stalk” (sap) bodlgesi
M2 iyon kanalinin "ectodomain” kismi (M2e)
Internal proteinler
Matriks (M1) proteini
Nukleoprotein (NP)

Nachbagauer R and Krammer. CMI, February 2017
DOI: 10.1016/j.cmi.2017.02.009



HA-head e:-uww:tnm
X " CEYNAD RS
AatiDodios senvinm M2é - BILANy LGIA-NRIING
AL reuirod gy
A antibodies -Accc achty

HA-SIalK  -troecty cross-reactve "-—+\.
antibodies -accc -mnin

NP-SpecifiC ., asy coss-cmctive

M‘l—speCi“C . srcady Crossveactise T cells Bt iadbentd

T cells e

| _%

Nachbagauer R and Krammer. CMI, February 2017
DOI: 10.1016/j.cmi.2017.02.009



Evrensel Asilar

= TUm influenza A ve B viruslerine etkili

= Koruyuculuk:
= Drift varyantlar
= Zoonotik influenza virusleri
= Yeni pandemik virusler

Nachbagauer R and Krammer. CMI, February 2017
DOI: 10.1016/j.cmi.2017.02.009



Sonuc...

Influenzanin énlenmesinde asilama en etkin ve
kolay yontem

Mevcut asilarin bazi dezavantajlari var
= Etkinlik degisken
= Asi yaniti risk gruplarinda iyi degil
= Yillik olarak tekrarlanmali
= Yumurta alerjisi

Virdsun korunmus antijenik yapilarini iceren yeni
astlar umut verici



