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Influenza Asisi...




Sunum plani

* Nasil bulundu bu etken?
* Tarihsel sUrecte agi arayislari

* influenza asilamasi nereden
nereye?

e (Turve altturler meselesi? Ya
etkinlik? Yan etkiler?Daha iyi bir

asl?)
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Human Seasonal Influenza Viruses

Types

* Influenza A_

(Influenza virus types A&B cause most
human illness and the flu season)

* Influenza B_

https://www.cdc.gov/flu/about/viruses/types.htm

Subtypes
* A(HIND) p—)
* A(H3N2) q
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1900’lu yillarin basinda
asisi olan hastaliklar...

Cicek
Difteri
Kuduz
Tifo

Tetanos

influenza?




Rus gribi-1889 Influenza pandemisi

Rus gribi pandemisinin Gnlu kurbanlarindan biri. Augusta, Almanya
Imparatoricesi ve Prusya Kralicesi. 6



1889 Influenza pandemisi

e 1889-1890'da, Asya gribi veya Rus gribi olarak bilinen bir salgin, diinya
capinda yaklasik bir milyon insanin 6limiine neden oldu. Rusya/
Buhara/St. Petersburg ilk vakanin gorildagi yerdir.

* Tarihin en 6limcdul salginlari arasinda yer alan bu salgin ayni zamanda
19. yuzyilin son buyuk salginiydi.

* Salginin en cok bildirilen etkileri Ekim 1889'dan Aralik 1890'a kadar
gerceklesti ve takip eden yillarda da benzer zamansal periyotlarda
tekrarladi.

* O donemde bilinmemekle birlikte salgina neden olan etken 20.
yuzyilda yapilan calismalar ile Influenza A H3N8 olarak
dustnulmektedir.




Ispanyol Gribi

*[spanya’daki basin 6zguirliigii
nedeniyle bu adi almistir.




1918-1919 Ispanyol Gribi

. !lk vakanin muhtemelen ABD’de goruldugl bu salginda etken
Influenza virus H1N1°di.

* Milyonlarca insan hayatini kaybetti, hayatini kaybeden insan sayisi
o donem devam eden savaslarda kaybedilen insan sayisindan da

cok daha fazla!

* Bu nedenle bu salgin en olumcul grip salginidir. Dunya nufusunun
yaklasik ucte biri enfekte oldu.

 Ozellikle de bu salgin, hatta heniiz baslamadan , devam eden
savas kosullarinin da etkisiyle ABD’li arastiricilarin asi arayislarini
da baslatt.




Richard Pfeiffer -1892

[Aus dem Institut fiir Infectionskrankheiten.]

Die Aetiologie der Influenza.

Von

R. Pfeiffer,
Vorsteher der wissenschaftlichen Abtheilung des Tostitutes fiir Infectionskrankheiten,

(Hlerzu Taf, IV—X1,)

Als im November vorigen Jahres die Influenza in pandemischer Aus-
breitung in Deutschland ihren Einzug hielt, trat an das neubegriindete
Institut fir Infectionskrankheiten die Aufgabe heran, die Aetiologie dieser
merkwiirdigen Infectionskrankheit zu ergriinden. Wenn ich jetzt die Re-
sultate meiner iber ein volles Jahr sich hinziehenden Studien, welche,
wie ich glaube, iber die dtiologische Seite der Influenza ein helles Licht

https://link.springer.com/article/10.1007/BF02284284
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Bacillus influenza- Pfeiffer basili

« Gram negatif bir basil. ',':f"’ Qf"s’w k". v‘V?

* Hasta kisilerin akcigerinde sikga rastlandi. az?mg o‘?ﬁ s ”
.-

"5 . ~ \

, > »

* Etken Koch postulatiicin defalarca farkli arastiricilar tarafindan da denendi
ama gereken kriterleri kargilamadi. "

'.ﬁ‘g.s - .

* Gripli kisilerde potansiyel etken bulundu.

* Etkenizole edildi ve saflastirildi.
* Hayvanlara veya saglikli gonullulere inokule de edildi.

* Ama gribe neden olmadi...

* Bugunku adiyla ‘Haemophilus influenzae ’bakterisi bu sekilde 1930’lara
gercek etken saptanana kadar gribin sebebi olarak dusunuldu.



Sir Willliam Osler, The

Principles and Practice
of the Medicine (1892)

VIII. INFLUENZA
(La Grippe)

fnition.—A pandemic disease, appearing at irregular intervals, charac-
\a by extraordinary rapidity of extension and the large number of people

- Following the pandemic there are, as a rule, for several yecars
"=, epidemic, or sporadic outbreaks in different regions. Clinically, the

i protean aspects, but a special tendency to attack the respiratory
~hranes. h




Etiology. The conditions which favor its development and rapid spread are unknown, and the exhaustive literature of the past year has not brought us
nearer a solution of the problem. It appears to be independent of meteorological conditions. While some authorities hold that the affection is due to a
miasmatic material in the atmosphere, others probably more correctly hold that it is due to a specific virus of the most intense infectiveness. Like other

rapidly spreading diseases, it is conveyed along lines of travel. The bacteriological examinations whicP#¥e been made in large numbers of cases leave
us still in doubt, and the varied character of the germs found by reliable observers indicates that the true virus has not yet been detected. The pus

organisms and the diplococcus pneumonia have been found oftenest, but these are widespread organisms and are probably not associated in a causative
manner with the disease.

Morbid Anatomy.-Uncomplicated cases recover. In the delicate and aged alone do we see fatal results, and then only from the intensity of the fever or
the profound depression. Injection and swelling of the pharyngeal and laryngeal mucosa, bronchitis, and a catarrhal condition of the stomach and
intestines may be present.

The complications are very varied. Severe bronchitis, lobar and lobular pneumonia, and nephritis may exist.

Symptoms.-In many cases the attack closely resembles an ordinary catarrh with slight fever, dryness and swelling of the nasal my
increase in the secretion. In the severer cases the coryza is subsidiary or absent, and the symptoms are those of an infection of varyi O donemde virusler
A striking feature is the severe nervous manifestation. at the outset, the headache, pain in the back and legs, and a general soreness i bu gu nkld modern anlam ayl a
With the exception of dengue and small-pox there is no affection in which these symptoms are more pronounced. Delirium may be - .
with these is a prostration and cardiac weakness out of proportion to the intensity of the fever, and sometimes very alarming. The py bilinmese de non- bakte rlyel
and intermittent. Death may result directly from heart-failure, as in cases mentioned by Wilks. mikroo rga nizmala f,

Serious nervous complications are marked delirium and meningitis, the latter usually in association with pneumonia. Bristowe ha bakte riyel filtrelerden
cases of abscess of the brain following influenza. Peripheral neuritis was not very uncommon in the last epidemic. Mental disorders|

gecebilen etkenler olarak
bahsi gecmekteydi...

not infrequent. Inaptitude for mental exertion, depression of spirits, even insanity, may follow an attack.
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|. Dunya Savasi yillari ve sonrasindaki 25 yilda etken ve
asl gelismeleri

HER NE KADAR PFEIFFER
DOGRU ETKENI
BULAMASA DA

CALISMALAR HIZLA
DEVAM ETTI...

SAPTANAN BASIL BASKA
ARASTIRMACILAR
TARAFINDAN DA
BENZER CALISMALAR
iILE DEFALARCA
DENENDI. VE HATTA
BAZI ARASTIRMACILAR
TAMAMEN SAGLIKLI
GONULLULERDE DE
BASILi SAPTADI

YAKIN ZAMANDA GERIDE
BIRAKILAN KIZAMIK
SALGINI iLE EDINILEN
OTOPSI BILGILERI
ASKERLERIN GRiP
BENZERIi TABLOLARDAN
SONRA
AKCIGERLERINDE
SAPTANAN ENFEKSIYON
BULGULARI ILE
‘SEKONDER PNOMON/’
DURUMUNUN DA
ORTAYA KONMASINI
SAGLADI.

HATTA ASI CALISMALARI
DA BU SEKONDER
PNOMONI TABLOSUNU
ONLEME KONUSUNA
ODAKLANDI!

HALA GRIPiCIN
KANITLANMIS BIR ETKEN
YOK...

AMA ASKERLERIN
SAYISININ COK OLUP
BiR ARADA YASAMASI

GEREKLILIGI BU
NOKTADA PNOMONI
ONLEYIiCi CALISMALARA
YON VERIYOR...

14



Efficacy of Whole-Cell Killed Bacterial Vaccines
in Preventing Pneumonia and Death

during the 1918 Influenza Pandemic

Yu-Wen Chien,' Keith P. Klugman,' and David M. Morens?

'Rollins School of Public Health, Emory University, Atlanta, Georgia; “National Institute of Allergy and Infectious Diseases,

National Institutes of Health, Bethesda, Maryland

15

The Journal of
Infectious Diseases

« Onemli metodolojik sorunlara ragmen, bu calismalar
ile tam hucre inaktive pnomokok asilarinin birden fazla
pnomokok serotipine karsi capraz koruma
saglayabilecegi ve bakteriyel asilarin influenzadan sonra
gelisen bakteriyel pnomonileri azaltabilecegi
dusunulmektedir.



Efﬁcacy of Whole-Ciell Killed Bacterial Vaccines
in Preventing Pneummonia and Death
during the 1918 Influenza Pandemmic

Yu-VWen Chien.” Keith P. Klugman.,” and David VI. Morens®

TRollins School of Public Health, Emory University. Atlanta., Georgia: “National Institute of Allergy and Infectious Diseases.

National Institutes of Health, Bethesda, Maryland

Table 1. Vaccine Contents, Dosages, and Preparation Methods in the 12 Included Studies

Vaccine contents,

Sources of bacterial strains

Study organisms, millions/mL” Dosage Inactivation method used in vaccine

Cadham [15] Pneumocacci (200 military, 800 civilian), 2 doses of 0.5 mL at 7d Heat Streptococci were obtainad from empyema,
stroptococci (600 military, 200 civilian), intarval nasopharyngeal, blood, and portmortem
Bacillus influenzae (400 for both groups) lung cultures; strains of pneumococci

were isolated from nasopharyngeal and
sputum cultures; B. influenzae was iso-
latad from nasopharyngeal cultures ob-
tained from the first patients recognized
as having typical cases of pandemic influ-
enza in Winnipeg in October 1918, Strains
of bacteria used in military studies were
locally i1solated; some civilian populations
received vaccines containing strains ob-
tained from E. C. Rosenow (Mayo Clinic,
Rochester, MN).

Cherry (18] Pneumocacci (10, 50), streptococci (10, 50), 2 doses of 1 mL at 7 in- Tricresol Pneumococci were not classified in Austra-
B. influenzae 25, 125), Moraxella catar terval [17] lia, but 6-15 strains were included in each
rhalis (25, 125), a gram-positive diplococ- batch of the vaccine; multiple strains
cus other than the pneumococcus (10, were also used for other organisms. All
50) included strains were isolated from pa-

tients with influenza during the epidemics
in Australia and South Africa in late 1918
and early 1919; some were of postmor
tem onigin [17].

Erye and Lowe [18] Pneumocacei {100, 200), streptococci (20, 2 doses of 0.5 mL at 10d Not reported Fresh strains of streptococo, pneumococd,
100), Staphylococcus aureus (400, 1000], intarval and B influenzae were obtained from pa-
B. influenzae (20, B0), M. catarrhalis (50, tients with virulent infection (septicemic
180), other Bacillus species 1200, 400) influenzal pneumonia) at a naval hospital

and 3 transport ship arriving at a portin
tha Unitad Kingdom.

Leishman [19] Pneumocacci (200), sireptococci (80), B. 2 doses of 0.5 and 1 mL at Heat Several suains and types of each organism,
influenzae {601 10d interval all isolated relatively freshly from case

patients

McCoy et al [20] Pneumocaccal types IV (total, 3000), he- 3 doses of 0.5, 1, and 1.5 Not reported =2 strains of each organism; sources were

molytic streptococci (1000), S. aursus mL at 48-h intervals
(500), B. influenzae (500)

not reported.

16



Influenzayi virus olarak tanimlayarak etkeni bulanlar

Wilson Smith Christopher Andrewes Patrick Laidlaw

17



—
” <\
* Henulz alt tipleri ve virulans
faktorleri bilinmese de aslinda \
dogru etkenin ilk defa tanimlanmasi

nedeniyle asi calismalarinin da
gercek anlamiyla basladigi donem!

Bu donem:

* Ilk kesfedilen Influenza A iken
1940’ta da Influenza B kesfediliyor!

18



Tesekkurler Dr.
Jonas Salk...
Tesekkurler Dr.

Thomas
Francis...

‘I feel that the greatest
reward for success is the
opportunity to do more.” JS

Thomas Francis Jr.




Bu asiya genel bir bakisla

* Bu iki arastiricinin bulduklari asi temel olarak ‘inaktive virus asisr’
teknolojisi ile Uretilmis bir asiydi.

* Asi bulunduktan sonra bu donemde devam etmekte olan |l. Dunya
Savasi’nda henuz lisansi yokken ABD askerlerini korumak

amaciyla cokca kisiye uygulanarak kullanildu.

* Sonrasinda da, kisa bir surede 1945 yilinda daha genis kullanima
olanak saglayacak sekilde ruhsatini da aldi.

F — g:_,;;ilﬂinlinllﬂﬁ_;gg

-
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Birden ¢ok tur meselesi...

* Aslinda arastiricilar 1930’lardaki hentz ilk arastirmalarda bile grip
geciren bazi kisilerin kanlarinda bekledikleri antikor seviyelerinin
olmamasi nedeniyle farkli bir tur influenza virusu daha
olabileceginden supheleniyorlardi.

* 1940 yilinda Influenza B virlisi kesfedilince hemen takip eden
yillarda 1940°larin sonuna dogru da iki virus icerecek sekilde hem
Influenza A hem de B ‘ye karsi gelistirilmis ilk asi da uretildi.

21



Bu asilar neden etki etmiyor?

* 1947 yilinda arastiricilar dramatik bir sekilde uygulanmakta olan
asilarin bir sekilde dolasan grip etkenlerine karsi etkili olmadigini
fark ettiler, aslinda olumsuz bir gelisme olan bu durum olumlu
anlamda dunyada grip surveyanisin da baslangici oldu.

* Bu gelismeler ile Dunya Saglik Orguti Worldwide Influenza
Centre '11948'de ve de Global Influenza Surveillance and
Response System (GISRS) ‘ da 1952 ‘de kurarak sirkile olan
suslarin taninmasina ve bilinmesine onculuk etti.

22


https://www.crick.ac.uk/partnerships/worldwide-influenza-centre
https://www.crick.ac.uk/partnerships/worldwide-influenza-centre
https://www.who.int/initiatives/global-influenza-surveillance-and-response-system
https://www.who.int/initiatives/global-influenza-surveillance-and-response-system

1957-1958 Asya
Gribi

* Cin’de baslayarak tum dunyaya yayailan
ve etkeni influenza viriis H2N2 olan bu
salginda da olen insan sayisienaz 1.5
milyon olarak tahmin edilmekte...

Isveg , 1957, Asya Gribi

* Tarihsel surecte bakildiginda asilarin ilk sehir Tiyatrosu

» »

> . artistleri Asya
defa kullanildigl influenza pandemisi... £
gribine tutuldu
Ixingl aslgin turunda bhulunsn
Asya gridbl, Sehir Tiyatrosu arvtist-
lerine de musallat olmustur

Artistierde: bazilar: Asva ..':.-‘
bine yakalandikxian icin, bu ak-
samdan itibaren Sehir Tivatrosy
Dram Kismimds temsiline basiana
cagt llAn olunan «Sularnn Altin-
dakx!i Yol» adl: pivesin oynaniasi-
DA ANCAR 26 Easun Sall glninden
LIDAMED AiaDachsllr Bu a
Eadar, «Kaheelane» Jpiges: ey

edilecektir

. 23
Istanbul, 1957






Turkiye’de ilk influenza asisi ne zaman yapildi?

+1950'de influenza Laboratuvari, Diinya Saglik Orgutii tarafindan Uluslararasi Bélgesel influenza (grip)
Merkezi olarak tanindi ve influenza asisi Gretimine gecildi.

1940' yillarda tifo, Cox tipi tifus, tifo-tifis karma, tifo-difteri karma, intradermal BCG, veba-kolera
karma, veba-kolera-tifus karma, difteri-tetanoz karma, bogmaca-difteri karma, influenza tifo-difteri-
tetanoz karma agilan lretilmigtir. Agi-serum uretiminin giin gectikge kurumsallagtig izlenmektedir.
Asi ve serum (retimiyle ilgili alt birimler Diinya Saghk Orgiitli tarafindan uluslararasi standartlara
uygun olduklan yoniinde belgelenmektedir, 1950 yilinda Ulusal influenza Merkezi ve BCG
Laboratuvan Diinya Saglik Orgatii tarafindan tescil edilmistir. Bu yillarda difteri-bogmaca-tetanoz
asist Uretilmis ve kuduzla ilgili ¢calismalan nedeniyle Dr. Zekai Muammer Tuncman'a Fransiz
hukdmeti tarafindan 1959 yiinda Légion d'honneur nigani verilmistir.

150 ytlinda Ulusal Influenza Merkezi ve BCG Laboratuvan :
Diinya Saglik Orgiitii tarafmdan tescil edilmistir. T

https://covid19asi.saglik.gov.tr/TR-77801/turkivede-asinin-tarihcesi.html
https://www.ttb.org.tr/kutuphane/asi_pazari_can_pazari.pdf
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https://covid19asi.saglik.gov.tr/TR-77801/turkiyede-asinin-tarihcesi.html

, i e . g e
Bl” ' Hong Kong gribi : 1968 - 1969

1968, Influenza pandemisi, Hong Kong Gribi, H3N2

26



Antijenik Drift ve Shift Kavramlari

* Aslinda kucuk mutasyonlarin virus yapisini
degistirdiginin fark edilmesi cok daha erken
donemlerde gozlemleniyor.

Bu donemlerden bu yana biriken bilgiler, 1950’lerde baslayan

surveyans verileri, son pandemiler sonucta drift ve shift
kavramlarini net olarak aciga kavusturuyor.

27



Bugun gelinen noktada:

* Artik dunya ¢apinda dolagsimda olan virus suslarinin izlenmesine dayali asilar
uretebilir ve buna karsilik asinin hedefledigi turleri-alt turleri-soylari

guncelleyebilir noktaya gelindi.

* Gunumuzde hem mevsimsel hem de potansiyel pandemik grip turlerini
yakindan izlenmektedir.

* Yeni turler siklikla ortaya ciktigi icin, bilim insanlari virisun nasil mutasyona
ugradigini ve yayildigini belirledikge mevsimsel grip asisi genellikle her yil

degismektedir.

* DSO heryil, heryarim kure icin grip asilarina dahil edilmek uzere virus suslari
onermekte ve onumuzdeki grip sezonunda en yaygin olarak dolagimda
olacagi tahmin edilen virUsun 3 veya 4 susunu hedef alan farkli asilar
gelistirilmektedir.

https://www.who.int/news-room/spotlight/histo ry—of—vaccination/history—of—influenza—vaccinagé



Modern grip asisl;

influenza B/Victoria soy virusu ve bir influenza B/Yamagata soy virusu dahil olmak uzere, salginlara

} Mevcut mevsimsel grip asilari, bir influenza A(H1N1) virasu, bir influenza A(H3N2) virusu, bir
neden oldugu bilinen influenza viruslerine karsi koruma saglayacak sekilde formule edilir.

3yada4viris? ©

https://www.cdc.gov/flu/about/viruses/types.htm

29



1976, Grip Asisi Kampanyasi,ABD

N

Influenza-USA-1976

CcDC

This historic image depicts
a line of people each
awaiting a New Jersey
Influenza vaccination. Also
known as the Swine Flu, this
image was captured during
a 1976 immunization
campaign

https://www.who.int/news-room/spotlight/history-of-vaccination/history-of-influenza-vaccination
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Nedir bu Guillain-Barré Sendorumu meselesi?

Normal

* 1976 yilindaki grip asisi kampanyalarinda, ilk defa nernve
grip asisi olanlarda Guillan-Barre sendromu
sikliginin artmakta olduguna dair iddialar ortaya
atildi.

* O donemde yapilan incelemlerde vakalar ve asi
arasinda direkt epidemiyolojik bir baglanti
bulunamadi. =

* Buddnemden sonraki stirecte CDC her sene Alfected w
meydana gelen Guillain-Barré vakalarini da nerve 4N . .
yakindan takip etmektedir. ~ /‘_
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INFLUENZA ASILAMASI SONRASI INFLUENZA ENFEKSIYONU SONRAS|
GUILLAIN-BARRE SENDROMU SIKLIGI GUILLAIN-BARRE SENDROMU SIKILIGI
1/1.000.000 ISE 20/1.000.000

QLIRS //WVWW d g0 J/prevent/gu alinparre . ntmi# .~ texi= Q Nere 7o Q an 7o N eased. dose Q Q1 /0 170 d N (]
tered. 32
https://www.mdpi.com/2076-393X/8/2/150


https://www.cdc.gov/flu/prevent/guillainbarre.htm
https://www.cdc.gov/flu/prevent/guillainbarre.htm

THE LANCET
Infectious Diseases

This journal Journals Publish Clinical Global health Multimedia Events About

ARTICLES - Volume 13, Issue 9, P769-776, September 2013

Risk of Guillain-Barré syndrome after seasonal influenza vaccination and influenza

health-care encounters: a self-controlled study

Dr Jeffrey C Kwong, MD & 2b¢i:k & - Priya P Vasa, MD ®!- Michael A Campitelli, MPH 2 - Steven Hawken, MSc -
Laura C Rosella, PhD 2:¢i- et al. Show more

Affiliations & Notes v  Article Info v  Linked Articles (2) v

1993 ve 2011 yillan arasi gelisen 2831 GB tanili
hasta degerlendiriliyor.330 asili ve 109 influenza
tanili hastadan hesaplanan atfedilen risk ile
Asili bireyde : Milyonda 1.03 GB Riski
Hastalik geciren bireyde: Milyonda 17.2 GB
Riski

We identified 2831 incident admissions for Guillain-Barré syndrome; 330 received an influenza vaccine and 109 had an influenza-
coded health-care encounter within 42 weeks before hospitalisation. The risk of Guillain-Barré syndrome within 6 weeks of
vaccination was 52% higher than in the control interval of 9-42 weeks (relative incidence 1-52; 95% Cl 1-17-1-99), with the greatest

risk during weeks 2-4 after vaccination. The risk of Guillain-Barré syndrome within 6 weeks of an influenza-coded health-care

encounters.

encounter was greater than for vaccination (15-81; 10-28-24-32). The attributable risks were 1-03 Guillain-Barré syndrome admissions
per million vaccinations, compared with 17-2 Guillain-Barré syndrome admissions per million influenza-coded health-care

33



. vaccines

Review

. . . . - *Daha 6nce ILI (influenza benzeri hastalik)
Is an Increased Risk of Developing Guillain-Barre gecirenlerde asi olunursa GBS riski % 88
Syndrome Associated with Seasonal Influenza azalmakta.

Vaccination? A Systematic Review and Meta-Analysis

& *1981-2019 yillari arasi yapilan ¢alismalardan
m\D\Py 22 galismaya yer verilen bir meta-analiz.
*Daha 06nce mevsimsel grip asisi dozu
alanlarda GBS acisindan artmig risk yok.

Marek Petras **, Ivana Kralova Lesna 2, Jana Daiiova ! and Alexander M. Celko !

1

Department of Epidemiology and Biostatistics, Charles University in Prague-Third Faculty of Medicine,

100 00 Prague, Czech Republic; jana.danova@lf3.cuni.cz ().D.); martin.celko@If3.cuni.c-“* ** "

"~

Laboratory for Atherosclerosis Research, Centre for Experimental Medicine, Institute
Experimental Medicine, 140 21 Prague, Czech Republic; ivka@ikem.cz
*  Correspondence: marek petras@If3.cuni.cz; Tel.:+00420-774-738-727

Received: 4 March 2020; Accepted: 26 March 2020; Published: 27 March 2020

The outcome of the present study points to no increase in the risk of GBS onset in patients who
have previously received an inactivated trivalent vaccine against seasonal influenza, irrespective of
the post-vaccination time. While the weight of epidemiological evidence does not support a causal
link, the absence of a vaccine-associated GBS risk resulting from this analysis must be considered with
caution because the strength of evidence has not been achieved. The benefit of influenza vaccination
was shown by the 88% decrease in Guillain—Barré syndrome occurrence compared to patients with
previous ILL

Therefore, it would be desirable to conduct other studies where the coincidence of vaccination and
respiratory infection diseases is separated. This could help to better investigate the real vaccine-related
impact on Guillain-Barré syndrome and to dispel any potential doubts about vaccination against

seasonal influenza.
fo Lo 3



Influenza asisi ve asla yeterli gelmeyen
‘etkinlik’ meselesi s ~

-Asi Yaniti-
-Asidaki virusler
-Sirkule olan virusler
-Drift ve shift
Asinin uygulanma zamani

SEASONAL FLU VACCINE EFFECTIVENESS Yasg

immunite...
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https://www.cdc.gov/flu-vaccines-work/php/effectiveness-studies/index.html
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Canli ast mimkin mu? 2003

e |lk canli zayiflatilmis grip asisi 1960'larda Michigan Universitesi'nde Dr.
Hunein Maassab liderligindeki arastirmacilar tarafindan gelistirildi.

 Oncelikli beklenti cocuklarda daha yuksek koruma saglamak!

* Zayiflatilmis ancak canliinfluenza virusleri iceren bu asi, daha once
gelistirilen inaktive grip asilarindan icerik olarak da uygulama yolu
olarak da farkliydi.

* Burun spreyi olarak uygulanan canli asi, 2003 yilinda ABD Gida ve ilag
Dairesi (FDA) tarafindan FluMist markasi altinda kullanim icin
onaylandi.

36



Canli asi
mumkun...

Bu asitemel olarak dogal
enfeksiyonu taklit ederek daha guclu
bir bagisiklik tepkisi olusturmak icin
tasarlandi.

FluMist baslangicta 5 ila 49 yas™
arasindaki saglikli bireyler icin
onaylanmistir, ancak kullanimi o
zamandan beri devam eden guvenlik
ve etkinlik calismalarina dayanarak
farkliyas gruplariniigerecek sekilde
genisletilmis ve degistirilmistir.

*
CDC énerisi




Nedir bu 3 ya da 4’\U agl igerigi meselesi? , [ L4

) \ J I
- \‘»in/ | IO
2012 yilinda ilk defa 4 virus icerikli ( tetravalan, quadrivalent) asilar

gundeme geldi.

 Aslinda influenza B genel olarak asinin en basarisiz oldugu viriis
tipi.

* Bu siirecte dolasan farkli Influenza B soyu olmasi nedeniyle daha
yuksek koruma saglamak icin bu asilar uretildi.

« Onceki asilara bir Influenza B soyu daha koruma eklenmesiile tretilen
bu asilarda benzer teknolojiler kullanildi.

e Ulkeler 6zellikle de ilk donemlerde temin edebilirliklerine 3 ya da 4
valan asiyi kullandilar.

* Gelismis ulkelerde 4 valan asi daha yogun kullanildi ve kullanilmakta.
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Bu yil durum nedir? 2024-2025 Sezonu asl icerigi

2025 northern hemisphere influenza season

23 February 2024 | Meeting report

World Health

Ogonzsion Overview

The WHO recommends that trivalent vaccines for use in the 2024-2025 northern hemisphere
influenza season contain the following:

Egg-based v

e an A/Victoria/4897/2022 (H1N1)pdm09-like virus;
e an A/Thailand/8/2022 (H3N2)-like virus; and
a B/Austria/1359417/2021 (B/Victoria lineage)-like virus.

Cell culture-

* an A/Wisconsin/67/2022 (H1N1)pdmO09-like virus;

Download (389.9 kB) e an A/Massachusetts/18/2022 (H3N2)-like virus; and

* a B/Austria/1359417/2021 (B/Victoria lineage)-like virus.

https://www.who.int/publications/m/item/recommended-composition-of-influenza-virus-vaccines-for-use-in-the-2024-2025-northern-hemisphere-influenza-season

Bu kararin sebebiise
bir siiredir influnza B
/Yamagata soyunun
dolasim
sirkulasyonundaner
edeyse hic
olmamasi!
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Gelelim yumurta
meselesine...
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Yumurta proteini ( Ovalbumin ) icermeyen asi

mumkun mu?

Date

Oct 11, 2016

Jun 23, 2016

Oct 29, 2014

Jan 16, 2013

Rekombinant

Flublok Ast

QUADRIVALENT
Influenza Vaccine

Article

Approval

Approval

Approval

Approval

Development timeline for Flublok Quadrivalent

FDA Approves Flublok Quadrivalent Influenza Vaccine
FDA Approved Longer Shelf Life for the Game Changer, Flublok Influenza Vaccine
Flublok Influenza Vaccine Now Approved for Adults Ages 18 and Older

FDA Approves Flublok - New Seasonal Influenza Vaccine Made Using Novel Technology



Ya elimizde Flublok gibi rekombinant asi
yoksa? ( ki yok© )

Questions & Answers:

Should people with an egg allergy (of any severity) get a flu vaccine?

Everyone 6 months and older with egg allergy should receive an annual flu vaccine. Any flu vaccine (egg based
egg based) that is otherwise appropriate for the recipient’'s age and health status can be used.

Egg allergy does not indicate additional safety measures for flu vaccination beyond those recommended for any
of any vaccine, regardless of severity of previous reaction to egg. Severe and life-threatening reactions to vaccin
rare, but can occur with any vaccine and in any vaccine recipient, regardless of allergy history. All vaccines shoul
administered in settings in which personnel and equipment needed for rapid recognition and treatment of acute
hypersensitivity reactions are available.

Asi uygulamasindan sonra olasi alerjik reaksiyonlar acisindan kisi bilgilendiniimeli ve
15 dakika suresince sagdlik tesisinden aynimamalidir. Alerji hikayesi olanlar 30 dakika

stresince saglik tesisinden aynimamalidir. Daha sonraki donemde de herhangi bir yan etk
gelisiminde en yakin saglik kurulusuna basvurmalan soylenmelidir,

https://www.cdc.gov/flu/prevent/egg-
allergies.htm#:~:text=Should%20people%20with%20an%20egg,health%20status%20can%20be%20used.
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0 klimik agl https://asi.klimik.org.tr/asi/influenza
platformu

0 Yumurta alerjisi olanlara grip asisi yapilabilir mi?

Daha once inaktif influenza asisi igerinde bulunan yumurta proteini igerikleri nedeniyle yumurta alerjisi olan kisilere influenza asisi
yapilmasi kontrendike olarak degerlendirilirken, 2023-2024 yilindan itibaren yapilan giincelleme ile CDC bu 6neriyi su sekilde

glincellenmistir:

Yumurta alerjisi olan 6 ay ve iizeri herkesin yillik grip asisi olmasi gerekir. Alicinin yasina ve saglik durumuna uygun olan herhangi bir
grip asisi (yumurta bazli veya yumurta bazh olmayan) kullanilabilir.

Yumurta alerjisi, yumurtaya karsi onceki reaksiyonun ciddiyetine bakilmaksizin, herhangi bir asiy olan herhangi biri igin tavsiye
edilenlerin 6tesinde grip asisi igin ek giivenlik onlemleri gerektirmez. Asilara karsi siddetli ve hayati tehdit eden reaksiyonlar nadirdir,
ancak alerji gegmigine bakilmaksizin herhangi bir agida ve herhangi bir agi yapilan kiside ortaya cikabilir. Tiim asilar, akut agir

duyarhlik reaksiyonlarinin hizla taninmasi ve tedavisi igin gerekli personel ve ekipmanin mevcut oldugu ortamlarda uygulanmaldir.

Bu 6neri dogrultusunda grip asisinin tilkemizde bulunan inaktif tiirli yumurta alerjisi durumundan bagimsiz olarak herkese uygulanabilir.
Guvenli agl uygulamalari geregi asi olan her bireyin olasi bir alerjide miidahale edebilmek adina uygulama sonrasinda saglik kurulusunda

en az 15 dakika, alerji gegmisi olanlarin ise en az 30 dakika bekletilmesi gerekir.



2009 Influenza Pandemisi

*21. Yuzyilin ilk grip pandemisi

*TUrler arasi gecis nedeniyle dlnya
nufusu hi¢c bagisik olmadigi bir virus
tipiyle karsi karsiya kaliyor.

*ilk vaka Meksika’da goriildd, sonra tim
dunyaya yayildi.

*500.000’i agkin insanin oldugu tahmin
edilmekte.

Genc nufus ozellikle de gebeler belirgin
sekilde etkilendiler.




Daha yuksek antijenik stimulasyon mumkun
mu?

* Fluzone High-Dose

65 yas uzerini daha etkin korumak icin daha yuksek
oranda antijen icerigi ile koruma saglamayi
hedefleyen inaktif bir asi...

w
| A ] Influenza Vaccine

*® Fluzone®” High-Dose
Quadrivalent

Fluzone® High-Dose (Influenza Vaccine) was approved by the FDA in 2009 as a trivalent influenza vaccine, including two influenza A strains and one influenza B
strain. Fluzone High-Dose Quadrivalent contains an additional influenza B strain. Fluzone High-Dose Quadrivalent is given to people 65 years of age and older to
help prevent influenza disease caused by influenza A and B strains contained in the vaccine.

https://www.cdc.gov/flu/prevent/qa_fluzone.htm
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Adjuvan ekleyerek etkinlik artirmak mumkun
mu?

AdJ UVO nted Fl u \/O CC' n e Fluad was initially approved in Italy in 1997, and at the time of its U.S. approval

in November 2015, had been licensed in 38 countries, including Canada and 15

Flu Vaccine with Adjuvant, brand names Fluad and Fluad Quadrivalen European countries. Fluad Quadrivalent was approved in the United States in
2020; it has been available since the 2020-2021 flu season.

L S—
s 65 yas ustu bireylerde
daha etkin koruma
hedefiyle daha oncesinde
adjuvansiz olan influenza

asilarina adjuvani
m eklenerek olusturulmus bir
| formulasyon...
s
W)
“ Ly < https://www.cdc.gov/flu/prevent/adjuvant.htm
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2015-gunumuz

Influenza Sadece grip degil! Grip asisi sadece grip

asisi degildir!

Grip
* Sadece bir ust solunum yolu
enfeksiyonu degil , sistemik

olarak pek cok inflamatuar yolak
tetikleniyor.

* Artmis serebrovaskuler olay riski
* Artmis kardiyovaskuler olay riski

* Cocuklarda artan febril
konvulziyon sikligl...

* Uzayan hastane yatisi ile gelen
saglik bakim hizmeti iliskili
enfeksiyon riski...

Grip asisl

* Grip asisi da sadece gripten
korumuyor!

* Azalmis demans riski
* Azalmis kardiyak olay riski
* Azalmig SVO riski

* Azalan isgucu kaybi
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Grip asisi kalp krizi sonrasi standart bakimin bir

parcasi olmall!

*Avrupa Kardiyoloji Dernegi Kongre Sonrasi

Degerlendirme Notu
E S C ‘ & @ [ ) IAMI (Influenza Vaccination After
o i Myocardial Infarction)
European Society The ESC Congresses & Events Journals Guidelines Calismasi
of Cardiology *Akut Ml sonrasi 12 aylik izlemde influenza
aslisi olmayanlarda yeni akut kardiyak olay ,
olum ve tum nedenlere bagli mortalite ¢gok
daha yuksek!

European Society of Cardiology = The ESC = ESC Press Office =~ Press releases

Flu jab after heart attack should become

standard care

Rressienazes IAMI trial presented in a Hot Line Session today at ESC Congress
2021

30 Aug 2021

ESC Press Office

Press Services & Media Alerts

ESC Congresses
Topic(s): Secondary Prevention; Risk Factors and Prevention;

Fact sheets Sophia Antipolis, France - 30 Aug 2021: Influenza vaccination reduces the risk of all-cause death, myocardial
infarction, or stent thrombosis at 12 months in hospitalised patients with myocardial infarction or high-risk
ESC Media and Embargo Policy coronary disease, according to late breaking research presented in a Hot Line session today at ESC Congress

2021.



Bu sene grip gundemi :

Emergency Preparedness and Response

A Health Alert Network (HAN)

HAN Jurisdictions

-
=)

Allal [nfluenza

28K, <

3 Temmuz 2024

&, v Avrupa Hastalik Onleme ve Kontrol Merkezi (ECDC), Avrupa Birligi
oo “2JOURNAL  Kus Gribi Referans Laboratuvari (IZSVe) ve Avrupa Gida Giivenligi
Otoritesi (EFSA) katkilariyla hazirlanan bilimsel raporda AB/AEA
(Avrupa Birligi/ Avrupa Ekonomik Alami) ilkelerinde Mart-Haziran
2024 donemindeki kus gribi vakalarina iligkin bilgiler paylasildi.

16 Mart-14 Haziran 2024 tarihleri arasinda, Avrupa'daki 13 Glkede evcil (15) ve yabani (27) kuslarda 42 yuksek
derecede patojenik kus gribi (HPAI) A(H5) virusu saptandhgi bildirildi. Avrupa'da saptanan toplam say: 2019-
2020 epiderniyolojik yilindan bu yana itk kez bu kadar diisiik olmakla birlikte, HPAI viruslar ¢ok diisiik bir
seviyede de olsa dolasmaya devam ediyor. Kiimes hayvanlarinda saptanan vakatann cogu yabani kuslarla
dolayli temastan kaynaklaniyordu, ancak ikincil bulasma da vard.

Highly Pathogenic Avian Influenza A(HBNT) Virus

Pandemi
durumun
da 45
gun?

By Euronews & Reuters

Yayinlanma Tarihi 26/06/2024 - 19:00 GMT+2

F> Haberipaylasin | (Y Yorumlar

Finlandiya diinyada bir ilke imza atarak, isleri ya da diger kosullar nedeniyle
kus gribine yakalanma riski yiiksek kisilere icin gelecek haftadan itibaren
asilama yapmaya baslayacak.

Finlandiya'da saglik yetkilileri, onimuzdeki haftadan itibaren isleri ya da dider kosullar
nedeniyle kiimes hayvanlari ile temas halinde bulunmasi gerekenlere onleyici kus gribi
asisi yapilacagini duyurdu.



Kimlere grip asisi onerilir? 2024

« CDC

* 6 aydan buyuk her birey her sezonda influenza
asislt ile asilanmaldir.

* Asisecimi bireysel faktorler ve ulasilabilirlige
gore belirlenir.

REALITY

Turkiye
65 yas ve uzeri olan bireyler

18 yasina kadar uzun sure aspirin kullanmasi
gereken cocuklar

Diyabet hastaligi olan bireyler

Astim ve KOAH gibi solunum yolu hastaligi olan
bireyler

Kanser hastaligi olan bireyler
Kardiyovaskuler sistem hastaliklar olan bireyler
Bagisiklik sistemi zayif olan bireyler

Bakimevi ve huzurevi gibi yerlerde yasayan
bireyler

Hamile olan bireyler
Saglik calisanlari
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Ulkemize 6zgu sorunlar:

. ﬁgll?ma oranlari cok dusuk ve bu oranlari dokiUmante eden bilimsel calismalar da
1sitl.

* Ulkemize 6zgu etkinlik verileri??

* Risk gruplarinin asi geregi konusunda asi yonlendiricisi olan hekimler dahi yeterince
bilgili degil!

* Asitereddutlunde influenza asisi ulkemizde en ¢ok etkilenen asilardan, ozellikle de
COVID-19 pandemisi sonrasi bu olumsuz durum daha belirginlesti.

* Dezenformasyon ulkemizde ¢ok fazla!

* Her sene birtakim lojistik sorunlar var.( Temin, ulasim...) ideal asi zamani?

* Endikasyonu olup geri 6deme kapsaminda olanlarin dahi asi oranlari son derece

d.'u%f;lk... Ulasabilecek kisilere de hekim onerisi son derece dusuk... Ulkemizde her yil
binlerce asi temin edildigi halde uygulanmiyor...

* 2024-2025 sezonu guncel asi fiyati geri odeme almayanlar icin yuksek bir fiyat...
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Ulkemizde asafida belirtilen risk gruplarinda Kisilerin hastalklarn/gebelilerini beliten

oo oo . . saglik raporuna dayantarak hekim tarafindan her Ekim tle Mart donem! icenisinde regete
Eylu l 2 O 24 Tu r klye Ve G rl p A§ I S I edildiginde asilarn bedellert her donem bir defaya mabsus olmak fzere geni deme
Kapsamundadir,

+ 65 vag ve fizerindeki Kistlr, vasl bakimevlen ve huzurevlerinde kelan kisiler

e \/3g XigripTetra® saglik kurulu raporu aranmaksizin,
.. - o ¢ Gebeliginin tkinct veya tiefinel trimesterinde olanlar,

[ ] . & P it

Ecza De PO larina gIrs tarihi: 28 Agu stos 2024 + Astin dabul kronik pulmoner ve Kardiyovaskiler sistem hastalidi olen eriskin ve
* Saglik kuruluslarina dagitim? cocklr
e Gereken ICD Kodu: Z.25.1 Gribe ka rsi bag|§|klama ihtiyaC| ‘ D.m\betesl mellitos dahlll herhzalugl bir kroglk metabohli haslahgll. .renal

. N disfonksiyonu, hemoglobinopatisi olan veya immunosupresif olen eriskin ve

* Risk gruplarina recetelenebilir. ok,
e Busene yine 4’0 ile devam 6 ay-18 yas arastnda olan ve uzun sireli aspirin tedavis alan ocuk ve adolesanler.

Egg-based vaccines

* an A/Victoria/4897/2022 (H1N1)pdm09-like virus;
e an A/Thailand/8/2022 (H3N2)-like virus; and
* a B/Austria/1359417/2021 (B/Victoria lineage)-like virus.

@VaxigripTetra'

Suspension for mjection in pre-filled syringe
QUADRIVALENT INFLUENZA VACCINE
(SPLIT VIRION, INACTIVATED)

hed neede

———r g eB oD e

Elled evringe (0,5 ml} with atiat

1 pre-filled syringe (0.3 mb ot
OFIPASTELR J

Intramuscular (IM) or subcutaneous SC| use oA

e ——
'

. 558.99 TL — ]
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I Tesekkurler...

* Dr. Emel Azak
* Sevgive ozlemle...

KLIMIK DERNEGI C

ERISKIN BAGISIKLAMASI GALISMA GRUBU




