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Gres
» Grip, Insanlar arasinda dolasan influenza viruslerinin

neden oldugu akut viral bir solunum yolu hastalgidrr.

* Degisken siddetteki yillik grip salginlari, ihman iklimlerde

tipik olarak daha soguk donemlerde ortaya cikar.

» Tropikal ve subtropikal bolgelerde yil boyunca influenza

akfivitesi gozlemlenebillir.

Lancet 2022; 400: 693—706



Gres

» Influenzall cogu insan hafif semptomlarla hastalid

atlatir,

« KUCUk cocuklar, yasl yetiskinler, hamileler ve altta
yatan bazi rahatsizligr olanlarda kotu sonuclaro

neden olabillrr.

Lancet 2022; 400: 693—706



Genus (Species)

Alphainfluenzavirus (Influenza A virus)

Betainfluenzavirus (Influenza B virus)

tlen

Deltainfluenzavirus (Influenza D virus )

Gammainfluenzavirus (Influenza C virus)

Isavirus (Salmon isavirus)
(Johnston Atoll quaranjavirus)

Orthomyxoviridae

Quaranjavirus | (Quaranfil quaranjavirus)

(Thogoto thogotovirus)
Thogotovirus | o
(Dhori thogotovirus) EDhon Virus

Batken virus
Bourbon virus

» Orthomyxoviridae ailesindeki dort tip (A-D) influenza virdsunden A,
B ve C insanlar infekte eder ve hastallga neden olur.

« DUNya capinda salginlara neden olan A ve B tipi virsler, mevsimsel
grlp virusleri olarak adlandirilir. Lancet 2022; 400: 693-706



tlen

* Influenza A, bircok kus
ve bazi memeli torlerini
enfekte eder ve
Insanlarda nadir
gorulen pandemilere

neden olabilir:

Influenza
A virus

Influenza

Influenza
D virus

Lancet 2022; 400: 693—7065




tlen

 Influenza B
oncelikle insanlari

enfekte eder.

Influenza
A virus

Bats

Influenza

Influenza
D virus

Lancet 2022; 400: 693—7066




tlen

e Influenza C
iInsanlar,
domuzlan enfekte
eder.

Influenza
A virus

Bats

Influenza

Influenza
D virus

Lancet 2022; 400: 693—7067




tlen

*Influenza D
oncelikle sigirlar

enfekte eder.

Influenza
A virus

Bats

Influenza

Influenza
D virus

Lancet 2022; 400: 693—7068




tlen

- Influenza D virUslerinin insanlarda hastaliga neden
olup olmadigi belirsizdir, ancak sigirlarla temasi olan
iInsanlarda influenza D virusune karsi antikorlarnn

saptandigl bildirilmistir.

Liu R. Influenza D virus. Curr Opin Virol 2020; 44: 154-61.



PBI, PE2, PA
(RNA polymerase)

_~HA (hemagglutinin)

tlen

-~ M2 (ion channel)

M| (matrix protein})

Lipid bilayer

NP (nucleoccapsid protein)

Segmented (~) strand RNA gene

- Influenza virUsleri, segmentli, negatif polariteli, zarfli RNA
virUslerdir.

- Influenza A ve B virUslerinin sekiz viral RNA segmenti, 12
proteini kodlar. "



M1 (Matrix protein)

(®)

—->Segmentli negatif RNA genomu:

’ Lipid bilayer

%)

3 zarf proteinini (hemaglutinin,

M2 (Ion channel protein) noraminidaz ve iyon kanali M2
= proteini) ve
= Segmented RNA genome o S nikleoproteini (NP),
—
j |  Polimerazlan (PA, PB1 ve PB2),
=——
E— J - Matris proteini 1 (M1) ve

* Yapisal oimayan proteinleri (NS)

&

HA (Hemagglutinin)

. kodlar.

Il

€D

A B

 Ciff tabaka lipit zarf, konakgi

NA (Neuraminidase)
hUcre zarndan turetilir. .



Lipid

NA (Neuraminidase)

HA (Hemagglutinin)

M1 (Matrix protein)

bilayer

M2 (Ion channel protein)

Segmented RNA genome

e Influenza A virUsleri,
hemaglutinin ve
noraminidaz yuzey

glikoproteinlerine gore

alt fiplere ayrilir.

12



rolling

tlen

<«— Sialicacid

<«— Entry receptor

Sialic acid decorated surface ".‘ 1 5»»

* Hemaglutinin proteini, siyalik asit reseptort baglanma

bolgesini iceren ana antijendir,

* NOraminidaz, enfekte hucrelerden viral partikUllerin

salinmasina yardimci olur.

Lancet 2022; 400: 693—70%3



tlen

* BugUne kadar 1

noraminidaz als

‘animlanan 18 hemaglutinin ve 11

tipinden 16 hemaglutinin (H1-16) ve 9

noraminidaz (N

Uzere kus tUrleri

1-9) alt tipi, basta yabani su kuslarn olmak

nde enzooftiktir.

» Bu virUsler, kimes hayvanlarn ve domuzlar gibi hayvanlari

periyodik olarak enfekte eder ve enzootik ve endemik

soylar olustururlar.

Lancet 2022; 400: 693—706



A) Genetic shift * RNA'Ya bagimli RNA

polimerazin (RDRP) yUksek

/.,....H,&@;.\ _}? @j\: hata orani ve ko
= a*}"ﬁ&‘l SFERES infeksiyonlar sirasinda RNA
segmentlerinin
oS, Reassgrtment
Ry - - within a i
cormmon host reaassorrmani, influenza A
l viruslerine evrimsel guc

saglar ve yeni bir konakci
arasinda dolasimi

kolaylastirabllir.




e Mevsimsel influenza A ve B virUslert,

* H ve N epitoplarnni kodlayan
bolgelerdeki Aminoasit
degisiklikleri, insersiyon ve
delesyonlar ile daha onceki asilar
ve anftikorlarla gelismis humoral

Immuniteden kacmayi basarirlar.

B) Genetic drift
§ T 8

Small
mutations
within a virus

e M
2t

A

$%e°°° %%
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LEpidemayoloye

* Influenza virusunun temel cogalma katsayisi(R) yaklasik 1,3

* Bir sistematik derlemede ortalama inkubasyon periyodu:

* Influenza Aicin 21,4 gun

* Influenza B icin 20,6 gUn

« Insan virus bulasma deneylerinde influenza A inokUlasyonu

sonrasi semptomlar 2-3. gunde pik yapmaktadrr.

Lessler J. Lancet Infect Dis 2009; 9:,291-300.
Carrat F, Am J Epidemiol 2008; 167: 775-85.



LEpidemayoloye

* Influenza virus konsantrasyonlar Ust solunum yolllarindo

nastaligin ilk 1-2 gunu yuksektir, 3. gunden sonra azalrr.

« KUcUk cocuklarda ise 1 haftfadan fazla virus saciimi

olabillir,

« ImmUnyetmezligi olan bireylerde ise haftalar-aylar

surebillir.



Rask Falktorler:

* 5 yasindan kucuk cocuklar,
« 65 yas ve Ustu kisiler,

« Homileler (postpartum 2 haftaya kadar),

« Bagisikligr baskilanmis kisiler,

» Kronik komorbiditesi olan kisiler (pulmoner, kardiyak, norolojik,
metabolik, hematolojik ve asin obezite)

« Bakim evlerinde kalanlar

Centers for Disease Control and Prevention. Who is at higher risk of flu complications. 2021.
https://www.cdc.gov/flu/highrisk/index. htm
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Spanish Flu Pandemic Hong Kong Pandemic H1N1 Pandemic COVID-19 Pandemic

~50 Million deaths ~1 Million Deaths ~284000 Deaths ~67594 Deaths on 6th
April 20
1918 1957 1968 2002 2009 2012 2019
Asian Flu Pandemic SARS Epidemic MERS Epidemic

~1 Million death ~774 Deaths ~858 Deaths
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COVID-19 Oncesi Durum

—->ABD’de 2010-2020 arasi tahmini yillik

* Influenza-iliskili semptomatik hastalik 2> 2,3 -41,0 milyon
 TiIbbi basvuru—> 4,3 - 21,0 milyon

* Hastane yatisi=> 140 000 - 710 000

» OlUm 12 000 - 52 000

Centers for Disease Control and Prevention. Disease burden of flu. 2021.
https://www.cdc.gov/flu/about/burden/index.html



COVID-19 Oncesi Durum

* Her yil dunya capinda yaklasik 300.000 influenza ile

iliskili solunum yolu hastaligina baglh olum

* En yuksek bolgesel influenza ile iliskili 0lum oranlari

Sahra Alfl Afrika ve Guneydogu Asya'dadrr.

Iuliano AD. Estimates of global seasonal influenza-associated respiratory mortality: a modelling
study. Lancet 2018; 391: 1285-300.



COVID-19 Oncesi Durum

» Solunum yollar ile iliskili etkileri disindaki diger etkileri de
onemli
 Etkiledigi kisi sayisi, Ozellikle yasl bireylerde, tahmin

edilenden cok daha fazla.

» Alfta yatan kronik hastaliklarin kdtulesmesi,

« MQjor kardiyovaskuler olaylar gibi,



DISPATCHES

Detection of Respiratory Viruses in

COVID-19 Oncesi Durum =~ """ """

Ana Navascués, ltziar Casado, formed consent from their closest relatives. We obtained
Alejandra Pérez-Garcia, Aitziber Aguinaga, nasopharyngeal swab specimens before the bodies were
Ivan Martinez-Baz, Yugo Floristan, prepared for burial; we tested the swabs for influenza and
Carmen Ezpeleta, Jesis Castilla RSV by reverse transcription PCR (RT-PCR). We tested

negative samples for other respiratory viruses using mul-
tiple PCR (Allplex Respiratory Panel; Seegene, Seoul,
South Korea).

During the 2016-17 influenza season in Spain, we tested
specimens from 57 elderly deceased persons for respira-
tory viruses. Influenza viruses were detected in 18% of the We obtained demographic information and previous
specimens and any respiratory virus in 47%. Only 7% of C oblaincd demograpnic miormation and previous

participants had received a diagnosis of infection with the di‘mmb“b from the epidemiologic surveillance system.
detected virus: beforé death We retrieved hospitalization and Iaboratm’\ conhrma-

» Herhangi bir nedenle 8ImuUs yasl ye’r|§l<|nlerdf§'ﬁm”””““'“"””“

morgda alinan solunum orneklerinde 5/ kisiden

10'unda influenza A(H3N2) virusu pozitif

« Sadece bir kisiye dlmeden once influenza teshisi

konulmus.

Navascués A. Detection of respiratory viruses in deceased persons, Spgin, 2017.
Emerg Infect Dis 2018; 24: 1331-34.
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COVID-19'un Influenza
Epidenmayolojisine Etkise




#maske

YENI NORMAL HAYAT

#mesafe

#temizlik
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Siirveyans

« Ulkemizde 2004 yiindan bu yana influenza sUrveyansi

baslatimistir.
» Sentinel: Sinirl sayida belirlenmis noktalardan rutin
olarak sistematik veri toplanmasini icerir.
« Sentinel ILI sUrveyansi: 21 il, 220 Aile Hekimi,

» Sentinel SARI surveyansi: 6 1|, Yatakl tedavi kurumlari,



Siirveyans

- Nonsentinel: Belirlenen merkezler disinda kalan saglik

kuruluslarndan vaka fanimina uyan kisilerden
gonderilen numuneler ve vaka bilgi formlari

degerlendirmeye alinmaktadir.



Sekil 50. Sentinel influenza Benzeri Hastalik Siirveyansmin Yiiriitiildiigii ller.

* Adana,

* Ankara,
* Antalya,
* Bursa,

* Diyarbakar,
* Edirne,

*  Erzurum,

[stanbul,
[zmir,
Kars,
Kocaeli,
Konya,
Malatya,
Mugla,

Samsun,
Sivas,
Sanlurfa,
Tekirdag,
Trabzon,
Usak,
Van,
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Sekil 53. Sentinel Agir Akut Solunum Yolu Enfeksiyonlar Siirveyansinin Yiiriitiildiigi Iller.

34



< C & grip.saglik.gov.tr/tr/2022-2023-haftalik-influenza-raporlar G & O %« #» 0O

f Facebook W Twitter G+ Google+ @ Instagram @ YouTube

l,a;.f*“""’ﬁ";?}}g: . . ANASAYFA  GRIPNEDIR  TEDAVi  GRIiPASISI  SIKGA SORULAN SORULAR
NN, MEVSIMSEL GRIP
¥ g¢ _,r;

N XS

20222023 Hafaliknfluenza 2022 - 2023 Haftalik Influenza Raporlari

Raporlari

Suzgec alanm ’Baglarm Arama Sizgeci Goruntuleme Sayisi| 5 v]

2021 - 2022 Haftalik influenza
Raporlari

© Haftalik influenza(Grip) Siirveyans Raporu 2023/8.Hafta

2020 - 2021 Haftalik influenza _
Raporlari -+ Haftalik Influenza(Grip) Surveyans Raporu 2023/7.Hafta
2019 - 2020 Haftalk influenza ».- Haftalik influenza(Grip) Siirveyans Raporu 2023/6.Hafta

Raporlari
-+ Haftalik influenza(Grip) Siirveyans Raporu 2023/5.Hafta
2018 - 2019 Haftalik influenza

Raporlari - Haftalik influenza(Grip) Siirveyans Raporu 2023/4.Hafta
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80,000

Influenza subtype

60,000 Select all
. Influenza B (lineage not determined)

g . Influenza B (Victoria)
g Influenza B (Yamagata)
é . Influenza A not subtyped
.: 40,000 . Influenza A(H3)
e Influenza A(H1N1)pdm09
2 L Influenza A(H1)
g B [ Influenza A(HS)
z

20,000

0

2021

*Surveillance site type:
- Non-sentinel: Data obtained from non-sentinel systems as indicated by the reporting country. Data reported in this category may include outbreak investigation, universal testing, testing at point of care or other systems apart from sentinel surveillance.
- Sentinel: Data obtained from sentinel surveillance as indicated by the reporting country. Sentinel surveillance systems collect high-quality data in a timely manner systematically and routinely from sentinel surveillance sites representatives of the population under surveillance.
- Type not defined: Source of data not indicated by the reporting country neither as sentinel nor as non-sentinel surveillance. These data may include sentinel or non-sentinel surveillance sources or both.

© Copyright World Health Organization (WHO)_[2022]. All Rights Reserved Calendar type: ISO 8601 Data source: FluNet (https://www.who.int/tools/flunet)
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Tiirkawye

= Tiirkiye = Avrupa
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*:Ulkemizde 2019/2020 sezonu 2020/11. hafta COVID-19 pandemisi nedeni ile Siirveyans durdurulmustur.

Sekil 2. Sentinel I1LI siirveyans1 kapsaminda alinan numunelerdeki influenza pozitiflik yuzdesi,
Tiirkiye ve Avrupa, 2017-2023. &



Tiirkwye

400

Influenza subtype

Select all
Influenza B (lineage not determined)
Influenza B (Victoria)
Influenza B (Yamagata)
Influenza A not subtyped
Influenza A(H3)
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Influenza A(H1)
H5)
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Influenza A

Number of specimens

*Surveillance site type:
« Non-sentinel: Data obtained from non-sentinel systems as indicated by the reporting country. Data reported in this category may include outbreak investigation, universal testing, testing at point of care or other systems apart from sentinel surveillance.
- Sentinel: Data obtained from sentinel surveillance as indicated by the reporting country. Sentinel surveillance systems collect high-quality data in a timely manner systematically and routinely from sentinel surveillance sites representatives of the population under surveillance.
- Type not defined: Source of data not indicated by the reporting country neither as sentinel nor as non-sentinel surveillance. These data may include sentinel or non-sentinel surveillance sources or both.

© Copyright World Health Organization (WHQ)_[2022]. All Rights Reserved Calendar type: I1SO 8601 Data source: FluNet (https://www.who.int/tools/flunet)
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INF A (Tiplendirilmeyen) wsmiNF A/HIN]  =swINF AH3IN? »=INFB  ==Birden fazla influenza  =#=Influenza pozitiflik yizdesi
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Sekil 29. ILI nedeni ile hastaneye basvuran ayaktan hastalardan alinan numunelerdeki influenza

alt tipleri, sayis1 ve influenza pozitiflik yuzdesi, 2022-2023.
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Sekil 14. SARI nedeni ile yatan hastalardan alinan numunelerdeki influenza alt tipleri, sayisi ve

influenza pozitiflik yiizdesi, Sentinel SARI Siirveyansi, 2022-2023.



© SARS-COV-2 AND COVID-19

'.) Check for updates

The effects of the COVID-19 pandemic
on community respiratory virus activity

Eric J. Chow@', Timothy M. Uyeki? and Helen Y. Chu@® '™

Abstract | The emergence of severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) caused
substantial global morbidity and deaths, leading governments to turn to non-pharmaceutical
interventions to slow down the spread of infection and lessen the burden on health care systems.
These policies have evolved over the course of the COVID-19 pandemic, including after the
availability of COVID-19 vaccines, with regional and country-level differences in their ongoing
use. The COVID-19 pandemic has been associated with changes in respiratory virus infections
worldwide, which have differed between virus types. Reductions in respiratory virus infections,

NATURE REVIEWS | MICROBIOLOGY VOLUME 21 | MARCH 2023 | 195
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a Influenza A virus and influenza B virus (2019-2022)
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b SARS-CoV-2 and other respiratory viruses (2019-2022)
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- Adenovirus - Enterovirus - Human metapneumovirus 7 Human parainfluenza virus
- Influenza A(HIN1)pdm09 virus - Influenza A(H3N2) virus - Influenza B virus - Respiratory syncytial virus A
- Respiratory syncytial virus B Rhinovirus - Seasonal human coronavirus - SARS-CoV-2 44




Influenza Vaka Saylar: JVeden Diistii?

* Kismen saglik hizmeti icin basvurularin ve

influenza testi uygulamalarnnin dosmesi,

 Numune pozititlik oranlarn da bu donem

boyunca dusus gostermistir.

Chow, E.J. Nat Rev Microbiol 21, 195-210Q,£2023).



Influenza Vaka Saylar: JVeden Diistii?

« COVID-19 pandemisinin baslangicinda yetiskinlerde

ve ergenlerde grip asillama oranlar artmistir.,

« COVID-19'a karsi alinan toplumsal onlemler benzer
bulas yoluna sahip Influenza sayillarinda azalmaya

neden olmustur.

Chow, E.J. Nat Rev Microbiol 21, 195-210Q;(2023).



Influenza Vaka Saylar: JVeden Diistii?

Viral Interferans
» HOcreyi enfekte eden virusun, hucreyi baska bir virusle

enfekte etmesini engellemesi

« Bu 10r inhibitdr etkilesimlere dair kanitlar, Avrupa'da 2009

HINT influenza pandemisi sirasinda rapor edilmistir;

« BOlgesel rinovirus epidemileri, influenza vakalarinda

aciklanamayan ve ani dususlerle iliskilendirilmistir.

Chow, E.J. Nat Rev Microbiol 21, 195-210Q,{2023).



Viral Interferans

« Laboratuvar temelli calismalarda da viral interferansi

aclklayabilecek mekanizmalar tespit edilmistir.

* Herhangi bir virus ile infeksiyon, dogal bagisiklik
sisfemini uyararak ve interferon salinimini artirarak
baska bir solunum virusunun bulasini inhitbe

edebilmektedir.

Chow, E.J. Nat Rev Microbiol 21, 195-210,£2023).



Viral Interferans

- Es zamanli solunum yolu viral enfeksiyonlar, antagonistik

etkilere yol acabillir;

 VirUsler, ihtiyac duyduklan kaynaklar icin rekabet edebilir
veya

* Bir virusUn varligi, konakciya viral giris icin gerekli olan

hUcresel reseptorlerin down-regulasyonunu saglayabilir.

Chow, E.J. Nat Rev Microbiol 21, 195-210,{2023).



COVID-19 un Etliler:

» Saglik hizmeti kullanimi acisindan
bakildiginda, SARS-CoV-2 disi solunum virusu
enfeksiyonlanyla iliskili acil servis ziyaretlerinin

ve hastaneye yatislarnn hacmi belirgin azald.

Chow, E.J. Nat Rev Microbiol 21, 195-210;{2023).



SARS-Co V-2 harice viruslerle iliskils
respiratuar hastabiklar

* Toplum kokenli pnc’jmoni,l
* Bronsiolit insidonml
« Kronik akciger hastalgi insidansi,

KOAH,astim Glevlenmelerindel

+ Ciddi hastalik ve 8lim §
« 2020-2021-> ABD’'de Sadece 1 influenza iliskili pediatrik 8lum

« 2018-2019-> 144 influenza iliskili pediatrik 6lUm Chow, E.J. Nat Rev Microbiol 21, 1951210 (2023).



Influenza Virus Evrimi Uzerine Etkisi

* Evrim, solunum virUsleri tarafindan bagisikliktan

kacinmanin merkezinde yer alir ve

« Cok cesitli viral gen havuzundan gelen genetik

mutasyonlar tarafindan kolaylastirilir.

Chow, E.J. Nat Rev Microbiol 21, 195-21G;{2023).



Influenza Virus Evrimi Uzerine Etkisi

« Solunum yolu virusu bulasmasindaki ani dusus,
evrimsel bir darbogaz yaratarak influenza
dahil bircok virisun genetik cesitliligini

etkilemistir.

Chow, E.J. Nat Rev Microbiol 21, 195-210;{2023).



J1 00 sequences

» Influenza B/Yamagata
soyu Mart 2020'den beri

tespit edilmiyor,

A1b/94N

« A(H3N2), A(HINT1) ve

T B/Victoria virusleri o
+— © V1A.3/150K - o oo .
zamandan beri onemli
B/Yamagata
dlcUde daha az genetik
20I1 9 2OI20 2OI21

cesitlilikle dolasimdadir.

Fig. 1 Streamgraph showing temporal changes in influenza lineage
circulation. Lineage prevalence was estimated using sample collection



Influenza Vrus Forime Uzerine Etkise

- Dolasimdaki influenza virUslerinin seviyelerindeki dusus ile,
« Asilama oranlari l
» Homoral bagisikik §

» Enfeksiyonu daha olasi hale getirerek, artan viral
replikasyona ve yeni varyantlarin ortfaya cikmasina yol

acan mutasyonlar icin ek firsatlara yol acabillir.

Chow, E.J. Nat Rev Microbiol 21, 195-210;£2023).



Seyahatin etkis:

« Solunum viruslerinin yayillmasini kolaylastiran
uluslararasi seyahat, bazi viruslerin evrimini de

etkilemekte.

* Influenza virGsUnUn kUresel dolasimi ve
mevsimsel salgin kaliplari, ture gore

degismektedirr.

Chow, E.J. Nat Rev Microbiol 21, 195-210;(2023).



Seyahatin etkis:

—->Kuresel seyahatin yeniden baslamasi,
* Viral genetik havuzun cesitliligini artirarak

« Influenza virUslerinin ve diger solunum yolu

viruslerinin yayillmasini ve evrimini kolaylastiracaktir.

Chow, E.J. Nat Rev Microbiol 21, 195-210;{2023).



COVID-19 un Etliler:

« Influenza asisinin yaygin olarak uygulanmadidi yerlerde
azalan bagisikligin, sinirl influenza virusu cesitliligine
ragmen yuksek enfeksiyon atak oranlarina yol agmasi

mumkun.

* Dolasimdaki dusuk influenza virUsu seviyeler, villik as

susu secimiicin zorluklar yaratabillir.
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COVID-19 ve Influenza B/Yamagala

« Onemli bir evrimsel degisiklik, influenza B/Yamagata virJs
soyunun Mart 2020'den itibaren tespit edilmemesi.

« SUrveyans, Influenza B/Yamagata virus soyunun artik
dolasimda olup olmadigr ve grip asilarinin bilesimine dahil
edilmesinin gerekip gerekmedigini belirleyecektir.



COVID-19 un Etliler:

« Gecmis influenza salginlar, COVID-19'un mevsimsel influenzo
virUslerinin dolasimini nasil etkileyecegine dair birkacg ipucu

SUNUYOT.

« 2009 yiinda, pandemik influenza A(HINT)pdmO0? virdsunUn
ortaya cikisi, mevsimsel influenza A ve influenza B virUslerinde
belirgin bir dUsus ve sonraki sezonlarda mevsimsel influenza

A(HINT) virGsunun yerini almasiyla iliskilendirilmistir.



COVID-19 un Etliler:

« COVID-19 icin toplumsal pandemi uygulamalar
yOrurlUkteyken dolasimdaki mevsimsel influenza virUsleri
dUsUk sayillarda bildiriimis olsa da, COVID-19 pandemisinin

daha uzun vadeli etkileri gelecek influenza mevsimlerine

kadar belirgin olmayabilir.



Klinik

« Afes (38 °C uzer )
 OksUruk,

* Bogaz agrisi,

* Yaygin vucut agrisi (kas agrisi),
* Bas agrisi,

« UsUme - titreme

» Yorgunluk, halsizlik hissi

e Kusma ve ishal
gorulebilmektedir.

64



Komplikasyonlar

>Major komplikasyon PNOMONI
1- Primer influenza pndmonisi
2- Sekonder bakteriyel pndmoni.

> Myozit, rabdomiyoliz

- SSS tutulumu (ensefalomyelit, ensefalit, fransvers myelit
vb.)



- Komplikasyonlar

Ust solunum yolu
Alt solunum yolu

Kardiyak
Gastrointestinal
Kas-iskelet Sistemi
Renal

Norolojik

Koinfeksiyonlar

Diger

Orta kulak iltihabl, parofit, sinuzit, laringofrakeobronsit

Bronsiolit, bronsit, reaktif hava yolu hastaligl, pndmoni, solunum yetmezligi, ARDS
Miyokard enfarktUsu, miyokardit, perikardit ve kalp yetmezligi

Hepatit, pankreatit ve siddetli akut karnn benzeri agr

Miyozit, rabdomiyoliz ve kompartman sendromu

Akut bobrek yetmezligi

Ensefalopati, ensefalit, meningoensefalit, febril konvUlsiyon,
serebrovaskuler olay, tfransvers miyelit, akut demiyelinizan
ensefalomiyelit, Guillain-Barré sendromu

Pndmoni, ventilatorle iliskili pndmoni, fracheitis ve menenjit

Kronik hastaligin siddetlenmesi, dehidratasyon, sepsis, toksik sok sendromu, sepsis

benzeri sendrom veya kUucUk bebeklerde ani 6lum, erken dogum ve hamilelerde

fetal kayip
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Haizle antyen tlestler:

* 10-15 dakikada sonuc veren testler

* Viral antijen tespiti
« Orta duzey sensitivite (%40-80)
* YUksek dUzey spesifite

« Uygulama kolayligl
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Hazle molekiiler R
lestier

* 15-40 dakikada sonuc veren testler

» NUkleik asit amplifikasyonu ile

iINnfluenza RNA tespifi

» YUksek dUzey sensitivite (>%95) \
* YUksek dUzey spesifite (>%99) N—

* Analizer gerekliligi



JMolekiiler Testler

» Klinik laboratuvarlarda yapilan molekUler testler

» NUkleik asit amplifikasyonu ile influenza RNA tespifi
« 45-80 dakika; bazi testler icin 4-6 saatte sonuc

« YUksek dUzey sensitivite (>%995)
« YUksek duzey spesifite (>%99)




a Inoculation b Egg overview
puncture
Ir'd

Hiicre Keiltiirda pa—

O Allantoic sac

@ Amniotic sac Candling
O Yolk sac marky i
» SUrveyans igin bir aractir klinik hasta .

------ Shell membrane

yonetimi icin zamaninda sonucg

C Egg piercing tool Egg puncture Egg inoculation

Rubber

Verm ez. stopper

20 gauge, 1.5-incl
catheter

* 1-10 gUn arasi sonug

d Allantoic fluid harvest

Remove shell Pull back allantoic membrane Harvest allantoic fluid

» YUksek sensitivite ve spesifite

 Kalifiye personel gerekliligi

« Halk sagligi laboratuvarlarinda

a



Tedave

» OzgUn antiviraller
e Parasetamol

* NSAID



Tedawve

1- Noraminidaz inhibitorleri:
-Oseltamivir
-anamivir
-Peramivir
2- Asidik Polimeraz endonukleaz inhibitoru
- Baloxavir marboxil

/3



Adsorption ™

Invasion.

Cap-dependent
endonuclease (PA)
inhibitor (Baloxavir)

NA inhibitors

(Oseltamivir, Peramivir, etc)

Release

P

Initiation of
MRNA synthesis

Uncoating Genomic RNA replication ‘
\ Dhacnharvihaculatinn

« Baloksavir, viral RNA polimeraz kompleksinin asidik polimeraz (PA) alt

mRNA
elongation

Protein synthesis

Favipiravir-RTP

Assembly
—> 08 &
L ) X

Virus genomic RNA

;

birmindeki cap-bagimli endonukleaza (CEN) etki eder ve boylece

transkripsiyonu inhibe ederek virus replikasyonunun inhibisyonunu
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Cap-dependent
endonuclease (PA) Release
inhibitor (Baloxavir) \

NA inhibitors =
(Oseltamivir, Peramivir, etc) _I @

/ mRNA Assembly
Invasion elongation ol
—_— .. ®
/’ ¢e69

Adsorption ™

Protein synthesis
Initiation of Favipiravir-RTP
MRNA synthesis

Virus genomic RNA

Uncoating Genomic RNA replication
\ —_

« Noraminidaz inhibitorleri, enfekte olmus solunum epitel

Phosphoribosylation /

hUcrelerinden viryonlarin salinmasini inhibe eder,



— L

Oseltamivir

Zanamivir

Peramivir

Baloksavir

2x75 mg (5 gun)

2x10 mg (iki 5 mg
inhalasyon), (5 gun)

600 mg iv tek doz

40 kg ila <80 kg: 40 mg
oral tek doz

>80 kg: 80 mg oral tek
doz

1x75 mq, (7
qun)

1x10 mg, (7
gun)

Tedavi ile
ayni doz

KOAH,astim
Ciddi hastalikta
kullanilmamali (kisitli veri)

Oral, inhale tedaviyi
tolere edemeyenlere
saklanmali

-Ciddi hastalik, gebelikte
kullanilmamali (kisitli veri)
-ImmUnyetmezlikli
bireylerde direnc gelisme
riski nedeniyle

kullanilmamali »



Oselltamaver

 Influenzaya bagl hastaneye yatisi ve yatis suresini kisaltir.

« Hastaligin siddetini ve komplikasyon gortlme sikhigini

azaltir.
 Otitis media ve alt solunum yolu komplikasyonu gelisimini

* Mortaliteyi azaltrr.

Arch Intfern Med 2003;163:1667
Antivir Ther 2007;12:501

Clin Infect Dis,2007;45:1568

J Am Geriatr Soc’2002;50:608



Oselltamaver

- Ozellikle ilk 48 saat icinde verilmeli.

« YUksek riskll hastalarda 48 saatten sonra dao

onerilebillir.

« Gebelikte kullanilabillir.

Arch Infern Med 2003;163:1667
Antivir Ther 2007;12:501

Clin Infect Dis,2007;45:1568

J Am Geriatr So'c2002;50:608



Dalolksaver

« 2 gun icinde baslanirsa 5 gunluk Oseltamivir ile

benzer klinik etkinlik.
- Influenza B'ye karsi oseltamivirden daha iyi etkinlik.

« Gebelikte onerilmiyor.

N Engl ] Med. 2018;379(10):913.



Antiveral direnc

» Tedavi ile oseltamivir direncinin ortaya ¢cikmasi, genellikle

Immun yetmezligi oimayan hastalarda nadirdir.

* Influenza A(HINT)pdmO? virGsu enfeksiyonlarinda, A(H3N2)
virosu enfeksiyonlarndan biraz daha sik oseltamivir direnci

ortaya ciktigr gorulmektedir.

» Baloksavir direnci oseltamivirden daha kolay gelisebilir.

N Engl ] Med. 2018;379(10):913.



Antiviral Medication

s Neuraminidase

”ag Inhibitors
drence

2 Ekim 2022'den
beri ABD'de
toplanan
viruslerin antiviral
duyarlilik
acisindan fest
sonuclar:

PA Cap-Dependent
Endonuclease Inhibitor

Oseltamivir

Peramivir

Zanamivir

Baloxavir

Viruses
Tested

Reduced
Inhibition

Highly
Reduced
Inhibition

Viruses
Tested

Reduced
Inhibition

Highly
Reduced
Inhibition

Viruses
Tested

Reduced
Inhibition

Highly
Reduced

Viruses
Tested

Reduced
Susceptibility

Total
Viruses
[ |

2,380

1
(<0.1%)
E—

0 (0%)

2,380

0 (0%)

0 (0%)

2,380

0 (0%)

0 (0%)

2,303

0 (0%)

A/H1

854

1

(0.1%)

0 (0%)

854

0 (0%)

0 (0%)

854

0 (0%)

0 (0%)

811

0 (0%)

A/H3

1,458

0 (0%)

0 (0%)

1,458

0 (0%)

0 (0%)

1,458

0 (0%)

0 (0%)

1,424

0 (0%)

B/Victoria

68

0 (0%)

0 (0%)

68

0 (0%)

0 (0%)

68

0 (0%)

0 (0%)

68

0 (0%)

B/Yamagata

0 (0%)

0 (0%)

0 (0%)

0 (0%)

0 (0%)

0 (0%)

0 (0%)
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Korvunma-Kontrol

* ASI
 Maske
 El ykama

« Solunum hijyeni

« Hasta olanlarnn topluluktan,
(isten, okuldan...) uzak tutulmasi
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Aslama
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Haemagglutinin
concentration per virus
antigen

Administration

Manufacturing process

Approved age group recommendations*

Inactivated, split or subunit, at standard
dose

Inactivated, split or subunit, at standard
dose

Inactivated, split or subunit, at standard
dose

Live attenuated, at standard dose

Recombinant

Inactivated, split or subunit, at standard
dose, and adjuvanted

Inactivated, split or subunit, at high
dose

7'5 pg or 15 pg (varies by
manufacturer and country)

15 Hg

1519

15 Mg

45 g

15 g

60 pg

Intramuscular

Intramuscular

Intramuscular

Intranasal

Intramuscular

Intramuscular

Intramuscular

Egg-grown viruses; inactivated

Egg-grown viruses; inactivated (aluminum
phosphate adjuvant might be used in some
countries)

Tissue cell-culture grown; inactivated

Egg-grown viruses that replicate in nasal
passages, but do not replicate at internal body
temperature (cold adapted), and express virus
antigens

Recombinant haemagglutinin DNA expressed
in insect-cell culture and purified

Egg-grown viruses; inactivated; administered
with MF59 adjuvant

Egg-grown viruses; inactivated

6 months to 35 months (two doses recommended
for previously unvaccinated children)

>6 months (two doses recommended for
previously unvaccinated children aged 6 months
to 8 years)

=2 years; =9 years in some countries (two doses
recommended for previously unvaccinated
children aged 6 months to 8 years)

2 years to 49 years (for non-pregnant, non-high-
risk conditions; 2 doses recommended for
previously unvaccinated children aged 6 months
to 8 years)

=18 years

=65 years

=65 years

Adapted from Grohskopf and colleagues.® Vaccines might be available in trivalent or more commonly quadrivalent formulations depending on country and manufacturer. Trivalent vaccines contain antigens for
three virus strains; one influenza A(HIN1)pdmO9 strain, one influenza A(H3N2) strain, and either one influenza B or Yamagata lineage or one B/Victoria lineage. Quadrivalent vaccines contain antigens for one
representative of both type B lineages in addition to the A(H1IN1)pdm09 and A(H3N2) virus strains. *Check national guidance for differences in recommended age groups.

Table 4: Characteristics of generally available seasonal influenza vaccines
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Ast onerilen gruplar

5 yasindan kUcuk (&zellikle 2 yas altl) cocuklar (6. aydan itibaren)

65 yasindan buyuk eriskinler
Gebeler
Bakim evinde yasayanlar

Kronik saglik sorunu olanlar:

- Kronik pulmoner hastalik (astim, kronik obstruktif akciger hastalig, kistik fibrozis),
- KardiyovaskuUler (tek basina hipertansiyon hari¢) hastalik

- BObrek hastaligi

- Karaciger hastaligi

- Kan hastaliklarn (orak hUcreli anemi dahil)

- Endokrin hastalik (diabetes mellitus gibi)

- Metabolik hastalik (genetik metabolik hastaliklar gibi)
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Ast onerilen gruplar

* Norolojik veya noro-gelisimsel bozuklugu olanlar (beyin, spinal kord,
periferik sinir ve kas hastaliklari, serebral palsi, epilepsi, inme, mental retardasyon, biiyiime-
gelisme geriligi, muskiiler distrofi, spinal kord hasar1 dahil)

* Hastalik veya i1laca bagh olarak bagisiklik sistemi baskilanmis kisiler
(kanser, uzun stirel steroid kullanimi, HIV gibi)

19 yasindan kiiciik olup uzun stiredir aspirin tedavisi alanlar
Morbid obezler (Viicut kitle indeksi >40)
Saglik calisanlari

Grip agisindan riskli grupta tanimlanan kisilere bakim verenler ve
ayn1 evde yasayanlar (¢ocuklar dahil)
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WHO 2023-24 oneresi

—->Egg-based vaccines

« an A/Victoria/4897/2022 (H1N1)pdmO09-like virus;

« an A/Darwin/9/2021 (H3N2)-like virus; and

» a B/Austria/1359417/2021 (B/Victoria lineage)-like virus; and
» a B/Phuket/3073/2013 (B/Yamagata lineage)-like virus.
—>Cell culture- or recombinant-based vaccines

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

« an A/Darwin/6/2021 (H3N2)-like virus;

» a B/Austria/1359417/2021 (B/Victoria lineage)-like virus; and
» a B/Phuket/3073/2013 (B/Yamagata lineage)-like virus.
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