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“The doctor of the
future will give no
medicine, but will
instruct his patients in
care of the human

frame, in diet and in
the cause and

prevention of
disease.”

- Thomas Edison
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Get Vaccinated

134.5 million flu
vaccines were
delivered in 2013.

:: Flu
Wash your Hands PR EVENTI 0 N

Center for disease THINGS YOU CAN DO TO AVOID Catch your Coughs
aolpligeiBias splinasterl CATCHING AND SPREADING THE FLU in a tissue or

for at least 20 secs. Source CDC.GOV sleeve.
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Sanitize
all commonly used

objects and surfaces.
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FLU PREVENTION TIPS
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INFLUENZA'DAN KORUNMAK ICIN NELER YAPILMALI?
P o

Influenza'dan Korunmak

igin Neler Yapilmal:?

‘EN ETKILI KORUNMA YONTEMi ASI'

Influenza'dan korunmak icin ainmasi gereken ilk dnlemin eylil ayinda yapilan grip asisi oldugunu belirten Azap,
diger korunma yontemlerine iliskin ise sunlan soyledi, “Gripten korunmak icin en etkili korunma ydntemi as
olmaktir. Asinin koruyuculugu da yizde yiz degildir. Asi oldum hastalanmayacadim diye kimse disiinmesin
fakat hastalanmayi engellemese bile asi olan kisilerde hastalik hafif seyreder. Asi disinda genel saglik
onlemlerinin de alinmasi gerekiyor. Viicut direncini iyi tutacak sekilde iyi beslenmek, fiziksel egzersiz yapmak,
iyi uyumak ve stresten uzak durabilmek hastaliktan korunmak icin dnemlidir. Uctincii yontem de gribin
cogaldidi bu haftalarda el temizlidine cok dikkat etmektir. Bu bir solunum viriisii ve kisilere yakin temasla,
damlacik yoluyla bulasiyor. Fakat hasta kisilerin damlaciklanyla kirlenmis cansiz yizeyler dedidimiz kapi kolu,
bilgisayar klavyesi, toplu tasima araclanndaki tutamaglarda da viriis saatlerce canli kalabiliyor.”

10 Ocak 2019



Prof. Dr. Alpay ¢
Zatiirre Asist F
Krizini Eng

Korkutucu uyari: Asi karsithgi her yil
iki kat1 artiyor

“Her yil cocuklarnna asi yaptirmayan aile sayisi iki kat artiyor. Bunun

sonuglarindan endiseliyiz. Ozellikle cocukluk cadi asilarinin zorunlu hale

getirilmesi gerekiyor” seklinde konusan KLIMIK Baskani Prof. Dr. Alpay

Enfeksiyon Hastaliklar1 Uzmani Prof. Onder
Ergoniil: “Tiirkiye’de grip asis1 yaptiranlarin
orani cok diistik”

& Egemen Gik 08 Ekim 2019

Saghk Bakani Fahrettin Koca, bu vl icin iretilen grip asilarmim eczanelere ve tiim
saglik kuruluslarma dagitimina birkac giin icinde baslanacagim belirtti ve grip
agisinimn risk grubundakilere hekim recetesi ile ficretsiz yapilacagim agikladi.

Bilim Akademisi Uvesi ve Enfeksiyon Hastaliklari Uzmani Prof. Dr. Onder Exgoniil
ile grip asisimin Saglk Bakanhg1 tarafindan dagitilmasini ve asmin neden dnemli
oldugunu konustuk.

Azap, asilanin 2000'den 2016'ya kadar 20,4 milyon hayati kurtardiginin
altini ¢cizerek dnemli uyanlarda bulundu.

Tehlikenin yeni adi Influenza viriisu

Halk arasinda grip olarak bilinen 'influenza’ virtist kaynakli hastaliga yakalananlarin sayisi son gunlerde daha da artt..
Ozellikle 'influenza' adli grip virusu tanisi konulan kisi sayisindaki artisi Prof. Dr. Alpay Azap degerlendirdi, onemli

uyarilarda bulundu.




Do¢. Dr. Nihal Piskin Giin Ortasi'nda gribal enfeksiyon hakkinda ..

_ B Doc Dr. Nshal Piskin Saat 14.00'dan itibaren domuz gribi hakkinda
e Dilgilendirecek...
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KARATAY YINE
[EZBER BOZDU

b “Endistrinin

<M

GRIP ASISI TUZAGINA DUSMEYIN

Prof. Kiclikusta: Bu asiar saghgs

CANAN HOCA YINE
EZBER BOZDU!
~Grip agisi tehlikeli”
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Dernegimizden Zorunly Bir Aciklama:
\,
Grip Agis1 Olmak Degil

TURK KLINIK MIKROBIYOLOJI VE

INFEKSIVON HASTALIKLAR! DERNEG Olmamak Tehlikelidir!




Asilama Hakkinda Basin Duyurusu

EKMUD

Tirkiye Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik Dernegi
(EKMUD,) Erigkin Bagisiklama Calisma Grubu
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ALK SATLM PORK GERIATRI TURK HEMATOLOI TORK IC HASTALIKLARI

AEMARLAR DORNEE] DERNEC] [BERREL] LZMANLIN DERNEGH
T,
. =
S 30 IR
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TIRK TORAKS DERNEG] iy QE-___-'}
TlRKE Al ——
HIEKIMLEN] A MARLIE VIRAL HEPATITLE
DERSBG] SAVASIM DERNEGH

Kamuoyuna Duyuru!

Tiirkiye Enfeksiyon Hastaliklar ve Klinik Mikrobiyoloji Uzmanlik Derneg@i (EKMUD),
Halk Saghg Uzmanlari Dernegi, Tirk Geriatri Dernegi, Tirk Hematoloji Dernegi,
Tirk ic Hastaliklar Uzmanhk Dernegi, Turk Toraks Dernegi, Turkiye Aile Hekimleri
Uzmanlik Dernegi, Viral Hepatitle Savagim Dernegi ve Aile Hekimleri Dernekleri
Federasyonundan kamuoyuna zorunlu agiklamadir.




Grip asist olmak ya da
olmamak, iste butun mesele

Prof. Dr. Ahmet Rasim Kiiglikusta Independent Tlrkge i¢cin yazdi
Prof. Dr. Ahmet Rasimn Kiiciikusta

Gogias Hastahklan Uzmam | @drahmetrasim
| Pazar 22 Eylal 2012 17:53




Asimizi tantyalim...
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Asl icerigi

e Kiiresel Influenza Programi cercevesinde;
* GUney yarimkurede Nisan-Eylul,

e Kuzey yarimkurede Ekim-Mart aylarinda belirlenen virlsler
degerlendirilerek bir sonraki influenza sezonu icin asi icerikleri tayin
edilmekte....

DSO asi icerigini

Kuzey yarimkire =Subat ayinda

Guney varimkiure =Eyvlul ayinda belirlemektedir...




Mevcut mevsimsel influenza asilari

Iki influenza A/bir influenza B antijeni (trivalan)veya

Iki influenza A/iki influenza B antijeni (kuadrivalan) olmak Gzere Uc
veya dort antijen icermektedir.




Asilanma zamani

* Yeni as! ¢ikar ¢cikmaz...

* Ekim- Kasim aylarinda...

* Tum influenza sezonu boyunca!!!

* 6 ay- 8 yas arasi cocuklarda bir ay araile 2 doz



Process of influenza vaccine virus selection and development

Seasonal

Collection of specimens and disease/epidemioclogical data | _‘-__:'

* * all year round

Diagnosis, virus isolation in MDCK, preliminary analysis 5;

‘, * hours -3 weeks

Ferret antisera production '

* *Srﬁ weeks )
{4

Therough antigenic and genetic analysis

* * 1-3 weeks S~
Lol

—

Review and selection of candidate viruses for vaccine use

* * 1-3 weeks

Surec ~6 ay

3 Virus isolation in eggs
T-4 waaks

[ )

%3l serological studies
3-16 weeks

=

(6a)  Classical Reassortment of high-
reassortment of high- — growth viruses using
growth viruses for B

reverse genetics (and
H1N1 & H3N2 full safety testing)

o I D~

Development of Evaluation of =:_?f Development of

__Antigenic and

“_J_F 2, genetic
characterization

of reassortants

standardized
reagents for |99

growth property

inactivated vaccines

4 weoaks

& wooks

3 weeks

. standardized
_“Y . reagents for
inactivated vaccines

Antigenic and __

genetic (b

characterization
of reassortants

6 weaks

Availability of vaccine viruses and standardized reagents

4 weeks




2019-2020 grip asisi icerigi

* Dortlu(quadrivalan) asi icerigi icin;
* A/Brisbane/02/2018 (H1N1)pdmQ09-benzeri viriis,
* A/Kansas /14/2017 (H3N2) benzeri viriis*,
* B/Colorado/06/2017- benzeri (B/Victoria/2/87 soyu) virds,
* B/Phuket/3073/2013- benzeri (B/Yamagata/16/88 soyu) viriis 6nerilmistir.

* Uclii (trivalan) asi icerigi icin;
* A/Brisbane/02/2018 (H1N1)pdmO09-benzeri virlis,
* A/Kansas /14/2017 (H3N2) benzeri viriis*,
e B/Colorado/06/2017- benzeri (B/Victoria/2/87 soyu) virilis dnerilmistir.

* Alti aydan buylk herkese dnerilmekte...

DSO; 21 Subat 2019




2018-2019 grip asisli icerigi

» Kuzey Yarimkurede dortli(quadrivalan) asl icerigi icin;
* A/Michigan/45/2015 (H1IN1)pdmO09-benzeri virls,
* A/Singapore/INFIMH-16-0019/2016 (H3N2)- benzeri viriis,
* B/Colorado/06/2017- benzeri virts (B/Victoria/2/87 soyu),
* B/Phuket/3073/2013- benzeri virlis (B/Yamagata/16/88 soyu) 6nerilmistir.

* Ucl (trivalan) asi icerigi icin;
* A/Michigan/45/2015 (H1IN1)pdmO09-benzeri viris,
* A/Singapore/INFIMH-16-0019/2016 (H3N2)- benzeri viris,
e B/Colorado/06/2017- benzeri virls (B/Victoria/2/87 soyu) dnerilmistir.



Asi endikasyonlar

* Birinci derecede oncelikli risk gruplari
* 65 yas ve uzerindeki kisiler,
* Gebeler ve lohusalar
* 6 ay-18 yas arasinda olup uzun sire aspirin kullanmasi gerekenler,
* Diyabet hastaligi dahil herhangi bir metabolik hastaligi olanlar,
e Astim dahil kronik solunum yolu hastaligi olanlar,
* Kronik bobrek hastaligi olanlar,
* Kronik kalp ve damar sistemi hastaligi olanlar,

* Bagisiklik sistemi baskilanmis kisiler (kronik kan hastaligi olanlar, kanser hastalari,
immiinsupresif ila¢ kullananlar, HIV/AIDS hastalari),

* Huzurevi, bakimevi vb. ortamlarda yasayanlar,
« Morbid obez olanlar (Viicut Kitle indeksi VKi > 40 kg/m?2).

S. B. Pandemik influenza Ulusal Hazirlik Plani, 2019



Asi endikasyonlar

e ikinci Derecede Oncelikli Gruplar
* 6-59 ay arasi ¢ocuklar,
* Huzurevi, bakimevi vb. ortamlarda ¢alisanlar,
» Saghlk personeli ve saglik kurumlarinda ¢alisanlar,
* Kronik bakim gerektiren norolojik hastaligi olanlar.

S. B. Pandemik influenza Ulusal Hazirlik Plani, 2019



Asi endikasyonlar

* 6-59 ay arasi ¢cocuklar

* 250 yas

» Kronik akciger, kalp, bobrek, karaciger, norolojik, hematolojik, metabolik hastalik
* immiin yetmeazlik

* influenza sezonunda gebe yada gebe kalacaklar

* Aspirin kullanan 6 ay - 18 yas arasi ¢ocuklar

 Bakimevlerinde kalanlar

* Asiri sismanlar (VKi >40)

* influenzaya bagh komplikasyon riski tasiyanlarla yasayan ya da onlara bakanlar;
» Saglik personeli
* 5yas alti yada 50 yas uistu kisilerle birlikte kalanlar
* Komplikasyon riski yuksek olanlarla yasayan yada onlara bakanlar

Grohskopf LA, et al. MMWR Recomm Rep 2019; 68:1.



Asinin yararlar

* Riskli gruplarda morbidite ve mortaliteyi azaltmak
* Toplumda hastaligin yayilimini azaltmak

* Cocuklarda okul devamsizligini azaltmak

e Antibiyotik kullanimini azaltmak

e isglicii kaybini azaltmak



Centers for Disease Control and Prevention

WWR Morbidity and Mortality Weekly Report

Recommendations and Reports /Vol. 68 / No. 3 August 23, 2019

Prevention and Control of Seasonal Influenza
with Vaccines: Recommendations of the
Advisory Committee on Immunization Practices —
United States, 2019-20 Influenza Season




Asi cesitleri

* Primer influenza asi tipleri:
* |IV = inactivated influenza vaccine
* RIV = recombinant influenza vaccine
e LAIV = live attenuated influenza vaccine

* Sayilar= asinin icerigindeki hemaglutinin antijeni sayisini belirtmekte....
e (3) trivalent vaccines: bir A(HIN1), bir A(H3NZ2), ve bir B virus
* (4) quadrivalent vaccines: bir A(H1IN1), bir A(H3N2), ve iki B virtisti

* Bazi spesifik asi tipleri i¢in kisaltmalar:
e a adjuvanted vaccine (e.g., allV3)
* cc cell culture—based vaccine (e.g., ccllV4)
« HD high-dose vaccine (e.g., HD-11V3)
e SD standard-dose vaccine (e.g., SD-1IV4)*



Standart doz kuadrivalan inaktif asi (SD-11V4)

* Her bir antijen 15 mcg

e Tavuk yumurtasinda tretim

e Intramuskuler

e T.C'de 21.11.2019 itibari ile mevcut tek asi




Kuadrivalan canli attenue asi

e 2-49 yas saglikli, gebe olmayan tim bireyler

e Tavuk yumurtasinda Uretim

* Intranazal uygulama

e 2016-2017 & 2017-2018 influenza sezonunda onerilmed.i...

e (2013-14 ve 2015-16 sezonlarindaki LAIV cocukluk yas grubundaki H1N1lere karsi
dusik koruma gosterdigi icin)
e Uretici firmanin HIN1 susunu degistirmesi le 2018-19’dan itibaren tekrar énerildi...



Yiiksek doz trivalan ve kuadrivalan lIiA

* Yiiksek doz trivalan liA (Fluzone High-Dose®)
e > 65 vyasicin FDA onayl
* Her bir antijen 60 mcg l£5+ e

* Daha immunojen... e

For 65 years of age and older

SONDE TRt Cur

e Yiiksek doz kuadrivalan IiA
* > 65 yasicin Kasim 2019’da FDA onayi
e 2020-2021 sezonunda kullanimda olmasi beklenmekte....



Adjuvanli trivalan IIA

e > 65 yas icin FDA onayli (2015)
 MF59 adjuvani (skualen) var.
* Klinik etkinlikle ilgili karsilastirmali calisma yok!

Vaccine,
Adjuvanted
FLUAD'

®
200000000008




Rekombinan DNA teknolojisi ve bir baculovirus

ekspresyon sisteminde iiretilen kuadrivalan IIA

e > 18 yas icin FDA onayl

e Sadece hemagglutinin antijenleri icermekte... ~ e
* (Her sus icin 45 mcg rekombinant HA) "Kf:&m

[ oy o




Hiicre kiiltiirlerinde iiretilen kuadrivalan lIA

* > 4 yas icin FDA onayli
 Karsilastirmali calisma yok...




‘Pharmalet Stratis needle-free injection system’

SD-IIA

e 18-64 yas icin FDA onayh (2014)
* |gne fobisi olanlarda.....
* Lokal reaksiyon daha sik....




Intradermal diisiik doz 11V4

e 18-64 y icin FDA onayli (2014)
 Standart doz antijenin 1/5'i...



TABLE 1. Influenza vaccines — United States, 2019-20 influenza season®

HA {lIVs and RIV4) or virus Mercury (from
count (LAIV4) for each vaccine thimerosal)
Trade name (Manufacturer) Presentation Age indication virus (per dose) Route (ug/0.5mL}
IIV4—Standard Dose—Egg based’
Aflunia Quadrivalent (Segirus) 0.25-mL PFS5 & through 35 mos 7.5 pg/0.25 mL3 MY —
0.5-mL PF5% =3 yrs 15 ug/0.5 mL% —
5.0-mL MDVS =6 mos (needle/syringe) 24.5
18 through 64 yrs
(iet injector)
Fuarix Quadrivalent (GlaxoSmithKline) 0.5-mL PF5 =6 mos 15 pg/0.5 mL ImY —
FluLaval Quadrivalent (Glaxo5SmithKline) 0.5-mL PF5 =6 Mos 15 pg/0.5 mL MY —
5.0-mL MDV =6 mos <25
Fuzone Quadrivalent {Sanofi Pasteur) 0.25-mL PE5** 6 through 35 mos 7.5 pg/0.25 mL** IMm¥ —
0.5-mL PF5** =6 mos 15 pg/0.5 mL** —
0.5-mL SDwv** =6 mos —
5.0-mL MD** =6 Mos 25
IIV4—Standard Dose—Cell culture based (ccllV4)
Flucelvax Quadnvalent {Seqirus) 0.5-mL PF5 =4 yrs 15 pg/0.5 mL MY —
5.0-mL MDV =4 yrs 25
IIV3—High Dose—Egg based® (HD-IV3)
Fluzone High-Dose (5anofi Pasteur) 0.5-mL PF5 =65 yrs 60 pug/0.5 mL MY —
IIV3—Standard Dose—Egg based” with MF59 adjuvant (allV3)
Fluad {5eqgirus) 0.5-mL PF5 =65 yrs 15 pg/0.5 mL Mt —
RIV4&—Recombinant HA
Flublok Quadrivalent (Sanofi Pasteur) 0.5-mL PF5 =18 yrs 45 ug/0.5 mL Mt —
LAIV4—Egg based’
FluMist Quadrivalent (AstraZeneca) 0.2-mL 2 through 49 yrs 106.2-7.5 MNAS —
prefilled single-use fluorescent focus
intranasal sprayer units/0.2 mL




Hangi formulasyon?

e Saglikli, gebe olmayan < 49 yas eriskinler:
* SD-1IV4 veya LAIV4

* 50 - 64 yas tum eriskinler & £ 49 yas olup LAIV icin kontrendikasyonu
olanlar (immunsupresyon...vs)
* SD-lIV4

* > 65 yas eriskinler:
 HD IIV3, RIVA4, SD-IIV4 kullanilabilmekte....
e ACIP tercih bildirmemekle birlikte; HD 11V3 > RIV4 >SD-11V4!!!



Neden kuadrivalan asi?

Impact of Influenza B Lineage-Level Mismatch

Between Trivalent Seasonal Influenza Vaccines
and Circulating Viruses, 1999-2012

Backgrowund. Influenza B virus strains in trivalent influenza vaccines are frequently mismatched to the circulat-
ing B strains, but the population-level impact of such mismatches is unknown. We assessed the impact of vaccine
mismatch on the epidemiology of influenza B during 12 recent seasonal outbreaks of influenza in Finland.

Methods. We analyzed all available nationwide data on virologically confirmed influenza infections in all age groups
in Finland between 1 July 1999 and 30 June 2012, with the exclusion of the pandemic season of 2009-2010. We derived
data on influenza infections and the circulation of different lineages of B viruses during each season from the Infectious
Diseases Register and the National Influenza Center, National Institute for Health and Welfare, Finland.

Results. A total of 34 788 cases of influene were recorded. Influenza A accounted for 74.0% and influenza B for
26.0% of all typed viruses Throughout the 12 seasons, we estimated that 41.7% (3750 of 8993) of all influenza B infec-
tions were caused by viruses representing the other genetic lineage than the one in the vaccine. Altogether, opposite
lineage influenza B viruses accounted for 10.8% of all influenza infections in the population, the proportion being highe st
(16.8%) in children aged 10-14 years and lowest (2.6%) in persons aged =70 years.

Conclusions. The population-level impact of lineage-level mismatch between the vaccine and drculating strains of
influenza B viruses is substantial, especially among children and adolescents. The results provide strong support for the
indusion of both influenza B lineages in seasonal influenza vacdnes,

e 1999-2012 yillari
arasinda 12
influenza
sezonunda
meydana gelen
tum influenza B
enefeksiyonlarinin
% 42’si trivalan asi
iceriginde
bulunmayan tip
ile meydana
gelmis...

Heikkinen T, CID 2014



Neden kuadrivalan asi tercih?

Table 1. Influenza A and B Infections Reported to the Infectious Diseases Register in Finland
Table 3. Patients With Infections Caused by Lineage-Level Mismatched Influenza B Viruses, Compared With Vaccine Strain
Seas Total No. of Patients Lineage-Level Mismatched B Viruses Proportion of Patients With
1994 Mismatched B Viruses Among All
2000 Season Any Influenza Influenza B Proportion (%) MNo. of Patients Influenza Patients, % (95% Cl)
200 19992000 1792 50 0 0 0.0 (.0-2)
2003 20002001 1608 331 0 0 0.0 (.0-.2)
2003 20012002 1628 168 0 0 0.0 (.0—-2)
2004 2002-2003 1228 910 10 91 7.4 (6.0-9.0)
20085 2003-2004 2539 40 60 24 0.9(.6-1.4)
2006 2004-2005% 2056 272 0 0 0.0 (.0-2)
2007 20052006 1867 B39 95 607 32.5 (30.4-34.7)
20089 20062007 2117 127 100 127 6.0 (5.0-7.1)
2010 20072008 3669 1821 100 1821 49.6 (48.0-51.3)
2011 2008-2009 4224 722 100 722 17.1 (16.0-18.3)
@ 2010-2011 5811 3564 10 356 6.1 (55-6.8)
— 20112012 6249 349 0 0 0.0 ((0-1)
All Seasons 34788 8993 3748 10.8 (10.4-11.1)

Heikkinen T, CID 2014



* Asilanan kisinin; yast & immun durumu

* Asi suslari ile hastalik olusturan suslarin benzerligine baglidir.

«Tahmin et & iiret...»



Effectiveness of Inactivated Influenza Vaccines
Varied Substantially with Antigenic Match
from the 2004 —2005 Season to the

2006 —-2007 Season

Background. We estimated the etfectiveness of inactivated influenza vaccines for the prevention of laboratory-
confirmed, medically attended influenza during 3 seasons with variable antigenic match between vaccine and patient
strains.

Methods. Patients were enrolled during or after a clinical encounter for acute respiratory illness. Influenza infec-
tion was confirmed by culture or reverse-transcriptase polymerase chain reaction. Case-control analyses were per-
formed that used data from patients who were ill without influenza (hereafter, “test-negative control subjects”) and
data from asymptomatic control subjects from the population (hereafter, “traditional control subjects”). Vaccine
effectiveness (VE) was estimated as | 100 x (1 — adjusted odds ratio)}|. Influenza isolates were antigenically char-
acterized.

Results. Influenza was detected in 167 (20% } of 818 patients in 20042005, in 51 {14%) of 356 in 2005-2006, and
in 102 (11%) of 932 in 2006—2007. Analyses that used data from test-negative control subjects showed that VE was
10% (95% confidence interval [CI], —36% to 40%) in 20042005, 21% (95% CI, —52% to 59% ) in 2005-2006, and
5205 (95% CI, 229 to 70%) in 2006 —2007. Using data from traditional control subjects, VE for those seasons was
estimated to be 5% (95% CI, —52% to 40%), 11% (95% CI, —96% to 59%), and 37% (95% CI, —10% to 64%),
respectively; confidence intervals included 0. The percentage of viruses that were antigenically matched to vaccine
strains was 5% (3 of 62) in 2004—2005, 5% (2 of 42) in 20052006, and 91% (85 of 93) in 2006—2007.

Conclusions. Influenza VE varied substantially across 3 seasons and was highest when antigenic match was
optimal. VE estimates that used data from test-negative control subjects were consistently higher than those that used
data from traditional control subjects.

Belongia EA et al. The Journal of Infectious Diseases 2009; 199:159-67



Effectiveness of Inactivated Influenza Vaccines

Y Aaried Sitibstantially swath Anticenic Natch

e 2004-2005 sezonunda antijenik eslesme sadece % 5; asi etkinligi
* 2006-2007 sezonunda antijenik eslesme %91; asi etkinl

e \J e

igi % 52

% 10

Table 6. Antigenic characteristics of influenza viruses isolated from study patients.

Season, Influenza virus isclated
type or subtype Vaccine component from study participants |solates, no. (%)
20042006
H1N1 Afhlew Caledonia/20/99 Mone 0
H3M2 AMMyoming/32003 (HEMZ) A/California/7/2004-like 59 (95)
[ASFUjian/1 1/2002-ike?]
B BlJiangsu10/2002 B/Shanghaif361/2002-ike 3 (B)
[EiShanobooR1/Inng kel
20052006
HI1M1 AfNew Caledoniaf20/99(HTNT) AfMew York/a5/Z2004-ike 21(8)
H3M2 Alew York/bh/2004{HINZ) Af/Wisconsin/67/2005-like 14 (33)
[&/Califomia/7/2004-like?]
B BfJiangsu/10/2003/361,/2002 B/Victoria/2/87-like 26 (62)
I Taa
(_?D-DB—EDD? \
H1M1 AfMew Caledoniagf20/P%(HTM1) A/Mew Caledonia/20/909-ike 62 (73)
A/Solomon 31(3)
Islands/03/2006-like
H3M2 AfWisconsin/87/2005(H3NZ) AfNisconsin/g7/2005ike 161186)
B B/Ohio/01/2006 B/Florida/07/2004—like 5 (5)

[B/Nalaysial2506/2004- ke

B/Chio/01/2005-ike

242}

Table 4. Crude and adjusted vaccine effectiveness (VE| estimates based on comparison of
laboratory-confirmed influenza case subjects and test-negative control subjects.

Immunized case Immunized Crude VE |
subjectsftotal  control subjectsftotal  using test-negative |  Adjusted VE?
Season Case subjects control subjects control subjects (95% CI}
2004-2006  112/164 (68) 397/598 (66 -9 101-36t040)
2005-2006 25/49 (51} 188/297 (63] 40 21{-52 to 59)
2006-2007 33100 [33) 435(171 (56} 62 622210 70)

NOTE. Bold type indicates varants that were antigenically different from the vaccine strains. A wirus was considered antigenicaly
different from the corresponding vaccine strain if there was a =4-fold difference from the homologous hemagglutination inhibition titer of

the vaccine strain

Belongia EA et al. The Journal of Infectious Diseases 2009; 199:159-67



» Asi Etkinligini Belirleme Kriterleri:
» Anti-HA antikor titrelerini 6lcmek
» Koruyucu titre ?
»Hastaliga yakalanmama, komplikasyon oranlarinin azalmasi gibi parametreler
»Grip tanimi ?
» Laboratuvar bulgulari ile kanitlanmis grip olgularinin degerlendirilmesi

«Etkinlik calismalari heterojen»



Efficacy and effectiveness of influenza vaccines: a systematic

1967-2011 arasindaki 31 calisma degerlendirilmis;
* Tum popillasyonda % 67
 Saglikl eriskinlerde % 70

* cocu kla rda % 66 iy (‘u'accine efficacy (35% [H\iepﬂmd antigenic match
* HIV pozitiflerde % 76 -
Adults (18-64 years)
Ohmit et al {2006} Healthy aduits aged 18-46 years (2004-05) 728 75% (4210 90) Type A: drifted HINZ; type B: mixed lineage
Ohmit et al (2008)= Healthy aduits aged 18-48 years (2005-06) 1205 16% (-171 10 70) Type A: drifted H3NZ; type B: lineage mismatch (1 isolate)
Beran et al (2009)™ Healthy adults aged 18-64years (2005-06) 6203 22% (-49to 59) Type A: similar HIN2 and HINL; type B: lineage mismatch
Beran et al (20097 Healthy adults aged 18-64 years (2006-07) 7652 b2% (46 to73) Type A: similar H3NZ; type B: lineage mismatch
Monto et al (2009)" Healthy adults aged 18-49years (2007-08) 1135 68% (46 to 81) Type A: drifted H3NZ; type B: lineage mismatch
Jackson et al (2010)" Healthy adults aged 18-49 years (2005-06) 3514 S0%1{14ta71) Type A: similar HINZ; type B: lineage mismatch
Jackson et al (2010)* Healthy adults aged 18-49years (2006-07) 4144 Lo%t (-3 to75) Type A: similar HINZ; type B: mixed lineage
Frey et al (2010)® Healthy adults aged 18-49years (2007-08) 7576 £3% (one-sided §7-5%  [Type A: mixed strains; type B: lineage mismatch
loweer limit of 47 %)
Madhi et al (2011)* Adults aged 18-55 years with HIV infection (2008-09) 506 76% {9 to 06) Type A: drifted HINT; type B: not reparted
Children (6-24 months)
Hoberman et al (2003)®  Healthy children aged 6-24 months (1999-2000) 411 66% (34 to B2} Type A: similar H3M2 and HIMT; type B: not reported
Hoberman et al (2003)*  Healthy children aged 6-24 months (2000-01) 5 &?% (~247 to 67) /Typ& A: similar H3NZ and HINT; type B: lineage match
Mo studies were available for adults aged 65 years orolder or children aged 3-17 years. *One other study by Loeb and tolieagues™ met inchusion critenia and contained data for all age groups. #0ur caleulation:
Table 2: Randomised controlled trials of trivalent inactivated vaccine (TIV) meeting inclusion criteria®

Osterholm, MT. The Lancet Infectious Diseases 2012;12 : 36—-44



Preliminary Estimates of 2018-19 Seasonal Influenza

Vaccine Effectiveness against Medically Attended
Influenza from three 11.S. Networks

Summary
= 'Overall VE was ~30% against influenza iliness and hospitalizations. y age group
Vaccine likely prevented between ~40,000 to 90,000 hospitalizations
based on previous seasons’ estimates ffectiveness
“  Vaccine reduced A(H1N1)pdmO9- associated outpatient influenza illness Adjusted™
by 44% and hospitalizations by 48%-60%

VE% | 95% i
= No significant protection against H3N2 illnesses likely due to emergence of

antigenically different A(H3N2) clade 3C.3a

WHO has updated the A(H3N2) component of 2019-2020 Northern 25 [(toal)
Hemisphere influenza vaccines

1 l(-58 to 38)

50-64 yr 76/152 50 518/809 64 44 (20 to 60) 47 (22 to 63)
>65 yr 179/227 79 816/1027 79 4 (37to32) | 15 |(-24 to 41)
By virus subtype
H3N2 183/234 78 1615/2336 69 60 (-121to-16) | -43 -102 to -2)
H1IN1lpdmO09 107/213 50 1615/2336 69 55 40 to 66 60 46to 71
p / / ( ) ( )

Advisory Committee on Immunization Practices
June 27, 2019



Immunojenite ve siiresi

Koruyuculuk; 2-4 haftada tepe noktasina ulasir
Sonraki 6 ay boyunca yarisina duser...

Koruyuculuk stiresi en az 4 ay
* H3N2 ve HIN1 icin >6 ay
* Influenza B icin daha erken
e >65 yas ise 6. ayda titre azalmakta...

Kalan antikor 2-3 yil kalir.

* Uygun zamanda asilananlarda tekrar asilama dnerilmemekte...
* Ancak her sene yeniden asilanma mortalitede azalma ile iliskili....



Reduction in mortality associated with influenza vaccine during

1989-90 epidemic

Ala’Eidin H Ahmed, Karl G Nicholson, Jonathan S Nguyen-Van-Tam

Summary

Influenza epidemics are associated with excess winter
mortality. Risk factors for influenza complications and

death include chronic illness and living in residential care.

in the UK wuptake of influenza waccine among high-risk

dgroups is only 10—40%., partly because of scepticism about
vaccine efficacy. We have assessed

the efficacy of
influenza waccine in

reducing mortality from certified
influenza by a case-control study of subjects aged 16 years
or older who died between MNov 4, 1289, and Feb 23, 1990,
in 36 district health authorities in England.

Wwe reviewed general practitioners' records for 315

patients who died of influenza and 777 controls, matched
for age, sex, and area of residence. who died a year after
ine epidemic. Information was collected on demography,
the wusual place of residence (institutional or non-
institutional), and the existence of chronic illness.
Conditional logistic regression analysis for matched case-
control studies showed that influenza vaccination reduced
martality by £$1% (95% Cl 13—60) for all subjects. Further
adjustments showed that among subjects who received the
vaccine for the first time in 1989, wvaccination reduced
mortality by 9% (0-59): howewver., among those who had
dlso been vaccinated previously, mortality was reduced by
T5% (31-921). We detected no significant differences
the effect of wvaccine between subjects who
institutions and in the community {(p=0-16),
subjects with high-risk medical
without {p=0-78).

in
lived in
or between
conditions and those

Influenza vaccine is effective in reducing mortality from
influenza, and efficacy seems to be greater after repeated
annual vaccination than after first administration.

Lancet 1995; 346: 591-95

Table 3: Risk factors for certifled influenza death during
1989-90 influenza A epidemic

Odds ratlo* Odds ratlo* pt % vaccine efficacy
{95% Ci)

First-time vaccination in 1988 91 0-83 g (0-53)
Vaccination in 1989 and previously 0-25 0-008  75(31-91)
(198588




Annual Revaccination Against Influenza
and Mortality Risk in Community-Dwelling

Elderly Persons

Table 4. Annual Adjusted Hazard Ratlos of Death, Stratified by Comorbidity and Age

Hazard Ratio
{95% Confidence Interval)

Results The study population included 26071 individuals, of whom 3485 died during
follow-up. Overall, a first vaccination was associated with a nonsigniicant annual reduc-
tion of mortalty isk of 10% (hazard ratio [HR], 0.90; 9% confidence interval [C1], 0.78-
1.03) while revaccination was associated with a reduced mortality risk of 24% (HR, 0.76;
957% C1, 0.70-0.83). Comparad with a first vaccination, revaccination was associated with
a reduced annual mortaliy risk of 15% (HR, 0.85; 9% CI, 0.75-0.96). During the epi-

demic periods this reduction was 28% (HR, 0.72;95% CI, 053-096). Similar estimates
were obtained for persons with and without chranic comorbidity and those aged 70 years

o older at basefine. Overall influenza vaccination is estimated to prevent 1 death for
very 302 vaccinees at a vaccination coverage that varied between 64% and 74%.

Conclusion Annual influenza vaccination is associated with a reduction in all-cause
mortality sk in a population of community-dwelling elderly persons, particularly in
older individuals

JAMA. 2004;297:2089-20% W JAma. com

Death, I l
Mo. of Cases Crude Adjusted™®
Total population
Any vaccination 2225 0.61 {0.84-0.00 0.78 {0.72-0.85)
Firat vaccination 284 0.67 {0.85-112 0.80 {0.78-1.03
Fevaccination 1641 0.80 (0.83-0.08 .76 0.70-0.83
Vacoination interruption 366 43 (1.26-1 62 1.25.(1.10-1.42)
Vaccination restart 121 0.81 {0.75-1.11 081 0.67-0.00)
Population without comorbidiby
Firat vaccination A7 0BG (0.62-1.18) 084 i0.60-1.16)
Revaccination al 0,66 (0.54-0.80) 066 (0.54-0.80)
Fopulation with comorbidty
First vaccination 237 0.681 [0.78-1.06) 088 (0.76-1.08)
Revaccination T4 082 (0.75-0.00) 0.75 (0.68-0.83)
Age at basaline, v
E5-50
First vaccination 56 20(0.87-1.66 .11 i51-1.53)
Revaccination 300 26 (1.00-1.56 0.88 {0.78-1.23)
FO-78 y
First vaccination 108 02 (0.51-1.28 0.83 0.75-1.17)
Hevaccination B3 0.85 (3.B3-1.10) 0.78 {0.68-0.91)
o 110 087 (0.70-1.07) 081 {0.66-1.00)
Hevaccination B.38 0.78 (0.60-088) 0.ea (0.61-0.78)




Yan etkiler (<%5)

» Lokal yan etkiler
»En sik
» Hafif ates ve hafif sistemik semptomlar
» Asillamadan sonraki 8-24 saat icinde
»Yumurta proteinine alerji
» Cok nadir
» Guillain-Barré sendromu (enfeksiyon 10 kat daha riskli)

o IV
* Atesli ve/veya atessiz minér USYE'de yapilabilir.
* Orta-agir hastalikta ertelenmeli...
* LAIV;
« USYE'de ertelenmeli (nazal konjesyon varliginda etkin viriis replikasyonu engellenebilmekte...)
* LAIV sonrasi 7 gin sure ile immunsuprese hastadan uzak dur!!!



Kemoproflaksi



Clinical Infectious Diseases V&
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Clinical Practice Guidelines by the Infectious Diseases
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Kimlere?

* Rutinde Oneri yok....

* Influenza komplikasyonlari acisindan yiiksek riskli olan > 3 ay cocuklar
ve eriskinlerde;
* Asilanma icin kontrendikasyon varsa veya asi temin edilememisse
* Asinin dusuk etkinlikte olmasi bekleniyorsa (ciddi immunsupresyon vb)

* Influenza aktivitesi basladiktan sonra hentiz asilanmamis yiiksek riskli
bireylerde asi ile birlikte....

* influenza semptomlari acisindan hastalarin egitimi ve erken antiviral tedavi
disunulebilir....

IDSA Influenza Clinical Guidelines 2018/CID 2019:68



Kimlere?

Groups at high risk for serious influenza complications

Children <5 years, but especially <2 years¥*

Adults =65 years of age

Women who are pregnant or up to two weeks postpartum
Residents of nursing homes and long-term care facilities
Mative Americans, including Alaska Natives

People with medical conditions including:

Asthma

Meurclogic and neuradevelopmental conditions (including disorders of the brain, spinal cord, and
peripheral nerve and muscle such as cerebral palsy, epilepsy, stroke, intellectual disability [mental
retardation], moderate to severe developmental delay, muscular dystrophy, and spinal cord
injury}

Chronic lung disease (eg, chronic obstructive pulmonary disease, cystic fibrosis)

Heart disease (eg, congenital heart disease, congestive heart failure, coronary artery disease)
Blood disorders (eg, sickle cell disease)

Endocrine disorders (eg, diabetes mellitus)

Kidney disorders

Liver disorders

Metabolic disorders (eqg, inherited metabolic disorders and mitochondrial disorders)

Weakened immune system due to disease (eg, HIV, AIDS, cancer) or medication (eg,
chemotherapy or radiation therapy, chronic glucocorticoids)

Children <19 years of age who are receiving long-term aspirin therapy

People with extreme obesity (body mass index [BMI] =40)

UploDate



Hangi antiviral?

Recommended dosing of antiviral medications for the prophylaxis
and/or treatment of seasonal influenza in adults

Antiviral agent Dose
Oseltamivir
Treatment, influenza A and B 75 mg orally twice daily for five da '|.-'5“'I
Chemoprophylaxis, influenza A and B 75 mg orally once dailv*ﬂ'
Zanamivir® 3
Treatment, influenza A and B 10 mg (two 5 mg inhalations) twice daily for five
days
Chemoprophylaxis, influenza A and B 10 mg (two 5 mg inhalations) once daily'ﬂ'
Paramiwvir
Treatment, influenza A and B 600 mg intravenously as a single dose®
Baloxawvir®
Treatment, influenza A and B 40 kg to =80 kg: 40 mg orally as a single doss
=80 kg: 80 mg orally as a single dose UPTODate

IDSA Influenza Clinical Guidelines 2018/CID 2019:68



Ne kadar sure?

e Optimal sure endikasyona gore degismekte.....



Temas oncesi profilaksi

* Influenza komplikasyonlari icin yiiksek riskli kisilerde, asinin temin
edilemedigi, kontrendike oldugu veya etkinliginin disuk olmasi
beklenen durumlarda kemoprofilaksiye tiim influenza sezonu
boyunca.....

* Influenza sezonunda gec asilanmis yuksek riskli eriskinlere asilama
sonrasi yeterli antikor yaniti gelisene dek eriskinde ilk 2 hafta, daha
once asilanmamis 9 yas alti 2 doz asi gerektiren cocuklarda ikinci
asidan 2 hafta sonrasina dek toplam 6 haftalik stire boyunca.....

IDSA Influenza Clinical Guidelines 2018/CID 2019:68



Temas sonrasi profilaksi

* < 48 saat icerisinde baslanmali...

* Kemoprofi

aksinin et

kili olabilmesi icin antiviral ilacin potansiyel

temas siiresi boyunca her giin, en son temastan 7 giin sonrasina dek

devam edi

mesi gere

Kir......

* Kemoprofilaksi altindaki bir kiside influenza benzeri hastalik gelistigi
takdirde, néraminidaz inhibitorlerine direncli virus olasiligl g6z
onlinde bulundurulmall, influenza enfeksiyonu laboratuar olarak
dogrulanmali...

IDSA Influenza Clinical Guidelines 2018/CID 2019:68



Salgin durumunda kemoprofilaksi

* influenza salgini saptanan kronik bakimevleri ve huzurevlerinde asilanma
durumundan bagimsiz olarak tim kalanlara kemoprofilaksi.....

* Asinin kontrendike oldugu veya temin edilemedigi asisiz personele veya asi
etkinliginin distuk olmasi beklenen durumlarda (asilanma durumundan bagimsiz
olarak) salgin goriilen merkezdeki tim saglk personeline kemoprofilaksi.....

* Salgin durumunda kemoprofilaksiye minimum 14 gin sureyle, yeni olgular
gorulmeye devam ediyorsa son olgunun saptanmasindan 7 gtin sonrasina dek
(hangisi daha uzunsa) devam edilmelidir

IDSA Influenza Clinical Guidelines 2018/CID 2019:68
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