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Yeni ve yeniden ortaya g¢ikan enfeksiyon
hastaliklarina kiiresel 6rnekler
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Yeni ve Yeniden Ortaya Cikan
Enfeksiyon Hastaliklarinin Nedenleri

S

Toprak ve suyun
kotu kullanimi

&0

Halk sagligi
calismalarinin
aksamasi

Enf. Hast.
Yeniden
Artigi

Seyahat/Ticaret

Mikroorganizmalarin
adaptasyonu/degisimi
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Toplumlarin Enfeksiyon Hastaliklari ile

Iliskilerinde 4 Evre Bulunmaktadir

1- Yerlesik toplumlara gegis;
tarim, hayvancilik, evcillestirme
yakin «insan-hayvan» temasi,
Homo sapiens’ in mikroplarla
yakinlagmasi

3- Amerika kitasinin kesfi,
kitalar arasi yayilim
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Bugiin 4. Evreyi Yasiyoruz:
KURESELLESME

Insan iliskilerinin yogunlagmasi:demografik faktorler

(Havayolu ulasiminda artis; uluslar arasi seyahat / ticaret, metropoller,savaslar,
gogler, hayvanlarla temas...)

Teknolojik gelisim
(Besin zinciri, havalandirma sistemleri, yeni medikal uygulamalar...)

Ekosistem degisiklikleri:ekolojik faktérler

(Yeni tarim yaklagimlari, agroalimenter teknoloji, veterinerlikte antibiyotiklerin
yaygin kullanimi, orman kiyimi, madencilik...)

Ekonomik degisim

(Issizlik, yoksulluk, savaglar, gocler, siginmacilar, egitimsiz isgiici, disiik icret,
yasam kosullari, siniflar arasi ugurum ve yeni etkenlerle karsilasma riskinin
artisi..)

* KURESEL ISINMA



Kiresellesme ve Sonuclart

Ekonomik aktivitelerin ve sera
gazi salimindaki kiresel
boyuttaki artis, simdiye dek
gorilmemis bigimde cevre
sorunlarina yol agmaktadir:
Ekosistem bozulmakta
Biocesitlilik azalmakta

Kiresel azot / fosfor dongusii
degismekte

Ozon tabakasi zarar gérmekte
Iklim degisikligi yogunlasmakta
Topragin verimliligi azalmakta
Temiz su kaynaklari azalmakta
Insan / halk saghgi etkilemekte

(ANTHROPOCENE Sendromu)
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FAVOURABLE CLIMATE FOR BREEDING

With climate change, increases in temperature and rainfall are expected.
This may result in vectors thriving In new lecations and maturing faster.

i

Artropod vektorler (sivrisinek, kene, tatarcik, sinek vb )
genellikle ektodermik canlilar ve iklim faktorlerine
duyarlilar:

* yerlesim bélgelerini

* dagihmlarini, yogunluklarini

* aktivitelerini, 1sirma yogunlugunu ve seklini

* tagidiklart patojenin gelisimini, iremesini etkiler
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MULTIPLYING
MOSQUITOES

Data from June 2012 show
that the Asian tiger mosquito
(Aedes albopictus) has spread
rapidly across southern Europe
over the past decade.

" Absent
B Present
No data
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Ebola Virus Hastaligs

+ Tk salgin 1976'da Zaire'de
- 313 olgu
- Oliim 280 (fatalite hizi %88)

2014
UNPRECEDENTED SIZE Guinea, Liberia, Nigeria,

The current outbreak dwarfs the largest historical outbreaks in Africa, which were rural and relatively Senegal and Sierra Leone
easy to control Ebola has now spread to dense urban argas, whara control is harder to achisva. 8.397
CAses

4032 deaths

1576 1576 1585 2000 2007
Zaire Sudan Zalra Uganda 2001 DRC*
318 cases 284 cases 315 casas 425 cases Republic 264 casas 2012 2014
280 deaths 151 deaths 250 deaths 224 deaths of Congo 187 deaths DRC DR
1994 1996 i 2001 2003 2007
Gabon Gabon Gabon Republic Uganda
of Congo

CINumbsr of casas @ Number of daaths
*Demecratic Republic of Congo
284 | NATURE | VOL 514 | 16 ©OCTOEBER 2014

|
~ 2500 olgu



Country Town Cases Deaths
Multiple multiple 4655* 2431*
countries
Uganda Luwero 6* 3*
District
Dem. Rep. of Isiro Health  36* 13*
Congo Zone
Uganda Kibaale 11* 4*
District
Uganda Luwero 1 1
District
Dem. Rep. of Luebo 32 15
Congo
Uganda Bundibugyo 149 37
Dem. Rep. of Luebo 264 187
Congo
South Sudan Yambio 17 7
D‘m}ﬁfzs,;?;"’"‘ ; Republic of Mbomo 35 29
‘ [ Congo

1979-1994 arasinda 15 yil ééulgln gA('ljﬂrUIméhdi
ancak serolojik bulgular devam etti

2000 yilindan sonra salginlar artt

-

South Africa O Gabon Mayibout 37 21
Dem. Rep. of Kikwit 315 250
Congo
E.Exvin, CDC/VSPB, 2014
Cote d'lvoire Tai Forest 1 0
EBOLAVIRUS OUTBREAKS BY SPECIES AND SIZE, 1976 - 2014 (Ivory Coast)
Species Number of Cases
@  Zaire ebolavirus o 1-10 Gabon Mekouka 52 31
@  Sudan ebolairus O 1-10 [ South Sudan Nzara 34 22
@  TaiForest ebolavirus O 101-300 y "o 245 490 980 Miles
©  Bundibugyo ebolavirus Q Greater than 300 reported cases bt Dem. Rep. of Tandala 1 1
Congo
) .
Aralik 2013’e kadar 40 yilda toplam olgu sayisi: 2322  ScuthSudan Nzara 2 151
Dem. Rep. of Yambuku 318 280

Congo

Species
Zaire
ebolavirus
Sudan
ebolavirus
Bundibugyo
ebolavirus

Sudan
ebolavirus
Sudan
ebolavirus
Zaire
ebolavirus

Bundibugyo
ebolavirus

Zaire
ebolavirus

Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus
Zaire
ebolavirus

Tai Forest
ebolavirus

Zaire
ebolavirus
Sudan
ebolavirus
Zaire
ebolavirus

Sudan
ebolavirus
Zaire
ebolavirus

Year
2014

2012

2012

2012

2011

2008

2007

2007

2004

2003

2002

2001

2001

2000

1996

1996

1996

1995

1994

1994

1979

1977

1976

1976
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Ebola Viris Hastaligi

- 23 Mart 2014 Gine'de

Ebola Viris salgin
- 49 olgu

- Indeks olgu: 2y, E, meyve yarasas: ile temas sonrasi
hastalaniyor, 06.12.2013 ex

A centre Publications Couniries Programmes About WHO

Global Alert and Response (GAR)

Ebola virus disease in Guinea

Disease Outbreak Mews

23 MARCH 2014 - The Ministry of Health (MoH) of Guinea has notified WHO of a
rapidly evolving outbreak of Ebola virus disease (EVWD) in forested areas of south-
eastern Guinea. As of 22 March 2014, a total of 49 cases including 29 deaths (case
fatality ratio: 59%) had been reported.



Geneva: WHO Virtual Press Conference

This is the largest, most severe and most
complex outbreak in the nearly four-decade
history of this disease...This moming | am
declaring the current outbreak of Ebola virus
disease a public health emergency of
international concern.

- WHO Director-General Margaret Chan




Figure 5: Confirmed weekly Ebola virus disease cases reported nationally and by district from Liberia
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Figure 6: Confirmed weekly Ebola virus disease cases reported nationally and by district from Sierra Leone
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Guinea

Liberia

Sierra Leone

Mali

Nigeria

Senegal

Spain

United Kingdom

United States of America

Total

Cases and deaths
Data up to 3 May 2015

" cases M Deaths

S 3588
B 1386

10 564
I 4716

12 440
B 3303
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Ebola Viris Hastalig

» Viral kanamali ates
- 2014 salgininda kanama 6n planda degil

- Akut, sistemik, zoonotik enfeksiyon
+ Fatalite hizi yiiksek

* Insanlarda ve maymun, sempanze, goril,
antilop, kirpi gibi diger primatlarda
hastaliga neden olur.

» Rezervuar: tam olarak bilinmemekle
birlikte viris meyve yarasalarinda
bulunmaktadir




Ebola Viris: Virolojik Ozellikler

- Filoviridae ailesi,

- Ebola cinsi
Zaire EV ***
Sudan EV
Bundibugyo EV
Tai Forest EV
Reston EV

+ Zarfl, tek iplikli RNA virdsi




Average death rates fromthe 5
types of Ebola viruses

68%
53%
27%
0% 0%
Zaire Sudan Bundibugyo Reston Tai Forest
ebolavirus ebolavirus ebolavirus ebolavirus ebolavirus

http://www.vox.com/2014/7/29/5948415/ebola-outbreak-disease-virus-
symptoms-africa-facts-guinea-nigeria



Ebola Virus Salginindan

Etkilenen Ulkeler
D R O S N ()




Table 1: Confirmed, probable, and suspected cases in Guinea, Liberia, and Sierra Leone

Case definition Cumulative cases Cases in past 21 days Cumulative deaths

Confirmed 3167 50 1971

Probable 415 * 415
Guinea

Suspected 7 * ¥

Total 3589 50 23886

Confirmed 3151 0 -

Probable 1879 * -
Liberia

Suspected 5534 * ¥

Total 10 564 0 4716

Confirmed 8595 32 3537

Probable 287 * 208
Sierra Leone

Suspected 3558 * 158

Total 12 440 32 3903

Confirmed 14 913 82 -

Probable 2581 * -
Total

Suspected 9099 * ¥

Total 26 5932 B2 11 005




GLOBAL REACH

Modelling of historical air-passenger volumas and flight networks can point fo
international destinations whera a travellar with Ebola might end up.

CLOSE CONTACTS

Menitoring people who have had direct contact with someone with Ebola

_ R
symptoms for 21 days — the incubation period — can halp to prevent further 1Y
tranamission of the virus. But the contacts are difficult to trace in regions with a i
high density of cases, aspacially when resourcas ara limited. \
\
* Contact shows no symptoms I'-I
\ Mumber of passengers
k
Contact gats symptoms, but does d) pnr:l'nn
Ebola l & not generate mora contacts, so spread stops g;{ 26,000
patisnt o) 3000-6000
R Contact passes on infection, so subsasquent oy
\ n - i * l - ' l contacts are monitored until no new cases arise O 1,500-3,000
7 Missed contacts may spread Ebola

O 300-1,500



Ebola Viris Salginindan
Etkilenen Ulkeler

Countries with Cases of Ebola

Guinea
Liberia

Sierra Leone

Countries with an initial case or cases and/or localized transmission
Mali=

United States?

Previously affected countries*
MNigeria
Senegal

Spain

B Tim ulkede yaygin
Ulkenin bazi bolgelerinde/olgu var

[ ] Temizlenmis ulkeler

Entire country
Entire country

Entire country

Affected areas
Kayes, Kourémalé, and Bamako

Dallas, TX, New York City

Affected areas
Lagos, Port Harcourt
Dakar

Madrid



Ebola Viris: Kaynak

Human-to-human infecti

Contact with bodily
fluids or tissues from
infected individuals or
individuals who died
from the virus

Virus Reservoir
Old World fruit baty

Direct contact,
including handling or
consumption of bat tissue

Unknown |
transmission 4§
cycle within ¥
bat population

Consumotion of plants
or water contaminated

with bat feces or bodily fluids

/ Consumption or handiing
of tissue or bodily fluids

from infected wild or
other animals

Infection of
intermediate or ——
. end hosts




Ebola Viris: Bulasma

* Temas
— Hastalarin kan, vucut sekresyonlari, sivilari ve
organlariyla dogrudan hasarli deri ve mukoza temasi
— Kan, tukuruk, gozyasi, semen, kusmuk, balgam,
idrar, diski
— Vucut sivilariyla enfekte objelere hasarli deri ve
mukoza temasi
— Cenaze defin islemleri
« Parenteral yol
* Igne ve kesici alet yaralanmalari
* Enjektor ve ekipmanlarin ortak kullanimi

« Aerosol olusturan islemler:
— Buyuk damlaciklarin hasarli deri/mukoza/korneadan bulas

« Su, gida ve hava yoluyla bulagsmaz

Semptomlari olmayan Kisilerden bulasmaz



Ebola Viris: Bulasma

+ Inkiibasyon 2-21 giin (ortalama 8-10 giin)

- Bulasicilik ates ve diger belirtiler ortaya ¢ikinca
baslar

* Hastaligin siddeti ile bulastiricilik dogru orantili

+ Iyilegenlerin viicut sivilarinda viriis 3 aya kadar
kalabiliyor



Ebola Viris: Klinik

Bas agrisi
GoOzlerde . .
kizariklik Bogaz agrisi -
Nefes almakta gucluk
Ates yuksekligi

Yutkunma zorlugu

i§tahS|lek H|gk|r|k

Mukozal kanamalar,
hematemez, melena,

hematiiri by Gogiis
Kas iskelet LN / agrisi
Kas agrilari L Y Kusma
Kas gugsuzlugu : Karin agrisi
Eklem
agrilari —  Dokuntu
Kanama
Diyare

Ebola hemorrhagic fever Signs and Symptoms CDC. 28 January 2014. Retrieved 2 August 2014..



Klinik

Baslangigta bulgular non spesifik
Ates >38.5°C

Bag agrisi, halsizlik, kas ve
bogaz agrisi

Ortalama beg glinde ishal,
kusma, karin agrisi, bazen
pankreatit

Agir olgularda daha hizli seyir

- 6.-16. giinler arasinda
dokintl, hemoraji, sepsis,
g?klu organ yetmezligi, sok,
ollim

Iyilesen hastalarda 6-11 giin
iginde dizelme

Uzun bir konvalesan donem

Feldmann H,, Geisbert TW. Lancet 2011; 377: 849-62

Ebola virus' typlcal path through a human being

First y ! ! g &

symptoms
00 stages
Day7-9 Day 10 Day 11 Day 12
Headache, Sudden high  Bruising, brain Loss of
fatigue, fever, fever, vomiting damage, consciousness,
muscle blood, passive  bleeding from seizures,
soreness behavior nose, mouth, massive internal
— eyes, anus  bleeding, death

Source: U.S, Canters for Disease and Control, 88C Graphic: Mefina Yingling



Ebola Viris: Risk altindakiler

* Hastalarin ev halki
+ Cenaze defin islemini yapanlar
+ Saglik ¢alisanlar:




Laboratuvar Bulgulart

- Lokopeni
* Lenfopeni
- Trombositopeni
. AST, ALT yiiksekligi
* PT,aPTTde uzama
Fibrin yikim Grinlerinde artis

« Kan, doku ornekleri ve sekresyonlar
— Virus izolasyonu, Virus kaltara (Biyoguvenlik dizeyi 4)
— Ndukleik asit tayini (RT-PCR)
— Serumda antikor tayini (IgM ve 1gG)




Ebola Virls: Tedavi

« Destek tedavi

- Sivi-elektrolit tedavisi
- Oksijen ve kan basinci kontrolu
- Gerektiginde kan ve kan irinleri transfiizyonu

+ Eslik eden hastaliklarin tedavisi
» Varsa bakteriyel enfeksiyonlarin tedavisi
- Deneysel tedaviler

- Monoklonal antikor
- Antiviral



Ebola Viris:
Enfeksiyon Kontrol Onlemleri

» El yikama

+ Izolasyon Onlemleri

- Standart
« Temas
- Damlacik




Ebola Virds: Duyarli olduklari

- Alkol bazli Grinler

* Sodyum hipoklorid (1/10'luk ¢ozelti kirli alanlar
icin; 1/100'liik ¢cozelti temiz alanlar icin)

- Lipid goziiciler
+ %1 gluteraldehit
» Ultraviyoleye duyarlidir

* 5 dk kaynatma veya 60°C'de 30-60 dk isitmayla
inaktive olur

» Sivi veya kuru materyalde birkag giin yasayabilir

* Oda sicakligi ve +4 derecede birkag gun
aktivitesini koruyabilir (maksimum 6 giin)
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EBOLA VIRUS HASTALIGI
VAKA YONETIM REHBERI

‘T T.C. Saglik Bakanhg
( 9 ) Tiirkiye Halk Saghgi Kurumu

Personel Koruyucu Donanim
* Eldiven (Cift eldiven),

* Sivi gecirimsiz énliik, (l

* Sivi gegirimsiz tulum,

* Koruyucu gozlik,

—_ -

* Yiz kalkani/siperi,

* Koruyucu baslk-sapka (Tulumda baslk yoksa)
* N95/FFP3 maske,

* Su gecirmez ayak koruyucu,

-

Cilt ve mukozalari tamamen ortecek
* Alkol bazli el dezenfektani. sekilde, sivi gegirimsiz




Ebola Viris Vaka Yonetim Rehberi

SUPHELI VAKA
EPIDEMIYOLOJIK KRITERLER KLINiK KRITERLER (Asagidaki klinik
bulgulardan en az birisinin varhlig)
Semptomlar ortaya cikmadan onceki * Sebebi aciklanamayan olim,
21 gunicinde; * >38°C ates,
* Dogrulanmis veya supheli Ebola * Asagidaki klinik bulgulardan en az
Virtus Hastalig vakasinin kan veya ucunin varhg,
diger vucut sivilan ile temas veya o Ciddi bas agnis,
* Ebola Virus Hastahginin aktif + o Kas agnsi,
olarak yayihminin oldugu bolgede o Asin halsizlik,
yasiyor olmak veya o Bulanti,
* Bulasin aktif oldugu bolgeye o  Kusma,
seyahat etmek veya o lshal,
* Endemik bholgede yarasa, o Karin agnsi,
kemirgen veya maymun, o Aciklanamayan kanamalar.
sempanze gibi  primatlar ile
dogrudan temas (dokunma,
1Isinlma, etini yemek vh).

KESIN VAKA:

Supheli vaka tanimina uyan ve Ebola Virds Hastahig laboratuvar tam testleriyle dogrulanan
vakadir.




9. SEYAHAT ARACLARINDA ATESi OLAN YOLCUL
YAKLASIM SEMASI

[ ATES > 38°C ]

l
\ 4

Son 21 giin iginde EVH'nin yaygin gorildigi dlkelerde bulunma

ARA

-

Voka ile ligilenecek personel acilen eldiven, maske ve

HAYIR

EVET

koruyucu énidx giymeli

A 4

Ozel bir
onleme
gerek yoktur

Semptomlar ortaya gsckmadan onceki 21 giin icinde;

Ebola virisi hastahigl olan veya atesli hastalig olan birisi veya viicut salgilan ile temas etmis

Endemik bolgede yarasa, kemirgen veya maymun, sempanze gibi primatlar ile dogrudan temas

EVET

HAYIR




Ebola Virus Hastaligi: Sonug

» Vaka yonetimi

» Koruyucu ekipman temini

» Tum saglik galisanlarinin bilgilendirilmesi

» Koruyucu ekipman kullanimi konusunda egitim
g 2

- ,
Acil servis kapatiidi, maskeler takildi :’N\

Hastanede
kKirmizi alarm!

a e




EBOLA SALGINI OLUR MU?

TRANSMITTING DISEASE

Ebola is spread by contact with an infected person's bodily fluids, but is less
contagious than many commen diseases, such as mumps and measles. In
the current cutbreak, each person with Ebola will infect 1-2 other paople.

SARS HI¥ Murmps Smallpox Partussizs (whooping cough) Measlas

" " " "
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EBOLA VIRUS HASTALIGI I¢IN
AST ve ANTI-VIRAL OLANAKLARI

FINANCIAL AID $988 murion

If cutbreaks are allowed to grow, they become more difficult and cestly to control. In April,
tha World Health Organization estimated that it would cost US$4.8 millicn to contain the
Ebola outbreak, but by September that figure had ballooned to almaost 1 billion. Exparts say
that the total cost of ending this cutbreak is likely to ba highar still.
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Treatment and vaccines

Supportive care-rehydration with oral or intravenous fluids- and treatment of specific
symptoms, improves survival. There is as yet no proven treatment available for EVD.
However, a range of potential treatments including blood products, immune therapies
and drug therapies are currently being evaluated. No licensed vaccines are available
yet, but 2 potential vaccines are undergoing human safety testing.




mmp AIDS hastaliginin nedeni:
HIV

mm) AIDS pandemisinin nedeni:
yoksulluk ve siyasi politikalar




SORUNUN YASANDIGI BOLGENIN OZELLIKLERT

Alt yapi sorunu: hastane olanaklari, yatak sayisi...
En basit ihtiyaglarin sorunu: su, sabun...
Enjektor kullanimi...

Izolasyon yapilamiyor

Ailelerden destek az: gtiven sorunu...

Isbirligine direng...

Tani olanaklari ¢ok yetersiz

AYRICA bu llkelerde:
Kisi basina diisen gelir
Kisi basina diisen saglik ¢alisan

Beslenme alis
Cenaze ritiel
Ekonomik zor

kanliklar: !
eri

uklarin dogurdugu kentlere go¢ olgusu



FIGURE 2. Mostly empty shelves in a clinic lacking essential drugs in Gblorseo Town

The figure above is a photograph showing mostly empty shelves in a clinic lacking essential drugs in Gblorseo Town, Rivercess County, Liberia,




The figure above is a photograph showing a nearly impassable bridge on the road connecting Sinoe County, Liberia with Monrovia, the closest
lecation with Ebola treatment units during September 2014,




FIGURE. Bomi County community care center, Liberia®




Dinyanin Durumu...
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P

Socioeconomic disparities in Paraisopolis, Sau Paulo

The urban environment is characterised by important socioeconomic disparities and geographical
heterogeneity. In Paraisopolis, S&do Paulo, Brazil, high-income housing is just two steps away from
the favela shacks.



Yoksulluk...

Yaklasik 7 milyar insanin:
* 842 M aglik sinirinda (%62'si G Asya ve Sahra alti Afrika'da)
* 2 milyar kisi temiz suya ve elektrige erisemiyor

Nature Rev Microbiol 2007:5: 15
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* 202 M issiz, 870 M kisinin giinlik geliri <2$
* 165 M gocuk saglikli fiziksel yapiya sahip olamayacak
* 2050'de diinya nifusu: 9,3 milyar |
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GRIP QUMUSSUNUR _ MESLEK HARTIMDA
LK DEFA BOYLE Bl VAKAYIA KARSIASIYO -
RUM

GRIPAE Mi 2.

DUN AMEZUN OLOUAA

Serkan Altunigine @ www.komikaze.net



GRIP KONUSUNDA GUNCEL

DURUM ve SON GELISMELER




GRIP KONUSUNDA GUNCEL
DURUM ve SON GELISMELER
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A universal problem

Bindu Marathe

Recent headlines have promised that a ‘universal flu vaccine’ may be within reach, pointing to antibodies that offer
broad protection in animal studies. But the scientists behind this effort had to first overcome great skepticism from
their peers—as well as an imperfect laboratory test. Hannah Hoag reports on one virologist's 20-year effort to challenge

the tenets of the field.

Influenza is the Lady Gaga of viruses: it
reinvents itself each year, often in unexpected

ways. But the flu virus is far more dangerous
(14T () =, [NOULT [ LI

usually manifests as a mild illness, the virus
kills as many as 500,000 people worldwide
each year, and it continues to provide a
challenge from a wvaccination standpoint.
Whereas most vaccines for illnesses such
as measles or polio offer years or decades

toward the creation of a universal influenza
vaccine that protects against seasonal flu year
after year—and possibly prevents hundreds
of millions of deaths when the next influenza
pandemic sweeps across the globe. Several
such universal flu vaccines are already in
early human clinical testing. But convincing
the biology community of the existence
and potential of such antibodies was an
uphill battle, and one complicated by a ‘gold

California. “In those days, most people
weren't thinking about broadly neutralizing
antibodies that you could develop for flu”
The very test that prompted Okuno to look
for these special antibodies—a tool known
as the hemagglutination inhibition assay—
tripped up the efforts of others in the field.
In hindsight, the fault in the assay provides
a cautionary tale of how the shortcomings of
a test can mean that biomedical researchers

Nature Med 2013;19:12



GRIP HASTALIGININ YUKU

Her yil Pediatrik

Bazi yillarda

Diinyada yillik hastalik yiiki

1. Paget WJ et al. Eur J Pediatr 2010;169:997-1008.

2. ECDC Seasonal influenza and vaccination — the facts. Last accessed September 2013.
3. WHO - Influenza (Seasonal) Fact sheet N°211. April 2009.



Gok degisken
Bulas 6zelligi gok giiglii

Dis kosullara direngli
¢ok hizli yayilir/yiiksek
morbidite

Belli grup/patolojilerde
olimcidil

Hastalik seyri degisken
Komplikasyonlar
Ekonomiye zarar verir




Influenza Virislerinin Bulas Yollar

:}\— Droplet
— ‘.@-Inﬂuenza virus
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Shared spaces

Distance

Direkt bulas: enfekte bireyden, duyarli konaga direkt fiziksel temas ile bulag
Indirekt bulas: duyarli konaga bir araci iizerinden (kontamine eller, cansiz esyalar vb)
pasif bulag
Droplet (damlacik) ile bulas: enfekte bireyin éksiirmesi, hapsirmasi vb ile sagilan
genis damlaciklar (>5um) ile bulas; <1m ye gider ve havada asil kalmaz
Airborne (hava yolu) ile bulas: etkenin <5um damlaciklarin gekirdegi / tozlar iginde bulag:;
uzaga gidebilen, havada asili kalan partikiiller s6z konusu

Nature Med 2012;18: 1468



Influenza Virislerinin Bulas Yollar

Acaba hangi bulas yolu 6nemli?

(Ornek: «airborne» bulas var mi?, 6nemi?)

Bunun bilinmesi alinacak énlemleri yonlendirecektir
Deneysel ¢alismalar:

- hayvan ¢alismalari

- insanlarda yapilan galismalar (géndillilerde, kapali ortamlarda..)
Dogal - Deneysel enfeksiyonlarin farki !

(inokdlasyon yolu farkl, etken suslar farkli, immiinite durumu..)
Deneysel galismalarin kisitlayici yonleri |

(gercek enfeksiyonda olanlari ne oranda yansitabilir?)



AN OUTBREAK OF INFLUENZA ABOARD A
COMMERCIAL AIRLINER

1 1 1 2
MICHAEL R. MOSER , THOMAS R. BENDER . HAROLD 5. MARGOLIS , GARY R. NOBLE ,
ALAN P. KENDAL  and DONALD G_ RITTER
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[ Cruise Ships: High-Risk Passengers and the Global Spread of New Inﬂuenza]
Viruses

Joy M. Miller,' Theresa W. S. Tam,’ Susan Maloney,'
Keiji Fukuda,” Nancy Cox,’ James Hockin,’
Daniel Kertesz,* Alexander Klimov,” and Martin Cetron'
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Antiviral
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Clin Infect Dis 2000;31: 433



Bulas Yollari Belirleyicileri

Virds atimi slresi

- asemptomatik / hospitalize olgularda farkli

- dogal enfeksiyon sonrasi inceleme yok !

- alinan érnege, kullanilan yénteme, olgunun yasina gére degisiyor
Virustin dis kosullara direnci

- Plastikte, celikte : >24-48s

- Kumas, kagitta : 8-12s

- Ellerde : Bdk

Canliligi etkileyen parametreler

- Nem (kuru hava: konak duyarligini ve viral stabilite artiyor...)
- Isi
- Mevsimsellik:
* ekstrensek konak faktorleri (melatonin, vitD, vitE...)
* ekstrensek dig faktérler (RH, t°..VP = droplet'lere etkili)
* kis aylarinda «vapor pressure» azalinca, bulas artiyor
* ortamin etkisi: kapali / toplu yasanan alanlara ¢ekilme



GRIP: éngoriilemeyen bir
enfeksiyon hastaligi (Fransa)

Baslangic tarihi degisken:
2003 de: 6 kasim
1995 de: 20 mart

Etken sus degisken:

A (H3N2, HIN1..) /B

Siddeti degisken:

1990 de : 700.000 kisi

1989 da : 4.600.000 kisi
Suresi degisken:

1990 da: 4 hafta

1989 da: 19 hafta



KLINIK SEYIR DEGISKEN..

« Belirtisiz/minimal semptomlar (%50 asemptomatik)

« Minor solunum sistemi bulgular: D ol B
(basit sol. sist. enf. nun %10'unda Influenza etken)

* Olgularin bir kisminda ates + miyal ji +6ksurik + halsizlik
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Grip: komplikasyonlar

- Bakteriyel pnomoni
= Krup
+ Solunum sistemi hastaliklari

«= Pulmoner hastaliklar
= Kalp hastaliklari

- Bobrek yetmezligi

- Metabolik hastaliklar

Nicholson K. G. Clinical features of influenza Seminary in respiratory infections 1992;7:26-37



Gribin Yol Actiklar:

& GRIP sezonunda diyabet hastalarinda
6lim orani 7% 5 -15 artmaktadir

@ Salgin sirasinda astim nedenli
olim oranlart % 19 - 46 artmaktadir

@ Salgin sirasinda kalp hastaligina bagl
olim oranlari 1,8 oraninda artmaktadir



Insanlarda Grip Etkenleri

Mevsimsel Grip
(A/H3N2, HIN1: B)

Kus Gribi
(A/H7N7, H5N1...)

Pandemik Grip
(A/H1N1, H2N2, H3N2, H1N1...?)




Insan Influenza Virisleri

* Orthomyxoviridae
ailesinden

* Pleomorfik ve kilifli

* Negatif sarmalli ve
segmentli RNA
genomu

- A, BveC tipleri

- Tip A: kuglarda ve W ,
memelilerde ‘WH
- Tip B ve Tip C: %‘§

insanda

Sub-tip HINZ




Influenza A Virusleri

o r-,

after Hatta et al., 2002



Influenza A yiizey antijenleri ve tirlerdeki dagilimi

Hemaglutinin Tipleri
6 /7 /8|9 10/11 |12 18

Insan

Domuz

At

Kus

Yarasa X | X
Noraminidaz Tipleri

Insan

Domuz

At

Kus

Yarasa




Yeni Bir Alt-tipin Insana Bulas

" L Insan virusu

Indirekt bulas




Grip ile Micadele Yollari

m)- Sirveyans
. Egitim
 Korunma

—Asilama
— Antiviral ajanlar ile kemoprofilaksi

 Tedavi

—Antiviral ajanlar *M2 inhibitorleri
*Noraminidaz inhibitorleri



Influenza Siirveyansi Nedir?

"6ribi onlemek amaciyla;

gribin ortaya gikisi ve yayilimi ile ilgili
her bilesenin diizenli bir sekilde
gozlemidir”



Neden Grip Siirveyansina Basladik?

- DSO FLUNET
sitesinde veri
eksikligi

. DSO-asi suslarininE
belirlenmesi

+ Hekimlerin asilama
ile ilgili kaygtlar:




# Turkey

i Institution(s):

i Ministry of Health

i Department of Communicable Diseases And Outbreak Control
i Ministry of Health of Turkey

: Mithatpaga Cad. Mo:1 B Blok

i Ankara

© Turkey

¢ Tel: +903125851412

i Fax +903124322994

Refik Saydam Hygiene Institute of Turkey
Public Health Institutions of Turkey
Saglk mah. Adnan Saygun Cad.Mo:55
06100 Sihhiye-Ankara

Turkey

Tel: 0903125655340

Fax +90 (312) 5655580

Turkey Virology
Turkey

University of Istanbul

Istanbul Faculty of Medicine

Virology and Fundamental Immunaology Linit
Mational Influenza Reference Laboratary
Capa, Istanbul, Turkey

34093 Istanbul

Turkey

Tel: +905323608523

Fax +902126352582

. Individual(s):

i Dr Bahadir Sucakli (epi) bahadir.sucakli@saglik.gov.tr Tel: +303125851412
¢ Dr Gulay Korukluoglu (vir) gucank@E@gmail.com Tel:
¢ DrYavuz Odabas (epi) yavuz odabasi@saglik.govir Tel: +905055962255
i Meral Ciblak {vir) ciblakmi@yahoo.com Tel:

¢ Prof Selim Badur {vir) saelimbaduri@hotmail.com Tel: +805323608523




ULKEMIZ'DE SENTINEL INFLUENZA
SURVEYANSTI

Sekil 2. Ulkemizin Niifus Yogunlugu Haritasi.

180 aile hekimi X 3.500 = Yaklasik 630.000 kisi izlenmektedir.

Surveyans illerimizin toplam nufusu, ulkemiz nufusunun yarisindan
fazladir. Dolayisiyla tlkemiz grip agisindan etkin olarak takip
edilmektedir.

Haftalik Bildirilen GBH vaka sayisi X 100.000 / Bildirim yapan AH X
3.500 = 100.000 kisideki GBH insidansi ve numune sonuglarini
kullanarak dunya ve gecmis yillar ile karsilastirma yapilmakta, grip
takip edilmektedir.



ULKEMIZDE INFLUENZA SURVEYANSI

ILLER

ANTALYA
BURSA
EDIRNE
Sekil 1. Sentinel influenza Surveyansi yiiriiten iller ile ilgili sentinel laboratuvarlar. ISTANBUL

IZMIR

I i.U. istanbul Tip Fakiltesi Viroloji Laboratuvariyala ¢alisan iller KOCAELI

[ 1 Tirkiye Halk Saghgi Kurumu MRLDB Viroloji Laboratuvariyla calisan iller MUGLA

. TEKIRDAG
I istanbul Halk Saghgi Laboratuvariyla calisan iller

Sentinel laboratuvarlar



EUROPE

Members login

Currant results
200012011 - 2:19

B

© Clinicians, epidemiclogists and virologists in the 52 countries in the WHOQ European Region
. constitute the network reporting to EuroFlu. The Iaboratory network consists of WHO-re cognized
: national influenza centres, a WHO collaborating centre for reference and research on influenza
. and two WHO H5 reference laboratories.

| Background [ Bulletins 1 Laboratory | Prevention | FAQ,Links
& Contacis & Data Network & Control & News
WHO/Europe influenza surveillance

(EuroFlu.org)

On this web site, WHO/Europe collects and presents data on influenza submitted
by the Member 5tates in the WHO European Region.

This regional surveillance aims to help reduce influenza morbidity and mortality in the Region
; L by
. BepcuA Ha pyCCKOM A3kIKE

collecting and exchanging timely information;

contributing to the annual determination of vaccine content;

providing relevant information to health professionals and the general public; and
contributing to the response to the pandemic (H1M1) 2009,

WHOQ/Europe publishes a weekly surveillance report in English and Russian, which is based
. on data covering the Region’'s total population of 882 million. To view these reports select the

yearfweek desired.

English Russian
2011/01 [+] [ Display bulletin | 2011/01 [~ | | Display bulletin

. Previous seasons bulletins and bulletins in pdfformat click here.

Dorisls lars ba ormesis tmea CoesChin Bollatim madifi msdisme B osmssil

www.euroflu.org



Turkey - Season 2012 /S 2013

ILI consultations per 100,000 population and influenza pozitive specimens ILT / 100,000

= Inf. A —71
= Inf. B

303

— 59
—47
— 35

23

ILT per 100,000
HWumber of pozitive

-1

N e e e e e e e ML

o 42 44 46 43 B0 52 2 4 6 0§ 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 |eek

Source: The WHO European Influenza HNetwork C(EuroFlu.org
Compiled gt 121532 on Apr 18 2013

Turkey - season 2012 / 2013

ILTI consultations per 100,000 population by age group a—01tod

—=— f to 14
—a— 15 to od
Ba +

Rate

] |
I !
do 42 44 456 43 T0 G2 2 4 & 0§ 10 12 14 16 15 20 Z2 24 Z6 Z8 30 3 34 38 38 eek

Corpiled at 12132 on Apr 15 2013 Source: The WHO European InfFluenza Metwork (EuroFlu.org?

specimens
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Son 11 Yila Ait Sonuclar

Sezon Influenza A Dominant Influenza B
% Sub-Type %

2003-2004 100 H3N2 0

2004-2005 86 H1N1 14
H3N2

2005-2006 89 H3N2 11

2006-2007 64 H3N2 36

2007- 2008 68 H1N1 32

2008-2009 50 H3N2 50

2009-2010 100 Pdm HIN1 0
(H3N2:27)

2010-2011 36.5 Pdm HIN1 64.5
(H3N2: 71)

2011-2012 75.3 H3N2 24.6

2012-2013 95 H1N1 5
(H3N2: 11)

2013-2014 94 H3N2 6




TR’ de Dolagimdaki suglar ile Asi suglarinin Antijenik Tipleri

] ) ° ° ° > e\se
Yil TR' de Suslarin Antijenik tipi Asi Igerigi
2006-2007 H3N2: A/Wisconsin/67/2005 H3N2: A/Wisconsin/67/2005
A/California/7/2004 A/Hiroshima/52/2005
Hi1IN1: A/New Caledonia/20/99
B: B/Victoria
B/Yamagata/10/88 B : B/Malaysia/2506/2004 (Victoria)
B/Ohio/1/2005 (Victoria)
2007-2008 Hi1N1: A/Solomon Islands/3/2006 H3N2: A/Wisconsin/67/2005
H1N1: A/Solomon Islands/3/2006
B: B/Florida/4/06 (Yamagata)
B : B/Malaysia/2506/2004 (Victoria)
2008-2009 H3N2: A Brisbane/10/2007 H3N2: A/Brisbane/10/2007
H1N1: A/Brisbane/5972007
B: Malaysia/2560/2004 (Victoria) B : B/Florida/4/2006 (Yamagata)
2009-2010 Pandemic HIN1: A/California/7/2009(H1N1) Pandemic HIN1: A/California/7/2009(H1N1)
2010-2011 Pandemic HIN1: A/California/7/2009(H1N1) Pandemic HIN1: A/California/7/2009 (H1N1)
H3N2: A/Perth/16/2009
B: B/Bangladesh/133/07 (Yamagata) and 1 Victoria B: B/Brisbane/60/2008 (Victoria)
2011-2012 B: B/Brisbane/60/2008 (Victoria) Pandemic H1IN1: A/California/7/2009 (H1N1)
H3N2: A/Perth/16/2009
B: B/Brisbane/60/2008 (Victoria)
2012-2013 H3N2: A/Texas/50/2012 H3N2: A/Victoria/361/2011
H1N1: A/California/7/2009 (H1N1)pdmO9 H1N1: A/California/7/2009 (H1N1)pdm09
B:B/Wisconsin/1/2010-benzeri virus (Yamagata) B: B/Wisconsin/1/2010-benzeri virus (Yamagata)
2013-2014 A/H3N2: A/Victoria/361/2011-like virus A/H3N2: A/Texas/50/2012
B: B/Massachusetts/2/2012 (Yamagata) B/Massachusetts/2/2012 (Yamagata)




@ Tirkiye'de Influenza Sezonundaki Degisim
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urveillanﬂe and Oseltamivir Resistance of
Human Influenza A Virus in Turkey During the
2007-2008 Season

Meral Akeay C lhlal{ Ls "ﬂu*-:tafa Ha*-ml-r_hmz "\-’anewa Escuret, 34 ‘q-“lartl.ne Valette, M Fadime G sul, 3
Humln lllmaz Muri l‘urr_m Emel Bﬂzkr_na and Selim Badur®

Ornek sayisi  Direnc(%)

Turkiye 30 20 M 44,1
Norveg >100 67

Fransa >100 46 .24

Cin >100 14.6

Hollanda >100 30

Japonya >100 1.6

Ttalya <10 0.9

Kanada >100 26

ABD >100 10.9



Medical Microbiclogy and Immunaology
@ March 2013

virus in Turkey

Molecular and serological investigations
of the Influenza A(H1N1) 2009 pandemic

Meral Akcay Ciblak, Mustafa Hasoksuz, Melis Kanturvardar, Serkan Asar, Selim Badur

swine origin

= Swine origin

HA NA PB2
A.A yeri 222 275 627
Mutasyon | D (Asp) — G (Gly) | H (His) —» Y (Tyr) | E (6lu) — K (Lys)
a 2,6 konf. reseptor ozgiilliiginiin Oseltamivir Memeliye adaptasyon
a 2,3 konf. reseptor ozgiilliigiine direnci Diisiik 1sida ilireme

d6m’.i§|'.im|'.i



http://izzy.balistix.net/wordpress/wp-content/uploads/2009/08/Triple-reassortant_swine_influenza.jpg

TOPLAM SONUCLAR

Sus HA NA PB2 Yas Cinsiy. Klinik
D222G | H275Y | E627K
2953 - - - 53 F
3119 - - - 7 M
3368 - - - 11 g. M Fatal
3562 + - - 26 F
3703 - - - 28 F
3713 + - - 24 F
1111M - - - 39 F Agir olgular
3425 - - - 90 g. M
0001 - - - 54 M
2978 - - - 42 M Hafif
3912 - - - 10 F olgular
2485 - - - 28 F
3720 - - - 36 M
Toplam (13) 2 0 0




2012-2013 Sezonu
Hastane Bazli Sirveyans Sonuglari, ITF

40 -
35 /
W Bocavirus
30 Metapneumovirus
9 m Coronavirus
25 A
Parainfluenza Virus
20 - B Respiratory Syncytial Virus
W Rhinovirus
15 A H Influenza B
HA/HIN1
10
/ mA/H3N2
5 -
O T T T
OCAK SUBAT MART NiSAN

2012-2013 Seasonal Influenza Vaccine Effectiveness
against Influenza Hospitalizations: Results from the
Global Influenza Hospital Surveillance Network

Joan Puig—Barberé1*, Angels Natividad-Sancho’, Odile Launayz, Elena Burtseva®, Meral A. Ciblak®,
Anita Tormos’, Amparo Buigues-Vila', Sergio Martinez-Ubeda', Anna Sominina® and the GIHSN Group

PLOS One 2014,9: €100497




2014-2015 Sezonu
Hastane Bazli Siirveyans Sonuglari, ITF-1

80
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20
10 ] m INFA H3N2
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2014-2015 Sezonu
Hastane Bazli Sirveyans Sonuglari, ITF-2

1% M Influenza A Pdm H1N1
B InfluenzaA H3N2
®InfluenzaB

B Rhinovirus

BR5V

W Adenovirus

mHBoV

mHMPV

= M. Pneumonia
56%

1% W Parainfluenza3
- W Coronavirus
1%
[ Enterovirus
2'li Miks
3'lti Miks

0% Negatif




2014 / 2015 Sezonunda Ne Oldu?

Domuz gribi dondu!

Uzun bir aradan sonra Turkiye'de ‘domuz gribi’ teshisiyle bir kisi hayatini kaybetti.
Uzmanlar kis aylarinda canliligini surddren virGsle ilgili hijyenin 6nemine dikkat ¢ekti

S ivas'ta yitksek ates ve zatiirre
sikayetiyle hastaneye kaldinlan oze!
glivenlik sirketi sahibi isadaminin domuz
gribi olarak bilinen HINI virdsiiniin
neden oldugu akciger iltihabi ve akciger
vetmezligi nedenivle MEMORIAL Antalya Hastanesi alkol igeren el antiseptikleri
vefat ettigi agikland. Enfeksiyon Hastaliklan Boliimi'nden  kullamlabilir.” diye konustu. y/ *

Evli ve 3 ¢ocuk Uz Dr. $irin Elmi, domuz gribi olarak
sahibi Mustafa Atar bilinen, sonrasinda pandemik BULAS
(40), 19 Subat'ta influenza olarak amlan HIN1 BUEOY Mustafa

e Domuz gribi ‘can alarak’ dondii

madan bir ok

siire dnce . b IVAS'ta 6zel glivenlik Ankara’daki Mikrobiyoloji yasamini yitirdi. Baghekim
yurtdisina sirketi sahibi, evli ve 3 Referans Laboratuvari Daire Prof. Dr. Gékhan Gokce, “Has-
ciktigi ve # 2 3 cocuk sahibi Mustafa Atar (39), Baskanligi'na gonderilerek tamizi coklu organ yetmezligi
viriisii bura- E . ylksek ates sikayetiyle 19 incelendi. Tetkiklerde Atar'in ve sepsise ve akciger yetmez-
dan kapmis Subat’'ta Cumhuriyet Univer- kamuoyunda ‘domuz gribi’ ligine bagh olarak kaybettik”
olabilecegi 4 sitesi Tip Fakiiltesi Hastane- olarak bilinen HIN1 viriisiine aciklamasi yapti.

degerlendiri- si'ne basvurdu. 20 Subat’ta akalandigi belirlendi. Yogun » s : %
liyor. Atar'dan alinan kan érnekleri zaklma alinan Atar, oncekqi gun BASIT BIR GRIP, GECER

Bu arada Atar’'in Univer-
site hastanesinden once, 14
Subat’ta 6zel bir hastaneye
basvurdugu ve burada bogaz

® [ ]
enleksoyohuyla ilgili tedavi
gordigu ortaya cikti. Ozel has-
tanede kendilerine ‘Basit bir

gribal enfeksiyon, igne ve li#g
tedavisiyle iyilesir’ denildigini

[ X J [ X ] ,
soyleyen Atar’in dayist Kurban
u Say‘SI a ‘ I Celik, * Olum sebebml bellrlen

Mustesarnn ‘salgin yok' demesinden bir hafta sonra Saglik Bakani ‘salgin’
s6zcugund kullandi. Olimierin 30u domuz gribinden, Ju ise gripten

o oo oge
Zatu rreeye doneblllr Sxéllk Bakani Mehmet Miiezzinoglu,

Bakanlik Miistesar: Eyiip Giimiig'in
ta sonra Giimilg'iin sézlerini yalanlayan
U/manlal, Tiirkiye'yi etkisi altina alan

lar yapt. Saghk Bakanmi Mehmet
fiiezzinogly, Giimiig'iin “Salgin yok” de-
ne kargin “grip salgini” ifadesini kulla-
nirken verilen 8liim rakamlari da soru isa-

“salgin yok™ agiklamasindan bir haf-
21ip virusinin. tedavi edilmezse za







gribi ve belirtileri

Saglhk Bakanligi'nin yaptigi celiskili aciklamalar Domuz gribi konusunda
tedirginlik yaratti. Hastalik. u£41mll b|||nme5| gereken noktalari derledik

aghk Bakanhgi’nin domuz hashnglua “Domuz gribi” olarak ad- - ronik akeiger ve/veya kalp hastalig num yetmezligi sonucunda meydana
gribiyle ilgili yaptigi agiklamala®®  landirilmustsr. Hastahik “dort dortlik” anlarda, yashlarda daha agir scyre gelmektedir,
r ve oliimlere neden olabilir,

tedirginlik yaratmaya devam | © * bir insan hastahig: olmasina ragmen
ediyor. Ba gin bir yand.m or “Domuz gribi” ifadesinin kullanilmas1 ¢ B Korunma miimkiin mii?
bir sal _iea dc rece yersizdir. 4" mAntibiyotik tedavisinin hastahk- Gripten korunmada asi 6nemlidir.
! RN e R
{ yandan laboratuvara g._ cnd b ll an 134 e b a2l ta yeri var m? Ast, hastahga yakalanmayi engelleye-



2009 Pandemisinde Etken:
Influenza A/pdm HIN1 Virisd

Kuzey Amerika
insan H3N2 kanatli(gen havuzu) Klasikdomuz

® 9B

Domuz iiglii Domuz HIN2 Avrasya domuz
yeni eslesik HIN1/H3N2

A/California/04/2009 (Nature 2009; 459: 14-5)



2009 Yilinda Yeni bir antijenik tipi olan viris ortaya ¢kt = «Influenza A pdm HI1N1>»
Etkene kars: toplumsal bagisiklik s6z konusu degildi = Siiratle yayild

2010 Yilinda bir ¢ok kisi etken ile temas etmisti = Toplumsal bagisiklik .
Tiim PANDEMILERDE oldugu gibi, etken artik siradan «MEVSIMSEL GRIP etkeni» oldu

“DOMUZ GRIBI” TANIMINI KULLANAN TEK ULKE: TURKIYE

Kitlesel gliimlere yol acacak grip salgini var mi?

Verilerden hareketle iginde bulundugumuz 2014 / 2015 sezonunda
grip akivitesinin olagan seyrini gosterdigini ve kitlesel Glimlere
neden olacak bir salgindan bahsetmenin gerceksi olmadigini

sdylemeliyiz.

Prof. Dr. Selim Badur

istanbul Tip Fakiltesi, Ulusal Influenza Re-
ferans Laboratuvar, selimbadur@hotmail,
com

art 2015 déneminde ulkemizde
Myazlll ve gorsel medyada “domuz

gribi” kenusu yeniden mansetlere
taginmis; yasamini yitiren hastalara ait ha-
berler “domuz gribi geri dondii”, “salgin
kapida® basliklari ile yeni tarismalar bas-
lamis; saglk haberleri kenusunda siklikla
karsilashgumiz geliskili soylevlerin havada
ugustugu, kamuoyunun ikilemde kalarak
endiseye kapildigi bir sireg yasanmistr. Bu
tablo karsisinda Ulusal Influenza Referans
Laboratuvari bulgularindan hareketle 2014
/ 2015 grip sezonunda ilkemizde olup bi-

SEST | 1

[ S PO ST R

madigi bu viris siratle yaylim gésterdi;
2010 yilinin subat ayinda ise salgin sonlan-
di. Bu gelismede, gegen siirede etkenin bir-
gok kisiye lemas etmesi sonucu, toplumsal
bagisikhgin olusmas: ve viriisin pandemik
ozelliginin kaybolmasi rol oynadi.

Sonusta 2009 pandemi etkeni, daha
nceki pandemilerde oldugu gibi, siradan
bir meysimsel grip etkeni haline dénis-
ti. O farihten baslayarak, Inflvenza A/
pdmHINI viriisi, Inflenza A/H3N2 ve
Influenza B viriisleri ile birlikte fim dinyada
dolasimdadir ve kullanilan grip asilaninin
iceriginde bulunmoktadir. Kisacas: Influ-
enza A/pdmHIN| virisini arik “Domuz
gribi" etkeni olarak tanimlamak yanhstir ve
ilkemiz disinda higbir bilimse! orlamda bu
tanim kullaniimamakiadir

INFLUENZA VIRUSU EN
ONEMLISI

Solunum yolu enfeksiyonlarina yol agan
etkenler arasinda, mortaliteye (1000 kisi
bast 6lim orani) yol agan en 6nemli etken
Inflvenza virisidir. Bir dizi siregen [kro-
nik) hastalik (kronik kalp, bobrek hastalari:
diyabet, astm hastalan vb) sorunu yosa-
yanlarin, Influenza’lar ile enfekie olmalan,
var olan klinik tablolannin agirlasmasina
yol agar.

Salginlar sirasinda gozlenen &limler,
suregen hastaligi elanlarda ikineil olarak
tabloya eklenen diger viriis veya bakleri-
lerin neden oldugu komplikasyonlardan,
ozellikle pnomoniden kaynaklanmakiadir.

Bugin icin gegerli oranlara bak
da her 100.000 kisiden: saglkh eriskinler-
de 2; kalp-damar hastaligi olanlarda 104;
kronik akciger hastahigi olanlardan 240;

_ 40y

* 23 Mart 2015 tarihi itibariyle sentinel
surveyans (s: 899), ve Hastane Bazli Grip
Sirveyansi projesi (s: 598) kapsaminda Re-
ferans laboratuvarina toplam 1.497 rnek
gonderilmis olup, bu smeklerden 421" inde
(%28,1) Influenza virist varlg: saptand;
bunlarin 204" 4 (%48,5) Influenza B, 180°
i (%42,8) Influenza A/pdmHIN] ve 37 si
{%8,8) Influenza A/H3N2 olarak fiplendi-
rildi.

* Grip akfivitesi Ulkemizde 50. haftada
basladi ve 10. haftada pik yapt, 11. hafta
ifibariyle inise gesti; bu lablo son yillarda,
biyik olasilikla kiresel iklim degisikligine
bagl olarak ilkemizde grip mevsiminin
otelendigini; arhk kasim-aralik aylarinda il

_kemizde gribe rasianmadigini, buna karsin

aklivitenin nisan ayina kadar devam eftigini

.

* Mart 2015 doneminde ilkemizde
n yurltagimizin grip nedeniyle yo-
= samlanni yitirdikleri ve bunlarin
. biyik boliminde siregen has-
laliklann yar oldugu bildirildi.
Bu sayisal deger swadan bir




2014 / 2015 Sezonu A.B.D. Bulgulari

Influenza Positive Tests Reported to CDC by U.S. WHO/NREVSS
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Grip ile Micadele Yollari

» Surveyans
* Egitim
e Korunma

m) —Asilama
— Antiviral ajanlar ile kemoprofilaksi

 Tedavi

—Antiviral ajanlar *M2 inhibitorleri
*Noraminidaz inhibitorleri



Korunmada Onemli Tek
Secenek: AST




Grip Asilar

Asilar inaktive edilmis olabilir ki uc cesidi vardir (tam virion asisi, bollinmus-partikallu

asi veya alt tinite asisi) ya da yasamsalligi azaltilmis olabilir
TIV LAIV

V

-~

ﬂ

Tam virls Bolunmus Alt Uinite Yasamsalligi
virus (ylizey antijeni) azaltilmis

k (Saflastinimis Partikiller) (Saf NA ve HA) k (Canli-Ateniie) /

BUGUNE KADAR KULLANILAN ASILARDA:
3 Influenza virisi vardi: A (H3N2) + A (HIN1) + B

(5[}!EML§Z GELISME: .
DORTLU (Kuadrivalan) ASILAR- Iki B soyunu igeren asilar-



Grip asisi risk grubundakilerde
morbidite ve mortaliteyi azaltiyor

(18-64 yas grubundan siiregen hastaligi olanlarda asinin etkinligi)

100 +
90 ~
80 -
70 A
60 -
50 -
40 -
30 ~
20 ~
10 ~
0 -

Sayilarda Azalma (%)

Hekime basvuru Hospitalizasyon Oliimler

Arch Intern Med 2005; 165: 274—280.[864a]



Grip Asisi I¢in Hedef Gruplar...

= > 65 yas ustindeki kisiler
= Huzurevi veya diger kronik bakim evindeki kigiler
= Bu kisilerin bakicilar:

= Kronik hastaliklar: olan eriskin ve cocuklar
(pulmoner veya kardiyovaskiiler sistem hast.)

= Metabolik hastaliklar: olan eriskin ve cocuklar
(diyabet, renal disfonksiyon, hemoglobinopatiler,
immunosupresif durumlar - ilag ve HIV dahil)

= Saglik ¢alisanlar

= Cocuklar (6-23 ay)
= Gebeler |



DSO Asi Onerilerinde
Degisiklikler

2005 2012

1. Yaslilar 1. Gebeler

2. Kronik hastaligi olanlar 2. Diger gruplar

3. Saglik ¢alisanlari - Saglik Calisanlar:

4. Bakim evlerinde gorev - 6-59 aylik gocuklar
yapanlar - Yaglilar

5. Yiksek risklilerle temas - Yiksek riskli bireyler
halinde olanlar

6. 6-23 aylik ¢ocuklar



Gebelerde Grip Asisi: Gerekgeler

- Komplikasyon riski fazla

- Kendileri ve fetus/bebeklerini korumak
icin

- Guvenilir bir asi

!

‘ Is routine influenza immunization warranted in early pregnancy?

T b.c,1
Danuta M. Skowronski®*, Gaston De Serres Vaccine 2009:27: 4754

Influenza vaccination in pregnancy: current evidence and
selected national policies

Tippi K Mak, Punam Mangtani, Jane Leese, John M Watson, Dina Pfeifer

Lancet Infect Dis 2008;8: 44



Effectiveness of Maternal Influenza
Immunization in Mothers and Infants

K. Zaman, M.B., B.S., Ph.D., Eliza Roy, M.B., B.S., D.C.H.,

Shams E. Arifeen, M.B., B.S., Dr.P.H., Mahbubur Rahman, M.B., B.S., Ph.D.,
Rubhana Raqib, Ph.D., Emily Wilson, M.H.S., Saad B. Omer, M.B., B.S., Ph.D.,
Nigar S. Shahid, M.B., B.S., M.P.H., Robert F. Breiman, M.D.,
and Mark C. Steinhoff, M.D.

20+

Control

*Bangladesh'de, 2004/5 sezonunda

randomize, kontrolli ¢alisma 154

*340 gebeye, 3. trimestrede, TIV
*Kontrol grubuna pnomokok asisi

Influenza vaccine

Cumulative Cases of Influenza
=
(==
L

*Cocuklarda %29, annelerde %36

oraninda solunum sistemi enf. engelleniyor P v o7 O 99 Wr OF- 3 S WL YA IP O
Yeni doganlarda asi etkililik: %63 & E T FE T VWS F S
AR SR O
=
S I |
.. 2]
(Ancak érnek sayisi az ve laboratuar ¥ 2004 2005

tekniklerinde optimasyon yok)

Figure 2. Cumulative Cases of Laboratory-Proven Influenza in Infants Whose
Mothers Received Influenza Vaccine, as Compared with Control Subjects.

Testing for influenza antigen was performed from December 2004 to
November 2005.

N Engl J Med 2008:359:1555



Toplumda Gribin Yayilmasinda
Cocuklarin Roli

Cocuklarda atak hizi yiksek: ~20.3% (7.5-25.8%)

Cocuklar Virisiin
Yayiliminda En
onemli Kaynak




Cocuklarda Grip Asisi: Gerekgeler

- Enfeksiyon orani ve atak hizi yiiksek

- Poliklinik bagvuru orani ytiksek

- Komplikasyon, hastaneye yatis riski ylksek

- Aile ve gevre igin tasiyici rolii var

Bu durumda:

- Hasta sayisinin, Hastane basvurularinin azaltilmasi

- Cocuklu ailelerde yaslilardaki mortalitenin azaltiimasi
- Saglik ¢alisanlarina bulagin onlenmesi

- Okuldan geri kalmanin onlenmesi

- Antibiyotik kullaniminin azaltilmasi



Cocuklarda Grip asisinin

Getirileri

w
o
\

Influenza A:

N
(¢}
\

Koruma 83%

N
o
|

Olgu sayisi

(&)
|

o

AOM insidansi:
%36 Azalma

Influenza A

AOM i Astlanmisg ¢gocuklar
g Kontrol

1988-89°da (Finlandiya) 1 ile 3 yas arasindaki 374 cocukta influenza ve karsihk gelen AOM

AOM: Akut Otitis Media

olgu sayis1 sonuclari

Heikkinen T, Ruuskanen O, Waris M, Ziegler T, Arola
M, Halonen P. Influenza vaccination in the
prevention of acute otitis media in children. AJDC
1991:45:445-48



INFLUENZA AND THE RATES OF HOSPITALIZATION FOR RESPIRATORY
DISEASE AMONG INFANTS AND YOUNG CHILDREN

HEcTOR S. IZURIETA, M.D., M.P.H., WiLLiam W. THoMPSON, PH.D., PioTR Kramarz, M.D., Davip K. SHay, M.D., M.P.H.,
RogerT L. Davis, M.D., M.P.H., Frank DESTEFANO, M.D., M.P.H., STEVEN BLACK, M.D., HENRY SHINEFIELD, M.D.,
AND KeuJl Fukupa, M.D., M.P.H.

Conclusions Infants and young children without
chronic or serious medical conditions are at increased
risk for hospitalization during influenza seasons. Rou-
tine influenza vaccination should be considered in
these children. (N Engl J Med 2000;342:232-9.)

TaBLE 4. EXCESS RATES OF HOSPITALIZATION FOR ACUTE RESPIRATORY DISEASE ATTRIBUTABLE TO INFLUENZAVIRUS
AMONG CHILDREN WITHOUT Hi1GH-RIsKk CONDITIONS DURING PERIODS IN WHICH INFLUENZAVIRUS PREDOMINATED.*

RATE I RaTeE N Excess RaTe RATE 1N
PerioD WHEN SUMMER ATTRIBUTABLE TO Perl-SEasONAL RATE ATTRIBUTABLE
INFLUENZAVIRUS Base-LiNe INFLUENZAVIRUS Base-LINE TO INFLUENZAVIRUS
Stupy SiTE anD AGE GROUP PREDOMINATED Perion (95% CI)t P VaLue PERIOD (95% Clix P VaLue
rate/100,000 person-months rate/100,000 person-maonths
Northern California Kaiser
0-1 yr 231 81 151 (113 to 188)  =<0.001 120 112 (73 to 1507 =0.001
2—4yr 53 27 20 (9 10 42) < (.002 38 15 (-2 o 33) =<0.081
5-17 vr 19 19 0({=5t05) 0.951 14 511 to 1Y <0.026
Group Health Cooperative
O=1 vyr 193 66 127 (82 to 171) <0.001 107 86 (39 to 132}  =0.001
24 yr 21 16 5 (=9 to 20) 0468 24 =3 (—1910 13) 0.727
5-17 yr 17 12 5(—=3to 1) 0.066 10 7{lto12) =<0.012

Influenza sezonunda akut solunum yolu enfeksiyonlarina bagl olarak risk

grubundan olmayan < 2 yas ¢ocuklarda hospitalizasyon orani, daha buyuk
yas gruplarindan 12 kez daha fazla

N Engl T Med 2000;342: 232



"Herd" (Toplumsal) immdnite...

Herd immunity 1n adults against influenza-related 1llnesses with use of the
trivalent-live attenuated influenza vaccine (CAIV-T) in children

Pedro A. Piedra®®*, Manjusha J. Gaglani®, Claudia A. Kozinetz®, Gayla Herschler?,
Mark Riggs?. Melissa Griffith?, Charles Fewlass®, Matt Wattsd, Colin Hessel®,
Julie Cordova®, W. Paul Glezen®"®

Vaccine 2005;23: 1540

Universal vaccination of children against influenza: Are there
indirect benefits to the community?
A systematic review of the evidence

Rachel Jordan®?*, Martin Connock®, Esther Albon®, Anne Fry-Smith®,
Babatunde Olowokure ®?, Jeremy Hawker 4 Amanda Burls®

Vaccine 2006;24: 1047



100,000 kisilik populasyon i¢cin Mortalite Oranlar

Japonya'da Kitle Asilama
Programi

14
12
10 T
| 1957
8 Asya gribi
epidemisi
61 8.000yasami
e 1962
tehdit etti Okul 1994
47 cocuklarini Programa
asllama 1977 son verildi
Grip asilamasi 1987
2" pogra zorunlu hale geldi Hastalara asty!
basladi 9% red etme izni verildi
O rrrrrrrrrrrirrrrrrrrirrrirrrrrrrrrrrrrrrrirnr  rrrrorid
@@v '3?% @q;» éga ,é\Q é\v 'é\‘b @%f\, @cgo '909 @oy @ogb

N Engl J Med. 2001;344:889



Asinin Etkililik ve Etkinlik
Sonuclart



Influenza Vaccination and Reduction
in Hospitalizations for Cardiac Disease
and Stroke among the Elderly

Kristin L. Nichol, M.D., M.P.H., M.B.A., James Nordin, M.D., M.P.H.,

John Mullooly, Ph.D., Richard Lask, M.D., Kelly Fillbrandt, B.S.,

and Marika Iwane, Ph.D.

CONCLUSIONS
In the elderly, vaccination against influenza is associated with reductions in the risk of
hospitalization for heart disease, cerebrovascular disease, and pneumonia or influenza
as well as the risk of death from all causes during influenza seasons. These findings
highlight the benefits of vaccination and support efforts to increase the rates of vacci-
nation among the elderly.

N Engl J Med 2003;348: 1322

Decline in influenza-associated mortality among Dutch elderly following
the introduction of a nationwide vaccination program

Angelique G.S.C. Jansen®P, Elisabeth A.M. Sanders®, Kristin L. Nichol¢,
Anton M. van Loon9, Arno W. Hoes?, Eelko Hak?:P-*

With a retrospective nationwide cohort study in the Netherlands over 1992-2003, using mortality and
viral surveillance data, the aim was to assess by means of rate difference methods the influenza-associated
mortality in the elderly before and after the introduction of a nationwide influenza vaccination program
in 1996 (vaccination coverage raised from below 50 to 80%). The average annual influenza-associated
mortality declined in the years before and after the introduction from 131 to 105 per 100,000 persons
(relative risk 0.80). The decline was largest in the age group 65-69 years (relative risk 0.54) and less in
those aged 75 years and older. Validation by Serfling-type regression analysis revealed similar results. In
conclusion, routine influenza vaccination among Dutch elderly was associated with a significant decrease
in influenza-associated mortality, notably in those aged 65-69 years.

Vaccine 2008;26: 5567



‘ Impact of Influenza Vaccination
on Seasonal Mortality in the US
Elderly Population

Lone Simonsen, PhD; Thomas A. Reichert, MD, PhD: Cecile Viboud, PhD; William C. Blackwelde

Robert J. Taylor, PhD; Mark A. Miller, MD
Conclusions: We attribute the decline in influenza-
related mortality among people aged 65 to 74 years in
the decade after the 1968 pandemic to the acquisition of
immunity to the emerging A(H3N2) virus. We could not
correlate increasing vaccination coverage after 1980 with
declining mortality rates in any age group. Because fewer
than 10% of all winter deaths were attributable to influ-
enza in any season, we conclude that observational stud-
ies substantially overestimate vaccination benelit. Arch Intern Med 2005:165: 265

- Influenza-related mortality in the Italian elderly: No decline
associated with increasing vaccination coverage

Caterina Rizzo®*, Cécile Viboud?, Emanuele Montomoli ¢,
Lone SimonsenY, Mark A. Miller®

distribution primarily targeted for the elderly. These findings suggest that either the vaccine failed to protect the elderly against mortality
(possibly due to immune senescence), and/or the vaccination efforts did not adequately target the frailest elderly. As in the US, our study

challenges current strategies to best protect the elderly against mortality, warranting the need for better controlled trials with alternative
vaccination strategies.

Vaccine 2006;24: 6468



ASININ ETKINLIGI

» Yildan yila )
» Virds tipi/alttipine gore

- Asi tipine gore

* Daha once agilanmig olup-
olmamaya gore (imminiteye)
» Olgu tanimina gore

» Asilanin yasina gore

> DEGISIR

* Atak hizina gore )



Olgu Tanimina Gore
Asi Etkinlik Oranlari

100 - | |
00
20 | | | . Wood et al,
g | | N=90 000
2 | 63% | working adults
c 60 -
R | | .
T | | Merlin et al,
£ 40y N=53 000
30 - 28% | | military personnel
204 | |
10 - | I
Acute respiratory I Influenza-like illness I Virus-confirmed
illness influenza*

Wood SC, et al Vaccine 17 (Suppl. 3); S81-S87
Merlin et al BEH 41;1975-6.



Ulkemizde Risk Gruplarinin Asidan
Faydalanmasini Saglamak Uzere

Gergeklestirilen Uygulamalar
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Influenza vaccination in Turkey: Prevalence of risk groups, current vaccination
status, factors influencing vaccine uptake and steps taken to increase vaccination
rate

Meral Akcay Ciblak*!, Grip Platformu'

Istanbul University, Istanbul Faculty of Medicine, Department of Medical Microbiology, National Influenza Reference Laboratory, Istanbul, Turkey

ABSTRACT

Influenza infections cause considerable morbidity and mortality not only during the pandemics but also
during annual epidemics. Vaccines are the most effective tools for preventing the infection. Although
World Health Organization (WHO) and Ministry of Health {MoH) recommends vaccination for people at
increased risk, sales data indicate that vaccination rate remains low in Turkey. Vaccine recommended
groups are well defined and reimbursed in Turkey. However, the prevalence of people in risk groups,
current vaccination rates and factors influencing vaccine uptake which are essential in order to develop
and sustain effective strategies to increase vaccination rate are not documented. A thorough literature
review was performed to determine the estimated number of people in risk groups, vaccination rates,
factors influencing vaccine uptake in Turkey. Actions taken by the health authorities in order to increase
the vaccine uptake among specified risk groups are also summarized. Based on the published prevalence
rates, current study calculated that there are approximately 27 to 33 million people in risk groups. In
addition, there are 428,000 health care providers serving in the public sector who are at increased risk
for influenza infections. The lowest reported vaccination rate (5.9%) was in the elderly =65 years of
age and the highest (27.3%) in patients with COPD. Finally, survey results indicated that leading factor
negatively influencing vaccine uptake was disbelief in the effectiveness of vaccine. In order to increase
vaccination coverage, vaccines are provided to health care providers free of charge and reimbursed for
those in the risk groups. Realizing the fact that combating flu requires multidisciplinary collaboration,
a stakeholder network, Grip Platformu, has been established in 2011 with the endorsement of the MoH
to increase influenza awareness and vaccine coverage rates among risk groups in accordance with WHO
recommendations.



Risk Grubunda Bulunan Bireylerin
Tahmini Sayisi

Yasli =265 5 milyon
Diyabet >20 6.5 milyon
KOAH >40 4.4 milyon
Astim Her Yastan 6.6 milyon
Kronik Bobrek H >18 7.4 milyon
Kronik Kalp H Her yastan 3.0 milyon
Toplam 33.8 milyon

1.ADDRESS BASED POPULATION REGISTRATION SYSTEM POPULATION CENSUS RESULTS, 2009. Prime Ministry Republic of Turkey.
2. http://www.turkstat.gov.tr/PreHaberBultenleri.do?id=6178 (accessed on 10. 11.2010)

3. http://www.itf.istanbul.edu.tr/index.php?option=com_ content&view=article&id=707:turdep-ii-sonuclarnn-oezeti (accessed on 10. 11.2010)
4.Lancet 2007;370(9589): 741-50.

5. Eur Respir J 2009;33:724-33

6.Nephrol Dial Transplant 2010 Nov 4. [Epub ahead of print]

7. http://www.tekharf.org/2009.html (accessed on 11.11.2010)

8. http://www.turkstat.gov.tr/PreHaberBultenleri.do?id=6178&tb_id=3 (accessed on 22. 11.2010)
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Bazi Bireyler Farkli Risk Gruplari Icinde

Olabililir

Number of Population

COPD Eldel‘l}'

2.840.776

Elderly

328.786

395.431

844.918

1.279.223

637.848

1.982.332

3.399.559

390.314

456.069

4.496.880

1.399.903

¢  Elderly
acld jeud

-2.279.921

869.056

Elderly

2.070.484

1.717.455

Elderly

=003 |3 |||l |nln|ale|c|w

1.306.437

| total | 22.095.550 |




Yillik Asi Satislari

2005 2006 2007 2008 2009 2010 2011 2012 2013

GRIP PAZARI 2042880 2.091.281 2.023.322 1.915.370 1.989.486 2.217.846 2.477.722 2.585.315 2.465.308

biiyiime 2% 3% 5% 4% 1% 12%
GRIP PAZARI
3.0:00.000
2.500.000

2.000.000
1.500.000
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1.000.000
500.000
'D 1 1 1 1 I 1
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Year/05 Year/O& Year/O7 Year/0B Year/09 Year/10 Year 11




Bazi Risk Gruplarinda Asilanma Oranlar:
Ege Bolgesi

16
14
12
10
8
6 B Influenza Vaccine
4
2
0
COPD D.Mellitus >65 age
(n=242) (n=1712) (n=1531)

Biberoglu K et.all, Poster at VIII National Internal Medicine Congress, 2006



Bazi Risk Gruplarinda Asilanma Oranlart
Antalya Bolgesi

Risk factors Vaccination status

Vaccinated Not vaccinated Total (n=1434

N % N % N %
Age group (>65 years) 23 |16.3 118 837 141 94
Diabetes Mellitus 22 1134 142 8§6.6 164 110
Chronic Cardiopulmonary Disease 27 1213 100 787 127 85
Asthma 9 18.0 41 820 50 3.3
COPD 6 [273 16 727 22 15
Cancer 1 6.7 14 933 15 0.9
Pregnancy 1 7.1 13 929 14 0.9
Chronic Renal Insufficiency - 6  100.0 6 04
Others 1 12.5 7 87.9 8 0.5
6-23 month infant - 30 100.0 30 20

Cahsmaya Katilan 1.494 Kisinin Sadece 111’1 (7.4%) Asillanms!
Oncel S et al., 2008



Asilamada
Doktor Onerisinin Onemi

Hasta Doktor Asilanan
Davranisi Onerisi Yo
Pozitif Evet 84
Negatif Evet 63
Pozitif Hayir 7

Negatif Hayir 5

Adapted from MMWR 1988;37:657.



Saglik Calisanlari ve Grip Asisi

TC Saglik Bakanliginin her yil sagladigi
asl sayisi: ~ 200.000 doz

TR’de Saglik Calisanlarinda Grip asisi
yaptirma orani: ~ %10

Projenin amaci: Grip ve asisi konusunda
dusunce, bilgi duzeyi ve engellerin
saptanmasi

Saglik Bakanligl onayi ile (14 Ekim 2011)
Izmir'de “Aile Hekimlerinin Egitim Projesi”



Saglik ¢alisanlart arasinda grip asisi
yaptirma oranlar
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Aile hekimliginde grip ve grip asisl:
Bilmek uygulama icin yeterli mi?

Influenza and influenza vaccine in family practice: is knowledge sufficient for practice?

Meral Akcay Ciblak', Nese Nohutcu?, ilhan Giirbiiz?, Selim Badur?, Dilek Giildal*

Tablo 2. Hekimlerin grip asisi ile ilgili tutumlari ve asiy1 6nerme davranislar (%) (n=911)

1 2 3 4 5
e
Tutum Saglik cahsanlan her yil dizenli olarak grip asisi yaptirmalidir. 11.3 8.8 20.7 15.2 44.0

Aile hekimleri hastalarini grip asisi olmalan konusunda ikna etmeye calismaldir. 15.6 14.2 35.0 15.1 20.1
Aile hekimleri hastalarini gribin énemi ve korunma konularnda bilgilendirmelidir. 4.0 1.8 6.7 16.5 71.0
Grip asisi geri 6deme kurumlannin ddeme sinirlan icerisinde uygulanmalidir. 12.3 6.9 23.3 14.8 42.6
Asi onerme davranisi Mevsimi geldiginde hastalanmin tamamina grip asisi olmalarin dneririm. 35.6 17.2 27.3 95 10.4
Sadece risk grubunda clanlara grip asisi olmalanni éneririm. 10.0 2.5 7.7 15.3 64.5
Grip asisini ancak salgin oldugunda Gneririm. 43 .4 14.2 19.6 9.4 12.4
Grip asisini ancak hastanin talebi olursa gindeme alinm. 45 2 19.8 20.4 7.2 6.4
Grip asisi olmalanni énerdigim hastalanmin asi olup olmadiklann izlerim. 10.0 8.2 22.6 21.5 37.7

1: Hig katilmiyorum - 5: Kesinlikle katiliyorum



Tablo 5. Hekimlerin bilgi dizeyi ile dizenli asilanma olma du-
rumlari arasindaki iliski (¥2=22.163, p<0.000)

Dilsiik 77.1
Orta 63.5

Yiksek 48.9




Grip Asisi Konusunda Yeni Gelismeler

* Kuadrivalan asi (2 farkl InfB soyu igeren)
» Influenza B suslarinda 2 soy var:
*YAMAGATA

* VICTORIA



Farkl Antijen Arayis:

Hemagglutinin

Lipid membrane

M1 protein

M2

Neuraminidase

RNP
Polymerase
Nucleoprotein
VRNA

PB2
PB1
NP ?
NS1 °
PA NS2

M1 MzZe

Protective immunogenicity

Epitope variability across strains
Fig. 1. The dilemma of influenza vaccination. Generally speaking, the most protec-

tive antigens, HA and MA, are also the most variable viral proteins. The key is\inding
the balance between immunogenicity and protein variabilicy or enhancing méthods

of delivering HA antigen.
Vaccine2009;27: D65

Contribution of antibody production against
neuraminidase to the protection afforded by

influenza vaccines
Glendie Marcelin'?, Matthew R. Sandbulte’* and Richard J. Wi_‘bby'*

Rev Med Virol 2012:22: 267

Universal Vaccine Based on Ectodomain of Matrix Protein 2
of Influenza A: Fc Receptors and Alveolar Macrophages
Mediate Protection

Karim El Bakkouri,*' Francis Descamps,® ™! Marina De Filette,®" Anouk Smet, '
Els Festjens,™" Ashley Birkett,"* Nico Van Rooijen,® Sjef Verbeek,” Walter Fiers, "
and Xavier Saelens®"

J Immunol 2011;186: 1022




~ Neden Influenza B
Uzerinde Durulmaya Baglandi?

Fatal Influenza B Infections: Time to Reexamine Influenza
Research Priorities

Jonathan A. McCullers! and Frederick G. Hayden23

J Infect Dis 2012;205: 870




Influenza B Viriisiiniin Onemi-1

2005-06 influenza mevsiminde Ingiliz Kolombiya ve Kanada’'da yas grubuna gore
influenza A'ya bagl influenza olgularinin ve influenza B’'ye bagh influenza olgularina
orani (Skowronski et. al 2007),
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Influenza B Viriisiinin Onemi-2

* Neden oldugu hastalik yuku onemli mi?

influenza viriisii alt tipine bagli olarak ABD'de yash popiilasyondaki tahmin edilen
yillik influenzaya bagh hastaneye yatis orani (McBean & Hebert 2004)
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Influenza B Virdsunin Gorilme Sikhgr

Estimated proportion of circulating influenza
strains that were influenza B
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ANCAK: YILLAR ARASINDA ONEMLI FARKLAR VAR
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Iki Inf B Virisinin Dolasim Ozellikleri

Diinya genelinde influenza B Uict‘:?amyeniden ortaya glkmh
(Chen & Holmes 2008)

[ 1990'larin basi ] 2001 2002 [ Bugun ]
Asya'da farkl
VIC izole edildi.
) ; : ; (B/Hong Kong/
: Dinya genelinde Cin ve Hawai'de 12351/02)
YM: Yamagata ¥YM baskinhg yeni bir VIC 351/02) Danya genelinde
izole edildi. T VIC, YM ve yeni
H K - KUZEY I
) B%nngm?ng! Amerika, Brezilya mﬂg{agﬁf:lger
] ve Avrupa’'da
L VIC Asya'nin bazi izole edildi.
VIC: Victoria kisimlanyla sinirli

Victoria
Influenza B soylar

—

1920 1930 1940 1950 1960 1970 1980 1980 2000 2010

influenza B viriisiindin
ilk izolasyonu



Diinyadan Farkhlik:
Asi Icerigindeki ve Ulkemizdeki InfB soylar!

Antijenik Karakter

Sezon TR Asi Icgerigi
2008-9 | B/Malaysia/2560/2004 B/Florida/4/2006
(Victoria soyu) (Yamagata soyu)
2010-11 | B/Bangladesh/133/07 B/Brisbane/60/2008
(Yamagata soyu) (Victoria soyu)
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Influenza A Suslari Arasinda Capraz Koruma VAR

Ornek: Inf A/H3N2:  A/Panama/200/99  A/Fujian/411/2002

Receptor-binding site

Hemagglutinin

Neuraminidase

N Engl J Med 2004;350:218



Influenza B Suslari Arasinda Capraz Koruma YOK
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Turkiye' de Influenza B soylari ve asi igerigi ile uyumu

VIY VIY Y Vv Y
Y V V Y V

2005/6 2006/7 2007/8 2008/9 2010/11 2011/12

vy DOLASIMDAKI SOY

SOYA GORE iNFLUENZA B POZITIFLIGI

V ASIDAKIi SOY

Y = Yamagata B : Asi igeriginden farkli influenza B soyu

V = Victoria . Asliicerigi ile uyumlu influenza B soyu



The need for quadrivalent vaccine against seasonal influenza

Robert B. Belshe*

2B or not 2B!

1- ¢linkii Inf B sikhigi artiyor...
2- ¢unku 2 farkh Inf B soyunun ¢apraz korumasi yok

3- Clnkd farkli bolgelerde farkli Inf B soylari dolagimda

Vaccine 2010:28S: D45



Insanda ig tip Influenza enfeksiyonu s6z konusu
(Mevsimsel Grip, kus Gribi, pandemik Grip)

Trafik kazalarindan daha fazla insan grip nedeniyle
yasamini yitirmektedir

Influenza virisleri siirekli degisim halindedir
Griple miicadelede siirveyans onemlidir

Mevsimsel grip asisi risk gruplarinda énemlidir
Risk gruplarinin asilanma oranlar: yikseltilmelidir

Daha gtigli ve uzun koruma saglayacak asilara gereksinim
vardir

Dortli asi (Kuadrivalan asi) bu agidan énemli bir adimdir



MERS-CoV
(Middle East Respiratory Syndrome)

+ Eyliil 2012 Suudi Arabistan: Ilk vaka

» Yeni bir Coronaviris'in (MERS-CoV) neden oldugu agir
solunum yolu hastaligi

* Gogunlukla Orta Dogu llkelerinde gorilmekle birlikte,
diger llkelerde de Orta Dogu ile epidemiyolojik
baglantisi olan olgulara rastlanmakta



Case 1

On 13 June 2012 p patient in their sixties presented
with deferiorating pneumonia in Jeddah, Saudi Arabia
and a seven day history of respiratory symptoms. The
patient developed acute renal failure and died on 24
June 2012. A novel beta-coronavirus was isolated in
Saudi Arabia* and sequenced at the Erasmus Medical
Centre (EMC) in Rotterdam, the Netherlands [1].

Case 2

On Iﬁeptember 2012]a patient in their forties with
severe respiratory symptoms was evacuated from
Qatar to a United Kingdom hospital and was admitted
to intensive care there on 12 September. The patient
remains in hospital and has been on life support with
pulmonary and renal failure. Extensive diagnostic
tests for a causative agent were negative but on 21
September a pan-coronavirus RT-PCR test performed
on lower respiratory samples was positive for a con-
served sequence of the coronavirus polymerase gene

= NCBI Resources [~ How To (=)

Mucleotide Nucleotide

Limits Advanced

Display Settings: (¥) GenBank

Human betacoronavirus 2c EMC/2012, complete genome

GenBank: JX869059 2

JXE65059
Human betacoronavirus Zc EMC/2
JKE62059

JXE65059.2

Human betacoronavirus 2c EMC/2
Human betacoronavi E
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Viruses:; ss3BRNA positive-strand

Betacoronavirus.

Detection of a novel human coronavirus by real-time
reverse-transcription polymerase chain reaction

V M Corman®2, | Eckerle*, T Bleicker®, A Zaki?, O Landt*, M Eschbach-Bludau®, S van Boheemens?, R Gopalé, M Ballhause®,
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Middle East Respiratory Syndrome CoV (MERS-CoV)
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NEWS & ANALYSIS

INFECTIOUS DISEASES
Amid Heightened Concerns, New Name for Novel Coronavirus Emerges

Martin Enserink

Much remains unclear about the deadly new coronavirus that surfaced
in the Arabian Peninsula last summer and continues to kill people. But
if an international group of scientists and public health experts gets its
way, at least one thing about the pathogen will be clear soon: its
name. In hopes of putting to rest confusion over what the virus should
be called_the Coronavirus Study Group of the International Committee

on Taxonomy of Viruses (ICTV) has proposed naming it after the
Middle East—a recommendation supported by the World Health
Organization (WHO) that could nonetheless prove controversial

because some see geographical virus names as stigmatizing

Under the proposal, the new virus would be called Middle East

respiratory syndrome coronavnruatlents would likely View larger version

be calle and a global outbreak, if it erupts, might be » In this page » In a new window
theWIERS pandemic » Download PowerPoint Slide for

-




MERS-CoV Vaka Sayilari (ECDC )

Figure 2. Distribution of confirmed cases of MERS-CoV reported September 2012-20 August 2014, by
day and reporting country (n=855)
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Figure 1. Epidemic curve of MERS-CoV human cases as of 5 February 2015 (n=971)
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MERS-CoV
(Middle East Respiratory Syndrome)

Hastaligin duyurulmasindan sonra:

Bilim Kurulu olugturulmug, DSO'niin hastalikla ilgili giincel bilgi ve
tavsiyeleri takip edilmeye baslanmis,

Laboratuvarlarimiz 10 giin igerisinde bu yeni virisi tespit etme
kapasitesine kavusturulmus,

Saglik personeli ile hac ve umre ziyaretgilerine hastalik hakkinda
bilgilendirme ¢alismalarina baglanmis,

Saglik kurum ve kurulusglarina hastalikla ilgili bilgiler ve alinmasi
gereken tedbirler konusunda duyurular yapilmis,

Ulkemizde vaka aragtiriimasina yénelik belirlenen diizen ve
kriterlerle calismalara baslanmis,

Hac ve umre ziyaretgilerinin saglhk durumlarinin takibine
baslanmistir.



MERS-CoV Bilim Kurulu'nda Alinan ve
Yerine Getirilen/Getirilmekte Olan Kararlar
15.08.2014

I. Enfeksiyon Kontrol Onlemleri ile Ilgili Kararlar
IT. Olgu Algoritmasi ile Ilgili Kararlar
III. Temaslilar ile Ilgili Kararlar

IV. Genel Kararlar

C
Istatistik ve Bilgi Islem Daire )



Hac ve Umre Ziyaretgilerinin MERS-CoV
Hastaligr Takip Durumu
(Ocak-Eyldl 2014)

Tablo 8: Hac ve Umre Ziyaretgilerinin MERS-CoV Hastaligi Takip Durumu (Ocak-Eyliil 2014)

Aile Hekimlerine Bildirilen Umre Ziyareftgisi 10.419
Aile Hekimleri Tarafindan Takip Edilen Umre 7.022
Ziyaretgisi

2014 Donemi Hacilar b6.027



MERS-CoV Siirveyansinda
Son Durum

"Akut ciddi solunum yetmezligi ve/veya akciger infiltrasyonlari olan
ve

vaka goriilen ilkelere son 14 giin igerisinde seyahat oykisi bulunan
ve/veya

vaka gorilen tlkelere seyahat oykisi bulunan bir kigiyle
seyahat donisiinden sonraki 14 giin igerisinde yakin temasta

bulunup semptomlar: bu temastan sonraki 14 giin igerisinde gelisen

kisiler” olasi vaka olarak kabul edilip kendilerine laboratuvar
testi yapilmaktadir.

Ulkemizde 26.09.2014 tarihi itibariyle 681 olasi vaka
tespit edilmistir.
Kesin vaka tespit edilmemistir.



Hastaliga Dair Son Bilgiler-1

Yapilan ¢alismalar MERS viristnin ana kaynaginin develer olduguna
dair kanitlar icermektedir (1).

Virisin yayilmasini 6nlemek igin develerle insanlar arasindaki direk
ya da indirek bulagma yolunun tespit edilmesi kritik bir 6nem teskil
etmektedir (1).

DSO develerin bulundugu ortamlara (¢iftlik, market gibi) gidecek
olanlarin genel hijyen énlemleri almalarini, hayvansal gidalarin (et,
sut) uygun olarak pigirilip tiketilmesini dnermektedir (1).

Katar'da son zamanlarda yapilan bir c¢alismaya gore enfekte
develerin sitlerinde MERS virlsiu tespit edilebilmektedir. Ancak
develerin siitlerine MERS viriisiiniin karistigi konusu netlik
kazanmamistir (1).

(1) Update on MERS-CoV transmission from animals to humans, and interim
Recommendations for at-risk groups, 13 Haziran 2014, WHO.



Hastaliga Dair Son Bilgiler-2

MERS agisindan riskli gruplar olarak, bugiin itibariyle su gruplar
kabul edilmektedir: Diyabet, bobrek yetmezligi, kronik akciger
ve bagisiklik sistemi hastalari. Bu kisiler develerle temas
etmekten kaginmali, ¢ig deve siti ve deve idrari tiketmemeli ve
iyi pisirilmemis et tiiketmemelidir (1).

Develerle ilgili bir iste ¢alisanlar (deve ¢iftligi ¢alisanlar: gibi),
mimkiin oldugunda yiz korumali koruyucu elbise kullanmali, bu
elbiseyi isten sonra ¢ikarmali ve gunlik olarak yikamalidirlar (1).

Enfekte develer belirti gostermeyebilirler ve bu develerin virisi
bir ¢ok vyolla (burundan, digkiyla, sitle gibi) yayabilecegi
dugiinilmektedir. Dolayisiyla en iyi korunma yolu hijyen
onlemlerini iyi almak ve ftim bu hayvansal g¢ikartilaria
temastan sakinmaktir (1).

(1) Update on MERS-CoV transmission from animals to humans, and interim
Recommendations for at-risk groups, 13 Haziran 2014, WHO



Hastaliga Dair Son Bilgiler-3

Birkag hastane kaynakli MERS salgininin  gorildigu  Suudi
Arabistan ve Birlesik Arap Emirliklerin'deki vaka sayilarinda
Mayis 2014 itibariyle keskin bir disiis olmustur (2).

Suudi Arabistan'da 11.04.2014- 09.06.2014 tarihleri arasinda
gorilen vakalarin %25'inden fazlasi saglik ¢alisanlaridir. Bu
kisilerin  yarisindan fazlasi asemptomatik ya da hafif
semptomludur. 7'si ciddi hastalik gegirirken 4'G  fatal
seyretmigtir (2).

MERS virisiiniin daha 6nceden gozlenen genel bulasma
paterninde degisiklik olmamistir (2).

DSO, Orta Dogu'da daha fazla vakanin ortaya ¢ikmasini ve
turistler, isgiler ya da Hac ziyaretgileri ile baska iilkelerde de
eksporte vakalarin gorilmesini beklemektedir (2)

(2) Middle East respiratory syndrome coronavirus (MERS-CoV) summary
And literature update—as of 11 June 2014 , WHO.



Hastaliga Dair Son Bilgiler-4

Ziyaretgilerin MERS enfeksiyonuna yakalanma risklerinin
diisik oldugu disiiniilmektedir (4).

cel\seoe

alanda bulastigini gésteren bir bilgi yoktur (4).

Risk grubunda olan Haci adaylarina, Hac dncesinde bir saglik
kurulusuna basvurarak kendilerine goére riskin
degerlendirilmesini saglamalar: énerilmelidir (4).

Atesli ve oksiirikli bir akut solunum yolu hastaligi gegiren
kisilerin ziyaretlerini ertelemeleri énerilmelidir (4).

(4) World — travel advice on MERS-CoV for pilgrimages, 3 June 2014, WHO.



Tedavi ve korunma

Antiviral 1laglar: Klinik olarak kullanima yonelik heniiz etkili bir antiviral
ila¢ heniiz yok.

Immun serumlar: Hayvan coronavirus enfeksiyonlarina karsi gelistirilmis
hyperimmun serumlar ticari olarak basaryla kullanilmakta. Insan
coronaviruslari 1¢in ticari preparat yok, fakat arastirmalarda etkili oldugu

bildirilmekte.

Asi: Sagir, kedi, kopek, tavuk coronaviruslarina karsi gelistirilmis asilar
ticari olarak basariyla kullanmilmakta. Insan coronaviruslar1 (229E, OC43,
NL63 ve HKU1) i¢in ticar1 preparat yok, SARS-CoV i1¢in baz iilkelerde
(Kanada, Cin) deneysel uygulamalarda basarili sonuglar alindigi ileri
stirilmekte fakat ticari olarak satilmamakta.




coronaviruslar

SARS-CoV (2003)

NL63-CoV (2004) i
MERS-CoV (2012) | 6lumlu insan vakalari

Influenza viruslari

H5N1 (1997, 2004)
H7N7 (2003)
H1N1 (2009)
H7N9 (2013) <



coronaviruslar Influenza viruslari
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SARS-CoV (2003)  H5N1 (1997, 2004)
NL63-CoV (2004) H7N7 (2003)

—  Olumlu insan vakalari —  H1N1 (2009
MERS-CoV (2012) H7NO 220 1 3; J
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