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Mayis 2002 Sabah Viziti

® B.B.

@ 35 yasinda, erkek

. @ Ciftgi, Tokat'tan geliyor

@ 3 gunlik ates,

@ Bas agrisi, miyalji

@ Yaygin kanama (Burun, GIS
kanamasi ciltalti yaygin ekimoz

Ikter

@ Bobrek yetmezligi




Ayirici Tani

@ Sepsis

@ Leptospiroz
® Salmonelloz
@ Bruselloz
@ Coxiella

@ Riketsiyoz
@ Erlihyoz

® Toksikoz

Baska ne olabili

Viral kanamali a
olabilir mi?






Ne yaptik?

@ Tokat'tan doktor arkadaslarla gorustik

@ Benzer hastalar var mi diye sorduk,

@ Tokat yaninda Sivas'ta da bahar ve yaz
aylarinda 6zellikle kirsal kesimde
yasayanlarda benzer hastalik tablolar:
oldugunu 6grendik

@ Ne olabilecegi konusunda literattr
taramaya basladik




Ne yaptik?

@ Acil dahiliye servisi, hematoloji servisinde
benzer hastalar var mi arastirdik

@ Benzer hastalari nakil aldik

@ Konstiltasyonlar Tokat Hastaligi, Bisitopeni
olarak istenmeye baglandi

@ Serumlarini ayirdik

@ Pasteur Enstitisiu'ne gonderdik




Illere gore Olgularin
Dagilimi 2002-2003
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Saglik Bakanligr

@ Bakanligin yaptigi ¢alismalar sonucunda
agustos 2003'te hastaligin adi konuldu

@ Konunun uzmanlarindan olusan Zoonotik
Hastaliklar (Kirim-Kongo Kanamali Atesi)
Danisma Kurulu olusturuldu

@ Klinik fanimlama, vak'a tanimlari ve vak'alara
yaklasim onerileri ile tedavi standardizasyonu

yapildi Vet. Hekim Ahmet SAFRAN Temel Saglik Hi
Genel Mudiirligl Zoonoz ve Paraziter Hasta
Midirlig 02 Haziran 2005, Sivas




Saglik Bakanligr

@ Hastaligin llkemizdeki durumunun
belirlenmesi ve hastalarin takiplerinin
rahat yapilabilmesi igin bir siirveyans
sistemi kuruldu

@ KKKA'da vak'a yénetimi ve izolasyon
onlemlerine iliskin bilgiler hazirlandi

Vet. Hekim Ahmet SAFRAN Temel Saglik Hi
Genel Mudiirligl Zoonoz ve Paraziter Hasta
Midirlig 02 Haziran 2005, Sivas




Saglik Bakanligr

@ Ulkemizde KKKA'nin tanisi icin gereKli
laboratuvar alt yapisinin olusturulmasi
amaciyla girisimlerde bulunuldu
@ Yurt digi egitim
» Kit temini gibi

Vet. Hekim Ahmet SAFRAN Temel Saglik Hi
Genel Mudiirligl Zoonoz ve Paraziter Hasta
Midirlig 02 Haziran 2005, Sivas




Saglik Bakanligr

2004 ve 2005 yillarinda halka ve saglik ¢ali-
sanlarina yénelik brogirler hazirlandi,
basimi ve dagitimi sagland:

KIRIM - KONGO
KANAMALI ATESI'NI

BILIYOR MUSUNDZ!

Vet. Hekim Ahmet SAFR
Temel Saglik Hizmetleri
Zoonoz ve Paraziter
02 Haziran 2005,




Kanamali Ates Virisleri

Filoviridae @ Flaviviridae
% Sart humma

® Dang Kanamali Atesi

® Marburg Kanamali Atesi

® Ebola Kanamali Atesi
® Kyasanur Ormani hastal

@ Arenaviridae

® Lassa atesi ® Bunyaviridae
@ Arjantin Kanamali Atesi % Hanta viriis Renal Send
@ Bolivya Kanamal Atesi % Hanta viriis Pulmober Senc

@ Venezuela Kanamali Atesi % Rift . s .
® Brezilya Kanamali Atesi <@ Kirim Kongo Kanamal




Kirim Kongo Kanamali Atesi
Etken

@ RN A Vi r‘usu 2‘;‘,‘;,‘5:;’dmes Lipid envelope
® Dayaniksiz L «

Konakg! disinda yasamaz
Ultraviyole ile hizla 6lir
56°C'de 30’ da inaktive olur
%1 hipoklorit ve %2 glutaral-

» » @ @

dehite duyarhdir

80 -120 nm

Dr. Sebnem Eren, ANEAH




Kirim Kongo Kanamali Atesi
Vektor

Hyalomma marginatum marginatum



Kirim-Kongo Kanamali Atesi'nin Cografik Dagilimi
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Hoogstraal H. J Med Entomol 1979;15(4):307-417.

Ergonul O. Lancet Infect Dis 2006;6(4):203-14.

Maltezon HC et al. Euro Surveill 2010;15(10):19504.)
Erbay A. '‘Manual of Security Sensitive Microbes and Toxi




KKKA-Epidemiyoloji-Tirkiye

@ Serter ve arkadaslari
® Turkiye'de ilk kez
® KKKA igin yapilan sero-epidemiyolojik
calismada
® 1970'li yillarda Ege Bdlgesi'nde
® Seropozitiflik oranini %9,2 bulmuslar

Engin A. Turkiye Klinikleri J Inf Dis-Special Topics 2014.7(2):9-13.




KKKA-Epidemiyoloji-Tiirkiye

Ulkemizde ilk
olgular 2002'de  [ge.y il .
Tokat, Yozgat, -
Sivas, I S
Glmitshane,
Trabzon, Giresun
ve Artvin
illerinde fark
edilmis

Karti SS et al. Emerg Infect Dis 2004;10(8):1379-84.
Bakir M et al. Turkish CCHF Study Group J Med Microbig



KKKA-Epidemiyoloji-Tirkiye

Daha sonraki yillarda olgu sayilari giderek artmigtir

<4
o 4-7
$ 7-17
$ 17-27
» >)7

0
e — (071

6'da hastalik insidansi Vatansever, Z,
In: CCHF. Er
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KKKA-Epidemiyoloji-Tirkiye

@ KKKA hastalarinin en gok goriildigi tlkelerde
birisidir
@ Tirkiye Halk Sagligi Kurumu
@ 2002 ile 2014 arasinda
® Kanitlanmigs KKKA olgu sayisini 9069
% Olen hasta sayisini 440 (%4,85) olarak bildirmigtir
@ Dinya genelinde ortalama %30 olan olgu fatalite
orani ise lUlkemizde 7%5-10 oranindadir

Midilli K et al. BMC Infect Dis 2009;10;9:90.
Engin A Turkiye Klinikleri J Inf Dis-Special Topics 2
Karti SS et al. Emerg Infect Dis 2004;10(8):1379
Bakir M et al Turkish CCHF Study Group. J M
Yilmaz GR et al. Int J Infect Dis 2009;13(3
Ertugrul B et al. Int J Infect Dis 2009;1




KKKA-Epidemiyoloji-Tirkiye

Kirim Kongo Kanamali Atesi Vaka, Oliim Sayilari ve
Fatalite Hizlarinin Yillara Gore Dagilimi (2002-2014)
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KKKA Virisiiniin Dongiisii

rastlantisal
konaktir

Agnimf  Doymug larva

O

Tilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topic
Erbay A. 'Manual of Security Sensitive Microbes a

. Engin A Turkiye Klinikleri J Inf Dis-Special Topi
Prof.Dr. Zati Vatansever  aun L Hacettepe Tip Dergisi 2008; 39:134-




KKKA Virisiinin Dénglisi

@ Virls, evcil hayvanlar yaninda birgok yabani
hayvan ve kemiricilerde viremiye ve antikor

gelisimine neden olmaktadir
@ Turkiye'de endemik alanlardaki
® Kecilerin % 67'sinde
® Koyunlarin % 86'sinda antikor saptanmistir

Tilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topics 2014;7(2)
Erbay A.'Manual of Security Sensitive Microbes and Toxins'. Chapterb, p
Engin A Turkiye Klinikleri J Inf Dis-Special Topics 2014;7(2):9-13.)




KKKA Virisiinin Déngiisi

Hyalomma
m.margihatum

@ Genellikle iki konutlu gelisim gosterirler

Prof.Dr. Zati Vatansever




KKKA Viriisiiniin Déngiisii

@H.m.marginatumuriun geng gelig- A" P
me donemleri (larva ve nimf) @"‘3‘3

® Cogunlukla kiglk hayvanlari

@ Tavsan, kirpi, kanatlilar, fare,

yabani memeliler) ve

£

® Az olarak da buyik memeliler ve

-
insani tercih etmekte m ¥ ﬂ

Prof.Dr. Zati Vatansever




KKKA Viriisiiniin Déngiisii

@ H.m.marginatum’un eriskinleri
ise agirhikli olarak evcil memeliler
® Sigir, at, koyun, kegi, kopek ve
® Az olarak da kiclik memeliler
(tavsan, kirpi) ile insani tercih
etmektedir
@® Go¢ eden kuslar bu kenenin bélgeler arasinda
yayilimindan blyik ol¢lide sorumludur

Prof.Dr. Zati Vatanseve



KKKA Risk Gruplar:

@® Bu dongtide son halkay: olusturabilecek olan
kisiler risk grubunda yer

almaktadir

% Endemik bélgede yasayanlar

® Endemik bélgede tarim ve
hayvancilik yapan ¢iftgiler,
cobanlar

® Kasaplar, mezbaha ¢alisanlar

P Veteriner heklmler' Ergonul O. Lancet Infect Dis 2006;6(4):203-14,
Tilek N. Turkiye Klinikleri J Inf Dis-Special 26
Yilmaz GR et al. Int J Infect Dis 2009;13(




KKKA Risk Gruplar:

® Endemik bolgeye seyahat edenler
® Kirsal alana gezi yapanlar
® Kamp kuranlar

@ Piknikgiler

® Avcilar

® Saglik Calisanlar K
® Laboratuar calisanlar &= \ ‘

Ergonul O. Lancet Infect Dis 2006;6(4):203 * ”
Tilek N. Turkiye Klinikleri J Inf Dis-Specia

Yilmaz GR et al. Int J Infect Dis 2009;13(3 GQ\ 5 ,- ;; =

\& A '
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.




KKKA Bulas Yollar:

@ Insanlara hastalik bulas!

® Enfekte kenelerin tutunmasi veya kenelerin
ezilmesi sirasinda

® Viremik hayvanlarin kan veya dokulari ile
direkt temas ile

® Enfekte hastanin kan veya dokularina korunmasiz
temas ile (Nozokomiyal)

® Laboratuardan direkt temas ile

® Anneden bebegine vertikal yol ile

Tilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topics 2014;7(2)
Erbay A.'Manual of Security Sensitive Microbes and Toxins'. Chapt
Engin A Turkiye Klinikleri J Inf Dis-Special Topics 2014;7(2):9-




PATOGENEZ



https://vk.com/wall-26267273?own=1&offset=20

PATOGENEZ

Damar endoteli

Kene 1sirmasi sonucu viris konakta ilk bariyeg
epiteli gegcerek, endotel hiicrelerine ulasir



PATOGENEZ

@ Endotel hiicrelerinde aktivasyon ve hasar
olusturur

Erbay A. 'Manual of Security Sensitive Microbes and Toxins'.
Akinci E, Vector Borne Zoonotic Dis 2013;13(7):429-37.




PATOGENEZ

Endotel hiicrelerindeki hasar

@ Virusiun direkt etkisi ve

® Indirekt
% Immiinolojik ve
% Inflamatuar yollarin
aktivasyonu sonucu olusur

Sebastian H,Virology Journal 2005, 2:42
Erbay A.'Manual of Security Sensitive Microbes and Toxi
Chen JP et al. Blood Coagul Fibrinolysis 2000;11(5):461
Peters CJ, Zaki SR. Crit Care Med 2002;30(5):268-




PATOGENEZ

@ Endotel hasari ile agiga ¢ikan kollajen,
trombositleri uyararak bu bélgede
toplanmasina ve gevsek bir pihti olusmasina

Neutrophil
neaen oiur Activated
Platelets S
/\ P-Selectin Glycoprotein Ligand 1
Ve
Monocyte ™2 el 7\‘ L-Selectin
»~~
Y
Lymphocyte
..J ~
|

iy /
N
E-Selectin
P-Selectin
| I" 4 //

Vascular Endothelium

Platelet Plug

Tagdelen Figgin N. Turkiye Klinikleri J Inf Dis-Special Topi




PATOGENEZ

@ Ancak endotel hasari devam ettigi igin
trombositlerin olugturdugu pihti yetersiz
kalir ve intrensek koagllasyon sistemi
aktive olur, fibrin olugturur



@

@

PATOGENEZ

Fibrin yeterli dizeye gelince konakta protein C ve

protein S devreye girer
Pithtilasmayi durdurur

Fibrinolitik sistem aktive olur ve fibrin yikim rinleri
olusturulur
KKKA de, pihti olusumu devam ederken bir taraftan da
fibrin pargalanarak fibrin yikim drdnleri olugturulur
Sonugta Dissemine Intravaskiiler Koagiilasyon (DIK)

meydana gelir
Tagdelen Figgin N. Turkiye Klinikleri J Inf Dis-Sp



PATOGENEZ

@® Patogenezde;
® Endotel hasarinin derecesi,
® Sitokin firtinas,
® Trombositopeni
® DIK
@ Yaninda hemofagositoz ve
Karaciger hiicre nekrozu da kilit rol
oyhamaktadir

Erbay A. 'Manual of Security Sensitive Microbes and Toxins'. Chapt,
Akinci E, Vector Borne Zoonotic Dis 2013;13(7):429-37.

Bray M. Crimean Congo Hemorrhagic Fever: A Global Perspecid
Ergonul O et al.J Infect Dis 2006;193(7): 941-4.




Patogenez-Hemafagositoz

@ KKKA enfeksiyonu sirasinda
incelenen kemik iliginde
reaktif hemofagositoz
saptanmis

® Hemafagositozun KKKA

seyrinde gorilen sitopenide

rol oynayabilecegi distndl-
mektedir

Karti SS, et al. Emerg Infect Dis 2004




Patogenez-Hemafagositoz

. T @WILEY .
"o InterScience®

Crimean-Congo hemorrhagic fever: Five patients
with hemophagocytic syndrome

Nuriye Tasdelen Fisgin,'* Tunc Fisgin,? Esra Tanyel,! Levent Doganci,' Necla Tulek,
Nil Guler,® and Feride Duru?

atients with Crimean C
mitted to Ondokuz May.
em had remarkable het
other known clinical a
ss the pathophysiology
3-76, 2008. © 2007

Figure 5. Hemophagocytosis in the bone marrow aspira-
tion smears in Patient 5.
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Patogenez-Hemafagositoz

Journal of Medical Microbiology (2007), 68, 1126-1128 DOl 101099/ jmm.0.46910-0

Case Report

Comespondence

Pansitopenide hemofagositozun .-
rold oldugu bildirilmis

Received 22 August 2006
Accepted 7 May 2007

Haemophagocytosis in a patient with Crimean—
Congo haemorrhagic fever

Atahan Cagatay,1 Mahir I’(alpma;':,1 Asli Karadeniz,' Seniha Basaran,’

Mustafa Yenerel,® Selim Yavuz® Kenan Midilli® Halit Ozsi*
Haluk Eraksoy' and Semra Calangu’

1Department of Infectious Dizeases and Clinical Microbiclogy, Istanbul Faculty

y of

Crimean—Congo haemorrhagic fever (CCHF) is a severe disease with a case
80%. A patient dwelling in an endemic region for CCHF was admitted with
bleeding diathesis and pancytopenia. Despite no history of tick exposure, CC
suspected. With an oral ribavirin therapy, clinical and laboratory improvements
diagnosis was m:'mﬁrmed by d?tectinn of lg.M an'ltiboldy 0 GCHF virus and p{FI . 1. Haemopha osis of neutrophils, erythrocytes,
Although the main paihngerfsls of CCHF ".,'femlm Is not elmdatedlyet,lhaeang erythrobla:his ?b;cr histiocyte i:zh :'on;yih man'rw aspiration
symptom rarely reported in viral haemorrhagic fevers, was observed in this cigo, (May-Grunwald-Giemsa stained, magnification x1000).
Haemophagocytosis is suggested to have a role in the dewvelopment of panc

the mechanism of which still needs to be investigated, probably with cytokine studies. Together
with clinical symptoms and patient history, haemophagocylosis may be an indicator for CCHF.

platelets



Patogenez-Karaciger Nekrozu

@ Virdsin asil hedefi
® Mononikleer fagositler
® Endotel hicreleri
® Hepatositler

® = Karaciger parankimindeki nekroz viristn dogrudan
sitopatik etkisi ile olusmakta
@ Yaygin infeksiyon = Hiicrelerde ddem
Nekroz olusturmakta
Karaciger enzimlerinde I
Hemofagositoz + karaciger disfonksiyonump — kA







KLINIK

Klinik tablolar genis bir yelpazede goriil

Asemptomatik olgu

4

Agir olgular
(Masif kanama ile 6lime kadar gidebilir)




KLINIK

@ Endemik bdlgede seroprevalans orani %10'a

ulasmakta ve yas ile artmaktadir
@ Klinik tablo hastalarin yaklasik 1/5'inde ortay
ctkmaktadir

Goldfarb




KLINIK

PCR: 9 gilin

A
I [ Miyalji, M Kanama(hematemez, |
Aftes, . | )
e I 3l melena,
L . | Bulanti-kusma Somnolans

ALT | | Fatalit
]

74 gtinler
Inkubasyon Prehemorajik Hemorajik dénem [l Konvelesan
3-7 giin dénem 2-3 giin done
1-7 giin

Hoogstraal ,H. J med Entemol 1979; 3
Ergonul O. Lancet Infect Dis 2006;6
Ergonul O. Curr Opin Virol 2012;2




Inkiibasyon Donemi

@ Kene 1sirdiktan sonra 3-7 gin

@ Ancak 10 gline dek uzayabilir
® Maruziyet sekli
® Viral yuk ve
® Hastaya ait ozellikler




Inkiibasyon Donemi

@ Kene tutmasi

@ Kene ezilmesi

Inkubasyon: 3.4 (2-7

Swanepoel R. et al. Rev Infect Dis



Inkiibasyon Donemi

@® Enfekte hayvan kan veya dokulari ile temas
~ 5 gln
@ Nozokomiyal gegiste
5,6 glin
@ Olimciil seyreden olgularda alinan viris
ylki fazla = inkiibasyon donemi oldukga
kisadir

Erbay A.'Manual of Security Sensitive Microbes and Toxi



Prehemorajik Donem

@ 1-7 glin ortalama 3 gin kadar stirebilir
® Ani yiukselen ates
® Bas agrisi
® Halsizlik
® Kas ve eklem agrilari
® Bas donmesi
% Istahsizlik yakinmalari ile baglar
® Bazi olgularda bulanti, kusma, ishal olabilir

Ergonul O, Celikbas A, Dokuzoguz B, Eren S, Baykam N, Esener H. Clin Infect Di
Whitehouse CA. Antiviral Res 2004;64(3):145-60. 40.

Karti SS et al. Emerg Infect Dis 2004;10(8):1379-84. 41.

Bakir M, Ugurlu M, Dokuzoguz B, Bodur H, Tasyaran

MA, Vahaboglu H; Turkish CCHF Study Group. J Med Microbiol 2005;
Tasdelen Fisgin N et al. Trop Doct 2009; 39(3):158-60.

Erbay A.'Manual of Security Sensitive Microbes and Toxins'. Ch




Prehemorajik Dénem

@ A’res 40°C ye kadar yiikselebilir

ceo\S oo

@ DokunTu
® Makilopapiiler
® Petesi

@ Hepatomegali, splenomegali
@ Siklikla skleralarda konjesyon ve konJonk’ruwT
bildirilmektedir e

Erbay A.'Manual of Security Sensitive Microbes and Toxins'. Chg



Prehemorajik Donem

® Bazi hastalar nonspesifik semptomlar
nedeniyle pnémoni veya gastroenterit igin
tedavi edilebilir

@ Hastalarin blyik ¢ogunlugu bu donemden
sonra iyilesebilir




Laboratuar Testleri

® Hemogram
® Trombositopeni, I6kopeni

@ Biyokimyasal testler _
® AST (Aspartate aminotransferase) I
-

® ALT (Alanine aminotransferase)
® LDH (Lactic dehydrogenase)
® CPK (Creatinin phosphokinase)

@Hemostaz testleri
® Protrombin zamani (PTZ) }
® Activated partial thromboplastin time (aPTT)
? INR

@ Fibrinojen diizeyi diisebilmektedir




Hemorajik Donem

@ Hastalik baslangicindan
3-6 glin sonra gelismekte

@ Hemorajik atesler arasinda
KKKA klinik olarak en ciddi
kanama ve ekimoza neden
formudur

@ En sik gozlenen hemorajik
bulgular:




Hemorajik Dénem

@ Epistaksis




Hemorajik Donem

@ Petesi, ekimoz, melena, dis eti kanamasi ve
hematom




Hemorajik Donem Komplikasy

CASE REFDRET

Crimean Congo hemorrhagic fever infection
simulating acute appendicitis

Aysel Celikbas®, Onder Ergoniil®*, Basak Dokuzoguz®, Sebnem Eren®,
Murcan Baykam?®, Arife I‘-'nlatvnihgh"

== Tntraabdominal kaslarda kanama ===
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abdam e Transimissionmn epidemiclogical findings, 2 diegnosis of Cmmean Jorgo hemorriegic fever wines
infection wes mepected, and mfevinn therapy was started . 'Wihiles her didmdcal
corchition wes dmproving, she eapemencesd 2 sudden pedn 2t Fer might Lower quedramnt
of ithe abdomen . Eapl ortive panoto my messaled Foemonrhages wi$hiin the akboom il
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J IhATec




Hemorajik Donem

® Hematdri preesnzti Titc

@ Menometroraji

@ GIS kanamasi (hematemez,
hematokezya, melena)

® Hemoptizi




Hemorajik Dénem Komplikas

@ Hastaligin her doneminde akciger bulgusu olabB
-

Endotel hasarina bagl yaygin alv oler hemoraji
emorajik donemde SIRS ile ||
ARD S goriilebilir 4

larag

e

»: Ter Arkh. 2007;79(1
_Doganci L. Trop Do


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Sannikova IV"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus

Hemorajik Donem Komplikasyo

It ermationsal fourmal of Infectiows Ditesces (2002 ) 13, I&F—I7T3

E l ":ll. 1". ]L l‘-’. Brttg: it el sesi e e st . corn S ol 5.0 fid

Crimean-Congo hemorrhagic fever: does it involve
the heart?

Aynur Engin %, Mehmet Birhan Yilmaz"®, Mazif Elaldi®, Alim Erdem®,
Kenan Yalta®, lIzzet Tandogan P, Safak Kaya®, Mmehmet Bakir®,

llyas Dokmetas ®

= DeEpartimenil of Dl iows Dseases avd Cmoal Micnsbicbogy Cumuriyet Uimrheersity
Schal of Medicine, 58740 Sivs, Tiork ey
= Depmrtment of Cardiziogy, Cumburieet Linhversity, School of Medicine, 58140 Sheas, Tirkey

IRaoeiwed 12J.H1|]Hj'm recetved N reviaed fonm 18 Suly 2008; acospted 21 Suly 2008
el Sl i L = - LELL Sreisy — T - D

@ KARDIYAK FONKSIYON BOZUKLUEU -
@ Mortal ve ciddi olgularda kalp i ® Tagsikardi

kaslarinin virisle direkt invazyonu ve t 3 Bradikardi

kardiyak yapilarda endotel hasarinin &
rolii  ® Hipotansiyon

L= ST R BT S N

Conclusiormrs: The results of this study indicate that sewvers and Tatal OOHF cases have §rmpsaired
cardiac funct o, s@ichmay be associated soith Tatality in OOHF inf ectjon. Direct invasion of the
heart muscles by the vinus or endothelial damage of cardiac stnectures may have a rode in this.

* Corresponding suthar. Ted . : + 90 346 TS558 1084 ; fax: +90 346 F581 305, Engin AI yllmaz MBI

Forrrail address: symunemP000Esyshao. oo (A, Enging.




Hemorajik Donem
Komplikasyonlar

@ Beyin kanamas: gorilebilir

@ Diger organlarda etkilenir

@® Hepatomegali, splenomegali, hepatorenal
yetmezlik, akut solunum sikintisi, sok, sepsis
ve DIK semptomlari geligebilir

@ Oliim genelde ikinci haftada olur

Ergonul O, Celikbas A, Dokuzoguz B, Eren S, Baykam N, Esener H. Clin Inf
Whitehouse CA. Antiviral Res 2004;64(3):145-60. 40.
Karti SS et al. Emerg Infect Dis 2004;10(8):1379-84. 41.
Bakir M, Ugurlu M, Dokuzoguz B, Bodur H, Tasyaran

MA, Vahaboglu H; Turkish CCHF Study Group. J Med Microbiol
Tasdelen Fisgin N et al. Trop Doct 2009; 39(3):158-60.
Erbay A.'Manual of Security Sensitive Microbes and Toxj




Hastalik Siddeti ve
Mortalite

@ Mortalite orani cok farkl
@ 78 ile 80 arasinda
@ Ulkemiz ve komsu lkelerde: %10-30
@ Turkiye Halk Saghgit Kurumu 2015
% 12 yilda 9069 olgu 440 sliim

@ Vaka-dlum orani % 4/85 Midilli K et al. BMC Infect Dis 2009;10;9:90.

Engin A Turkiye Klinikleri J Inf Dis-Special Topi
Karti SS et al. Emerg Infect Dis 2004;10(8):
Bakir M et al Turkish CCHF Study Group.
Yilmaz GR et al. Int J Infect Dis 2009;
Ertugrul B etal. Int J Infect Dis 20
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Rev Infect Dis. 1989 May-Jun;11 Suppl 4:5794-800.
The clinical pathology of Crimean-Congo hemorrhagic fever.
Swanepoel R, Gill DE, Shepherd AJ, Leman PA, Mynhardt JH, Harvey S,

et 3y Swanepoel; ciddi seyir kriterleri:

Abstract

s ® Hastaligin ilk 5 glininde ycsmenimn,
ot ® Lokosit sayisi 210 000/mm3, veya et 4 recions

creatinine, and|

e (D Trombosit sayisi <20 000/mm3, veya
R % AST > 200 U/L, veya

@ ALT >150 U/L, veya

® aPTT >60 saniye, veya

% Fibrinojen < 110 mg/dL

Swanepoel R. et al. Rev Infect Dis,

thrombin time, and fibrin
es were evident at an early
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ORIGINAL ARTICLE 10.1111 /1. 1469-0691.2006.01445.

Amnalysis of risk-factors among, patients with Crimean-Congo haemorrhagjic

fever virus infection: severity criteria revisited
O, Ergonud, A, Celikbas, N. Baykam, 5. Erven and B, Dokuzoguz

Ankara Numune Education and Research Hospital, Infectious Diseases and Clinical Microbiology

Department, Ankara, Turkey
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Evaluation of Serum Levels

of Interlenkin (IL)—6, IL-10,

and Tumor Necrosis Factor—o

in Patients with Crimean-Congo
Hemorrhagic Fever

Onder Ergonul,’ Semra Tunchbilek” Nurcen Bayksm' Aysel Celikbss,’
and Basak Dokogur’

Infections Cizeases and Clinlcal Microbloingy Clinic, Ankcara Mumune Bducation
and Aesearh Hosphisd, and "GENOM Laboralones, Ankara, Turkey

BRIEF REPORT

infection is one of the important public health issues in Tarkey,
because of its high case fatality rate.

Caring viral hemorrhagic fevers, inflammatory processes are
key elements of the immune response, and the release of proin-
flammatory cytokines—in particalar, of interlenkin (1L)-1, IL-
6, and tumor necrosis factor (THF}-c—have been sopgpested
i be refated to the disease conrse [6, 7). However, studies of
cytokines with respect to CCHF are lacking, and they are needed
to achieve a better understanding of the pathogenesis of the
disease cansed by CCHFVY infection [8]. To define the possible
role that inflaimmatory responses play in the control of the
infection, we examined serom levels of cytokines in patients

wwe (P Fatal seyreden hastalarda IL-6, 7="r*
;ifmui e vide, 3040 cases
ww |1NF-alfa daha yiiksek of e o
factor (T southern parts
v @ IL-10: anlamli fark yok i
ot { Miroticogy

Ergonul, et al. Clin Microbiol Inf
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Belirler

Volume 35, Issue 4, Pages 272-278 (Avgust 2008)

Cytokine levels in Crimean-Congo hemorrhagic fever

® TNF-alfa hastaligin ciddiyeti ile iligkili
@ IL-6 ise hem hafif hem ciddi olgularda

ylkseliyor
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Viral Load as
Predictor of
Crimean-Congo
Hemorrhagic Fever
Outcome

Darja Duh,” Ana Saksida,” Miroslav Petrovec,”
Salih Ahmeti,t lusuf Dedushaj,}
Marcus Panning,§ Christian Drosten,§
and Tatjana Avéié-Zupanc*

We used quantitative real-time reverse transcription-
PCR to measure viral load in serum from 24 patients in
Kosovo who had acute CnmeanCongo nernonhaglc rever

Viral laad anrralatad itk alini

Viral yiik >1X108 kopya/ml Viral yiik >1X10° kopya/ml

= i e

L/CCHF Vius, 1s a potenhally fatal infection m Africa,
Asia, Eastern Europe, and the Middle East. CCHF virus
1s transmitted to humans by bites of Irodid ticks and from
person to person by contact with blood or blood-containing

The Study
Serum samples were obtained from CCHF patien

from Kosovo mn 2001 (www who mt/cst/don/2001_06 Viral Load as a Predictor of Outcome

29/en), 2003, and 2005. Clinical and biochemical dar |,
were provided by the Clinic of Infectious Diseases, P Cl']lllEﬂIl—ChIlgO Hemnrrhaglc Fever

tina, Kosovo. Presence of an acute febrile syndrome cha

: ; ; Mustafa Iﬁl l}uli.'ﬁm&h‘r Hiirrem Bodur,' Selim Simi Eren,
acte_nzed_by malaise, nausea, fever, and I_Jleedmg frot i  Fiar Ongiri and ;
various sites was reported as well as possible modes ¢ ! ; :

"Infectious [Irsaases and Clinical Micrabiakogy Department, Aniara Mumune
mfection. Leukocyte and platelet counts, aspartate an duestion anc Researh Hospital, 27 Tegartment of Virogy, Gubane

alanine aminotransferase levels, activated partial thrombe Miliy Madizzl Academy, riera, Turkey

plastin times, and creatinine values wete available for mo

patients. Patients were categorized into 3 groups accordin Crimean-Congo hemorrhagic fever (CCHF) is a potentially

to disease sevenity: fatal, severe, or moderate cases. Onth fatal disease affecting multiple organ systems. To determine

basts of classification by Swanepoel (). severe cases wet the association between viral load and severity of CCHF in-

defined by the presence of hemorrhagic manifestatior fection, quantitative measurement of CCHF virus was per-

(epistaxis, hematemesis, and melena), lowered blood pre: formed using 1-step reverse-transcriptase polymerase chain
Sure ({100;'60 mm Hg] and ratsed serum creatinine ap reaction for 36 paticnis with CCHF infection. Viral loads

transaminase levels. mnnnd from 1.1 % 10° copies’'ml to = 9.9 X 107 copies/mL.

UK WIIL 3 110 OF GETECTION 0L Z4U COPIES/TIL. 01 Samup!
as recently described (0). Some assay moddications wer
necessary for accurate quantitation of viral load. Synthe
ic RNA was generated as a quantitative calibrator, and
competitrve internal control was constructed as previous]

<1x10° mpl:sfm]. (P<.001). A viral load =1 10" RNA
copies/mL can be considered to predict a fatal outcome with
a positive predictive valoe of 80%, with 88.9% sensitivity and
92.6% specificity. We suggest that viral load is a measure of
the severity of CCHE

BRIEF REPORT

there were 1103 confirmed cases and 5% deaths (a case-fatality
rate of 5.4%) in Tarkey [4].

The wsnal approach for CCHF diagnosis combines the de-
tection of the viral RNA genome and/or the antigen and the
detection of specific lgM antibodies in human seram or blocd
samples. In the acute stage of the illness, serological tests are
not suitable for patients who die before humoral immune re-
sponse. To date, the most rapid and sensitive assay for detection
of CCHF virus RNA has been based on RT-PCR for the early
stage of infection [13]. This study aimed to determine the
association between viral load and the severity of CCHE

Patients and methods. A prospective study was performed
at Ankara Numune Education and Research Hospital, a referral
and tertiary-care hospital in Ankara, Tarkey, during the spring
and summer of 2006, Fifty-one patients who had an epide-
m}DJaglc rlslc factor IfLe a history of tick exposure andfur

tic dehydrogenase, and creatinine phosphokinase levels were
referred from surrounding hospitals to the Infections Diseases
and Clinical Microbiology Clinic of Ankara Numune Education
and Research Hospital as having a possible case of CCHE Of
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Joumal of Medical Microbioiogy{2005), 54, 385-383 DO 10.109%jmm 0.45865-0
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Crimean-Congo haemorrhagic fever outbreak in
Middle Anatolia: a multicentre study of clinical
features and outcome measures

Mehmet Bakir," Mehmet Ugurlu.? Basak Dokuzoguz® Hurrem Bodur®
Mehmet A. Tasyaran," Haluk Vahaboglu®t and the Turkish CCHF Study
Group

Wik Bekteriyoli & Enfeksiyon Hastaliklari AD), Tin Fakuitesi Cumburiyet Unhversitesi Sivas,
Turkey

% Somnolans
® Splenomegali

GCHF patients admitted to four tertiary care hospitals in Turkey. Definttve diagnosis wes hased on
the datection of CCHF virus-specific Ig by ELISA orof genomic segments of the OCHF virus by
RT-PCR. Relsted data were collected by aretrospective chart review. Hospital costs were extracted
from the final decharge bills. Univaniate and multivanate analyses were conducted to determine the
indepandent predictors of mortalty. CCHF irus-specific antibodies or genomic sagments were
detected in the seraof 99 cases. Sevencases that were traate d with nbavinin were excluded from the
study. Cases were mostly farmers (83 cases, 80 %), and B0 % had atick-bite history before the
onset of fever. Impaired consciousness and splenomegaly were inde pendent predictors of a fatal
outcome.

Clinical and laboratory features of Crimean-Congo
hemorrhagic fever: predictors of fatality

Mustafa A. Cevik?, Ayse Erbay®*, Hiirrem Bodur?, Evrim Giilderen?,
Aliye Bastug®, Ayhan Kubar®, Esragul Akinai®

* Infectious Diseases and Clinfeal Mierabiology Department, Ankara Mumune Education and Research Hespital, Ankara, Turkey

® Department of Virslogy, Gulhane Military Medicol Aeademy, Ankara, Turkey

Recetved 22 May 2007; recelved in revised form 16 August 2007; accepled 25 September 2007

o aanaatina Edibsw Ao | Hasnabean Htraebd Tha bathod wods

% Trombosit<20.000/mm3

% Somnolans

% Melena

ANRS NUIL DA R B TALTRL TSI N PV T RS TSSO S0 QN IR AL T | T W
Among the clinical findings, ecchymass (p=0.007), hematemesis |p=0.030), melena
[p«0.00), somnolence (p < 0.001), and gingival beeding | p= 0.044) were more common
among fatal cases. The mean platelst count was 47,59 10/ in nosefatal cases and
12,636 = 10% Lin fatal cases (p= 0.003). Amang the fatal cases, the mean prothiombin time
(PFT. 18.435 va. 13,45 p < 0.001) and the mean acthvated partial thromboplastin time (aFTT;
69.4 3w, 42. 75, p= 0.001) were longer, and the mean alanine aminotransferase (ALT. 1688 vi.
193; p < 0.001), mean spartate aminotranserase (AST, 3028 va. 434, p < 0.001 ), mean lactate
defydrogenase (LDH; 4245 va. 1141, p < 0.001) , mean crea tine phes phokinase (CPK; 3016 ve. 851
o= 0.004) levels and the mean intemational nommalized ratio (INR; 1.38vs. 1.1 p < 0.001) were
higher. In a Cox proportional hazards model, thromboeytopsenia of <20 = 10° /1 (hazard rate (HR)
9.67; 95% eonfidence interval (1) 1.16—80.68; p = 0.034), aprolonged aPTT =60 5 (HR 11.62; 955
Cl 2.40-5.77; p=0.002), exstence of melena (HR 6.3% 95% C| 1.64—24.93; p = 0.008), and
somnolence (HR 6.30; 95% O 1.80-I2.09; p=0.004) were independently msociated with
mrtality.
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High serum levels of neopterin in patients with
Crimean—Congo hemorrhagic fever and its
relation with mortality

Onguru Pinar®*, Akgul Emin Ozgur®, Akinal Esragul®, Yaman Halil®,
Kurt Yasemin Gulcan®, Erba¥ Ayse?, Bayazit Fatma Nurhayat?,
Bodur Hurrem®, Erbil Kemal®, Acikel Cengiz Han®,

Cevik Mustafa Aydin?

® Serum neopterin dizeyleri
tim olgularda yiksek

® Fatal olgularda daha yiiksek

s g T reror penrn g - .
Mortality; Methods: Neopterin concentrations on the first day of hospitalization were measured in serum
Risk factors samples from 51 CCHF patients. Serum neopterin levels and other clinical—laboratory param-
eters for fatal and nonfatal CCHF patients were compared.
Results: Serum neopterin levels (73.22 + 54.30 nmol/L) were highly elevated in all CCHF pa-
tients (p < 0.0001) with higher levels in fatal group (153.66 + 81.34 nmol/L, p = 0.0001) com-
pared to nonfatal disease (55.99 + 24.09 nmol/L). In univariate analysis, the level of neopterin
on the first day of hospitalization, bleeding, platelet count, aspartate transferase and lactate
dehydrogenase were associated with mortality. In multivariate analysis, only the serum level
of neopterin was associated with mortality. As a mortality risk factor, area under the curve
was 0.939 (p = 0.0001, 95% confidence interval: 0.85—1.00).
Conclusions: In this first study of serum neopterin levels for CCHF, elevated serum neopterin
level showing strong activation of monocytes/macrophages was a risk factor for CCHF.
2008 The British Infection Society. Published by Elsevier Ltd. All rights reserved.
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Short communication
Peripheral blood natural killer cells in Crimean-Congo hemorrhagic fever

Mustafa Yilmaz®*, Kemalettin Aydin®, Elif Akdogan?, Nurgun Sucu®, Mehmet Sonmez 2,
Serdar Bedii Omay 2. Iftihar Koksal b
3 Division of Hematology, Department of Internal Medicine, School of Medici
Dep of Clinical Microbiology and Infectious Disease, School of Medicine, Karadeniz Technical Uni
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Abstract

Background: The relationship of changes in the peripheral blood lymphocyte subgroups during Crimean-Congo hemorrhagic fever (CCHF)

to prognosis has not been reported.

Objectives: To determine peripheral blood lymphocyte subgroups in CCHF patients at the time of diagnosis and relate these to clinical

outcome.

Study Design: Peripheral blood samples were obtained from the patients treated at the Karadeniz Technical University Hospital for CCHF in
2004. T.vmphocvte suberouns were analvzed bv flow cvtometrv on these samnles and their association with patients’ risk eroun (severe vs.

not
Re:

act
Co

-~ daha yiiksek

Key

1. Introduction

Crimean-Congo hemorrhagic fever (CCHF) is a tick-
borne life-threatening infection endemic in Africa, the
Middle East and Eastern Europe. which is caused by
Nairovirus, a genus in the family of Bunyaviridae. The
clinical course is predominated by acute onset of fever, myal-
gia, headache and nausea during the prehemorrhagic period
(Ergonul et al., 2006). The mortality rates are relatively vari-
able. While the mortality rate was 10% for the initial epidemic
detected in Crimea (Hoogstraal, 1979). it was reported to
be 21% for the 260 cases observed in China between 1965
and 1994 (Papa et al., 2002). and 64% during the epidemics
observed in Iraq between 1979 and 1980 (Al-Tikriti et al.,

& @® NK hiicre sayisi 6len hastalarda

1981). The firstdescriptions of CCHF in Turkey were in 2004
(Bakir et al., 2005: Ergonul et al., 2004; Karti et al., 2004).
Anemia, thrombocytopenia and leucopenia are common
in CCHF. Although leucopenia is observed in a consider-
able portion of cases. there is little data on the changes
in the lymphocyte counts and lymphocyte subgroups. and
their association with the disease severity and mortality. The
present study investigated the association of changes in the
peripheral blood lymphocyte subgroups in CCHF patients.

2. Patients and methods

Twenty-six patients who had similar and typical clinical
and laboratory findings. including malaise. fever. petechiae.
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Int J Infect Dis. 20110 Aug;14(8).e704-7.
Evidence of vascular endothelial damage in Crimean-Congo hemorrhagic fever.

Bodur H, Akinci E, Onglrd P, Uyar ¥, Bastirk B, Gozel MG, Kayaaslan BL.

Department of Infectious Dizeazes and Clinical Microbiology, Ankara Numung Education and Rezearch Hozpital, Samanpazari, Ankara, Turkey.
hurrembodur@grail. com

Abstract
BACKGROUND: Endothelial infection has an impartant role in the pathogenesis of Crimean-Congo hemorrhagic fever (CCHF).
In this study, we investigated the causes of vascular endothelial damage in patients with CCHF.

METHODS: This orosoective case-controlled studv was carried out at Ankara Mumune Education and Research Hosnital

i

. @ Vaskiiler endotelyal hasar 5

@® sVCAM-1 ve sICAM-1 agir olgularda daha yiiksek
. @ sVCAM-1 slenlerde daha yiiksek aroup,

g [EGF
was significantly lower. sV CAM-1 was significantly higher in non-survivars than in sunvivars, while serum VEGF was significantly
lower in non-survivors. The optimum cut-offs of sVCAM-1 and VEGF far the prediction of martality were 205 ng/ml and 125 na/mil,
respectively. Atthese cut-offs, sWCAM-1 and YEGF had a sensitivity of 100% and specificity of 42 5% and 54 5%, respectively, in
identifying CCHF patients who would die from the disease. The positive predictive values were 19% and 23%, respectively;

negative predictive values were 100% for both.

CONCLUSION: Endothelial activation can affect the course of CCHF, and vascular endothelial damage is probably indirect.
Further studies are needed for general conclusions to be drawn.
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@ HLA doku tipleri

@ Hafif klinik seyirli hastalarda
@ HLA-A2 sik (%36.3) ¢-0.02

@ Olen hastalarda

® HLA-DR11 ve
® HLA-DR14 daha sik (%37.5) ¢-0.032)

Girkin Giizel T. KKKA Hastalik Siddetini Belirleyen Faktorlepi




Konvelesan Donem

@ Hastalik bagladiktan sonra yaklasik 10-20.
glinlerde gorilir

@ Eski yayinlarda, bu donemde degisken nabiz,
tagikardi, sag dokilmesi, polinorit, agiz
kurulugu, gorme bozuklugu gibi bulgular
bildirilse de son yayinlarda bu bulgularin hig
birisi belirtilmemistir

Ergonul O, Celikbas A, Dokuzoguz B, Eren S, Baykam N, Esener H. Clin Inf
Whitehouse CA. Antiviral Res 2004;64(3):145-60. 40.

Karti SS et al. Emerg Infect Dis 2004;10(8):1379-84. 41.
Bakir M, Ugurlu M, Dokuzoguz B, Bodur H, Tasyaran

MA, Vahaboglu H; Turkish CCHF Study Group. J Med Microbiol
Tasdelen Fisgin N et al. Trop Doct 2009; 39(3):158-60.
Erbay A.'Manual of Security Sensitive Microbes and Toxj




TANI



http://picly.ir/downloads/3d-characters/

TANI

@ Epidemiyoloji

@ Klinik

@ Laboratuar

@ Epidemiyolojik ve klinik olarak KKKA
ile uyumlu olgularda tani, 6zqgdl tani
yontemleriyle dogrulanmalidir

Tilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topics 2014,7(2)
Erbay A.'Manual of Security Sensitive Microbes and Toxins'. Chapter




TANI-Epidemiyolojik Ozellik

® Kirsal bolgede yasama, tarim, hayvancilik oykisu

® Coban, kasap, mezbaha ¢aliganlari, veterinerler,
saglik personeli, askerler yiiksek risk altinda

® Son iki hafta iginde endemik bdlgeye seyahat,
piknik, kene tutunma oykisu gok 6nemli

® Hastalarin yaklasik %70-75'inde kene futunma
oykusi mevcut

@ Cevrede benzer hastalik tablosu ve hasta olan kisilerin
kanl vicut sivilariyla femas olup olmadigi sorgulanmal

Tilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topics 2014;7(2)
Erbay A.'Manual of Security Sensitive Microbes and Toxins'.
Yilmaz GR et al. Int J Infect Dis 2009;13(3):380-6. 14.




Ayirict Tant

Bilinen Diger VHF

Enfeksiyonlar fﬂney Amerika

Bruselloz assa

glkA‘resi E'if‘rTVaIley
Iketsiyoz anta

Erlichioz Ebola & Marburg

::Yme . Enfeksiyon digi ~ Sart Humma

Seﬁ’msp'ﬁ“ B12 eksikligi Dengue

Ma Imone 0z Febril notropeni Kyasanur

v.a c;rza it Toksikasyon Omsk
raznepai!t  HELLP sendromu Alkumra

Meningokoksemi

Sepsis Ilag yan etkileri

Toksik sok sendromu




Laboratuar Tani




Laboratuar Tani

@® Bolgesel laboratuarlar ve referans merkezi
@ Biyoglvenlik diizeyi yiksek laboratuarlar ger
Saglik kuruluglarinda virdsu saptayacak
mikrobiyolojik tetkikler olmayabilecegi igin
@ Hastalik tanisinda sliphe uyandirmasi agisindan
@ Kan sayimi ve biyokimyasal testler degerlidir

Erbay A.'Manual of Security Sensitive Microbes and Toxins'. Chapterb, pa
Tasdelen Fisgin N et al.Trop Doct 2009; 39(3):158-60.
Ergonul O et al. Clin Infect Dis 2004; 39(2):284-7. -1717.
Hatipoglu CA et al. Scand J Infect Dis 2010;42(6-7):516-21.




Laboratuar Tani

rombositope

ransaminaz yiiksekligh AST nin ALT den
L DH yUKsSeKIigr yliksek olmasi tanisaldir

CPK yuiksekligi
?CPT, aPTT uzf@
@ INR de uzama
® DIK geligirse fibrinojen diizeyleri U

f l b r l n Y| kl m U r'l.jn l erl ﬂ Erbay A. 'Manual of Security Sensitiy,

Tasdelen Fisgin N et al. Trop Doct,
Ergonul O et al. Clin Infect Dis
Hatipoglu CA et al. Scand J,
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Laboratuar Tani

@ Viris izolasyonu

@ Hiucre kilturd

® Fare beyni inokilasyonu
@ Seroloji

® Antijen aranmasi (IFA, ELISA)

® Antikor aranmasi (IFA, ELISA)
Molekiler yontemler

@ PZR, dizi analizi




Laboratuar Tani

@ Virds izolasyonu ve kiltird

® Inkiibasyondan 2-5 giin sonra
retilebilir

@ Mutlaka biyoglivenlik diizeyi 4
olan laboratuvarlarda yapilmal

(www.cdc.gov /od/ohs/biosfty/bmb



Laboratuar Tani

@ Seroloji
® Antijen aranmasi (IFA, ELISA)
® Antikor aranmasi (IFA, ELISA)
@ Molekiler yontemler
9 PZR, dizi analizi

@ Avantqji, biyoglvenlik dizeyi-4 olmayan
laboratuarlarda da yapilabilmesi




viremi

RT-PCR

Virus izolasyonu
—

ELISA IgM IgG

Zeller H.




Laboratuar Tani

@ Antikor arama

@ IgM ve IgG antikorlari, hastaligin 7-9. giinlerinde
saptanabilmektedir

@ Spesifik IgM diizeyleri 4 aydan sonra saptanabilir
dizeylerin altina iner

@ Ancak daha sonra yiikselen IgG bes yila kadar saptanab

® Oliimcil vakalarda ézellikle de ilk beg giin i¢inde

6lenlerde antikor yaniti gelismeyebilir



Laboratuar Tani

® Molekiler tani testleri
@ Hizli olmasi avantaj saglar

@ En cok kullanilan testler,
® Genom amplifikasyon testleri

® Nested polimeraz zincir reaksiyonudur (PZR)
® Gergek zamanl revers transkripsiyon PZR
(RT-PZR) en ¢ok kullanilan test haline gelmistir

@ Molekiiler testlerle viral yik de hesaplanahi







OLGU YONETIMI ve TEDAVI

@ Saglik Bakanligi tarafindan KKKA olgularina
yaklasim igin bir algoritma hazirlanmigtir

@ Epidemiyolojik 6ykisi olan

@ Klinik olarak da ates, bas agrisi, halsizlik,
kas agrisi, bulanti, kusma ishal gibi
belirtilerle basvuran her hasta igin
tam kan sayimi yapilir




OLGU YONETIMI ve TEDAVI

@ Eger kan sayimi normalse izleme alinir

@ Ayirici tani gok 6nemlidir

@ Biling bulanikligi, frombositopeni veya |okopeni
olmasi durumunda ikinci basamak bir hastaneye
sevk edilir

@ Kanamali bir hasta dogrudan hastaneye yatirilir

@ Kesin tani konmus olgular monitorizasyon igin
hastanede izlenmelidir

.o cetsee

2008/52.




KKKA - Vaka Tanimi

Klinik Tanimlama Siipheli vaka

@ Klinik tamimlamaya uyan, baska nedenl

@ Ates, bas agrisi, myalli, halsizlik,
agtklanamayan vaka

bulanti/kusma, karin agrisi / ishal

@ Lokopeni, trombositopeni,
yilksek AST-ALT-LDH-CK

Destekleyici bulgular @ Klinik tanimlamaya uyan ve en az 2
® Hemorajik - purpurik dékiintii destekleyici bulgu
@ Diger hemorajik semptomlar. @ Bodlgede birden fazla vaka varsa
) ) . destekleyici bulgu olmaksizin klinik
Epidemiyolojik hikaye tanimlamaya uyan
@  Kene isirmasi
®  Hayvanlarla yakin temas Kesin vaka
@  Kirsal alanda yasama/ seyahat @ Klinik tfanimlama +
@  Hayvan doku-kani ile temas ® Kan- doku drneginde viral RNA'nin
@ Laboatuvar calisani gosterilmesi
@ Cevrede benzer hasta @ Spesifik IgM pozitifligi
@ Spesifik Ig6 titresinde 4 kat artig
@ Kesin tani almis vaka ile epidemiy

Olasi vaka

baglant



TEDAVI

@ Tedavi secenekleri sinirli

@ En onemli yaklasim destek tedavisi

@ Etkin destek tedavisi igin yakin izlem

@ Kan sayimi ve hemostaz glnlik,

Trombositopeni ve kanama varsa gtin
icinde 2-3 kez izlenmeli

Organ yetmezligi olup olmamasina gore
tre, kreatinin, ALT, AST, ve biliribin
gunlik veya glinasiri izlenmelidir




TEDAVI

® DIK gelistiyse arteriyel kan gazi, fibrinojen,

d-dimer ve fibrin yikim rdnleri izlenmeli
® Intramiskiiler enjeksiyonlar ve invaziv
girisimlerden kaginiimali
® Nonsteroid antiinflamatuar ilaglar kullaniimama
@ Ates ve agri varliginda parasetamol tercih edilm




Destek Tedavisi

@ Sivi-elektrolit, kanama takibi, gerekirse
transfiizyon

@ Oksijenizasyon
Parenteral beslenme
@ Sekonder enfeksiyon varsa uygun tedav
@ Sok durumunda vazopressor
@ Kardiyak, renal, pulmoner destek
Peptik llser profilaksisi

Ergonul O. Lancet Infect Dis 2006;6(4):203-14
Leblebicioglu H et al. Vector Borne Zoonotic Dis 2012; 12(9): 912
Tilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topics 2014;7
Erbay A.'Manual of Security Sensitive Microbes and Toxi




Destek Tedavisi- Trombosit
Replasmani

@ Trombosit sayisi
@ <10.000/mm3 U ise hemen

% 20.000 /mm3{

@ Aktif kanamasi yok
@ Atesi ve hemostaz parametrelerinde Yapllmalu

Trombosit
Replasmani

bozukluk varsa

% < 50.000 /mm3 e diismds,

@ Aktif kanamasi ( epistaksis, hemoptizi, hemattiiri,
normal adet zamani disinda ve normal miktarindan fa
vajinal kanama, hematemez, melena gibi) varsa




Destek Tedavisi- Taze
Donmus Plazma

@® Hemostaz testleri bozuksa

PTZ ve INR degeri normalin st sinirinin
5 katina ylkseldiginde veya

@ aPTT normal sinirin tzerinde olup
kanamasi olan eriskinlerde

@® 2x10-15 ml/kg dozda taze donmus
plazma replasmani yapilmal




Destek Tedavisi-Eritrosit
Slspansiyonu

@ Akut masif kanama
@ Hemorajik sok ve
@ Oksijenizasyon bozuklugunda yapilmal

@ Eger toplam kan kaybi
® Dolasim hacminin %30'unu buluyorsa
® Hemoglobin <7 g/dL ise (yash hastada < 8 g/dL)

@ Eritrosit suspansiyonu verilmeli




Antiviral Tedavi

Spesifik tedavi yok

$Zaay World Health
ey Organization

ribawirin

= For the treabtment of wiral Date adkd=d: 2007
Irjection for inkr =0 iy

i Ribavirin ??
Yikleme.... 30 mg / kg
4 gin........ 15 mg / kg /giin (6 saat)

6 gun 7.5 mg / kg /gin (8 saat) e

e e e o, U et e e e e e menE of

respiratory }mtﬂvmmfechm,mﬂmthpegjﬂterﬁrmd&mmtﬂrfermdfafmthsmm of chronic hepatitis
C infection {consult manufacturer™s literature for treatment details).

Uses: treatment of hasmorrhagic fever, including Lassa fewver, Argentine hasmorrhagic fever, and Crimean-Congo




Antiviral Tedavi

@ Ribavirinin in vivo ve in vitro calismalarda KKK
virusinun replikasyonunu inhibe ettigi
gosterilmis

@ Hayvan modellerinde ortalama yasam siresini
uzatir

@ FDA onayi yok

@ Etkinlik agisindan en 6nemli/ en ¢ok tartisilanila




Antiviral Tedavi

@ KKKA tedavisinde ribavirin kullanimi ile ilgili
farkh gorisler mevcuttur

@Ribavirinin KKKA tedavisinde proghozu
olumlu etkiledigi, mortaliteyi, kan drunleri
kullanimini azalttigini gosteren yurt igi ve
yurt digindan birgok yayin bulunmaktadir

Ergonul O et al. Clin Infect Dis 2004; 39(2):284-7.
Ozkurt Z, et al.. J Infect. 2006; 52 (3):207-15. 144,
Mardani, M. et al. Clin.Infect. Dis., 36, 1613, 2003.
Tiilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topics 2014;7
Erbay A. 'Manual of Security Sensitive Microbes and Toxins,




Antiviral Tedavi-Ribavirin

L0 Vol 2010 Jan47(1)85-8. Epub 2008 Dec 3
The efficacy of ribavirin in the treatment of Crimean-Congo hemorrhagic fever in Eastern Black Sea region in Turkey.

eportment o ectioes Dintase and Cloical Mictobiology, Karadend TocheiclUnwerady Schoalof adiine, 61080 Trabzse, Turkey, Mar@yaheo com

Abstract
BACKGROUN

wman 1 UrKiye'den bir klinik ¢alismada

OBJECTIVES: . o . )
ames RiDAVIPIN hastaligin prognozuna I

waw anlamli bir katki saglamamis -

(Group B) (n=

RESULTS: AS well 35 e similarity of Semographic features Detween the Mo Groups, INe(e were no SIAUSHCA AMerences in Incudation me; RoSpIaZabon me; patients requiring platelet
replacement thorapy, the Bme taken for platelel levels 10 raburn 1o noemal levels and mortality. In Group B, the rate of bk contact was highet (9=0.03) In Group A, leukotyte levels took longer 1o
refum fo the normal levels (p=0.02)

CONCLUSION: In our study, tere was no positve effect determined on chinical or labaralory parameders In COHF patients reated with ribavirin, als0 #was obsenved that leukocyte levels took
longer to retum to normal (p=0.02) and, while not statistically significant e longer penod of hospitalization (p=0.09) needed was obsened as a negative elect Because of these reasons, It
I3 thought that the use of Abavinn makes no Signifcant contidution 10 the prognosis of e CCHF disease.

$gating the eficacy of

Koksal, I. et al. J. Clin. Virol., 4




Antiviral Tedavi-Ribavirin

Journal of Antimicrobial Chemotherapy Advance Access published April 11, 2011
Journal of
| Antimicrob Chemothar Antimicrobial
doi:10.1093 fac/dkrl 36 Chemothera Py

Ribavirin for patients with Crimean—Congo haemorrhagic
fever: a systematic review and meta-analysis

Sibel Ascioglu™?*, Hakan Leblebicioglu® Haluk Wahaboglu® and K. Arnold Chan?
Deparrn:em of Internal Medicine, Section of Infectious Diseases, Hacettepe University Schaal af Medicine, Sithiye, 06100, Ankara,

Turkey; ? Department of Epidemiology, Harvard Schoal of Public Health, Baston, MA 02115, USA; mpa‘u'nenr af Infectious Diseases and
Clinical Bacterialogy, Ondokuzmayis University Schoal anedJcne_ Kurupelit, 55200, Sa'nst.m- Turkey; Dq:rarrm q’!mi!-cnms

et U O D P Pe Mol o ) s ATt L B B T B u—

Ribavirin sag kalimi etkilemedi
KKKA tedavisinde ribavirinin yarari
Uzerine belirsizlik

Conclusions: Our systematic review and meta-analysis revealed that the awvailable data in the literature are
inodequate to support a caim of efficocy of ribovinn in CCHE We believe a real uncertainty exists over the
benefitof ribavirinin the treatment of COHF, whichnecessitates the urgentconduct of a randomized plocebo-con-
trolled trial.

S D2y U2 gl e ey o g o woj e

Keywords: hasmaorrhagic fever, antiviral theragye, mortality

Introduction Az with all haemorrhagic fever syndromes, the mainstay of
treatrment for COHF is supportive, including replocernent of blood
Crimean-Congo haemorrhogic fever (CCHF) s a tick-borne viral  and Bood products and intensive care for severe cases

infection. The virus is a member of the genus MNainowinus in the who develop organfailure. ™ The efficacy of ribawvirin in the treat-
family Bumvouridos, Infection can cause a wide range of symp-  meant of COHF is debatable. Ribavirinis a broad-s pectrum antiviral




Antiviral Tedavi-Ribavirin

The role of ribavirin in the therapy of Crimean-Congo
hemorrhagic fever: early use is promising

N. Tasdelen Fisgin - O. Ergonul - L. Doganci - N. Tulek

Received: 24 June 2008 /Accepted: 25 February 2009
@ Springer-Verlag 2009

Abstract Crimean-Congo hemorrhagic fever (CCHF) is a

throughout the bird migration routes in Africa, Asia,

disease w1t_h hlgh ﬁaxallty To demonstraxe the eﬁ‘ectlveness E‘astern Europe and the M1ddle East [1~4] Humans
of rib: T - Tt Jsure
receiw s rate
(early ‘o. In
== Hastaligin i Undnde baslanan ::
sympt been
the L'L se in
(3 Kd re to

sympt o in
ribaviri edavisi etkili s

slgnlﬁ._.n.uy AIEIEIITE Ulall Ulal Ul LIS palnsiies 11 LIS LW L
group. The mean aspartate transferase levels in the EUR
group were significantly lower than of the WUR group on
days 8 and 9, and the mean alanine transferase level was
significantly lower on day 8 after the onset of the
symptoms. There is a beneficial effect of ribavirin if given
at an early phase of the CCHF. We suggest ribavirin use
especially in the early phase of the disease.

Introduction

Crimean-Congo hemorrhagic fever (CCHF) is one of the
most significant tick-borme diseases. occuwring endemically

N. Tasdelen Fisgin () - L. Doganci - N. Tulek

Faculty of Medicine, Deparlrnen( of Clinical Microbiology
and Infectious Di Mayis Uni ity.
Samsun, Turkey

e-mail: nuriyetfiidomu.edu._tr

O. Ergonul
Faculty of Medicine, Department of Clinical Microbiology
and Infectious Discases, Marmara University,

Istanbul, Turkey

Tasdelen Fisgin, N. et al. Eur. J. Clin. Microbiol. Infect.

A AsE vvOmiu LaSaiiir s pmaaneacson vy iy conuacoed a
“Joint WHO Inter-country Workshop on Crimean-Congo
Haemorrhagic Fewver (CCHF)” in Nowvember 2006 in
Istanbul. The participants of the workshop suggested the
development of randomized clinical trials for ribawvirin,
under the coordination of WHO [7]. However, although
observational studies have favored the use of ribavirin
against CCHF, no randomized controlled trial could be
performed because of ethical concerns. Therefore, we
aimed to analyze the impact of ribavirin by an observational
study, in an effort to minimize the potential confounders.

NMethods

Patients who had been hospitalized with the diagnosis of
CCHF at the Department of Infectious Diseases and
Clinical Microbiology, Ondokuz Mayis University School
Medicine in Samsun were included in the study. All of the
cases were confirmed by positive IgM ELISA and/or
positive PCR for CCHF virus (CCHFV) at the Refik
Sayvdam Hygiene Center in Ankara, which is the national
reference laboratory of Turkey. The patients were divided




Antiviral Tedavi-Ribavirin

@ Ilk 72 saat icinde baslanan oral ribavirin

tedavisi KKKA igin etkin bir tedavi segenegidi
Metanat, M. et al. Int. J. Virol, 2, 21, 2006.

Ribavirin baglama zamani ile hastalik veya
hemorayji arasindaki zamanin iyilesme ile ilgili en
onemli degisken olduqu ileri strdlmustir

Izadi, S. and Salehi, M., Jpn. J. Infect. Dis., 62, 11, 2009




Antiviral Tedavi-Ribavirin

@ Erken dénemde (1-4 giin iginde) tedavi
baslanmasi agir olgu sayisini ve hemorajik
sendrom bulgularini azaltir

Cherenov, I.V. et al., Efficacy of antiviral agents in the treatment of
Crimean hemorrhagic fever, Klin. Med. (Mosk.), 90, 59, 2012.

® Ulkemizde, ikinci basamak bir hastaneden yapilan
calismada, ilk iki giin icinde erken donemde ribavirin
baslanan hastalarda 6lim orani oldukc¢a disik (7%2,9)
bulunmustur

Ozbey SB, Kader ¢, Erbay A, Ergéniil O. Vector Borne Zoonotic Dis. Early u
ribavirin is beneficial in Crimean-Congo hemorrhagic fever. Vector Borne
Dis 2014;14(4):300-2.




Antiviral Tedavi-Ribavirin

@ Hastaliginin 6limle sonuglanabilmesi
@ Tedavide henliz baska secenek olmamasi
@ Potansiyel olarak etkili olabilecegi de goz

ontne alinirsa
® RIBAVIRIN bir secenek olarak diisiinilmelidi

Ergonul O. Crimean-Congo haemorrhagic fever. Lancet Infect Dis 2006;
Tilek N. Turkiye Klinikleri J Inf Dis-Special 26 Topics 2014;7(2)



Biz ne yapiyoruz?

@ Klinigimizde, KKKA olgularinin ginlik Kklinik
ve laboratuar parametreleri goz oniinde
bulundurularak bir ciddiyet skorlama indeksi
olusturulmustur

@ Hastalarin tedavileri bu ciddiyet skorlama
sistemi kullanilarak yapiimaktadir

Dokuzoguz B, Celikbas AK, Gok SE, Baykam N, Eroglu MN, Ergoniil O . Sey,
Scoring Index for Crimean Congo Hemorrhagic Fever and the impact o
and Corticosteroids on Fatality. Clin Infect Dis. 2013 Nov;57(9):127




TEDAVI

Tablo 1: KKKA Olgularinda Ciddiyet Skorlama Indeksi

Deger Skor

Trombosit sayisi (x > 150
103/mm3) 150-50
49-20
<20
aPTT (saniye) <34
35-45
46-59
>60
Fibrinojen (mg/dl) >180
179-160
159-120
<120
Kanama Yok
Petesi
Ekimoz
Kanama
Somnolans Var
Yok

(@)
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Dokuzoguz B, Celikbas AK, Gk SE, Baykam N, Eroglu MN, Ergéniil O . Severity Scoring Index for Cri
Fever and the impact of Ribavirin and Corticosteroids on Fatality. Clin Infect Dis. 2013 Nov;57(9):1




TEDAVI-Ciddiyet Skoru

@ Ciddiyet skoru bes parametre icermektedir
® Trombosit sayisi (O-3 puan)
® aPTT (0-3 puan)
% Fibrinojen (0-3 puan)
® Kanama(O-3 puan)
® Somnolans (O veya 1 puan)

@ Basvuru sirasinda her hastada bu bes
parametre degerlendirilerek ciddiyet skoru

hesaplanmakta ve giinliik olarak takip edilmektedir

Dokuzoguz B, Celikbas AK, Gok SE, Baykam N, Eroglu MN, Ergoniil O . Severity Scoring Index for Crim
Fever and the impact of Ribavirin and Corticosteroids on Fatality. Clin Infect Dis. 2013 Nov;57(9):12




Biz ne yapiyoruz?

@ Ciddiyet skoru
% 0-2 arasinda olanlar hafif
% 3-9 arasinda olanlar orta

® 10-13 arasinda olanlar agir olgu
@ Eger basvuru sirasinda olgu skoru 0-2
arasinda ise mortalite beklenmemekte
@ Hastanin tedavi yaklasimi da ciddiyet
skoruna gore dizenlenmektedir




Biz ne yapiyoruz?

@ Hastalarimizin %54'unin ciddiyet skoru orta

@ Bu hastalarin %89'una ribavirin baslandi

@ Ribavirin alan hastalarin 6lim orani anlaml
derecede distk bulundu

@ Hastalarin % 9.25'inin ciddiyet skoru agird

Bunlarin %92si ribavirin aldi

@ Ancak ribavirin agir hastalarda mortaliteyi

azaltmada etkin bulunmadi

Dokuzoguz B, Celikbas AK, Gk SE, Baykam N, Eroglu MN, Ergéniil O . Severity Scoring Inde
Fever and the impact of Ribavirin and Corticosteroids on Fatality. Clin Infect Dis. 2013 N



Biz ne yapiyoruz?

@ Skoru 10-13 olan agir hastalarda
% Trombosit sayisi <20000/mm3
® aPTT>60 saniye
® Fibrinojen <120 mg/dI
® Kanama
® Somnolans
@ Deksametazon baslandi
® Ozellikle agir hastalarda mortaliteyi

azaltmada etkin bulundu

Dokuzoguz B, Celikbas AK, Gk SE, Baykam N, Eroglu MN, Ergéniil O . Severity Scoring Inde
Fever and the impact of Ribavirin and Corticosteroids on Fatality. Clin Infect Dis. 2013 N




Diger Tedavi Yaklasimlari
Steroid kullanimi

@ Patogenezde immin reaksiyonlarin rolinin
gosterilmesi; tedavide kortikosteroidlerin
kullanilabilecegi géristini ortaya ¢ikarmigtir

Duru F, Fisgin T. Turk J Hematol 2009; 26: 161-6.

@ Ciddiyet skoru 10-13 olan agir seyirli

olgularda ciddi sitokin salinimi oldugu igin

kortikosteroid kullanimi faydali olabilir

Dokuzoguz B, Celikbas AK, Gok SE, Baykam N, Eroglu M
Severity scoring index for Crimean-Congo hemorrhagi

impact of ribavirin and corticosteroids on fatality.
2013; 57(9):1270-4.




Diger Tedavi Yaklasimlari

@ Pasif antikor verilmesi

@ Immiin serum

@ Monoklonal antikor

® Intravenoz immunglobulin kullanim:




Tedavide Hiperimmunglobulin:

@ KKKA den iyilesen hastalardan elde edilen serum
@ Atlarin imminizasyonu ile elde edilen gama globuli
@ Hastaligin erken doneminde faydal

Hoogstral 1979 J. Med. Entomol 307-417

® Hastaliktan iyilesenlerden elde edilen "Immiin
plazma”

@ 7 hastada iyilesme

@ Kontrolu olmayan bir ¢alisma
Vasilenko SM. Lancet 1990;335, 791-7




Tedavide Hiperimmunglobulin?

Jpn. I. Infect. Dis., 64 (3), 439443, 2011
To se2 a printable version of the article in the Adobe fil= format, click this [PDE] link.
Short Communication

Prompt Administration of Crimean-Congo Hemorrhagic Fever (CCHF) Virus Hyperimmunoglobulin in Patients Diagnosed
with CCHF and Viral Load Monitorization by Reverse Transcriptase-PCR

Ayhan Kubar*, Mustafa Haciomeroglu, Aykut Ozkul?, Umit Bagriacik?, Esragul Akinci‘, Kenan Sener, and Hurrem Bodur!
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@ Yiksek riskli grupta sag kalim orani 7%86.6

MAIVIGNALS WA SUIVIVED LUHE MISCHON. A [01al 0T 20 LLHE Panents Wers Snrolsd Mo tis stay. For UUHE V NYPenmmunogiobuLn a0MimsIranos, a AU0ar UMD (A.U) Was deIined. As 3 stanaarg

therapeutic approach, 400 KU of hyperimmunoglobulin were given to sach patient as a single dose before viral load was detectad. We used one-step real-time reverse transcriptase-PCE. to menitor the viral
load of CCHEF patients. According to the one-step rzal-time PCE. results, 15 patients with a viral load of 10° copizs/'mL or more were defined as high risk. In this high-risk group, the survival rate was found |
to be 86.6% (13/13) and 2 patients died despite CCHFV hyperimmunoglobulin administration. CCHF is a very serious and highly fatal infaction, particularly for patients in the defined high-risk group.
Prompt administration of CCHFV hyperimmuneglebulin might be a very promising new treatment approach, especially for high-risk individuals.




Korunma

KKKA de korunma ve kontrol

Hastanelerde

Toplumsal diizeyde




Korunma o
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Maltezou and Papa BMC Medicine 2011, 9:131 (b\‘& \CI y 9‘,
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o Genel populasyonda
iy w‘ o Saglik ¢alisanlarinda
c&x“f«@“‘f Farkindalik snemli =

‘é h case fatality rates
z\“ . from 5% to 50%. CCHF is a disease of immediate
.otification to public health authorities because of the
potental of nosocomial outbreaks [7-10] and use in bioter-
rorism [11].
CCHFV has the widest geographic range among all tick-
borne viruses, being endemic in more than 30 countries in
Eurasia and Africa [1,5]. CCHF activity has increased over

the past decade and new foci have emerged in several Bal-
kan countries, as well as in neighboring areas (Figure 1)
[5,8,12-15]. In a serosurvey conducted in Northeastern
Greece after the first human case occurred in June 2008,




Korunma

@ Toplumsal diizeyde kene ile tfemasi en
aza indirgeyecek kisisel korunma
onlemleri alinmali

@® Endemik bélgelerde yasayanlar
veya bu bélgelere seyahat
edenler bahar ve yaz aylarinda
kenelere karsi onlem almall




Q\‘ Korunma-Saglik Calisanlari

Virus saglik merkezine
KKKA li hastanin
kan ve vicut sivilar ile
girer



http://openclipart.org/people/prapanj/blood_clipart.svg

Viral

Korunma Onerileri-2007

@ Standart onlemler
@ Temas onlemleri

@ Dam
@ Goz

Kanamali Ateslerde CDC

acitk onlemleri ve
koruma onerilir

@ Infe

girigsimler sirasinda solunum bulasini onlemeye
yonelik “izolasyon odalari” kullanilabilir

Kte aerosollerin ortama yayilmasini gerektiren

@ Rutin hasta bakiminda "Solunum Bulasi Onlemleri ;@}'g

gerekmez

EEEEEEEEEEEEEEEEE
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http://www.cdc.gov/ncidod/dhqp/pdf/quidelines/Iso



Korunma-Saglik Calisanlari

@ Prosediirler iyi tanimlanmali ve ilgililerce
bilinmeli

@ Her hasta igin sinirli sayida saglik
calisani gorevlendirilmeli

@ Hastalar izole edilmeli

@ Her asamada siki tniversal enfeksiyon
kontrol nlemleri uygulanmali




Korunma-Saglik Calisanlari-
Kisisel Korunma Ekipmanlar:

Klinik takip sirasinda
Eldiven, onlik

+

Laboratuvar diginda Yiiz koruyucu maske veya gozliik ile
gereksiz N95 maske

http.//www.health.state.mn.us/divs/idepc/dtopics/infectioncg




ANEAH 1.Enfeksiyon Hast.Klinigi
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ANEAH 1.Enfeksiyon Hast.Klinigi
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Korunma-Saglik Calisanlari

@ Hasta odasi terk edilirken bitiin koruyucu
ekipman odada ¢ikartilmali ve glvenli bir
sekilde atilmali veya dezenfekte edilmelidir

@ Kan ornekleri ve hasta atiklar: cok dikkatli
takip edilerek temizlik elemanlar: ve
laboratuvar calisanlarinin infekte olmalari
onlenmelidir




Viral Hemorajik Atesler Izolasyon Onlemleri
"% raj es asy P

Infection Control for
Viral Haemorrhagic Fevers
in the African

Health Care

Gereginde el yikama

Hastanin izole edilmesi

Koruyucu giysi giymek

Enjektor ve ignelerin giivenli
toplanmasi

Atiklarin giivenli toplanmasi

SHARPS
CONTAINER




Temas sonrasi profilaksi

@ Saglik personeli hastanin kan ve vicut
sivilari ile femas ettiyse

Su ve sabunla yika,
Dezenfektanla sil

Su ve sabunla yika



http://www.google.com.tr/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=Px7-zgHTzvEP8M&tbnid=oA6BKb37uDEl7M:&ved=0CAUQjRw&url=http://www.corlusifa.com/saglik-haberleri/konjonktivit-hakkinda-bilmeniz-gerekenler&ei=EUY_UYO6OMSEO5bKgJAM&bvm=bv.43287494,d.ZWU&psig=AFQjCNE0hnZUGgwl1DnNBwNNfnjRg7koJQ&ust=1363187573337806
http://openclipart.org/people/prapanj/blood_clipart.svg

Temas sonrasi profilaksi

@ Temas edenin en az 14 gin izlenmeli
® Ates, halsizlik, yaygin viicut agrisi
® Lokopeni, trombositopeni
@ Yuksek riskli maruziyetlerde
® Perkitan yaralanma
® Yize veya mukozal yiizeylere kontamine kan
veya sivi sigramasi
@ Ilk 4 giin 4 g/giin, sonraki 6 giin 2.4 g/giin
10 giin siire ile uygulanmaktadir
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Abstract
w3y KKKA igin henliz FDA onayl asi yoktur  moms
by infect 5 of

biocenoses that may have led to the migration of tick vectors. There is currently no FDA-approved vaccine or specific antiviral therapy for CCHF. The
classification of CCHFV as a WHO Risk Group IV pathogen and the lack of suitable animal models has caused progress in developing new prophylactic
and therapeutic measures to be slow. Ribavirin is active against CCHFV in vitro, but its efficacy for human therapy has not been definitively
demonstrated by clinical studies. CCHF-immunoglobulin is also in use, but without clear evidence of efficacy. In this article, we review the development of
prophylaxis and therapy for CCHF and discuss future prospects for vaccine and drug development.
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KENEDEN OLUMLERI BITIRECEK ILK MiLLi ASI

BELGESEL OLDU
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IHA

Haberin diger fotograflan i¢in tiklayin

Tarkiye'nin ilk milli agisi, “Dunyanin Bekledigi Ast”
adli belgesel ile TRT Belgesel ekranlarinda
izleyiciyle bulusacak.

Tirk Bilim adamlari 5 yilik calismanin sonunda
dinyanin bekledigi ve ilk milli olan asiy! drettiler.
Asinin tretim asamasinin tim asamalari ise TRT
Belgesel ekibi tarafindan kayitlara gegirildi.
Dinyanin bekledigi asinin belgeseli bu aksam
TRT Belgesel ekranlarina gelecek







