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o)) Deforestation
and other land
use changes
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Antimicrobilal
resistance

o)) Intensified
agriculture and
livestock
production
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Ekolojik denge bozuluyor
Vektor artigi!
Zoonoz artig!

Son yillarda

o)) Megal and

poorly regulated
wildlife trade

) Climate change

* Kireselisitnma

* Ekolojik dengelerin degismest,
e Tarim alanlarinin terk edilmesi,
* Dogal alanlarin tarima agilmast,
* Dogaya tavsan salinmasi,

* Su taskinlarinin o6nlenmest,

*  Yayla yasagy,

* Avyasagi,

* Tarlalarin 1slenmemest,

* [Kirsal hayattan sehirlere gog,

* Sagliksiz kentlesme,

* Yirtict hayvanlarin 6ldurilmesi,
* Yaban hayatinin giiclenmesi




| Diinya kiigiiliiyor!

Herkes heryerde!

TEK SAGLIK
yaklagimm gart!

* Lokal
* Bolgesel
* Global
aes
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— Hitit Oniversitesinin KKKA Hastalifiyla ligili Deneyimi Ddnyaya Ornek Oluyor

corum'daki Hitit Universitesi KKKA Konusunda Hitit Universitesi KKKA tecriibesiyle Avrupal

o >~ weye hekimlerdenilgi goriiyor
Diinya Capinda Omek: FransizUzmanlar Egitim Aldi QY
rkiye’c n & Ko Kongo Kanamal At KKXA) vakas gordlen llerden Corumda, anfeksly hastahikicar
Corum’daki Hitit Universitesi, Kinm Kongo Kanamali Atesi (KKKA) hastalig konusunda uluslararasi arenada énemli bir gmaenéannin hastalida mucedeledo od i tocrubeler ispanya vo nya gibi lketarden gelen hakimlarle
merkez haline geldi. Fransa'dan gelen iki uzman, Universitedeki deneyim ve egitimden faydalanmak icin Corum’a geldi. paylagtidl, editim alenak igin gegith Glkelerdon sira bek

- - sevisl

ispanya’dan La Paz Universitesi Hastanesi

Enfeksiyon Hastaliklar: Klinigi doktorlarindan
Marta Mora Rillo, Tiirk doktorlarin KKKA
hastalig: tedavisinde kullandiklar: yontemleri
yerinde 6grenmek igin KKKA hastaligininen
¢ok goriildiigii Corum'a geldi.

Oniversitemiz Saglik Alanindaki Bilgi Birikimini Bilim Insanlaryla Paylasiyor

Universitelenn var olus sebebinin ilgili tum kesimlerie bir araya gelerek bilgs birikimini paylasmak oldugu manciyla calismalar yapan Universitemiz,

bu dogrultudaki faaliyetienne araliks:z bir sekilde devam ediyor




Diinya Saglik Orgiitii
R&D Blueprint Listesi

Communicable diseases Communicable diseases Communicable diseases Communicable diseases
Ebola virus disease Lassa fever Crimean-Congo Middle East
haemorrhagic fever respiratory
syndrome
coronavirus (MERS-
CoV)
* Salgin potansiyeli olan ve hastalikla ilgili . COVID-19
Ar-Ge ga11§mala1‘1na gerek olan hastaliklar ! ¢ Crimean-Congo haemorrhagic fever
¢ Ciddi Klinik tablo olusturan i ¢ Ebola virus disease and Marburg virus disease
¢ Lassa fever
*  Toplum saghgini tehdit eden * Middle East respiratory syndrome coronavirus (MERS-CoV) and Severe Acute Respiratory Syndrome (SARS)
*  Korunma ve tedavide yetersizlikler olan * N.ipah and henipaviral diseases
hastaliklar * Rift Valley fever
* Zika

* “Disease X"*




) arsee VaATrwe T [
oyahacietypubleing org wormnal nd Nardus Mollentze Mexandea L Phelar

nUsen
Gregory F. Albery’, Bermard Bett lavid M t-Makor . Lily £ Cobes [ ]
Am e « Disease X »
. . Rory Gibb Sam Halabl", (hardotte C Hammer ', Rebeca Katz
Jpinion piece 3 ,
Jason Kindrachuk™, Rena Muylaert™', Felicia B. Nutter
e this artices Coten ) o oL 201 e Joseph Ogoky M R Sadie | Ryar
\ “ue of Joenotc ik pew
“\ € Soc 326 20 b ", |
A V. T = i

* Bir sonraki zoonotik tehdit alisilmadik olabilir, ancak biiyiik olasilikla
onceki benzerleriyle en azindan bir miktar benzerlik tagiyacaktir.

* SARS-CoV-2, genomunun %76's1n1 ve patolojisinin ¢ogunu SARS-CoV
ile paylagir

* Filoviriislerin 1967'de Marburg viriisiiyle ortaya cikisindan 10 yi1l sonra
Sudan Ebolaviriisii ve Zaire Ebolaviriisii salginlari izledi
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¢ "X Hastalig1''n1 tahmin etme ¢abalari, uzman gériigleri ve
laboratuvar virolojisinin bir karisimina dayanmaktadir.

* Yapay zeka gelecegin salginlarini haber verecek gibi....
* Yaban hayat1 hastalik gozetim programlari

* Proaktif caligmalar i¢cin 6nemli bir arag




Zoonotik risk teknolojisi;

Gelecekteki salginlar: tahmin etmek, 6nlemek ve bunlara hazirlanmak icin biyomedikal ve ekolojik
¢oziimlerin gelistirilmesine biiyiik katki saglayacak gibi...
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One Sat

COVID-19 un ardindan VKA Health

' * COVID-19 un ardindan aragtirma ve pandemi

. hazirlig icin finansmanlar arttirild: o

* Uzun vadede devam eder mi....bilinmez!

| * Cok sayida saglik sorunu var ve aragtirmaya ayrilan fonlar kesinlikle yeterli degil

* Gelecekteki viral kanamali ates salginlarini 6nlemenin tek yolu...

* Sirdiirilebilir ekonomik kalkinmayi tesvik eden,

* Yasam standartlarini ve saglik hizmetlerine erisimi iyilestiren,

* Aym zamanda ormanlari koruyan

* Kiiresel yaban hayat ticaretini durduran TEK SAGLIK yaklagimi R




Viral Kanamali Atesler

* Ilk kanamali salgin 16.yiizyildan...Cocoliztli Salgini... 15 milyon éliim...
Cocoliztli Salgini (15 milyon)

* Ik taninan salginlar 20. yiizyilin ortalarina kadar uzanmakta

* Salginlar ¢cok sayida insani1 etkilemis, sosyoekonomik

hasarlara yol agmis ve bir sonraki icin kontrol stratejileri

agisindan yol gosterici olmustur

* Epidemiyoloji
* Tam
* Tedavi
° 0 5 16. yizyilda Yeni lspanya diye bilinen ginimiz Meksika'st ve Guatemala'sina
KontrOI Stratelllen tekabil eden bolgede gergeklegen ve kanomali solgin olorak bilinen hastalik
sonucu 15 milyona yokin kigi hayatimi kaybetti. lsponyol sémirgecilerinin
[ ] Fal’kll Salgll’llal‘l yanetlmlnde Ortak noktalann bellrlenmesl gelmesinin ardindan ortaya ¢ikan salgmna dair tifas, kizamik veya ¢igek hastalig
teorileri gikmig olsa da hastalijo neyin sebep oldugu heniiz ortaya konulamad:
. . oo . . ° o . Hastalida, lgenin rli Nahuatl ilh ki bhastalik veya kotdlik olorak
* Gelecekteki tehditler karsisinda kapsaml stratejilerin geligtirilmesi N e T AR R
T —— - P— R




Viral Kanamali Ates Etkenleri

* Dort farkls viruis ailesinden 30'dan fazla
vitrus
e Zarfli RNA virusleri

* Etkenler farkli olsa da patogenezleri
yakin

* Hepsi de immun cevabin gecikmesine yol
acacak sekilde antiviral cevabi baglatacak
hiicreleri hedef alir

* Bu gecikme, yiiksek viremi ve inflamatuar
mediatorlerin de katkida bulundugu
fulminan sok benzeri tablo gelismesine
neden olur

Florez-Alvarez et al. Hemotrhagic fever viruses:Pathogenesis, therapeutics, and
emerging and re-emerging potential. Front. Microbiol. 2022.
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Viral Kanamali Ates

Akut-sistemik-atesli sendromdur
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VKA etkeni virusler
ZOONOTIKTIR!

Meyve
Yarasasi

* Dogal rezervuarlar1 hayvanlar
veya bazi artropodlar

* Bulasici 6zelligi yiiksek

* Dogal konakg¢ilarinin bulundugu
cografi alanlarda rastlantisal olarak insanlara
bulagir

 Insana bulag gergeklestiginde,

bazilar1 insandan insana da yayilabilir
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Kemirgenler

Renal sendromliaria
birlikte hemorajik
ates

Pulmoner Hantavirls
Sendromu

Arenavirusler

insan

Kemirgenler
Kene
Kemirgenler Sivrisinek
yasanur orman stahg assa ales Kinim-K¢ y kanomall ates
JMIK hemorajix ates ha enal u hemoralik atos
inamal atesl Rift Valley mmas
h Atla amaoah atles Hanlavirds pulmoner sendromu
" Lujo hemorajtk oles! Siddelll ates ve trombositopen! sendromu
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Yillik Gorulme Sikliklari
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Flavivirusler

Yellow fever virisii
Dengue virus (tip 1-4),

Omsk hemorajik ates viriisii, WG 7 me
Kyasanur Orman hastalig viriisii, bt VR
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Filoviriusler
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Figure 16.1 Endemic areas for filoviruses, Only filoviruses known to
cause haemorrhagic fever are shown. Countries where Ebola and
Marburg haer ated in green
and blue, resg Yesil: Ebola oeurnentation

of both disea . significantly
g Viavi: Marburg

Kirmizi: Ebola ve Marburg

Figure 16.2 Endemic areas for Old World arenaviruses. Only the two
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Bunyavirales

* Kirim Kongo Kanamali Atesi

* Hantavirus Renal Sendrom
* Severe Fever with Trombocytopenia Send

DISTRIBUTION OF NEW AND OLD
WORLD HANTAVIRUSES
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Viral Kanamali Ates
* Kulugka siiresi 2 -35 giin & Severe VHF
* Akut enfeksiyon e |
* Viral replikasyonun artisi — o N |
* Agir sitokin salimi ve endotelyal aktivasyonu, Ay al
* Artmis damar gegirgenligi, vazodilatasyon ve hipotansiyon, - 4
MODS ve 6liim L e e

Yiuksek mortalite I
BiYOLO]iK SILAH potansiyeli

Flérez-Alvarez et al. Hemorrhagic fever viruses:Pathogenesis, therapeutics, and
emerging and re-emerging potential. Front. Microbiol. 2022
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Ani baslayan atesle Ik Semptomlar Hemorajik donem
* Hastalik genellikle 2 haftadan kisa siirer ve hizh ilerler " Grip benzeri hastalik " Petesi
RN 3 X 3 = Bas agnisi = Ekimoz
* Baslangic belirtileri genellikle non-spesifik
= Bas donmesi = Mukozal kanamalar
°  Oliim oranlari: %1-80 * Halsizlik, yorgunluk = Epistaksis
* Nadiren kalc sekel gelisir " Konjonktivit " Hematemez
= Yiiksek ates = Kanh ishal
* Kironik tasiyicilik olmaz - Lenfadenopati I
° Hayatta kalanlarda omiir boyu bagisiklik sagladigi " Bogazagnsi =  Hematiiri
dusunulmektedir " Miyalji Hipovolemik sok ve MODS
= Artralji
= Septik tablo
= Dikiintii :
= DiK -
T v — ————— Ll

= Meningoensefalit



Ates, relatif bradikardi
Halsizlik
= Bas agrisi

= Kusma
Bol sulu ishal, dehidratasyon, akut
bobrek yetmezligi

* Istahstzlik
» Kas agrist

* Hastaligin 5-7. giinleri arasinda yliz,
21-day incubation period .
boyun, gévde ve kollarda yaygin

*Ebola virts..Ebola virus disease eritemli, kasintisiz makiilopapler
*Sudan virus...Sudan virus disease dokiintii

*Bundibugyo virus...Bundibugyo virus » Petesi, ekimoz, mukozal kanama, GIS
disease kanamast

IIk olarak 1976'da Zaire ve Sudan'da tamndi
Orta Afrika da 1976-2013 arasinda cok sayida salgin. Mortalite %90
2014-2016 yillar1 arasinda Bati1 Afrika'da biiyuk salgin

* Toplam hasta sayis1 29,000

* Laboratuvar konfirme olgu sayis1 15,000. Mortalite %40

Hastaligin adi «Ebola Kanamali Atesi» yerine
«Ebola Viriis Hastaligi» olarak degistirildi

Biling bozuklugu,

Hiper refleksi,

Miyopati,

Ense sertligi,

Denge bozuklugu ve/veya
nébetler

Perikardit, miyokardit
Nefes darhgy,

Takipne, solunum yetmezligi
Retro-orbital agr
Konjunktival kanama

Uveit




9 ' ) ) ) ' ) ¥l :
l\ 1 )11 l 1‘ \ ] )14 \ l Bulletin
s - | ol e
NEWS SPORT VOICES CULTURE LIFESTYLE INDYBEST DEALS TRAVEL MORE

16 September 2025

News > World > Africa

A new Ebola outbreak has been

declared. Here’s what we know

This outbreak began with a 34-year-old pregnant woman who was admitted to hospital and died five days later

The Democratic Republic of the (DRC) has declared a new outbreak in Kasai Province. It’s caused by the most severe strain: the
Zaire Ebola virus.
This outbreak began with a 34-year-old pregnant woman was admitted to hospital on August 20 and died five days later. Two health

workers who treated her also became infected and died. By September 15, there were 81 confirmed cases and 28 deaths, including four health
workers.

The DRC has had 15 prior Ebola epidemics, with the largest in 2019 and the most recent in 2022.

But genetic analysis shows the outbreak likely began after a spillover from an animal to a human, rather than a continuation of earlier
outbreaks.



https://www.independent.co.uk/topic/congo
https://www.independent.co.uk/topic/ebola
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AND HEALTHCARE
VIRUS STRUCTURE PREVENTION SYMPTOMS TREATMENT
AR —» —  Dengue Atesi
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* Aedes aegypti ve Aedes albopictus sivrisinekleri tarafindan taginir. Do O paman
ANOREXIA

* Diinyanin yarisi risk altinda ve tahminen her y1l 100-400 milyon infeksiyon

* Genellikle asemptomatiktir.

* En yaygin belirtileri yiiksek ates, dokiintii, siddetli bas agris1 ve viicut agrisidir.
* 1-2 haftada genellikle iyilegir. Bazen ciddi form gelisip 6liime neden olabilir.

* Spesifik tedavisi yoktur




BACKGROUND

» RESPONSIBLE for ACUTE VIRAL
HEMORRHAGIC FEVER

» ENDEMIC to WEST AFRICA Zc
» ZOONOTIC DISEASE £

Lassa Atest

Reservuar olan rodentlerden direk temas veya ¢iktilarina

SYMPTOMS temasla bulasir
* 80% of PEOPLE are ASYMPTOMATIC
or HAVE MILD SYMPTOMS

~ LOW-GRADE FEVER

~ WERKNESS DIAGNOSIS
~ MALAISE
* 20% of INFECTED INDIVIDUALS DEVELOP i il Bl sl
MORE SEVERE DISEASE . ; : :
i peveR ~ o » SEROLOGICAL TESTS: ELISA B %80 asemptomatik veya hafif seyir
~mMuscLepaN (L g M _ * IDENTIFY VIRUS in =Y ’

BIOLOGICAL SAMPLES

%20 daha agir ve ciddi
« DETECTING GENETIC MATERIAL
r ISOLATING VIRUS i»n CELL CULTURES =

~ WEAKNESS
~ DIARRNHEA

l\":~. e \ h !
~ VOMITING =
* SEVERE CASES ~ Y %
~ }{ BLOOD PRESSURE /7 2 d

 FACIAL & NECK SWELLING TREATMENT Fatalite oran1: Hastanede takip edilenlerde%30
~ ABDOMINAL Z CHEST PAIN - \
~ RESPIRATORY DISTRESS ‘}\x\ * NO SPECIFIC TREATMENT OTHER
* CRITICALLY ILL . -{:/\ L;j ! than SUPPORTIVE MANAGEMENT
~ TREMORS gl

SEIZURES * IV FLUIDS @
~ ALTERED MENTAL STATUS '% » OXYGEN SUPPLEMENTATION

~ COMA » ANALGESIC MEDICATIONS

r
* RIBAVIRIN (ANTIVIRAL) ﬁg
— USED w/ SOME SUCCESS tgﬂ

* Bau ve Orta Afrika da endemik bélgelerde yilda 100,000-500,000 vaka ve 5,000-10,000 61liim
(Asogun et al., 2019; McCormick, 1987).

* Diger modelleme: Yilda 900,000 kisi enfekte (Basinski et al., 2021).




Symptoms of Yellow Fever I

Symptoms of Yellow Fever

O Sar1t Humma

» Headache » Rodness
» Delirfium » Sensitivity to ight

Muscular 4

» Aches /

» Selzures ‘_’_‘:
i Liver

N * Hopatitis

;

Urinary
» Decreased
unnation

Vomiting

Mouth
=¢ and nose
m » Bleading
Heart
| — » Slow hoart rate
{bradycardia)

N i‘;{; Skin

» Jaundice

Yellow eyes and skin Bruising

Stomach
" » Nausea
.&';m';::c\r ﬂb » Abdominal pain
» Loss of appetite » Vomiting
*  Yilhk vaka sayis1 200,000 o6liim sayis1 30,000
netmeéds o * Asemptomatik seyir

Incia K) Pharmac>

* Semptomatik olgularda inkiibasyon siiresi 3-6 giin

* Bulgular ani ates, titreme, siddetli bag agrisi, sirt agrisi, genel viicut
agrilari, bulanti, kusma, yorgunluk ve halsizlik

*  Yaklagik %15’inde siddetli faza gecis; Bu donemde yeniden ates
yiikselmesi, sarilik, karin agrisi, kusma ve kanamalar

* Sok ve ¢oklu organ yetmezligi ve 10-14 giin iginde 6liim




Digkayr veya farenin virlis bulagtirdigs
parcalan kangtiran adam, hava yolu lie
viristen etkileniyor.

Hantavirus

* Renal sendrom ile seyreden kanamali ates (RSKA)(Eski diinya)

besin parcalan birakiyor. >
/ .

| * Hantaviriis pulmoner sendrom (HPS)(Yeni Diinya)

Turkiye’de Puumala ve Dobrova
serotiplerinin etken oldugu RSKA

Tiirkiyede saptanan kemirici/bocekgil tiirleri. gorilmekte

Turkiye’de kargilagilmasi “olasi” Hantavirls tipleri

Kemirici / Bocekgil tiri Tasidig1 Hantavirlis . . o ey e . .
tipi * Ates, trombositopeni ve akut bobrek yetmezligi en belirgin bulgular

APOdaTLS Agreriv Sesenen * Inkubasyon déonemi 5-42 gun (genellikle 2 hafta)
Apodemus flavicoll Dobrova  +++++ * Hantaan ve Dobrova virusleri: mortalite yaklagik %5
Microtus arvalis Tula
Rattus norvegicus c Seoul
Sorex araneus Seewis




Severe Fever with Thrombositopenia
Syndrome Virus

2009 Cin’de 1lk vakalar

Casel et al. Experimental & Molecular Medicine (2021) 53:713-722
https://doi.org/10.1038/512276-021-00610-1 Experimental & Molecular Medicine

REVIEW ARTICLE Open Access

Severe fever with thrombocytopenia syndrome
virus: emerging novel phlebovirus and their control
strategy

Mark Anthony Casel', Su Jin Park? and Young Ki Choi

Abstract

An emerging infectious disease first identified in central China in 2009, severe fever with thrombocytopenia syndrome
(SFTS) was found to be caused by a novel phlebovirus. Since SFTSV was first identified, epidemics have occurred in
several East Asian countries. With the escalating incidence of SFTS and the rapid, worldwide spread of SFTSV vector, it
is clear this virus has pandemic potential and presents an impending global public health threat. In this review, we
concisely summarize the latest findings regarding SFTSV, including vector and virus transmission, genotype diversity
and epidemiology, probable pathogenic mechanism, and clinical presentation of human SFTS. Ticks most likely
transmit SFTSV to animals including humans; however, human-to-human transmission has been reported. The
majority of arbovirus transmission cycle includes vertebrate hosts, and potential reservoirs include a variety of both
domestic and wild animals. Reports of the seroprevalence of SFTSV in both wild and domestic animals raises the
probability that domestic animals act as amplifying hosts for the virus. Major clinical manifestation of hurman SFTS
infection is high fever, thrombocytopenia, leukocytopenia, gastrointestinal symptoms, and a high case-fatality rate.
Several animal models were developed to further understand the pathogenesis of the virus and aid in the discovery of
therapeutics and preventive measures.
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Terminal d6nemde letarji, tremor,konviilsiyon, koma gibi nérolojik semptomalar




VKA Laboratuvar Bulgulari

Lokosit say1is1 normal, artmig veya diisiik

* Trombositopeni

AST ve ALT yiiksekligi

LDH ve CPK yiiksekligi

APTT ‘de uzama

Fibrinojen diisiikliigii olabilir




VKA Tani

Oykii

Endemik bolgeye seyahat

Rezervuar hayvan ve/veya vektor temast
Hasta bireyle temas

Hasta kanzi ile temas

Enfekte laboratuvar materyalleri ile temas




Clinical Infectious Diseases
L \
SIDSA (I [
MEDICAL MICROBIOLOGY: L. Barth Reller and Melvin P. Weinstein, Section Editor VKA T
Viral Hemorrhagic Fever Diagnostics anl

Lori D. Racsa,' Colleen S. Keat,' Gene G. Ofinger.” and Lisa E. Heasley'

. * Virus kiiltiirti ve elektron mikroskopisi
* Nikleik Asit saptama (PCR)

* IFA ve ELISA ile antijen ve antikor saptama IgM ve IgG




ReEBOV™ Antigen Rapid Test Results Card P Rova, sociery n)
- Do
For Detection of Ebolavirus YP40 Anligen Chack fo

Ta uve this caes:

View POF Version Previous Article
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1 Be ware the dube cap 5 secunddy

“soapped” onto the tabe buwe .
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on the right. Be suie Hhe boTon does ot | Testline
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3. Compare your Test Liae Resuit 1o the

Commercially available rapid diagnostic tests for the

g Resalt Ohart shown below.
i Positive Results . . . "
T i Yommio U W detection of high priority pathogens: status and
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'Huzli Tan testleri (Rapid diagnostic test)

* Ebola (sensitivite, %100, spesifite %92)
* Lassa (sensitivite, %86, spesifite %91)

* Kirim Kongo Kanamali Atesi: Belgika da bir test mevcut

(sensitivite, %39.7, spesifite %92.9) kullanima uygun degil




Articles

Rapid, sensitive, and species-independent detection of
Crimean Congo hemorrhagic fever virus nucleoprotein and
GP38 antibodies

Elif Karaaslan,™" Cheng-Feng Chiang,” Gulter Oncti Kurutas,” Orgun Barkay,” Nesibe Seima (etin Guler,” Merve Yaza Kalkan

Hanife Nur Karakos Parlayan,” Ozlem Akdogan,’ Aysel Kocagil Cefikbas,’ Firdevs Aksoy,” Umut Devrim Binay,” Nurcan Baykam,' Gérdal Yilmaz,
Mohammad M. Sajadi,” Scott D. Pegan,” john D. Klena,” Joel M. Montgomery,” Faruk Karakegil,” Ahmet Kalkan,” Mehmet Ziya Doymaz
Christina F. Spiropoulou,” and Eric Bergeron

*Viral Special Pathogens Branch, Division of High-Consequence Pathogens and Pathology, Centers for Disease Control and Prevention,
Atlanta, GA, USA

®Division of Biomedical Sciences, University of California Riverside, Riverside, CA, USA

“Department of Infectious Diseases and Clinical Microbiology, Faculty of Medicine, Karadeniz Technical University, Trabzon, Turkey
“Department of Infectious Diseases and Clinical Microbiology, Faculty of Medicine, Erzincan University, Erzincan, Turkey

“Beykoz Institute of Life Sciences and Biotechnology, Bezmialem Vakif University, Beykoz, Istanbul, Turkey

"Infectious Diseases and Clinical Microbiology, Faculty of Medicine, Hitit University, Corum, Turkey

Division of Clinical Care and Research, Institute of Human Virology, University of Maryland School of Medicine, Baltimore, MD, USA
"Department of Medical Microbiology, Faculty of Medicine, Bezmialem Vakif University, Istanbul, Turkey

Department of Pharmaceutical and Biomedical Sciences, College of Pharmacy, University of Georgia, Athens, GA, USA

Summary

Background Crimean-Congo hemorrhagic fever virus (CCHFV), a zoonotic agent in the Nairoviridae family (genus
Orthonairovirus), is a high-priority pathogen. CCHFV infection causes Crimean-Congo hemorrhagic fever (CCHF),
a human disease with case fatality rates of up to 40%. Serological surveillance of CCHFV in animals and humans is
crucial for ecological studies and public health.
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* Anti-GP38 antikorlarinin tespitinin,

hem insanlarda hem de hayvanlarda
anti-NP antikorlarinin tespiti kadar
degerli oldugu ve siirveyans
¢alismalarinin giivenilirligini
artirdigi goriilmektedir.

Biyosensor tabanl test, anti-KKKA
NP ve GP38 antikorlarini hizla tespit
ederek 6rnek hacmini artirabilir.
Yaklasik 30 dakikalik bir islem
stiresi ve basit bir ig akis1.

KKKA siirveyans ¢alismalarini ve
vakalarin retrospektif teshisini
desteklemede NP ve GP38 mix-and
read testinin tiire bagimsiz giiglii
petformansi ve faydasi
gosterilmigtir.




VKA Tedavi

Destek tedavi

Yogun bakim destegi

Kan tirtinleri replasmani

Ribavirin
Lassa Atesi
Kirim Kongo kanamali1 atesi (hastaligin ilk giinlerinde)
Hanta viriis renal sendrom

Immiinplazma ve monoklonal antikorlar




Open Access
. Epidemiology ,
& Public Health

Article Type: Research Article
Volume 1 Issue 1 - 2023

Global Preparedness and Response Strategies for Emerging Viral
Hemorrhagic Fevers: Lessons from Past Outbreaks

Sima Rugarabamu'*; GR Neel’

* Diinya, Ebola, Marburg, Lassa atesi ve Kirim-Kongo Kanamali atesi
gibi salginlar araciligiyla VKA in neden oldugu yikimi gézlemledi

* Bu salginlar, kiiresel saglik giivenligi i¢in siirekli tehditlerin devam
ettigini hatirlatan bir olgudur.




Ankara Numune Egitim ve Arastirma Hastanesi
Enf. Hast. ve Kln. Mikr Klinigi

KKKA Ekibi Isbasinda
2002 2014




Hitit Universitesi Tip Fakiiltesi R
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Erol Olcok Egitim ve Aragtirma Hast. — @ < ¢
FoRTE ? HITIT |
KKKA Ekibi Isbasinda

OMIVERSITESI

KENE KAYNAKLI HASTALIK
CALISMALARI UYGULAMA VE
RASTIRMA MERKEZI LABORATUVAR!

TYCK-DORNE DILEASE RESTARCH CONTER LARORATORY
TYOMAL INSTTTUTES OF WILACTM OWH[AR0) SR0TAILS012S-GLAS
NOLU BROJE DESTEG] R KURALMIR TR
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Kirim Kongo Kanamali Atesi

* Hastalik spektrumu asemptomatik formlardan ciddi ve éliimciil formlara kadar
degismekte (~%88 subklinik)

* Oliim oranlart %10 ila %40 arasinda (~1,000-2,000 6liim /yil)

* Halk saglig1 sorunu olarak 6nemi artiyor -

* Diinyada prevalansi gittikge yayilarak artiyor (3 milyar insani risk altinda)
* Korunma i¢in heniiz etkili agis1 yok

* Hastaligin spesifik tedavisindeki yetersizlikler




KKKA Endemik Bolgelerde PACE Yaklagimi

Plan-Action-Check-Evaluate

|

R\
N
KV
1/

Ocak-Mart Nisan Mayis-Eylul Ekim-Aralik
Hazirlik Uyari Kontrol Degerlendirme
Saglik merkezlerinde KKKA bildirimi Kontrol s.trzfte]lslm Salglnn.l b.1tt1g1n1
KKKA siirveyansi yapan saglik geligtir bildir
kuruluslart * Koordinasyon
{ . O S .
Ornek toplanmasi . Lzll')‘;i};izfrar KKKA gegirenlere

Laboratuvar kapasitesi

Saglik geligtirme
programi

Kene kontrolii i¢in
tarim ve hayvancilik
ile igbirligi

Sezon
Hazitlig1

World Health
Organization

ve gonderilmesi

Lokal altyapilar ve

ihtiyaclarin tespiti

Haftada bildirilen

hasta sayisinin
analizi

Karar: Salgin
bildirimi

* Sosyal
mudaheleler

* Klinik bakim

* Saghk
merkezlerinde

Enf. Kontrolii
o lletigim
* Psikolojik destek
* Lojistik
* Kene kontrolii
* Aragtirma

0zgu program

Salgin yonetimini
degerlendirme

Alinan dersleri
gelecege uyarla

Hazirhik siirecine
tekrar baglanmasi

EMERGENCIES

programme



Kazakhstan
CFR 15%

Uzbekista

10%

Tajikistan

Afghanistan

Pakistan

: \\\\v
B >30%CrR
20-29% CFR
10-19% CFR
3-9% CFR
Notapplicable

o

© WHO 2024, All rightsreserved.
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Average reported CFR among confirmed CCHF cases by country

CFR oranlarindaki farkliliklar:

Viriis genotipi
Zamaninda tibbi yardima erigim
Hasta yonetimindeki yaklagimlar, vb

PR China

1974-2020 yillari arasindaki
~verileri degerlendiren bir sistemik
derleme ve meta analizde akut
KKKA olgularinda genel olarak
vaka-fatalite oranini %11.7 olarak
bildirmektedir
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* Inkiibasyon siiresi 2-14 giin arasindadir.

* Viriisiin giris yolu
* Kene tutunmasindan sonra 1-3 (En fazla 9) giin

* Enfekte kan/doku temasi sonrasi 5-6 (En fazla 13) giin

* Virus miktarina

* Konaginin immiinitesine bagl

|
i * VirUsun girisi ve replikasyona aracilik eden kene tukirtgu iliskili
i bulas (SAT)( saliva-assisted transmission)
e E *  Kene tiikiiriigii:
; iUl organ * Suy, iyonlar, konakgi proteinler ve eksozomlarin yanisira,
v yetmezligi peptit ve peptit olmayan molekdillerin karisimini da icerir
aktivasyony aoim e = ﬁ * Yaraiyilesmesi, kompleman yollari, trombosit agregasyonu,
Hagar e lokal pithtilasma yollari dahil coklu konaker hiicre yanitlarini
b |:> inhibe edebilir
e ae *  Etkili olan kene tukiragi icerikleri, spesifik kene tiriine gore
Indegngh trambez degisebilir.
e = o =
7T
Bazolateral
Kompartmag _—

Nuttall PA. Tick saliva and its role in pathogen transmission. Wien Klin Wochenschr.
2023:135:165-76.



Polimeraz Zincir Reaksiyonu: ilk 9 giin

IgM (7 giin -4 ay) ve Ig6 (7 giin -5 yil)

Ates, Miyalji,
Bas agrisi, Bas
donmesi

Konjonktivit, Bulanti,
Kusma, ishal

AST
S |
-l“-“‘ . ‘.o. I .oo
_...-IIIE I oooI
y Oliim
| gergeklesir
S >
7d 10d days
inkiibasyon Pre hemorajik dénem il 4 _
3-7 giin 1-7 giin yllesme donemi

Vv

Viriistin giris yolu, miktarina, konagin immiinitesine bagh -
Ergonul O. Lancet ID 2006; 6: 203-214




Klinik Bulgular - Prehemorajik Donem

* Ates
* Usiime-titreme
* Bas agrisi
* Kas agrilar
* Halsizlik
* Bulant1
* Kusma
* Ishal
* Karin agrisi

* Fotofobi




Pre-hemorajik donem

Konjuktivalarda hiperemi %010-70
Ytzde hiperemi

Hitit UTF Enfeksiyon Hastaliklart ve Klinik
Mikrobiyoloji Klinigt arsivi




Pre-hemorajik donem

Do

AT

R ——— by A Hitit UTF Enfeksiyon Hastaliklar1 ve Klinik
Mikrobiyoloji Klinigi arsivi



Klinik Bulgular-Hemorajik Donem

Kanamalar

Suur bulaniklig:
Huzursuzluk
Uyuma hali
Cokiinti hali

Karaciger lojunda agr1
Koma

Sok
Multiple organ yetmezligi
Oliim







Hemorajik Donem

Petest
°* Ekimoz

* Burun kanamasi

* Hematom

Hitit UTF Enfeksiyon Hastaliklart ve Klinik
Mikrobiyoloji Klinigi arsivi
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Hemorajik Donem

* Uriner sistem (hemattiri)

GIS kanama (hematemez, melena)

Vaginal kanama (menometrorajt)

Intralveolar kanama

Serebral kanama

Hepatomegali ve splenomegali %30

Hitit UTF Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Klinigi arsivi



lyilesme dénemi

* Yasayanlarda hastaligin baglangicindan 10-20 giin sonra

baslar

* Uzun dénem komplikasyonlar

* Polinorit

* Hafiza kaybi

* Sacg dokiilmesi

Relaps bildirimi yok? i

=&




Laboratuvar Bulgulari

Trombositopeni

Lokopeni

Artan

AST (Aspartat aminotransferaz)
ALT (Alanin aminotransferaz)
LDH (Laktik dehidrojenaz)

CPK (Kreatinin fosfokinaz)
Uzayan

* Protrombin zamani (PT)

* Aktive parsiyel tromboplastin zamani (aPTT)
Azalan Fibrinojen seviyesi




AT | Infect. 2019 April; 6(2)em707. doi: 10.5812fiji.91707.

" Published online 2019 June 17.

Review Article

An Overview of Complications and Mortality of Crimean-Congo
Hemorrhagic Fever

Hamidreza Kouhpayeh™

En sik oliim nedenleri: Karaciger, bobrek ve solunum yetmezligi
dahil ¢coklu organ yetmezligi, dolasim soku, DIC

Komplikasyonlar

* Monondrit, alveolar kanama, sekonder enfeksiyon, intraserebral
kanama, kompartman sendromu, hafiza ve sa¢ kaybz1 vb.

* Gebe KKKA vakalarinda kanamaya bagh maternal mortalite ve \
fetal /neonatal mortalite siktir.




ORIGINAL ARTICLE VIROLOGY

Pregnancy and Crimean-Congo haemorrhagic fever

O. Ergonul’, A. Celikbas®, U. Yildirim®, A. Zenciroglu®, D. Erdogan®, I. Ziraman®, F. Saracoglu’, N. Demirel®, O. Cakmak® and
B. Dokuzoguz'

1) Ankara Numune Education and Research Hospital—Infectious Diseases, 2) Ankara Numune Education ond Research Hospital—lInfectious Diseases,

Clin Microbiol Infect 2010; 16: 647650

Weeks of gestation
at the time
of CCHF virus infection IgM IgG PCR Outcome

First mother 38 weeks (term) + + - Survived
Baby Caesarian section - = i Fatal
Second mother |9 weeks + NA + Survived
Baby Vaginal delivery (term) - NA - Fatal
Third mother 28 weeks = - = Fatal

Fetus Died with the mother NA NA NA Fatal

Ultrasound image of the first case. Haematoma was developed after
caesarean section (1.case)

* Gebelikte enfeksiyon intrauterin veya perinatal yayilmis olabilir.
+ KKKA enfeksiyonu HELLP sendromundan ayriimalidir.
Hafif klinik formda bile konjenital malformasyonlara (6rn. NEC) neden olmakta.




Crimean-Congo hemorrhagic fever in pregnancy: A systematic review and case
series from Russia, Kazakhstan and Turkey

60 NY. Pshermichmaya of ol /internatona journal of infectivus Diseaies 58 (2017) 58-64
Tabie 1
Charactenstic of pregnant CCHF cases
Authors Country Year (s No. Diagnosis Age CGestation Matermal Hemorr Fetal/Neo-natal Ribavinn Secondary
cases outcome hage outcome cases
Al-Tiknt: SK Iraq 199 3 Viral culture, ND ND Died Yes Died No No
et chinscal
NO  ND Died Yes Died No No
ND ND Survived Yes Died No No
Baljosevac. S Former 1986 K UK 29 3240 Died Yes Died ND ND
ot al Yugosiavia 1995
30 24/40 Died Yes Died ND ND
39 38/40 Died Yes Died ND ND
2 11/40 4 4 Yes Died ND ND
[ 42 b 1 “ 11/40 Survived
ge e O gu Shanf-Mood 8 lran 6 PCR/Serology 19 ND Survived Yes Died Yes No
ef A > 38
PY 00 Q PCR/Serology ND Survived Yes Died Yes No
ur ye ’ ran usya . PCR/Serology ND Survived Yes Died Yes No
PCR/Serology ND Survived Yes Survived Yes No
° 0 PCR/Serology ND Survived Yes Survived Yes No
® M n 1 m 1 o 14/ 41 / 34 PCR/Serology 1640  Died Yes Died Yes No
at er a Orta lte ° 0 Nabeth P et al Mauritania 2003 3 Clinical 30 ND Died Yes Died No Yes (19
. 0 Clinica ND ND ND ND ND No ND
° F 1 1 1 o 24 41 / 5 8 Ergonul O etal?  Tudkey 2003 3 Serology 40 38/40  Survived Yes Died Yes No
€tal/neonatal mortalite: 0 2008
PCR 20 1940 Survived Yes Died No No
S Q PCR/Serology 28 28/40 Died Yes Died No No
* Nosok 1 bulas: 38 olgu 6/37 ind b ,
OS O OImya a§. O gu ln eX ge e Cozel MG et al™  Turdkey 07 5 PCR/Serology 35 8/40 Survived Yes Died No No
PCR/Servlogy 30 1840 Survived No Survived No No
olgudan A i S S S L
PCR/Serology 19 2140 Survived No Survived No No
o PCR/Serology 27 33/40 Survived No Survived Na No
. Oskooet HO Iran 2008 1 Serology UKk UK Survived No Survived Yes No
Sonuc¢: Gebelerde KKKA nadir ama maternal ve oo
Dubay Met al ™ Tukey 2009 1 PCR/Serology 22 36/40 Survived Yes Survived Yes No
f l 1' ﬁk k Naderi HR et al'* Iran 2009 2 PCR +ve secondary UK ND Died Yes Died No Yes (1
c¢tal mortalite YUuKse
3N ND Died Yes Died No Yes (4
\!unxk'_m".‘ a ¥ Bulgaria 2009 1 PCR/Serology UK 26/40 Survived Yes Survived UX No
et A
Aydemir Oetal Tutkey 2000 1 PCR 29 30/40 Survived No Survived No No
Pshenschnya N Russa 20m 1 PCR 23 22140 Died Yes Dhed No Yes (8
ot
Mardani Met al Iran 201 1 PCR/Serology 24 16/40 Survived Yes Survived Yes No
Duygu Fet al ™ Turkey 2011 2 PCR 25 17/40 Survived Yes Survived No No
PCR 22 20/40 Survived No Survived Nao No
Unl@soy-Aksu A Turkey 2014 1 PCR 23 36/40 Sumvived Yes Survived Yes No
et il
Pschenichnaya N Russia 2002 L3 P(RSerology 20 16/4%0 Survived No Survived No No
ct
Russia 2003 Serology 19 3830 Survived No Survived Yes No
Russia 2004 PCR 17 30/40 Died Yes Died No No
Runssia 2005 Serology 24 17/30 Survived Yos Died No No
Kazakhstan 2009 Immunohist 23 4040 Died Yes Died No Yes (5)
Kazakhstan 2000 Immunohist n 3440 Died Yes Died No Y (1)
Runsia 20m PCR 17 1850 Survived No Survived Yes No
m—— - - Turkey 2006 PCR 20 0440 Survived Yes Died No No

N.Y. Pshenichnaya et al. i Infernational]ournal of Infectious Diseases 58 (2017) 58—64



Hastalarin lyi Yonetimi igin...

Erken tani

Dogru tani
. Ulasilabilecek kolay tani yontemleri .

* Erken semptomlar spesifik degildir ve klinik tani zor olabilir.

* Hasta oykiisii onemlidir
* Kenelere ve/veya yaban hayvanlara ve ¢iftlik hayvanlarina maruz kalma

* KKKA'nin endemik oldugu bolge /kdy ve/veya KKKA vakalariyla temasi
—icermelidir.



( Kirim Kongo Kanamali Atesi Vaka Tanimi

Klinik Tanimlama
KKKA hastaligr distinilen hastalarda asagidaki 4
klinik kriterden en az ikisinin olmast gereklidir.
1. Asagida belirtilen sikayetlerden en az ikisinin
bulunmast
Ates (=38°C)
Halsizlik
Bas Agrist
Yaygin Viicut Agrist
Eklem Agrist
Ishal
2. Cilt ve mukozaya ait kanama bulgular:
3. Bagka bir nedenle aciklanamayan
trombositopeni ve/veya l6kopeni
4. Baska bir nedenle aciklanamayan ALT ve AST
yuksekligi

Epidemiyolojik Kriterler
Son 2 hafta icinde;

1.

2.
3.
4

Keneyle temas veya kene tutunma o6ykust

Hayvan kani, dokusu ve sekresyonlartyla temas 6ykusu
Kirsal kesimde yasama veya kirsal alana seyahat oykusu
Kesin tant almis vaka ile yakin temas oykusu

Laboratuvar Kriterleri

Kan, vacut swvilart ve doku 6rneklerinden;

1.
2.
3.

Virus izolasyonu

Virtse 6zgul IgM antikoru pozitifliginin saptanmast

Akut ve konvelesan donem serumlarinda viriise 6zgil IeG
titresinde =4 kat artis saptanmast

Viral ntkleik asidin saptanmast




Vaka Tanimlamasi

Stipheli vaka Olas1 vaka Konfirme vaka |
* Tanimlanmamigtir Klinik tanimlamaya Laboratuvar
uyan ve kriterlerinden en az
epidemiyolojik biti ile dogrulanmisg

kriterlerden en az
birini saglayan
vaka.

olas1 vaka.




IgM antikoru genellikle 05-09. giinlerden itibaren ortaya cikar
N. Shrivastava et al. "zrus Research. 2022

viremi

0 5 10
16
el

ELISA IgM, 1gG [l IFA

IgM suresi: 2-3 aydan 6 aya...

Agir KKKA hastalarinda antikor dretimi gecikir, hatta yoktur'.ﬁ



KIRIM KONGO KANAMALI ATESI ENFEKSIYONU
geciren hastalarda serum IgG varliginin tespiti

Hitit Universitesi Ttp Fakiiltesi
Enfeksiyon Hast ve Kln Mikrobiyoloji ABD

DR. GULCAN KAPLAN

ENFEKSIYON HASTALIKLARI ve KLINIK MIiKROBIiYOLOJI

TIPTA UZMANLIK TEZIi

2007-2021 yillari arasinda KKKA hastaligi tanisi ile
tedavi gorlp sifaile taburcu olan 155 kisi

SONUCLAR

47 (%30,3) kiside KKKA IgG antikoru pozitif bulundu
Hastaligi gecirdikten sonraki siire 7 yildan kisa ise

pozitiflik oraninin yiksek oldugu belirlendi. Hastalig
gecirdikten sonraki stire 8 yildan uzun ise pozitiflik
oraninin azaldigi géruldu.

KKKA 1gG’nin varliginin ortalama 7 yil civarinda
kaldigi yonindedir
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Long-Lasting Immunity Following Natural CCHFV Infection

Hanife Nur Karakog Parlayan, Arash Aslanabadi, Derya Yapar, Quiyana Murphy, Giilcan Kaplan, Ozlem Akdogan, Aysel Celikbas, Ayse Koroglu, Firdevs Aksoy,
Elif Karaaslan, Abdolrahim Abbasi, Maryam Karimi, Mahsa Hojabri, Giirdal Yilmaz, Stanca M. Ciupe, Scott D. Pegan, Eric Bergeron, George Lewis,
Mohammad M. Sajadi, Nurcan Baykam

Amag: KKKA enfeksiyonu geg¢iren bireylerde
. ; . oo v s * CCHFV Proteins: Nucleoprotein (NP), glycoproteins (Gc, Gn,
gelisen antikor yanitinin stiresini degerlendirmek Antibody binding by and GP38)
Luminex * CCHFV strains: IbAr10200, Turkey-2004, Afg09, and
Kosovo/Hoti

179 patients

Antibody neutralization by

VLPs * CCHFV strains: IbAr10200, Turkey-2004, and Kosovo/Hot1

Hosgpitalization

3 months
* 15 years

We developed a
mathematical model of * Antibody half-lives given by
antibody decayand  ERWEEEICRERI RN
computed antibody half-lives.

* Tum bireylerde nétralize edici veya notralize edici olmayan baglayici antikorlar tespit ettik
* Antikorlarin baglanma yar1 6mrii 19-304 yi1l arasinda degisiyordu.
* GP38'in yar1 6mrii 19-28 yil; NP'nin yar1 6mrii 25-75 y1l ve Gc'nin yar1 6mrii 304 yildir
* Bu bulgular hem ag1 tasarim1 hem de seroepidemiyoloji ¢galigmalar1 i¢in 6nemli ¢ikarimlara sahiptir

.: :} ESCM I D GIObal fé?é‘ftfiﬁi gl;stzgsiuerpean Society of Clinical Microbiology and
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Epidemiol. Infect. (2009), W, 1-6. © Cambrdge University Press 2009
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Initial high rate of misdiagnosis in Crimean Congo
haemorrhagic fever patients in an endemic region of Turkey

N. TASDELEN FISGIN*, L. DOGANCI, E. TANYEL anp N. TULEK

Mai L £UVUS 11T ABUDLUD VU4 diadliliudg,

140 onaylanan yetiskin vaka

1 32% KKKA
95 (%68)’i icin basta yanlis tar

Vakalarin %23'ii antibiyotik ki 33% Ust Solunum Yollari Enfeksiyonlari
5% GIS enfeksiyonlari

5% Alt Solunum Yollari Enfeksiyonlari
4% Etiyolojisi bilinmeyen pansitopeni

2% UTI

1.5% GIS haemoraji

1.5% Leptospirosis

Spesifik olmayan ilk semptomlar diger yaygin bulasici hastaliklara benzeyebilir!




Contents lists available at ScienceDirect

Ticks and Tick-borne Diseases

journal homepage: www.elsevier.com/locate/ttbdis
Original article
Hitit Index to distinguish patients with and without Crimean-Congo )
hemorrhagic fever Py

Huseyin Kayadibi™’, Derya Yapar”, Ozlem Akdogan”, Nuray N Ulusu‘, Nurcan Baykam"

* Hitit University School of Medicine, Department of Medical Biochemistry, Corum, Turkey
¥ Hitit University School of Medicine, Department of Infectious Diseases and Clinical Microbiology, Corum, Turkey
“ Koc¢ University School of Medicine, Department of Medical Biochemistry, Istanbul, Turkey

Amacimiz;
Saglik kurumlarinda hastaligin teshisini kolay, ucuz ve dogru bir
endeksle belirlemek

Hitit indeksini Olusturmak Igin

* 268 KKKA supheli yatan hastanin yattigi gun laboratuvar
testleri: laboratuvar bolumu hesaplandi.

* 149 yatan hasta KKKA-pozitif
* 119 yatan hasta KKKA-negatif

* Bu hastalarin 65'i yatislari suresince gunluk olarak takip
edildi: klinik bolum olusturuldu.

* Kontrol grubu: 200 KKKA-negatif ayakta hasta
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Ticks and Tick-borne Diseases 10 (2019 10251040

Contents lists awvailable at ScienceDirect

Ticks and Tick-borne Diseases

jJournmnal homepage: www_ elsewvier.com/(Slocate/ttbdis

Original article

Hitit Index to distinguish patients with and without Crimean-Congo
hemorrhasgic fever

Huseyin Kayadibi®™*, Derya Yapar?, O=zlem Akdogan®, Wuray N Ulusu®, Nurcan Baykam?®

Nonspesifik semptomlar Hitit Indeks

56 - (53 x lymphocyte) - (0.02 x fibrinogen)
<0 (12 x direct bilirubin) + (0.04 x AST) + (0.32 x >O
hematocrit) - (0.5xneutrophil) - (0.07 x CKD - EPY)
{0.001 x CK) = conjunctival hyperemia (+1.5 in
conjunctival hyperemia presence and - 1.5 In con
Lunctival_hyperemia absence),

Ayaktan gunluk KKKA ?
takip Hastaneye yatis

Hitit Indeks, KKKA'l hastalan digerlerinden ayirt

etmek icin yararh bir tan1 araci olabilir




Ciddiyet Kriterleri Turkiye Calismalari

Biling bozuklugu ve splenomegali
Bakir M, et al. J Med Microbiol 2005

ORIGINAL ARTICLE H01111/51465.0691 206 01453 Viral load 21 X10°

Predictor of prognosis

Analysis of risk-factors among patients with Crimean-Congo haemorrhagic Cevik MA, et al. CID 2007

fever virus infection: severity criteria revisited P
\‘ Erconud. A. Celdkbas, N. Bavkam, S. Erew and B. Dokuzogu

N\

: Monositlerin / makrofajlarin gug¢lu aktivasyonunu gosteren
yukselmis serum neopterin dizeyi KKKA igin bir risk faktorudur

Onguru P. J Infect. 2008

3 Journal of Clinical Virology ORIGINAL ARTICLE
ML e 47, lamos 4, A0 2010, Pages 361-365
tuke Evaluation of clinical and laboratory predictors
of fatality in patients with Crimean-Congo
haemorrhagic fever in a tertiary care hospital in
The effectiveness of routine laboratory findings in determining disease Tu rkey
severity in patients with Cnimean-Congo hemorrhagic fever: Severity
prediction criteria July 2010, Vol. 42, No. 6-7 , Pages 516-521 (doi: 10.3109/00365540903582418)
Cigdem Alaman Halipo””
Ertem, Fatma Sebne/
Behic Oral, and Al F 3
. . A ic Oral, and Al ATHOGENS AND CLOBAL HEALTH Taylor & Francis
International Journal of Infectious Diseases s etps://don ong/ 10 1080/20477724 2021 2012921 Tl & France Cooup
Vokume 16, issus 2, Februsry 2012, Pages 685-683 o/ »
. Which scoring system is effective in predicting mortality in patients with
Crimean Congo hemorrhagic fever? A validation study
. - oy . RS R Mehmet Bakir®, Caner Oksiiz®, Faruk Karakecili®, Nurcan Baykam®, Sener Barut?, Seyit Ali BuyUktuna®,
wm  Evaluation of factors predlcuve of the Prognos:s m Cnmean'congo .. | Zalal Ozkurt®, Murteza Oz*, Orqun Barkay”, Ozlem Akdogan®, Nazif Elaldi®, Mursit Hasbek’ and Aynur Engin® “ F

hernonhag ic fever: new suggestlons ‘Faculty of Medidne, Department of Infectious Diseases and Clinical Microbiology, Sivas Cumhuriyet University, Sivas, Turkey;

n - o an T i Eaae p R N - . B Rt Sy - L
Baris Ozturk™ & & Edz Tutuncy', Femt Kuscu', Yunus Gurbuz”, Irfan Sencan’, Hakan Tuzun



. Vaka yonetimi icin, mortalite riskini tahmin eden ve
tedavi konusunda rehberlik edebilecek bir indeks




MO JOR ARTICLE

Severity Scoring Index for Crimean-Congo
Hemorrhagic Fever and the Impact of Ribavirin

and Corticosteroids on Fatality

Skor 0-2 Hafif
atelet count (x10° /mmi | =
B e Skor 3-9 Orta
43-20 2
R e : Skor 10-13 Siddetli
35-45 1
456- 39 2
}50 3 -4 L] - - - L
Fibrinogen (mg/d) > 130 0 Orta seviye: Olum orani ribavirin verilen grupta
s disiik, kortikosteroid kullanimi CFR'de etkili degil
— = 3 Siddetli seviye: Ribavirin kullanimi CFR lizerine etkili
et 1 degil, ancak CS kullanimi CF'yi azaltmada anlamli
Bleeding | 3 derecede yararl
Somnolence No 0
yes 1
Rikayirin Corticosteroids
CFR/Given CFR/Notgiven | p Given (%) potgiven(%) | p
(%) (%)
Mild (0-2) 0/77(0) 0/26(0) NA 0 0/103(0) NA
Moderate (3-9) < 4(1.49) |3/17(18) <0, 2/30(7) 32102) 025
Severe (10-13) 16/24(67) 2/2(100) 0.326 17(53) 9/9(100) 0.013




KKKA Hastalig: Yonetimi
ve Tedavisi




KKKAH Yonetimi

*Hastanin izolasyonu

*Calisanlarin bilgilendirilmesi ve egitimi
*Bariyer 6nlemleri kullanimai
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KKKAH Tedavisi

Destekleyici tedavi

K Sivi-elektrolit tedavisi

TDP

Trombosit replasmani
Kriyopresipitat

Therapeutic plasma Exchange
(TPE)

Solunum destegi

~

Antiviral tedavi

a

/

Anti-inflamatuar tedavi

|~

Metilprednizolon /deksametazon

Interlokin inhibitorleri

Ribavirin \ '

Favipiravir

2’-deoxy-2’ —fluorositidin

Overian tiimor-like deubikuitinaz (OTU)

Klorokin

Klorpromazin /

Immunoterapi

Intravenéz immunoglobulin (IVIG)

Monoklonal antikorlar

P

Gholizadeh O. Microbial Pathogenesis. 2022



Ribavirin

» Ribavirin, sentetik bir purin nukleozid analogu olup KKKA vakalarinin
tedavisinde kullanilan tek antiviral ilactir

« Konsantrasyona bagli bir sekilde in vivo ve in vitro olarak KKKAV

replikasyonunu inhibe eder.
- Insanlarda etkinligi bUyiik 6lgtde klinik gozlemlere dayanmaktadir.

« Bazl arastirmalar yararl oldugunu soylerken bazilari yarar saglamadigini

soylemektedir.

* Ribavirin’in klinik etkinligi tartigilabilir.

Soares-Weiser et al. BMC Infectious Diseases 2010, 10:207



DPEN (& ACCESS Freely available online &' PLUD | troricaL Diseases

Evaluation of Antiviral Efficacy of Ribavirin, Arbidol, and
T-705 (Favipiravir) in a Mouse Model for Crimean-Congo cuosus
Hemorrhagic Fever

h‘l.29 1.2%

Lisa Oestereic , Toni Rieger'?”, Melanie Neumann?, Christian Bernreuther®, Maria Lehmann'?,
Susanne Krasemann®, Stephanie Wurr'?, Petra Emmerich"?, Xavier de Lamballerie®,

Béiainbicin SAlaab s b R O Rt ) oo 1.2,

Japonya da Influanza tedavisi icin ruhsatli

KKKA, Hantavirus,Rift Valley fever virus (RVFV) ve SARS COV- 2 icin

etkinligine yonelik ¢calismalar var -
KKKA virasu ile enfekte edilmis IFNAR2 / 2 fare deneyinde, ribavirin ve
favipiravirin birlikte uygulanmasi ters etki yaratmamis ve faydali olimustur.
Favipiravirin in vivo etkinligi, KKKA tedavisinde standart ilag olan ribavirinin
etkinliginden fazladir

Daha fazla calismaya ihtiyag var

Pat S EF+ al Ciierent A~z
p o4 e LU ] \4

r\d Hiataavre Pracrecta r\r Anl-;tr;«n] Qf«nl—anﬂ.an ‘7; 111111

QD
(/Ll’ CLlO aill L Uturcv 1 .LUOIJ\./\(LO Ul JAllIuUvil Al UL.L(/LL\./BL\/O- V1L UUOLC O 2021

Oestereich Let. al PLoS Negl Trop Dis 2014;8:¢2804.
Mazzola LT, Kelly-Cirino C. BMJ Glob Health 2019:4



Ribavirinin Etkinligi

The epidemiology of Crimean-Congo hemorrhagic
fever in Turkey, 20022007

Wil Ruhsar Yilmaz * %, Turan Buzgan *, Hasan rmak *, Ahnet Safran®,
tamazan Uzun®, Mustafa Aydin Cevik ™, Mehmet Al Torunogiu *

2004-2007 yillarinda, Tirkiye’de ribavirin
kullanimi %68’den %12’ye diigmiis fakat
KKKAH mortalite oraninda (%5)
herhangi bir degisiklik olmamisgtir.

JOU! I K:M Ol 2
Antimicrobio
Chemotheraj

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

Sbel Ascoghe %, Mehan Leblabicioghe’, Mok Vohabogiu* and K. Arnald Chon '

KKKAH tedavisinde ribavirinin etkin oldugu
gorisiinii desteklememektedir. Ciinkii
ribavirin kullanan ve kullanmayan hastalar
arasinda karsilagtirma yapildiginda, hastalarin
iyilesme oraninda, hastanede yatis siiresinde ve
kan / kan triinleri ihtiyacinda herhangi bir
degisiklik g6riillmemistir.

Correrts ats rrasatin o ScsoncaOrec .
Journal of Clinical Virology ‘

1 RamepIge waw slaevier comtacaln’ien

he efficacy of ribavinin in the treatment of Crimean-Congo hemorrhagic
«ver in Eastern Black Sea region in Turkey

Turkiye'nin Karadeniz bélgesinde yapilan bu
randomize prospektif ¢aligmada, ribavirin
verilen KKKA hastalarinda klinik ve laboratuvar
parametreleri tizerinde olumlu bir etki
belirlenmemis, hatta ribavirin verilen
hastalarda hastanede yatis siiresi uzamigtir.
Ribavirin kullanan ve kullanmayan hastalarin
mortalite oranlar1 benzer bulunmustur.

ARTICLE

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

Ribavirin, yalnizca hastahgin ilk evrelerinde
verildiginde etkili olmustur.

Ribavirin verilen grupta mortalite oranlari:
*%05, hastaligin ilk 4 giiniinde verildiginde
*%10, >5 giin

*%27, ribavirin verilmeyen hastalarda




Ribavirinin Etkinligi

AIDSA GV

RIEF REPORT

vavirin Had Demonstrable Effects Mmoo
the Crimean-Congo Hemorrhagic
ver Virus (CCHFV) Population and
ad in a Patient With CCHF Infection

Taps Cnia e bt s mreoy

Original Arvicle

Evaluation of the Efficacy of Ribavinn Therapy on Survival of

Ispanya’da yakin zamanda kargilagilan bir
vakada, enfekte olan hemsgire ribavirin
tedavisi gordiigii halde, tedavi KKKA
viriisii tizerinde in vivo mutajenik etki
goOstermis ve viral titrelerdeki azalma
hastaligin baglangicindaki ile ayni1
goriulmiigtiir.

Cnmean-Congo Hemorrhagic Fever Patients: a Case-Control Study

Shaburok® Leadi® snd Masowd Salehi

Ribavirin, 6zellikle ilk 4 giinde
verildiginde, hastaligin seyrinde 6nemli bir
etkiye sahip gériinmektedir.

Severity Scoring Index for Crimean-Congo
Hemorrhagic Fever and the Impact of Ribavir
and Corticosteroids on Fatality

Original Article

Vakalarin $iddet Skoru (SSI)
incelendiginde ribavirinin, 6zellikle orta
derecede hasta kisilerde, vaka 6liim oranini
distirdiigti gorillmektedir. Bununla birlikte
steroid tedavisi, 6zellikle durumu ciddi
hastalarda faydali olmaktadar.

e Outcome of Patients with Crimean-Congo Hemorrhagic Fever in
Zahedan, Southeast of Iran: A Comparative Study

Hizh oral ribavirin tedavisi KKKA
hastalarinin iyilesme hizini arttirmaktadar.

Systematic Review and
Meta-analysis of Postexposure
Prophylaxis for Crimean-Congc

Hemorrhagic Fever Virus

among Healthcare Workers

Yakin zamandaki bir meta-analize gore, /n ?
6liim ihtimalini azaltmak i¢in, ribavirin '\
tedavisi semptomlar gériilmeye =

basladiktan sonra en fazla 48 saat icinde ‘
baslatilmalidir.
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Early Ribavirin Treatment Tied to Lower

Mortality in Crimean-Congo Hemorrhagic
Fever

Edited by Shreyasi Asthana
September 11, 2025
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Degerlendirmemiz gerekenler

» Insanlarda KKKA tedavisinde ribavirinin yararlari ve zararlari
» Ribavirinin asagidaki durumlara gore etkisi
* Hastaligin siddeti
* Hastaligin baslangicindan ilac¢ kullaniimaya baslanana kadar gegen gun sayisi
* Ribavirin tedavisinin suresi
* [lacin verilis yolu




AST and ALT
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Incubation
3-7 days

Prehemorrhagic period
1-7 days

days

Convalescence

I

Destekleyici Tedavi
Antiviral Tedavi?

Y

Destekleyici Tedavi
Kortikosteroidler?

Ergonul O.



Comtents lists avatlable

Microbial Pathogenesis

Anti-inflamatuar tedavi

mal homepage

: 1k 1d1
Recent advances in treatment Crimean-Congo hemorrhagic fever virus: A =~ K()ftl OS terO]. er

concise overview

Omid Gholizadeh , Mohammad Mahdi Jafari *, Rezvane Zoobinparan ', Saman Yasamineh ',

* Ciddi seyirli hastalar tedavisinde

- * PAF, IL gibi enflamatuar sitokinleri, PG, l6kotrienler titetimini inhibe eder I

* Makrofaj aktivasyonunu baskilar
* Destekleyici tedaviler ve antiviral ilaglarla kombine edildiginde ates ve

enflamasyonu azaltir ve hastaligin siddeti 6nemli 6l¢iide azalir

Gholizadeh O. Microbial Pathogenesis. 2022
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Severity Scoring Index

— Sonug 0-2 Hafif mmmmmm) [akip et

Sonug 3-9 Orta msmmmm) -+ Ribavirin -

Ribavirin??
meees) Dexamethasone 10 mg/m?

Interlokin inhibitorii?

Yiikleme dozu..... 30 mg/kg

% 411 D 15 mg/kg/giin (6 h)

Sonuc 10-13 Siddetli

6gUN....ccvvvernnnnnnn. 7,5 mg/kg/giin (8 h)
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Destekleyici tedavi

* Ates ve kanama yoksa — <10.000/ m?> goriilene kadar trombosit siispansiyon

replasman yok .

e Kanama varsa— 10-20.000/ m> trombosit stispansiyon replasmani

* APTT 35-45 arasindaysa — 2x10 mg/kg TDP

* Fibrinogen<160— Kriyopresipitat (Faktor VIII, XIII, Fib) verilebilit??
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Isolation of broadly protective monoclonal antibodies for

Crimean Congo Hemorrhagic Fever

Pl
. ORI GRANTS & FUNDING
HiTiT NIH Central Resource for Grants and Funding Information

OMIVERSITESI

TEKNOLOJI MERKEZI¢|




	Slide 1: Virusların İzinde:  Viral Kanamalı Ateşlerin  Dünü, Bugünü ve Geleceği
	Slide 2: Her şeyin başı TEK SAĞLIK!!! 
	Slide 3
	Slide 4
	Slide 5
	Slide 6: Dünya Sağlık Örgütü R&D Blueprint Listesi
	Slide 7
	Slide 8
	Slide 9
	Slide 10: COVID-19 un ardından VKA
	Slide 11: Viral Kanamalı Ateşler
	Slide 12: Viral Kanamalı Ateş Etkenleri
	Slide 13: Viral Kanamalı Ateş Akut-sistemik-ateşli sendromdur
	Slide 14
	Slide 15: Yıllık Görülme Sıklıkları
	Slide 16: Flavivirüsler
	Slide 17
	Slide 18
	Slide 19
	Slide 20: Viral Kanamalı Ateş Klinik Bulgular
	Slide 21
	Slide 22
	Slide 23
	Slide 24: Lassa Ateşi
	Slide 25: Sarı Humma
	Slide 26
	Slide 27
	Slide 28: VKA Laboratuvar Bulguları
	Slide 29: VKA Tanı
	Slide 30: VKA Tanı
	Slide 31: Tanı
	Slide 32
	Slide 33: VKA Tedavi
	Slide 34
	Slide 35: Ankara Numune Eğitim ve Araştırma Hastanesi  Enf. Hast. ve Kln. Mikr Kliniği KKKA Ekibi İşbaşında 2002-2014
	Slide 36
	Slide 37: Kırım Kongo Kanamalı Ateşi
	Slide 38: KKKA Endemik Bölgelerde PACE Yaklaşımı
	Slide 39: Ülkelere göre olgu fatalite oranları
	Slide 40
	Slide 41
	Slide 42: Klinik Bulgular - Prehemorajik Dönem
	Slide 43: Pre-hemorajik dönem
	Slide 44
	Slide 45: Klinik Bulgular-Hemorajik Dönem
	Slide 46
	Slide 47
	Slide 48
	Slide 49
	Slide 50: İyileşme dönemi
	Slide 51: Laboratuvar Bulguları
	Slide 52
	Slide 53
	Slide 54
	Slide 55
	Slide 56: Kırım Kongo Kanamalı Ateşi Vaka Tanımı
	Slide 57: Vaka Tanımlaması
	Slide 58
	Slide 59
	Slide 60: Long-Lasting Immunity Following Natural CCHFV Infection Hanife Nur Karakoç Parlayan, Arash Aslanabadi, Derya Yapar, Quiyana Murphy , Gülcan Kaplan, Özlem Akdoğan, Aysel Çelikbaş, Ayse Koroglu, Firdevs Aksoy, Elif Karaaslan, Abdolrahim Abbasi,  M
	Slide 61
	Slide 62
	Slide 63
	Slide 64: Ciddiyet Kriterleri Türkiye Çalışmaları
	Slide 65
	Slide 66
	Slide 67
	Slide 68
	Slide 69
	Slide 70
	Slide 71
	Slide 72
	Slide 73
	Slide 74
	Slide 75
	Slide 76
	Slide 77
	Slide 78: Biz ne yapıyoruz…
	Slide 79: Biz ne yapıyoruz…
	Slide 80

