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¢ Prioritizing diseases for
« research and development in

K K KA " emergency contexts

Worldwide, the number of potential pathogens is very large, while the resources for disease research and
development (R&D) is limited. To ensure efforts under WHO's R&D Blueprint are focused and productive, a list of

¢ YU kse k va ka'OIum orani diseases and pathogens are prioritized for R&D in public health emergency contexts.
¢ Salgln potansiyeli AWHO tool distinguishes which diseases pose the greatest public health risk due to their epidemic potential and/or

whether there is no or insufficient countermeasures.

* Tedavi giicligi
* WHO-Ar-Ge Plam I
 Yiksek dncelikli patOjen + Crimean-Congo haemorrhagic fever

+ Ebola virus disease and Marburg virus disease

+ Lassa fever

+ Middle East respiratory syndrome coronavirus (MERS-CoV) and Severe Acute Respiratory Syndrome (SARS)
+ Nipah and henipaviral diseases

+ Rift Valley fever

¢ Zika

+ “Disease X'*

At present, the priority diseases are:
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a Dogu ve Hindistan
30 iilkede bulunur
e devam etmesi
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KIRIM-KONGO KANAMALI ATESi: KUTAHYA’DAN iKi OLGU SUNUMU

CRIMEAN-CONGO HAEMORRHAGIC FEVER: REPORT OF TWO CASES FROM KUTAHYA

K. Serdar HEPGULER

Bati Anadolu’dan Bes

Five Cases of Crimean-Congoj

Bahar Ormen, Nesrin Tiirker, Serap
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'Alanya Alaaddin Keykubat Universitesi Tip Fakdltesi, ic Hastaliklari Ana Bilim Dal), Antalya, Tiirkiye; *Alanya Alaaddin Keykubat
Universitesi Tip Fakiltesi, infeksiyon Hastaliklar: ve Klinik Mikrobiyoloji Anabilim Dali, Antalya, Turkiye

Alanya’da Kirnm Kongo Kanamali Atesi ve
Bruselloz Koinfeksiyonu: Bir Olgu Sunumu

Crimean-Congo Hemorrhagic Fever (CCHF) and Brucellosis Coinfection in
Antalya: A Case Report

, Haluk Erdogan’

lobiyolc:ji Klinigi, Kitahya

25

Ozet

Kinm-Kongo kanamali atesi (KKKA), kenelerle bulasan, ates ve
kanama ile seyreden akut ve ciddi seyirli olabilen bir viral hasta-
liktir. 2002 yilindan itibaren Turkiye'de gorilmeye baslamasina
ragmen Bati Anadolu’dan az sayida olgu bildirilmistir. Bu calisg-
mada, klinigimizde KKKA kesin tanisi ile izlenen bes olgu sunul-
mustur. Klimik Dergisi 2010; 23(3): 116-9.

Anahtar Sozciikler: Kinm-Kongo kanamal atesi virusu, Turkiye.

Abstract

Crimean-Congo haemorrhagic fever (CCHF) is an acute and seri-
ous viral disease that is transmitted by the bites of ticks and clini-
cally manifested with fever and bleeding. Although the disease has
been continuously diagnosed in Turkey since 2002, few cases have
been reported from Western Anatolia. In this report five confirmed
cases of CCHF are presented. Klimik Dergisi 2010; 23(3): 116-9.

Key Words: Crimean-Congo haemorrhagic fever virus, Turkey.

len bildirilmektedir
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KKKA

e Bunyavirales

e Nairoviridae

e Orthonairovirus

e Kirirm Kongo kanamali ates virlsu
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KKKA

Tek sarmalli, zarfl1, negatif polariteli —
RNA virusu (Geandon)

Genome L
segment

Genome M
segment

Virts genomu 3 segmentli

« Blylk (L) segment, RbRp
« Orta (M) segment, Gc ve Gn glikoproteinler poeoracs

« Klcluk (S) segment de nikleokapsid protein
(N proteini) 80-100nm

Nucleoprotein

(N)

RNA-dependent
RNA polymerase
(L)
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KKKA

Genetik olarak farkl1 9 alt grup bildirilmistir (Af”ka.' .
L : . genotip 1)
* S RNA segmentinin filogenetik analizine ve Avrupa - 3 Afrika - 2
cografi kokene gore (genotip VII) (genotip 11)
Tlrkiye'de dolasan KKKAYV izolatlar
Avrupa -1 Avrupa - 2

Afrika - 3
(genotip llla)
Afrika - 4
(genotip llib)

(genotip VI)

Dogu Avrupa - Rusya ve Balkan Yarimadasi'nda
bulunan viriislerle yakindan iligkili

L g C il . Avrupa - 1
Hangi se¢ici baskilarin cografi dizi ¢esitliligini
yonlendirdigi bilinmemektedir

Asya - 2 Asya -1

(genotip Ivb) (genotip IVa)
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KKKA-KLINIK

Clinical prc
b
nfection and incubation (1-9 days) Pre-haemorrhagic (1-7 days) Haemorrhagic (2-3 days or longer) Convalescence (?)
e Often unrecognized infection via tick ¢ Flu-like symptoms such as fever, chills, ¢ Blood haemotology and blood ¢ Improvement in blood haemotology
bites or animal husbandry malaise, myalgia, nausea and vomiting chemistry disturbances and blood chemistry
e Nosocomial exposure » Nonspecific and often not realized as » Petechia and ecchymoses e Humoral and cellular immunity
early stages of CCHF e Epistaxis, melena, haematemesis and against CCHF
haematuria ¢ Long-term sequelae?
» Disseminated intravscular
coagulation, shock and death
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» Enfeksiy0z nedenler
* Bruselloz
» Salmonelloz
* |_eptospiroz

KKKA * Riketsilyoz
e Q atesi
AYIRICI TANI * Viral hepatitler
* Sepsis
* Sitma

* Meningokoksemi




KKKA-AYIRICI TANI

oS
Aur g, VDS e Book
e ZWIAYOW

’ PO
A0S 3““\“’“
, ® La$$a

04.05.2023



» Enfeksiyon dis1 nedenler

KKKA . Vitamin B12 cksikligi
AYIRICI TANI . ITP
» Akut l6semi
 Kollajen doku hastaliklari




KKKA-TANI

 Distik farkindalik seviyesi

Molekdiler yontemler

Serolojik yontemler

Virlsun i1zolasyonu
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KKKA-TANI

Kan orneklerinden virus
izolasyonu
« Fare beynine inokulasyon

 Hucre kaltara (Vero E6,
BHK 21, SW 13

Molekiiler tan1 yontemleri
 PCR
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e Serum 6rneklerinden antikor
tayini

ELISA IgM

ELISA IgG

IFA

Pasif hemaglutinasyon
Inhibisyon
Immunofluoresan
Notralizasyon
Kompleman fiksasyon
Immiinodifiizyon
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KKKA TANI SORUNLARI

» Mevcut NAAT ve seroloji testlerinde standardizasyon eksikligi
var

* (Cesitli ticar1 testlerin mevcut olmasina ragmen, referans
laboratuvarlarinin ¢ogu, bolgesel dolasimdaki suslardan gelistirilir
* Tum smiflar ve varyantlarda sinirli teshis uygulamasina
neden olur

* Testlerden sadece birkagi kalite glivencesi (EQA) veya yeterlilik
testi i¢in yaymlanmis veriye sahip

 Analizleri kalibre etmek ve uyumlu hale getirmek icin referans
reaktifler yoktur




- MOLEKULER TANI
YONTEMLERINDEKI ZORLUKLAR

* Avantajlari « Sorunlar
« Aktif enfeksiyonu (CCHFV RNA) * Maliyet ve donanim
en erken, en yuksek hassasiyetle * Kontaminasyon riski var
saptayabilir * Prob tasarimina bagli NAT testleri

= = - o tk k oq o
* Niteliksel veya niceliksel sonug genetik sekansa duyarsiz olabilir

- Kantitatif viral ylk testi « Pozitif bir PCR test sonucu, aktif

» Hastaligin ciddiyeti, KKHAV enfeksiyonunu gosterir
 Terapotik mudahalelerin etkisi
e Prognoz hakkinda bilgi * Negatif PCR, test duyarliligindaki ve

viriislin genetik ¢esitliligindeki
farkliliklar nedeniyle KKHAV
enfeksiyonunu dislamayabilir



ANTIKOR TAYININDE ZORLUKLAR

 Avantajlari  Sorunlar
* Daha miitevazi bir laboratuvar * Semptomlarin baglamasindan 4-9 gun
ortaminda c¢alisma sonra enfeksiyonun akut fazini
takiben 1gM veya IgG titresinde
+ ELISA, IFA gibi secici olarak onemli bir artis ile tespit edilebilir
KKHAV'ye 0zgl antikorlar1 veya S _
antijenleri yakalar  Ciddi ve 6lumcil vakalar genellikle
saptanabilir bir antikor tepkisi
olusturmaz

« Serolojik analizler antijenik
varyasyona duyarlidir, ancak
genellikle genetik varyasyondan daha
az etkilenir



KKKA TANI SORUNLARI

Altin standart”
veya referans
test yoktur

Molekduler ve
serolojik testler
Ile kombinasyon

J




VIRUS IZOLASYONUNDAKI
ZORLUKLAR
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OZET

Table 1 Diagnostics infrastructure comparison

Infrastructure Turnaround Inhouse or Commercial Target
Test type requirements Training requirements time prototype source population
Virus isolation, High (BSL-4) High (advanced lab 3-7 days Several - Human, animal
neutralisation (reference laboratory)  technician)
NAAT reference High (BSL-3/4) High to moderate 2.5 hours >10 >5 Human, animal,
(including (regional lab, reference (advanced lab technician) 1-2 hours prep ticks
multiplex) laboratory)
NAAT POC Moderate/BSL-2 Moderate 1-2 hours 1 - Human, ticks,
(district hospital) (laboratory technician) culture
ELISA, IFA High to moderate Moderate 3-4 hours >10 6 Human, animal,
(regional lab, district (laboratory technician) culture
hospital)
RDTs Low Low <30 min - - -
(clinic, health centre, (nurse, healthcare worker)
field settings)

BSL, biosafety containment level; IFA, immunofluorescence assay; NAAT, nucleic acid amplification test; POC, point of care; RDT, rapid
diagnostic test.
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* Sadece 1nsan vakalarini (standart vaka tanimina gore) degil, kene ve hayvan
rezervuarlarini 1zleyen bolgesel, ulusal ve uluslararasi slrveyans ihtiyaci var

* Hastalik kontrolii i¢in insan, hayvan ve ¢evre sagligi sektorleri arasinda
* Gergcek zamanl veri paylasimi, isbirligi ve koordinasyona gerek vardir
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