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* |lk giris ve cogalmadan
sonra KKKAV hematojen
olarak yayilir

* Birden fazla organda
potansiyel enfeksiyona yol
acar:
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Frank MG, Weaver G, Raabe V; State of the Clinical Science Working Group of the National Emerging Pathogens Training and Education Center’s Special
Pathogens Research Network. Crimean Congo Hemorrhagic Fever Virus for Clinicians-Virology, Pathogenesis, and Pathology. Emerg Infect Dis. 2024
May;30(5):847-853. doi: 10.3201/eid3005.231646. PMID: 38666566; PMCID: PMC11060449.
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 KKKAV enfeksiyonu
Vaskuler endotelyal hasar
sonucu immun aracili
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Evaluation of Serum Levels

of Interleukin (IL)-6, IL-10,

and Tumor Necrosis Factor—«
in Patients with Crimean-Congo
Hemorrhagic Fever

Onder Ergonul,' Semra Tunchilek? Nurcan Baykam.' Aysel Celikbas,’
and Basak Dokuzoguz*

"Infectious Diseases and Clinical Microbiology Clinic, Ankara Numune Education
and Research Hospital, and *GENOM Laboratories, Ankara, Turkey
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Mortal olgularda daha yliksek proinflamatuar
sitokin duizeyi.
IL-6, TNF-alfa ve DIK arasinda korelasyon

KKKA'nin akut fazi sirasinda birgok sitokin salinir

Hastaligin ilerlemesinde anahtar oyuncular (IL) -10, IL-1, IL-6 ve TNF-a

Oliimciil CCHF vakalarinda, pro-inflamatuar mediatorlerin (TNF-a, IL-6 gibi) ve

vaskuler aktivasyonun serum belirtecleri (sSICAM-1 ve sVCAM-1) artmakta

Ergonul O, et al. J Infect Dis 2006;193: 941-4
Papa A, et al. J Clin Virol. 2015 March ; 64: 137-143.
Papa A, et al. Journal of Medical Virology.2016;88:21-27



Siddeti ve kotu olgularda glcli proinflamatuar yanit

IL-1, IL-6, IL-8, IL-9 \

IL-15, IP-10
N RANTES

MCP-1 (monosit [_CCL'S (kemokin
kemotaktik protein-1 ligandi 5)]

IL-36a, IL-36f ve IL-
36y
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Frank MG, Weaver G, Raabe V; State of the Clinical Science Working Group of the National Emerging Pathogens Training and Education Center’s Special

Pathogens Research Network. Crimean Congo Hemorrhagic Fever Virus for Clinicians-Virology, Pathogenesis, and Pathology. Emerg Infect Dis. 2024
May;30(5):847-853. doi: 10.3201/eid3005.231646. PMID: 38666566; PMCID: PMC11060449.
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The role of T, population in pathogenesis
of Crimean Congo hemorrhagic fever

+ o b - < - 1 s
Umut Gazi °, Derya Yapar °, Djursun Karasartova ~, Ayse Semra Gureser -, Ozlem Akdogan 7,

Ozgur Unal ©, Nurcan Bavkam ® 2 == . Aysegul Taylan Ozkan ° ©

* T reg hiicrelerinin (dizenleyici T hiicreleri) KKKAV
patogenezindeki roll

* Akut KKKA olgularinda T reg (dizenleyici T hiicre)

duzeylerini arastiran calismada kontrol grubuna gore daha

az T reg iliskili supresif aktivite saptanmis
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Tropical Biomedicine 39(4): 587-591 (2022)
https://doi.org/10.47665/tb.39.4.016
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Reduced phosphorylated Foxp3 levels in Crimean Congo haemorrhagic fever

Gazi, U.1", Baykam, N.2, Karasartova, D.3, Tosun, 0.4, Akdogan, 0.2, Yapar, D.2, Sensoz, S.5, Celikbas, A.K.2,
Semra-Gureser, A.3, Taylan-Ozkan, A.®

* KKKA hastalarinda Foxp3 proteininin (T reg hicrelerinin
ana duzenleyicisi) fosforilasyon seviyeleri arastiriimakta

* KKKA hastalarinda fosforlanmis Foxp3'in dnemli dlctide
daha dusuk ekspresyon seviyeleri bildirilmekte

* Foxp3 defosforilasyonu ve KKKA patogenezi arasinda olasi
bir iliski oldugunu gosterilmekte



Unraveling the Pathogenesis of Crimean-Congo Hemorrhagic
Fever: A Novel Approach via Non-Targeted Metabolomics by
NMR Spectroscopy

Cagdas Dag!, Oktay Gocenler!, Kerem Kahraman', Derya Yapar?, Yaren Kahraman®,
Cengizhan Biiyiikdag!, Giilen Esken®, Serena Ozabrahamyan®, Tayfun Barlas®, Yiiksel
Karadag?, Aysel Kocagiil Celikbag?, Fusun Can®, Nurcan Baykam?®, Mert Kuskucu?, and
Onder Onder Ergoniil ?

KKKA hastalarinda meydana gelen metabolik degisikliklere
iliskin yeni bakis acisisi sunan omik calismasi
Saptanan metabolitler arasinda en yaygin olanlar
* S-Adenosil-L-homosistein
* Karnosin
Bu metabolitlerin KKKAV patogenezindeki rollerinin ve

terapodtik hedef olarak potansiyellerinin daha fazla
arastirilmasini gerekmekte
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KDL Promising Results with Anakinra in Severe Cases
HiTiT of Crimean-Congo Haemorrhagic Fever
Amaev——y D. Yapar!, O. Akdogan?, A. Kocagiil Celikbas!, N. Baykam?
1Hitit University School of Medicine, Department of Infectious Diseases and Clinical Microbiology - Corum
(Turkey)

Iin our clinic, 159 confirmed CCHF patients were observed between 2017 and 2020, and 112 confirmed cases
were observed between 2021 and 2024. When evaluating severity scores in the range of 9-13, it was found that 10
out of 18 cases (55%) in the first period and 3 out of 20 cases (15%) in the second period resulted in fatalities.
Anakinra was administered for three days to 20 sever

Anakinra (-) Anakinra (+) P-value
(n=18) (%) (n=20) (%)
— Fever 13 (72.2%) 16 (80%) 0.57
-value —
o — o S
(n 18) ( /0) (n 20) ( /0) Abdominal pain 8 (44.4%) 8 (40%) 0.78 = §
Age (year) 60.4+11.5 (37-79) 52.4+15.5 (22-74) g &
Transmissionroute | | VLT 7 (38.9%) 14 (70%) 0.05 <§§ 2
Tick bite 13 (72.2%) 13 (65%) 0.63 . ; y 8 ~§
Animal contact 2 (11.1%) 5 (25%) 0.27 Diarrhea ERMENs) BESH) Lo = =
e
Unknown 4 (22.2%) 4 (22.2%) 0.57 Conjunctivitis 7 (38.9%) 12 (60%) 0.19 P
Treatment | s 5
Ribavirin 12 (66.7%) 7 (35%) 0.07 Acute renal failure 4 (22.2%) 4 (20%) 0.86 g g
Steroid 18 (100%) 20 (100%) §’ =
labresuits | [ [ IR REER) D o2s =
ALT (U/L) 659 (95-3302) 1115 (137-3443) Rash 6 (33.3%) 8 (40%) 0.67
AST (U/L) 1718 (162-8272) 3635 (292-14035)
Leukocyte-min /pl 2513 (350-7720) 4538 (610-41000) Haemorrhage 6 (33.3%) 13 (65%) 0.05
Leukocyte-max /I 8369 (2390-14020) 10268 (4260-33300)
Thrombocyte /pl 11500 (2000-21000) 10350 (2000-22000) Severity Scoring Index 9.1 10.1 0.28
Fibrinogen (mg/dl) 159 (61-271) 146 (77-252) i o B
LDH (U/L) 3538 (714-16670) 5907 (792-18183) Mortality 10 (55.6%) 3 (15%) 0.009

v'All the patients were SEVERE (SSI>9)

v'The mortality rate was considerably lower in patients who received anakinra compared to

=
e
=
LAl
those who did not (p=0.009). S i
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Evaluation of Viral Load and Neutralizing

Antibody Levels in Crimean-Congo
Hemorrhagic Fever Patients

11

MA Ku kucu 1, AK Celikbas 2, S. Yalgn 1. 7. Badas 1. N. Baykam 2, F. Can 1, O. Ergoénul 1.
< ty. School of Medicine, KUISCID - Istanbul ( Turkey) - Istanbul (Turkey) - Istanbul
stanbul (Turkey), 2Hitih Um»uuz, Schoo! of "edicine - Corumn (Turkey) - Corum
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KKKA HASTALARINDA VIiRAL YUK VE NOTRALIZE EDICIi
ANTIKOR SEVIYELERININ DEGERLENDIRILMESi

lyilesen 24 KKKA vakasinda viral yik, ciddiyet ve nétralizan antikor
yaniti (NAT)

Notralizan antikor (NAb) 1/10 ‘nun altinda kalan sonuglar negatif kabul
edildi

Hastalarin 12’si agir seyirli, 12’si ilimh klinik seyirli idi

Viral yuk iliml hastalarda 24.700, ciddi seyirli vakalarda 111.500

NAT ilimli hastalarda 1/30, ciddi seyirli vakalarda 1/20

Ciddi vakalar NAb yanitinin az ve viral yuk fazla olmasi ile korele bulundu

NAb; Oliimcil KKKA enfeksiyonlarin korunmasinda rol oynayabilecegi diistiniildii



KIRIM KONGO KANAMALI ATESI ENFEKSIYONU GECIREN

2%\,

.
aZoZe,

HASTALARDA SERUM IgG VARLIGININ TESPIT EDILMESI HITIiT

UNIVERSITY

DR. GULCAN KAPILAN

ENFEKSIYON HASTALIKLARI ve KLINIK MIKROBIYOLOJI
TIPTA UZMANLIK TEZIi

Hitit Universitesi Tip Fakiiltesi

TEZ DANISMANI
DOC. DR. DERYA YAPAR

B Poiif hast 1 Negatif hasta
2011-2021 yillari arasinda KKKA hastaligi tanisi ile it ol St

tedavi gorip sifa ile taburcu olan 153 kisi + (2009 - B
2007 yillarina ait 2 kisi) =l
SONUCLAR 5
ﬁ 15
Hastaligi gecirdikten sonraki stire 7 yildan kisa ise g 10
pozitiflik oraninin yliksek oldugu belirlendi. Hastaligl L | |
gecirdikten sonraki siire 8 yildan uzun ise pozitiflik L I il i I II || I ol

oraninin azaldigi goruldu.
KKKA 1gG’nin varliginin ortalama 7 yil civarinda
kaldigi yontundedir
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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:CCHFV enfeksiyonu geciren bireylerde gelisen antikor yanitinin siiresini degerlendirmek

* CCHFV Proteins: Nucleoprotein (NP), glycoproteins (Ge, Gn,
Antibody binding by and GP38)
Luminex * CCHFV strains: IbAr10200, Turkey-2004, Afp09, and
® Kosovo/Hoti

o £l
| m patients

Hospitalization Antibody neutralization by

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

15 yoars

= Antibody half-lives given by
computed antibody half-lives.

* We detected binding antibodies whether neutralizing or non-neutralizing in all Individuals
* Binding half-life of responses ranged from 19-304 years.
e GP38 has half-life of 19-28 years, NP at 25-75 years, and Gc at 304 years

* These findings have significant implications for both vaccine design, as well as
seroepidemiology studies
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Hitit Index to distinguish patients with and without Crimean-Congo { )
hemorrhagic fever

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

' Hitlt University School of Medicine, Department of Medical Blochemistry, Corum, Turkey
" Hitit University School of Medicine, Department of Infectious Diseases and Clinical Microbiology, Corum, Turkey
" Koc University School of Medicine, Department of Medical Blochemistry, Istanbul, Turkey

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

Hitit Indeksini Olusturmak icin

« 268 KKKA supheli yatan hastanin yattigi gun laboratuvar

testleri: laboratuvar bolimu hesaplandi.

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

* Bu hastalarin 65’i yatislari suresince gunluk olarak takip
edildi: klinik boltim olusturuldu.

« Kontrol grubu: 200 KKKA-negatif ayakta hasta



Table 5

Univariate and multivariate logistic regression analysis of variables associated with the positivity of CCHF on the hospitalization day.

Variables Univariate analysis Multivariate analysis

OR (95% CI) Wald P Value OR (95% CI) Wald P Value
Direct Bilirubin, mg/dL 0.065(0.013-0.321) 11.3 0.001 < 0.001( < 0.001-0.001) 22.1 < 0.001
Lymphocytes, 10°/uL 0.128(0.067-0.241) 40.1 < 0.001 0.005(0.001-0.046) 21.8 < 0.001
Fibrinogen, mg/dL 0.983(0.979-0.988) 57.6 < 0.001 0.979(0.970-0.988) 20.1 < 0.001
AST, U/L 1.019(1.012-1.025) 319 < 0.001 1.042(1.021-1.064) 15.0 < 0.001
CKD-EPI, mL/min/1.73 m* 0.989(0.980-0.998) 5.65 0.017 0.931(0.898-0.966) 147 < 0.001
Hematocrit, % 1.057(1.005-1.112) 4.65 0.031 1.398(1.173-1.665) 14.0 < 0.001
Neutrophils, 103/;11. 0.640(0.561-0.731) 432 < 0.001 0.588(0.439-0.787) 128 < 0.001
Creatine Kinase, U/L 1.001(1.000-1.001) 6.41 0.011 0.999(0.997-1.000) 4.6 0.033
Leukocytes, 10°/uL 0.644(0.571-0.727) 50.5 < 0.001
Monocytes, 10°/uL. 0.013(0.003-0.051) 38.3 < 0.001
ALT, U/L 1.019(1.012-1.027) 249 < 0.001
Total Bilirubin, mg/dL 0.156(0.074-0.329) 238 < 0.001
LDH, U/L 1.004(1.003-1.006) 233 < 0.001
Thromboeyte, 10°/uL 0.988(0.984-0.993) 232 < 0.001
aPlT, s 1.088(1.045-1.133) 17.0 < 0.001
INR 0.394(0.148-1.050) 3.47 0.063
Erythrocyte, 10°/pL 1.476(0.972-2.240) 3.34 0.068
Urea, mg/dL 0.993(0.984-1.001) 2.79 0.095
Creatinine, mg/dL 0.814(0.542-1.233) 0.98 0.322
PT,s 0.967(0.893-1.046) 0.71 0.400
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Spesifik olmayan semptomlar
ates, bas agnsi, bulanti, vb.
KKKA icin suphe olusturabilir

KKKA olasiligi
Hastanede yatinimah

>0

Hitit indeksi iLK TESHIS

<0 KKKA olasmﬁl\

Ayakta giinliik izlenmeli

Belki KKKA?

Associations between CCHF and Hitit Index parameters in all inpatients.
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FLORA 2021;26(3):426-432 » doi: 10.5578/flora.20219711

Does the Hitit Index Work in the Differential
Diagnosis of CCHF and COVID-12 with Non-Specific
Findings?

Hitit Indeksi, Spesifik Olmayan Bulgularla KKKA ve COVID-19 Ayirici
Tanisinda Ise Yarar Mi?

Hitit Index Formiili

Derya YAPAR'(1D)), Ozlem AKDOGAN!/ (D)), Huseyin KAYADIBI?(11)), Galcan KAPLAN'
Pinar TUNCEL OZTURKY11)), Aysel KOCAGUL CELIKBAS! (1)), Nurcan BAYKAM!'

56 - (5.3 x lymphocyte) - (0.02 x fibrinogen) -
(12 x direct bilirubin) + (0.04 x AST) + (0.32 x
hematocrit) - (0.5xneutrophil) - (0.07 x CKD - EPI)
- (0.001 x CK) = conjunctival hyperemia (+1.5 in
conjunctival hyperemia presence and - 1.5 in con-
junctival hyperemia absence).

Hitit Index ile Non spesifik bulgulari sirasinda KKKA ile COVID-19 ayrimini yapabilir miyiz?
116 COVID-19 olgusu
110 KKKA olgusu (2015-2020)

v' Hitit Index KKKA olgularinda istatistiksel olarak anlamh YUKSEK
v Duyarlilik: %88
v’ Ozgiilliik: %99
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Isolation of broadly protective monoclonal antibodies for

Crimean Congo Hemorrhagic Fever
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