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Viral Kanamali Ates Etkenleri

Filoviridae
— Marburgedrus and Ebola y4arus

Arenaviridae
— Lassa w

Bunyavitk
— CCHFV, RVFV ve/ arfa

Flaviviridae
— Yellow fever virus, Dengue virus ve
Alkhumra virus
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Bunyavirus Hantavirus ' Phlebovirus Tospovirus

* http://www.virology.net/Big_Virology/BVRNAbunya.html



Nairovirus ( 7 alt cins igerir )
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*CCHFV
*Khazan virus
*Hazara
Virus
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Virus savisi artivor !

Kupe Virus, a New Virus in the
Family Bunyaviridae, Genus
Nairovirus, Kenya

Mary B. Crabtree, Rosemary Sang, and Barry R. Miller

Emerging Infectious Diseases « www.cdc.gov/eid » Vol. 15, No. 2, February 2009

We have previously described isolation and prelimi-
nary identification of a virus related to Dugbe virus (DUGV),
family Bunyaviridae, genus Nairovirus. Six isolates of the
virus were obtained from pools of Amblyomma gemma and
Rhipicephalus pulchellus ticks collected from hides of cattle
in Nairobi, Kenya, in October 1999. We report results of
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genus. CCHEFV, which ranges from sub-Saharan Africa to
western People’s Republic of China. 1s currently the most
well characterized member of the genus. DUGV. also well
characterized. 1s commonly 1solated in surveillance studies
conducted 1 Africa and appears to be endemic 1n most of
the drier parts of this continent. DUGV 1s transmutted by
ticks to vertebrates. includine humans. and causes a nuld




Erve virliis (Yeni Nairovirus

Genetic characterization of Erve virus, a European Nairovirus
distantly related to Crimean-Congo hemorrhagic fever virus

Meik Dilcher * Andrea Koch * Lekhira Hasib - Virus Genes (2012) 45:426-432
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Abstract Erve virus (ERVEV) is a European Nairovirus| Introduction
that is suspected to cause severe headache (thunderclap
headache) and intracerebral hemorrhage. The mode of| Erve virus (ERVEV) was isolated in 1982 from tissues of a
transmission to humans (ticks or mosquitoes) is still white-toothed shrew (Crocidura russula) collected in the
unknown. Currently, no standardized testing method for Erve River Valley in northwestern France after intracerebral




Nairovirus ( 7 alt cins igerir )

Thiafora
virus
Group

Dera Ghazi Sakhalin
Khan virus virus
Group

Nairobi
Sheep
Disease

*CCHFV
*Khazan virus
*Hazara
Virus

*Thiafora virus
*Erve virus

En az 35 virus var!

*Dugbe virus
*Kupe virus
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SFTS virus (Yeni Phlebovirus)

‘ ORIGINAL ARTICLE ‘

Fever with Thrombocytopenia Associated
with a Novel Bunyavirus in China

Xue-Jie Yu, M.D., Ph.D., Mi-Fang Liang, M.D., Shou-Yin Zhang, Ph.D_,*

Yan Liu, M.D., Jian-Dong Li, Ph.D., Yu-Lan Sun, M.D., Lihong Zhang M.D.,
Quan-Fu Zhang, B.Sc., Vsevolod L. Popov, Ph.D., Chuan Li, B.Sc,, Jing Qu, B.Sc.,
Qun Li, M.D., Yan-Ping Zhang, M.D., Rong Hai, M.D., Wei Wu, M.Sc,,

Qin Wang, Ph.D., Fa-Xian Zhan, Ph.D., Xian-Jun Wang, M.D., Biao Kan, Ph.D.,
Shi-Wen Wang, Ph.D., Kang-Lin Wan, Ph.D., Huai-Qi Jing, M.D.,

Jin-Xin Lu, M.D., Wen-Wu Yin, M.Ph., Hang Zhou, M.S, Xu-Hua Guan, Ph.D.,
Jia-Fa Liu, M.D., Zhen-Qiang Bi, Ph.D., Guo-Hua Liu, M.D., Jun Ren, M.D,,
Hua Wang, M.D., Zhuo Zhao, M.D., Jing-Dong Song, M.Sc., Jin-Rong He, B.Sc,,
Tao Wan, Ph.D,, Jing-Shan Zhang, M.S., Xiu-Ping Fu, M.S., Li-Na Sun, Ph.D.,
Xiao-Ping Dong, Ph.D., Zi-Jian Feng, M.D., Wei-Zhong Yang, M.D., Tao Hong, M.D.,
Yu Zhang, M.D., David H. Walker, M.D., Yu Wang, M.D., Ph.D., and De-Xin Li, M.D.

ABSTRACT

BACKGROUND

Heightened surveillance of acute febrile illness in China since 2009 has led to the
identification of a severe fever with thrombocytopenia syndrome (SELS) with an un-
known cause. Infection with Anaplasma phagocytophilum has been suggested as a cause,

N ENGL ) MED 364;16 NEJM.ORG APRIL 21, 2011




SFTS virus, Cin, 2009

“ Cinde 6 Eyalette 171 olgu

* Mortalite, %12
> Ates

» Trombositopeni
» Lokopeni

» Multiple Organ Yetmeazligi
*» Haemaphysalis longicornis
(Biyolojik vektor kene)

Heilongjiang

:'_‘ v % }:v 5 V0l

: Y QY 1=

Neimenggu . Befjing = o i
L oW p ,“("'. Y

< ! ﬂ.ﬂ‘h - .‘P‘“--(;.

(7 A7 rebel StEas .
ingxia - shamxiy g€l

e 2 A
b . /,r' : )"\.'
Shaanxi !'): Hﬂﬂlﬂ J - :
2 P e e‘\” 'l’
"‘ -Jj. " , | :.7:'1.
R, =
chongqi&]{v . 'b"\i-;f x
A Hupan [
. ! '
Guizhou Fujian .
T o= _;-.-: ),
o |
Guangd 67
Guangxi S §
\1 - "
e ..';,.)t )
= U-J i g A

N ENGL ) MED 364;16 NEJM.ORG APRIL 21, 2011




Bunyavirus Hantavirus Nairovirus Phlebovirus Tospovirus

STFS virus

* http://www.virology.net/Big_Virology/BVRNAbunya.html




Geographic distribution of Crimean-Congo Haemorrhagic Fever
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Hyalomma ticks vector presence

I 543 CCHF cases reported per year
- 50 and more CCHF cases reported per year

CCHF virological or serological evidence and vector presence
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KKKA Olgu ve Oliimleri Dagilimi
(Turkiye 2002-%4)
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KKKA Olgu ve Oliimleri Dagilimi
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KKKA bulas yollari

e Infekte kene yapismasi/kene kirma

e Viremik hayvanlar

e Hayvana ait kan ve dokulara temas

e infekte hastalardan (hastanede, toplumd._ %'

e Direkt temas

e infekte doku ve kan temasi ile

e Anneden bebege (vertikal bulas)
e Laboratuvardan direkt temas ile/havadan (?)

e Hava yolu?



KKKA icin risk guruplari

Endemik bolgede yasayan/ziyaretci
Ciftciler
Hayvancilik yapanlar

Kasaplar, mezbaha calisanlari
Veteriner hekimler

Saglik personeli

Laboratuvar calisanlari

Hasta yakinlari



Hamilelikte KKKA

Novel Insights from Clinical Practice

¢ and
Obstetri G)'l’l[nvesgl Gynecol Obstet Invest 2014;77:266-271 Received: August 14, 2013
. Accepted after revision: February 17, 2014
DOl 10.71159/000360699 Published onfine: April 12, 2014

Favorable Outcomes for both Mother and Baby Are
Possible in Pregnant Women with Crimean-Congo
Hemorrhagic Fever Disease: A Case Series and
Literature Review

Mustafa Gokhan Gozel® Nazif Elaldi* AynurEngin® Ozlem Bozoklu Akkar®
Fatih Bolat® Cem Celik®

Departments of 3Infectious Diseases and Clinical Microbioloay, *Obstetrics and Gvnecology, “Pediatrics and
9Medical Microbiology, Faculty of Medicing, Cumhuriyet University, Sivas, Turkey

Gozel MG et al. Gynecol Obstet Invest 2014:266-71




Hamilelikte KKKA

 Literaturde bildirilen 24 KKKA’lI gebenin

— 8 (%54 kaybedild; —
— 8(%33)ab Ilk trimestr
_4(<y@ )

 5gebe Cumh
edildi

— Hicbirine ribavirin uygulanmadi

— 5 gebe yasiyor
— Sadece 1 aborsiyon gozlendi

Gozel MG et al. Gynecol Obstet Invest 2014:266-71




Saglik Calisanlarinda KKKA

Inter national Journal of Infedious Diseases 17 (2003 ) el0d6-2 1050

Contents lists available at SciVerse ScienceDirect

International Journal of Infectious Diseases

[NTERMATIONAL SOCIETY |
FoR INFreTiows Disrases]

journal homepage: www.elsevier.com/locatelijid

Recommended precaution procedures protect healthcare workers !‘ R
from Crimean-Congo hemorrhagic fever virus™

Mustafa Gokhan Gozel ** lyas Dokmetas®, Atifet Yasemin Oztop”, Aynur Engin?,
Nazif Elaldi“, Mehmet Baku

* Department of Infectiow Diseases and Chnfcal Migrobiolose, Faailty of Medicine, Cumfiuriver University, 58140 Sivas, Turkey
? Department of Microbiology, Faculty of Medicing Cumbruriyet Unieersity, Sivas, Turkey

e 190 Saglik personeli (57 hemsire, 47 doktor, 45 Lab.
teknisyeni, 41 personel)

* Kisisel koruyucu ekipman kullanimi yuksek
 Sadece 1 hemsirede anti-CCHFV IgG pozitif



Hasta yakinlarina KKKA bulasi

Weel My, 90(1). 2004, pp. 161162

Oingimb, | 141508
1 G AhE By The Amencin Socely of Tropical Medicine sod Hygriene

Investigation of Crimean-Congo Hemorrhagic Fever Virus Transmission
from Patients to Relatives: A Prospective Contact Tracing Study

Mustafa Gokhan Gozel,® Mehmet Bakir, Adifet Yasemin Oztop, Aynur Engin, llvas Dokmetas, and Nazif Elaldi
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KKKA pozitif akut hastalara direkt temasl 116
akraba ileriye donuk olarak incelendi

— Hic birinde hastalik belirtisi olusmadi
— Tumunde KKKA serolojisi negatif idi



TOBITAK

Ayten KADANALI
Serpil EROL

Zulal OZKURT
Kemalettin OZDEN

ORIGINAL ARTICLE

Turk ] Med Sci

2009; 39 {6): 829-832

@ TUBITAK

E-mail: medsci@tubitak.gov.tr
doi:10.3906/sag-0904-49

Epidemiological risk factors for Crimean-Congo
hemorrhagic fever patients

Aim: The aim of this study was to evaluate the epidemiological risk factors for Crimean-Congo
hemorrhagic fever (CCHF) patients admitted to our haspitals between January 200M- December

2006.

Table 1. Epidemiological data for 63 patients with CCHF and controls.

CCHEF Patients n: 63, (%) Control n: 50, (%) P value
Age 46 1 169 484 120.2 0.499*
Female 31 (49.2%) 23 (46%) 0.739*
Male 32 (50.8%) 27 (54%) 0.290*
Farming 59 (93.6%) 14 (28%) 0.000*
Handled livestock 59 (93.6%) 24 (48%) 0.000*
Living in rural area 59 (93.6%) 22 (44%) 0.000*
Tick-bite 32 (50.8%) 12 (24%) 0.004*
Contact with a patient with CCHF No No -
Camping No No -

*by Chi-squared test.




Seroprevalence of Crimean-Congo haemorrhagic fever
(CCHF) in risk groups in Tokat Province of Turkey

Saban Tekin', Sener Barut?, Ahmet Bursali', Gul Aydogan', Onem Yuce', Fatma Demir’and
Beytullah Yildirim*

2006-2007 yillarinda 12 Iiceye ait kdyler

Calisma Guruplari

Saglik calisanlari 3/150 (%2)
Hayvan temasi olanlar 6/26 (%23)
KKKA hastalarinin yakinlari 44/193 (%23)
Kene yapismasi hikayesi olanlar 11/106 (%10)
Kontrol gurubu 11/240 (%4.6)

TOPLAM 69/715 (%14.4)

22



Erzurum’da KKKA seroprevalansi

2004 yilinda

Saglik calisanlari
Ciftciler
Mezbaha iscileri

Veterinerler

TOPLAM

Calisma Guruplari
16/80 (%20)
19/114 (%17)
6/44 (%14)
3/12 (%25)

44/250 (%17.6)

23



Tokat ve Sivas Koylerinde KKKA
seroprevalansi

Crimean-Congo
Hemorrhagic Fever
Virus in High-Risk
Population, Turkey

Turabi Gunes, Aynur Engin, Omer Poyraz,
Nazif Elaldi, Safak Kaya, llyas Dokmetas,
Mehmet Bakir, and Ziynet Cinar

In the Tokat and Sivas provinces of Turkey, the overall
Crimean-Congo hemorrhagic fever virus (CCHFV) sero-
prevalence was 12.8% among 782 members of a high-risk
population. CCHFV seroprevalence was associated with
history of tick bite or tick removal from animals, employ-
ment in animal husbandry or farming, and being >40 years
of age.

=+ 3% and a design effect of 1. The estimated sample size
required was 664. but the target sample size of high-risk
persons was increased to 782. Another 100 persons who
were not at high risk for CCHFV infection. but who lived
in urban areas in the high-risk region and agreed to provide
blood samples. were also included in the study. The study
protocol was approved by the Cumhuriyet University Hos-
pital Human Ethics Committee.

The CCHFV Seroprevalence Study Team in Turkey
included a physician and a nurse who went to the selected
villages and approached the heads of the village and se-
lected families. They explained the objectives of the study
and asked for written informed consent from participants
or parents of participating minors and then administered an
interview-based questionnaire and collected a blood sam-
ple. The questionnaire considered the following variables:
age: sex: history of tick bite, tick removal from animals,
animal abortion. and animal slaughtering activity: close
contact with a CCHFV patient or an animal: and occupa-

tion. Blood samples (10 mL each) were collected and later
toctad Fasr cntilhadinc 40 COTLITY bhyer 3acinno

11z aclaliaalin

Emerging Infectious Diseases * www.cdc.gov/eid * Vol. 15, No. 3, March 2009




e 2006 yilinda Tokat ve Sivas’ a ait 14 ilcede 56 kdy

e Saglik calisanlari, mezbaha iscileri, veterinerler calisma disi

Calisma Guruplari
e 7 vyas ve Ustl koy ahalisi 100/786 (%12.8)
e Kontrol gurubu (sehirliler) 2/100 (%2)

160 -

m Total
140 {4 0O CCHFV seropositive
120
100 -
60 -
40 -+
20 -+
.l L

7—10 1120 21-30 3140 41-50 51-60 6170 7183 25
Age group. y

No. persons
@
o




KKKA seroprevalansinda riskler

Table 2. Demographic features and risk factors associated with CCHFV seroprevalence (univariate analysis) for persons living in rural
areas of Tokat and Sivas provinces, Turkey, 2006"

Risk factor category No. seropositive persons/total population (%) p value
Age >40'y 731410 (17.8) <0.001 :
History of tick bite 78/483 (11.5) 0.002
Tick removal from the animals 69/450 (15.3) 007 <
Animal abortion 19/135 (14.1) 0.67
Slaughtering activity 251151 (16.6) 0.18
Contact with CCHFV patient 14/89 (15.7) 0.44
Contact with an animal 97734 (16.6) 0.26
Job

Farmer 93/656 (14.2) 0.02

Animal husbandry 94/664 (14.2) 0.01

Milking 35263 (13.3) 0.79

Student 1/38 (2.6) 0.11

Emerging Infectious Diseases « www.cdc.gov/eid « Vol. 15, No. 3, March 2009 o6




Kelkit Vadisi’'nde KKKA seroprevalansi

DISPATCHES Kirsal kesimde %10

Subclinical
Infections with
Crimean-Congo

Hemorrhagic Fever
Virus, Turkey

Hiirrem Bodur, Esragiil Akinci, Sibel Ascioglu,
Pinar Onguru, and Yavuz Uyar

Emerging Infectious Diseases - www.cdc.gov/eid - Vol. 18, No. 4, April 2012



Seroprevalence and Risk Factors of Crimean-Congo
Hemorrhagic Fever in Selected Seven Provinces
in Turkey

e 18 yas ve Ustl saglkh gonalld 25/1066 (%2.3)
e Sehirliler 14/796 (%1.8)
e Kirsal kesimde yasayanlar 11/270 (%4.1)

Samsun 1.0% ﬁ
Kirsal kesimde %19.6

* North
Ertugrul et al., 2012

| Aydli 1.3. :'
c West. k Gaziantep
Caglayik D.Y. et al. J Med. Virol, 2013




Ege Bolgesi’'nde KKKA serolojisi

Arboviruses in the
Mediterranean Countries

6th FEMS Svmposium

Present Status of Arbovirus Sero-Epidemiology in the Aegean
Region of Turkey

DeMIR SERTER

Department of Microbiology and Infectious Diseases, School of Medicine,
Ege University, Izmir, Turkey
Bunyavirus-like genus: Crimean Hemorrhagic Fever-Congo virus (CHF-C) was used as an-
tgen. % 9.21 of the sera were found to contain HA-inhibiting antibodies against the antigen
{Table 8). This percentage 15 quite high for such a tick-borne infection. L'his high percentage




KKKA yayillminda Go¢men kuslar, TR

Role of Migratory
Birds in Spreading
Crimean-Congo
Hemorrhagic Fever,
Turkey

Hakan Leblebicioglu, Cafer Eroglu,
Kiraz Erciyas-Yavuz, Murat Hokelek,
Mustafa Acici, and Hava Yilmaz

We investigated migratory birds’ role in spreading
Crimean-Congo hemorrhagic fever virus (CCHFY) through
attached ticks. We detected CCHFY EMA in ticks on mi-
gratory birds in Turkey. Two isolates showed similanty with
CCHFVY genctype 4, suggesting a role for ticks in CCHFY
epidemics in Turkey and spread of CCHFY by birds.

e 188 keneden 2’ sinde PCR ile CCHFV pozitif

e Hyalomma sp. 1, Ixodes sp. 1

The Study

Birds were caught by nust-nets, banded (ringed), and
examimed tor ticks at the Cernek Bird Ringing Station
(41736'N, 36°05"E) m the Kizihinnak Delta m Turkey. an
mlernationally noportant wetland area for buds (). We
conducted the study during the spring and autumn migra-
tion seasons n 2010 and 2011 and in spring 2012, Bird
species and mumber ot ticks on each species were recorded.
Each hick was speciated by exammimg morphologic charac-
leristics under stereotmeroscope (3).

The dentified ticks were placed in tubes with steel
beads and homogemzed at the maximum speed (50 Hz) for
10 mn 1 Tissuelyser LT device (QLAGEN. Hilden, Ger-
many). BENA was 1solated accordimng to the manufacturer’s
recommendations by using High Pure Viral Nucleie Acid
Kit (Roche Applied Science, Mannheimm, Germany), bat as
a small modification. the homogemzed tck mixture was
keptat 37°C for 1 h

In accordance with the manufacturer’s recommenda-

- mmrn  wleietonm ] melaoal T RT A aeefae e bl e THoemceseid 2.1 T.ns

Leblebicioglu H. et al. Emerg Infect Dis 2014
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AF481802 Russia
UBS412 Russia
DQ2116844 Russis
g4t AY277872 Russia
DO211649 Turkey
AY277676 Buigaria
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AF428144 Kosovo
GQ337053 Turkey
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M85625 China

AYDZ29157 China

AY223475 Urbekistan

AJ010848 China

AF358784 China
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100 FJ392604 Turkey
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U15021 Senegal Genotype 7
1001 DQ211832 Senegal
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Genotype 4

Genotype 5

Genotype 1

U15024 Madagascar

Genotype 2

Genotype 3

Ganotype 6

e S genom segmentine

gore genotip 4

Leblebicioglu H. et al. Emerg Infect Dis 2014




KKKA yayiliminda Go¢gmen kuslar, GR
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Migratory Birds,
Ticks, and Crimean-
Congo Hemorrhagic

Fever Virus

To the Editor:
published study. Estrada-Penia et al.
reported the ﬁndme Of(‘mnean Congo
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LETTERS

stricto (s.s.). 1.e., the principal vectors
of CCHFV (2). Of 10 morphologically
representative ticks. 9 were identified
by molecular methods as H. rufipes
and 1 as H. marginatum s.s. (6).

Ticks Dbelonging to the H
marginatum complex are common
in large parts of the African and
ElllElElEll] {.mmneme TllE‘ immamre

PCR ile pozitif
Virus S segmentine

4 o

1 KU§ ustundekl 3 kene

gore Afrika 3 clade (grup)

Lindeborg M. et al. Emerg Infect Dis 2012



KKKA yayiliminda Go¢men kuslar, Fas

DISPATCHES

Crimean-Congo
Hemorrhagic
Fever Virus

in Ticks from
Migratory Birds,
Morocco

Ana M. Palomar, Aranzazu Portillo,
Paula Santibanez, David Mazuelas, Juan Arizaga,
Arifie Crespo, Oscar Gutiérrez,
Juan Francisco Cuadrado, and José A. Oteo

e 52 kene 6 havuzda toplanmis
e Tum keneler Hyalomma

O
iﬂ" X zZouala

&°

° 05 0
500 km

Figure 1. Location of fouala, Morocco

e 6 kene havuzundan 4’ i PCR ile CCHFV pozitif

Palomar AM. et al. Emerg Infect Dis 2013



KKKA Patogenezi

®Hala acik degil !
®Dendritik hucreler, endotel, monositler, makrofajlar,

hepatositler, adrenal hicreleri ana hedef !

®inflamatuar mediyatorler
®° IL-6, IL-8, IL-10, TNF-alfa, NO......
*Koagulasyon fonksiyon defektleri, fibrinoliz

® Petesi, ekimoz, kanamalar
® Yaygin damarici pithtilasma (YDP)



Interferon(IF) yanit

Virus

NG

Endosome

dsRNA
Hellcase
CARDICARD!
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CCHFV IRF3 yolagini

| L > | NF-xB
» | ATF-2/c-Jun

Cytoplasm

*Andersson |, et al. J Med virol 2008
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ELSEVIER Microbes and Infection 12 (2010) 1071—1078
www.e lseviercom/locate/mc mf

Original article
Toll-like receptor 8 and 9 polymorphisms 1n Crimean-Congo
hemorrhagic fever

Aynur Engin **, Serdal Arslan ®, Sibel Kizildag °, Hasret Oztiirk °, Nazif Elaldi ®, Tlyas Dékmetas
Mehmet Bakir *

* Departments of Infectious Diseases and Clinical Microbiology, Cumburivet Unive rsig 2
® Department of Molecular Biology and Genetics, Faculty of Science and Literature off Cumhurivet University, 58140 Sivas, Turkey

Recerved 12 June 2000 accepted 12 July 2010
Available onlme 30 July 2010

Abstract

Crimean-Congo hemorrhagic fever (CCHF) 1s an acute viral hemorrhagic fever. The clinical course and outcome of the CCHF infection are
different in humans. Toll-like receptors (TLRs) are a family of pathogen recognition receptors. TLRE and TLRY contribute to the recognition of
viruses. We investigated frequency of TLRS Metl Val, TLRS -129C/G, TLRY - 1486 T/C and TLRY 2458G/A polymorphisms in CCHF patients and
healthy controls. Our study was conducted between June 1 and August 31, 2007 in Cumhuriyet University Hospital, Turkey. TLR genotypes
were detected using the PCR-RFLP assay in 85 CCHF patients and 171 healthy controls. We found that heterozygous plus homozygous mutant
genotypes frequency for TLRS MetlVal and for TLRY -1486T/C were significantly higher in CCHF patients than controls (p = 0.038 and
p = 0.009, respectively). The frequency of TLRS -129G/G genotype in the fatal CCHF patients was significantly higher than that of the non-fatal
patients (p = (0L026). The frequency of TLRY -1486C/C genotype was significantly higher in fatal CCHF patients than in healthy controls
(p = 0.009) and in patients with severe disease compared to non-severe disease (p = 0.044). Our findings suggest that TLRS Met1Val, TLRS
120907 G. and 71RO - 148AT/C nolvmomhbizsms are immortant on clinical conrse of CCHF disease



Hastaneye basvuruda virus yuku
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Virus titer (copy/ml)
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KKKA’da olum ile baglantili

®Kontrol edilemeyen viremi

*Ozgiil IgG antikor yoklugu OLUM

®1 Sitokin seviyeleri }:,w_, R’

®Yaygin damarici pthtilasma ! ar
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KKKA’da Ozgiil Tani

® Kan 6rneklerinden virus izolasyonu

—Fare beynine inokulasyon
—Hucre kaltiri (Vero E6, BHK 21, SW 13)

®*Molekdiler tani yontemleri

—RT-PCR (nested)
—Real time-PCR

® Serum orneklerinden antikor tayini

*ELISA IgM
*ELISA 1gG
oIFA




KKKA Klinigi

Inkiibasyon periyodu

® Kene tutunmasindan sonra
-1-3 (En fazla 9) giin

® infekte kan/doku temasi

sonrasi
-3-10 (En fazla 13) glin
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Belirtiler
Ani baslangicl
Bas agrisi

Usiime-titreme
Ates

Kas agrilari

Bas donmesi
Boyun agrisi

Bel agrisi




Belirtiler

® Yaygin karin agrisi

® GOz dibinde agri
® Fotofobi

® Bulant

® Kusma

® |shal




Klinigi agir hastalarda

® Birkac glin sonra
-Suur bulaniklig

-Huzursuzluk

-Uyuma hali
-Cokuntu hali

-Bezginlik

-Karaciger lojunda agri




Terminal donemde

® Koma
® Sok
® Multiple organ yetmeazligi
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= = = Platelets

s W hite Blood celis

.} criartate aminotransferase
e Alarine aminotransferase

Pﬂéﬁ:ﬂg_.h;;

lgM {7 days—4 months] and 1gG {7 days-5 years)

Major | angealar
7020-25 hc l01-~

Incubation Prehaemormhagic peniod
37 days 1-7 days

7 days 10 days

2-3days

*Ergonul O, Lancet Infect Dis, 2006



Laboratuvar bulgulari

Trombositopeni
Anemi

Lokopeni

Lokositoz

AST )
ALT 1

GGT 1

ALP 1

LDH ¢

CPK )
BUN
Kreatinin )
Proteinuri
Hematduri

—
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Laboratuvar bulgulari

® Koagililasyon fonksiyon
testlerinde bozulma

-PT 1
-aPTT T
-INR 1
-D-dimer 1
-Fibrinojen
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KKKA Tedauvisi

® Destek tedavisi

® Ribavirin tedavisi ? o

®Bagisik serum tedavisi ?

®Diger tedaviler ?




Destek tedavisi

1- Sivi ve elektrolit takibi
2- Koagulopati takibi... Gerekliyse;
-TDP -Trombosit aferezi
3- Kanama takibi.....Gerekliyse;
-Tam kan/Eritrosit suspansiyonu

4- Gerektiginde Yogun Bakim Unitesi’nde takip



Ribavirin ile klinik calismalar

Arastirici Yil Form Hasta sayisi Mortalite
Adi ribavirin/kontrol

Mardani M. 2003 PO 139/48 |
Ergoniil O. 2004 PO 8/22 —
Alavi-Naini 2006 PO 236/19 |
Ozkurt Z. 2006 PO 22/38 —
Cevik M.A. 2008 IV 9/16 -
Fisgin N. 2009 PO 21/20/11 -
Elaldi N. 2009 PO 126/92 —
Koksal . 2010 PO 64/72 —




KKKA tedavisinde ribavirin:

Sivas deneyimi

®2003-2009 yillari arasinda yatan konfirme KKKA

hastalari
® Geriye doniuk kohort

®iki gurup hasta
® Oral ribavirin alanlar (Ribavirin gurubu)

® Oral ribavirin almayanlar (Kontrol gurubu)

52



KKKA’da Oral ribavirin etkisi

Ribavirin Kontrol P-degeri
(n=328) (n=506)

Olen, n(%) 24 (7.1) 36 (7.0) 0.938

Yasayan, n(%) 312 (92.9) 478 (93.0%
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Ribavirin Kontrol




Ribavirin Kontrol

Eritrosit suspansiyon
(Ortalama Unite)
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Ribavirin Kontrol




Ribavirin olasi etki mekanizmalari
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Favipiravir (T705)
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Survival (%)

Virus titer in blood

Ribavirin ve Arbidol Favipiravir 300 mg/Kg

100 FFU 1,000 FFU
= T-705 T-705 T-705
Ribavirin Arbidol n ; T )
Placebo 100 mg/(kg x d) Placebo 150 mg/(kg x d) L’lacego 4 300 mg/{kg x d) 300 mg/(kg x d) 300 mgi(kg x d)
days Oto 6 daysOto 8 days -1to 3 days -11l03 kye O to days Oto 8 days 1108 days 2108
s __ 1004 100 - 100 100
10 n=5§ 3§ n=5 1 5 n*6 n=5 n=5 n=5
=
>
50- 54 - I ad b ~
@
=t —r—r—r—r—— —r—r—r—r——— H——r—r—_——
0246 811214 0 2 4 6 B 101214 0 2 4 6 8 101214 2 46 8101214
0246 8101214 2 46 8101214 2 46 8101214 0 2 4 6 8101214
S — S —— e AL N — . %

59 59 59 54 ¢ Ef PP

= . & . 4 . ‘ e 3

g g °* ose . i .

Y e 34 — He 34 g o

u.o '. J.-' :g 2 — 2

& 2 21 . e 2 i o |e= e - e e - - an e e - an e e

S . o - e e . 3 > X z :

N . @ o B L o o o
2 4 8 11 2 4 &8 M 2 4 8 11 2 4 B 1 & 3¢ § 2 3§ & 1 RS R ¢ 3 8 n
Day post infection Day post infection Day post infection Day post infection Day post Infection Day post Infection Day post Infection Day post Infection

n=6 Md3in=3 n=5 n=5
Favipiravir disiik do
T-705 T-705 T-705
Placebo 30 mg/(kg x d) 15 mg/lkg x d) 7.5 mgl(kg x d)
days 0to 5 days Oto 8 days 0to 8 days0to 8
100+ 100+ 100 100-
. n=8 n=8§ n=5 n=g6
£
s 50 50 504 50
>
4
> {
w 0 T +——T— T o+
0 2468101214 0 2 4 6 8101214 0 2 4 6 3101214 0 2 4 6 8 101214
3€ 64 64 64 64 o
e =
=3
BE 4 S 44 4 4 -
": 2 . e ’
§§"-J 2'----- 2‘0--‘- 2‘-‘30-0--0-
2 3 7 11 14 2 3 7 11 14 2 3 7 11 14 2 3 7 11 14 59
Day post infection Day post Infection Day post infection Day post infection

5



.
Al

’ ¢
W Tesekkur ederim!



