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4. Marburg ve Ebola
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Bunyaviridae- Nairovirus
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Casals J Proc Soc Exp Biol Med 1969 May;131(1):233-6 Antigenic similarity between
the virus causing Crimean hemorrhagic fever and Congo virus.

Chumakov MP Acta virol 1970 Jan;14(1):82-5 Relationship between strains of
Crimean haemorrhagic fever and Congo viruses. .


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Sannikova%20IV%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Doganci%20L%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus

Iran 1975

Am J Trop Med Hyg. 1975 Mar,24{2):353-7

Crimean hemorrhagic fever-Congo (CHF-C) virus antibodies in man, and in domestic and small mammals, in Iran.
Saidi S, Casals J, Faghih MA

Abstract
A Crimean hemaorrhagic fever-Congo (CHF-C) virus antibody survey was carried out in Iran with sera from man and several animal species; this survey was

done by means of agar gel diffusion precipitation (AGDP) test with the following results {(percent positive of number tested): men, 13% of 351; sheep, 38% of
728 goats, 36% of 135; caftle, 18% of 130; camels, 0% of 157; small mammals, 3% of 274. A number of sera were tested by complement-fixation (CF),
neutralization (N), and hemagglutination-inhibition (HI) tests in addition to the AGDP test. A good carrelation was found in the results with 105 sera tested by
AGDP, HI, and N, with approximately 70% to 75% positive in all three tests; by CF, only 20% were positive. Of 55 human sera, of which 15 could be tested by
M test, about half were positive by AGDP and only 10% by HI at low titers; none was positive by N and CF tests. These results suggest that any one of the

three serological tests (M, HI, and AGDP) can be used to survey the antibody prevalence in sera from domestic animals; the CF test, not unexpectedly, was
less suitable. Our results, however, are inconclusive in regard to the human sera.
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Arch Virol (1990) [Suppl 1]: 323-340
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Epidemiology of Crimean-Congo hemorrhagic fever in Senegal:
temporal and spatial patterns
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Summary, Aspects of the spatial and temporal patlerns of transmission of A SN

Crimean-Congo hemorrhagic fever (CCHF) virus were studied in Senegal, o k A I kl I k H I
West Africa. A country-wide serological survey of domestic animals indi- * ve tor‘ ag"' ' ' o ar.a Ya omma spp
cated that transmission was most intense in the northern dry sahelian zone

and least in the southern, more hurmid guinean zone. Human [gG prevalence,

ranging from nearly 20% to < 1% among 8 sites throughout the region, also

was greatest in the north. A fatal human case of CCHF from Rosso, /’ fr’uncafum
Mauritania in 1988 was studied and an accompanying serosurvey of human

contacts and domestic animals indicated epidemic transmission during that

period, Systemaltic samples of adult ixodid ticks on domestic animals allowed v

us to analyze the distribution and relative abundance of potential CCHF H mp / m
virus vectors, demonstrating that Hyalomma spp. predominated in those / € rafu
bictopes where transmission was most intense. A prospective study of CCHF

virus infection and tick infestation in sheep exposed a period of epizootic

transmission in 1988 that corresponded temporally with increased abund- h o o h /
ance of adult H. truncatum and H. impeltatum. Four strains of CCHF virus R Iplcep a US
were isolated from pools of these ticks and of Rhipicephalus guilhoni. Our

results suggest that CCHF virus 15 locally endemic throughout the region,

although highly variable in time and space, and that the relative abundance

of Hyalomma ticks may be the primary determinant of epidemic trans-
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24. Geographical distribution

Capua (1998) lists 35 countries throughout Africa. the Middle East., Asia and some

southern and eastern European countries where evidence of CCHF virus has been

demonstrated. However, in some countries, especialy France. Portugal and Turkey

the evidence 15 somewhat tenuous and requires confirmation The distribution of

CCHF wvirus appears to comcide with the geographical range of the chief vectors 1.2
members of the Hvalomma tick genus. Countries where Hyvalomma ticks are present,
but are currently free of CCHF virus should be considered at risk. As suggested by
Capua (1998). 1t would appear prudent for EU countries at risk to undertake

surveillance of resident ratites for the presence of CCHF virus.
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Viral haemorrhagic fevers

wr

. EBOYV outbreaks Lassa fever - CCHF
MARY outbreaks - South American Haemorrhagic Fevers

Fig. 1 Map of the world showing those countries known in 2005 to be affected by viral
haemorrhagic fever (VHF) viruses. All those marked produce nosocomial outbreaks, with
the exception of the South American haemorrhagic fever viruses. CCHF, Crimean-Congo
haemorrhagic fever; EBOV, Ebola virus; MARV, Marburg virus.
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DIKKATI TBMM
Raporuna Gore
Kene Viriisi
Ajan Olabilir!:

TBMM uvuzmanlarinin Kirnm
Kongo Kanamal Atesi ile

ilgili hazirladig! rapordan: Biyoterorizm veya biyolojik savas ajani
olarak kullanilmasindan korkulmaktadir.




Bakanlik Keneye Karsi Keklik ve Sulunle Mucadele
Edecek

Turkiye'de yaz aylarin gelmesiyle sik¢a gorulen kene olumleri vatandaslan
tedirgin ederken, tabiata salinan be¢ tavugu, sulun ve kekliklerle, Kirnm Kongo
Kanamali Atesi (KKKA) hastaligindan kaynaklanan olumlerin onune gecilmesi
hedefleniyor.

Turkiye'de yaz aylarin gelmesiyle
sikca gorulen kene olumleri
vatandaslar tedirgin ederken, tabiata
salinan bec¢ tavugu, Salin ve
kekliklerle, Kinm Kongo Kanamal
Atesi (KKKA) hastaligindan
kaynakianan olumlerin 6nune
gecilmesi hedefleniyor. Orman ve Su




KKKA - Vaka Tanimi

Klinik Tanimlama S.L!phel' g
% k ¥ < Klinik tfanimlamaya uyan, baska nedenle
< Ates, basagrisi, myalji, halsizlik, agiklanamayan vaka
bulanti/kusma, karin agrisi / ishal
<+ Lokopeni, trombositopeni, Olas! vaka
ylksek AST-ALT-LDH-CK < Klinik tanimlamaya uyan ve en az 2

destekleyici bulgu
Destekleyici bulgular X 3

< Hemorajik - purpurik dokiinti < Bélgede birden fazla vaka varsa

o Di‘g’er hemora\iik Semp"'omlar‘. dCSTCk'CYiCi bUIgu olmaksizin klinik
tanimlamaya uyan

Epidemiyolojik hikaye

< Kene isirmasi Kesin vaka
<+ Hayvanlarla yakin temas ~ Klinik tanimlama +
%  Kirsal alanda yasama/ seyahat % Kan- doku érneginde viral RNA'nin
| gosterilmesi
< Hayvan doku-kani ile temas % Spesifik IgM pozitifligi
%  Laboatuvar galisani - % Spesifik Ig6 titresinde 4 kat artis
<  Cevrede benzer hasta Kesin tani almis vaka ile epidemiyolojik

baglanti
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KKKA- Risk Gruplari

“+*Endemik bdlgede yasayanlar

“+*Endemik bédlgede tarim ve hayvancilik yapan ¢iftgiler

M ‘v’,’ !
“+*Kasaplar, mezbaha galisanlari o\
“*Cobanlar
“*Veteriner hekimler B n s '
i N g R IR e
“+Saglik galiganlari B o PR . O il

<*Laboratuvar calisanlari

<*Endemik bdlgede kirsal alana gezi yapanlar, kamp
kuranlar, piknikgiler

»Avcilar



Epidemiyolojik Ozellikler
Erkek cinsiyet % 50
Giftgi 7% 90

Kene tutma oykiisi % 60

Ergoniil O ve ark clin Infec Dis 2004
Karti SS ve ark Emerg Infect Dis 2004
Bakir M ve ark J Med Microbirol 2005
Ozkurt Z ve ark J Infect 2006

Ergoniil O ve ark clin Microbiol Infect 2006



KKKA - Bulas

Hastalanma olasiligi: 0.215

Goldfarb LG, 1980




The attack and the infection rates of Crimean Congo Hemorrhagic Fever Virus Infection in an
) endemic region
Onder Ergéniil, Herve Zeller, Sirin Menekse, Aysel Celikbas, Sebnem Eren, Nurcan Baykam, Basak Dokuzoguz

ECCMID 2006, Nice

Bulgular: Enfeksiyon orani 0.27 (14/55)

Kene isirigi 6ykiisii olanlarda enfeksiyon orani 0.42 (p=0.046).

Atak hizi: 0.20 (11/55).

Sonug¢

Endemik bélgede yasayan her 5 kisiden biri, kene isirigi
oykisd her iki kisiden biri enfekte olmaktadir. Enfeksiyon
hizi ve atak hizi diger hastaliklarla karsilastirildiginda
oldukga yiksektir.




Joumal List - Emerg Infect Dis = . 15(4); Apr 2012 > PMC3309E635

Emerg Infect Dis. 2012 Aprlk 15(4): 620542
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KKKA- Patogenez

Virisun replikasyonu

Proinflamatuvar yanit
|
Endotel Hasar!
Intirensek koagiilasyon kaskatinin aktivasyonu
DIK ve multi organ yetmezligi

¢y

Oliim




KKKA- Patogenez

Evaluation of Serum Levels

of Interleukin (IL)-6, 1L-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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BRIEF REPORT

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

During viral hemorrhagic fevers, inflammatory processes are
key elements of the immune response, and the release of proin-
flammatory cytokines—in particular, of interleukin (IL)-1, IL-
6, and tumor necrosis factor (TNF)-a—have been suggested
to be related to the disease course |6, 7]. However, studies of
cytokines with respect to CCHF are lacking, and they are needed
to achieve a better understanding of the pathogenesis of the
disease caused by CCHFV infection |8]. To define the possible
role that inflammatory responses play in the control of the

:r\"-ﬂf“'ilﬁ“ 1o .ﬂ"."".lr\'|:r'|ﬂ."1 [ar=-Lakhhanl Iﬂ'l.?ﬂ1i." ﬂr r1r|'n1.'-;1'|:|:| l|I'I'| r\ﬂ‘l':.nr\l':'
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Viral Load as a Predictor of Outcome
in Crimean-Congo Hemorrhagic Fever

Mustafa Aydin Cevik.' Ayse Erbay,' Hirrem Bodur.' Selim Sirri Eren,'
Esragil Akinci,' Kenan $Sener? Pinar Ongiri' and Ayhan Kubar®

"Infectious Diseases and Clinical Microbiology Department, Ankara Mumune
Education and Research Hospital, and “Department of Viroloay, Gulhane

first reported in Turkey in 2002 [10-12]. By the end of 2006,
there were 1103 confirmed cases and 59 deaths (a case-fatality
rate of 5.4%) in Turkey [4].

The usual approach for CCHF diagnosis combines the de-
tection of the viral RNA genome and/or the antigen and the
detection of specific Ighl antibodies in human serum or blood
samples. In the acute stage of the illness, serological tests are

Military Medical Academy, Ankara, Turke

Viral yiik 10° 1 mortal

efore humoral immune re-
sensitive assav for detection
—d on RT-PCR for the early

Crimean-Congo hemorrhagic fever (CTHF) 15 a potentially
fatal disease affecting multiple organ systeiis. o delerniiie
the association between viral load and severity of CCHF in-
fection, quantitative measurement of CCHF virus was per-
formed using 1-step reverse-transcriptase polymerase chain
reaction for 36 patients with CCHF infection. Viral loads
ranged from 1.1 % 107 copies/mL to = 9.9 X 10" copies/mL.
Nine (25%) of 36 patients died. In 8 of the 9 patients with
fatal outcomes, viral loads were detected that were
=1 ¥ 107 copies/mL, whereas in 25 of the 26 patients with
nonfatal outcomes, viral loads were detected that were
<1 107 copies/mL (P<.001). A viral load =1 10° RNA
copies/mL can be considered to predict a fatal outcome with
a positive predictive value of 80%, with 88.9% sensitivity and
92.6% specificity. We suggest that viral load is a measure of
the severity of CCHE

stage of infection [13]. This study aimed to determine the
association between viral load and the severity of CCHE
Patients and methods. A prospective study was performed
at Ankara Mumune Education and Research Hospital, a referral
and tertiary-care hospital in Ankara, Turkey, during the spring
and summer of 2006. Fifty-one patients who had an epide-
miologic risk factor (i.e., a history of tick exposure and/or
residence in or travel to an area of CCHF endemicity) and
acute febrile syndrome characterized by malaise, bleeding,
thrombocytopenia (platelet count, <150,000 platelets/mm?),
and elevated aspartate transaminase, alanine transaminase, lac-
tic dehydrogenase, and creatinine phosphokinase levels were
referred from surrounding hospitals to the Infectious Diseases



Yiiksek viral yik
4 Distik antikor cevabi
KKKA- Patogenez IL10 artis
IF gama artisi

CLINICAL AND VACCINE IMMUNOLOGY, July 2010, p. 1086-1093 Vol. 17, No. 7

1556-6811/10/$12.00  doi:10.1128/CV1L.00530-09
Copyright © 2010, American Society for Microbiology. All Rights Reserved.

Interacting Roles of Immune Mechanisms and Viral Load in the
Pathogenesis of Crimean-Congo Hemorrhagic Fever

Ana Saksida,' Darja Duh,' Branka Wraber,' Isuf Dedushaj,”
Salih Ahmeti,” and Tatjana Avsi¢c-Zupanc'*

Institute of Microbiology and Immumology, Faculty of Medicine, University of Lijubljana, Ljubljana, Slovenia'; Faculty of Medicine,
University of Pristina, Pristina, Kosovo®; and Clinic of Infectious Diseases, Pristina, Kosovo™

Received 24 December 2009/Returned for modification 20 January 2010/Accepted 12 May 2010

Until now, the pathogenesis of Crimean-Congo hemorrhagic fever (CCHF) has not been well described.
However, it has been hypothesized that it could be a result of the direct injury of virus-infected tissues in
combination with the indirect effects of host immune responses, including cytokines. To shed more light on the
role of viral load and cytokines, differential influences of CCHF virus (CCHFV) RNA load. antibody response,
and cytokine production on severity and outcome of the disease were studied in sera of 46 patients with
confirmed acute CCHF from Kosovo. In this study, viral load proved to be strongly related to the severity and
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Haemophagocytosis in a patient with Crimean—

Congo haemorrhagic fever

Atahan Cagatay,1 Mahir Kapma?_,1 Asli Karadeniz,' Seniha Basaran,

Mustafa Yenerel,g Selim ‘T’avuz,g kKenan Midilli,3 Halit Dzsut,1
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1[.‘-uE:[:martr'r';ent of Infectious Diseases and Clinical Microbiology, stanbul Faculty of Medicine,

Istanbul University, lstanbul, Turkey
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Istan bul University, lstanbul, Turkey
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Crimean—Congo haemorrhagic fever (CCHF) is a severe disease with a case fal
BO%. A patient dwelling in an endemic region for CCHF was admitted with fewe
bleeding diathesis and pancytopenia Despite no history of tick exposure, CCHF
suspected. With an oral ribavirin therapy, clinical and laboratory improvements wer
diagnosis was confirmed by detection of IgM antibody to CCHF virus and positi
Although the main pathogenesis of CCHF infection is not elucidated yet, haemo
symptom rarely reported in viral haemorrhagic fevers, was observed in this case,
Haemophagocytosis is suggested to have a role in the development of pancytop
the mechanism of which still needs to be investigated, probably with cytokine st
with clinical symptoms and patient history, haemophagocytosis may be an indica

Fig. 1. Haemophagocytosis of neutrophils, erythrocytes, platelets
and erythroblasts by a histiocyte in a bone marrow aspiration
smear (May-Grunwald-Giemsa stained, magnification x1000).
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Crimean-Congo hemorrhagic fever: Five patients
with hemophagocytic syndrome

Nuriye Tasdelen Fisgin,!* Tunc Fisgin,® Esra Tanyel,! Levent Doganci,' Necla Tulek,

Hemofagositoz sendromu tani kriterleri

Klinik kriterler

Three pedia
hemophagoi 41'65

>rleri

iterler

ezi biyopsilerinde hemo

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



Kemik iligi aspirasyonu

hemofagositoz

A) Eritrositin fagositozu

B) Trombositin fagositozu

Karti SS, et al. Emerg Infect Dis 2004



Viral yiikle parelel olarak CD3- CD8 T hiicreler artiyor.
Ancak hayatta kalanlarla 6lenler arasinda anlamli fark yok.

Int J Infact Dk, 2009 Sep;13i5):560-3. dol: 10.101 &7.1pd.2008.05.027. Epulb 2008 Dac 27.

Analysis of lymphocyte subgroups in Crimean-Congo hemorrhagic fever.

Akanci E, Yilmaz M, Boedur H, Ongurd P, Bayazit FN, Erbay A, Ozet &.

Cliniz of Imfecticue Clee3sas and Chnical r~1|:r:t-|:|:-;|5.-. Ankara Numune Educalion and Ressanch H-:-apltal. E.amiﬂpazarl. ANEIrs, T 'I".E!.'. EErEIgLIEKIﬂE-I@:rEIPEIE-.:Em

Abstract

OBJECTIVES: This study examined the association between lymphooyte subgroups and mortality im patients with Crirmean-Congo hemormhagic fever
(CCHRY im Turkey.

METHODS: During the sprimg and surmmer of 2007, peripheral blood was collected from hospitalized petients with suspected CCHF. Lymphocyte
subgroups wera characterzed by fluorescence-activated cell sorting. CCHF cases were confimed by defecting viral RMA& by PCR andior Igh

antibodies by ELISA. Lymphocyte subgrowps were compared between fatal and non-fatal cases. The correlation between lymphocyte subgroups amd
viral loads was also investigated.

RESULT 5:; Saventy-sewven confirmed cases of CCHF were included in this study (five cases were fatal (8.5 %)), Mo differences in lymphocyte
subgroups wers found betwesn fatal and non-fatal cases, except for significantly higher CO3HCDE+ T cells in the fatal cases (p=0.017}. A positive
comelation between viral load and CO3+C08+ T cells was also delected (p=0.044). There was no correlston between other lymphocyte subgroups
and wiral laad.

CONCLUSIONS: Higher lewels of CO3+HCDE+ T lynnphooytes were detecied in fatal compared to mon-fatal CCHF cases. Despite this cytofoxic immune
activation, a fatal outcome could not be prevented. We hypothesize that high viral load and other factors may influence this cutcome, slthough more
studies are required to explain the pathogenesis of CCHF.



KKKA- Patogenez

Hematological aspects of Crimean-Congo
hemorrhagic fever

Kinm-Kongo kanamal atesinin hematolojik yonleri
Immundalogical

Increasad levels of cytokines
(ThFa, IL-1,IL-6, IL-10)

Increasad serum naoplerin

Feride Duru, Tunc Fisgin
Department of Pediatric Hematology, Ondokuz Mays University, Faculty of Medic Increased absalute number of
peripheral blood natural killer cells

Abstract

Crimean-Congo hemorrhagic fever (CCHF) is an acute tick-borme viral disease transmitted to humans by Hyalomma ticks
or by direct contact with the blood of infected humans or domestic animals. In certain areas of the world, including Africa,
Asia, South East BEurope and Middle East, sporadic cases or outbreaks of CCHF have been reported. During the: last six-
year period from 2003 to 2009, CCHF has also occurred endemically in Turkey, particularly during spring and summer,
with a case-fatality rate of approximately 5%. The disease is characterized by acute fever, naus
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Tiwk J Hamatol 2009 26: 1616




Klinik Seyir

Inkubasyon
Prehemorajik donem
Hemorajik dénem

Konvelesan donem

Hoogstraal,H. J med Entemol 1979; 307-417
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KKKA-inkubasyon < Kene ezilmesi

<+ Kene tutmasi

Inkubasyon: 3.4 ( 2- 7) giin
<+ Enfekte ¢iftlik hayvanlarinin

s Akut infekte hastalarin

Kan -viicut sivilari - dokulari

Inkubasyon: 4.7 ( 2- 9) giin

Swanepoel R. et al. Rev Infect Dis. 1989, vol 11, suppl 4




KKKA- Semptomlar

Ates Bulanti-kusma
Usiime - titreme i<hal
e Halsizlik
Bas donmesi

Miyalji

Karin agrisi



KKKA- Klinik Bulgular

0:0 Ates (380 % Kaﬂama
Epistaksis
% Konjuktival hiperemi Hemdlehes
Melena
: Hematri
< Hepatomegali - .
Hemoptizi
splenomegali Intraabdominal
Vajinal

%  Dokintd

L/
0’0

Stupor ( Intrakranial kanama)
Ral (ARDS, Hemotoraks)
Sarilik

Bobrek yetmezligi

/
0’0

Petesi

J
0’0

(4

Makulopapiiler

o
*



Hastalik Seyri
Prehemorojik Donem

1-7 giin, ~3 giin

Ani ates yiikselmesi (4-5 giin siirer)
Basagrisi
Kasagris:

Halsizlik

Ishal
Bulanti
Kusma

Yizde hiperemi
Konjonktivit
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Fizik Muayene Bulgulari

Yagsayan hastalar | Olen hastalar | p
n= 50 (%) n=4 (%)
Ates 38 C° 21 (42) 2 (50) 0.755
Kanama
Hematemez 13 (26) 4 (100) 0.009
Melena 7 (14) 4 (100) 0.001
Burun kanamasi 20 (40) 3 (75) 0.301
Hemoptizi 4 (8) 1(25) 0.341
Hemattuiri 8 (16) 0 (0) 0.509
Makiilopapiiler rash 15 (30) 1(25) 0.640
Konjunktival hiperemi 21 (42) 1(25) 0.638
Somnolans 17 (34) 4(100) 0.022
Sarthk 5 (10) 1(33) 0.330
Diare 17 (34) 2 (50) 0.607
Hepatomegali 17 (35) 0 (0) 0.293

Ergondl ve ark. clin Microbiol Infect 2006

Suur bozuklugu ve splenomegali,
Bakir M, ve ark. J Med Microbio/ 2005






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

* Amag: KKKA ile takip edilen hastalarin kardiyak fonksiyonlarini degerlendirmek.
* Metod: 2007 yili hastalar:
Prospektif
Hospitalizasyonun ilk 24 saati i¢inde transtorasik EKO
» Bulgular:17 hasta ciddi 27 hasta hafif seyirli
5 hasta mortal seyretmis.

Ciddi olgularda ve 6zellikle mortal olgularda sol ventrikil ejeksiyon
fraksiyonu (p=0.04) disuk, pulmoner arter sistolik basinci (p=0.02)ylksek,
siklikla perikardiyal efiizyon (p<0.001) saptanmis..

« Sonuglar: Kardiyak fonksiyonlar mortal ve ciddi seyreden olgularda bozulmus.

Virus kalp kaslarinin direkt invazyonu veya kardiyak yapilarda endotel
hasarinin bunda roli olabilir

Engin A, Yilmaz MB,Elalar N et al. 1JID


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Engin%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus

Crimean Congo Hemorrhagic Fever and
Diffuse Alveolar Haemorrhage

<+QOlgu sunumu: Gross hemoptizi olmadan diffiiz bilateral alveolar
hemoraji ile seyreden oral ribavirin tedavisi sonrasinda klinik ve

radyolojik olarak hizla diizelen bir olgu sunulmus

< Alveoler hemoraji endotel hasarina baglanmis

Doganci L. Trop Doct. 2008 Oct;38(4):252-4


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Doganci%20L%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus




Respiratory lesions in Congo-
Crimean hemorrhagic fever

« Amag: KKKA olgularinda akciger bulgularinin,

* Metod: 283 hastanin klinik, laboratuvar ve radyolojik gorinimleri
degerlendirilmesi, proinflamatuvar sitoki diizeylerinin belirlenmesi

« Bulgular: Pulmoner lezyonlar acute respiratory distress syndrome (ARDS)ile
uyumlu bulunmus

Hemorajik periyodda bulgular kan tikirme, pulmoner hemoraji ve plevraya
kanama. Hastaligin ciddiyeti proinflammatory sitokineler ile korele

« Sonug: KKKA nin her doneminde Respiratuvar bulgular gorilebilir. Hemorajik
donemde sistemik inflamatuvar reaksiyonla iligkili olarak ARDS goriilebilir

Sannikova IV. Ter Arkh. 2007;79(11).20-3


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Sannikova%20IV%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus

Transfiizyon Iligkili Akut Akciger Hasar!

Imminkomplekslerin olusmasi ve pulmoner vaskiiler yataga
geg¢mesi sonucu vazoaktif maddeler salinir ve bunun
sohucunda

“+Alveoler bolgeye sivi kagagt,

< Kompleman aktivasyonu,

<L okositoz

“*Polimorfniikleer notrofillerde aktivasyon olur

+. Her unite kan transfiizyonu TRALT riskini arttirmaktadir
Transfusion 1997,;37:719-726.

J Clin Invest 1998;101:1458-146
Sanchez R. Am J Clin Pathol. 2007 ;128(1):128-34



J Infect 2005

CASE REPOIET

Crimean Congo hemorrhagic fever infection
simulating acute appendicitis

Aysel Celikbas™, Onder Ergoniil™*, Basak Dokurzoguz®, Sebnem Eren®,
Murcan Baykam®, Arife Polat-Diizgin®™
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KKKA- Laboratuvar Testleri

<+ Lokopeni

+(Trombositopend

» Transaminaz yuksekligi
<+ LDH yiksekligi

% CPK yu 1qi
% PT, aPTT uzamasi




Laboratuvar Bulgular:

Yasayan hastalar  Olen hastalar p
ortalama (min-max) ortalama (min-max)
n=50 n=4

Uzamis Prothrombin zamani, /s 16 (10-42) 27 (18-33) 0.002

Uzamis aktive parsiyel fromboplastin 44 (25-74) 73 (55-92) <0.001

zamani, /s

Trombosit sayisi / mm3 27,000 11,000 0.038
(3,500-108,000) (6,000-15,000)

Lokosit sayisi / mm3 1,880 1,800 0.595
(150-13,000) (1,200-3,000)

Alanine transferase, U/L 331 1,125 <0.001
(38-1,443) (219-1,785)

Aspartate transferase, U/L 913 3,200 0.004
(65-7,150) (773-7,700)

Lactic dehydrogenase, U/L 2,545 4 019 0.478
(283-26,000) (1,980-9,480)

Creatinine phosphokinase, U/L T 1823 0.736
(10-21,189) (1388-2164)

Ergonil, ve ark. &lin Microbiol Infect 2006



Ciddi Seyir Kriterleri

Swanepoel; Ciddi seyir kriterleri.
Hastaligin ilk 5 giiniinde

< Lokosit sayisi >10 000/mm3, veya

<»  Trombosit sayisi <20 000/mm3, veya

<  AST > 200 U/L, veya

<  ALT >150 U/L, veya

“+ aPTT >60 saniye, veya

<+ Fibrinojen < 110 mg/dL

Swanepoel R. et al. Rev Infect Dis. 1989, vol 11, suppl 4




Ciddiyet Kriterleri
Hangi laboratuvar testleri fatalitenin gostergesi ?

ORIGINAL ARTICLE 10.1111/].1469-0691.2006.01445.x

Analysis of risk-factors among patients with Crimean-Congo haemorrhagic
fever virus infection: severity criteria revisited

R Sensitivite  Spesifite (%) PPV NPV (%)
(%) (%)

Lokosit sayist, 100 94 25 100
. 10,000/mm?

AST >200 U/L, 9 100 100 18

Swanepoel
> 700 U/L, 16 100 100 58
alternatif
ALT  >150 U/L, 10 100 100 28
Swanepoel
>900 U/L, 43 98 75 D2
alternatif
not possible because of haematemesis and melaena. Higher levels of AST (=700 U/L) and ALT
(= 900 U/L) are suggested for use as severity criteria. Oral ribavirin was not effective for patients with

haematemesis, and intravenous ribavirin is necessary for treatment of CCHEF.
Keywords Crimean-Congo haemorrhagic fever virus, diagnosis, ribavarin, risk-factors, severity criteria

Orizinal Submission: 5 May 2005:  Revised Submission: 16 Movember 2005:  Accepted: 24 Movember 2005



KKKA- Tani o (O o
< Virds izolasyonu
Fare beyni inokiilasyonu

The ACDP Hazard Group 4 viral haemorrhagic fevers viruses
Hucr‘e ku' Tur‘u ARENAVIRIDAE BUNYAVIRIDAE
* ks Old World arenaviruses Mairoviruses
’0’ se r‘o ' OJ ' Lassa Cnmean Congo hasmorrhagic
o Lujo fenver
< ELISA
, : New World arenaviruses

** IFA Chapare

,:, PCR Guanarito
Junin

<+ Kompleman Birlesme Reaksiyonu Machupo

5 Sabia
<+ Immiinodifiizyon
R > TS FLAVIVIRIDAE FILOVIRIDAE
: Alkhurma haemorrhagic fever Marburg

Omsk haemorrhagic fever
viilal 11axsiliivii II«I:?-Il‘_.a]Il.a-r ICVEIlIo dll

similar human infectious
diseases of high consequence

Advisory Committee on Dangerous Pathogens



KKKA: Virits/Antikor Kinetikleri

RT-PCR 16
e ———————————————————————————

Viris izolasyonu
—
ELISA IgM IgG IFA

IgM pozitifligi: 2-3 aydan 6 aya Zeller H




Ayirict Tani

Bilinen
Enfeksiyonlar
Bruselloz

Q Aftesi
Riketsiyoz
Erlichioz

Lyme
Leptospiroz
Salmonelloz
Malarya

Enfeksiyon disi
B12 eksikligi
Febril notropeni
Toksikasyon

Diger VHF

Gliney Amerika
Lassa

Rift Valley
Hanta

Ebola & Marburg
Sari Humma
Dengue
Kyasanur

Omsk

Alkumra



KKKA- Tedavi

Destek tedavi
» Transfiizyon

Trombosit

Eritrosit

Tam kan

Taze donmus plazma

“+*Organ yetmezligine yonelik destek



KKKA- Tedavi

Spesifik tedavi yok

Ribavirin ?2?
Yiikleme.... 30 mg / kg

4 gun........ 15 mg / kg /gin (6 saat)

6 gin.......7.5 mg / kg /giin (8 saat)
(DSO)




Ribavirin
+ FDA onay! yok
% Etkinlik acisindan en énemli/ en cok tartisilan ilag

<+ Vero hiicrelerinde in vitro viral replikasyonu inhibe eder

<» Hayvan modelleri; ortalama yasam siiresini uzatir



Ribavirin
% Gastrointestinal kanamalari olan hastalarda oral ilag alimi

sorunlu olabilmekte ve ilacin etkinligi agisindan kuskular

gelisebilmektedir
<» En onemli yan etki anemidir, tedavi tamamlandiktan dizelir

\/

<+ Tedavinin etkinligi agisindan erken tani ¢cok anemlidir, ciddi
komplikasyonlar gelistikten sonra ribavirin tedavisinin etkinligi

azalmaktadir



Gozleme Dayali Calismalar

Pakistan,
3 saglik ¢alisani (2 cerrah 1 yardimci personel)

oral ribavirin 4 g/giin X 4 giin ve 2.4 g/giin X 6 giin

3 hastanin tedavi oncesi;
BK ve PLT sayilari disiik,
AST ve ALT diizeyleri yiksek
Hemostazi bozuk
olim olastligi %90.

Tim degerler ribavirin baslandiktan 48 saat sonra normal

Fisher-Hoch SP, et al. Lancet. 1995 Aug 19.346(8973):472-5.



The efficacy of oral ribavirin in the treatment
of crimean-congo hemorrhagic fever in Iran.

We compared the mortality rate among patients suspected of having
Crimean-Congo hemorrhagic fever (CCHF) who received treatment with
oral ribavirin and those who did not.

Ninety-seven (69.8%) of 139 treated patients suspected of having CCHF
survived, and 61 (88.9%) of 69 treated patients with confirmed CCHF
survived.

The efficacy of oral ribavirin was 80% among

paTien’rs with confirmed CCHF and 34% among patients
suspected of having CCHF.
Considering the limitations of observational studies, we conclude that

oral ribavirin is an effective treatment for the hemorrhagic form of
CCHIE:

Mardani M, &lin Infect Dis 2003; 36: 1613-1618.



2002-2003

Orta siddete olgular

Ciddi olgular
Ribavirin verilen
Ribavirin verilmeyen

Olim orani
Total
Ribavirin verilmeyen

30

22

7%2.8
% 4.5

Ergonul O, et al. Clin Infec Dis 2004



Eur J Clin Microoiod Infect Cle. 2009 Aug;25(8):929-33. dol: 10.1007/5100%96-009-07 25-2. Epub 20093 Mar 20.
The role of ribavirin in the therapy of Crimean-Congo hemorrhagic fever: early use is promising.
Tasdelen Fisgin M, Ergonul O, Doganci L, Tulek N.

Faculty of Medicina, Capariment af Clinkcal Microtiology and Infectious Disezees, Ondokuz Mayle University, Sameun, Turkey. nuiyethifiomu.adu i

Abstract

Crimean-Congo hemarrhagic fever (CCHF) is a disease with high fatality. To demonstrate the effectiveness of nbavirin against CCHF. The first group
of 21 patients received nbavirin within 4 days of the onset of symptoms (early use of ribavirin, EUR); the second group of 20 patients received ribavinn
= or =3 days sfter the onsat of the symploms of the disease (late use of ribavirin, LUR); and the last group of 11 patients did not receive ribavinn [no
use of ribavirin, NUR). At 5-10 days from the onsat of symptoms the mean platelet counts of the patients in the EUR group were significantly higher
than those of the patients in LUR group, and at 7-2 days, they were significantly higher than that of the patients in the NUR group. The mean aspariate
transferase levels in the EUR group were significantly lower than of the NUR group on days © and 8, and the mean alanine transferase level was
significantly lowser on day £ after the onsat of the symploms. There is & beneficial effect of ribavirin if given st an early phase of the CCHF. We suggest
rioavirin use especizlly in the early phasa of the diseass,

Hastaligin ilk 4 giiniinde baslanan ribavirin tedavisi etkili



Tedavide Hiperimmunglobulin?

“*KKKA den iyilesen hastalardan elde edilen serum
Atlarin immunizasyonu ile elde edilen gama globulin

“*Hastaligin erken doneminde faydal
Hoogstral 1979 J. Med. Entomol 307-417

“*Hastaliktan iyilesenlerden elde edilen "Immiin plazma"
7 hasta iyilesme

“*Kontrolu olmayan bir ¢alisma

Vasilenko SM. Lancet 1990;335, 791-792.



Jpn. I Infect. Dis. 64 (3), 439-443, 2011
To 322 a printable version of the articls in the Adobe fils format, click this [FDE] link.

Short Communication

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

Avhan Kubar®, Mustafa Haciomeroglut, Avkut Ozkul?, Umit Bagriacik?®, Esragul Akinci!, Kenan Sener, and Hurrem Bodur!

Gulhane Military Scheol of Medicine, Ankara; 'Fefik Savdam Hygiens Center, Anlara; * Ankara University, Ankara; *Gazi University, Ankara; and *Ankara Numune Training and Fesearch Hospital,
Ankara, Turkey

(Raceived May 10, 2011. Acceptad August 9, 2011)

*Corresponding author: Mailing address: Gulhane MMilitary School of Medicine, 06018 Anlara, Turkey. Tel: +90 312 3043414, Fax: +00 312 3043402, E-mail: alubar@hotmail com

SUMMARY: Crimean-Conge hemorrhagic fever virus (CCHEV), a member of the genus Mairovirus of the family Bunyaviridae, causes a severe disease in humans with high mortality rates. In Turkey, the
number of patients with CCHE has increased since 2002. Here, we aimed to treat CCHFE patients with CCHEV hyperimmunoglobulin. We prepared a CCHEV hyperimmunoglobulin product from 22
individuals who survived CCHE infection. A total of 26 CCHE patients were enrolled into this study. For CCHEV hyperimmunoglobulin adminiztration, a Kubar Unit (K1) was defined. As a standard
therapeutic approach, 400 KU of hyperimmunoglebulin were given to each patient as a single doze before viral load was detected. We used one-step real-time reverse tranzeriptaze-PCE. to monitor the viral
load of CCHF patients. According to the one-step real-time PCE. results, 15 patients with a viral load of 10° copies’'ml or more were defined as high nisk. In this high-risk group, the survival rate was found
te be 86.6%: (13/15) and 2 patients died despite CCHEV hyperimmuneglobulin adminiztration. CCHF iz a very sericus and highly fatal infection, particularly for patients in the defined high-risk group.
Prompt adminiztration of CCHEV hyperimmunoglobulin might be a very promising new treatment approach, especially for high-risk individuals.



Korunma

“*Endemik badlgelerde yasayanlar veya bu bélgelere seyahat edenler
bahar ve yaz aylarinda kenelere karsi énlem almalidiriar.

*+KKHA siphesi olan vakalarin kan ve viicut sivilari ile perkitan veya
mukokiitanoz temas edildiginde o bdlge bol su ile yikanmalidir.

<*Maruz kalanlar 10-14 giin boyunca KKHA belirtileri agisindan yakin
takip edilmelidir.






2007 CDC Viral Kanamali Ateglerde
Korunma Onerileri

“+Standart onlemler
“*Temas onlemleri
*Damlacik onlemleri ve
606z koruma onerilir

“Infekte aerosollerin ortama yayilmasini
gerektiren girisimler sirasinda solunum bulasini
onlemeye yonelik “izolasyon odalari” kullanilabilir

“*Rutin hasta bakiminda "Solunum Bulas: —
Onlemleri” gerekmez ODC

7=

http.//www.cdc.gov/ncidod/dhqgp/pdf/guidelines/Isolation2007. pdf



Kisisel Korunma Ekipmanlari

Klinik takip sirasinda
Eldiven, onlik

Laboratuvar disinda +

gereksiz Aerosolizasyon olacak islem
yapilacaksa

Yiz koruyucu maske veya gozlik ile
http.//www.health.state.mn.us/divs/idepc/dtopics/infectionco: N 9 5 mGS ke



ANEAH 1.Enfeksiyon Hast.Klinigi




ANEAH 1.Enfeksiyon Hast.Klinigi




ANEAH 1.Enfeksiyon Hast.Klinigi




Temas Sonrasi Uygulamalar

“*Hastanin kan ve viicut sivilari ile temas edilmisse, temas edenin en az
14 giin kadar ates, halsizlik, yaygin viicut agrisi ve diger belirtiler
(lokopeni, trombositopeni vb.) yoniinden ayaktan izlenmesi

gerekmektedir

*+*KKKA hastalarina yapilan uygulamalar sirasinda kazara igne batmasi
s0z konusu olursa, ighenin battigi yer sabun ve su ile yikanarak

dezenfektan ile silinmelidir

“*Hastanin kan ve vicut sivilarina yine kazara bir temas olmasi halinde,

enfekte materyale maruz kalan balge sabunlu su ile iyice yikanir

“+Goze enfekte materyal sicramis ise, g6z temiz su ile iyice



Saglik Calisanlarinda Yaklagim

Supheli enfeksiyon:
Hastanin kanina ya da vicut sivilarina
temas

1. Bir hafta boyunca gunlik Tam Kan
sayimi
2. Profilaksi (?)

14 giin sonunda normal tam kan

Dusuk trombosit ve |0kosit duzeyi
sonuglari

1. Hospitalizasyon ve izolasyon

Takip kesilmeli 2. Hematolojik destek
3. Ribavirin




Kontamine Yiizey ve Aletlerin
Dezenfeksiyonu

“*Yer ve ylizeyler

<+ Tibbi aletler (Viicut dereceleri, Steteskop)
“*Hastanin esyalari (Catal, kasik, bardak, tabak)
<+ Surgl ve ¢op kutulari

1:10 luk sodyum hipoklorit






