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Kirim-Kongo kanamali atesi (KKKA)

Keneler tarafindan bulasan,
Ates ve kanama ile karakterize zoonotik bir hastaliktir

Ik olarak 1944 yilinda kirim'da

1956'da virus, kongo'da benzer semptomlara sahip bir cocuktan izole edildi ve kongo virusu olarak
adlandirildi

1969'da iki etkenin ayni oldugu tespit edildi

KKKA bir dizi hayvani enfekte eder; insanlar hastalik gelistiren bilinen tek konakcidir

van Eeden PJ, Joubert JR, van de Wal BW, et al. A nosocomial outbreak of Crimean-Congo haemorrhagic fever at Tygerberg Hospital. Part I. Clinical features. S Afr Med J 1985; 68:711.
Whitehouse CA. Crimean-Congo hemorrhagic fever. Antiviral Res 2004; 64:145.
Hoogstraal H. The epidemiology of tick-borne Crimean-Congo hemorrhagic fever in Asia, Europe, and Africa. J Med Entomol 1979; 15:307.



-

Epidemiyoloji

KKKA, ana vektoru olan Hyalomma cinsi keneler

Her yil GUneydogu Avrupa ve Bati Asya'dan 1000'den fazla insan vakasi
bildiriimektedir

Afrika, Orta Dogu, Asya ve Guneydogu Avrupa'nin bazi bolgelerinde endemiktir

Insanlara birincil bulasma yolu kene isiriklaridir

Mertens M, Schmidt K, Ozkul A, Groschup MH. The impact of Crimean-Congo hemorrhagic fever virus on public health. Antiviral Res 2013; 98:248.
Maltezou HC, Papa A. Crimean-Congo hemorrhagic fever: risk for emergence of new endemic foci in Europe? Travel Med Infect Dis 2010; 8:139.
Negredo A, de la Calle-Prieto F, Palencia-Herrején E, et al. Autochthonous Crimean-Congo Hemorrhagic Fever in Spain. N Engl J Med 2017; 377:154.

Leblebicioglu H, Ozaras R, Sunbul M. Crimean-Congo hemorrhagic fever: A neglected infectious disease with potential nosocomial infection threat. Am J Infect Control 2017.



Crimean-Congo hemorrhagic fever distribution map

LI

Reproduced from: Centers for Disease Controf and Prevention. Crimean-Congo Hemorrhagic Fever (CCHF).
Available at: http://www.cdc.gov/vhf/crimean-congo/index.htm! (Accessed on October 22, 2015). U T D 1
Do dle

Copyrights apply



Kirim Kongo
Kanamali
Atesi

(KKKA)’nin
Cografi
Dagilimi

Geographic distribution of Crimean-Congo Haemorrhagic Fever (2022)
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I\g'/simsel varyasyon

Kuzey Yarimkure'de, KKKA'nin bulasmasi Mayis- Eylul aylari arasinda
yaygindir

En yuksek insidans Haziran ve Temmuz aylarindadir

Pakistan'da KKKA, Mart -Mayis aylari arasinda ve Agustos- Ekim aylari
arasinda yilda iki kez pik yapar

Sheikh AS, Sheikh AA, Sheikh NS, et al. Bi-annual surge of Crimean-Congo haemorrhagic
fever (CCHF): a five-year experience. Int J Infect Dis 2005; 9:37.



- iliskisi

Turkiye'de, yaz aylarinin baslarinda en yuksek bulasma var

836,5 m'den daha yuksek rakimda yasamakla guclu bir iliski var

Diger calismalarda orta rakimlarda, tipik olarak yaklasik 1000 m'de
mevsimsel bulasma bildirilmistir, bu muhtemelen kene
populasyonlari icin optimum kosullari yansitmaktadir

Gunaydin NS, Aydin K, Yilmaz G, et al. Crimean-Congo hemorrhagic fever cases in the eastern
Black Sea region of Turkey: Demographic, geographic, climatic, and clinical characteristics. Turk J
Med Sci 2010; 40:8209.

Sisman A. Epidemiologic features and risk factors of Crimean-Congo hemorrhagic fever in Samsun
province, Turkey. J Epidemiol 2013; 23:95
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“Keéne vektorleri

KKHAV, oncelikle Ixodes familyasindan , ozellikle Hyalomma marginatum olmak uzere sert

govdeli

lyalomma keneleri yoluyla bulasir

En yaygin viral rezervuarlar, yetiskin keneler tarafindan enfekte edilen evcil hayvanlardir
(koyun, kecl, sigir ve domuz).

Larvalar ve nimfler, virus icin guclendirici konak gorevi goren kemirgenler, yabani tavsan,
Kirpi ve karada yasayan kuslarla beslenme egilimindedir

Keneler, nispeten sicak, kuru habitatlarda en kolay sekilde hayatta kalir. lliman bir kis
mevsiminin ardindan ve azalan yagis ortaminda kene yogunlugu belirgin sekilde artar; bu
kosullar artan insan KKKA vakalari ile iliskilidir

Anagnostou V, Papa A. Evolution of Crimean-Congo Hemorrhagic Fever virus. Infect Genet Evol 2009; 9:948.

Papa A, Dalla V, Papadimitriou E, et al. Emergence of Crimean-Congo haemorrhagic fever in Greece. Clin Microbiol Infect 2010; 16:843.

Hoogstraal H. Changing patterns of tickborne diseases in modern society. Annu Rev Entomol 1981; 26:75.
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Two—host ixodid tick life cycle

Adulits attach to the Summer
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T he adult is considered the diagnostic stage, as identification to the species
level is best achieved withh adults. An example of an ixodid tick of public health
concern with this life cycle is Hyasfommms marginatuum, a vector of Crirmean-—
Congoc viral hemorrhagic fever.

Two-host ixodid ticks hawve a life cycie that usually spans over two years.
Gravid females drop off the second host after feeding to lay eggs (1), usually
in the fall. Eggs hatch into six-legged larvae (2) and overwinter in this stage.
T he following spring, the larvae seek out and attach to the first host (3).
usually a rodent or lagomorph. The larvae molt into nymphs on the first host
(ZFa3b). Engorged nymphs drop off the first host, usually Iin the Ilate summer
or fall (4) and overwinter in the nymphal stage. Nymphs miclt into adults the
following spring (35) and seek out thhe second host (6), which is usually =
larger herbivore (bovids, cervids, etc). Adults feed on the second host during
the summer and mate. In the fall, females drop off the second host to
continue the cycle. Females may reattach and feed multipie times. Humans
may serve as first or second hosts for ticks with this life cyclie. Also, the second
host does not necessarily have to be a separate species or even a separate
individual as the first host.

Reproduced Ffrom: Centers Tor Diseasse Corntrof and Prevention. DEPDx: Ticks. Availablie =2t
Rifp - S lvwwww o cd . gov/ dpdxSEicks), fAccessed on October 22, 201 5).
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Bunyavirales
Takimi

Leishbuviridae
— Arumowot Virus AMTV

~—— Punta Toro Virus PTV

— Rift Valley Fever Virus RVFV |
Sandfly Fever Sicilian Virus SFSV

Toscana Virus TOSV
~—— Guertu Virus GTV

Heartland Virus HRTV
Uukuniemi Virus UUKV

Order Bunyavirales

Nairoviridae

Peribunyaviridae

Arenaviridae

Hantaviridae

Phenuiviridae
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Leventhal S. Shanna, A look into Bunyavirales
genomes: Functions of non-structural
proteins, Viruses 2021



4 ;KKKAV \\\

carbohydrates
Polymerase (L) \

Bunyavirales takiminda, g
Nairoviridae ailesinde nandoc IS

Orthonairovirus genusunda yer alan

Kirrm-Kongo Kanamali Atesi Virusu (KKKAV)’dur.
Zarfl,

Sferik, ug segmentli

Tek sarmalli negatif RNA

lkozahedral

Pleomorfik

Ergondl O. Crimean-Congo haemorrhagic fever. Lancet Infect Dis. 2006 Schematic
presentation of the virus structure Copyright © 2006 Sebnem Eren



WRKKA VIRUSU

Dis ortama nispeten dayaniksiz
Konak disinda uzun sure yasayamaz
Ultraviyole ile hizla olur

56°C’de 30 dakikada inaktive olur

Dezenfektenlara ve sodyum hipokloride duyarili
%2 gluteraldehide duyarli

Ortam pH’'sina duyarl (dusuk pH'da inaktif)
Hucre kulturlerinde uretilebilir

Ribavirine in-vitro duyarli
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Kd PATOGENEZ] \
Dendritik hucreler,

Endotel,

Monositler, makrofajlar,

Hepatositler,
Adrenal hucreleri virusun ana hedefi

Koagulasyon fonksiyon defektleri, fibrinoliz

Petesi, ekimoz, kanamalar
Yaygin damar ici pihtilasma (YDP)



IMMUN SISTEM

enfoid hucrelerin
tukenmesi ve
mononukleer

fagositlerin enfekte

olmasi

Virusun
Immiin immun
inaktivasyon sistemden
kacisi

Virusun

sistemik
yayilimi
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Original Article

The effect of inflammatory cytokines and the level of
vitamin D on prognosis in Crimean-Congo hemorrhagic
fever
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TDepartment of Infectious Diseases and Clinical Microbiology, Atatlirk University Faculty of Medicine, Erzurum,
Turkey: “Department of Infectious Diseases and Clinical Microbiology, Recep Tayyvip Erdogan University Faculty

of Medicine, Rize, Turkey; “Department of Infectious Diseases and Clinical Microbiology, Ldtfi Kirdar Training and
Research Hospital, Istanbul, Turkey: “Department of Medical Biochemistry, Faculty of Medicine, Atatlrk University,
Erzurum, Turkey

Received August 20, 201.5; Accepted October 10, 2015: Epub October 1.5, 2015;: Published October 30, 2015

Abstract: Crimean-Congo haemorrhagic fever (CCHF) is a tick-borne viral disease. Its pathogenesis basically involves
endothelial damage. The aim of this study was to determine serum IL2, ILS, IL 10 and 25 OH Vitamin D levels
in patients with CCHF and also to reveal their role in the clinical course and prognosis of the disease. Diagnosis
of CCHF was confirmed using the positive polymerase chain reaction (PCR) test and/or positive IgM antibody by
enzyme-linked immunosorbent assay (ELISA). Serum L2, IL-6, IL-10 and total 25 OH Vitamin D levels were also
measured using ELISA. Eighty CCHF patients and 110 healthy controls were enrolled. IL2, ILS and IL10O levels were

80 KKKA hastasi

110 saglikh kontrol

D Vitamini ile AST arasinda pozitif korelasyon (r=0.402; P<0.001)
IL-6 ile CK arasinda pozitif korelasyon (r=0.714; P<0.001)
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Table S. Fatal and mnonfatal gsroup IL2. ILG. IL10O and

Vitamin D levels 1000 -
Tests Fatal Nonfatal P value
L2 1. 31+0.16 1. 36+x0.29 o.6s 800 - & Fatal
ILe 1259 07+1969.49 09 . 81+339.18 o Relokl & Non fatal
IL10 244 124+305.26 79.324+1334_29 o.0oa 600 i
Vit D 45 7T7rx51_ 21 2494 40x+x2494 20 oO. 08 ] -
400
244,12
Table 6. Comparison of significant variables affecting 200 - 79,3289.62
disease severity 1,31 1.36 1.36 . 45,77 24,425,74
- 0 1 . . :
- o525 confidence
P Odds ratio interval IL2 IL6 IL10 VITD
Hemorrhage O. 002 T O9538 2.12-209. 738
Altered consciousness O. 015 O. 098 O.01-0O0.64
Hepatomegaly O. O34 5.396 1. 13-25.59

IL2, IL6 ve IL10 degerleri hasta grubunda anlamli olarak daha yuksek
IL10 seviyeleri, agir grupta anlamli olarak daha yuksek

IL6 ve IL10 seviyeleri olen grupta anlamli olarak daha yuksek



7% Hastaneye Kabulde Viriis Yiikii (kopya/ml)
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Kaya S, Elaldi N, et al. BMC Infect Dis, 2014
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) KKKA'da Ozgiil Antikor Yoklugu
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31 fatal olguda akut fazda serolojik ve virolojik analiz sonuclari

(CUTF)
Degisken Pozitif olgu (n) / P-degeri
Test sayisi (n) (%)
Anti-CCHFV IgM (+) 12/31 (39) <0.0001
PCR (+) 21/22 (95)
Anti-CCHFV IgG (+) 3/31 (10)

Kaya S, Elaldi N, et al. BMC Infect Dis, 2014
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Endotelde
viral antijenler

Endotelyal
disfonksiyon

4 )
Viral faktorler

Virus nedeniyle konaktan salinan
mediatorler (sitokinler)

. J

Endotel
hasari

Hemostaz
sorunu

Trombosit agregasyonu ve degranulasyonu
Intrensek koagulasyon kaskadinin aktive olmasi

\
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NEKROZ

Nekrotik alanlarda Eozinofilik degisiklikler
kanamalar ve hucre ve "Councilmann
kaybi Cisimcigi”

Anlamli inflamatuar cevabin
olmamasi, hucresel hasarin virusun
direkt sitopatik etkisi oldugunu
gosterir.

YAGLANMA

KUPFFER HUCRE HIPERPLAZISI

AMGO—O0 P> A0 > X

Nekrotik alanlarda
inflamatuar
hucreler azdir veya
yok

Ciddi hepatik nekroz dusuk veya
etkisiz immun cevapla birliktedir
ve fatal gidisin gostergesidir
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Hyalen membran
olusumu

Yaygin alveolar
hasar

Mononukleer

intra-alveolar

kanama interstisyel pnomoni




Lenfoid tiiketim

Fokal nekroz

Periarteriyel kiliflarda
lenfosit birikimi




CCHFV hucre icine girdigide IRF-3(Interferon regulatory factor 3) yolagini aktiflestirerek, interferon yanitini
geciktirir. Ayrica CCHF virusunun interferon alfaya da duyarili olmadigi goralmustur.
Hucrede interferon yanitini 48 saat kadar geciktirerek, konak¢l savunmasina engel olur.
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ENDOTEL
HASARI

PLATELET
AGREGASYONU,
DEGRANULASYONU
, SAY| VE
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EKSTRINSIK
KOAGULASYON
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AKTIVASYONU

DIC PATOGENEZ|
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Kontrol edilemeyen viremi N

Ozgul IgG antikor yoklugu

Sitokin seviyeleri > SBLUM

Yaygin damar ici pthtilasma

Kanamalar
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KKHAV RNA duzeyi >107 kopya/mL, mortalite icin onemli bir
gostergedir (pozitif prediktif deger %80, duyarliik %89, ozgulluk
%93)

Swanepoel R, Gill DE, Shepherd AJ, et al. The clinical pathology of Crimean-Congo hemorrhagic fever. Rev Infect
Dis 1989; 11 Suppl 4:S794.

Cevik MA, Erbay A, Bodur H, et al. Viral load as a predictor of outcome in Crimean-Congo hemorrhagic fever. Clin
Infect Dis 2007; 45:e96.

Duh D, Saksida A, Petrovec M, et al. Viral load as predictor of Crimean-Congo hemorrhagic fever outcome.
Emerg Infect Dis 2007; 13:1769.



Olimuin bagimsiz belirtecler

Kanama(ozellikle GIS kanama ve hematuri) Trombositopeni,

Bilingc bozuklugu, Lokositoz,

Merkezi sinir sistemi tutulumu, Artmis AST,ALT,LDH

Ishal, Uzamis APTT
Splenomegali, Azalmis fibrinojen seviyeleri

Swanepoel R, Gill DE, Shepherd AJ, et al. The clinical

Cevik MA, Erbay A, Bodur H, et al. Clinical and laboratory features of pathology of Crimean-Congo hemorrhagic fever. Rev Infect

Crimean-Congo hemorrhagic fever: predictors of fatality. Int J Infect Dis

2008: 12:374. Dis 1989; 11 Suppl 4.S5794.

Hatipoglu CA, Bulut C, Yetkin MA, et al. Evaluation of clinical and Bakir M, Ugurlu M, Dokuzoguz B, et al. Crimean-Congo
laboratory predictors of fatality in patients with Crimean-Congo haemorrhaglc fever ou.tb.reak in Middle Anatolia: a
haemorrhagic fever in a tertiary care hospital in Turkey. Scand J Infect Dis multicentre study of clinical features and outcome

2010; 42:516. measures. J Med Microbiol 2005; 54:385.



2002-2018 yillar1 arasi saglik bakanlig!
Verisi

11041 olgu
528 olum
Fatalite %4,78



Kirnm Kongo Kanamali Atesi Vaka ve Olim Sayilarinin
Yillara Gore Dagilimi, Turkiye, 2002-2018
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w Halk Saghg! Genel Midiirligi
Kirim Kongo Kanamali Atesi insidans Haritasi
(Turkiye, 2017)
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Zoonotlk ve Vektorel Haatuhklar Dairesi Bagkenlig:




KKKA sghlarmm olas| nedenler

Degisen tarimsal uygulamalar

Iklim degisikligi

Evcil hayvanlarin hareketi

Gocmen kuslar

Artan sayida hassas hayvan ve artan kene populasyonlari
Ormansizlastirma ve sulama projeleri gibi degisen tarim uygulamalari
Vektorlerle artan temas

Tanisal farkindaligin artmasi

Estrada-Pena A, Ayllon N, de la Fuente J. Impact of climate trends on tick-borne pathogen transmission. Front Physiol 2012; 3:64.

Jameson LJ, Ramadani N, Medlock JM. Possible drivers of Crimean-Congo hemorrhagic fever virus transmission in Kosova. Vector Borne Zoonotic Dis 2012;
12:753.

Leblebicioglu H, Eroglu C, Erciyas-Yavuz K, et al. Role of migratory birds in spreading Crimean-Congo hemorrhagic fever, Turkey. Emerg Infect Dis 2014;
20:1331.

Leblebicioglu H, Ozaras R, Erciyas-Yavuz K. Emergence of Crimean-Congo hemorrhagic fever. Trans R Soc Trop Med Hyg 2015; 109:676.



ine®iara bulasma

KKKA en yaygin olarak kenelerin tutunmasi veya ciplak
parmakla kenelerin ezilmesi yoluyla bulasir

Enfekte hayvanlarin kan veya diger vucut sivilariyla
dogrudan temas,

Nozokomiyal bulasma ve

Dikey bulasma yoluyla bulasir

Gunduz A, Turkmen S, Turedi S, et al. Tick attachment sites. Wilderness Environ Med
2008: 19:4.

Kar S, Dervis E, Akin A, et al. Preferences of different tick species for human hosts in
Turkey. Exp Appl Acarol 2013; 61:349.




Bulasma

Bulasma ayni zamanda ciftlik hayvanlarinin kaniyla veya diger.
vucut sivilariyla dogrudan temas yoluyla da gerceklesebilir

Mezbaha iscileri ve ciftciler enfeksiyon acisindan yuksek risk
altindadir

Bakir M, Ugurlu M, Dokuzoguz B, et al. Crimean-Congo haemorrhagic fever outbreak in Middle Anatolia: a multicentre
study of clinical features and outcome measures. J Med Microbiol 2005; 54:385.

Capua |. Crimean-Congo haemorrhagic fever in ostriches: A public health risk for countries of the European Union? Avian
Pathol 1998; 27:117.

Jamil B, Hasan RS, Sarwari AR, et al. Crimean-Congo hemorrhagic fever: experience at a tertiary care hospital in
Karachi, Pakistan. Trans R Soc Trop Med Hyg 2005; 99:577.
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1800'den fazla KKKA vakasi

Epirdemiyolojik calisma,

Hastalarin

%69'u kene tutunmasi veya kene temasi oykusu,
%62'si hayvanlarla yakin temas

%10'u hayvan vucut sivilari veya dokusuyla dogrudan temas oykusu bildirdi

Yilmaz GR, Buzgan T, Irmak H, et al. The epidemiology of Crimean-Congo hemorrhagic fever in Turkey, 2002-2007. Int J Infect Dis 2009; 13:380.



KKKA'

Risk,

nozokomiyal bulasi

Ishal, kusma, kanama, yuksek viral yik ile iliskili olan hastaligin sonraki asamalarinda en yiksektir

Kan ve vucut sivilariyla dogrudan temas, igne batmasi yaralanmalari ve sigramalara maruz kalma,
nozokomiyal bulagsmanin yaygin nedenleridir

Saglik personeli ayrica aerosol olusturan prosedurler sirasinda enfeksiyon riski altindadir

Ayni hastane odasini paylasan hastalar arasinda bulasma, muhtemelen enfekte kan veya vucut
sivilariyla temas nedeniyle

Burney MI, Ghafoor A, Saleen M, et al. Nosocomial outbreak of viral hemorrhagic fever caused by Crimean Hemorrhagic fever-Congo virus in Pakistan, January 1976. Am J Trop Med Hyg 1980; 29:941.
Joubert JR, King JB, Rossouw DJ, Cooper R. A nosocomial outbreak of Crimean-Congo haemorrhagic fever at Tygerberg Hospital. Part Ill. Clinical pathology and pathogenesis. S Afr Med J 1985; 68:722.
Sunbul M, Leblebicioglu H, Fletcher TE, et al. Crimean-Congo haemorrhagic fever and secondary bacteraemia in Turkey. J Infect 2015; 71:597.

Leblebicioglu H, Sunbul M, Guner R, et al. Healthcare-associated Crimean-Congo haemorrhagic fever in Turkey, 2002-2014: a multicentre retrospective cross-sectional study. Clin Microbiol Inzfgc:;;t8201ﬁ5;
:387.e1.

Guner R, Hasanoglu |, Tasyaran MA, et al. Is ribavirin prophylaxis effective for nosocomial transmission of Crimean-Congo hemorrhagic fever? Vector Borne Zoonotic Dis 2014; 14:601.

Pshenichnaya NY, Nenadskaya SA. Probable Crimean-Congo hemorrhagic fever virus transmission occurred after aerosol-generating medical procedures in Russia: nosocomial cluster. Int J Infect Dis 2015;
33:120.

Conger NG, Paolino KM, Osborn EC, et al. Health care response to CCHF in US soldier and nosocomial transmission to health care providers, Germany, 2009. Emerg Infect Dis 2015; 21:23.
Gurbuz Y, Sencan |, Ozturk B, Tutincu E. A case of nosocomial transmission of Crimean-Congo hemorrhagic fever from patient to patient. Int J Infect Dis 2009; 13:e105.
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A nosocomial outbreak of Crimean-Congo hemorrhagic fever
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ABSCRACT

Objectives: An outbreak of nosocomial Crimean-Congo Hemorrhagic Fever (CCHF) occurred in a university hospital in
May 2074, The index case was hospitalized with a preliminary diagnosis of intoxication, liver failure and disseminated
iNntravascular coagulopathy {(DIC). The index case. a farmer, died a few howurs later with signs of bleeding.
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Outbreak Investigation: Crmean-Congo Hemorrhag:c Fever Polymerase Chain Reactlon {PCR) was positive in the

—_——— ———— — . .l s e e TS . K S A L

Indeks vaka ile dogrudan ve dolayli temasi olan alti saglik calisani ve iki akraba
Baslica yakinmalar istahsizlik, halsizlik, kas agrisi, bas agrisi, bogaz agrisi ve dokuntu

Acil servis, dahiliye yogun bakim, radyoloji unitesi, infeksiyon hastaliklari ve laboratuvar
calisanlarinin indeks vaka ve/veya sekonder vakalarla temasi oldu

Hastalarin tamamina ribavirin tedavisi verildi

Sonuc: Bir laboratuvar calisani KKKA nedeni ile kaybedildi
Enfeksiyon kontrol onlemlerinin onemini vurgulamak zorundayiz
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KKKA'll hastalarin yakin temaslilari ve akrabalarina bulasma riski
dusuktur

Akrabalar ve bakicilar, enfekte hastalar ve onlarin kan/vucut sivilari ile
dogrudan temastan kacinmali, eldiven ve koruyucu kiyafet giymeli ve
duzenli olarak el yikamalidir.

Tiras bicagi veya dis firgcasi gibi kisisel esyalar paylasiimamalidir

Gozalan A, Esen B, Fitzner J, et al. Crimean-Congo haemorrhagic fever cases in Turkey. Scand J Infect Dis 2007; 39:332.

Gozel MG, Bakir M, Oztop AY, et al. Investigation of Crimean-Congo hemorrhagic fever virus transmission from patients to relatives:
a prospective contact tracing study. Am J Trop Med Hyg 2014; 90:160.

|zadi S, Salehi M, Holakouie-Naieni K, Chinikar S. The risk of transmission of Crimean-Congo hemorrhagic fever virus from human
cases to first-degree relatives. Jpn J Infect Dis 2008; 61:494.
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KKKA'nin dikey (anneden ¢gocuga) bulasmasi
Fetal prognoz olumlu bulunmustur

Emzirme ile KKKA virus bulasmasi bildiriimemistir
Cinsel yolla bulasmanin rolu belirsizdir

Epididimoorsitli KKKA, idrarda virus tespit edilmistir

Gozel MG, Elaldi N, Engin A, et al. Favorable outcomes for both mother and baby are possible in pregnant women with Crimean-Congo hemorrhagic fever
disease: a case series and literature review. Gynecol Obstet Invest 2014; 77:260.

Ergonul O, Celikbas A, Yildirim U, et al. Pregnancy and Crimean-Congo haemorrhagic fever. Clin Microbiol Infect 2010; 16:647.

Erbay A, Cevik MA, Onguru P, et al. Breastfeeding in Crimean-Congo haemorrhagic fever. Scand J Infect Dis 2008; 40:186.

Ergonul O, Battal |. Potential sexual transmission of Crimean-Congo hemorrhagic fever infection. Jpn J Infect Dis 2014; 67:137.

Pshenichnaya NY, Sydenko IS, Klinovaya EP, et al. Possible sexual transmission of Crimean-Congo hemorrhagic fever. Int J Infect Dis 2016; 45:1009.
Aksoy HZ, Yilmaz G, Aksoy F, Koksal |I. Crimean-Congo haemorrhagic fever presenting as epididymo-orchitis. J Clin Virol 2010; 48:282.
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Crimean-Congo Hemorrhagic Fever in Pregnancy:
Two Cases from Turkey and a Review of the Literature
Gebelikte Kinm Kongo Kanamal Atesi: Tuarkiye'’den lki Olgu Sunumu ve Literatar Derlemesi
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Ulkemizden bildirilen olgularda anne 6lim orani %6,6 (1/15) ve
Fetal/neonatal kayip orani %40'dir (6/15).

Ik trimesterde %75 (3/4), ikinci trimesterde %28 (2/7), Giglincl trimesterde %25 (1/4) fetal kayip oldugu gorilmektedir.

Gebelerin %53,3'unde (8/15) kanama gorulmustur. Kanamasi olan gebelerde olum orani %12,5 (1/8) iken, fetal kayip
orani %100 (6/6) bulunmustur.

Gebelikte KKKA nadir fakat oldukca onemli bir klinik problemdir.

Klinigin agirhgi hem anne, hem bebek sag kaliminda onemli bir belirleyici iken, fetus kaybi icin gebelik haftasinin da
onemli role sahip oldugu gorulmektedir.

Virus vertikal olarak bulasabilir ve fetusun enfeksiyonu intrauterin olume neden olabilir. Endemik bolgelerde, anormal
vajinal kanamasi olan kadinlarda KKKA akilda bulundurulmalidir.



34 yas
4 aylik gebe hasta
Yatisindan bir hafta once boynunda gezen kene gormus.

Yatisindan 3 gun oOnce usume, titreme, ates yuksekligi, kol ve
bacaklarinda agri sikayeti baslamis.

Vajinal kanamasi yoktu. Bebek hareketlerini hissedebiliyordu.
Yatista Beyaz kure:1860/mm?,

Trombositler: 53000/mm?,

Hemoglobin: 11 g/dl,

Aspartat transaminaz: 396U/,

Alanin transaminaz: 113U/L,

Kreatin kinaz:325u/l,

Laktat dehidrogenaz: 659U/ idi.

zlemde dis eti kanamasi oldu.

Hipoksisi oldu. Saturasyonlari normal seyretti.
Dinleme bulgusu yoktu.

Atesleri yuksek seyretti.

Trombositleri 20bin oldugu icin 2 kez aferez verildi. Taburcu olmadan
kadin dogum tekrar degerlendirdi. Fetal sikinti yoktu. Kanamasi olmadi.
Bebek sag/saglikli dunyaya geldi. Su anda ikisi de saglikli.
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Rutin laboratuvar prosedurleri takip edilirse, kan numunelerini islerken
laboratuvarda KKKAV'ye maruz kalma riski dusuktur.

Leblebicioglu H, Sunbul M, Guner R, et al. Healthcare-associated Crimean-Congo haemorrhagic fever in
Turkey, 2002-2014: a multicentre retrospective cross-sectional study. Clin Microbiol Infect 2016; 22:387.e1.




'Sk gruplari

Tarim iscilert,

Kirsal kesimde hayvancilikla ugrasan Kisiler,

Mezbaha calisanlari,

Veterinerler,

Kene yogunlugunun yuksek oldugu bolgelerdeki deri fabrikasi ¢alisanlari,
Kampcgilar ve yuruyusculer,

Avcllar,

Askerler,

Saglik calisanlari

Endemik bolgelere seyahat edenler

Atkinson B, Latham J, Chamberlain J, et al. Sequencing and phylogenetic characterisation of a fatal Crimean - Congo haemorrhagic fever case imported into the United Kingdom, October 2012. Eur(23081%rv1e;ll
Lumley S, Atkinson B, Dowall S, et al. Non-fatal case of Crimean-Congo haemorrhagic fever imported into the United Kingdom (ex Bulgaria), June 2014. Euro Surveill 2014; 19.

Tall A, Sall AA, Faye O, et al. [Two cases of Crimean-Congo haemorrhagic fever (CCHF) in two tourists in Senegal in 2004]. Bull Soc Pathol Exot 2009; 102:1509.

Schwarz TF, Nsanze H, Ameen AM. Clinical features of Crimean-Congo haemorrhagic fever in the United Arab Emirates. Infection 1997; 25:364.

Yilmaz GR, Buzgan T, Torunoglu MA, et al. A preliminary report on Crimean-Congo haemorrhagic fever in Turkey, March - June 2008. Euro Surveill 2008; 13.

Beeching NJ, Fletcher TE, Hill DR, Thomson GL. Travellers and viral haemorrhagic fevers: what are the risks? Int J Antimicrob Agents 2010; 36 Suppl 1:S26.

Leblebicioglu H, Ozaras R, Fletcher TE, et al. Crimean-Congo haemorrhagic fever in travellers: A systematic review. Travel Med Infect Dis 2016; 14:73.
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Yuksek riskli populasyonlarda, KKKA enfeksiyonu seroprevalansi %10 -14'tur
Seropozitiflik icin bagimsiz risk faktorleri arasinda

Kene isirigi oykusu,

Kenelerin hayvanlardan elle cikarilmasi,
Hayvancilik veya ciftcilik,

>60 yas ve

Kirsal alanda ikamet

Bagisikligl baskilanmis konakgilarda KKKA enfeksiyonu riski ile ilgili veriler yetersizdir.

Bodur H, Akinci E, Ascioglu S, et al. Subclinical infections with Crimean-Congo hemorrhagic fever virus, Turkey. Emerg Infect Dis 2012; 18:640.

Gunes T, Engin A, Poyraz O, et al. Crimean-Congo hemorrhagic fever virus in high-risk population, Turkey. Emerg Infect Dis 2009; 15:461.
Koksal |, Yilmaz G, Aksoy F, et al. The seroprevalance of Crimean-Congo haemorrhagic fever in people living in the same environment with Crimean-
Congo haemorrhagic fever patients in an endemic region in Turkey. Epidemiol Infect 2014; 142:239.

Christova |, Gladnishka T, Taseva E, et al. Seroprevalence of Crimean-Congo hemorrhagic fever virus, Bulgaria. Emerg Infect Dis 2013; 19:177.
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Kirsal kesimde %10 (2009)

Bodur H, et al. Emerg Infect Dis 2012
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Klinik belirtilerin spektrumu, subklinik hastaliktan (%88); kanama ve ¢oklu organ
yetmezligi ile akut enfeksiyona kadar degismektedir

Yilmaz GR, Buzgan T, Irmak H, et al. The epidemiology of Crimean-Congo hemorrhagic fever in Turkey, 2002-2007. Int J
Infect Dis 2009; 13:380.

Bodur H, Akinci E, Ascioglu S, et al. Subclinical infections with Crimean-Congo hemorrhagic fever virus, Turkey. Emerg
Infect Dis 2012; 18:640.

Kulugka suresi 1 ila 13 gun arasinda degisir;

Viral yuk ve bulagma tipi ile iligkilidir.

Kene isirigindan sonraki ID 1-3 gundur;

Kan ve vucut sivilari ile temasi takiben |ID 3-7 gundur

Vorou R, Pierroutsakos IN, Maltezou HC. Crimean-Congo hemorrhagic fever. Curr Opin Infect Dis 2007; 20:495.
Nabeth P, Thior M, Faye O, Simon F. Human Crimean-Congo hemorrhagic fever, Sénégal. Emerg Infect Dis 2004; 10:1881.



KLﬁiK BULGULAR

Diyare,

Kusma

Kanama

Yuksek viral yuk durumunda ortaya ¢ikan

Nozokomiyal enfeksiyona bagli vakalarda nispeten kisa inkubasyon sureleri

tanimlanmistir

Leblebicioglu H, Sunbul M, Guner R, et al. Healthcare-associated Crimean-Congo haemorrhagic fever in Turkey, 2002-2014: a
multicentre retrospective cross-sectional study. Clin Microbiol Infect 2016; 22:387 .e1.

Naderi HR, Sheybani F, Bojdi A, et al. Fatal nosocomial spread of Crimean-Congo hemorrhagic fever with very short incubation
period. Am J Trop Med Hyg 2013; 88:469.



KK In Klinik belirtileri
Ates

Bas agrisi,

Halsizlik,

Miyalj,

Bogaz agrisl,

Bas donmesi,
Konjunktivit,

Fotofobi,

Karin agrisi,

Mide bulantisi ve kusma

van Eeden PJ, Joubert JR, van de Wal BW, et al. A nosocomial outbreak of Crimean-Congo haemorrhagic fever at Tygerberg Hospital. Part I. Clinical features.
S Afr Med J 1985; 68:711.

Yilmaz GR, Buzgan T, Irmak H, et al. The epidemiology of Crimean-Congo hemorrhagic fever in Turkey, 2002-2007. Int J Infect Dis 2009; 13:380.

Elaldi N, Bodur H, Ascioglu S, et al. Efficacy of oral ribavirin treatment in Crimean-Congo haemorrhagic fever: a quasi-experimental study from Ttég((c)ag J8Ir12f§§t
- 58: .

Swanepoel R, Shepherd AJ, Leman PA, et al. Epidemiologic and clinical features of Crimean-Congo hemorrhagic fever in southern Africa. Am J Trop Med Hyg
1987; 36:120.
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KKKA'll klinik belirtilerin sikligi
Ates (%389),

Bas agrisi (%68),

Miyalji (%70),

Yorgunluk (%92),

Bulanti (%65), kusma ( %43),
Ishal (%25) ve

Kanama (% 23)



Jg‘jer Bulgular

Raller genellikle pulmoner kanama ile iliskilidir.

Okuler bulgular, gorsel sikayetlerin yoklugunda ortaya cikabilen subkonjonktival ve
retinal kanamayi icerir.

Diger klinik bulgular bradikardi, tagikardi, hepatomegali, lenfadenopati ve konfuzyonu
icerir.

Dogan OT, Engin A, Salk I, et al. Evaluation of respiratory findings in Crimean-Congo hemorrhagic fever. Southeast Asian J Trop Med Public Health
2011; 42:1100.

Engin A, Erdogan H, Ozec AV, et al. Ocular findings in patients with Crimean-Congo hemorrhagic fever. Am J Ophthalmol 2009; 147:634.




Siddéﬁkalarda hemorajik belirtiler

Petesi

Ekimoz

Burun kanamasi

Dis eti kanamasi

Akciger kanamasi,

Karin ici kanama,

Hematuri,

Melena

Vajinal kanama (agir adet kanamasi veya erken adet kanamasi)

Siddetli hastaligin, hipotansiyon, sok, coklu organ yetmezligi ve olumle sonuclanan endotel hucre aktivasyonuna
ve artmis vaskuler gecirgenlige neden olan abartili bir proinflamatuar ("sitokin firtinasina") bagli




;;;;;

Terminal donemde
Koma

SOK

Multiple organ yetmezligi

Olim




KKKA’da lyilesme-Olim

lyilesme 9-10. glinlerde baslar
Ates duser

Kanama durur

lyilesme uzayabilir 4 hafta ve Gzer

Olum genelde massif kanama, sok ve multiorgan yetmezligi
sonucu olur



La;atuvar bulgular R

Trombositopeni
Lokopeni, I16kositoz <
Anemi 3

Globule

blanc ‘\\-::

Yuksek transaminazlar == 45

PT,PTT,INR uzamasi

Ddimer, fibrinojen

AST,ALT, CK, LDH,ALP,GGT,CPK artisi
Coklu organ yetmezligi durumunda BUN, kreatinin artisi

DIC olan hastalarda fibrinojen seviyeleri azalmis ve fibrin yikim urunleri artmistir

Yilmaz GR, Buzgan T, Irmak H, et al. The epidemiology of Crimean-Congo hemorrhagic fever in Turkey, 2002-2007. Int J Infect Dis 2009; 13:380.

Onguru P, Dagdas S, Bodur H, et al. Coagulopathy parameters in patients with Crimean-Congo hemorrhagic fever and its relation with mortality. J Clin Lab Ana2I42(3€138

Joubert JR, King JB, Rossouw DJ, Cooper R. A nosocomial outbreak of Crimean-Congo haemorrhagic fever at Tygerberg Hospital. Part Ill. Clinical pathology and
pathogenesis. S Afr Med J 1985; 68:722.
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patient’s laboratory values

Died (n=5) R(e:::::;d p value
1 2 1 KK (Mean +SD) (Mean +SD)

WBC(103/

Kene temasi %62.8 e
% 992 haISiZIik PLT(/rnm3) 29400+15339.5 488364339426 0214

2700+1680.8 2101.21+1203.8 0.446

o AST(IU/L) 1849+1773.5 | 387.51+491.4 | 0.007
A) 86 ate§ ALT(IU/L) 649.80+469.9 | 216.89 +334.1 0.01
0 Y CK(IU/L) 3086.80+2836.3 | 722.39+853.3 | 0.004
A) 85 kaS ag rsSi LDH(IU/L) 3395+2929.5 | 813.99+966.9 0.01
" PT 11.98+2.6 12.65+8.9 0.84
% 88.4 istahsizlik o) - :
aPTT(sec) 52.34+28.1 36.43+8.1 0.13
O 7
A)62 ba§ ag FISI ALT, AST, CK ve LDH INR 1.19+0.2 1.08+0.2 0.29

yukselmesi

Olen hastalarda kot

prognostik kriter

CCHEF: Crimean-Congo hemorrhagic fever; WBC: white blood cell
counts; PLT: platelets; AST aspartate aminotransferase; ALT alanine amino
transferase; CPK Creatine phosphokinase; LDH lactate dehydrogenase;
PT: prothrombin time; aPTT: activated partial thromboplastin time; INR:

international normalized ratio.
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llgili cografi ve epidemiyolojik risk faktorlerine
(onceki ki hafta icinde endemik bir bolgeye maruz kalma ve bilinen kene i1sirigi ve/veya
hayvan dokusu veya vucut sivilari ile temas dahil)

Ates ve kanama ile basvuran hastalarda KKKA tanisindan suphelenilmelidir
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RT-PCR ile KKKA virusu (CCHFV) RNA

ELISA ile (Ig)M ve IgG'nin saptanmasi
Endemik bolgelerde, teshis testleri referans laboratuvarlariyla sinirli olabilir.

Spesifik IgM ve IgG antikorlari semptomlarin baslamasindan bes gun sonra saptanabilir

CCHFV, hucre kulturunde kulturlenebilir; bu, biyoguvenlik seviyesi 4 laboratuvarlari
gerektirir ve yalnizca arastirma amaciyla kullanilir

Yapar M, Aydogan H, Pahsa A, et al. Rapid and quantitative detection of Crimean-Congo hemorrhagic fever virus by one-step real-time reverse transcriptase-PCR. Jpn J Infect Dis 2005; 58:358.

Duh D, Saksida A, Petrovec M, et al. Novel one-step real-time RT-PCR assay for rapid and specific diagnosis of Crimean-Congo hemorrhagic fever encountered in the Balkans. J Virol Methods 2006;
133:175.

Atkinson B, Chamberlain J, Logue CH, et al. Development of a real-time RT-PCR assay for the detection of Crimean-Congo hemorrhagic fever virus. Vector Borne Zoonotic Dis 2012; 12:786.

Uyar Y, Carhan A, Albayrak N, Altas AB. [Evaluation of PCR and ELISA-IgM results in the laboratory diagnosis of Crimean-Congo haemorrhagic fever cases in 2008 in Turkey]. Mikrobiyol Bul 2010;
44:57.
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IgG antikorlari en az bes yil boyunca saptanabilir
Tek bir numunedeki spesifik IgM pozitifligi mevcut enfeksiyonu gosterir

Serumlarda serokonversiyon veya |gG antikor seviyelerinin dort kat artmasi
yeni enfeksiyonu dogrular

Whitehouse CA. Crimean-Congo hemorrhagic fever. Antiviral Res 2004; 64:145.
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(%) KKKA Viriis/Antikor Kinetigi
IgM IgG

viremi
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RT-PCR 16.
gun
Virus izolasyonu
IgM suresi: 2-3 ay, maksimum 6 ay ELISA IgM,IgG

IgG suresi: 5 yil (omur boyu?)

Zeller H.'den alinti
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® Molekuler tani yontemleri
- RT-PCR (nested)
- Real time-PCR

® Serum orneklerinden antikor tayini
- ELISA IgM
- ELISAIgG
- IFA
- Pasif hemaglutinasyon inhibisyon
- Immunofluoresan
- Notralizasyon
-  Kompleman fiksasyon
- Immiinodifiizyon

® Kan orneklerinden virus izolasyonu
- Fare beynine inokulasyon

- Hucre kulturu (Vero E6, BHK 21, SW
13)
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Diger viral hemorajik atesler

Sitma

Riketsiyal enfeksiyon

Q atesi

Bruselloz

Leptospirosis

Viral hepatit

Meningokoksemi

Idiopatik trombositopenik purpura (ITP)

Akut losemi
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Klinik tanimlama

Asagidaki 4 klinik kriterden en az ikisinin olmasi

1. Asagida belirtilen sikayetlerden en az ikisinin bulunmasi
Ates (=38°C)

Halsizlik

Bas Agrisi

Yaygin Vucut Agrisi

Eklem Agrisi
* |shal
2. Cilt ve mukazaya ait kanama bulgulari

3. Baska bir nedenle aciklanamayan trombositopeni ve |veya
lokopeni

4. Baska bir nedenle aciklanamayan ALT ve AST yuksekligi
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Epidemiyolojik Kriterler

Hastaligin baslamasindan onceki iki hafta icinde:

1. Keneyle temas veya kene tutunma oykusu

2. Hayvan kani, dokusu ve sekresyonlariyla temas oykusu
3. Kirsal kesimde yasama veya kirsal alana seyahat oykusu

4. Kesin tani almis vaka ile yakin temas oykusu



i

Fw T e,

£ e

NI AR N

F S \J SR |
Pk o Pz ki a a anlml

s & T

W § e

KT e F

J
-.‘“
\\\\\\\\\\\

Laboratuvar Kriterleri
1. Virus izolasyonu

2. Viruse ozgul IgM antikoru pozitifliginin saptanmasi

3. Akut ve konvelesan donem serumlarinda viruse ozgul IgG titresinde >4 kat

artis saptanmasi

4. Viral nukleik asidin saptanmasi
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Vaka Siniflamasi

« Supheli Vaka: Tanimlanmamistir.

* Olasi Vaka: Klinik tanimlamaya uyan ve epidemiyolojik kriterlerden en az

birini saglayan vaka.

* Kesin Vaka: Laboratuvar kriterlerinden en az biri ile dogrulanmis olasi

vaka.



KENE TUTUNMASI iLE GELEN KiSILERE YAKLASIM ALGORITMASI

Kene en kisa siirede ¢ikartilir
ve o bdlgeye antiseptik
sollisyon siriliir.

w

Tam kan bakilir.
Kinm Kongo Kanamah Atesi (KKKA) ile uyumlu sikayetleri (ates,
bas agrisi, yaygin viicut agrisi, artralji, halsizlik, ishal ve kanama)
sorgulamr.

¥

KKKA ile uyumlu sikayetleri

KKKA ile uyumlu sikayeti yoksa ve yoksa ve trombosit 150.000'nin

tam kan normal ise altinda ve/veya
I6kosit 4.000%in altinda ise
‘, l
isi, KKKA b '
bibmﬂen diriﬂr‘;‘:g:ﬂl:?gm";:m 2. basamak saghk kurulusunda
: ' ilgili uzman hekim tarafindan
olursa hemen saghk kurulusuna

‘basvurmas: istenir.

degerlendirilmek lizere sevk edilir




KIRIM KONGO KANAMALI ATESI (KKKA)
VAKA YONETIM ALGORITMASI

ANi BASLAYAN
Ates, bas agrisi, yaygin viicut agrisi, artralji, halsizlik,

ishal ve kanama bulgularindan
en az ikisinin varhg

EVET

¥
Endemik bolgede yasama veya
Son 2 hafta icinde;
o Endemik bolge ziyareti veya
o Kene ile temas Oykiisii veya
o Hayvan viicut sivilariyla temas veya
o KKKA tanisi almis hasta ile temas dyki

|
EV'ET /Kliniéi aciklayacak bir tam\

Tam kan sayimi yok ise ilgili uzman hekim
[ J = tarafindan degerlendirilmesi

saglanir
Trombosit 150.000’nin altinda ve /veya Iokosit 4.000’nin \ /
altinda
1

EVET

(" M ) - N
| Bu sikayetleri aciklayacak baska bir
2. Basamak saghk lgurulu;un_a sevk HAYIR i v

edilir.

| durum yoksa
J \. J

!
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FrE o oy Bu sikayetleri aciklayacak baska bir
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e T 2. Basamak saglk kurulusuna sevk
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durum yoksa
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1. Hasta yatirillir
2. KKKA tanisiicin kan alimir
3. Ginliik tam kan, hemostaz paneli ve
biyokimya bakilir Y
5 4. Destek tedavisi baglanir

= 2. basamak saghk kurulusunda
l ilgili uzman hekim tarafindan
1. 65 yas ve iizerindeki hastalar [ degerlendirilmesi saglanir
2. Klinik durumu ve/veya laboratuvar degerleri hizla \ /
bozulanlar
3. Biling bulanikhig: olanlar

»

Trombosit 50.000’nin altinda ve/veya aPTT’si uzamis

olanlar

5. KKKA hastahg: tablosunu agirlastiracak organ yetmezligi
veya hematolojik hastalik gibi eslik eden baska hastaligi
olanlar

6. Yukaridaki sevk kriterlerine uymayan ancak hekimin

sevk karari verdigi hastalar

!

4 N

3. Basamak saghk kurulusuna sevk
edilir.




KKKA enfeksiyonu icin kanitlanmis bir antiviral tedavi yoktur.
Ribavirin in vitro, hayvan modellerinde ve bazi hastalarda calisiimistir

Watts DM, Ussery MA, Nash D, Peters CJ. Inhibition of Crimean-Congo hemorrhagic fever viral infectivity yields in vitro by ribavirin. Am J Trop Med Hyg
1989; 41:581.

Tignor GH, Hanham CA. Ribavirin efficacy in an in vivo model of Crimean-Congo hemorrhagic fever virus (CCHF) infection. Antiviral Res 1993; 22:3009.
Bente DA, Alimonti JB, Shieh WJ, et al. Pathogenesis and immune response of Crimean-Congo hemorrhagic fever virus in a STAT-1 knockout mouse
model. J Virol 2010; 84:11089.

Oestereich L, Rieger T, Neumann M, et al. Evaluation of antiviral efficacy of ribavirin, arbidol, and T-705 (favipiravir) in a mouse model for Crimean-Congo
hemorrhagic fever. PLoS Negl Trop Dis 2014; 8:e2804.

Espy N, Pérez-Sautu U, Ramirez de Arellano E, et al. Ribavirin Had Demonstrable Effects on the Crimean-Congo Hemorrhagic Fever Virus (CCHFV)
Population and Load in a Patient With CCHF Infection. J Infect Dis 2018; 217:1952.



Ribavirifh
Ribavirinin Kklinik etkinligi tartismalidir

Ceylan B, Calica A, Ak O, et al. Ribavirin is not effective against Crimean-Congo hemorrhagic fever: observations from the Turkish

experience. Int J Infect Dis 2013; 17:e799.
Mardani M, Jahromi MK, Naieni KH, Zeinali M. The efficacy of oral ribavirin in the treatment of crimean-congo hemorrhagic fever in

Iran. Clin Infect Dis 2003; 36:1613.
Ascioglu S, Leblebicioglu H, Vahaboglu H, Chan KA. Ribavirin for patients with Crimean-Congo haemorrhagic fever: a systematic

review and meta-analysis. J Antimicrob Chemother 2011; 66:1215.
Johnson S, Henschke N, Maayan N, et al. Ribavirin for treating Crimean Congo haemorrhagic fever. Cochrane Database Syst Rev

2018; 6:CD012713.



RibaWirin \

Insanlarda viral yuki veya mortaliteyi azalttigi
gosteriimemistir

Bodur H, Erbay A, Akinci E, et al. Effect of oral ribavirin treatment on the viral load and disease progression

In Crimean-Congo hemorrhagic fever. Int J Infect Dis 2011; 15:e44.
Cevik MA, Elaldi N, Akinci E, et al. A preliminary study to evaluate the effect of intravenous ribavirin treatment

on survival rates in Crimean-Congo hemorrhagic fever. J Infect 2008; 57:350.
Koksal |, Yilmaz G, Aksoy F, et al. The efficacy of ribavirin in the treatment of Crimean-Congo hemorrhaglc

fever in Eastern Black Sea region in Turkey. J Clin Virol 2010; 47:65.
Ozkurt Z, Kiki |, Erol S, et al. Crimean-Congo hemorrhagic fever in Eastern Turkey: clinical features, risk

factors and efficacy of ribavirin therapy. J Infect 2006; 52:207.
Tasdelen Fisgin N, Ergonul O, Doganci L, Tulek N. The role of ribavirin in the therapy of Crimean-Congo

hemorrhagic fever: early use is promising. Eur J Clin Microbiol Infect Dis 2009; 28:929.
Soares-Weiser K, Thomas S, Thomson G, Garner P. Ribavirin for Crimean-Congo hemorrhagic fever:

systematic review and meta-analysis. BMC Infect Dis 2010; 10:207.
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KKKA yonetimi destekleyici bakimdan olusur;

KKKA'll hastalar, izolasyon onlemleri de dahil olmak uzere
hastaligin teshisi, tedavisi ve onlenmesi icin uygun tesislere
sahip bir saglik merkezinde tedavi edilmelidir.

Agir vakalarda kan urunu

Leblebicioglu H, Bodur H, Dokuzoguz B, et al. Case management and supportive treatment for
patients with Crimean-Congo hemorrhagic fever. Vector Borne Zoonotic Dis 2012; 12:805.
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- SIvi ve elektrolt takibi

2- Koagulopati takibi
Gerekliyse;
- Taze Donmus Plazma

- Trombosit aferezi

3- Kanama takibi
Gerekliyse;
- Tam kan/Eritrosit sUspansiyonu

4- Gerektiginde Yogun Bakim Unitesi’nde takip (solunum destegi, mv ihtiyaci...)



Trombosit

Nwstzyonu \

Trombosit sayisini >50.000/ mm3 olan hastalarda kanama durumunda
Trombosit sayisi <20.000/mm3 olan hastalarda kanama olmadiginda

Kan transfuzyonu ihtiyaci genel klinik durumun yani sira hemoglobin
duzeyine gore degerlendiriimelidir.

Kanama riskini en aza indirmek icin gereksiz girisimsel islemlerden
kaciniimalidir.

British Committee for Standards in Haematology, Blood Transfusion Task Force. Guidelines for the use of
platelet transfusions. Br J Haematol 2003; 122:10.

Siddetli olmayan vakalarda semptomlar genellikle 7 ila 10 gun icinde duzelir.
Kanama olmadiginda, transaminazlar ve trombosit sayilari 5 ila 10 gun sonra
normal seviyelere donme egilimindedir.



Destek baiﬁ

Kan degerleri gunde iki kez izlenmelidir, gerekirse yerine konmalidir.

Taze donmus plazma (TDP):
PT, INR uzun (>1,6) ve kanamasi olan hastalara

Kanayan olgularda tam kan ya da eritrosit suspansiyonlari verilmelidir.

DIC gelisen hastalarda
-Kanamaya egilim varsa TDP
-Tromboza egilim varliginda heparin

Mukoza koruyucu tedavi:
-Kanamaya egilimli olgularda oral beslenme kesilmeli
-Antiasit vb. verilmelidir
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Steroidlerin, intravenoz immunoglobulinin veya plazma degisiminin rutin
kullanimini desteklemek icin veriler yetersiz

Hiperimmunoglobulin (KKKA'ya karsi antikor iceren donor
plazmasindan hazirlanan) kullanimi daha fazla arastirma gerektirir.

Hiperimmunoglobulin, dogrudan notralizasyon yoluyla viral yuku
azaltabilir, ancak viral sus degiskenligi onemli

Leblebicioglu H, Bodur H, Dokuzoguz B, et al. Case management and supportive treatment for patients with Crimean-Congo hemorrhagic fever.
Vector Borne Zoonotic Dis 2012; 12:805.

Sharifi-Mood B, Alavi-Naini R, Metanat M, et al. Efficacy of high-dose methylprednisolone in patients with Crimean-Congo haemorrhagic fever
and severe thrombocytopenia. Trop Doct 2013; 43:49.

Kurnaz F, Metan G, Coskun R, et al. A case of Crimean-Congo haemorrhagic fever successfully treated with therapeutic plasma exchange and

ribavirin. Trop Doct 2011; 41:181.
Meco BC, Memikoglu O, llhan O, et al. Double filtration plasmapheresis for a case of Crimean-Congo hemorrhagic fever. Transfus Apher Sci

2013; 48:331.



Destek bgh %

KKKA'nin yonetimi igin destekleyici tedavi gereklidir

Sivi dengesine ve elektrolitlere dikkat edilmelidir.

Mekanik ventilasyon, hemodiyaliz, vazopresor ve inotropik ajanlara intiya¢ duyulabilir.
Asetaminofen ates ve agri tedavisi icin kullanilabilir;

Nonsteroidal antiinflamatuvar ilaclardan kaciniimalidir cunku bu ajanlar normal pihtilasmayi olumsuz
etkileyebilir

Leblebicioglu H, Bodur H, Dokuzoguz B, et al. Case management and supportive treatment for patients with Crimean-Congo hemorrhagic fever. Vector Borne
Zoonotic Dis 2012; 12:805.



Trombositler icin toksik olan yada fonksiyon
bozuklugu yapan aspirin benzeri ilaglar

Nonsteroid antiinflamatuarlar KULLANIL MAZ!
Antikoagulan tedavi

Intramuskuler enjeksiyon kontrendikedir



ANTIVIRAL TEDAVI -RiBAVIRIN

Viruse karsi in-vitro etkili

Oral ve parenteral formlari hem tedavi hem de profilaksi amaciyla kullaniimis ve basarili
sonugclar alindigi bildiriimistir.

Ulkemideki calismalarda:
-Oral formu mortaliteyi degistirmemistir.
-Intraven6z formu da mortalite Uzerine etkili olmamistir.

-Randomize kontrollu calismalar gerekli.

Ribavirin erken (viremi doneminde) verilirse organ hasarini
azaltarak hastaligin daha hafif gecirilmesini saglayabilir

Bakir M et al. J Med Microbiol, 2005
Ozkurt Z et al. J Infect 2006
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Favipiravir (I'-705) but mot ribavirin is effective
against two distinct strains of Critnmean-Congo
bermorrhagic fever-virns in - snmnmace
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Ribavirin tedavisi erken zaman noktalarinda viral yukleri baskilayabilse de, sonucta her iki
CCHFYV susu ile enfekte olmus farelerde terminal hastalik gelisimini engelleyememistir.

Favipiravir, KKKA'nin klinik ilerlemesinde gec uygulandiginda bile klinik yarar gostermistir.

Favipiravir, iki farkli KKKA virus susuna karsi onemli klinik fayda gostermistir.
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Research paper
Efficacy of favipiravir (T-705) against Crimean-
Congo hemorrhagic fever virus infection in

cynomolgus macaques
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Gunde bir veya iki kez favipiravir, KKKA virusu
ile enfekte makaklarda viremiyi baskilamistir.

Favipiravir ile tedavi edilen hayvanlarin temel
dokularindaki viral yukler, plasebo ile tedavi
edilen hayvanlara gore daha dusuk

saptanmistir.



Enfekgn kontroli-Onlemler >

KKKA'nin nozokomiyal bulasmasini onlemek icin enfeksiyon kontrol onlemleri (standart, temas v
damlacik onlemleri) uygulanmalidir

Supheli veya dogrulanmis KKKA'sI olan hastalar izolasyon odalarinda tedavi edilmelidir;
Bu mumkun degilse, hastalarin kohortlanmasi uygundur.
Hasta odalarina giren saglik personeli sayisi en aza indirilmelidir

KKKA bulagsmasi, maruz kalmanin onlenmesi, el hijyeni ve kisisel koruyucu ekipman kullanimi hakkinda
saglik calisanlarinin egitimi onemlidir.

Temas onlemleri, uygun Kkisisel koruyucu ekipmani (gecirmeyen onluk, eldiven, maske ve goz/yuz
korumasi) igerir.

Aerosol olusturan prosedurler sirasinda (N95 maskesi veya FFP3) gereklidir.

Hasta odalarindan cikarken kisisel koruyucu ekipmanlarin guvenli bir sekilde cikarilmasi ve atilmasi
esastir

"Kesintisiz" sistemlerin kullanilmasi, igne batmasi yaralanmalarini onlemeye yardimci olur. Guvenli
flebotomi ilkelerine uyulmali ve |gneler yeniden kapatilmamalidir. Tum kesici ve igneler sert kaplarda ve
kullanim noktasinda imha edilmelidir

Gozel MG, Dokmetas I, Oztop AY, et al. Recommended precaution procedures protect healthcare workers from Crimean-Congo hemorrhagic fever virus. Int J Infect Dis 2013; 17:e1046.
Fletcher TE, Brooks TJ, Beeching NJ. Ebola and other viral haemorrhagic fevers. BMJ 2014; 349:g5079.
Smego RA Jr, Sarwari AR, Siddiqui AR. Crimean-Congo hemorrhagic fever: prevention and control limitations in a resource-poor country. Clin Infect Dis 2004; 38:1731.

Athar MN, Khalid MA, Ahmad AM, et al. Crimean-Congo hemorrhagic fever outbreak in Rawalpindi, Pakistan, February 2002: contact tracing and risk assessment. Am J Trop Med Hy9220061'>;
12:471.



- e

En az uc¢ gundur hastalik belirti ve semptomu gostermeyen,
Trombosit sayisi >50.000/mm 3 olan ve
Pihtilasma testleri normal olan (INR, PT ve aPTT) hastalarda onlemler kesilebilir.

Mumkunse, viral hemorajik ates icin negatif bir kan polimeraz zincir reaksiyonu da
belgelenmelidir

World Health Organization. Clinical management of patients with viral haemorrhagic fever: A pocket guide for front-
line health workers, February 2016. WHO, Geneva 2016. http://apps.who.int/iris/bitstream/
10665/205570/1/9789241549608 eng.pdf?ua=1 (Accessed on May 02, 2016).

Leblebicioglu H, Sunbul M, Bodur H, et al. Discharge criteria for Crimean-Congo haemorrhagic fever in endemic
areas. J Infect 2016; 72:500.



Tema&'sonrasi yonetim

Maruz kalan kisi, gunluk vucut isisi olgumu ve haftallk tam kan sayimi olcumunun
degerlendiriimesi dahil olmak uzere,

KKKA semptomlari veya belirtileri acisindan iki haftalik bir izleme surecinden gecmelidir;
karantina gerekmez.

Ates gunde iki defa olgulmel

|zleme periyodu sirasinda ates 38°C veya uzerinde ise yatiriimali test yapiimalidir

Vorou R, Pierroutsakos IN, Maltezou HC. Crimean-Congo hemorrhagic fever. Curr Opin Infect Dis 2007; 20:495.

Ribavirinin temas sonrasi profilakside kullanimi 4x500 mg 7 gun

Bangash SA, Khan EA. Treatment and prophylaxis with ribavirin for Crimean-Congo Hemorrhagic Fever--is it effective? J Pak Med Assoc
2003; 53:39.

Celikbas AK, Dokuzoguz B, Baykam N, et al. Crimean-Congo hemorrhagic fever among health care workers, Turkey. Emerg Infect Dis
2014; 20:477

Guner R, Hasanoglu |, Tasyaran MA, et al. Is ribavirin prophylaxis effective for nosocomial transmission of Crimean-Congo hemorrhagic
fever? Vector Borne Zoonotic Dis 2014; 14:601.



,@resel temizlik

KKKA virusu

%1 sodyum hipoklorit

%70 alkol,

%2 glutaraldenhit,

Hidrojen peroksit ve

Perasetik asit iceren dezenfektanlar tarafindan etkisiz hale getirilebilir

Virus 56°c'de 30 dakika

60°C 15 dakika.

CCHFV ile kontamine olmus alanlar, onayli bir hastane dezenfektani veya camasir suyu ile
dezenfekte edilebilir

Kat hizmetleri personeli temizlik yaparken kisisel koruyucu ekipman kullanmalidir

Centers for Disease Control and Prevention (CDC). Update: management of patients with suspected viral hemorrhagic fever--United
States. MMWR Morb Mortal Wkly Rep 1995; 44:475.



Prognoz
Mortalite orani ulkeler arasinda degisir ve %2-80 arasinda degisir

Endemik ulkelerde olum oranlari yaklasik %4-20'dir

KKKA'lI hastalarin gogu kirsal alanlarda yasar ve saglik tesislerine erisimi sinirli
veya gecikmis olabllir, bu da olumsuz sonuclarla iligkilendirilebilir.

Leblebicioglu H. Crimean-Congo haemorrhagic fever in Eurasia. Int J Antimicrob Agents 2010; 36 Suppl 1:543.
Tezer H, Sucakli IA, Sayli TR, et al. Crimean-Congo hemorrhagic fever in children. J Clin Virol 2010; 48:184.
Dilber E, Cakir M, Acar EA, et al. Crimean-Congo haemorrhagic fever among children in north-eastern Turkey. Ann Trop Paediatr 2009; 29:23.

Dreshaj S, Ahmeti S, Ramadani N, et al. Current situation of Crimean-Congo hemorrhagic fever in Southeastern Europe and neighboring countries: a public health
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ABSTRACT

Objective: Crnmean-Congo hemorrhagic fever (CCHF) virus, a Namrovirus within the family Bunyavirnidae, causes severe
disease in humans. Pancytopenia, organ failures and disseminated intravascular coagulation may occur as a result of
CCHF infection. The aim of this study was to determine whether there is a change in the mean platelet volume (MPV),

neutrophil-to-lymphocyte ratio (NLR) and platelet-to-lymphocyte ratio (PLR), and whether these might be predictors
for the duration of hospitalization.

50 KKHA hastasi

MPYV, hastalarda kontrollerden daha yuksek

Hastanede kalis suresi bagimsiz guclu prediktorleri: dusuk beyaz kan hucreleri (WBC) ve trombosit
sayis! (p <0.001 ve p=0.002 sirasiyla), uzamis protrombin zamani (PT) (p=0.013), yuksek kreatinin
(p=0.033) ve glukoz (p=0.044) duzeyleri olarak saptandi.

MPV hasta grubunda daha yuksek olup NLR ve PLR oranlari kontrol grubu ile benzerdi.
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44 hasta ve 44 kontrol

KKKA grubunda ortalama plazma trombinle aktive olabilen fibrinoliz inhibitori (TAFI) degeri 429,33
+ 328,224 ng/mL, kontrol grubununki ise 922,44 + 1236,449 ng/ml idi (P = ,045).

KKKA hastalarinda azalmis TAFI seviyeleri bulundu.
Azalan TAFI seviyeleri, pihtilasma mekanizmasinin bozulmasina katkida bulunabilir.

KKKA deki kanamalar TAFI dusukligu ve fibrinolizis dengesinin bozulmasina baglanabilir
Kirim-Kongo Kanamali Atesi'nde kanamanin patogenezinde rol oynayabilir
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60KKKA hastasi
6 ex

Hasta grubunun ortalama BD-2 duzeyi, kontrol grubuna gore p = 0.001) anlamli derecede yuksek

BD-2'nin KKKA'll hastalarin sagkalimi Uzerinde olumlu etkisi vardir
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42 KKKA

40 kontrol

Resistin seviyesinin Organ yetmezliklerini ve olum igin belirteg
lyilesme igin prognostik bir faktor olabilecegi
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