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Viral Kanamali Ates Etkeni Virusler

Arenaviridae Bunyaviridae Filoviridae Flaviviridae
Eski Diinya Arenaviriisler *  Kinm-Kongo * Ebola * Deng
kanamali atesi
e Lassa  Marburg e Kyasanur
* Hantavirlis Orman
* Lujo hastaligi
e Rift Vadisi atesi
Yeni Diinya Arenavirlisler * Omsk kanamali
e Siddetli ates ile atesi
e Guanarito (Venezuella KA) birlikte
trombositopeni e Sari humma
* Junin (Arjantin KA) sendromu
 Alkhurma
* Machupo (Bolivya KA) kanamali atesi

* Sabia (Brezilya KA)




Kirim-Kongo Kanamali Atesi (KKKA)

Kene kaynakli viral zoonoz

Dunyada yaygin
Afrika, Asya, Dogu Avrupa, Orta Dogu

Vakalarin %88'1 subklinik

Potansiyel olarak mortal
Mortalite orani %5-80




Tarihce

12. yuzyilda Tacikistan'da kene tutunmasini
takiben; deri, idrar, agiz, barsak ve i¢
organlarda kanama sonucu olum olarak
tanimlanan hastalik (KKKA?)

1944-45 yillarinda Kirim'da Sovyet
askerleri arasinda ates ve kanamayla
seyreden salgin: Kirrm Kanamali Atesi

1956 yilinda Kongo'da: Kongo Kanamali
Atesi

1969 yilinda her iki etkenin ayni
virus oldugu anlasilmasi uzerine hastalik:
Kirrm-Kongo Kanamali Atesi

Etken: Kirnm Kongo Kanamali Atesi Virusu

Osmanli tip literatiiriiniin temel kaynaklarindan

S. ismail el Ciircani
1045-1137
Kitab-1 Harzemsah




Geographic distribution of Crimean-Congo Haemorrhagic Fever
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CCHF virological or serological evidence and vector presence
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- 5-49 CCHF cases reported per year

- 50 and more CCHF cases reported per year

3400 Kilomesers

1.700




KKKA Virlisii: Orjini ve Dunyada Yayilimi

1995/2000
- 1830

. KKKA virdsu yakla§|k 1000 yil énce Afr|ka da:ortak bir atadan orjln aId|
Q\ -Daha sonra 5|ra5|yla Orta Dogu (XVIl.yy):ve Asya'ya (XIX yy) yay|Id|

{,\” s . Avrupa ya 1800-1900 y|IIar|nda girdi

el

Zehender G, et al. Bayesian phylogeography of Crimean-Congo hemorrhagic fever virus in Europe. PLoS One, 2013




KKKA-Turkiye

« 2002 yilinin ilkbahar ve yaz aylarinda
ozellikle, Tokat ve cevresinde ates ve
kanama ile seyreden salgin seklinde
dikkati cekti

» Agustos 2003'te tani konuldu = KKKA



. T.C. Saglik Bakanhgi
( 9 ) Turkiye Halk Saghgi Kurumu

KKKA INSIDANSININ iLLERE GORE DAGILIMI (1/100.000), 2011




T.C. Saglik Bakanhgi
Turkiye Halk Saghgi Kurumu

KKKA Vaka, Oliim Sayilar ve Fatalite Hizlarinin
Yillara Gore Dagilimi (2002-2013)
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T T.C. Saglik Bakanhigi
w Turkiye Halk Saghgi Kurumu

KKKA Vakalarinin Epidemiyolojik Ozelliklerinin Dagilimi

2011-2012
Yiizde (%) Yiizde (%)

2011 2012
Kirsal kesimde yasama 83.5 89.8
Hayvanlarla yakin temas 75.4 78.8
Son iki hafta icinde kirsal alan 71.6 75.1
ziyareti
Kene tutunmasi (yapismasi) 69.6 70.7
Hayvan kani, dokusu veya vicut 19.1 30.5
sivilari ile temas
Son iki hafta icinde il disI seyahat 7.3 5.9
oykusu
Hasta ¢evresinde benzer 6.2 6.5
sikayetleri olan baska vakalarin
varhgi
Hasta kigilerin kan ve vicut 3.3 4.0

salgilariyla korunmasiz temas

Zoonotik ve Vektorel Hastaliklar Daire

Baskanhgi
HIZMETE OZEL



Journal List = Emerg Infect Diz » v.18(4); Apr 2012 » PMC3309653
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EMERGING
INFECTIOUS DISEASES

Emerg Infect Dis. Apr 2012; 18(4): 640542, PMCID: PMC3309658
doi: 10.3201/gid1804.111374

Subclinical Infections with Crimean-Congo Hemorrhagic Fever Virus, Turkey

Hiirrem EI::u:ILlr,E Esragiil Akinci, Sibel Ascioglu, Pinar Ongiirii, and Y avuz Lhyar

Authaor information = Copyright and License information

Abstract Go to:

To investigate Crimean-Congo hemorrhagic fever virus in Turkey, we conducted a seroepidemiologic survey
during Jamary—April 2009. Seroprevalence of infection was 10% in a sample from an outbreak region and
increased with patient age, indicating that the virus had been previously present in Turkeev. We also estimated that
§8% of infections were subclinical.

Kevwords: Crimean-Congo hemorrhagic fever, Crimean-Congo hemorrhagic fever virus, viruses, seroprevalence,
subchnical infections, Turkey
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Calisma, KKKA hastalarinin saptandigi 11 ilin (Amasya, Cankiri,
Merkez Gorum, Erzincan, Erzurum, Gumusghane, Karabik, Kastamonu,
Sayisi Sivas, Tokat, Yozgat) kirsal kesiminde ev ziyaretleri ile bireylere
ulasilacagi bir saha taramasidir



KKKA Laboratuvar Sonucu
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Yas Gruplarina Gore KKKA Pozitiflik Oranlari
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Etken

* Bunyaviridae allesi
- Nairovirus grubundan

-Crimean-Congo haemorrhagic fever

(CCHF) viriistidir

Whitehouse CA. Antivir Res 2004;64(3):145-60.



Bulas Yollari

« Esas olarak Hyalomma cinsi kenelerin tutunmasi
ya da kenelerin ¢iplak el ile ezilmesi (kene kirma)

* Viremik donemdeki hayvanlarin kan ve dokulari ile

temas

« Akut donemdeki hasta kani veya enfekte
sekresyonlari ile perkutan, korunmasiz mukozal

veya butunlugu bozulmus deri temasi









Saglik Calisanina Nozokomiyal Bulas
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KKKA Patogenezi

KKKA patogenezi hakkinda bilinenler kisith

 Virus ¢ok bulasici (biyoguvenlik-4 onlemler)
« Hayvan modelleri yetersiz

 Endemik oldugu bolgelerde arastirma
imkanlari kisitli

Kan tetkikleri

Eldeki veriler \- Otopsi sonuclari
Karaciger /Kl biyopsisi
*Hayvan deneyleri




Patogenezde Iki Onemli Aktor

- Endotel Hiicreleri * immiin Hiicreler



Patogenezde Rol Oynayan
Mekanizmalar

Endotel Hasari

* Inflamatuvar reaksiyonlar

* Immlin sistemin aktivasyonu

« Damar gecirgenliginin artmasi

» Intrinsik koagtilasyon déngdistiniin aktivasyonu

Immiin Sistemin Baskilanmasi

» Makrofaj ve dentritik hiicrelerinin kismi aktivasyonu
- Interferon sentezinin indiiksiyonunda gecikme

« Zayif antikor cevabi

* NK hucreleri ve lenfosit sayisinda azalma



A

A

Endotel Hasari

A

A

inflamatuvar

Reaksiyonlar
Lokosit rolling
Adezyon
inflame bélgeye
transmigrasyon

immiin Sistemin
Aktivasyonu

T lenfositlerin artisi
B lenfositlerin artisi
Sitokin sentezi

Koagiilasyon Kaskadin
Aktivasyonu
Kontrolsliz trombosit
agregasyonu, Pihtilasma
faktor eksikligi, Kanama

Artmis Damar
Gegirgenligi
Hipotansiyon
Organ yetmezligi
Sok




Konak Immiin Yanitinda Zayiflama

KKKA virusu;

- Innate (dogal) immiin yaniti zayiflatarak ve
« Adaptif (edinsel) immidn yanitta gecikmeye

neden olarak kontrol edilemeyen viral
replikasyona ve virusun tum vucuda

yayillmasina yol acar



Immiin Yanitin Baskilanmasinda Etkili
Olan Mekanizmalar

. Makrofaj ve dentritik hucrelerinin kismi aktivasyonu
Interferon sentezinin indiiksiyonunda gecikme

. ZayIf antikor cevabi

. NK hucreleri ve lenfosit sayisinda azalma

. Hemofagositoz



Tanida Kullanilan Testler

Semptomlar basladiktan sonra bir ka¢ gun i¢inde kullanilabilecek
tanisal testler

- Antijen-capture ELISA

- IgM ELISA

- PCR

- Viruisun izolasyonu

Hastaligin ilerleyen donemlerinde veya iyilestikten sonra bakilabilecek
tanisal testler
- ELISA ile IgM ve IgG antikorlari

Post mortem tanisal testler
- Immiinohistokimyasal boyama
- PCR

- Virisun izolasyonu



Tani
Virus/antikor kinetigi

IgM  1gG

viremi

RT-PCR

Virus izolasyonu

ELISA IgM 1gG, IFA
IgM pozitifligi: 2-3 ay ! (6 aya kadar devam edebilir)

Zeller H



Klinik Semptomlar

InkUibasyon suresi giris yolu, alinan viris miktari
ve konagin immunitesi ile iligkili olmakla birlikte
ortalama 3-7 gun

Kendini sinirlayan hastaliktan ciddi kanamalar ile
olume kadar degisen bir klinik tablo

Ani baslayan 39-40 C'yi bulan ates, bas agrisi,
yaygin kas agrisi, halsizlik, istahsizlik

Karin agrisi, bulanti, kusma, ishal, bazi hastalarda
suur degisiklikleri

Hastalarin bir kisminda kanama bulgulari



Kanamalar

 Burun ve diseti kanamalari, GIS ve
genitouriner sistem kanamalari, akciger

ve beyin kanamalari

 Ozellikle damar ici girisim bdlgeleri
basta olmak uzere ekimoz veya petesi

tarzinda yaygin cilt kanamalari



® ,' )
Klar Klinigi Arsivi



KKKA VAKALARININ SIKAYETLERININ DAGILIMI

TURKIYE 2011
. [SsAv___|YUZDE(%)
Halsizlik 887 82.5
Ates 821 76.4
Yaygin vucut agrisi 798 74.2
Bas agrisi 767 71.3
Bulanti 624 58.0
Kusma 389 36.2
Karin agrisi 293 27.3
Ishal 260 24.2
Kanamalar 82 7.6
Dokunti 79 7.3
Vucutta morluklar ( ekimoz) 56 5.2

Kanli ishal 24 2.2



KKKA VAKALARININ FiZiIKk MUAYENE BULGULARININ DAGILIMI

TURKIYE 2011
s YUZDECH)
Ates 635 59.1
Hipotansiyon 100 9.3
Tasikardi 88 8.2
Hematuri 55 5.1
Epistaksis 51 4.7
Petesi 41 3.8
MakUlopapuler ras 41 3.8
Dis eti kanamasi 39 3.6
Biling bozuklugu 36 3.3
Splenomegali 35 3.3
Ekimoz 34 3.2
GIS kanamasi 28 2.6

Vajinal kanama 25 2.3



Klinik Seyir

Agir vakalarda, karaciger yetmezligi, hemodinamik

iInstabilite, DIC, sok ve olum

Olum genellikle hastaligin 5.-14. gunleri arasinda
lyilesme genellikle iki haftada ve sekelsiz

Relaps veya kroniklesme yok

Hastaligl gecirenler omur boyu bagisiklik



Laboratuvar

Trombositopeni

Lokopeni

AST, ALT yuksekligi

CK ve LDH enzimlerinde yukselme
PT ve aPTT uzamasi

INR yuksekligi



KKKA VAKALARININ LABORATUVAR BULGULARININ DAGILIMI

TURKIYE 2011
I I
Trombositopeni 831 77.3
Lokopeni 738 68.7
AST/ALT yuksekligi 644 59.9
LDH yiksekligi 482 44.8
CK yuksekligi 464 43.2
Anemi 150 14.0

Akciger grafisinde infiltrasyon 54 5.0



Ciddiyet Kriterleri

Yuksek viral yuk
Trombositopeni
Yuksek ALT, AST, LDH, CPK
Lokositoz / Iokopeni
Yuksek INR

Uzamis aPTT, PT
Dusuk fibrinojen
Artmig sitokin duzeyi
ZayIf antikor cevabi
Hematemez, melena
Ekimoz

Somnolens
Konak/virus genotipi ?




FOR INFECTIOUS DISEASES

http://intl.elsevierhealth.com/journals/ijid

Clinical and laboratory features of Crimean-Congo
hemorrhagic fever: predictors of fatality

Mustafa A. Cevik?, Ayse Erbay ®*, Hiirrem Bodur?, Evrim Giilderen?,
Aliye Bastug?®, Ayhan Kubar®, Esragiil Akinci®

®Infectious Diseases and Clinical Microbiology Department, Ankara Numune Education and Research Hospital, Ankara, Turkey
P Department of Virology, Gulhane Military Medical Academy, Ankara, Turkey

International Journal of Infectious Diseases (2008) 12, 374—379



Table 3 Estimated regression coefficient, standard error, p value, and hazard ratio as a function of the risks of the variables

according to the Cox proportional hazards model /\

Variables Coefficient Standard error / p Value \ Hazard ratio (95% Cl)
Activated partial thromboplastin time >60s 3.05 9.35 0.002 11.62 (2.40-56.27)
Platelet count <20 x 10°/1 2.10 10.46 0.036 9.67 (1.16—80.68)
Melena 2.67 4.44 0.008 6.39 (1.64—24.93)
Somnolence 2.87 4.03 0.004 6.30 (1.80—22.09)
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Figure 3 Kaplan—Meier survival estimates by platelet count,

Figure 1 Kaplan—Meier survival estimates by somnolence, time from onset of complaints to death or discharge.
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Figure 4 Kaplan—Meier survival estimates by activated partial
Figure 2 Kaplan—Meier survival estimates by melena, time thromboplastin time, time from onset of complaints to death or
from onset of complaints to death or discharge. discharge.

Cevik MA, et al. Clinical and laboratory features of Crimean-Congo hemorrhagic fever: predictors of fatality, I1JID 2008



Antikor Cevabi

Cevik MA, et al. Int J Infect Dis 2008:; 12: 374-9

11 fatal vakanin 7 (%63.6)'sinde serumda IgM/IgG negatif

Hatipoglu CA, et al. Scand J Infect Dis 2010;42:516-21

5 fatal vakanin 4'inde (%80) IgM antikorlari negatif



Antikor Cevabi

 Yasayan hastalarda IgM antikorlari hastaligin 7.-9.

gunlerinde pozitif (n=35)

- Fatal vakalarda IgM antikorlari sadece 2 hastada pozitif
(n=15)

— Sadece 4 hasta 7 gunden once kaybedildi

Shepherd AJ, et al. Antibody response in Crimean- Congo hemorrhagic fever. Rev Infect Dis 1989



Viral load, log10 copiesimi
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Saksida A, et al. Interacting roles of immune mechanisms and viral load in the pathogenesis
of Crimean-Congo hemorrhagic fever. Clinical and Vaccine Immunology 2010

« VViral yuk ile antikor Uretimi arasinda negatif korelasyon
* Fatal olgularda disuk oranda antikor pozitifligi

PRAIAINS
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Viral Yuk

* Prognoz ile kuvvetle iligkili

» Olen hastalarda viral yik, yasayanlara gore

anlamli derecede yuksek
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Saksida A, et al. Interacting roles of immune mechanisms and viral load in the
Cevik MA, et al. Viral Load as a Predictor of Outcome in Crimean-Congo pathogenesis of Crimean-Congo hemorrhagic fever.
Hemorrhagic Fever. CID 2007 Clinical and Vaccine Immunology 2010

Viral yiik 2 1 x10° kopya /mL — mortalite oraninda ciddi artis (p < 0.001)




Viral load, log10 copiesiml
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Saksida A, et al. Interacting roles of immune mechanisms and viral load in the pathogenesis
of Crimean-Congo hemorrhagic fever. Clinical and Vaccine Imnmunology 2010



Viral yuk 2 1x10° RNA kopya/mL
mortaliteyi gostermede;

* 00 88.9 sensitif
* % 92.6 spesifik

* pozitif prediktif degeri % 80




Tedavl

« Destek tedavisi

 Antiviral tedavi

Ribavirin ?
Oral ribavirin

[V ribavirin

* Hiperimmunoglobulin ?



Destek Tedavisi

Sivi-elektrolit desteqi

Platelet suspansiyonu

Taze donmus plazma
Eritrosit suspansiyonu
Analjezik/antipiretik tedavisi
Gastrointestinal sistem kanama profilaksisi
Menstrual kanama profilaksisi
Solunum destegi

Hemodiyaliz

Plazmaferez

Antibiyotik tedavisi



VECTOR-BORNE AND ZOONOTIC DISEASES
Volume 12, Number 9, 2012

© Mary Ann Liebert, Inc.

DOI: 10.1089/vbz.2011.0896

Case Management and Supportive Treatment for Patients
with Crimean-Congo Hemorrhagic Fever

Hakan Leblebicioglu! Hurrem Bodur? Basak Dokuzoguz? Nazif Elaldi? Rahmet Guner;*
Iftihar Koksal® Halil Kurt® and Gonul Cicek Senturk”’



806 LEBLEBICIOGLU ET AL.
TapLE 1. SurPORTIVE CARE IN CRMEAN-CoNco HEMorRrRHAGIC FEVER®
Treatment Indication Dase
Fluid replacement (crystalloid or Fluid deficiency, restricted oral intake
synthetic colloid)
Platelet suspension Hemorrhage and thrombocytopenia
Presence of clinically- significant bleeding (e.g., 1 U platelets by apheresis
hematemesis, melena, or epistaxis) and platelet or

Fresh frozen plasma

Fluid replacement and erythrocyte
suspension

Rapid fluid replacement (crystalloid or
synthetic colloid) and erythrocyte
suspension

Rapid fluid replacement (crystalloid or
synthetic colloid) and erythrocyte
Suspension

Fluid replacement (crystalloid or syn-

thetic colloid), erythrocyte suspension
(in anemia, continuing blood loss or in

cardiac reserve defidency)

Erythrocyte suspension administration is

not needed (excluding anemia and

secondary fluid loss, cardiac and

respiratory complications)
Paracetamol

Antibiotics (of corresponding spectrum)
Hemodialysis

Mechanical ventilation

count < 50,000/mm>

Platelet count <10.000/mm”’ in patients with no fever
or abnormalities in coagulation parameters

Platelet count <20,000/mm?* with fever or systemic
hemostatic defect

Platelet count <50,000/mm” in patients who are to
undergo an invasive intervention

Synthesis defect

PT/INR 1.5 times the upper limit of normal or aPTT
upper limit of normal

Hemorrhage

Grade 4
Blood loss >40% (>2000mL)

Grade 3
Blood loss 30—40% (1500-2000mL)

Grade 2
Blood loss 15-30% (750-1500mL)

Grade 1
Blood loss <15% (<750mlL)

Fever, pain

Secondary infection (e.g., sepsis or pneumonia)
Renal insufficiency

Hyperpotassemia

Severe metabolic acidosis

Uremic pericarditis

Fluid load

Respiratory failure

Paos <55mm Hg (Fro. =60% Os)

Pacos >45mm Hg

pH <73

1 U random platelets/

15 kg

10-15mL /kg/day,
divided into two doses

10mg/ kg, in 4- to 6-h
intervals

*Modified from World Health Organization 2001; British Committee for Standards in Haematology Blood Transfusion Task Foree 2003;
Bosly et al. 2007; Grippi et al. 2008; Kleinman and May 2011; O'Shaughnessy et al. 2004; Pannu et al. 2008; Spiess et al. 2010.

FT, prothrombin time; INR, International Normalized Ratio; aFTT, activated partial thromboplastin time; Paos, partial arterial oxygen
pressure; Fio., fraction of inspired oxygen; Paco,, partial arterial carbon dioxide pressure.




Insan Immunoglobulin Tedavisi

* 1gG, KKKA virusu i¢in notralizan antikorlardir
* AQir hastalarda IgG cevabi gelisemez

- Immiinglobulin tedavisinde amag, KKKA'ya kars!
bagisiklik gelismis hastalardan elde edilen

Immunglobulinlerin akut hastalik sirasinda verilmesidir



Specific intravenous immunoglobulin for
Crimean-Congo haemorrhagic fever

SIR,—Crimean-Congo haemorrhagic fever (CCHF) is a life-
threatening disease reported in many countries in Europe, Asia, and
Africa.’ An average of 25 cases per year are reported in Bulgaria. For
the past 15 vears ‘CCHF-Bulin’ (a specific human immunoglobulin
for intramuscular administration) has been used in this country,
besides general supportive measures, for the treatment of patients
with CCHF. This is produced at the Institute for Infectious and
Parasitic Diseases, Sofia, from the plasma of donors who have been

boosted with one dose of vaccine against CCHF. It contains
antithndiee tan COCHEF virmie in a ritre 1A (hvy immimandiffiicinn)

Vassilenko, S.M., Vassilev, T.L., Bozadjiev, L.G., et al. (1990):
Specific intravenous immunoglobulin for Crimean-Congo
Haemorrhagic fever. Lancet, 335, 791-792.



A new specific immunoglobulin for (‘CCHF-Venin’) has now
been prepared by us from the same plasma pool of boosted donors,
by a combined ethanolpolyethyleneglycol fractionation method
with a ion-exchange purification step. The final product is free from

In the summer of 1989 seven patients with severe CCHF
received, besides conventional treatment, an average of 30 ml
CCHF-venin and 30 ml CCHF-bulin. In all cases CCHF virus was
isolated from the blood. The patients recovered quickly, their
leucocyte and platelet counts returned to normal, and coagulation
abnormalities were corrected. 1 heir bleeding tendency ceased. No
side-effects were oberved and the patients were discharged in good
health. There was no control group of cases of the same severity
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Metod

Daha onceden KKKA gecirmis 22 gonullu donorden alinan

plazma havuzundan CCHFV hiperimmunoglobulin hazirlandi

Tum gonulluler saglkh ve kan donoru olma kriterlerini

tasiyordu (HBV, HCV, ve HIV negatif)
KKKA tanisi dogrulanmig toplam 26 hasta calismada yer aldi

Hastalar klinige kabul edildiginde kan numunesi alindiktan
sonra 10 ml hiperimmunoglobulin iv. uygulandi (150 ml SF

icerisinde 1 saatte gidecek sekilde)



Metod

 Hastaneye yatistan 3, 6, 12, 24, 48, 72, 96, 120, 144
ve 168. saatlerde kan alindi
* One-step real-time reverse transcriptase-PCR (7500

real time PCR system; Applied Biosystem, Foster City,
Calif., USA) ile viral yuk tayin edildi



Table 3. Owerall selected laboratory and clinical characteristics of CCHF patients in the study

Selected laboratory parameters

Selected clinical characteristics

Case no./ N Leukocyte . 2 2 . Day of
risk group  JAnti-CCHF countl? Platelet count”  AST®  ALT®» LDH» CPK®» o5 Fever Bleeding symplom
TeM . TgG (cells/mm?) (platelets/mm*  (USL)  (UAL) (LUALYy  (UAL) (any kind) before
admission

I/HR + /- 2,600 10, 000 69T 303 3,151 5.957 1.29 + + 3
2’HR + 5+ 1,400 15,000 542 876 Q39 il 0,98 + + 10
3I/'HR +/— 1,600 G, D 36 21 239 g1 1.26 + - 1
4/HR +/+ 1,300 10, 00K 1,319 464 1,825 it1i) 1.15 + + 7
5/LR +/— 1,500 75,000 6S9 358 740 298 1.06 + + 5
6/ LR + /- 2,100 1,000 141 102 3440 293 1.28 + + 5
T/HR» + /- 6,200 23,000 1,929 721 5,342 3.452 1.42 + + [
8'HR + 5+ 1,100 12,000 340 197 943 1.778 1.47 + — 1
9/ HE + /- 1,400 G5, 000 170 (] 365 594 1.31 + - 2
10"HR +/ — 2,200 18,000 374 154 776 351 1,00 + + 1
11/LER +/— 1,300 73,000 44 37 257 50 1.11 + - 3
1Z/HR + /- 1,900 118,000 249 1640 393 177 1.11 + - 2
13/ HR + 5+ 2,700 100, D0 205 144 522 185 1.30 + — 1
14/LR + /- 1,400 56, 000 116 125 280 97 1.00 + - 1
15/ LR + /= 1,200 50,000 149 TG 421 210 1.08 + + 1
1" HR +/— 1,900 69,000 Q0 46 302 T14 1.05 + — 2
17/ HR + /- 2,000 83,000 71 5% 241 194 1.25 + + 1
18/ HRY +/— 1,500 20, 000 501 208 1,431 2,227 1.36 + + 4
19/HER + 7+ 500 57,000 152 84 292 167 1.14 + + 1
20 LER + /- 2,400 25,000 573 367 743 759 1.27 + + B
21/LR +/— 2,000 17,000 323 76 531 249 1,00 + — 2
22/ LR +/— 2,300 114,000 107 o1 254 131 1.12 + + 2
23/LR + /- 6,300 440, 000 1o 51 288 135 1.00 + - 1
24/ HR + 5+ 2,100 16,000 azx7 120 6T 876 1.200 + — 1
25/LER + /- 1,500 58,000 117 63 222 49 1.08 - - 1
26/LR + /- 3,200 25,000 396 239 556 07 1.06 + + 1

¥ Lowest values during the course,
#:; Highest values during the course.

¥ Patients died.

AST, aspartate transaminase; ALT, alanine transaminase; LDH, lactate dehvdrogenase; CPK., creatine phosphokinase; INE, international
normalized ratio; HR, high risk; LE, low risk.



Sonuclar
Viral yukt > 10 8 kopya/mL olan 15 hasta yuksek riskli

grup olarak tanimlandi

Bu grupta yasam orani %86.6 (13/15) bulundu; 2 hasta
CCHFV hiperimmunoglobulin uygulanmasina ragmen

oldu

Onceki calismalarda yiiksek riskli grupta fatalite hizi 90%
gibi yuksek oranlarda bildiriimektedir (Duh D et al. EID;
Cevik M et al. CID)

Bu calismada ise hiperimmunoglobulin uygulanan yuksek

riskli grupta fatalite orani %13.3 (2/15) bulunmustur



Table 2. Viral load data of the patients in low-risk group having

viral load of 107 copies/mL or lower

Cy values! at all time intervals and viral loads at O h

Case no.

SE, Age Oh 3h 6 h 12h 24h 48h 72h
5 27.3

F. 58 3 % 106| 276 316 UTY

6 24.9

F, 39 4.6 % 107 26.9 27.2 309 UT

11 23,

P sg ?gijm? 24.3 259 234 252 32.5 UT
14 24,

F. 41 5.2 xﬁlﬂ'.' 25.0 25.1 31.2 T

1 27.

Fiﬁﬁ szﬁmﬁ 29.7 36.1 283 303 UT

20 28.

F, 63 3.0 xsms 30.5 29.7 309 31.2 uT

21 27.1

F. 54 41 x 106 31.5 28.0 30.6 31.1 33.2 uT
22 27.3

F, 53 13 % 10| 286 281 283 299 333 UT
23 25.9

M., 62 8.9 % 10° 26.0 27.2 284 32.6 uT

25 20.5

F. 35 70 % 10¢|] 312 309 308 350 uT

2 28.

]"l:;|l 61 3.4 ){3[{]5 26.0 27.5 25.1 33.1 uT

): Higher CT wvalues correlate with low viral loads and vice versa.

2 UT, under threshold value.



Table 1. Viral load data of the patients in high-risk group having viral loads of 10f copies/mL or higher

Cr values™ at all time intervals and viral loads at 0 and 48 h

Case no.
S¢X, age 0h 1h 6h 12 h 24 h 48 h 72 h 96 h 120 h 144 h 168 h
1 17.7 No 26.7 .
M, 28 2.6 x 1010 data 20.1 230 23.6 6.2 x 106 2.1 uT
2 20.5 227
20.2 20, 20. 21. 1. IT
M, 60 5.3 = 107 0 0.6 0.9 3 2.8 % 108 31.5 L
3 21.0 25.3
M, 25 7.9 x 108 20.8 21.6 21.3 22.0 7.9 x 106 6.2 7.8 1.6 uT
4 20.3 259
20. 20, 19, 21. 29, 20.7 1. . T
F. 57 6.0 % 10° 0.9 0.8 9.9 8 8.8 x 105 Q.3 Ll il.g 30.3 L
™ 21.9 19.2
M, 53 5.2 x 108 21.2 221 2.6 19.6 7.1 = 100 19.1 >
8 20.0 249
20.2 21.1 19, 23, 25.2 25.4 1 T
M, 53 2.5 = 107 0 9.9 3.3 4.7 % 107 s 30 U
9 21.0 238
M, 21 7.7 x 108 21.9 4.8 3.7 21.3 7.2 = 107 5.6 33.1 uT
10 23.0 29.2
24, 26. 25, 25, 7. IT
F, 64 1.5 = 10% 7 6.0 33 8 7.5 % 104 373 L
12 22.6 252
o i3 29 108 22.5 22 .8 22.9 22.4 7.8 3 10 26.5 32.4 UT
13 16.0 17.5
M, 49 3.3 %00 | 107 16.5 16.2 174 | | 195 288 36.1 uT
16 22.0 297
M, 73 5.1 = 108 22.2 22.3 3.7 23.4 7.2 x 104 uT
17 22.5 5.5
24, 27. 27.4 27. T
M, 76 3.4 % 108 3 ? 0 1.0 = 10° v
b 20.2 2 20.4 1 23.4 17.8
M, 59 2.3 x 10° 0.8 0. 9.6 3 3.7 x ]Q0 >
) 18.8 2319
21.4 21. 20. 23.1 24. ) T
F. 49 8.7 % 10° { 0.9 3 4.6 X 107 0 30.8 L
>4 22.8 21 2 22 2 27.0 4 T
M, 21 2.3 = 108 -8 3.0 0 3.8 2.9 x 10F 34.3 t

Iy Higher CT values correlate with low viral loads and vice versa.

I UT, under threshold value,

: Patients died.



Sonuclar

« Calisma sonucuna gore;

— Eger 48. saatte sifir zamanina gore viral yukte 1 log'luk

disme varsa hasta yasiyor

— Tersine 1 log'luk yukselme oluyorsa, fatalite icin kotu

prognostik gosterge oluyor

» Ozellikle yiiksek riskli grupta CCHFV hiperimmunoglobulin

uygulamasi KKKA tedavisinde umut verici bir yaklagimdir
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Case Report

Double filtration plasmapheresis for a case of Crimean-Congo
hemorrhagic fever

Basak C. Me.-(;oa'*, Osman MemikogluP, Osman Ilhan €, Erol Ayyildiz €, Ceren Gunt?2,
Necmettin Unal ¢, Mehmet Oral®, Melek Tulunay*®

* Ankara University, Faculty of Medicine Anesthesiology and ICM Department, Turkey
b Ankara University, Faculty of Medicine Infectious Diseases and Clinical Microbiology Department, Turkey
“Ankara University, Faculty of Medicine Hematology Department, Therapeutic Apheresis Center, Turkey

* 44 yasinda erkek hasta

* KKKA PCR pozitif

* Girig Degerleri:

* PLT 12,000/mm,Hb15.4 g/dl, AST 365 U/L, ALT 134 U/L, GGT 120 U/L, bil. 0.4mg/dL

* Yogun bakim unitesinde izlem

*Ribavirin ve destek tedavisi (trombosit, TDP vb)

* Genel durumunda koétulesme (multipl hematom/ekimoz, PLT 9,000/mm, Hb 6. 3 g/dl)

« Viral yukt dusurmek amaciyla double filtrasyon plazmaferez (DFPP,Evaflux): Tedavinin
3,4,5,7,8,9, 10 ve 11. gunlerinde toplam 8 seans

* Yatisin 16. guntnde klinik ve laboratuvar iyilesme

* Yatis boyunca toplam 8 U eritrosit, 9 TDP, 32 trombosit sUspansiyonu
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Fig. 1. Hemoglobin and platelet levels during DFPP.
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Fig. 2. Fibrinogen and INR levels during DFPP.



A fatal case of healthcare associated Crimean-Congo haemorrhagic fever
with severe disease and multi-organ failure

Mustafa Sunbul (1), Saban Esen, (1) Tom E Fletcher (1,2), Ahmed Dilek (3) Nil Guler (4) Nick J Beeching (2,5), Hakan Leblebicioglu (1).

Department of Infectious Diseases and Clinical Microbiology, Ondokuz Mayis University Medical School, Samsun, Turkey
Liverpool School of Tropical Medicine, Liverpool, United Kingdom, Department of Intensive Care, Ondokuz Mayis University Medical School, Samsun, Turkey
Department of Haematology, Ondokuz Mayis University Medical School, Samsun, Turkey
MIHR Helalth Protection Research Unit in Emerging and Zoonotic Infections, University of Liverpool, Liverpocl LE9 7BE, United Kingdom

« 27 yasinda acil serviste calisan saglik personeli

* Igne yaralanmasi sonrasi KKKA

« Cok sayida komplikasyon: Koagulopati, pulmoner hemoraiji, solunum yetmezligi,
ensefalopati, akut bobrek yetmezligi

* Tedavi: Ribavirin, double filtrasyon pazmaferez (4. gunde), KKKA hiperimmunglobulin,
hemodiyaliz, mekanik ventilator, kan trunleri (94 U TDP, 18 U ES,19 U trombosit)

* Yatisinin 11. glnunde multi-organ yetmezligi sonucu exitus



Viral Kanamali Ateslerde izolasyon Onlemleri
(WHO ve CDC Rehberleri)

Hastanin izole edilmesi
El hijyenine uyulmasi

Koruyucu ekipmanin giyilmesi

Glivenli enjeksiyon
Tibbi atiklarin guivenli atilmasi

Olen hastalarin giivenli gdmiilmesi




Asli

Bulgaristan’da 1974 yilinda bir asi gelistirilmis

Endemik bolgedeki askerlere ve saglik calisanlarina
uygulanmis

1975-1996 vyillari arasinda vaka sayisinin azaldigi, asili
askeri personelde hastalik gelismedigi belirtiimektedir

Bulgaristan'da halen kullaniimaktadir

Christova I, Zoonotik Hastaliklar Sempozyumu Kitabi 2008;167-70

Bu giin icin WHO'nun kabul ettigi standartlarda
tretilmis ve kullanima sunulmus bir asi yoktur






