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Crimean Congo hemorrhagic fever infection
simulating acute appendicitis
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In obstetric ultrasound of his mother, fetal
intraabdominal fluid was visualized at the
twenty two weeks of gestation, and
gmnigcontesic was nerformed (figure 3a).

CONCLUSION — : ‘ : In serological

analysis of
amniotic fluid

To our knowledge, these are = SR
the first episodes of

Intraabdominal fluid was found to increased

infr'al.l"'er'ine CCHF infection . and hyo_cle was detected at the 38”‘ weeks

These episodes show that
Fret By CCHFV can transmit through

At the first day of delivery, the =
clinical and laboratory of findings of the 21 Resim 5c) Batinda yaygn asitiolan |
baby were found to be normal. However, p|acen1.a o S i
on his 5t day, WBC count was 8200/ mm3 The risks of the delivery were explained to
PLT count was 40000/ mm3. The level of the family. After her vaginal delivery, baby
AST was 5372 TU, ALT 962 IU, and was severely ill and was operated with the
creatinin phosphokinase 1808 IU. He died diagnosis of necrotizing enterocolitis (NEC).
because of massive bleeding (figure 2). His laboratory findings were normal except
His CCHF IgM was found to be negative. high white blood cell count. In his blood
His CCHF Ig6 and CCHFV-PCR were culture, Enterobacter agglomerans was
positive. isolated.
On his 5thday, his WBC count was 4400 /mms3,
hemoglobin was 3 g/L, PLT count was 32
000/mm3. He died because of massive hasal,
intrathecal and gastrointestinal bleedings. His
CCHF IgM and PCR were negative.
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1. anne |38 hafta Hayatta
Bebek Sezaryen Exitus
2. anne |19 hafta Hayatta
Bebek Normal Dogum NEC

(Term) Exitus

3. anne |28 hafta Exitus
Bebek Exitus
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> Viriis izolasyonu
Fare beyni inokiilasyonu
Hiicre kiiltird

> Seroloji

>ELISA

> IFA

Kompleman Birlesme Reaksiyonu

> Immiinodifiizyon

> Reverse Pasif Hemagliitinasyon

>RT - PCR
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Viris izolasyonu

—
ELISA IgM Ig6  IFA

IgM pozitifligi: 2-3 aydan 6 aya Zeller H




I Tedavinin Hedefi

&

Mortalitenin onlenmesi




KKKA- Tedavi
+ u Destek tedavi

u Transfiizyon
Trombosit
Eritrosit
Tam kan
Taze donmus plazma

u Beslenme destegi

u Sivi destegi

u Organ yetmezligine yonelik destek




Hematolojik destek
i

Gerekli oldugunda;
Eritrosit slspansiyonu
Trombosit siispansiyonu;
<50 000 ve aktif kanama
<20 000

Taze donmus plazma;
PT ve aPTT uzamissa




KKKA- Tedavi
+

A Spesifik tedavi ??
Ribavirin ??
Yikleme... 30 mg / kg
4 gin....... 15 mg / kg /giin (6 saat)

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




Ribavirin
4}7\ FDA onay: yok

u Etkinlik agisindan en énemli/ en gok tartisilan ilag

“ Vero hiicrelerinde in vitro viral replikasyonu inhibe eder

> Hayvan modelleri; ortalama yasam siiresini uzatir

> Gastrointestinal kanamalari olan hastalarda oral ilag alimi sorunlu
% En onemli yan etki anemidir, tedavi tamamlandiktan diizelme

% Tedavinin etkinligi agisindan erken tani ¢cok énemlidir, ciddi
komplikasyonlar gelistikten sonra ribavirin tedavisinin etkinligi
azalmakta




4}7 Avrupa - Asya - Afrika KKKA viriis suglari
Yesil maymun bébrek hiicre kiiltird
Ribavirin liremeyi belirgin dlgiide engellemistir
5 pug/ml doz
viral ¢ogalma gegici olarak azalmaktadir

50-250 pg/ml doz

viral replikasyon goriilmemistir

Watts DM. Am J Trop Med Hyg. 1989:41(5):581-5.




Tignor GH. Antiviral Res. 1993:22(4):309-25

Infant farelere intraperitoneal verildiginde

Rib]hyir'in karacigerde virisiin gogalmasini anlamli olarak
onlemistir

Viremiye engel olmamistir

Ribavirin alan farelerde diger organlarda infeksiyon
gelismedigi saptanmigtir

Tekdoz 100 mg/kg ribavirin ile tedavi edilen farelerin
karacigerinden izole edilen viriisiin norovirilansinin
indeks susa gére daha zayif oldugu bulunmusgtur




Paragas J. Whitehouse CA. Antiviral Research 2004:62: 21-25.

Viris Hicre kdltdrd

> IbAr 10200 : Nijerya Bl - E6: Afrika yesil maymunu
H. impeltatum bobrek vero hiicresi

> Hy-13 : Gin > SW 13: Insan adrenal
frasiaticom sland karsinoma hiicresi

> U63010 : Uganda > BHK-21 : Hamster bébrek
Insan fibroblast hiicresi

> Spul28781: 6. Afrika B, 293 T/ 17 - tnsan bébrek

H.marginatum Vero C 1008 : ( ATCC CRL-

1586)



Paragas J. Whitehouse CA. Antiviral Research 2004;62:
21-25.

‘ N IC50 (hiicre canlhiligi %50 iken

m Ri bGVi rin inhibitér konsantrasyon)

m Ribamidine m TCgp (hiicre canliligi %50 iken

> toksik konsantrasyon)

(& J
Y

m Terapotik Indeks
-TI > 10 etkili
-TI < 2 etkisiz
- TI = 2-10 orta etkili

m 6-azauridine

m Selenazofurin

m Tiazofurin




adt J. Paragas ei al./Antivival Reseavch 62 (2004) 2I=23

Table 2
Comparison of the sensitivities of CCHFV strains for ribavirin and structural analogs®
Diug CCHFV Strams

TbAr 10200 spu 12831 Hy-13 VG010

Iz TCsm TI ICsg TCxq TI ICsg TCsp TI1 ICzg TCsg Tl

PN PN

Ribavirin 0.11 (£0.03) >78 ( 682) 007 (0021 »78  (>1071) 004 (2001 »75  G1873)  0.06 (£002) »78 (1:.--.)
Ribamidine 060 (£0.25) »78 129 05T (£0.18) »7S 52 QIS (E0.14) »75 =T 040 (£0.03) »TS >18s
GeAzawridine  »73 »T8 »]  »T8 »78 »]  »78 i >]  »T8 i !
Selenazofivin 1734 (£7.29) >78 >4 3741 (£12.04) >T8 >3 508 (088 78 =18 §37 (X637 »TH 2
Tiazofurin 18.88 (£3.56) >78 4 1998 (£3.24) »T8 >4 321 (£1.90) 7§ 223  §.8% (X0.3%) »7§ =

ICsp: inhibitery concentration (M) at 30% eell viability; TCap: toxie concentration (M) at 50% cell viabilitv: TI: TCagICag.
¥ The data represent the mean of three experuments (£$.D.),

TI > 10 etkili
TI < 2 etkisiz

TI = 2-10 orta etkili




Paragas J. Whitehouse CA. Antiviral Research 2004:62: 21-25.

4}7 Ribavirinin erken ve ge¢ infeksiyondaki etkisi

IbAr 10200 susu + Ribavirin -1, 0, 1, 2,ve 3.
giinlerde kiiltire eklendi

Ribavirin -1 ve 0. giinde eklenen Kkiiltiirlerde esit
diizeyde ve etkin bulundu

1.giinde eklenen kiiltirde etkinligin 6nemli dlgiide
azaldi

2 ve 3.giinlerde etkinligin kalmadigi saptand:




Paragas J. Whitehouse CA. Antiviral Research 2004:62: 21-25.

4’,

Genetik farklihgin ilag/ ribavirin
duyarliligini etkilemedigini gostermistir

Keneden izole edilen suslarla insandan izole
edilen suslar arasinda ilag duyarliligs
agisindan fark olmadigini gostermistir




Gozleme Dayali Calismalar
‘|_Pakis'ran,

3 saglik ¢alisani (2 cerrah 1 yardimci personel)

Tedavi dncesi:
BK ve PLT sayilari diisiik,
AST ve ALT diizeyleri yiiksek
Hemostazi bozuk
Oliim olasiligi %90

Oral ribavirin 4 g/giin X 4 giin
2.4 g/giin X 6 giin

Tim degerler ribavirin baglandiktan 48 saat sonra

nOr'mGI Fisher-Hoch SP, et al. Lancet. 1995 Aug 19;346(8973):472-5.




‘ Mardani M. Clin Infect Dis. 2003;36(12):1613-8

Ribavirin (+) Ribavirin (-) Tarihsel
x 139 olasi olgu kontrol

- 97 (%69.8) sag m 12 kesin olgu
m 69 kesin olgu - 5 (%41.7) sag

- 61 (% 88.9) saj

ribavirin tedavisinin etkinligi
konfirme hastalarda %80
olasi hastalarda %34




Clinical Infectious Diseases 2004: 39

Chﬁ racteristics Of Patients 1With ra:if-tfltlsfinﬂ;ﬂed with I;:CLHSF virus is suggested, which will be
o . . helpful for future outbreaks.
Crimean-Congo Hemorrhagic Fever

2002-2003 35 kesin olgu
1 Ribavirin (+) : 8 Ribavirin (-) : 27
4 Agir olgu 30 / 35
~ Ribavirin (+): 8
~ Ribavirin (-) : 22
1 Olgu-fatalite (%) eToplam: 2.8
1 Agir olgu ribavirin (-): 4.5
4 Ribavirin tedavisinin mortaliteye anlamli etkisi yok
1 Agir olgularda ribavirin tedavisi baslanmasi

Patients and methods. Ankara Numune Education and
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Crimean-Congo haemorrhagic fever outbreak in Middle Anatolia: a multicentre study of
clinical features and outcome measures

Mehmet Bakirl, Mehmet T:gurlu:, Basak Dukuzuguﬁ, Hurrem Budur‘*,. Mehmet A Tasyarani, Haluk Vahabugluer and the Turkish CCHF
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1 Ribavirin kullanimi tedavi maliyetini arttiracak
= 1 Ilag yan etkisine neden olacak

“ _ Yanhg ve gecikmis sonuglarda gereksiz ilag
= kullanimina yol agacak

Ac

1+ o 2004 yilinda ribavirin kullammina karar verildi
clir
def
ch

nredictors of mortalite COHFE wwms-snecific antihodies or oenomic seoments were detected in the sera of 99 rases Seven cases that were treated with

ra,

ent
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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
O. Ergonul, A. Celikbas, N. Baykam, 5. Eren and B. Dokuzoguz

1 2002-2004 54 kesin olgu

| 2 Ribavirin (+) : 25 Ribavirin (-) :29

1 Agir olgu 45 / 54
~ Ribavirin (+): 23
~ Ribavirin (-) : 22

1 Olgu-fatalite (%) eToplam: 7.4
1 Ribavirin tedavisi o6liimi 6nlemiyor
.1 .IV_ribavirin tedavisi ?




H. Vahaboglu

WHO Meeting on CCHFever:
OUtcome Prevention and Control, 2006, Istanbul.

outcome
survived
po ribav

+ 117

81

Ribavirin (+) Ribavirin (-)
Fatalite orani (%) 7 11.9
Basar: orani (%) 93.6 88.1




Journal of Infection (2009) xx, 212-218
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» There was no difference in the case-fatality rate
Cﬂngﬂ between treated and untreated patients (7.1% vs. 11.9%; P>0.05). |

StUdy > Our time-to-event analysis showed a highly significant
time-dependent effect of ribavirin in terms of survival. In
the first 8 days, the hazard for mortality for ribavirin treated
Nazif Ela patients was elevated, then declined after 8 days. Ial
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ARTICLE

| Ry

+  The role of ribavirin in the therapy of Crimean-Congo
. hemorrhagic fever: early use is promising

fi N. Tasdelen Fisgin+ . Ergonul « L. Doganci « N. Tulek

» 21 hasta semptomlarin ilk 4 giind iginde ribavirin almig (ERT)
» 20 hasta 5 giinde sonra ribavirin almis (GRT)
» 11 hasta ribavirin almamis

Recerv

=1

8 ©Spr Olim orani

9 »ERT alan grupta %5

1 Abstr » GRT alanlarda 7% 10 H
11 diseas » Ribavirin almamis % 27 %
12 of rib 36
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Kirim Kongo Kanamali Atesi

Jﬁ Ribavirin alan hastalarda ortalama iyilesme
siirecinin kontrol grubundan daha kisa
oldugu saptandi

- Kan- kan iiriinleri gereksinimi
- Fatalite orani
- Ortalama hospitalizasyon siiresi

- Hastane harcamalarinda anlamh bir fark

bulunmadi )
Ozkurt Z. J Infect. 2006.52(3):207-15




A‘QRibavirine kars! bir kanit yoktur

Kanit: Bir seyin dogrulugu, gergekligi konusunda kanaat
verici belge, delil -TDK

> Hastalik siresini kisaltmasi kuvvetle olasidir

> Hafif - orta siddetteki olgularda agir hastaliga
ilerlemeyi 6nlemesi olasidir ?

> Etkin sonug igin hastaligin erken doneminde
kullanimi gerektigi in-vitro gésterilmistir




Lazarev VM. Treatment of Crimean hemorrhagic fever patients with
comvalescent sera |in Russian|. In: Chumakov MP ed. Arbovirses.

Mater 16 Nauch Sess Inst Polio Virus Entsel 1969; 2: 1423,

T

KKKA den iyilesen hastalardan elde edilen serum
Atlarin immiinizasyonu 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

> Kontrolii olmayan bir ¢alisma
Vasilenko SM. Lancet 1990;335, 791-792.
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38 yasinda, erkek
Karabiik, Eskipazar

Ciftci, hayvancilikla ugrasiyor

Yatis tarihi 07.05.2008

Yakinma 4 glinlik

Ates, miyalji, basagrisi, ishal, gozlerde
kizariklik

Kene tutmasi mevcut




Ates 37.2 CP

Nabiz: 72/d

TA: 90/60 mmHg
Ekimotik dokunttleri var

Sol on kolda hemorajik billoz lezyonlar ve
kas ici kanamasi




Tarih

15.5.08

Lokosit <
e

Trombosi <

3500

176000

Hb

8.9




APTT <

Fibrinojen <

INR <

ferritin




Tarih

11.5.08

12.5.08

13.5 .08

14.5.08

Ribavirin

3x800mg

3x800mg

3x800mg

3x800mg

Tromb slsp

2U

Eritrosit

2 U
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Kontrolli ¢alismalara ihtiyag
var....




AEtdemik bdlgelerde yasayanlar veya bu bdlgelere
seyahat edenler bahar ve yaz aylarinda kenelere
kars: onlem almalidirlar.

KKHA siiphesi olan vakalarin kan ve viicut sivilari ile
perkiitan veya mukokiitanz temas edildiginde o
bdlge bol su ile yikanmalidir.

Maruz kalanlar 10-14 giin boyunca KKHA belirtileri
agisindan yakin takip edilmelidir.
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*Bulgaristan,
Eski Sovyetler ve
Dogu Avrupa llkeleri

‘Emen farelerin beyinlerinden formalin ile inaktive
edilerek elde edilmis antijen

-Modern standartlardan uzak

Yakin donemde beklenmiyor




114.07.06 HURRLYET

GCorum Kadin Dogum ve Cocuk Bakimevi Hastanesi Acil

Servisinde gorev yapan hemsirenin, kene isirmasi sonucu
hastaneye basvuran kadindan kan érnegi aldigi sirada,
igneyi kendi eline batirmasi sonucu Kirim Kongo Kanamali
Atesi Hastaligi (KKKA) virdsi kaptigi ve hayatini
kaybettigi bildirildi.




1976 yilindan itibaren Saglik Calisanlari arasinda bulas __

Bulag riski:
- Infekte kana maruz kalanlarin 7%8.7si,

- Igne yaralanmasi olanlarin %33’
van de Wal BW, et al. S Afr Med J 1985, 68:729-32

Afrika' da endemik bélge
Saglik galisanlari antikor prevalansi <%1 (1/128)
Fisher-Hoch SP, Am J Trop Med Hyg. 1992 Sep;47(3):337-45




o ‘2003 yili salgin donemi bittikten 1 ay sonra (ekim) hastanemiz saglik
calisanlarindan serum ornekleri toplandi ve Pasteur Institute de
KKKA IgM ve IgG testleri ELISA ile arastirildi.

62 riskli saglik galigani
13 risk tasimayan saglik g¢alisani

Higbir saglik galisaninda Ig M pozitifligi
saptanmadi.

Risk grubunda olmayan bir saglik ¢alisaninda Ig6
pozitif bulundu.

Ergondl O, Zeller H, et al. Int J Infect Dis. 2006 .




Ulke

Yil

Exitus

Bulgaristan

1950-1974

Guney Afrika

1967

1984

Pakistan

1976

1994

2002

Irak

1979

Birlesik Arap
Emirlikleri

1979

Arnavutluk

2002

Moritanya

2003

Turkiye

2003

2005

2006
2008

TOPLAM




Siipheli enfeksiyon:
Hastanin kanina ya da viicut
sivilarina temas

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

160 LD SRR () G L Diisiik trombosit ve lokosit diizeyi
sonuglari

1. Hospitalizasyon ve izolasyon

Takip kesilmeli 2. Hematolojik destek
3. Ribavirin
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1969 d
bulasda

(Carey, D. et al. Tr
Hava yo

Sadece
arasind
siiphele

si salgininda airborne
di

vg., 1972; 66 (3): 402-408).

an olgu bildirilmemis

unun maymunlar
oluyla bulasindan

(Jaax, N. et al. Lancet, 1995; 346 : 1669-1671).




http://www.cdc.gov/ncidod/dhqp/pdf/quidelines/Isolation2007. pdf r'
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"bazal hijyen onlemleri,
bariyer onlemleri

glivenli injeksiyon uygulamasi
glivenli gomme islemlerinin temini”
ile kontrol edilebilir




http://www.cdc. gov/ncidod/dhgp/pdf/quidelines/Isolation2007. pdf
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s Infekte aerosollerin ortama yayilmasini
gerektiren girisimler sirasinda solunum

bulasini 6nlemeye yadnelik “izolasyon odalar:”
kullanilabilir

= Rutin hasta bakiminda “Solunum Bulast
Onlemleri” gerekmez







Klinik takip sirasinda

Eldiven, onliik

+

aerosolizasyon olacak islem
yapilacaksa

Yiz koruyucu maske veya gozlik ile

Laboratuvar disinda
gereksiz

http://www. health. state.mn.us/divs/idepc/dtopics/infectioncontrol/ppe/ppen95. html N 9 5 m aS k e




Her hasta igin sinirl sayida saglik galisani
gorevlendirilmelidir

AC bulgular: varsa veya intiibasyon yapilacaksa
standart onlemleri + damlacik ve temas

onlemleri

Kan ornekleri ve hasta atiklari ¢ok dikkatli takip
edilerek temizlik elemanlar: ve laboratuvar
calisanlarinin infekte olmalar: énlenmelidir




