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Viral Kanamali Atesler

= Atesli

» Hafif tablolardan 6lime kadar gidebilen farkl seyirler

gosteren
= Sitokin firtinasi
= Koagtilopati
= Hemodinamik instabilite (vaskdlit, vaskiler kacak)

« Mental degisiklikler




Viral Kanamali Ates Etkenleri

- Sarthumma virdsi

Dergue virus(fp -4) = Zarfli RNA virisleri

+ Omsk hemorajik ates virisd,
* Kyasanur Orman hastahgi viriisd,

+ Alkhurma virisi = Kiresel tehdit olustururlar
s = Yerel isimler alirlar
Filoviridae [N = Lipoprotein yapisinda zarflari
— ~ nedeniyle fiziksel (is1, glines 1s1q1,
ifél'lfﬁi;p: gama 1ginlari) ve kimyasal (camagir
Arenaviridac S | suyu, deterjan, solvent) yontemlerle

kolayca inaktive olurlar

* Chapare virisleri j
\

*Kirim Kongo hemorajik atesi,

-Hantavirds, = Etkenler farkl olsa da patogenezler:i

*Rift Vadisi atesi
-Garissa

+Ciddi ates ve trombositopeni Clkl nd ir
)Y

Bunyavirales

virdsu




Viral Kanamali Ates Etkenleri

 Sarthumma virisi

® Dengue virus (tip 1-4), o

« Omsk hemoraiik ates virit = Dogal rezervuarlar: hayvanlar veya bazi
e Kyasanur Orman hastalig viriisu,

o Alkhurma virisi

Flaviviridae

artropodlar

= Dogal konakgilarinin bulundugu cografi

*Marburg
eEbola virusleri

Filoviridae alanlarda rastlantisal olarak insanlara bulasir

™ = Insan popiilasyonuna bulas ger¢eklestiginde,

el assa,
eJunin,
[Machupo, bazi VKA virisleri insandan insana yayilabilir
o

e Chapare virisleri

Arenaviridae

» Insanlarda sporadik olarak meydana gelen

AN

VKA olgulari akla gelmemesi ve tanisal

eKirim Kongo hemorajik atesi,
eHantavirUs,

“Rift Vadis atesi guclikler nedeniyle salginlara yol agabiliy

CIRWEWITEIES «Garissa




Viral haemorrhagic fevers

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

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




Viral Kanamali Ates Etkenleri

 Sarthumma virisi
® Dengue virus (tip 1-4),
® Omsk hemorajik ates viriisu,

S e Kyasanur Orman hastalig viriisu,
Flaviviridae e Alkhurma virisu

VKA virlslerinin

epidemiyolojisinin

eEbola virusleri

Filoviridae

= Kiresellesme,

Lassa,

= Uluslararasi seyahat

* Machupo,
e Guanarito,

Arenaviridae :Sabia' u Gdgler

Lujo,

e Chapare virisleri j

= Tklim degisikligi
*Kirim Kongo hemorajik atesi,

nedeniyle degismesi muhtemel

Bunyavira 2y °Rift Vadisi atesi

eGarissa /




Yillik Gorulme Sikliklar
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Author Manuscript

i’ublishcd in final edited form as:
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Vaccines for Viral Hemorrhagic Fevers - Progress and
Shortcomings

Darryl Falzarano and Heinz Feldmann
Laboratory of Virology, Division of Intramural Research, National Institute of Allergy and

Infectious Diseases, National Institutes of Health, Rocky Mountain Laboratories, Hamilton, MT,

USA
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Flaviviridae

Sarithumma virisd,

Rezervuar: Maymun, Vektor: Aedes simpsaloni, A. africanus, ve A. aegyp
Dengue virus (tip 1-4),

Vektoér: Aedes aegypti ve Aedes albopictus

Omsk hemorajik ates virisi,

Rezervuar: Fareler, Vektor: Keneler

Kyasanur Orman hastaligi virisd,

Rezervuar: Maymun, Vektér: Keneler

Alkhurma virisii

Rezervuar: Kiiglikbas hayvanlar, develer, Vektér: Keneler

b




Flaviviridae

- Sarthumma virdsu \

- Dengue virus (tip 1-4),

- Omsk hemorajik ates virisd,

* Kyasanur Orman hastaligi virus,
 Alkhurma virist /




Filoviridea

Filoviridae

‘Marburg atesi: Marburg Kanamali Atesi hem \
insan hem de primatlari (goril, orangutan,
sempanze, gibon, maymunlar, lemurlar) etkileyen,

nadir ama ciddi kanamali ateslerinden

‘Rezervuar: Enfekte yarasalar
‘Ebola viris:

‘Rezervuar: Maymunlar veya meyve yarasalar: /




Filoviridea
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EBOLA

Ebolavirus

« Zaire,

* Sudan,

» Bundibugyo,
* Tai Forest,
* Reston,

« Bombali

Insanlarda tanimlanmis




EBOLA

Zaire

* Orta Afrika da 1976 - 2013 arasinda olgu sayilari 100 civarinda gok
sayida ,salgin nedeni olmus. Mortalite %90

« 2014'de Bat1 Afrika da (Liberia, Guinea ve Sierra Leone ) gorilmds.
Toplam hasta sayisi 29,000
Laboratuvar konfirme olgu sayisi 15,000 Mortalite %40

« 2018 de ve 2020 de Ekvator'da, epidemiler olmus




EBOLA

= 2016 dan sonraki salginlarda mortalite giderek azalmakta

klinik seyirde de farkhliklar gorilmekte
= Mortal seyreden kanamali olgular azalmakta

= Hastaligin adi «Ebola Kanamali Atesi» yerine «Ebola Viris

Hastaligi» olarak degistirilmis durumda

= Kusma ve ishal daha 6n planda gérilmekte




EBOLA

Sudan

* 1976 dan bu yana Uganda ve Sudan'da mortalitesi %50 yi
bulan 4 salgin yapmis
Bundibugyo

» Uganda kiigtik ¢apli salginlar olusturmus




Arenaviridea

* Lassa,

- Junin,

* Machupo,
 Guanarito,

- Sabia,

* Lujo,

* Chapare virisleri

Arenaviridae
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Lassa hemorajik atesi (LHA) (Guinea, Liberia,
Sierra Leone, Nigeria, Benin, Ghana, ve Mali)

Junin V: Arjantin hemorajik atesi (AHA)
Machupo V: Bolivya hemorajik atesi (BHH)

Guanarito V: Venezuela hemorajik atesi
(VHA)

Sabia V: Brezilya hemorajik atesi (BHA)




Arenaviridea

* Lassa,

- Junin,

* Machupo,

* Guanarito,

- Sabia,

* Lujo,

* Chapare
viridsleri

Rezervuar

Kemirgenler

Kemirgenlerde hastalik tablosu olusturmaz

Calomys musculinus , Calomys laucha, (AHF)

Mastomys natalensis | s

Calomys collosus

Zigodontomys brevicauda

Bu kemirgen tirleri, Avrupa, Asya, Afrika ve

Amerika dahil olmak lizere diinyanin ¢ogu yerinde

bulunur



Arenaviridea

Arenaviridae

* Lassa,

- Junin,

* Machupo,

* Guanarito,

» Sabia,

* Lujo,

* Chapare
virisleri

Rezervuar

Kemirgenlere arasinda yayilma

= Kemirgenler arasinda siyrik, gizik gibi lezyonlarla yayilir

= Enfekte kemirgen hamilelik sirasinda virisii yavrulara gegirir
Insana bulas

Enfekte kemirgenlerin idrar, tiikirik veya diskilariyla gevreye yayilir

Kontamine alanlarin temizligi sirasinda virislerin aerosolizasyonu

Siyrik ve gatlak derinin kontamine yiizeylere temast,

Virisle kontamine yiyeceklerin tiiketilmesi

Enfekte bir kisinin kani, idrari, digkisi veya diger viicut salgilariyla

dogrudan temas yoluyla da insanlar arasinda yaytlabilir




Bunyavirales

~N Kirim Kongo hemorajik atesi,

« Rezervuar: sigir, at, koyun, kegi gibi evcil ve
birgok yabani hayvanlar, kemiriciler, keneler

« Vektor: Hyalomma cinsi keneler

‘Kirim Kongo kKA | ® Hantavirds

‘Hantaviris  Rezervuar: Kemiriciler,yarasalar
renal sendrom ¥ .o N

‘Rift vadisi

Bunyavirales

atesi

= Rift Vadusu a‘resl (Phlebowrus )

« Rezervuar:; koyun, kegi, rodent, primat, dag
gelincigi, kedi, kopek ve sigir develer, tavsan, kobay,
/ kus, at, domuz

« Vektor: Phlebotomlar




Bunyavirales

Prioritizing diseases for
research and development in

[ | Hyalomma ticks vector presence N
| CCHF virological or saralogieal evidence and vecior presance
[101] 548 COHF cases reponec oer year

- 50 and mose CCHF cases reported per year

* Estimated 500 deaths

* 3 billion people at risk each year

Endemic in
Africa, Balkans,
Middle East
and Asia

* Estimated 10,000 to 15,000
Crimean-Congo Haemorrhagic Fever infections each year

(@) Y\ord Health Crimean-Congo Haemorrhagic Fever Transmission




Kene: Haemaphysalis longicornis

H. concinna, H. japonica ve I.

B Ll nYClV i r'Cl l ZS persulcatus.

2009 Cin'de ilk vakalar Vet e T e

Casel et al. Experimental & Molealar Medicine (2021) 53713-722
hitps//dol.org/10.1038/512276-021-00610-1 Experimental & Molecular Medicine

REVIEW ARTICLE Open Access

Severe fever with thrombocytopenia syndrome " e C% S
virus: emerging|novel phlebovirusjand their control ¢ \ [
strategy ‘,

Mark Anthony Casel’, Su Jin Park” and Young Ki Chol® Viremia \, r

' Abstract J

p! Virus replication and
genetic reassortment

B2

T|M1I

An emerging infectious disease first identifind in central Ching in 2009, severe fever with thrombog ytopenia syndrome

ind 10 be caused by 3 novel phiebavirus. Since SFTSV was first identihed, epidemics have occurred In
several East Asian countries. With the escalating incidence of SFTS and the rapid, worldvade spread of SFTSV vector, it
s clear this virus has pandemic potential and presents an impending global public health threat. In this review, we

concisely summarize the Btest findings regarding SFTSVY, including vector and virus transm
and epidemi
ransmit SFTS

¢ Reassortant
, |SFTSV genotypes

! 1~rﬂ’.r* diversity

ogqy, probabie m[i'v:qen»: mechanizm, and clinical presentation of human

10 animals Inchuding Q humans : |
ty son cycle | rLI d rtebrate hosts, and potential re
domestic and wild a |r"._|i;‘ Heports of the seroprev

wever, humnan-1o-human transmission has lv:-qj?\ reponed Tb‘-_‘

map of arbovirus transr voirs include a variety of both

alence of SFTSY in both wild and domestic animals rases the
probability that domestic animals act as ."mphr‘,‘r..] he
= high fever, thrambo

e virus. Major dinical mandestation of human SF

enia, leukodytopenia, gastrointestinal symptoms, and a high case-fatality rate 1

Several animal models we

VEX "l"" d to further understand the pathogenesis of the virus and aid in the discovery of l— Reassortant Genolypes = Pure Genotypes Unknown

Terminal donemde le‘rar'ji, tremor konviilsiyon, ‘ ‘

Fig. 1 SF‘I‘SVgermk reassortment within a host. 8 Domestic and wild animals are readily infected with SFTSV from vis-canying ticks &

koma gibi norolojik semptomalar

g blood-eeding, furthes continuing




Insandan Insana Bulasabilen
Viral Kanamali Atesler

1. Gliney Amerika kanamal atesleri
(Arjantin, Bolivya, Brezilya ve Venezuella)

2. Hanta viriis pulmoner sendrom




Risk Gruplari

ee \Jeo

* Endemik bolgede tarim ve hayvancilik yapan ¢iftgiler

« Cobanlar

* Mezbaha ¢alisanlari, kasaplar

* Veteriner hekimler

VKA olgularina bakim veren saglik ¢alisanlari, hasta yakinlari
* Endemik balgelerde kirsal alanlarda gezi ve kamp yapanlar

e Avcilar




Patogenez



ﬂbola virus

Patogenez A
(Ebola V 6rnegi) “‘““fl@%@@ﬂzﬂ St
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.o Macrophages ____ s3]
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I Systemic Spread I K _/ Immune System Dysregulation
= Dendritik hiicreler & f P
Adaptve  jonme
= Monosit 2 g ?gfl:& ';-\'9“_'..-;‘,'.
o ®e
. . Kidneys / Adrenal Gland -
= Makrofaj production of  “Byspineed regutation o , Dendric ells
dlotting bicad pressure Inhibition of RIG
factors Aberant Maturation
= Epitelial hiicreler
Impaired T Cell Activation
= Trombositler
E d |. l h" l S (S el C|rculato¢y5y5tm
u . Teak
ndotelial hucreler fi::;x’—?;;% ‘:wg;dpmw

3_“?;211_‘_"_@ Coagulopathy
. o = Damage to endothefium
= Hepatositler /l

ﬁﬂrd Hemorrhagic Fever |
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Published in final edited form as:
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(E b O Ia Vi r‘ Lis 6 r' neg i ) Molecular Pathogenesis of Viral Hemorrhagic Fever

Christopher F. Basler

Dogal antiviral savunma mekanizmalarinda baskilanma

Dendritik hicrelerin uygun olgunlasamamasi

Adaptif bagisiklikta hasar olur

Kontrolsiz viris replikasyonu

Viral antijenlere yetersiz veya gecikmis bagisik yanit

Monositler ve makrofajlardan yogun inflamatuar sitokin salinimi




Current Research in Virological Science
Volume 2, 2021, 100009

P G.I. 0 9 e n e z Viral hemorrhagic fever: Molecular

pathogenesis and current trends of disease

management-an update

Vignesh Mariappan 2, Pooja Pratheesh 3, Lokesh Shanmugam ©, S.R. Rao © & B, Agieshkumar Balakrishna
Pillai? A=

Interlskinler Kemokinler

. TL-1p, . MIP-1q,
TL-1RA, MIP-1p,
IL-6, MCP-1,
IL-8, MIF, IP-10
TL-15, GRO-aq,
IL-16 Eotaxin

Kontrolsiiz inflamatuvar yanit ve etkilenen

organlarda hiicre hasari (nekroz)




Patogenez

= Eslik eden inflamatuar yanit, etkilenen organlarda

hekroz olur

= Vaskiiler kagak, koaglilopati, dissemine

intravaskiler koagulasyon (DIC) tablosu




Patogenez
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Hemorrhagic fever viruses:
Pathogenesis, therapeutics, and
emerging and re-emerging
potential

Lizdany Florez-Alvarez'!, Edmarcia Elisa de Souzal',
Viviane Fongaro Botosso’, Danielle Bruna Leal de Olivaira®,
Paulo Lee Ho’, Carlos Pelleschl Taborda®,

Giuseppe Palmisano®, Margareth Lara Capurro’,

Jo#o Renato Rebello Pinho'*, Helena Lage Ferreira®,

Paola Minoprio?, Eurlco Arruda’,

Luls Carlos de Souza Ferralra®, Carstan Wranger™

and Edison Luiz Durigon'**

?
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s o « o Proinflammatory
.* *  « mediatars
e i _ , Spleen
. Brain  Adrenal gland Liver
NKs and T cells l T cells activation * e
activation Delayed adaptive zeror:?e—symhes»zmg T ALT/AST serum levels
Poor cytotoxic response Activation of oo Synthesis of clottin
response coagulation cascade Hypotension l factors 9
Endothelium activation Sodium loss/ T c lation i
Platelet activation hypovolemia ool




Patogenez
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Pathogenesis of viral hemorrhagic fever

Mike Bray
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Klinik Tablolar



Inkubasyon periyodu

Arenavirus

Fllovirus

Lassa fever

Argentine
HF (Junin)

Bollvian HF
Machupo)

Brazilian HF
[Sabia)

Venezuelan
HF
(Guanarito)

Martsurg and
Ebola

Yollow fover

Dengue HF

South
America

South
America

South
America

Africa

Tropical
Africa,
South
America

Aszin,
Americas,
Africa

Fruit bat

Mosquito

Mosquito

Unknown
for
dengue
HF, 5-7 for
dengue

Bunyaviridae

Philebovirus

Nalrowvirus

Hamavirus

Rilt Valiay
fever

Crimean-
Congo HF

Hemarhagic

fever wath
renai

syndrome,
Hantavirus
putmonary
syndrome

3-5

Mosquito

Europe,

Asia, Africa Tick

Asia,
Europe,
worklwide

glinle 15 giin
arasinda




Klinik Bulgular

Ik Asama

Grip benzeri
hastalik

Bas agrisi,

Bas donmesi
Konjonktivit
Yiiksek ates
Lenfadenopati
Bogaz agrisi
Miyalji,

Artral ji

Dékiinti

Halsizlik, yorgunluk,
karin agrisi,

Bulanti, kusma, ishal

Headache, dizziness ~

Conjunc
tivitis

Lymphadenopathy ———"

Sore throat o

54
.~ Fever
”
Rash ———

Abdominal pain

diarrhea, vomiting

Myalgia —-

Arthralgia —

——

Severe VHF

J— Hypovelemic shock

¢ - .'—*-'r‘vi'_ A
Multiorgan failure ¢\

- Liver and kidney dysfunction

Bleeding diathesis:
Bloody diarrhea ,.‘_: |, melena
Hematuria

/ Petechiae. ecchymoses

Ciddi hemorajiler

» Hematemez,

= Kanl ishal,

* melena,

= Petesi,

= Ekimoz,

» Hemattri,

= Mukozal kanamalar

Hipovolemik sok ve
Multiorgan yetmezligi
= Sepsis

= DIK




Klinik Bulgular
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» 16.9 Coniunctival infection in Lassa fever. (Photo bv Dc

@ 16.11 Gum bleeding in Argentine haemorrhagic 1

Flaura 16.13 Fxtenczive archvmacis in Crimaan-Unnan hasmarrhanic

L. Blumberg, D. Enria, D. Bausch Viral haemorrhagic fevers. Public health 1977


https://www.semanticscholar.org/author/L.-Blumberg/2073528161
https://www.semanticscholar.org/author/D.-Enria/4913771
https://www.semanticscholar.org/author/D.-Bausch/2436536
https://www.semanticscholar.org/paper/Viral-haemorrhagic-fevers.-Blumberg-Enria/4ffc0496f3a9d10c1c2ecbd75c63677aee356fbb

Laboratuvar Bulgulari



Laboratuvar Bulgulari

Hemogram

Biyokimyasal
testler

Koagtilasyon
testleri

Lokosit sayisi normal, artmis veya dusuk

Trombositopeni gogunda var

AST ve ALT yiksekligi
LDH ve CPK yiiksekligi

APTT uzama




Tant



Tani

Oykii

* Endemik bolgeye seyahat

* Rezervuar hayvan ve/veya vektor temasi
 Hasta bireyle temas

» Kan temasi

* Enfekte laboratuvar materyalleri ile temas




Tani

Clinical Infectious Diseases N =

MEDICAL MICROBIOLOGY: L. Barth Reller and Melvin P. Weinstein, Section Editor

Viral Hemorrhagic Fever Diagnostics

Lori D. Racsa,' Colleen S. Kraft,' Gene G. Olinger,” and Lisa E. Hensley?
'Department of Pathology and Laboratary Medicine, Emary University, Atlanta, Georgia; and “Division of Clinical Research, National Institute of Allergy and Infectious Diseases, Integrated Research
Facility, Frederick, Maryland

* Virus kiltird ve elektron mikroskopisi
* Nikleik Asit saptama (PCR)

* IFA ve ELISA ile antijen ve antikor saptama IgM
ve IgG




gl Diagnostic tests for Crimean-Congo
haemorrhagic fever: a widespread
tickborne disease

Lawa T Mazzola, Cassandra Kelly-Cirino

o et Marse 1 ABSTRACT
Kty Do) C. Olageastic: Crimean-Congo Sawmontegic fever (COHF & &
OGaemee that

n-o-:'mw it i
Rockoshos fuar- o comestic wumal hosts, and causes severe and often tatal
Qacase BAL/ (0 Mealth ReanuThagc v i infected Suman. Dew 1o the ik
2EIA001 114 910 1 raey O Meatment opions o vaccines, and 5 high fataity rate.
g 2818001114 OO vins LOFY) & angh prisrty 20
acconting tn he WHO RED Blaageint. Sewrl commercil

BMJ Global Health 5

Infrastructure Turnaround Inhouse or Commercial Target
Test type requirements Training requirements time prototype source population

NAAT reference High (BSL-3/4) High to moderate 2.5 hours >10 >5 Human, animal,
(including (regional lab, reference (advanced lab technician) 1-2 hours prep ticks
muitiplex) laboratory)

ELISA, IFA High to moderate Moderate 3-4 hours >10 6 Human, animal,

(regional lab, district {laboratory technician) culture

hospital)

BSL, biosafety containment level: IFA, immunofiuorescence assay; NAAT, nucleic acid amplification test; POC, point of care; RDT, rapid
diagnostic test.
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Current Research in Virological Science

Viral hemorrhagic fever: Molecular pathogenesis and current trends of
disease management-an update
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V. Mariappan et al.
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Infected Patients Blochemical
_——_./-—? Assay
N
v Serum -
Specific Viral Western Blotting,
Proteins ELISA, Protein
GP. NP & VP40 Microarray, Mass
Spectrometry
Whole Blood
N (P
/ Virus Detection
”’
Virus Culture Plasma
Diagnosed by
using Host Cell /'QRT.PCR |
DNA .
Microscopic -"7 lI))iagnosed
Analysis Complementan y LAMP
Total RNA —17,,,2 Lo :
DNA Based Virus
Detection
GP: Ghcoproren; NP: Nucleoprowetn; VP30: Viral Matrix
Protein 40; RTase: Reverse Drarscriprase; QRT-PCR:
Quantitative Real Time - Polymerase Chain Reaction;
ELISA: Enzyme Linked Imwmunc Sorbent Assqy DNA Microamay
Probe Designing
and Synthesls

Fig. 4. Diagnostic methods for viral hemorrhagic fevers.
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Commercially available rapid diagnostic tests for the
detection of high priority pathogens: status and
challenges

Jalme Castillo-Lean Ramona Trebbien Jobn ). Castille and Winnie E. Svendsen

Hizli Tani testleri (Rapid diagnostic test)

= Kirim Kongo Kanamali atesi: Belgika da bir test mevcut
(sensitivite, %39.7, spesifite %692.9). Kullanima uygun degil

= Ebola (sensitivite, %100, spesifite %92)

= Lassa (sensitivite, %86, spesifite %91




Ebola

* Antijen testleri -

EBOLA TEST
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Tedavi

Destek tedavi
Yogun bakim destegi
Kan urdnleri replasmant

Ribavirin,
Lassa Atesi
Kirim Kongo kanamali atesi (hastaligin ilk haftasinda)
Hanta viris renal sendrom

(KKKA Favipravir?)

Immiinplazma ve monoklonal antikorlar




Tedavi

e NEW ENGLAND Imminoterapiler: Monoklonal antikor tedavisi
JOURNAL o MEDICINE
o + Ebolaviris: Zmapp, MAb114, REGN-EB3, REGN-EB3

A Randomized, Controlled Trial of Ebola Virus Disease
Therapeutics

« Ebanga (Ansuvimab-zykl), Zaire
ebolavirus tedavisinde kullanilan insan kaynakli
monoklonal antikor

% SEERDct - « Inmazeb (atoltivimab, maftivimab, ve odesivimab-

BLsviER

The road to effective and accessible antibody therapies

ebgn)

against Ebola virus m
Hugues Fausther-Bovendo' and Gary Kobinger” =
Eholn wrus (LDOV) cuttrenks can clatm (housands of Beos, 221 The cames beband the menvase frequency amd
Crippie heufthcar systers and bocdd coonomses. Effecive dintribetion of EIKOV sanbeeaks are Ligely snhiumn . .
i Vi i il Imminoterapiler: Immin plazma
tmt | Infect. 2021 April; 82 peti 3427 deot: w0 SE2 e
Published caline 2021 Apetl 20 Systematic Review ° Klrllm K n Kanamall ATe i
ongo S

L)

A Systematic Review of Treatment Strategies Including Future Novel
Therapies in Crimean-Congo Hemorrhagic Fever

Immiin plazma uygulamasinin etkinligi

Hamidreza Kouhpayeh '’ .. . l .
e e gosteriimemis
rgnding eather Shetical W ewanif) {evere Lrars A Wepeal Titatis Damerrey of Madcd Somn. Zideden vea et bastpayriniivabon com

Mecetved JU2 Mrveary 2 Sevivedd 2001 folitinry G Accepted 2001 Febouary 11




Available online at www.sciencedirect.com
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ELSEVIER

Vaccines for viral hemorrhagic fevers — progress and
shortcomings
Darryl Falzarano and Heinz Feldmann

KFDV
Dengue atesi
Ebola
RVHF
HVRS
Arjantin HA




Korunma - Asi

PAHO no

~ e NI E MEROLNEE!

Yellow fever, the returning epidemic

May 2022

When Cuban physiciun Carlos Finlay suggested i 1831 1hat the mosgui

zmitted, he did not imagine that thes ancient cisoase had &s naturaé

The impoctance of co end of yeliow fever from ane country 10 phother was the

g foros

behind the ¢ ganization (PAYHD). More than & Sartury

mecs and spread throughout thu reglon and the workd

he Amenc

of PARD in 1947, indicated for the frst brme that this
VINue Phas its

Jnglo reoervolr In monkey

ity Howsver aince 1937 there has besn an effective

vaccina 1o ¢ t pecpie 21 rigk and prevent

Since 1970, yellow fever has re-eman 3 3 putlic bealth threat n the Amencas, The disease 13 endemic i ferritones and

regiona of 13 countries in Central and \ Amwrich, cauging outtiiesks and destha

= Seyahat asilari arasinda bildigimiz ve etkinligi gosterilmis
bir asi sari humma asisi

= Seyahatten 10-14 gin once yapilmasi oneriliyor
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FDA approves the first vaccine for dengue

fever, but with major restrictions A§| Dang virdsundn yaygin

e MR
o

oldugu bolgelerde 9-16 yas

arasinda da kullanim onay: aldi

Vaccinate children with previous dengue infection
living in areas where dengue is endemic

Praboct chibdren froon
Livieqia U 5 aracwive dug.nllmu\,bupr.ak:tum
IO — and seeeie dsease

+ w%;:::::mbcmn ’ 4 ladection
1 AN ' efrxed

n | Fepetoptece nUS,
I."g'-." terresm 893 heely
Fnedated it



Korunma -Asi

Cell Culture
(1)

PR Eiiiii

Human Vacaines 7:6, 1-7; June 201 1; © 2011 Landas Bloscienc

Bulk Vaccine
(3) Final product
(4)

Argentine hemorrhagic fever vaccines

Ana Ambrosio,” Saavedra M.C, Mariani M.A, Gamboa G.S and Maiza AS

Instituto Na donal de Enfermedad €5 Virales Hurnanas: Dr. Jl. M aztegui; ANUS; Provine & de Buenos Alres; Argentin 4

Key words: arenavirus, Argentine hemorrhagic fever, junin virus vaccine

Tab le 1. Summary of developments in argentine hemosrhagic fever vaccines
Vaccine development strategy Inactivation procedure immunogen Pre -linical assays results Clinical trial

Killed virus Formalin inactivation Mainly protective Yes
Photoinactivation Mainly protective No
Viral subunits Capside glycoprotein G38 Immunogenic and protective No
Heterologous live virus Tacanbe virus Immunogenic and protective No
Animal and tissue culture passage £
Junin XJCI, Immunocgenic and protective Yes
Homologous live attenuated Animal and tissue culture passage 1
G N ). straln Immuncgenicand protective No (B)
Animal passage and tissue culture S e
dloning Junin Candid #1 Immunogenic and protective Yes 50-53

immunogenic, triggers a detec table immune response; Protec tive, protects against a challenge with pathogenic JUNV or AHF.
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Ervebo

18 Aralik 2019 FDA onay: aldi

EBOLA Zaire ye karsi koruyucu
diger tirlere etkinligi yok

Canl attenie, tek doz, 18 yas

ve lzeri kisilere

Koruyuculuk siresi bilinmiyor
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natre ARTICLES
MiCr ()blol()gy Betpsy/Aot g/ 1010 AAI564-020-00815-6

) Craes ne wpstsses

A DNA-based vaccine protects against

Crimean-Congo haemorrhagic fever virus disease = Gegmiste Bulgaristan'da
in a Cynomolgus macaque model

i R e s s uygulanmis bir asidan bahsediliyor

Patrick W. Hanley', Dana Scott’, Vanessa Monteil 2, Stephanie Devignot ", Atsushi Okumura’,
Friedemann Weber ¢, Heinz Feldmann 0 *4, Matti Siliberg®® and Ali Mirazimj 022545

= Kirim Kongo Kanamali ateginin

Contents lists available at ScienceDirect

Heliyon m lisansh bir asisi YOk

journal homepage: www.cell.comhealiyon

= Asi galismalar: surdyor

Development of a protective inactivated vaccine against Crimean-Congo [ M)
hemorrhagic fever infection e
Engin Berber “"“%", Nurettin Canakoglu ““*, Siikrii Tonbak “, Aykut Ozdarendeli “*’

ep and Di Sciences, College of Veterinary Medicine, The University of Tennessee, Knoxville, TN, 37996, USA
* Department of Virology, Faculty of Veterinary Medicine, Erciyes University, Kayseri, 38280 Turkey

© Vacrine Research, Development and Application Center, Erciyes University, Kayseri, 38280 Turkey

“ Department of Virology, Faculty of Veterinary Medicine, Firat University, Elamg, 23119, Turkey

* Mugia Sitki Kocman University, Milas Faculty of Veterinary Science, Department of Virology, Mugla, 48200, Turkey

! Department of Microbiology, Medical Facuity, Erciyes University, Kayseri, 38280, Turkey
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* Duyarl hayvanlar, hamilelik ve
emzirme déneminden bagimsiz
olarak herhangi bir yasta

astlanabilir

* Bagisikliga sahip hayvanlardan alinan
buzagilar ve kuzular ancak alti
ayliktan sonra etkili bir sekilde

asilanabilir

« Yillik asilama énerilir ve kis sonu

veya ilkbahar basinda as! yapllm03|

tavsiye ediliyor



Korunma

 Hastalar tek kisilik odada takip edilmeli

 Tek kisilik oda yoksa hasta kohortu yapilmali

* Hasta yataklari arasinda 1 metre mesafe birakilmal

« Mimkinse bu hastalara bakan personel ayrilmali

« Odaya giren personel sayisi sinirlanmali

* Hasta odasinin giriginde kisisel koruyucu ekipmanlar bulundurulmali

 Hasta odasina refakatgi ve ziyaretgi alinmamali




Korunma

Viris izolasyonu
yapilan

BSL 4 Virology Lab laboratuvarlar

diginda gereksiz




Korunma

1

( Viral Hemorajik Ategler Izolasyon Onlemleri ~N

Gereginde el yikama

Hastanin izole edilmesi

Koruyucu giysi giymek

Enjektdr ve ignelerin givenli
toplanmasi

Atiklarin giivenli toplanmasi

Defin islemlerinin givenli olmasi

Infection Control for

Viral Haemorrhagic Fevers
in the African
Health Care
Setting

/




Korunma

Standart Onlemler

A simple, consistent and effective approach to infection control

Minimise contact with blood and body substances by utilising
safe work practices and protective barriers.




Korunma - Kigisel Koruyucu Ekipmanlar

KiSISEL KORUYUCU EKIPMANLARIN (KKE) UYGUN KULLANIMI

Kullandmas: gereken KKE. mevout bulag riska hasta ve hastalik durumuna gore anerilen
koeunma onlemler cercevesinge (standart. temas. damiacik veya sotunum yolu
izolasyon enlemier) degisecekte ASAGIDAKI SIRA ILE GiYILMELIDIR

1. ONLUK

+ Uzun kollu, bileklikli. dizlere kadar
olmals, tim govde on kismin ve
sarh Grimeliclic

« Boyun ve bel bolgesinden
baglanmalichr

2.TIBBi MASKE VE
N95/FFP2 MASKE

+ Maske, burun. agiz ve genenin alt
kismini kapsayacak sekilde
aciimali ve yanlardan hava
almayacak sekilde yerlegtirilerek
séaca badglanmalid. Burun
koprus( ustindeki telli esnek bant
skstinlmalidir

3.GOZLUK YA DA

YUZ KORUYUCU

« Yuz ve gozler kapatacak sekilde
ayarlanmalidr

4. ELDIVEN
* lzolasyon onligGnin bilek kesmani
kapatacak selside giyilmelidir

GUVENLI CALISMA KURALLARI

+ Ellerio yuze dokunmaktan kacnémalxhir.

+ Etterie maskonin Ip veya lastigl dignda hichir yorine tomas
eciilmemelicic

+ Dokunulan yiaeyler setandeimalice
« Yirtilan veya agin kirenan eldiventar degistintmotidir
« Igtem éncesl ve sonrasinda el higyeni saglanmalide

T.C. SAGLIK BAKANLIGL

KKE ASAGIDAKI SIRA ILE CIKAPTILMALIDIR

ke haric diger tum KKE'ler h dasindan ¢ikm an on
2 hasta odasindan ciktiktan s a Gikartilie

1. ELDIVEN

* Eldtvaniarin by yUasnyt hoe Zaman kontaming kabul
adilr

+ Elatvanhl ol kullundarak chigur etcdoki old o grarde

¢ Cicartdan elcdmn naten eldiven takd olan eldes
tutulur

+ Parmaodiar onluk bilekigndoen eldwenin atting
sokularaic olcven syl

+ Elcdivan gkartbnmen elier kantanine okirsa hamen
digor bkl KKE b Ghandchilan sonrs o hifyers
saglare

+ Elcvenior bt atk hutusuns abily

2. GOZLOK YA DA
vUZ KORUYUCU

+ Gorlukdern ve yiz konayucusisun dig yuseyn
kootamine kobul odiir —

+ Glzllk ya da yux koruyucusu bagn akasndak kata “’g’\- i
Dand kakhinlarak On tarafvi dekurdmacdon ( T
okanlr

+ Goelok ya da yuz koruyucusu Okarthirken el
sontamine clursa hamon el hijyend saglarer

+ Bopman tekrar kullandabiy ise. tomiziik istomi icin
uygun clan yere bersfale. degitsm bt abk bulisurs
MNr

3. ONLUK

+ Onluggin on hasimy vo kollan kontiméne Kabud echllf

+ Onlugin bagokian gevsets. Sagoddva ulagmaya
Caligarene Grlugun kontamine yrlerein vicuds temas
etmamesine dishat edimelicir

+ Onluk sadece icine dokurenaya dikat edarek boyun
vo ormuzdan siyniark ohartimalide

+ Onlugi gkartvken efier kantamine clursa hemen ef
hjyani saglarer

+ Onlidrin i ks thga GRlecHR gakicls katlang titlks
e kutusunag atlr

4. TIBBi MASKE
N95/FFP2 MASKE

+ Maskenin On lsmi kootamine kabol odilie

¢ Maske once alt bagok sonea (st Dagonaan tututank
OnN Rema dokusynacan o Uil vo bk Atk kutusina
oMy

+ Bl bjyeni saglans

TUM KISISEL KORUYUCU EKIPMANLAR CIKARILDIKTAN
SONRA ELLER SU ve SABUNLA YIKANMALI ya da ALKOL
BAZL! EL ANTISEPTICI KULLANILMALIDIR.

VL. SAGLIK BAXANLIGI




Korunma- Damlacik Onlemleri

. , i TR,
Hava yolu bulagi bildirilmemis S -
DROPLET ISOLATION PRECAUTIONS
« Ciddi pulmoner tutulumu varsa Visitors ~ See Nurse before entering
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Tani amagli balgam indiiksiyonu,

Bronkoskopi,

VT ' ' e

ST@p Clean Hands ~ Surgical Mask ~ Eye Protection SO !
N / /

N-589 for High Hazard Procedues (See other sude)

Entibasyon, ressusitasyon

* Maske ile pozitif basingl ventilasyon sirasinda viris igeren enfekte partikiller aerosolize olabilir

Damlacik yolu ile bulas onlemlerini alinabilir (N95 veya FFP3 maske, gozliik)

(www.cdc.gov/ncidod/hip/ISOLAT/airborne_prec_excerpt.htm)




Korunma -Kontamine Yiizey ve Aletlerin
Dezenfeksiyonu

* Yer ve ylzeyler

 Tibbi aletler (Vicut dereceleri, Steteskop)
 Hastanin esyalari (Catal, kasik, bardak, tabak)
« Slirgli ve ¢op kutulari

1:10 luk sodyum hipoklorit
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Korunma - Cenaze ve Defin Islemleri

ce\Joo

= Cenazeyi hazirlayacak olan kisi koruyucu onlemler (plastik anliik, kalin
eldiven, maske, gozliik vb.) almal

= Ceset yikandiktan sonra 1/10'luk ¢gamasir suyu ¢ozelftisi ile
spreylenmeli, ceset torbasina konarak kapatilmali ve 1/10'luk ¢camasir
suyu ¢ozeltisi ile tekrar spreylenmeli

= Cenaze daha sonra tabutlanmali ve mihirlenmeli
= Tabutun a¢ilmasina misaade edilmemeli

= Yapilanlarin gerekgesi vefat eden kisinin yakinlarina anlatilimal




Turkiye'de
Viral Kanamali Ates



Turkiye'de Viral Kanamali Ates

 Kirim Kongo Kanamali Atesi (KKKA)
» Ilk fark edilen olgu 2002 yilinda
* Bunyaviridea- Bunyavirales familyasi

* Nairovirus

* Vektor:Kene (Hyalomma marginatum)

80 - 120 nm

Dr. Sebnem Eren, ANEAH A




KKKA- Vaka Tanimlari

Klinik Tanimlama Siipheli vaka

* Ates, bas agrisi, miyalji, halsizlik, «  Klinik tanimlamaya uyan, baska nedenle agiklanamayan vaka

+ Bulanti/kusma, karin agrisi / ishal

Olasi vaka
+ Lokopeni, tfrombositopeni,

. Viiksek AST-ALT-LDH-CK * Klinik tanimlamaya uyan ve en az 2 destekleyici bulgu

Destekleyici bulgular « Bolgede birden fazla vaka varsa destekleyici bulgu olmaksizin

. , o klinik tanimlamaya uyan
«  Hemorajik - purpurik dokiinti

« Diger hemorajik semptomlar. Kesin vaka
Epidemiyolojik hikaye Klinik tanimlama +
*  Kene tutmas +  Kan- doku érneginde viral RNA'nin gosterilmesi

*  Hayvanlarla yakin tfemas . Spesifik TgM pozitifligi

«  Kirsal alanda yasama/ seyahat
« Spesifik IgG titresinde 4 kat artis
*  Hayvan doku-kani ile temas
« Kesin tani almig vaka ile epidemiyolojik baglanti

« Laboatuvar ¢alisani

*  Gevrede benzer hasta




Turkiye'de KKKA

2015, 2016, 2017'de hastalik insidansi

(Tarkiye, 2015)

(Turkiye, 2017)

001- 05 (26)
5 -1 @
-5 (10
-12 (8

T.C. Saglik Bakanhgi
Zoonotik ve Vektorel Hastaliklar Daire Bagkanligi




Saglik Bakanhgi Istatistikleri

Kinm Kongo Kanamali Atesi Vaka ve Oliim Sayilarinin Yillara Gore
Dagilimi, Tiirkiye, 2002-2018

1500 1318

1300
1075
1100

967
868 - 910
o 718
700
479
432
500 343
300
63 50 54 37 37 4
100 29 16 16 7

-100 72609 2010 2011 2012 2013 2014 2015 2016 2017 2018

M Vaka Sayist W Oliim Sayisi




Bulas yollar:

Enfekte kene tutunmasi
Hayvanlardan kene toplama (kene ezme)
Viremik hayvanlarin kan ve dokulari ile temas

Enfekte hastalarin (hastanede, toplumda)

= Enfekte doku ve kan temasi ile
Pregnancy and Crimean-Congo haemorrhagic fever
Anneden bebege (vertikal) bulas e T

1) Ao Mamsre Educonon ond Reseorch Mospad—idectionr Deares. 7] Avhova Nyswne Edocomas ond Reseanch Moapiad—itfacomn Dieosss
3) Avkare Numase Educoten ond Ressorch Moapesd - Otaietscs and Grroecolagy, 4) De Seeet Ui Oiidren s Hoades - Neanetekogy Cine, 5} Askarg
Nastare Edacos and Reseonch Mgl Radolgy Deganimest ond 6) Dv Sory Lise Chiden s Hatpeiad - Posdetre Sorgery Gione, Avkar, Tarkty

Abstract

Laboratuvar materyalleri ile bulas

Clin Microbiol Infect 2010; 16: 647—650
10.1111/].1469-0691.2009.02905.x




Inkubasyon Periyodu

= Kene tutunmasindan sonra
1-3 (En fazla 9) giin
» Enfekte kan/doku temasi sonrasi

3-10 (En fazla 13) gin




Klinik
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VAL




Hastaligin seyri

PCR: 9 giin

I'| Miyalji, ~CTRELIETRETETIE
Ates, =lChd
PLT I Bulanti-kusma omhola
......... I [Tshal
.
o | S
T [
AST e, L
. - i
EI . Fatalite
, I 0 >
~ gfjn 10 gl'.in gt'jnler'

Inkubasyon Prehemorajik Hemorajik donem @l Konvelesan
3-7 giin dénem 2-3 giin donem
1-7 aii

Ergonul O. Lancet Infect Dis 2006;6(4):203-14.
Ergonul O. Curr Opin Virol 2012;2(2):215-20




Donemlere Gore Bulgular

Hemorajik dénem




Evaluation of Serum Levels
of Interleukin (IL)-6, IL-10,
and Tumor Necrosis Factor—«

Neler gordik i

Onder Ergonul,’ Semra Tunchilek’ Nurcan Baykam.' Aysel Celikdas,’
and Basak Dolwogur'
Wifections Dissgses ang Cisical Microdioingy Cinic, Askcars Numene Eaucation

LEY
mterScience“
T ang Researh Hospitsl, and “GENOM Laborstones, Ackara, Turkey

Crimean-Congo hemorrhagic_: fever: Five patients
i e s Fatal seyreden hastalarda

Nuriye Tasdelen Fisgin,"* Tunc Fisgin,” Esra Tanyel,! Levent Doganci,’ Necla Tulek,*

e bt = TIL-6, TNF-alfa daha yiiksek
e o 2L-10: anlamhi fark yok

DOL 10.1002/jmv 24864

TR —
RESEARCH ARTICLE WILEY MEDICAL VIROLOGY

Cytokine response in crimean-congo hemorrhagic
fever virus infection

Onder Ergoniil®> | Ceren Seref> | Sebnem Eren® | Aysel Celikbas® |
Nurcan Baykam® | Basak Dokuzoguz® | Mehmet Génen®® | Fiisun Can®

= IL-1p, TNF-q, IL-6 yiiksek

= TL-6, IL-8 veTNF-a, diizeyi »
ciddiyetle korele




Neler Gorduk

ORIGINAL ARTICLE 10.1111/}.1469-0691.2006.01445.x

Rey nfect Dis 1989 May-Jun,11 Suppl 4:5794-800
The clinical pathmogy of Crimean ,congo her Analysis of risk-factors among patients with Crimean-Congo haemorrhagic

fever virus infection: severity criteria revisited
S'ﬁanepoel R G!" DE' Sneﬂhefd "‘J, L_eman p;‘" M.nharm JH, t Q. Ereonul, A. Celikbas, N. Baykam, S. Eren and B. Dokuzoguz

. . . . . nkara Numune Education and Research Hospital, Infectious Diseases and Clinical Microbiolo:
Swanepoel; ciddi seyir kriterleri: Department, Ankars, Turkey R v
Hastaligin ilk 5 gliniinde = Trombosit sayisi <20,000/mm3 [

= Lokosit sayisi >10 000/mm3 veya
Trombosit sayisi 20000 U/L

veya

AST >»700 U/L

ALT >900 U/L

= AST>200 U/ veya = gPTT > 60 saniye
= ALT >150 U/L veya = Fibrinojen <110 mg/dL
* aPTT>60 saniye, veya = Hematemez, melena, somnolans

= Fibrinojen < 110 mg/dL




MAJOR ARTICLE

Table 1. Characteristics of SSI Parameters for Crimean-Congo
Hemorrhagic Fever

Severity Scoring Index for Crimean-Congo
_ sivils Hemorrhagic Fever and the Impact of Ribavirin
et aount eI phneletat and Corticosteroids on Fatality

S| Parametar

Ty

=150 g
150-50 i Basak Dokuzoguz,' Aysel Kocagill Celikbas,! Sebnem Eren Gok,' Nurcan Baykam,! Mustafa Necati Eroglu,' and
1920 Onder Ergonal
b d '(incal Microbinlogy and Infectaus Disaases Clinic, Avkara Numuna Edecatian and Raseasch Hospital, Ankara, and ? Infectious Diseases and [linica
C.:‘.C 3 Nicrohiniogy, Kag Unsersity, School of Madone, Istanbul, Turkey
aPTT, sac
:';3-1 C " ® Deuth
35_‘15 : 60 = Survival —
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Ribavirin Kime Ne Zaman?

= TIk 5-7 giin i¢inde bagvuran
= Ciddiyet skoru 3-9 arasinda olan

= Bobrek yetmezligi bulgusu, anemisi ve bilirubin yiksekligi

olmayan

= Emilimi engelleyecek bir patolojisi olmayan

Table 2. EMects of RBY and Additional Therapy on CFRs Amon g Patients With Crimean-Congo Hemorrhagic Fever, Stratified by SSI

Yikleme.... 30 mg / kg
4 giin....... 15 mg / kg /giin (6 saat)

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




Steroid Ne Zaman Ne Dozda ?

Skoru 10-13 olan agir hastalarda

" Trombosit sayisi <20000/mm3

aPTT>60 saniye
= Fibrinojen <120 mg/d|

= Kanama

= Somnolansi olan olgulara

Table 2. Effects of RBY and Additional Therapy on CFRs Among Paticats With Crimean-Congo Hemorrhagic Fever, Stratificd by SSI

10 mg/m? dexamethasone







