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Phlebovirus: Siniflama:

Cins

eBunyavirus

eHantavirus

*Nairovirus BUNYAVIRIDAE
ePhlebovirus ailesi

e Jospovirus

Uluslararasi Virlts Taksonomi Komitesi (ICTV)
— 9. rapor (2011)



Phlebovirus: Siniflama:

https://talk.ictvonline.org/taxonomy/
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Virus Taxonomy: 2018 Release
EC 50, ¥Washington, DC, July 2012
Email ratdicazion October, 2018a (MSL #33)

= Phylum: Negamaviricola
+ Subphylum: Haploviricoting
== Subphylum: Pofyplovincotina

+ Family: Fimovindse

- + Family: Hantavindae

T ramay- MypovINGGe
<lil] + Family: Nairovindae
+ Family: Peribunysviridae

+ Class: insthovincefes

Uluslararasi Virlis Taksonomi Komitesi (ICTV)
— 10. rapor (2018)



https://talk.ictvonline.org/taxonomy/

lome Infurmation  Taxanomy, Files Discussions: Study Groups. MeeSngs:  ICTV Reports LogistJain

10 families

<+ Family: Cruliviridae 1gewus b
+ Famiy: Fimovinidae 1 genus SErY

<+ Family: Penibunyaviridae
+ Family: Phasmaviridae

+ Genus: Banyanguinis
+ Genus: Beidivirus
4 Genus: Phssivirus
= Genus: Phlebovirus
Species: Bujaru phicbovirus
Species: Candiru phlebovirus
Species: Chilibre phisbovinus
Species: Frjoles phiebovirus
Species: Funfa Toro phlebovirus
Species: Rift Vslley fever phiebovirus
Species: Sslehabad phleboviruz
Species: Uukuniemi phiebovirus
+ Genus: Pidchovius

https://talk.ictvonline.org/taxonomy/
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Phlebovirus: Siniflama:

Phenuiviridae ailesi Phlebovirus cinsi
siniflandirilabilmis 9 tir /serotip
» 50 serotip

e Bujaru phlebovirus

e Candiru phlebovirus

e Chilibre phlebovirus

e frijoles phlebovirus

e Punta Toro phlebovirus

e Rift Valley fever phlebovirus

e Salehabad phlebovirus

e Sandfly fever Naples phlebovirus
e Uukiniemi phlebovirus



Phlebovirus cinsi Tur/Serotip Viris

Matdonado virus (MLOV)
Morumbn virus (MRIMIBV)
Mucura virus (MCRVMRAV)
Nigue virus (NKQV)
Oriximing virss (OR XV}
Serra Norte viras (SRNV)
Tunans vires (TUAV)
Chilibre plelobotrus Caczo vins CAV)
Chilibee virus (CHIV)
Frijoles phlebovirs frijoles virus (FRIV)
Jod virus (JOAV)
Pamsa Tore phiebovirus Buenaw ntur vires (BUEV)
I Campanz virus (CMAV)
Capirx virus (CAPIV)
Cocit virus (OCLV)
i,
Salelaaied pilebranirms Adama virus (ADAV)
Adrna vinss {AIDRV)
Alcube vines
Arbax vires (ARBV)
Arumosot virus {AMTY)
Medjerda Valley virus (MVV)
Odrénisron v es ODRV)
Olbia virus OLBV)
Salehaboad vines (SN
B= galaks virus (BREV)
Zaa viraes ZABAV)
Sancdlfy v Nogales phalebarntrats Arrabada virus (ARRV)
Bakan virus {BALKV)
Fermovinaes FERY
Gordil virus (GORV)
Granada vinxs {GRV - GRAV)
Masitia vines IMASY)
Pumigoe vires {PUNV)
Saddaguia virus (SATA)
St Floois vimas (SAFY)
sanadity sewer Naphex virus (SFNV)
Tehran vairus {TTHEV )
Toscana virus (TOSV)
Zerdali vires (ZFRV)

Maes P et al.: AF¢hiv Virol 2019 ; 164:927-941.



Phlebovirus: Serotip:
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Serocomplex

«Toscana virus» (TOSV)
«sandfly fever Naples virus» (SFNV) | Sy Fver
«sandfly fever Turkey virus» (SFTV)

«sandfly fever Sicily virus» (SFSV)
«sandfly fever Cyprus virus» (SFCV) | uimt o

Alkan C et al.: Antivir Res 2013 ; 100: 54-74.



BUNYAVIRALES takimi .
o S T
ORTAK OZELLIKLER . M
Zarfli
Tek iplikli negatif polariteli RNA
3 segmentli
S Segment (1.7-1.9kb)
M Segment (3.2-4.2kb)
L Segment (6.4kb)

helikale Nukleokapside
der RNA-Segmente L, M und S



BUNYAVIRALES takimi

ORTAK OZELLIKLER

S segmenti ntukleokapsid proteinini, NS proteinini
M segmenti zarf glikoproteinleri G1 ve G2'yi,

L segmenti RNA polimeraz enzimini

kodlamaktadir.

e G1 ve G2 proteinler;

viral notralizasyon, fuzyon ve hemaglitinasyon
e nukleokapsid proteini;

capraz reaksiyonlar



VEKTOR: Tatarcik - Kum Sinegi:

Diptera takimi,
Psychodidae ailesi,
Phlebotominae alt ailesinde

& v’ Lutzomyia cinsi— Yeni Dunya
v’ Sergentomyia cinsi— Eski Diinya
v’ Phlebotomus cinsi — Eski Diinya

P. papatasi — Ana vektor
(SFNV-SFSV)

P. ariasi

P. major s.I. (SFTV)  P-longicuspis
P. perniciosus (TOSV) P. ne.glectus
P. perfiliewi (TOSV) - minuta

SFECES NONESLASSIFICATION: Havexiomos sop, (D piss Praroddoe)




VEKTOR: Tatarcik - Kum Sinegi:

v’ sarimsi renkte (tamamen beyaz - tamamen siyah)

v 1,5-3 mm buyuklik

v’ tuyll, dinlenirken kanatlarini gévdelerinden yukarda tutan,
avlarina yaklasinca ziplayici hareketleri ile tipik sinekler

v’ oldukca sessiz - “pappataci”

v" genellikle dis ortamda bulunup yum

v’ 25 -28°C de aktif / nem

v" acik havada ruzgara duyarl — yere ya

v’ disiler yumurtalari gelistirebilmek ici

v’ gece ve safakta kan emerler — giind

v’ 35-69 glinde eriskin — 2hafta

v’ 4. evre larvalari soguga dayaniklidir

Giinay F.:Hacettepe Universitesi Biyoloji Béliimii.



VEKTOR: Tatarcik - Kum Sinegi:

v’ tatarciklar virlisii enfekte kisiyi isirirken ahliyorlar
ates baslangicindan 48 st dnce ve 24 st sonra
v’ sinekte 7-10 giin IP, hayati boyunca enfekte kaliyor
v’ vertikal, venereal, transstadiyal yolla yavrulara aktariyor
v’ rezervuar konak???
v’ oldukca kasintili lezyonlar (%1)
tukrik enjekte ederler-antijenik
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Epidemiyoloji: vektoriin yayilimi
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Ozellikle Akdeniz cevresi, Orta Dogu ve Bati Hindistan
Asya, Afrika, Avustralya, Glney Avrupa, Amerika

N20 © - N49°

3300m yukseklige kadar farkli habitatlar

nisan — ekim aylari arasi



Epidemiyoloji: ECDC vector maps
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Epidemiyoloji: ECDC vector maps

%g " efsam Phiebotornus perniciosus - current known distribution: May 2018
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Epidemiyoloji: ECDC vector maps

?i‘ * efsam Phiebotomus perfiliew - current known distribution: May 2018
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Epidemiyoloji:

v' Hastalik tanimi: 1886 - Alois Pick Balkanlarda
1905 - Tatarcik
1909 - Tatarciklar tarafindan
bulastirilan filtre edilebilir ajan

v 1l. DUnya Savasi’’nda gorev yapan askerlerde salgin
Sabin
1943 — SFSV izolasyonu (Misir&Sicilya)
1944 - SFNV izolasyonu (Napoli)

v Toskana virus 1971 P. perniciosus’dan izole ediliyor
1985& 1987 SSS enfeksiyonlarindan
(Portekiz ve Italya’dan dénen turist)



Epidemiyoloji: Avrupa
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Virus species Nature of information
B Toscana vins | Sandfiy Fever Naples virus W Human case report W Virel isolation
B sandfy Fever Sicitan virss [l Other or unknown vinss A Human seroprevalence @ \Viral detection

Alkan C et al.: Antivir Res 2013 ; 100: 54-74.



Epidemiyoloji: Orta Dogu
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Virus species Nature of information
B 7oscena vins [ Sandfly Fever Naples vinus W Human case report B Viral isolation

P sandfly Fever Sicsan virvs [ Othsr or unknown vinss A Human seroprevalence @ Viral detecticn

Alkan C et al.: Antivir Res 2013 ; 100: 54-74.



Epidemiyoloji: Afrika
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Virus species Nature of information
B 1oscana vins [ | Sandfy Fever Naples virus &  Human case report W Viral isolation
A Human seroprevalance @ Viral detection

P Sandfy Fever Sicikan virus [l Other or unknown virus
Alkan C et al.: Antivir Res 2013 ; 100: 54-74.



Epidemiyoloji: Tiirkiye

v' Seroprevalans: 1976 —Tesh
Akdeniz bolgesinde SFSV % 22

SFNV % 62
PRNT testiile dogrulanmis

1980 - Serter — Saglikli gonulltlerde
Ege bolgesinde SFSV % 0.8
SFNV % 13.9

v’ Serolojik tan: 1997 - Becker Almanya’ya
donen bir turistte
menenjit etkeni olarak SFSV???



Epidemiyoloji: Tiirkiye

v Salginlar : 2010 — Carhan
(2007-2008) Izmir, Kozan, Ankara
SFSV % 38
SFSV /SFCV % 12
SFCV % 4 (1gM +) IFA testi
llk SFTV izolasyonu

2010 — Torun Edis
Kirikkale salgini SFSV % 27.27
(2009) SFNV %45.45

2012 — Guler

Kahramanmaras salgini (2010)
SFSV PCR +9/19hasta

SFSV IgM + 19 hasta



Sandfly fever Turkey virus - izolasyon
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Journal of Clinical Virology
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Characterization of a sandfly fever Sicilian virus isolated during a sandfly fever
epidemic in Turkey
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Sandfly fever Turkey virus - izolasyon

A, Carhan et al. /Journal of Clinical Virology 48 {2010} 264-269
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Epidemiyoloji: Tiirkiye

v' SFTV virls

2011 — Kogak Tufan

Ankara Salgini (2007-2008)
SFTV 10 PCR +
12 IgM + 50 hasta

2012 — Erglnay

Diyarbakir 63y SSS enfeksiyonu

BOS PCR +/sekans analizi

SFTV ilk kez ensefalit etkeni olarak
tanimlaniyor



Epidemiyoloji: Tiirkiye

v’ Toskana virUs 2003 — Ozbel Ege bélgesi
SFNV ve TOSV (ELISA VNT)
Saglkh gondulltlerde

2011 — Erglinay 16/102 hasta %15.7
a.PCR +/sekans (Ankara, Konya, Eskisehir)
ilk TOSV pozitifligi

b. %32.5 /1533 dondrde SFV IgG +
(Ankara, Konya, Eskisehir, Zonguldak)

2015 — Dincer
" Adana ve Mersin
Evcil kdpeklerde TOSV IgG+ % 40,4




Epidemiyoloji: Tiirkiye - yeni virusler

TABLE 2 Features of the novel and previously known sandfiy-bome phleboviruses with confirmed clrculation in Asia Minor

Human/Animal
Virus Taxonomy” Source Virus Isolation Distribution Probable Vector Infections”
Sandfly fever Sandfly fever Human Yes (plasma) Aegean, Mediterranean, and Phiebotomes Yes/ probable
Turkey Sicilian virus plasma. CSF Central Anatolia major sl
virus species©
Adzana virus Salehabad virus Field-collected  Yes {sandfiy pocl) Mediterranean Anatolia Phlebotomus Yes/yes
species” sandilies tobbi
Toros virus Sandtly fever Field-collected  Yes (sandtly Mediterranean Anatolia P tobbi/ Not known
Sicilian virus sandflies paols) Phiebotomus
species” perfiliewi sl
Zerdali virus Sandfly fever Field-collected  Yes (sandfly Mediterranean Anatolia P tobbi/ Not known
Naples virus sandflies pools) P perfiliew sl
species
Edirne virus Salehsbad virus Field-collected  No (partial Eastern Thrace P perfiliewi sl Nol known
species” sandflies SEQUENCES
available)
Toscana vinus  Sandfly fever Human No {partial Aegean, Meditermnean, Not known Yes/yes
Naples virus plasma, sequences Central, and Northem
species CSF, urine available) Anatolia

Abbreviation: CSF, cerebrospinal fluid.

"Genus Phlebavirus, Family Bunyaviridae.

"Defined by RNA and/or neutralizing antibedy detection,
“As proposed,

Ergiinay K et al.: Rev Med Virol 2017 ;27:e1898.



Klinik Bulgular:
SFSV;SFNV klinik olarak birbirinden ayirt edilememektedir

IP 3-6 glin (50st - 9 giin)
ani baslangich yuksek ates
(39-40°C) 2 - 4 glin slirer (%85) -11 giin
atesin ilk gintnde tasikardi
bas agrisi
halsizlik
kas agrisi
fotofobi
retroorbital agri
karin agrisi, diyare/kabizlik
asteni (yorgunluk, glicstizlik — bradikardi, kan basinci )
SFTV — SFCV; gastrointestinal semptomlar™ T 1T



Klinik Bulgular:

Toskana virus enfeksiyonlari:

* menenjit, meningoensefalit
* ani baslangicl bas agrisi

* yuksek ates

* bulanti kusma

e kas agrisi

Son donemdeki enfeksiyonlarda;
e sagirlik

* Kkisilik degisiklikleri

* konusmabozukluklari

* parezi



Tani: Laboratuvar bulgulari

Table 3 Laboratory findings of patients on admission.”

Variable® Value
Leukocyte count
Mean count — = 107/ ul (min-max) 38324
(1.3-12.8)
4.0 x 10°/ul — no/total no (%) 34/49 (69)
=10 % 10* ful — no/total no (%) 2049 (4)
Mean hemogiobin — g/L 14
Platelet comnt — <1077
Maan count (min-max) "L @
(21-268)
=150 — no/total no (%) 9/49 (18)
<150 — nostotal no (%) 40749 {82)
Creatine kinase
Mean, U/L (min-max) 712 (55-5559)
Abave nomal - 145, 34744 (77)
U/L — no'total no (%)
Lactate denydrogenase
Mean- U/L (min-max) 308 + 133
(137-694)
Abave nomal =248 30/47 (64)
U/L— noltotal no (%)
Alaine aminotransierase
Mean, USL (min-max) 106 + 84
(12-322)
Abave nommal 35, 41749 (84)
U/L — no/total no (%)
Aspartate aminotransferase
Mean, UL (min-max) 10+ 77
(17—407)
Abave nommal =35 41748 (85)
U/L — no/total no (%)
Alkatine phasphatase
Mean U/L (min-max) 7B L4
(21-269)
Gamma-glutamy! transpeptidase
Mean U/L (min-max) 62 + 63
(14-261)
INR— Mean, (min-max) 1.18 £ 0.22
(0.89-1.9)
aPTT— Mean, (min-max) 3BeL T4
(27.5-55.3)
PT1— Mean, (min-max) 13.2 £ 29
7.1-22.5)

* Plus—minus values sre maans + SD. Range and clinically im-

portant Nmits are implicated.

Al the varisbles’ mean counts point ot the first visit to the
outpatient department of infectiow diseswes. The laboratory
parameters were changed over time (see text).

v’ |6kopeni
basvuru aninda mevcut
en dusuk duzeyler ates dustikten
hemen sonra
v' trombositopeni
v' KC enzimleri
ALT, AST
ALP
GGT
LDH
v' CK yuksekligi

Kogak TufanZetal.: J Infect 2011 ;63: 375-381.



2008 — 2009 SFTV
Mamak salgini verileri:

Hastalarin ozellikleri

Table 2 Clinikcal features of the patients.

Symptams or signs n/tetal no (%)
Fever 50/50 (100)
Headache 33750 (66
Motophobia and/ 28 /50 (56)
or conjunctival congestion

Fatigue 48750 (96)
Myaigia and/or anthealgia 4 /50 (80)
Nawsea/vomiting 16/50 (32)
Anorexia 22150 (44)
Diarrhoea 11750 (22)
Abdominal pain 9/50 (18)

Table 1 Characteristics of the patients Ane—Juy 2008
and June—~July 2009°.

Characterstic Value

Male/Female, n (%) 3515 (70/30)
Age, years (min-max) 33.4 (17-58)
Sandfiy exposure, n (%)°

Pasitive 7/8 (88)

Negative 178 (12)
Similar symptons in family

o nehbourhood, o (5)°

Pasitive 8711 (73)

Negat ve 31 27
Outcomss -days
Duration of fever

Median (min-max) 5(3-6)
Canplate recovery-days

Median (min-max) 15 (5-30)

* Pus—-minis values sre meaans + 5D, Characteristics were
noted retrospectively fram the recards,

" Only 8 patients wers rasorted sandfly exposure when they
appiied to autpatient department . Others were sither not asiked
or not reparted sny vector epaire.

© Fanily or néghbourhood dats were noted only for 11
patients.

Klinik bulgular

Kogak TufanZetal.: J Infect 2011, 63:375-381.



Tani:

e Virls izolasyonu:

serum, plazma veya BOS ilk 2-4 gliin
Vero sitosidal ve plak olusturuyor
BHK-21; LLC-MK2; C6/36; SW13
Duyarlihgi disik PCR + TOSV %14’ Uretilebilmis
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e Molekduler Testler:
rRT-PCR

serum, plazma, BOS
idrar

-4 gun



Tani:

Serolojik tan:
Serum veya BOS IgM/IgG
ELISA (IgM capture/IgG Sandwich)
IFA (BOS icin valide degil)

*WRAZ REAKSIYON
Altin Standart Tani:

Notralizasyon testleri (VNT)
(Yuksek ozgiilliik ve Antikor titresi )




Tedavi:

primum non
e semptomatik tedavi o
hepatotoksikilaclardan kacinilmal
(aspirin, ibuprofen, ketoprofen...) 0
NA\(U\NHg
Y

* ribavirin 400mg/8st oral dozda etkili HO o N

* ribavirin +IFN-a in vitro aktivite
OH OH

* 6-azauridin, IFN-a, glisirrizin, siramin sodyum,
dekstran sulfat, pentozan polistlfat, MxA protein, selenazol

® pirazin turevlen

f\fawplrawr (T-705), T-1106 SFNV in vitro aktivite



Korunma:

e asl; koruyuculuk???
e korunma - vektér aktivitesinin engellenmesi ile mimkun

v'habitat tahribi
v'insektisitlerin strekli olarak uygulanmasi
v'uzun pantolon uzun kollu kiyafetler
kiyafet Gzerinden kan ememez
v'sineklik & cibinlik — oldukca kicik etkili degil
insektisit emdirmek
v'gece dis mekan aktivitelerinin sinirlanmasi
v'repellentlerin kullanimi



