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Dang Atesi

Arbovirus: Arthropod-borne viris

RNA virusleri

Togaviridea

- Chikugunya

Flaviviridea
- Sart humma

- Dang Atesi

- Zika VirUs
- Bati Nil Atesi

Bunyaviridea
- KKKA
- Tatarcik Hummasi

- Hantavirus

Filoviridea

- Ebola virls




Tarihce

1907 yilinda tanimlanmis olup sari hummadan sonra tanimlanan ikinci viris kaynakli enfeksiyon hastaligi

19. yy’da Asya, Amerika, Afrika ve Avrupa’ dan vaka bildirimleri

Il. Dlinya Savasil ile yeni alanlara yayilim

1953 yilinda Filipinler’de ilk agir form tanimlanmis

1981 vyilinda, Gliney Amerika’da Dang Hemorajik Atesi (DHA) ve Dang Sok Sendromu (DSS) tanimlanmis
(DENV-1 serotipi ile primer enfeksiyonu sonrasi DENV-2 serotip ile sekonder enfeksiyon)

20. yy’da Amerika, Pasifik Adalari, Giney Dogu Asya’da salginlar

Rogers, D. J., et al. "The global distribution of yellow fever and dengue." Advances in parasitology 62 (2006): 181-220.



Dang Virusu

e Zarfh, tek zincirli

* 4 serotipi mevcut:
 DENV-1 (Dengue virusu), DENV-2, DENV-3 ve DENV-4
* Her serotiple farkli enfeksiyon olusabilmekte ve o serotipe karsi bagisiklik olusmakta

 Serotipler arasi uzun sireli capraz bagisiklik bulunmamakta (kisa stireli koruma-
yaklasik 3 ay, bazi epidemiyolojik gozlemsel calismlara gére 2 yila uzayabilir?)

* Farkli serotip ile gelisen sekonder enfeksiyon daha agir seyretmekte
3 yapisal protein (C, prM, E)
7 yapisal olmayan protein (NS1, NS2A ve B, NS3, NS4A ve B, NS5)



Vektor

* Aedes (stegomyia) aeqypti

Aedes albopictus

insanlarin yasam alanlarina iyi uyum saglarlar

Tercihen yapay ortamlara yumurta birakir ve larva Uretirler

Enfekte disi sivrisinek bulastan sorumlu

Vektor disi yolla bulas gosterilmis:

- Vertikal bulas
Doguma yakin donemde viremik anneden bulas sik
Yenidoganda Dang semptomlari
- Anne situnde virls gosterilmis, ancak bulas olan vaka bildirilmemis

- Zika’da gorulen cinsel yolla bulas gosterilmemis



Vektor (Avrupa Dagilimi)

Aedes aegypti Aedes albopictus
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Tomasello, Danilo, and Patricia Schlagenhauf. "Chikungunya and dengue autochthonous cases in Europe, 2007-2012." Travel medicine and infectious disease 11.5 (2013): 274-284.



Vektor (Turkiye)

* Eren ve ark. (1996)

Ankara’da 2095 sivrisinek;
17’ si A. aegypti

* Akiner ve ark. (2019)

Karadeniz bolgesinde 791 sivrisinek;

62’si (%7,8) A. aegypti,

709°u (%89,6) A. albopictus
 Sakaci (2021)

Kocaeli’de 477 sivrisinek;
12 disi A. albopictus




Vektor (Bulas)

Sivrisinek beslenir, Sivrisinek tekrar beslenir,

virusu alir Virasu bulastirir
Ekstrinsik Intrinsik
Inkibasyon——inkubasyon |

Viremi periyodu periyodu | Viremi
, 5 8 12 16 20 24
Gunler
Hastalik Hastalik

Konak #1 Konak #2
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Epidemiyoloiji
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Harapan, Harapan, et al. "Dengue: A minireview." Viruses 12.8 (2020): 829.



Epidemiyoloji Yeniden Giindeme Gelen Dang

2000-2013 yillari arasinda yaklasik %400’lik bir artis

Yillik 400 milyon Dang enfeksiyonu ongoriliyor, bunlarin %25’inin klinige yansidigi tahmin edilmekte

Guneydogu Asya, Latin Amerika ve Afrika

Yuksek endemik Ulkelerde atesli hastaliklarin yaklasik %10’unu olusturmakta

Emergence of DEN/DHF e s25 598
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Sanyaolu, A., et al. "Global epidemiology of dengue hemorrhagic fever: an update." J Hum Virol Retrovirol 5.6 (2017): 00179.



Epidemiyoloiji

e 2016 yilinda Amerika’ da farkh bélgelerden toplamda 2,38 milyon kisiyi bulan, salgin bildirimleri
» Sadece Brezilya’ da 1,5 milyon vaka (2014 yilinin Gc¢ katindan fazla)

» Bati Pasifik bolgesinde; ozellikle Filipinler ve Malezya’da 6nemli sayida vaka bildirimi
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https://www.who.?nt/news-room/fact-sheets/deta?l/dengue-and-severe-dengue



Epidemiyoloiji

e 2019 yilinda, en yliksek Dang vaka sayisi bildirilmis

* Sadece Amerika’ da 25 binden fazlasi agir vaka olan toplam 3,1 milyon vaka bildirilmis

Prevalence of Dengue Cases in Nepal, 20062019
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Rijal, Komal Raj, et al. "Epidemiology of dengue virus infections in Nepal, 2006-2019." Infectious diseases of poverty 10.1 (2021): 1-10.



Epidemiyoloiji

* Avrupa’ da (Fransa, Hirvatistan ve Portekiz) 2500

. Coses by week

2012-2013 yilinda salgin bildirimi — Al cases

2000
e 15 haftada 2237 vaka
Sadece Maderia adasinda 2144 vaka

315

Adadan donen baska ulkelerde 74 vaka # 219
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Tomasello, Danilo, and Patricia Schlagenhauf. "Chikungunya and dengue autochthonous cases in Europe, 2007-2012." Travel medicine and infectious disease 11.5 (2013): 274-284.



Epidemiyoloji (Tlrkiye)

Ulkemiz kaynakli-yerli vaka bildirimi bulunmamakta

Bildirilen vakalar importe vakalar

Bununla birlikte, seroepidemiyolojik calismalarda Glkemizde Dang virlsu varhigini
distundurur bulgular mevcut

Orta ve Kuzey Anadolu’da, 2435 serum ornegi
21’inde (%0,9) DENV IgG +
2/21 1gM pozitifligi DENV-2 baskin serotip

e 920 serum ornegi, Mersin ili
%16,6’ sinda (n=153) DENV 1gG +

% 0,9’ unda (n=8) DENV Ig M+ Dogrulama testi Tum ornekler -

(NS1 aj testi ve ek ab. Testi)

Erglinay K, Saygan MB, Aydogan S, Litzba N, Niedrig M, Pinar A, Us
Tezcan S, Kizildamar S, Ulger M, Aslan G, Tiftik N, Ozkul A, Emekdas G, Niedrig M, Ergiinay K.



Epidemiyoloji (Tlrkiye Vaka Bildirimleri)

Olgu Sunumu/Case Report Mikrobiyol Bul 2019;53(3):348-353/doi: 10.5578/mb.68050

Mikrobiyol Bul 2013; 47(1): 173- Geli; Tarihi (Received): 01.07.2019 » Kabul Ediliy Tarihi (Accepted): 20.04.2018

Seyahat iliskili Ates ve Dékiinti:
Yurt Digi Kaynaklh Bir Dang Atesi Olgusu ve Literatiiriin Gézden Gegirilmesi Iki DEHQUE AtE§i Olg usu

An Imported Dengue Fever Case in Turkey and Review of the Literature
Travel Related Fever and Rash: Two Cases of Dengue Fever

1 2 mi ; ; 3 A AN 4 MCE2
Yavuz UYAR?, Eray AKTAS?, Dilek YAGCI CAGLAYIK?, Onder ERGONUL, Ayse YUCE Oguz KARABAY', Ertugrul GUCLU", Adem SIMSEK', Hisseyin Dogus OKAN', Aziz OGUTLU',

W mmammiem VO IRID TAlAL W ACKICK ACK I Iﬂ-l‘_'l 112

Turkiye Klinikleri | Intern Med 2018 3(2):84-8

I OLGU SsUNUMU DOI: 10.5336/inte med. 2018-6 1046

Maldivler'den Gelen U¢ Dang Atesi Olgusu



Epidemiyoloji (Tlrkiye Vaka Bildirimleri)

The first fatal dengue virus infection case in Turkey: Autopsy findings

Biilent Degirmenci’, Taner Akar', Sait Ozsoy’, Mehtap Ozdemir', Bora Ozdemir', Birol Demirel




Patofizyoloji
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manifestations

Rising hematocrit
Hypoproteinemia

Leakage of plasma
Serous effusion

Hypovolemia

Shock

Coagulopathy

t 3

Disseminated
intravascular
coagulation

J

Grade |
|

. i

Grade Il

Severe bleeding —

= Death -

)




Asymptomatic ‘

Dengue Virus Infection|

v

Sympt

omatic

l

l

Undifferentiated Dengue Fever
Fever Syndrome
v v
Without Unusual
Haemorrhage Haemorrhage

l

Dengue Haemorrhagic Fever
(Plasma Leakage)

!

No Shock

l

Dengue Shock
Syndrome




Klinik - Dang Atesi

* inkubasyon periyodu: 4-7 giin (max:14)
* Ates
(ani yukselen, 3-7 giin, bifazik patern) ile birlikte;
- Basagrisi
- Retroorbital agri
- Miyalji
- Artralji, kemik agrisi (break bone fever), siddetli bel

v

agrisi
- Karin agrisi

- Dokint

- Konjuktival ve/veya farenkste hiperemi
- Generalize LAP

- Idrar miktarinda azalma

- Kanama manifestasyonlari

N
ol
S --

Headache

Viuscle pain

Bone pain Nausea/vomiting

(
s
s’
,
'

Joint pain



Klinik - Dang Atesi

* Eritem, atesten kisa sure 6nce
veya 24-48 saat sonra

* Yuzde flashing veya govdede
eritematoz vasifta

- Makul, papul, petesi, purpura

* Govdeden baslayip, boyun, yuz ve
ektremitelere yayilim

* ilerleyen giinlerde kasinti,
deskuamasyon gortlebilir

Palhares, Dario. "Exanthematic dengue fever mimicking rubella." Anais Brasileiros de Dermatologia 96.1 (2021): 88-90.
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Klinik - Agir Dang Klinigi (DHA-DSS)

Forentiad dirical issuas e il - E.n:‘dbf-ﬂvl-l?.:i
Cirgon impainmend
* DSS' Fenalat
. . Iabonmtary chirgas '_x_x 2 I o
DHA kriterlerine ek olarak ool N T
Sok bulgularinin varhigi il | ..
* 3faz: + "_'-;,,_..-f“f
. Croimsn of deagie ilnss tebile | Crifical  Rocovery phoses

- Febril faz
- Kritik faz e Tasikardi o Asit

Ates dustukten sonra ortaya cikar e Kan basincinda <20 mm e Plevral efiizyon

N e HM, hassasiyet+ **Plazma kacagini kanitlar
Plazma kacagi Y +36
e Hemokonsantrasyon bulgular
(Genelde 24-48 saatte sonlanir) Hematokrit > 20% artis
Kanama (Genellikle mindr vasifta) " Serumalbumin <3.5g/dl, 0.5
gm/dl disis

Volum kaybi & Sok- Organ Yetmezligi e Aclik kolestrolii < 100 mg/dl,

- lyilesme fazi 20 mg/dI duss
e USG de 6demli mesane




Klinik - Agir Dang Klinigi (DHA-DSS)

* Vakalarin %2-4 * Prognostik Faktorler
Oliimle sonuglanma potansiyeli yiiksek e Virls;

- Serotip (DENV-3 daha fatal)

* Uyarici Semptomlar - Yiksek viral yuk
- Siddetli karin agrisi - Farkh serotip ile sekonder enfeksiyon
- Devamli kusma * Konak;
- Solunum sikhginda artis - Yas (ileri yas, < 5 yas)
- Diseti kanamasi -DM
- Kanli kusma - HT
- Bitkinlik & husursuzluk - Gebelik, 3. trimestir

- Intrauterin antikor maruziyetiyle karsilasan yenidoganlar
- Kan grubu (AB, Grade 3 hastalik ile iliskili)
- Gen polimorfizmi

- Malnutrisyon (Koruyucu!)



Klinik — Atipik Prezentasyonlar
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Li GH, Ning ZJ, Liu YM, Li XH. Neurological Manifestations of Dengue Infection. Front Cell Infect Microbiol. 2017 Oct 25;7:449.



Tani - Laboratuvar

Lokopeni/ Notropeni
Trombositopeni
Artmis KCFT

(On planda AST)

Virus izolasyonu

Nukleik asit saptama
(PZR)

Antijen ve antikor
saptama

Num ber of cases

v
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Matusali, Giulia, et al. "Performance of rapid tests in the management of dengue fever imported cases in Lazio, Italy 2014-2019." International Journal of Infectious Diseases 99 (2020): 193-198.



Tani - Laboratuvar

Spesifik antikor yaniti+

Pranery Whocson et brocrsa / Capraz reaktif antikor yaniti

Virus

QYA
NS
M

ilk enfeksiyon sonrasi Ig G negatiflesmez, émiir boyu?

Antibody & Antigen level

Hafiza T hiicrelerinin hizli aktivasyon sonucu artan sitokin yaniti

ADE, non-notralizan antikor varhgi, yliksek viral yik, uzun siireli NS1 protein
antijenemi varlig



Tani - Klinik

Stpheli hasta:

Muhtemel hasta:

» Akut atesli bir hastalik ile birlikte; .

- Bas agrisi
- Retro-orbital agri
- Kas agrisi

Supheli hasta kriterlerine ek olarak;
pozitif Dang virus IgM serolojisi veya ayni
zarrlwzgnda ayni bolgede konfirme olgu
varlig

Konfirme hasta:

- Eklem agrisi
- Deri dokiintisu

- Kanama bulgusu .
- L6kopeni .

* En az ikisinin varhgi ve 2 hafta 6nce endemik
ulkede bulunmus olmak .

Dang virlus PZR ile virasin nukleik asidinin
saptanmasi,

Serum veya dokudan virils izolasyonu,

iki hafta ara ile alinan serum orneklerinde
lg (Ig M veya Ig G) dlizeyinde dort kat titre
artisi

Viral antijenin saptanmasi



Tani — Ayirici Tani

 Viral hemorajik atesler
- Ebola
- Marburg
- Lassa
- Sart Humma
- KKKA
- Hantavirus
* Sivrisinek ile bulasan hastaliklar
- Sitma
* Dokuntult seyreden enfeksiyon hastaliklari; kizamik, kizamikgik, kizil
* Grip benzeri semptomlar ile seyreden hastaliklar; EMN, HIV, Chikugunya



Tedavi - Koruma

Spesifik tedavi yok

DHA’dan DSS’ye gidisin erken
teshisi ve destek tedavisi fataliteyi
onlayor

NSAI, aspirin gibi kanama riskini
artiran ilaclardan kagcinmali

Vektorle micadele
Kisisel korunma yontemleri
Seyahat Onerileri

Asilama
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Koruma - Seyahat

TABLE 56-4 Causes of Fever in the Returned

Traveler
FERCENTAGE
Maclean et al®' Doherty et al™
DIAGMNOSIS in = 587) {n = 195])
kalaria 3 42
Heapatitis [ |
Respiratory tract infection® 1 26
Urinary tract infection 4 ]
pyskinepihritis
Drsanibeny 4.5 5.1
Diarague fever 2 6.2
Entanc fevar 2 1E
Tuberculoses 1 I
Rickettsial infection 1 0.5
Aogte HIY infaction 0.3 1.0
Ametiic lver ahscass 1 ]
Other miscellanecyus nfactions 4.3 9.2
Mcellaneous noninfectious & 1
CALRES
Undizgrased 25 246

e Seyahat sonrasi en sik viral hastalik
e Glneydogu Asya ulkelerinden donen kisilerde atesin en sik sebebi
(Sitmanin da 6niine gecmis durumda)

Harapan, Harapan, et al, "I::-&ngue: & minireyiew,” Yirdses 12.8 [E‘DE‘D:-: BF9,




Koruma - Asl

* Lisansli (yaklasik 20 ulkede) tek asi (2015 yili) Denguevaxia©
(CYP-TDV), tetravalan canl atenue asi
- 9-45 yas
- Dokiimante Dang enfeksiyon oykusi varliginda yapilabilir (asilama 6ncesi tarama?)
Seronegatif kisilerde asi sonrasi ciddi Dang klinigi
- Tim serotiplere karsi yaklasik %60 koruma
-6 ayaraile 3doz
- 2019 Amerika’da lisans, ACIP dnerisi yok

* inaktive asi, TDENVPIV, faz 1-2
e SubuUnit ast, V180, Faz 1
* DNA asisi, TVPV, Faz 1

* Diger tetravalan canli atenue asilar;

- Denvax©(TAK-003), Faz 3, %80 koruma
- Tetravax©(TV003-TV005), Faz 2,
- TDEN F17/F19, Faz 2
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Dang ve COVID-19
Covid-19 and dengue: Double punches for dengue-endemic

countries in Asia

Dengue Hemorrhagic Fever (DHF) COVID-19
DENV SARS-CoV-2
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Normal Vital Signs

Rasgiratory | Level
Rabe Rangs | (Systolic BP)

Hoart Rats  HRE

Dengue Management DO's and DON'Ts

x DON'T use corthcosterodds. They ane nol Indicated and can mcrease
the risk af Gl blesting hyparghoamia, and iImmunosupprassion

x DON'T give platelet tranafusions for & bow platelet count. Platelet
transfusions da not decrease The risk of severs beeding and may
rEtead lesd to Tuid overload and prodonged hospialization.

X ooy give half normal (6.45%) saline. Haif rarmal 2aline < heuld
nat be ghien, even as 3 mambenance Muld, becauss i leaks Ifko thied
spaced and may lead B0 worsaning of ascites and plewns| affuson

x DON'T astieme that IV fluids sre necestary. F el check of the
patsant caf take Muids oralle Use galy the rsdmum armaounl af 1Y
Musd to kesp the patient wall-parfused. Decneasa |V fuld rate &
hermanddynamis STatus improves or uring output inoreases

| 15 yaars

Hemodynamic Assessment
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Blood
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T EDOUt warhing
saprs and ther timing, and he critical period that foflows
defervescence,

.In"'ﬂﬂ recognize the orftical peried. The critical penod bagng wilth
dedervpscence and lasts for 24-48 hours. Durng this period, some
patents may rapidly detsriosate

FD'D closely monitor flukd intake snd output, vital signs, and
hematocrit heved ins and outs Ahould beé measuned a8 lEast svery
ehift and vital at beast every 4 hours. Hamataerits should e rmeasimed
ayary &-12 Mdurs &t minlmum during the eribieal perkod

,Ll“"“ recognize and treat early shook. Easly shock (also known as
comipendated or normolansive shock) 8 characterzed By narrowing
pulse pressire (ogstalic minus digstolic BP approaching 20 mmHg),
increaging heart rate, and delayed capillary refdl or cool extremities

1#* D0 pdminister colloids (such a3 albumin) for refractory shock.
Patisnts who do not respond to 2-T balutes of isatonic Laline
aheol d be geiveny collobo instead of more saline

L-“D-D give PRECS or whale blood for clinically significant
If hematocril i@ dropping with easiable il signs or significant
bleadend & apparenl, immediately tranafise bload

Ideal Body Weight Tables*

Dengue Case Management

Boys and Girls Adult Males and Females ASSESSMENT
" 5 Presumptive Diagnosis
Age | Boys Girls m Males | Females Liwae in / travel 1o endemie ares
¢ § 5 § plus fever and two of the lallowing:
m ‘m E‘kﬂ N : (ﬁﬂ] “?ﬂ} B ‘Warming signs
2 13 12 5 {152 cm} 5D 45 * Tourniquet test pasitive
» Lousopenia
3 14 T 81 {(155cm) 52 43 L ]
& & & 52" (57 cm) 54 50 = =
5 | 18 | 18 53 (60cm) | 57 52 _ vy S
& i 20 5'4" {163 cm) =1 55
P Mucosal bleso
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8 % 26 5' 6" (168 cm) 64 5g * Lethargy
B Ircroese im H anCurTend with rapid decrease in platelet cownt
@ 29 29 5 (170 cm) B8 62 4
w0 32 iz 58" (75cm) B8 B4 L - ‘L
il £l 17 58* (7S cm) 7 1) Ha For patients with warning Far pathents with
warning gigns of severe dengue any af
12 a0 42 510" (178 cm) 73 64 signs OR co-existing conditions W Sovorn plas
1.} 45 46 51" (180 cm) 75 n :
14 =] 45 B’ (183 cm) 78 13
15 5e Lt B6°1* (185 cm) BO 75
ol IR s Th ® 22 pourds
17 65 55 Group A G B
% 7 o ['\Ull;ﬂiml mmun-r!j [_w'“mp
- 69 57

"L kel Body Weight (o calcuiate 'Y fiusd rates in patients who weigh
mone than their ideal Body Wsght (L2 in oserweight patients)
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Group A
Qutpatient Management

During the febrile phase (may last 2-7 days) and
subsequent critical phase (1-2 days), your clinic should
* Follow CECE
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* Sivrisinek kaynakli en sik viral enfeksiyon
* Vektoru dinyada yaygin olarak bulunmakta
* Seyahat sonrasi saptanan en sik viral enfeksiyon

 Ulkemiz acisindan halihazirda bUJUk risk olusturmamakla birlikte, artan
seyahat ve iklim degisiklikleri nedeni ile akilda bulundurulmali

liginiz icin tesekkiir ederim.



