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o Rabies, Latince
saldirgan, rabere

o Latince kelimenin de
kokeninin de
Sanskritce olan rabhas

o Yunanca adi 1se lyssa
ya da lytta
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PASTECR'S LATEST
DISCOTERY.
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AN DNOCELATION FOR YDROPHOBIA - Paos *LTiisvrassws

“An Inoculation for Hydrophobia—From L’Illustration,”

Harper’s Weekly 29:1513 (December 19, 1885), p. 836.
Bert Hansen Collection, New York
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KUDUZ VIRUSU
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KUDUZ VIRUSU

Kuruluk, 1s1, UV 1le
1maktive olur.

Soguga dayaniklidir.

Lipit eriticilerin coguna
duyarlidir.

Eter, alkol, %20 sabun
cozeltisinde, deterjanlarla
kolay inaktive olur.




o Kuduz viristu
o Epidemiyolojisi
o Bulasg yollar:

o Patogenez

o Klinik

o Profilaksi

o Tedavi




Only bat rabies present
Rabies present
No data avalable
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DUNYADA KUDUZ

Rabies, countries or areas at risk
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ULKEMIZDE KUDUZ

Kuduz Riskli Temas ve Kuduz Vakalarinin yillara gore Dagilimi
(1998-2013)




o Kuduz viristu
o Epidemiyolojisi
o Bulasg yollar:

o Patogenez

o Klinik

o Profilaksi

o Tedavi




BULAS YOLLAR:

Hayvandan insana bulas

Insandan insana bulas

Isirk

Tirmalama

Butinligi bozulmus derinin

yalanmasi

Mukozanin yalanmasi

Aerosol
o Infekte yarasalarin oldugu magara
o Infekte sinir dokusu ile caligilan
laboratuvar

Oral
« Infekte inegin ¢ig stitiint icmek
o Infekte hayvanin ¢ig etini yemek

 Transaplantasyon

* Kornea transplanta

* Solid organ transplanti
 Kuduz insan tarafindan
1sirilma




Journal of Medical Microbiology (2006), 55, 785-790 DOI 10.1099/jmm.0.46370-0

Airborne transmission of lyssaviruses

N. Johnson," R. Phillpotts® and A. R Fooks'

Correspondence 'Rabies and Wildlife Zoonoses Group, Veterinary Laboratories Agency (VLA, Weybridge), WHO
A R. Fooks Collaborating Centre for the Characterisation of Rabies and Rabies-related Viruses, New Haw,
tfooks@vladefragsigov.uk Addlestone KT15 3NB, UK

“Defence, Science and Technology Laboratory (DSTL), Porton Down, Salisbury, UK

Doza bagh bir olarak Lyssaviruses ve RABV, aerosol yoluyla yayilir.

Bu durum laboratuvar ortaminda kazara maruz kalan personel i¢in
tehlike olabilir.




The NEW ENGLAND JOUBRNAL of MEDICINE

ORIGINAL ARTICLE

Transmission of Rabies Virus from an Organ
Donor to Four Transplant Recipients

Hastalarin dérdiinde de bulgular ortaya cikig sliresi ortalama 30 giin
Olgularin ticinde mental degisikler ve tremor ilk bulgular
Hastalarin birinde abdominal agri sonrasinda mental degisiklikler
Semptomlar basladiktan ortalama 14 giin sonra ex

N Engl J Med 2005;352:1103-11.




Journal of Clinical Virology 54 (2012) 251-254

Contents lists available at SciVerse ScienceDirect

Journal of Clinical Virology

journal homepage: www.elsevier.com/locate/jcv

Six fatal cases of classical rabies virus without biting incidents, Iran 1990-2010

Susan Simani, Ahmad Fayaz, Pooneh Rahimi*, Naser Eslami, Nader Howeizi, Peyvand Biglari

WHO Collaborating Center for Reference and Research on Rabies, Institute Pasteur, 1.2 Farvardin Ave., Enghelab Square, Tehran, Iran

Nosocomial Rabies: Investigation of Contacts of Human Rabies Cases
Associated with a Corneal Transplant

LARrY J. ANDERSON, MD, L. PauL WiLLiAMS, JR., DVM, JosepH B. LAYDE, MD,

Fritz R. Dixon, MD, AND WiLLIAM G. WINKLER, DVM .
AJPH April 1984, Vol. 74, No. 4
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§ Merkez

Periferik
~__ sinirler
As1 ve Immunglobulin _
uygulanamaz f
———
Nikotinik Ach
reseptorleri
—

Asg1 ve Immunglobulin
uygulanabilir

Kas Hiucreleri
O ——



Tlikruk bezler: ve
diger dokular

Virisun tukrukle
atilim

Ensefalit

Salivary glands

7. Centrifugal spread along

nerves to salivary glands, skin,

comea, and other organs

3. Virus binds to

nicotinic acetylcholine /a3
receptors at =
neuromuscular

junction

Skeletal muscle

2. Viral replication in muscle

1. Virus inoculated

Brain

6. Infection of brain
neurons with neuronal
dysfunction

Sensory nerves
to skin

5. Replication in motor neurons of
spinal cord and local dorsal root
ganglia and rapid ascent to brain

L2<0 Dorsal root ganglion

4. Virus travels within axons in
peripheral nerves via retrograde
fast axonal transport

Spinal cord
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KLINIK

o Kulucka donemi
o Prodromal donem
o Akut noroljik donem

o Koma ve olum




KULUCKA DONEMI

e Olgularin % 751 90 Alinan virtistiin miktari
glin icinde belirti fazla ise,
vermektedir. * Virilansi yiuksekse,
 Transplant * Yara merkezi sinir
hastalarinda 45 giin sistemine yakinsa,
* Yara bolgesi sinir agi
zenginse,
 Yara buytlk ya da cok
sayida ise,

 Temas yeri korunmasizsa
KISADIR

-_—




KLINIK FORMLAR

Ensefalitik kuduz

Hallusinasyon
Davranis degisiklikleri
Anksiyete

Ajitasyon

Otonomik disfonksiyon
Pupiller dilatasyon,anizokori
Salya artisi, terleme,
priapizm

Diabetes insipitus
Hidrofobi

Aerofobi

Hiperventilasyon

Paralitik kuduz

Asenden flask paralizi
Guillain Barré sendromu
gibidir

Simetrik quadriparezi gorilir
Virisiin alindig1 ekstremitede
daha ciddidir Spinal kord ve
beyin sap1 tutulumu vardir
Serebral bulgular gec
donemde ortaya cikar
Hidrofobi, aerofobi, nobet
goriilmez

Suur acik olmasina ragmen
meningeal bulgular

Warrell DA, Pathophysiologic studies in human rabies
Am J Med. 1976 Feb;60(2):180-90..




' |Enefalitik Kuduz Paralitik Kuduz

Prevelans 2/3 (%67)

Yogun Bakim Destegi  5-7 glin (n=80)
Olmakasiz Yasam

Siiresi

Prodromal Spesifik lokal norapatik

Semptomlar agr1 O

Kuduz Karekteristigi Mevcut ancak tim
evreler @

Duyusal Degisikler Duyu kayb1 ardindan
eklem pozisyon duyusu
kaybi

Giicstizliik ve Arefleksi Sadece koma durumunda

Elektrofizyolojik Subklinik 6n boynuz
ozellikler hiicre disfonksiyonu,
noropati

1/3 (%33)
11 giin (n=33)

Spesifik lokal norapatik
agri1 @

Minimal fobik inspiratuar
spasm

Deltoid kas ve gogiis
duvarinda miyo6dem

Duyu kayb1 ardindan

eklem pozisyon duyusu
kaybi

Proksimal ve fasial
kaslardan baslamak
lizere motor gii¢stizlik

Aksonopati veya periferal
demiyelizasyon, noropati

Human rabies: neuropathogenesis, diagnosis, and management.
Hemachudha T et al. Lancet Neurol. 2013 May;12(5):498-513.
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DOz 10.7860/JCOR/2014/9017 4468
Same Dog Bite and Different Outcome in
Two Cases — Case Report

Community Medicine
Section

GADEKAR RD', DOMPLE VKZ, INAMDAR IF?, ASWAR NR¢, DOIBALE MK®

ABSTRACT

There is still no cure for rabies and survival from clinical rabies is extremely rare. It is a preventable disease if the post exposure prophylaxis
is initiated in time and administered as per WHO guidelines including administration of rabies immunoglobulin. The role of passive rabies
immunization products is to provide the immediate availability of neutralizing antibodies at the site of the exposure before it is physiologically
possible for the patient to begin producing his or her own antibodies after vaccination. In this case report, the same dog has bitten to a
boy and to an adult. Local wound treatment and use of human rabies immunoglobulin as well as gluteal region as a site of bite were the
probable reasons for survival of the boy. On the other hand no local wound treatment, no use of rabies immunoglobulin and finger as a site
of bite are the probable reasons for death of an adult due to rabies.
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TEMAS ONCESI PROFILAKSI ﬁ

 Mesleki risk . *\ r1
* Veteriner hekimler %‘ , M‘ |

* Kuduz laboratuar: caligsanlar: I,_. it Y

 Hayvan bakicilar:

* Doga sporlar1 yapanlar
* Seyahat
* Glineydogu Asya
 Hindistan
* Kuzey Amerika
* Geng yas

e Turistik gezi




TEMAS ONCESI PROFILAKSI

0 0., 7.ve 21./ 28. glinlerde

o Rapel

» Kuduz laboratuar ve as1
uretimde calisanlarda 2

yilda antikor ol¢limi

o RIFT ve FAVN 1/5 |

» Antikor 6l¢iilemiyorsa 2

yilda bir rapel tek doz




TEMAS SONRAS: YAKLASIM

* Yara bakimi

» Antibiyotik profilaksisi
» Tetanoz profilaksisi

« Kuduz asis1 uygulamasi

 Kuduz immiunglobulin

uygulamasi




ANTIBIYOTIK PROFILAKSISI

Yizden 1sirilmalar

Elden 1sirilmalar

Kemik ve eklem penetrasyonu olasilig:
Immiin yetmezlikli kigiler

Protez ekleme yakin yaralar

Genital bolge yaralanmalar:




B

ANTIBIYOTIK PROFILAKSISI

[k sekiz saat icerisindeki
bagvurularda; Profilaksi stiresi ¢
ezllme ve 6dem varliginda glin
| Antibiyotik verilmeli
Erigkinlerde: Cocuklarda:

Amoksisilin/klavulanat
875-125 mg, 2x1
veya

Amoksisilin/klavulanat
45-100 mg/kg/giin, 2-3 doza
bolunerek

| 500-125 mg, 3x1 | | l




PROFILAKSI

Profilaksi Gerektirmeyen Temaslar

 Fare Yarasa Sogukkanl

* Sican  Eve giren yarasalarin hayvanlar

* Sincap 1811181 * Yilan

« Hamster * Evde yarasa bulunmasi » Kertenkele
 Kobay * Dogal ortamdaki  Kaplumbaga
* Gerbil magaralarda olan temas

« Tavsan » Vaka bazlh

 Yabani tavsan degerlendirilir




PROFILAKSI

Profilaksi Gerektirmeyen Temaslar

Kuduz oldugu anlasilan bir  Kiimes hayvanlar
hayvan; 1s1riklar:

* Beslemis olmak * Saglam derinin yalanmasi
 Temas * Bilinen ve halen saglam

« Kan bir hayvan tarafindan

e 1drar 10 giinden daha once

o St 1s1rilmis veya

 Feces temas etmis olma .




PROFILAKSI

ERIG 40 IU/kg
HRIG 20 IU/kg
1k doz asidan sonraki 7

glin icinde

RIG uygulama oncesi cilt testi 6nerilmemekte.

Rabies vaccines: WHO position paper 2010, 85, 309-320




PROFILAKSI

TEMAS SONRASI PROFILAKSI




Kategori | Temas Tipi Hayvanin Onerilen Yaklagim
Durumu

1. Hayvana dokunma ya da besleme Herhangi bir islem
2. Saglam derinin yaralanmasi yapilmasina gerek yok




Ka | Temas Tipi

I1

1. Ciplak

derinin
hafifce
siyrilmasi
(deri altina
gecmeyen
yaralanmalar

)

. Kanama

olmayan
kucuk
tirmalama
veya
zedeleme

Hayvanin Durumu

A. Temas eden evcil
hayvanin son bir yilda
kuduz asis1 yapilmissa

B. Temas
eden evcil
hayvanin son
bir y1l icinde
kuduz asis1
yapillmamis
veya
bilinmiyorsa

Hayvan
saghkl ve
gbzlemi
yapilabildi
ginde

Hayvanin
gbzleneme
digi
durumda

Onerilen Yaklagim

Yara bakimi
Tetanoz
profilaksisi
Hayvanin 10 giin
gbzlemi

Yara bakimi
Tetanoz
profilaksisi
Hayvanin 10 giin
gozlemi

Yara bakimi
Tetanoz
profilaksisi
Asilamaya hemen
baslanir




I11

Temas Tipi

Deriy1
zedeleyen tek
ya da cok
sayida
1sirmalar
Mukozalarin,
acik cilt
yarasinin
hayvanin
salyasi ile
temas etmesi
Lezyonun
kafa, boyun,
parmak uclar:
gibi sinir
uclarimin
yogun oldugu
bolgelerde
olmasi

Hayvanin Durumu

A. Temas eden evcil
hayvanin son bir yilda
kuduz asis1 yapilmigsa

B. Temas Hayvan

eden evcil saghkl ve

hayvanin son go6zlemi

bir yil icinde  yapilabildig

kuduz asis1 inde

yapilmamis

veya

bilinmiyorsa g ayvanin
gozlenemed
181
durumda

Onerilen Yaklagim

* Yara bakimi

» Tetanoz profilaksisi

« Hayvanin 10 giin
gozlemi

* Yara bakimi

» Tetanoz profilaksisi

* Agilamaya hemen
baslanir

« Hayvanin 10 giin
gbzlemi

« Immunglobulin

* Yara bakimi

» Tetanoz profilaksisi

* Agilamaya hemen
baglanir

e 1Ilk doz ag1 ile
birlikte hemen
immunglobulin




Kategori | Temas Tipi Hayvanin Onerilen Yaklagim
Durumu

Yara bakimi
Tetanoz profilaksisi

1A% 1. Kuduza yakalanma ihtimali olan Asilamaya hemen
riskli yabani hayvan tiirleri ile baslanir
temas I1k doz as1 ile birlikte

hemen immunglobulin

Kurt
Tilk:
Cakal
Domuz
Sansar
Kokarca
Gelinc




Kategori Onerilen
Yaklasim

Immun sistemi Kategori 1 Herhangi bir

baskilanmig 1slem

hastalar yapillmasina
gerek yok

Kategori II-111- Yara bakimi

1A% Tetanoz
profilaksisi
Asilamaya
hemen baslanir
Ik doz as: ile
birlikte hemen
immunglobulin




Bagisiklama | Kuduz II Temas Riski Kuduz III-IV Temas Riski
Durumu

Td TIG Td TIG

Bilinmiyor Evet Hayir Evet Evet
veya < 3 doz

> 3 doz Hayir/Evet Hayir Hayir/Evet Hayir
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TEDAVI

Management and Outcomes after Multiple Corneal
and Solid Organ Transplantations from a Donor
Infected with Rabies Virus

T. Maier,” A. Schwarting,> D. Mauer,® R. S. Ross,” A. Martens,®* V. Kliem,” J. Wahl,? M. Panning.,® S. Baumgarte,®
T. Miiller,”™ S. Pfefferle,® H. Ebel," J. Schmidt," K. Tenner-Racz,®* P. Racz,® M. Schmid,* M. Strither,* B. Wolters,®
D. Gotthardt,” F. Bitz,” L. Frisch,*? N. Pfeiffer,® H. Fickenscher,"*? P. Sauer,"? C. E. Rupprecht,” N. Roggendorf,®

A. Haverich.,®* P. Galle,? J. Hoyer,' and C. Drosten®®

'Department of Internal Medicine and Mephrology, University of Marburg Medical Centre, Marburg, Departments of “Medicine

and ‘Ophthalmology, University of Mainz Medical Centre, Mainz, *German Organ Donor Procurement Organisation, Meu lsenburg, SInstitute

of Virology, University of Essen Medical Centre, Essen, "Clinic for Cardiac, Thoracic, Transplantation and Vascular Surgery, Hannover Medical School,
Hannowver, “Mephrological Centre of Lower Saxony, Hannoversch-hMunden, "Bernhard Mocht Institute for Tropical Medicine and ®Institute

for Hygiene and Environmental Medicine, Hamburg, "“Friedrich-Loeffler Institute—Federal Research Institute for Animal Health, Wusterhausen,
and "'Department of Surgery, “Liver Transplantation Section, Department of Medicine, and “Department of Virology, University of Heidelberg
Medical Centre, Heidelberg, Germany; and "“Rabies Section, Centers for Disease Control and Prevention, Atlanta, Georgia

Background. This article describes multiple transmissions of rabies wvia transplanted solid organ from a single
infected donor. The empirical Milwaukee treatment regimen was used in the recipients.

Methods. Symptomatic patients were treated by deep sedation (ketamine, midazolam, and phenobarbital),
ribavirin, interferon, and active and passive vaccination. Viral loads and antibodies were continuously monitored.

Results. Recipients of both cornea and liver transplants developed no symptoms. The recipient of the liver
transplant had been wvaccinated —20 wyears before transplantation. Two recipients of kidney and lung transplants
developed rabies and died within days of symptomatic disease. Another kidney recipient was treated 7 weeks before
he died. The cerebrospinal fluid wiral load remained at constant low levels (<10,000 copies/mL) for —5 weeks; it
increased suddenly by almost 5 orders of magnitude thereafter. After death, no wirus was found in peripheral
compartments (nerve tissue, heart, liver, or the small intestine) in this patient, in contrast to in patients in the
same cohort who died early.

Conclusions. Our report includes, to our knowledge, the longest documented treatment course of symptomatic
rabies and the first time that the virus concentration was measured over time and in different body compartments.
The postmortem wvirus concentration in the periphery was low, but there was no evidence of a reduction of virus
in the brain.

Clinical Infectious Diseases 2010; 50:1112-1119




TEDAVI

The NEW ENGLAND JOURNAL o MEDICINE

BRIEF REPORT ‘

Survival after Treatment of Rabies
with Induction of Coma

N Engl J Med 2005;352:2508-1!.
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