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IFI ye neden olabilecek mantarlar:

= Mayalar: Candida species ve
Cryptococcus species

= Kiifler: Aspergillus species,
Fusarium species,
Scedosporium prolificans,
Mucor, Rhizopus ve Rhizomucor absidia

= Dimorfik funguslar: Histoplasma capsulatum,
Coccidioides immitis,
Blastomyces dermatitidis,
Paracoccidioides species,
Sporothrix turleri ve Penicillium marneffii



Invaziv fungal enfeksiyonlar

Mayalar ve kufler tipik olarak, notropeni seyrinde ilk ates
olayina neden olmaktan c¢ok, uzamis notropenisi olan

hastalarda israrci veya nukseden ates ile kendini gosteren
infeksiyonlara neden olmaktadir .

Gardner A, J Clin Oncol 2008; 26:5684-8.




IFI ye neden olabilecek mantarlar:

* Aspergillus turleri
* Candida turleri

* Candida disi maya mantarlari
e Aspergillus disi kif mantarlari

Cryptococcus neoformans
Trichosporon tiirleri Mucorales takimi

Malassezia turleri Fusarium turleri

Geotrichum candidum Pseudallesheria/Scedosporium
Magnusiomyces capitatus

Saprochaete clavata



Yeni Katilanlar

- Non-fumigatus Aspergillus

spp
- Fusarium spp

- Trichosporon spp

- Acremonium spp
- Malasezzia furfur

- Scedosporium spp
» Pseudoallescheriaboydii
» Scedosporium prolificans
Bipolaris spicefera
- Zygomycetes
- Dematiaceous moulds

Endemik Mantarlar
- Histoplasma capsulatum

- Blastomyces dermatitidis
-Coccidioides immitis



Aspergillus

Aspergillus, hif olarak
adlandirilan hicre
zincirlerinden olusan
ipliksi yapida olan kuf
mantari

Dogada saman, curlyen
bitki ve giibre artiklarinda
yasar.

Light microscopy of typical 4. fumigatus sporulating structures.



Aspergillus spp

Enfeksiyon etkeni olabilen aspergillus tirleri:

A.fumigatus A.amstelodami A.nidulans
A.flavus A.clavatus A.oryzae A.svdowi
A.niger A.glaucus A.ustus  A.versicolor
A.terreus A.candidus

A.pestricus

Dort etken enfeksiyonlarin %97’sinden sorumlu



TARIHCESI

1729 Pietro Antoni Micheli  Aspergillus

1850 Fresenius Aspergilloz
1856 Virchow Pulmoner aspergilloz (insan)
1938 Deve’ Mantar topu

1952 Hinson, Allerjik aspergilloz
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Aspergillus, patogenez

Vaskuler invazyon ve doku nekrozu tipiktir.

Aspergillus bronchopneumonia histopathology

(Panel A) Magnified view of a slice of lower lobe shows multiple foci of necrosis,
some clearly centered on airways (arrows) as indicated by their intimate
association with pulmonary arteries. The lung parenchyma adjacent to the
necrotic regions is hemorrhagic.

(Panel B) Photomicrograph shows small colonies of Aspergiflus (arrow) within a
bronchial lumen (L) and wall (W). Extension of fungus can also be seen into the
adjacent pulmonary artery, which is partly occluded by thrombus (T). An infiltrate
of neutrophils (N) is evident in the adjacent lung.



Aspergillus spp

= Hava kaynakli mikroorganizma...

= Hematoloji kliniklerinde en sik gorulen IFI etkeni ...
= Vilcuda giris: nazal pasaj ve solunum yolu

= En sik gorulen klinik sendrom: Pnémoni

= AHKHN alicilarinda en sik ilk 100 gin

= Risk steroid kullananlarda daha fazla

= Tani: kaltur, direk baki, antijen testleri, radyoloji....



Aspergillus spp bulas yolu

» Hava = Inhalasyon

* Su =Aerosol =»Inhalasyon

Anaissie et al. CID 2002: 34: 780

Nozokomiyal invaziv aspergilloz

-Hastane ici/cevresinde insaat
Kontamine ventilasyon sistemi

Kontamine hava filtreleri

Marjolein et al. Diagn Microbiol Infect Dis 1999; 34: 221
Alberti et al. J Hosp Infect 2001; 48: 198




Practice Guidelines for the Diagnosis and Management of
Aspergillosis: 2016 Update by the Infectious Diseases
Society of America

Thomas F. Patterson,"* George R. Thompson 111’ David W. Denning.’ Jay A. Fishman,' Susan Hadley,” Raoul Herbrecht® Dimitrios P. Kontoyiannis,’
Kieren A. Marr® Vicki A. Morrison,® M. Hong Nguyen,® Brabm H. Segal,™ William J. Steinbach,'? David A. Stevens,™ Thomas J. Walsh ™ John R. Wingard,®

Jo-Anne H. Young," and John E. Bennett'™*

= Invaziv aspergillozis
» Kronik (saprofitik) aspergillozis

= Allergik aspergillozis

IDSA GUIDELINE
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Practice Guidelines for the Diagnosis and Management of
Aspergillosis: 2016 Update by the Infectious Diseases
Society of America

Thomas F. Patterson,™ George R. Thompson .2 David W. I]F.-nning.:t Jay A Fishman,' Susan Hal:IIEfr.s Raoul Herbrecht® Dimitrios P. Kontoyiannis,
Kieren A. Marr ® Vicki A. Morrison,” M. Hong Noguy en," Brahm H. Segal." William J. Steinbach,'? David A Stevens,"” Thomas J. Walsh," John R. Wingald.“
Jo-Anne H. Young,' and John E. Bennett™=

Aspergillus;

Uzamis notropeni,

Allogenik hematopoietik kdk hicre transplantasyonu,
Solit organ transplantasyonu,

Herediter veya kazanilmis immun yetmezlikler,
Kortikosteroid kullanimi
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Practice Guidelines for the Diagnosis and Management of
Aspergillosis: 2016 Update by the Infectious Diseases
Society of America

Thomas F. Patterson, 1= George R. Thompson % Dawvid V. IIIBnning.:t Jay A Fishman,® Susan HEII:I'E‘I'.s Raoul Herbrecht® Dimitrios P. I(nnil:miannis.?
Kieren A. Marr® Vicki A. Morrison.® M. Hong Nguyen," Brahm H. Segal.,” William J. Steinbach,'® David A Stevens, " Thomas J. Walsh," John R. Wingard,"®
Jo-Anne H. Young," and John E. Bennetn™=

GALAKTOMANNAN TESTI

=  Galaktomannan testi yalnizca, Aspergillus saptamaktadir

= |A tanisi icin  serum ve BAL galaktomannan testi bakilmasi
tavsiye edilir.

= Piperasilin-tazobaktam kullanimi (yalanci pozitiflik)
= Kiflere etkili antifungal tedavi alimi (yalanci negatiflik)
= Sensivitesi %89 Spesifite: %90

Theuretzbacher U, Clin Pharmacokinet 2006; 45:649-63.



Allo-HSCT’de GM Testi

Maertens et al. JID 2002;186:1297.

Antijenemi ile diger tanisal testler arasindaki zaman iliskisi

Beta glukan GM’den daha dnce pozitiflesir.




aSlEnl

Galactomannan Testing in Bronchoalveolar Lavage
Fluid Facilitates the Diagnosis of Invasive Pulmonary
Aspergillosis in Patients with Hematologic
Malignancies and Stem Cell Transplant Recipients

M. Hong Nguyen,' Helen Leather,” Cornelius J. Clancy,’ Christina Cline,?
Michael A. jantz,z Varsha Kulkarni,” L. Joseph Wheat,? John R. "-i"w"fr:'g_,n::.'r(;'2

Using BAL GM =0.5 (cutoff for serum GM) and =0.85 (optimal cutoff identified by
recelver-operating characteristic curve), the sensitivity in diagnosing proven or probable
values were 73% (I 1/15) and 83% (10/12), and 89% (33/37) and 87% (35/40), respectively. BAL GM was more
sensitive than cytology (0%, 0/14), BAL culture (27%, 4/15), transbronchial biopsy (40%, 2/5), or serum GM
(67%, 10/15) for diagnosing IPA. BAL GM was =0.85 and =0.5 in 86% (6/7) and 100% (7/7) of patients with
proven or probable IPA who received a mold-active agent for =3 days. BAL GM added sensitivity to serum

(6/7) and 100% (7/7) of patients with proven or probable |IPA who received a mold-active
agent for =3 days. BAL GM added sensitivity to serum GM and other means of
diagnosing IPA, and was not impacted by short courses of mold-active agents.



Erkenden BT
Seri BT

invazif Aspergilloz’da BT Bulgulari

Halo belirtisi Konsolidasyon Hava-hilal belirtisi
“ <

Notropeni

Caillot et al. 2001



Invaziv Pulmoner Aspergillozisde radyolojik
tani,

Computed tomography (CT) pulmonary
aspergillosis

IPA icin klinik stiphesi
durumunda akciger
grafisi yaninda CT

CT ‘da rutin kontrast
kullanimi onerilmez.

Kontrast nodul veya kitle
blyuk damara yakinsa
oneriliyor.

Tedaviye yanit

degerlendirmesiicin en
a Z 2 h afta be kI e n m e I i . Halo sign (A) converting to an air-crescent sign (B) after neutrophil

recovery.

Reproduced with permission from: Maertens J, Meersseman W, Van
Bleyenbergh P. New therapies for fungal pneumonia. Curr Opin Infect Dis
2009; 22:183. Copyright © 2002 Lippincott Williams & Wilkins.
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Kandida turleri




Kandida tirleri

C. albicans ® Yas, hospitalizasyon, altta yatan
' Hastalik
C g/abrata ®* GVHD, Mukozit, yaslh hasta

®* Flukanazol direnci

® Deri kolonizasyonu, Kateter
iligkili, iv inflizyonlarin
kontaminasyonu

® Yenidogan kandidemi (7% 30)

® Nozokomiyal

C. parapsilosis

C. tropicalis
P o Nb”rr'openik ( hematolojik > solid malignite)




Kandida

C. krusei * Notropenik (hematolojik
malignite, KIT hastalar: )

O Flukanazol profilaksisi
O Intrensek azol direnci

O AMB'ye daha az duyarli

C. guillermondi
C. lusitaniae - AmB 'ye direngli

C. dubliniensis * HIV(+)
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Practice Guidelines for the Diagnosis and Management of
Aspergillosis: 2016 Update by the Infectious Diseases
Society of America

Thomas F. Patterson, T George R. Thompson 1.2 Dawvid VW I:lenning.:t Jay AL Fishman,” Susan HEIEI'E'f.s Raoul Herbrecht® Dimitrios P. KDI‘I"D‘"‘iEInI‘IiS.?
Kieren A. Marr® Vicki A. Morrison.* M. Hong Nguyen," Brahm H. Segal." William .J. Steinbach."”® David A Stevens, " Thomas J. Walsh," John R. Wingard,"™

Jo-Anne H. Young." and John E. Bennea™-=

(1,3) beta D-GLUKAN
= Kandidiyaz
» Fusariozis (Zigomicetes veya Cryptococcus tlirleri haricinde
" Trikosporonoz
= Aspergilloz
= Pnomosistis jiroveci

%62-%94 duyarli
>%95 oraninda spesifik
Senn L, Clin Infect.Dis 2008; 46:878-85.



ZYGOMYCETES

* Toprakta bulunurlar.

e Sporlar inhalasyon veya
deri yoluyla

* Angioinvaziv olarak
vayilirlar

Mucorales ailesinde
Rhizopus spp
Mucor spp.

Yaptiklari enfeksiyonlara
mukormikozis



Mukormikoazis




Invaziv Fungal infeksiyon Riski

IFI Riski Primer risk faktorleri Sekonder risk
faktorleril

®

Notropeni > 14 gin
Allo KHN (kordon kani, HLA uyumsuz)
Allo KHN + GVHD varligi
kut Lésemi /MDS indiikksiyon ve kurtarm

Komorbidite

immunsupresif
Tedavi

Notropeni 7-14giin
Allo KHN (HLA uyumlu)
Akut L6semi konsolidasyon/ intensifikasyon

Cevresel
faktorler

U’{KJ>"'"O@'U@

NoOtropeni < 7 glin
Otolog KHN

£

1Sekonder risk faktorlerinden en az birinin varligi risk grubunu arftrir.
Barberan J. Rev Esp Quimiter 2011; 24: 263-70



IFE icin Sekonder Risk Faktorleri

Komorbidite Immunsupresif tedavi Cevresel faktorler
Yas > 65 Uzun siireli kortikosteroid Yakin cevrede insaat
ileri evre hastahk kullanimi HEPA filtre olmayisi
Fungal enfeksiyon éykiisii Alemtuzumab

Demir yiiklenmesi Yiiksek doz ARA-C

Metabolik asidoz Yiiksek doz TBI

Kontrolsiiz hiperglisemi
CMV enfeksiyonu
Respiratuar viriis enf.
KOAH

Bobrek yetmezligi
Karaciger yetmezligi
Malniitrisyon

Barberan J. Rev Esp Quimiter 2011; 24: 263



IFE Riski Primer risk faktorleri Sekonder risk
faktorleri

+ - A
Yuksek " Beklenen
mortalite
y .

E — Komorbidler
h¥4 veya nurtarma
<L
= |
Orta & Beklenen immunsupresif
: tedavi
g mortalite edavi
o % 10
Cevre
Beklenen faktorleri
Dustik mortalite
%2 Rev Esp Quimioter

2011;24:263



Antifungal Tedavi Yaklasimi

PROFLAKTIK |Hastalik bulgusu olmaksizin yiiksek risk tasiyan olgular

AMPIRIK Atesli olgu antbiyotik tedavisi sonrasi ve mikrobiyolojik
testler negatif iken;

3-5giinden uzun siiren ates (yuksek riskli olguda)
veya
5-7glinden uzun siiren ates (orta riskli olguda)

Hastanin kliniginde bozulma belirgin ise ates siiresine
bakilmaksizin antifungal tedavi baslanmali

PREEMPTIF Pozitif Galaktomannan testi veya BT ile Akciger veya siniiste
fungal enfeksiyon bulgusu

HEDEFE Enfeksiyon odagi varligi ve olasi yada kanitlanmis IFE
YONELIK

Barberan J. Rev Esp Quimiter 2011; 24: 263




IFI’ da Tedavi Yaklasimi

Belirtegler aranir

Kolopnizasyon m m
AL -
\ . S

Hastalik Belirti ve Hastalik Sekel
yok bulgular
Yiiksek Empirik :
riskli tedavi Prjen)puf Tedavi
hasta tedavi

Proflaksi




DUZEY

KANIT DUZEYLERI
ACIKLAMA

En az bir adet, iyi dizenlenmis
randomize , kontrollu veri mevcut

En az bir adet iyi dizenlenmis ancak
randomize olmayan klinik veri

Konuyla ilgili uzmanlarin deneyim ve
olgularina dayanan gorusu



ONERME DUZEYLERI

DERECE ACIKLAMA

A

Etkinlik ve klinik yarar icin gucla kanit
Kuvvetle onerilir

Etkinlik icin gucli ya da orta kanit ama klinik
yarar icin sinirl kant—Genelde onerilir

Etkinlik icin yetersiz kanit, veya etkinlik yan
etki yada maliyet acisindan yeterli degil-

Opsiyonel

Etkinligi karsi veya istenmeyen etki yéniinde
orta derecede kanit—Genelde onerilmez

Etkinligi karsi veya istenmeyen etki yéniinde
glclu kant—Asla dnerilmez




Tablo 1. MASCC (Muktinational Association for Supportive Care in Cancer)
Skorlama Sistemi

Kriter Puan
Yas <60 olmasi 2
Hastanede yatmimyor olma 3

Basvuru amnda klinik durumu
Hipotansiyvon (sistolik KB: =90mmHg) olmamasi 5
Parenteral destek gerektiren dehidratasyon olmamasi 3

Hastalhiga bagh semptomlar™®

Semptom yok veya hafif semptom var 5
Orta derecede semptomlar var 3
KOAH olmamasi 4

Hastamin altta yatan hastahgr*
Solid timor hastas: olmasi

Hematolojik hastaligh olup dykide IPA olmamasi

KOAH: Kronik obstriktif akciger hastahgi, iPA: invaziv pulmoner aspergilloz.
*: Bu basghk altindaki kriterlerden hangisine uyuyorsa onun puamim alr.

Klastersky J, J Clin Oncol 2006;24:4129-34.



Yuksek riskli hastalar
MASCC skoru <21

>7 gun surmesi beklenen nétropeni varligi

derin notropenisi olan ([MNS] <100 hiicre/mm3)
ve/veya hipotansiyon,
pnomoni,
yeni baslayan karin agrisi,
norolojik degisimler

Bu tip hastalar birinci basamak ampirik tedavi icin hastaneye
yatirilmalidir (A-l1).



Dusuk riskli hastalar
MASCC skoru 221

Kisa (£7 gun ) sirmesi beklenen notropeni varhig

komorbidite sergilemeyen veya az sayida komorbidite
sergileyen hastalar

Bu tip hastalar oral ampirik tedavi icin adaydir(A-Il).



Invaziv fungal enfeksiyonlar

= Ampirik antibiyotiklerle, hematolojik maligniteleri olan
hastalarda ates dusene kadar gecen medyan sure yaklasik

5 gun iken solid tumorleri olan daha dusuk riskli hastalar
icin, 2 gunddr.

Cometta A,Clin Infect Dis 2003; 37:382-9.



Ampirik Antifungal Tedavi

= Diisiik Riskli

Invaziv mantar infeksiyon riski disuktiir, dolayisiyla rutin
ampirik antifungal tedavi kullanimi 6nerilmemektedir (A-Il1).




1DSA Ampirik Antifungal Tedavi

= Yiiksek riskli

Dort ila yedi glinlik antibiyotik tedavisine ragmen israrci veya

4

nikseden notropenik ates olarak kendini gosteren ‘gizli
mantar enfeksiyonunun tedavisi icin uygulanmaktadir (A-l).

2 Amfoterisin B
2 Kaspofungin
2 Vorikonazole
> ltrakonazol

DeGregorio MW, Am J Med 1982; 73:543-8.



NE ZAMAN?

Hedeflenmis

AY

. Doku | )
10 -
Hastahik
O - SN LT
olasilig: Sac Olasi Hastallky_/\ Kanltlanmng_
= 1
3
=
==
£o01
D

-14 =7 o 7 14 21 23 35 42 a9 56 63
Tedavi sonrasi gunler

Winkguram | edmitei

IFI (yUksek risk) > 5 giin veya IFI (orta-dustk risk) >7 giin Ampirik
siiren antibiyotiklere yanitsiz ates ve kiiltiir (-)

GM(+) veya sinus/toraks BT fungal infeksiyon ile uyumlu Preemptif(tani
(BAL da GM+ veya Aspergillos +) gidimli)
Odak (+) ve kanith/yiiksek olasilikl IFI Hedefe yonelik

(biyopsi kanith)



ECIL-5 (2013)

Invasive aspergillosis: First-line

Agent Grade Comments

Voriconazole Al 2x6 mg/kg D1 then 2x4 mg/kg
(initiation with oral: CIll)

Ambisome Bl dose 3 mg/kg

ABLC B Il dose 5 mg/kg

Caspofungin cll

Itraconazole c 1l

ABCD Cl

Combination voriconazole + anidulafungin C11?

Other combinations ciu

AGAINST THE USE

Amphotericin B deoxycholate Al

1 provisional

Vorikonazolle (l)

Liposomal AmB ((I)
Isavuconazole(l)

Secilmis direncli hastalarda

Vorikonazol + ekinokandin

‘ In the absence of data in 1st line, posaconazole has not been graded




ECIL-5 (2013)

Invasive aspergillosis: salvage

Agent Grade Comments

Ambisome BATI B Il no data in voriconazole failure
ABLC BATT B Il no data in voriconazole failure
Caspofungin B Il no data in voriconazole failure
Itraconazole C 11 Insufficient data

Posaconazole B Il no data in voriconazole failure
Voriconazole B Il if not used in 1st line
Combination AT B Il different studies, not randomized

-h s

= Farkli sinif antifungale gegme/ kombinasyon
* immunsupressifin azaltilmasi miimkiinse kesilmesi (ii)
= Secilmis vakalarda nekrotik lezyonlarin cerrahi rezeksiyonu
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Clinical Practice Guideline for the Management of
Candidiasis: 2016 Update by the Infectious Diseases

Society of America

Peter G. Pappas.’ Caml A Kaufman,? David R. Andes,® Cornelius J. Clancy,* Kieren A Marr.® Luis Ostrosky-Z eic hner ® Annette C. Reboli,” Mindy G. Schuster.®
Jose A. Vamuez,® Thomas J. Walsh," Theoklis E. Zaoutis,"" and Jack D. Sobel'?

Febril notropeni, kandida

= Flukonazol ile birlikte, azol profilaksisi bazi yluksek riskli kanser
hastalarinda invazif Candida infeksiyonlarinin insidansini
anlamli olarak azaltmistir ancak azole direncli suslardan
(Candida krusei ve Candida Glabrata) kaynaklanan ani
infeksiyonlar meydana gelebilir.

= Flukonazol invazif kif infeksiyonlarina karsi etkili degildir.

Ullmann AJ,N Engl J Med 2007; 356:335-47.
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Clinical Practice Guideline for the Management of
Candidiasis: 2016 Update by the Infectious Diseases
Soci{_t} of America

Peter G. Pap l.'r ol A Kauffman.® David R. Andes.” Co mellusJ.Clan v.* Kieren A. Marr.® Luis Ostro sk y-Z eic hn = Annette C. Reboli” Mindy G. Schuster.®
Jose AL Wa zqua.{ ® Thomas J. Wals h'“Thenklls E. Z ot s, and Jack D Sobe I"

Notropenlk hastalarda kandlda tedavisi

Ekinokandin

- kaspofungin: 70 mg yiikleme dozu ardinda 50 mg /giin
- micafungin: 100 mg /gin
- anidulafungin :200 mg, yiikleme ardindan 100 mg/gunlik

Llpld formule AmB 3-s mg/kg /glin

FIukonazoIe, 800-mg (12 mg/kg) yikleme dozu ardindan 400 mg (6
mg/kg) Kritik olmayan hastalar i¢in

Vorikonazol, 400 mg (6 mg/kg)- 4 mg/kg) 2x1 ek olarak kif etkinligi
olmasi istendigi zaman

Metastatik komplikasyon yoksa kandidemi i¢in minimum
tedavi suresi kultur negatifliginden sonra 2 haftadir.



Candidemia after species identification (ECIL-5 update)

Candida species

Overall population

Hematological patients

C. albicans

C. glabrata

C. krusei

C. parapsilosis

Echinocandins (A 1)
Fluconazole (A 1)}
Voriconazole (A1)

L-AmB (A1) / ABCD (A 11) /
ABLC (A1) / d-AmB (C 1)

Echinocandins (A 1)
L-AmB (B 1) / ABCD (B 11) /
ABLC (B 1) / d-AmB (C 1)

Echinocandins (A 1)
L-AmB (B 1) / ABCD (B 11) /
ABLC (B Il) /d-AmB (C 1)
Voriconazole (B I)

Fluconazole (A Il)
Voriconazole (B 1)
Echinocandins (B 11)
L-AmB (B 1) / ABCD (BI 1) /
ABLC (B Il) /d-AmB (C 1)

1C 1in severely ill patients

Echinocandins (A 11)?
Fluconazole (C IIl)
Voriconazole (C 1)

L-AmB (B 1) / ABCD (B 11) /
ABLC (B I1) / d-AmB (Cll)

Echinocandins (A 11)?
L-AmB (B 1) / ABCD (B 11) /
ABLC (B 1) / d-AmB (C 1)

Echinocandins (A 111)
L-AmB (B 11) / ABCD (B 11) /
ABLC (B 11) /d-AmB (C II)
Voriconazole (C Ill)

Fluconazole (A IlI)
Voriconazole (C )
Echinocandins (B Ill)
L-AmB (B 1) / ABCD (B 1) /
ABLC (B I1) /d-AmB (C 1)

2A Il for anidulafungin

e
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ORIGINAL ARTICLE ”

Posaconazole vs. Fluconazole or Itraconazole
Prophylaxis in Patients with Neutropenia

Oliver A. Cornely, M.D., Johan Maertens, M.D., Drew J. Winston, M.D.,

John Perfect, M.D., Andrew J. Ullmann, M.D., Thomas J. Walsh, M.D.,

David Helfgott, M.D., Jerzy Holowiecki, M.D., Dick Stockelberg, M.D.,
Yeow-Tee Goh, M.D., Mario Petrini, M.D., Cathy Hardalo, M.D.,
Ramachandran Suresh, Ph.D., and David Angulo-Gonzalez, M.D.*

"Ana hedefin kifin onlenmesi
oldugu, yuksek riskli hastalar icin

=

. . . . u
posakonazol profilaksisi ile  g_ 0
. " 0 Fluconazole

flukonazol ve itrakonazole gore EE al0d o iriconazol
disuk invaziv kandidiyazis oranlari EE Fy - P=0.003
gorilmus ve posakonazoliin Candida 5 & e [

. . ... . . . w5 Pasaconazole
profilaksisi icin makul bir oOéneri ELL -
oldugu gésterilmistir. 0 20 0 0 80 10

Days after Randomization

Figure 1. Kaplan—Meier Curves for Time to Invasive Fungal Infection (Pansl A),
Dreath from Any Cause (Panel B), and Invasive Fungal Infection or Death
(Panel C) ewver the 100-Day Period after Randomiz ation.

P values were estimated with the log-rank test. Data were censored on the
last date of contact or on day 100 after randomization, whichever was sooner.




Blood. 2010 Dec 9; 116(24): 5111-5118. PMCID: PMC3012532
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Clinical Trials and Observations

Randomized, double-blind trial of fluconazole versus voriconazole for
prevention of invasive fungal infection after allogeneic hematopoietic
cell transplantation

John R. Wingard ®' Shelly L_Carter 2 Thomas J. Walsh,? Joanne Kurizberg,* Trudy N. Small f Lindsey R. Baden ® Iris D.
Gersten,? Adam M. Mendizabal 2 Helen L. Leather,’ Dennis L. Confer,” Richard T. Maziarz,® Edward A. Stadtmauer,®
Javier Bolafios-Meade, 0 Janice Brown, 1 John F. DiPersio, "2 Michael Boeckh,? Kieren A. Marr, 212 and for The Blood

and Marrow Transplant Clinical Trials Network

Benzer mantar enfeksiyonu ve

mantarsiz  sagkalim,  benzer c e N e
toksisite, vorikonazol grubunda | , T | = “,

daha az aspergillus s T et
enfeksiyonuna egilim gorulmus, | .3 5 gg

Hem  flukonazol, hem de |i, 3
vorikonazolin allogeneik HSCT R N
alicilarinda uzun dOnem | 3 s f| smmsnmasnan
antifungal profilaksi sagladigi | : D
gorulmastar. T e e




o]] 9] research paper

Br J Haematol 2011 Mowv; 155(3): 318-327. PMCID: PMC3253338
doi: 10.11114.1365-2141.2011.08538.x

Voriconazole versus itraconazole for antifungal prophylaxis following
allogeneic haematopoietic stem-cell transplantation

David | Marks,! Antonio Pagliuca,? Christopher C Kibbler,® Axel Glasmacher,* Claus-Peter Heussel ® Michal Kantecki,®
Paul JS Miller,” Patricia Ribaud, ® Haran T Schlamm,® Carlos Solano,'? and Gordon Cook™

In concluston, this study demonstrated that voriconazole and itraconazole were equivalent in terms of
survival and prevention of [FI when used as antifungal prophylaxis after alloHCT. However, patients were
able to recetve voriconazole for significantly longer durations, despite the fact that more hepatic and visual
toxicities were reported with this agent. In addition, there was less need for other systemic antifungals

compared with straconazole. In alloHCT rectpents requiring a mould-active, orally available agent for the

prevention of [F1, voriconazole may be a better option than straconazole.




_ . _ Update: ECIL 5, 2013
Primary antifungal prophylaxis:
ECIL 3 (2009) recommendations

Acute myeloid leukaemia patients undergoing induction chemotherapy

Antifungal drug Grading Comments
Fluconazole CI Azoles should not be used empirically in case of previous azole
(50—400 mag/day) prophylaxis. Combined with a mould-directed diagnostic approach

for centers not having HEPA-filtered rooms and/or having a high
baseline incidence of mould infections

Itraconazole oral solution CI May be limited by drug interactions and/or patient tolerability.
(2.5 mg/kg b.i.d.) Azoles should not be used empirically in case of prior azole
o prophylaxis.

It is recommended to monitor serum drug concentrations
Posaconazole oral solution AI Azoles should not be used empirically in case of previous azole
(200 mg t.i.d.) prophylaxis.

It is recommended to monitor serum drug concentrations
Echinocandins IV Insufficient

data

Polyenes IV CI Includes low doses of conventional amphotericin B and lipid

formulations
Aerosolized liposomal BI The ECIL recommendation for aerosoclized amphotericin B
amphotericin B combined deoxycholate is DI

with oral fluconazole
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