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NEDEN ANTIFUNGAL PROFILAKSI

* Funguslarin neden oldugu Invaziv
Infeksiyonlar, bagisiklig1 baskilanmis konakta
oldukca yiiksek mortalite ve morbiditeye
neden olmaktadir.

» Hastalarin hastanede yatis siireleri uzamakita,

 Tedavide kullanilan ilaclarin toksik ve oldukca
pahal1 olmasi

- Tam koymadaki giicliikler




Profilaksi uygulamasi oncesr

- Onlemeye calistiginiz olay ne kadar yaygin ve
ciddi ?
» Eger hastalik olusursa tedavisi ne kadar zor?

» Uygulanacak profilaksi giivenli ve 1yi tolere
edilebiliyor mu?
» Uygulayacaginiz profilaksi etkili mi?
» Mc Quay ve Moore

» Uygulayacaginiz profilaksi bundan sonraki

tedavi yaklasiminizi etkiliyor mu?
» Volkan Korten
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Notropenik ates gelisme
I l:gk/' ASCO-IDSA 2018

Tahle 2. Factors to Consider in Assessing Risk of a Febrile Meutropenic Episode in Patients Undergoing Cytotoxic Chemotherapy for Malignancy

Factors Related To Factor

Effect on Risk

‘atient characteristics Advanced age
Performance status
Nutritional status
Prior FN episode
Comorbidities

Underlying malignancy Cancer diagnosis

Cancer stage
Remission status
Cancer treatment response

‘reatment of malignancy Cytotoxic regimen

Dose intensity
Degree and duration of Gl and/or oral mucositis

Degree and duration of cytopenia

Risk increases if age = 65 years™

Risk increases if ECOG performance score = 27

Risk increases if albumin < 35 g/"%'®

Risk in cycles 2-6 is four-fold greater if FN episode occurs in cycle 127

FM odds increase by 27%, 67%, and 125% for one, two, or three or more

comeorbidities, respectively ™=’
Diagnosis Reported FM rates (%)
Acute leukemia/MDS 85.0-95.07%25
High-grade lymphoma 35.0-71.0"28
Soft tissue sarcoma 27.0 (95% CI, 19.0 1o 34 5)*0-*1-27.28
NHL/myeloma 6.0 (95% Cl, 22.0 1o 29.0)°-="-27.78
Germecell carcinoma 23.0 (95% Cl, 16.6 1o 29.0)°%-2127-23
Hodgkin lymphoma 15.0 (95% Cl, 66 1o 24.0)2021.27.28
Owarian carcinormna 12.0 (95% CI, 66 1o 17.7)°%2"=728
Lung cancers 10.0 195% Cl. 9.8 to 10.7)7-21.%7-28
Colorectal cancers 5.5 (95% Cl, 5.1 to 5.8P2%21.27.23
Head and neck carcinoma 4.6 (95% CI, 1.0 1o 8.2)20.21.27.28
Breast cancer 4.4 (95% CI, 4.1 to 4.7p°%21.27.28
Prostate cancer 1.0 (95% Cl, 0.9 1o 1.1)7%-21.%7.28
Risk increases for advanced stage (= 20

Risk increases if not in remission®*29

Risk is lowest if patient has a CR

If patient has a PR, FN risk is greater for acute leukemia than for solid tissue
malighancies®®

FM risk is higher if persistent, refractory, or progressive disease despite
treatment ="

Risk is higher with regimens that administer:

Anthracyclines at doses = 90 mg/m?

Cisplatin at doses = 100 mg/m?

Ifosfamide at doses = 9 g/m*

Cyclophosphamide at doses = 1 g/m?®

Etoposide at doses = 500 mg/m~

Cytarabine at doses = 1 g/m”

High dose density

Anthracycline + taxane, and cyclophosphamide or gemcitabine, for breast
cancer

Increased risk if > 85% of scheduled doses are administered™=

Risk is greatest if NCl mucositis grade is = 3 (Gl) or if peak score on
OMAS is = 225.33.34

Profound, protracted neutropenia ANC < 100/l for = 7 days™=7

Lymphopenia Al C =< FOO/uL (ANC surrogate™ =%

Monocytopenia AMC < 150/ul (ANC surrogate)™




' Invaziv Fungal Hastalk

Gelisme riski

Allogeneik KIT % 15-25

Akut myelojenik 16semi %10-15

Akut lenfositik 16semi %5-10

Otolog KIT %2-6




* Bas- boyun timorlerinde oral mukosit
gelisme riski
* %33-45 Grade 3-4

* Tedaviyi birakma orant
© 7%9-19

* Oral kandida tasiyicihgt
* %60-70

* Oral kandidiasis
* %27-52
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Hematolojik Maligniteli Hastalarda
IFH Epidemiyolojisi

Pagano et al. Haematologica 2006; 91:1068-1075
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' TItalya: SEIFEM 2004

Retrospektif kohort 1999-2003
N = 11,802 hematolojik malignite
N = 3228 erl§kln HSCT

%12 %7.9 %4.4
ALL %6.5 %4.3 %2.2
Allojeneik HSCT %7.8 %6.7 %1.1
KML %2.5 %2.3 %0.2
KLL %0.5 %0.4 %0.1
NHL %1.6 %0.9 %0.7
HH %0.7 %0.35 %0.35
MM %0.5 %0.3 %0.2
Otolog HSCT %1.2 %0.4 %0.8

Pagano L et al. Clin Infect Dis 2007; 45: 1161-1170
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PROSPECTIVE ANTIFUNGAL
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etkili mi?

v

SN

16.00 18.00




Mutlak risk (absolute risk):

Belli zaman araliginda bir hastaliga
yakalanma riskidir

Yiiksek risk >%10
Goreceli risk (relative risk): Iki ayri
grup arasindaki riski karsilastirmak igin
kullanilir

Ornegin, bir profilaksinin hastaligin géreceli riskini %50 azaltir
demek:hastaligin her 20 kisiden 2 kiside goriildiigiini kabul edersek
2'nin %50'si lkiside profilaksiye bagl hastalik gelismez ve profilaksi
sonras! hastaliginsikhgi 1/20 olur




Profilaksi Etkinligi

Tedavi igin gerekli sayiNumber Needed to
Treat (NNT)

Bir IFH geligmesini onlemek icin profilaksi verilen
hasta sayisi

NNT= 1/ mutlak risk azalmasi
(absolute risk reduction- ARR)
ARR= Kontrol hastalarinda IFH insidansi-
mudahaleli grupta IFH insidansi

Ornek= Calisma sonunda IFH %53 azalmis
 Insidans %15 ise NNT= 13
 Insidans %5 ise NNT=38
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Profilaksi

Mutlak risk azalmasi:
4/100: % 4

Goreceli risk azalmasi:
4/10: % 40

Tedavi icin gerekli sayi
TGS: 1/0,04 : 25

Onerilen 20



Antifungal profilaksi

* Amag
- Invazif fungal hastaligi azaltmak
* Antifungal kullanimini azaltmak

* Fungal hastaliga bagl mortaliteyi
azaltmak

* Mortaliteyi azaltmak
- Direng gelisimine katkida bulunmamak




Polyen Azoller Ekinokandinler

AmB FLC ITC | VOR | PSC | ANID | CAS | MICA
C. albicans ++ +R ++ ++ ++ ++ ++ 4+
C. tropicalis ++ ++ ++ ++ ++ ++ ++ ++
%‘ C. parapsilosis ++ ++ ++ ++ ++ + + +
E C. krusei 4 (9] +/- + + ++ ++ 4
C. glabrata ++ +/- +/- +/- +/- 4+ 41 ++
C. neoformans - + + ++ ++ 0 O 0
A. fumigatus ++ O +R ++R | ++,R + 1 +
- A. terreus O O + ++ ++ + + +
% Mucorales ++ O O O + O 0] O
Fusarium +/- O 8] + ¥ O 8] 8]
Scedosporium O 0 ? + + 0 0 O
= H. capsulatum ++ + + + 1 0 0 0
% B. dermatitidis ++ +/- +/- +/- +/- 0 0 0
é C. immitis + +f- +/- +/- +/- 0 0 0




Flukonazol profilaksisi

300 patients: 88% Allografts
Fluconazole v. Placebo— day 75

40 - 1.0
Fluconazole —
M Placebo E 08
30 2
g . ® 06 Fluconazole
~ b
£ 20 ;
E * = 04 Placebo P<.001
1]
| . o
(] T T 0
Infection Inf-Rel Owerall 0 2 4 A 8 10
. Mortality Mort
p < 0.05 Years After Transplantation

Slavin et al, J Infect Dis 171(6) 1995 Marr et al, Blood 96 (6) 2000




Flukonazol profilaksisi IFH
insidansimi azaltiyor mu?

Population Dose
Allogenic 400 mg qd

Autologous 400 mg qd

AML w/o SCT 400 mg qd
400 mg qd

Effect
Proven 18 — 7%
Unknown

None

Proven/probable
24 — 7%

Ref
Slavin 1995, Marr 2000
Goodman 1992 (52% auto)

Schaftner 1995
Rotstein 1999

In allogeneic SCT fluconazole 400 mg qd to reduce the incidence of IFI Al
In autologous SCT fluconazole 400 mg qd to reduce the incidence of IFI ~ CIII
In AML w/o SCT fluconazole 400 mg qd to reduce the incidence od IFI Al




Flukonazol profilaksisi tim
nedenlere bagli mortaliteyi
azaltiyor mu?

Population Dose

Allogenic 400 mg qd
Autologous 400 mg qd

AML w/o SCT 400 mg qd
400 mg qd

Effect

55% — 28%

None

None

None

Ref
Slavin 1995, Marr 2000

Goodman 1992 (52% auto)

Schaffner 1995
Rotstein 1999

In allogeneic SCT fluconazole 400 mg qd to reduce overall mortality
In autologous SCT fluconazole 400 mg qd to reduce overall mortality
In AML w/o SCT fluconazole 400 mg qd to reduce overall mortality




Flukonazol profilaksisi ampirik
antifungal kullanimini azaltiyor mu?

Population Dose

Allogemic 400 mg qd

Autologous 400 mg qd

AML w/o SCT 400 mg qd

400 mg qd

Effect

Days until empiric
antifungals 18 — 21
Unknown

Empiric antifungals
33% — 48%

Empiric antifungals
50% — 57%

Ref

Slavin 1995, Marr 2000

Goodman 1992 (52% auto)

Schaffner 1995

Rotstein 1999

In allogeneic SCT fluconazole 400 mg qd to reduce empiric antifungals AT (?)
In autologous SCT fluconazole 400 mg qd to reduce empiric antifungals  CIII
In AML w/o SCT fluconazole 400 mg qd to reduce empiric antifungals EI




The NEW ENGLAND JOURNAL of MEDICINE

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.¥*

FLUKONAZOL

POSAKONAZOL 1X400 mg

3X 200 mg veya
ITRAKONAZOL

2X 200 mg




NumBers Neeaea to Treat

Calismadaki primer ve sekonder sonlanim noktalari

Incidence rates, %

Fluconazole (400

mg QD) or itra- Relative Absolute
Posaconazole conazole (200 mg risk risk
Clinical outcome (200 mg TID) BID) reduction®  reduction®  NNT®
Invasive fungal infection 2.3 8.4 0.73 0.061
Invasive aspergillosis 0.7 6.7 0.9 0.061 17
Death due to fungal infection 1.6 54 0.69 0.037
Death due to any cause 14.5 21.5 0.33 0.07




Posaconazole or Fluconazole for Prophylaxis in Severe
Graft-versus-Host Disease

Andrew J. Ullmann, M.D., Jeffrey H. Lipton, M.D., David H. Vesole, M.D., Ph.D., Pranatharthi Chandrasekar, M.D.,
Amelia Langston, M.D., Stefano R. Tarantolo, M.D., Hildegard Greinix, M.D., Wellington Morais de Azevedo, M.D., Ph.D.,
Vijay Reddy, M.D., Navdeep Boparai, M.S., Lisa Pedicone, Ph.D., Hernando Patino, M.D., and Simon Durrant, M.D.*

Posaconazole Fluconazole
3x 200 mg 1x 400 mg



Agir akut GVHH da

Posakonazol vs flukonazol

Posakonazol Flukonazol

Hasta n 301 299
IFD %5.3 %9
[A* %?2.3 %7
Breaktrough %2.4 %7.6
IFD*

Tum mortalite %24 %25
IFD mortalite* %1 %4

Ullmann et al N Eng J Med:2007




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 Kurtzberg,* Trudy N. Small,® Lindsey R. Baden ®
Iris D. Gersten,? Adam M. Mendizabal,? Helen L. Leather,! Dennis L. Confer,” Richard T. Maziarz,® Edward A. Stadimauer,?

Javier Bolafios-Meade, '? Janice Brown,!" John F. DiPersio,'? Michael Boeckh,'® and Kieren A. Marr,'®'? for The Blood and

Marrow Transplant Clinical Trials Network
Blood. 2010;116(24):

Vorikonazol 2x 200 PO vs Flukonazol 1x400 mg PO
100-180 gun
60 gun haftada 2 kez GM
Sonra haftada 1 kez GM




Allogeneik KIT Vori vs Flu

Vorikonazol Flukonazol
Hasta n 305 295
IFD %7.3 %11.2
IA %9 %17
Ampirik %24 %30
antifungal
Fungal Free %75 %78
Survival

~Wingard et al Blood:2010




Mikafungin vs Flukonazol Faz Il Calismasi:
Calisma tasarimi

Randomizasyon (1:1)

n:889 l

Mikafungin 50 mg/giin Flukonazol 400 mg/giin
(<50 kg hastalar igin 1 mg/kg/giin) (<50 kg hastalar igin 8 mg/kg/giin)

n: 425 n: 457

v
Asagidakilerden herhangi bir tanesi gerceklesene kadar tedaviye devam edildi:
e Engraftmandan sonra <5 giin (mutlak notrofil sayimini 2500 hiicre/mm3)
e HSCT sonrasi 42. tedavi giini kanitlanmis, muhtemel veya stipheli invazif fungal enfeksiyon
gelisimi
e Kabul edilemez ilag toksisitesi gelisimi
e Olim
e Calismadan cekilme (hasta karari)
e Calisma tedavisinin sonlandirilmasi (arastirmacinin karari)

van Burik J-AH, et al. Clin Infect Dis 2004; 39:1407-16



Genel tedavi basarisi

p=0.03
90 1 |

— 80 7
% 70 1 ® Mi i
N 73.5 Mikafungin
g 60 -
= >0~ Flukonazol
s 40 T
m =
s 30
T 207
F 10 -

O =

Mikafungin Flukonazol

van Burik J-AH, et al. Clin Infect Dis 2004; 39:1407-16



urania Ncolatou-Calitis Effect of fluconazole antifungal prophylaxis
Amnastasia Sotiropoulou-Lontou on oral mucositis in head and neck cancer
omns tan b Dardoufas
Vassilis Kouloulias patients receiving radiotherapy
Lan

. Radyo‘reapu alan 63 hasta
» 29 standart 34 100 mg/flukonazol

* Oral mukozit
. %44 vs %14 p:0.018

» Tedaviyi birakma
© %17 vs %0 p: 0017

» Oral Kandida
¢ 0/034 VS %0 pOOO].




Profilaksi ve direng gelisimi

DURUN YASIYQBUM
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Avrupada kandidemi

1 -

0 =

E.D 4
T 601 7
Q Has
E HTHEH
o 40

2{}.

AW

.
)

7 ® Other
ﬁ friniel o
HHE B O C. tropicalis

0O C. glabrata

7 i BC. parapsilosis
e H HiH RC. albicans

Surgery
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Intensive
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(839)
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tumour
(471)

Haematologic Foetal HIV
malignancy immaturity infection
(257) (124) (63)

Tortarano et al, Int J Antimicrob Agents 2006;27



Profilaksinin direng gelisiminde etkileri

Flukonazol profilaksisi non C albicans
kolonizasyonunda ve infeksiyonlarinda artisa

ve tedavinin daha gii¢ olmasina
- Hamza 2004, Marr 002, Uzun 1995, Pfaller 2004

Flukonazol profilaksisi C glabrata

kolonizasyonunun 8 kat artmasina
» Van Bruck 2004

Amfoterisin B veya triazoller ile karsilasma
Aspergillis Ureyen kanser hastalarinda non A
fumigatuslarda artisa ve bunlarin direngli
olmasina

Lionakis 2005




Uygulanacak profilaksi gdvenli ve
iyi tolere edilebiliyor mu?




Triazoller ila¢c etkilesimleri

CYP3A4 CYP2C8/9 CYP2C19
Inhibitér | Substrat | Inhibitdr | Substrat | Inhibitr | Substrat
Flu ++ + ++ + +
Itra +++ | +++ |+
\Vori + + ++ + ++ ++4+
Posa |++




sonraki tedavi yaklasimimizi etkiliyor mu?




mareerea ifungal kulllanimins

tzerine etkisi

Day 1

Day 2

Day 3

Day 4

Day 5

Infected controls 0g® 050 00 0,0

Amphotericin B 0g® 00 0,0 0,0
Caspofungin ... ... ... ...
Posaconazole ... ..Q Q.Q ..Q

Uninfected controls

Galactomannan

least posaconazole

detection delayed by at

Mc Culloch et al 2012 J Clin Pathol 65:83-6
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tzerine etkiss

Day 1 Day 2 Day 3 Day 4 Day 5

Infected controls 0g® G0 8,0 0,0

Amphotericin B ... ... ... ...
Caspofungin ... ... ... ...
Posaconazole ..Q ..Q Q.Q ..Q

Uninfected controls

DNA detection delayed
by at least a day by all

antifungals

Mc Culloch et al 2012 J Clin Pathol 65:83-6



Bane Marrow Transplantation {2011), 1-3
© 2011 Macmillan Publishers Limited Al rights reservad (268-3365/11

W nature.com/bme

ORIGINAL ARTICLE

ECIL recommendations for the use of biological markers for the
diagnosis of invasive fungal diseases in leukemic patients and
hematopoietic SCT recipients

O Marchetti"*, F Lamoth'*, M Mikulska®, C Viscoli*, P Verweij® and $ Bretagne®® and the European
Conference on Infections in Leukemia (ECIL) Laboratory Working Groups’

Decreased sensitivity has been reported during exposure to
mould-active antifungal agents, for instance in patients receiving
posaconazole or voriconazole prophylaxis which may prevent the
circulation of GM



- C -

linical Practice Guideline for the Use of
Antimicrobial Agents in Neutropenic Patients
with Cancer: 2010 Update by the Infectious
Diseases Society of America

Alison G. Freifeld,” Eric J. Bow,? Kent A. Sepkowitz,2 Michael J. Boeckh,? James I. Ito,® Craig A. Mullen,? Issam l. Raad,®
Kenneth V. Rolston,® Jo-Anne H. Young,” and John R. Wingard®

a reliable alternative [208-209]. There are insufficient data
upon which to base a specific empirical antifungal choice for
patients already receiving mold-active prophylaxis, but

a switch to an [V anti-mold agent within a different antifungal

class seems prudent. This suggestion is based on the evidence
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AML- MDS remisyon-induksiyon KT

Antifungal agent iGrading Comments
Posooonarole orol solution 200 mg gih or toblet 300 mg A-T Recommendad if boseline inddence of mould infectons is high
q2 4h following a booding dose of 300mggl2hon day 1 Given the inorensed absorption of the tobl =, it s lkelythat the need for
therapeutic drug monitoring will become restricted to specific popula-
tions (2.0, severs muoositis).
Ruconarols 400 mg g2éh B-1 Qinly recormimended if the inddence of mould infec tions is low.
Fluconarale may be part of anintegroted care strotegy together with o
moul d-direct ed dingnostic approodh.
[troconazole onal solution 2.5 ma'kgqllh B-1 Recommendad if boseline inddence of mould infectons is high
May be limited by drug-dinug interoctions or patient tolenability.
[tis recommended to monitor serum drug concen traotions.
Voriconaz ol 200mg gql2h B-1I Recommended if boseline incidence of mould infections i high
[tis recommended to monitor serum drog conoen traotions.
Al echinocandins -0 [msufficient doto on efficocy and toler ability.
Liposomal amphoteridn B C-1I [nsufficient doto on dose, frequency and duration, as well os on efficocy
and tobenability.
Lipid-o ssodat ed am photenidn B C-1I [rsufficient data on dose, frequencoy and duration, as well as on efficocy
and tobeno bility.
Agrosolized liposomal amphoternicin B (10mg twice B-1 Qinly when combined with fluconarobe 400 mg g2éh.
weskly]
Armphotenicn B deoxydholate A-IT ogainst
Agrpsolized amphoternicin B deoxycholate A-l ogainst




ECIL 5 Allogeneik nakil

Flukonazol
Itrakonazol BI BI BI
Vorikonazol BI BI BI
Posakonazol OS/tablet BII BI Al

: Mikafungin BI CI CII

'

i Kaspofungin/Anidulafungin =~ Ven: yvok Veni vok Ven vok
Lipozomal Amfoterisin B CII CII CII
Aerosolize AmB + flukonazol C IOI BII Ven vok




W
Antifungal Profilaksi
Multiple Miyelom

- Az veri mevcut

> Otolog HSCT yapilan muliple miyeloma
hastalarinda IFE sikligi <% 1'dir.

* Bu disuk riske dayanilirak antifungal
profilaksi tavsiye edilmez

Oral ve / veya 6zofageal kandida profilaksisi
flukonazol enfeksiyonlari diisgiinilebilir (BIII)




ECIL 5, 2013:
Antifungal Profilaksi Lenfoma

* Otolog KHN yapilanlarda dahil olmak
lizere IFI riski<%2.

* Primer antifungal profilaksi
onerilmemektedir

* Oral ve 6zefagial kandida
infeksiyonlarina karsi flukonazol
verilmesi dislndlebilir (BIIT)




- EcIL 5 2013:
Antifungal Profilaksi KLL

- Antifungal profilaksi 6nerilmemektedir

* Olgu bazinda eger uzamis notropeni (>6
ay) ileri yas ilerlemis veya yanitsiz
hastalik durumunda verilebilir
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HEW = herpes simplex vinus

ACategonies of sk are bassd on several factors. including underlying malgnancy,
whelher diseass i in remission, dwation of neutropenia, prior exposure o
ehemotherapy, and -nl:enmt]- of IrmUnosUpDIessie ¥

I for dosing, Specirum, and specific cofmmenta/cautions.

IMusesiis v a A Casndll derria o patenls with hemalologic malighandss and
HET recipients nol receiving antifungal prophykaxis.

naider antfungal pmph‘_.lla:tls in all patients with GVHD receiving
immunosuppfessive therapy.

Mational
g“"“lf‘“h"“*“’* NCCN Guidelines Version 1.2018 B e
ancer Table of Contents
Network® Prevention and Treatment of Cancer-Related Infections Discussion
OVERALL INFECTION|DISEASE/THERAPY EXAMPLES ANTIFUNGAL PROPHYLAXIS! DURATION
RISK IN PATIENTS ALL Consider:
a
WITH CANCER * Fluconazole™ or hllcafun%m“
* Amphotericin B products® (category ZE)
MDS (neutropenic) Consider: Umtil
» Posaconazole™ (category 1) resolution
= Voriconazole,™ Fluconazole,™ Micafungin,” or of
AML (neutropenic) Amphotericin B products® (all category 2B) neutropenia
Autologous HCT with mucositis! Consider:
* Fluconazole™ or Micafungin™ (both category 1)
INTERMEDIATE
TO Autologous HCT without mucositis Consider no prophylaxis (category 2B) MA
HIGH Allogeneic HCT (neutropenic) Consider: Continue
i i * Fluconazole™ or Micafungin™ (both category 1) during
* Voriconazole,™ Posaconazole,™ or Amphotaricin B neutropeniaf®
preducts® (all category 2B)
Significant GVHDK Consider: Until
See Antipneumocystis Prophylaxis (INF-6)| + Posaconazole™ (category 1) resolution
« Voriconazole,™ Echinocandin, or Amphotericin B products® |of
(all category ZE) significant
GVHD
KEY: ALL = acute lymphoblastic leukemia, AML = acute myeloid leukemia, MDS = myelodysplastic syndromes, GVHD = graft-versus-host disease, HET = hematoposetic cell ransplant,

Hhere is substantial variability in practice among NOCN Meamber Insifulions. Physicians nead o take into

account local susceplibdity patterms.
Miraconazole, vonconazoke, and

cancer {eg, vinaistine

M)l three agents in l:na]:uts [micafumgin, caspaiungin, and anidulabungin) ane considersd by many 1o be

interchangeabde.
O liped fonmulation is generally prefermed based on less tacity.
PSome studies confinue treatment up to day 75.

Mote: All recommendations are category 24 unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of patients with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Table 1. Summary of Recommendations for Antimicrobial Prophylaxis

[ype of Prophylaxis Population Recommendation Timing of Prophylaxis
Antibacterial Patients at high risk of febrile Fluoroquinolone prophylaxis During period of expected neutropenia
neutropenia (Table 2) or profound, is recommended
protracted neutropenia
Antifungal Patients at high risk of febrile Oral triazole or parenteral During period of expected neutropenia
neutropenia (Table 2) or profound, echinocandin prophylaxis is
protracted neutropenia recommended; a mold-active
Patients with GVHD" triazole is recommended when

the risk of invasive aspergillosis
i5 > 6%, such as in patients
with AMLMDS or during
treatment of GVHD'

e p— I

4
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I 4 .
Clinical Practice Guideline for the Use of

Antimicrobial Agents in Neutropenic Patients
with Cancer: 2010 Update by the Infectious
Diseases Society of America

Alison G. Freifeld,” Eric J. Bow,? Kent A. Sepkowitz,2 Michael J. Boeckh,? James I. Ito,® Craig A. Mullen,? Issam l. Raad,®
Kenneth V. Rolston,® Jo-Anne H. Young,” and John R. Wingard®

Yiiksek riskli grup
+ Kandida profilaksisi AL (%6-10)
* Flukonazol, posakonazol, itrakonazol, vorikonazol,
mikafungin, kaspofugin
* Aspergillus(AML induksiyon veya MDS) BI
* Posakonazol

- Allojeneik ve otolog KITte aspergillus profilaksisinin etkinligi
gosterilmemis, sekonder profilaksi

Dusuk riskli grup
* Notropeni <7 gun ise onerilmiyor AITT




o
Sekonder profilaksi

* Relaps riski
+ KIT hastalarinda %19-33
- AML hastalarinda %16

- Sekonder profilaksinin yarar:
+ Az sayida vaka

- Vorikonazol ile

 Masomoto et al J Chemother 2011;23:17-23

« Cordonnier et al Bone Marrow Transplant
2004;33:943




Sekonder Profilaksi
ECIL-TII

- Tyi dokiimente edilmis vetamamen iyilesmis bir IFE
ardindan yeni bir kemoterapi alacaklarda (A-II)

- Spesifik bir ilag onerisi yok ancak bir énceki IFE
episodunu dikkate al

IDSA-2016

- IPA bagariyla tedavi edilen hastalar, sonrasinda
immunsipresif KT alacaklarizaman, sekonder

profilaksi gerekir (gugli oneri, orta kaliteli kanitlar)
» Paterson TF et al. Clin Infect Dis 2016; 63:el




 Antifungal profilaksiye

pratik yaklasim

» Risk siniflamasi

* Klinikte nasil yaklasiyoruz




Risk Degerlendirme

Risk of IFI Primary risk factors ~ Secondary risk

factors'!

@ Neutropenia > 14 days
Allogenic SCT (umbilical cord, HLA-mismatch
Allogenic SCT with GVHD
AL (M and L)/MDS induction and rescue

Comorbidity?

Neutropenia 7-14 days
Allogenic SCT (HLA-matching)
AL /| MSD consolidation or intensification

Immunossuppresive
treatment?

Environmental factors?

00 &

N =—=XP>pr~<TUOVOXTD

Low Neutropenia < 7 days

Autologous SCT

Figure 1 | Classification of the risk groups for IFl.

Demirkan F et al Inernation J Hematology and Oncology 2013;23(3) supply 2




» Kisisel
faktorler

e Immun-
supresif
tedavi

[leri hastalik
Onceki IFI
Fe yiikii
Beslenme
MBL, TLR

Uzun sureli KS
Alemtuzumab

Yiksek doz
sitarabin

Anti TNF
T X

A g ' » »
et al Inernation J Hematology
;23(3) supply 2

« Komorbid
durumlar

HEPA filtresiz
Mevsimsel durum

[nsaat

Cevresel

Sigara icilen ortam
S faktorler

Hayvan temasi

Cicek, tarim




patients with
hematological malignancies: SEIFEM recommendations

Evaluation at diagnosis Pagano 2017 BIOOd reV|6WS

(literature based)

|

Common risk factors for all HMs:

Neutropenia,Lymphopenia,
Monocytopenia, Steroids, Iron overload,
etc

!

Stratification for Risk factors

— | T

Intermediate Risk Lower Risk
High Risk \ l /

Re-evaluation of risk during treatment on the basis of underlying malignancy response
(i.e. at 15-21 d for acute leukemia, after 2-4 cycles for CLD, MDS, etc)
If resistant switch risk category

— T

Specific Risk factors

Pre-Hospidalization Risk factors for for AML, ALL, MDS, MPN, CLD
IFI ) ) ’ )

(i.e. lifestyle-work — comorbidities,
etc)

New risk evaluation at ASCT New risk evaluation at HSCT
(previous antifungal treatment, previous (as for ASTC and, more, kind of HSCT, etc)
chemotherapy, underlying malignancy stage) l l

Pre-engraftment Post-engraftment




Yaklasimlari

Risk altindaki

hasta

e Hasta vinkristin, sirolimus,
Lokal IFl insidansi siklofosfomid, QT intervalini
Lokal epidemioloji uzatan veya sitokrom 3A4

indukleyen ila¢ kullaniyor mu?
» Kc fonksiyonlari normal mi?

* Oral alimi ve emilimi etkileyen
Duzenli ve uygun kateter bakimi durum mevecut mu?

HEPA filtre varlig —
Hasta ve saghk ¢alisani egitimi

Profilaksi . - N o
yok Kiif etkisiz Kiuf Etkili




Primer Profilaksi-BIZ NE

YAPIYORUZ?

Antifungal

Akut myeloid losemi —
MDS remisyon-induksiyon
kemoterapisi

Posakonazol 1x300 mg/gun
(2x300 mg yukleme)

Allo-KHN
Baslangi¢ notropenik faz

Flukonazol 400 mg/ gun

Allo-KHN
GVHD faz

Posakonazol 1x300 mg/gun
(2x300 mg yukleme)




Primer Profilaksi-BIZ NE

YAPIYORUZ?

Antifungal

Akut myeloid losemi —
idame

Flukonazol 200 mg/ gun

Otolog-KHN
Baslangic¢ notropenik faz

Flukonazol 400 mg/ gun

Alemtuzumab veya
fludarabin

Flukonazol 200 mg/ gln




Primer Profilaksi-BIZ NE

YAPIYORUZ?

Antifungal

Lenfoma (HL veya NHL)

Flukonazol 200 mg/ gun

ALL

Mikafungin 1x50 mg/gun

MM, Solid organ tm

Yok




Baslangic zamani

« KT ile
*  Antrasiklin kullaniyor ise KT sonrasi
> Daunorubisin

* Mitoxantron
- Idarubisin




e
Sonlanim zamani

» Akut losemi, lenfoma notropeniden
¢tkinca

* Allogeneik nakil 75-100. gtin
 GVHD, hastalik stiresince
* Otolog nakil 30 giin

* Alemtuzumab veya fludarabin CD4
sayisina gore




SONUC

Antifungal profilaksi faydalidir,
kullanilmalidir

Primer profilaksi

» Risk gruplari iyi tanimlanmali, gereksiz kullanimdan
kacinilmali

Sekonder profilaksi

* Daha genis ¢alismalara ihtiyag olmakla beraber
kullanilmasi konusunda fikir birligi




