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IFI'lar, hematolojik maligniteler, KHN alicilarinda hastaligin seyri
sirasinda morbidite ve mortalitenin onemli bir nedeni olmaya devam
etmekte

oo ce\Soo

bir test...
— HRCT, galaktomannan, B-D glukan

Tanida ve tedavide gecikme mortaliteyi artiriyor

Genis etki spektrumlu antifungallar...



Risk belirlenmesi

Profilaksi?

Uygun ajan, uygun zaman, daha az yan etki, maliyet etkinlik
Direng

Risk belirlemek igin bir skorlama yok




= ' Primary risk factors Secondary risk

_& factors'
@ .4 Neutropenia > 14 days |
_ _~Allogenic SCT (umbilical cord, HLA-mismatch)~(+
@ Allogenic SCT with GVHD |
AL (M and L)/MDS lnduction_and rescue ol
Neutropenia 7-14 days
@ Allogenic SCT (HLA-matching) l:rr\en;;lr::::z@nresive

AL / MSD consolidation or intensification

Environmental factors?

S

N—-=XPpr~~<IXTVTOA D

Low

5

Neutropenia < 7 days
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Proflakside yarar
. IFT ve IFT bag Zarar

mortalitede azalma - Ek maliyet

* Yan etki
+ Direng

= IFT prevalansi %2 ise insidansi %50 azaltmak igin profilaksi
almasi gereken hasta sayisi 100

= IFI prevalansi %4.5 ise insidansi %50 azaltmak igin profilaksi
almasi gereken hasta sayisi 44

Boga C, et al: Risk and Prophylaxis in IFD Turk J Hematol 2015;32:100417



AML'deki IFTI icin risk faktorleri

Lb-semi lle ||9I|I Diisiik CR olasiligi (Olumsuz Sitogenetik/gen mutasyon profilleri; WBC > 50.000 / pL; Ikincil AML
> 7 giin igin ANC < 500 / yL ile baglangig notropeni ; MDS ile iligkili fagositik disfonksiyon.
Losemi durumu: relaps-refrakter > ilk indiiksiyon > konsolidasyon

Indiiksiyon agsamasinin sonunda CR yok

Konak ile ilgili yag> 69 yas
Yiiksek komorbidite indeksi veya olan organ disfonksiyonu (> 2)
Kronik obstriiktif akciger hastaligi.

Aktif sigara icme

. o Beklenen tedavi ile iliskili siddetli ve uzun siireli notropeni (> 10 giin igin MNS < 100 / L )
Tedaviyle ilgili
Yiiksek mukotoksik rejim
7 giinden fazla mukozit derecesi > 3

Antineoplastik ilaglarin farmakogenomikleri

HEPA filtrasyonu olmayan odalar; Bina ingaatlari veya tadilatlar:

Fungus
maruziyeti

Aspergillus ile kolonizasyon
Onceki Aspergilloz
Candida kolonizasyonu

Yiksek maruziyetli isler (giftgilik, bahgivanlik, insaat isleri) Pagano L, et al. Blood Rev. é017



Yiiksek riskli hasta=AFP den fayda gorecek hasta

« Remisyon indiiksiyon tedavisi alan AML, MDS hastalari ve
allojenik KHN alicilari IFT igin birincil risk grubu

» Allojenik KHN —_—
KHN \ Uzun siireli ariirir

steroid

« Notropeni ve uzun sireli myelosupresyon en yaygin risk faktoru

/ Derinligi
X Suresi

Naotropeni

Boga C, et al: Risk and Prophylaxis in IFD Turk J Hematol 2015;32:105—117



Notropeni derinligi ve siiresi

ANC<100mm3 ve >10 gin IFI t
Notrofil sayisi<100/mm* (3 haftadan fazla)-yiiksek risk (IFI>%10)
Notrofil sayisi<500/mm?* (5 haftadan fazla)-yiiksek risk (IFI>%10)
Notrofil sayisi, 100-500/mm? (3-5 hafta)- orta risk (IFI~%10) veya

» Lenfopeni ile eslik eden lokopeni (100-500/mm *<3 haftadan az)

Portugal RD, J Clin Ongol 2009



IFT'larin onlenmesi igin sistemik antifungal dis
tavsiyeler

 GM-CSF

Notropeni suresini kisaltir fakat IFT atak oranini azaltmaz, proflakside kullanimi
énerilmiyor

« Topikal antifungallar

Maya ve kiiflerin kolonizasyonunu azaltabilir. Bununla birlikte, bu ajanlarin IFT'lar
onledigi kanitlanmamistir ve profilaksi igin kullanimlari agik degil (CIIT)

* Mantar siirveyans kiiltiirleri
Asemptomatik KHN alicilari (DIT) endike degil
* Koruyucu gevre

Bu hasta grubunun izlendigi alanlar kritik alanlardir. Oda havasini saatte 12 kez
degistiren HEPA filtreler kullaniimalidir



AML

» 1990'larin baglarinda flukonazol profilaksisinin baglamasinin ardindan
dinya ¢apinda kiif enfeksiyonlarina dogru agik bir epidemiyolojik kayma
da gozlemlenmis

* AML'de% 5 ile% 24 arasinda degisen invazif aspergilloz insidansi ile
Avrupa da baskin tir haline gelmis,

- 17 ilke indiiksiyon kemoterapisi alan AML hastalarinda kanitlanmig ve
olasi aspergillozun genel orani 7% 8,1

« Candidemi oranlari <% 2

ECIL, J Antimicrob Chemother 2018; 73: 3221-3230
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13 EORTC merkezinden 145 030 kanser hastasi
kabullndi igeren ileriye donuk bir kohort ¢alismasi

Fungi® Isolated From Blood Cultures in European Patients With Cancer, by Underlying Disease and Treatment Groups (M = 297)

Pathogen lsolated by Treating Center Total n= 297 (%) Solid Tumor’ n = 165 (%] Hematological Hallyun:'_n,rb =140 (%) Allogeneic HSCT nm 26 (%)  Autologous HSCTn=22 (%) Mo Transplant n= 247 (%)
Single pathaogen 288 (97.0%) 155 (97%;) 137 (98%) 27 (96.4%) 12 (100%) 239 (96.8%)
Cermeliadr erlbicons 120 (4i0.4%s) 92 {56%) 31 (23%) 2[7.1%) T131.8%) 111 (44.9%)
Mon-albicans candida 134 (45.5%) 55 | 36%0) 12 (54.6%] 1005 (42.5%)

L glabreata 2%9.5%) 25 {15.2%) G [4.3%) 1[3.6%) 1 {4,550 2T (10,944

L. tropicalis 5 13.1%) 11 {6.7%| B0 21.4%) 27.1%) 4118.2%) 33{13.3%,)

L. porapsiinss 2B (9.4%)] 16 9. 740 11 {7.9%) 5 [17.5%) 2(9.1%) 21 {8.5%)

L. krusei 258,45 5 (3.0%) 20114.3%) G [21.4%| 4118.2%) 15 (6.1%

C. kefyr T [2.4%) 1 [=1%) G [4.3%) Z(7.1%) 1{4.5%) & [1.6%)

L. nonvegensis 3 11.0%) " Al21%) 1[3.5%) ' 2 [10.8%)

C. dubliniensic 2 [<1%) Z[1.4%) 1(3.6%) 1(0.4%)

£ guilliermondii 2 [=1%) 1 (=19 1(=1% 113.5%) . 1 (,4%)

L. rugoss 1 [=1%u] 1 [=1%u] 1 [0.4%)

Other Candida® 2 [=1%) . 2[1.4%;) 2(7.1%)

Cornely O.A. Epidemiology and Outcome of Fungemia in a Cancer Cohort of the Infectious Diseases Group (IDG) of the
European Organization for Research and Treatment of Cancer (EORTC 65031) Clinical Infectious Diseases, Aug-llé'r 2015



Turkiye'de

2001-2010 381 candidemi olgu, olgularin %16.5 (63) HM

NAC ireyen hastalar arasinda hematolojik hastaligi olani anlamli
ylksek?

Genel popiilasyonda, C.albicans(7%58.3),C. parapsilosis (7%15.2),C.
tropicalis (7%13.4)

HM,C. albicans (7%10.4) C. tropicalis (%639.2) C. parapsilosis (7%19)

HM hastalarinda C. glabrata saptanmamis

Alp S et al. Mycoses 2015: 58: 498 12



Rcesivnid: 24 March 2000 | Revisud: 23 Apnl 2000 | Actusied: 2 May 2020

PO I gy 13104

ORIGINAL ARTICLE

CHEEE WILEY

Low level of antifungal resistance of Candida glabrata
blood isolates in Turkey: Fluconazole minimum inhibitory
concentration and FKS mutations can predict therapeutic failure
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Abstract

Background: Candida glabrato is the third leading cause of candidaemia in Turkey:
however, the data regarding antifungal resistance mechanisms and genntypic diver-
sity in association with their clinical implication are limited.

Objectives: To assess genatypic diversity, antifungal susceptibility and mechanisms
of drug resistance of C glabrata blcad isolates and their association with patients’
outcome in a retrosoective multicentre study.

Patients/Methods: lsolates from 107 patients were Identified by ITS sequencing and
analysed by multilocus microsateiite typing. antifungal susceptibifty testing, and se-
quencing of PORT and FKS51/2 hotspots (HSs).

Results: Candida glabvata prevalence in Ege University Hospital was twalold highes
In 2014-2019 than in 20052014, Six of the analysed lsolstes had flucorazole
MICs = 32 pg/mL; of them, five harboured unicue PDRT mutations. Although echine:

Turkiye'den 5 merkez
FKS mutasyonu veya
flukanozol MIC>32ug/ml
ekinokandin ve tedavi
basarisizlig

Izolatlarin %50'si Ege
Univesitesinden

C.glabrata prevalansinda
6zellikle 2005-2014'e
kiyasla

2015-2019'da 2 kat

artis




Toll-like receptors polymorphism
C-type lectin receptor polymoprphism
Mannose binding lectin polymorphism
Plasminogen polymorphism

Other polymorphisms?

Climate

Construction work

Place of residence
Tobkacco or cannabis use
Contaminated food or spices

Pets, potted plants, and gardening
No HEPA filtered air during
hospitalisation

“~._ ENVIRONMENTAL FACTORS

Ann. N.Y. Acad. Sci. ISSN O0077-8923

ANNALS OF THE NEW YORK ACADEMY OF SCIENCES

Issue: Advances Against Aspergillosis

Risk stratification for invasive aspergillosis
in iMmMmMmMmMunocompromised patients
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and Valerie Letscher-Bru®
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Other |0.4% Chronic granulomatous disease
|

Solid organ transplant Jl3.1%
AIDS WD 6%
Autologous HSCT i3 6%

Steroids 4%

1
Allogeneic HSCT NN 2 57
|
Hematological malignancy |
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Number of patients

FACTORS RELATED TO
UNDERLYING CONDITION

INNATE IMMUNE STATUS

Neutropenia

Progressive cancer

Graft versus host disease
Anticancer chemotherapy

| Steroids,
PRIMARY HOST FACTOR

T-cell suppressors
Hematological malignancy
Allogeneic hematopoietic stem
cell transplantation
Solid organ transplantation
Solid tumor

Other immune disorder /

Diabetes

Iron overload
Trauma, burns
Renal impairment
Metabolic acidosis
Prior respiratory disease

OTHER FACTORS =

Allageneic HSCT with graft versus host disease
Myelodysplastic syndrometreated with remissioninduction therapy
Acute myeloblastic leukemiatreated with remission Inductionthera

Lung or heart-lung transplantation
Small boweltransplantation
Livertransplantation
Allogeneic HSCT without graft versushost disease
Acute myeloblastic leukemia during consolidationtherapy

Acute lymphoblastic leukemia
Hearttransplantation
Chronic lymphocytic leukemia
43‘ Myelodysplastic syndrome
& Multiple myeloma
Chronic obstructive pulmonary disease with acute exacerbation

Non-Hadgkin'slymphoma
Autologous hematopoietic stem cell transplantation (HSCT)
Kidney transplantation

Solld tumaor

Auto-immune disorders

INTERMEDIATE RISK|
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LOW RISK




Azol prof

laksi alan AML hastalart

Design of the study

Percentage of IFD

Absolute risk

Percentage of deaths

Absolute risk

First author, citation {number of patients included in  control experimental reduction control experimental reduction
and year Setting each arm) group group of IFD group group of death
Winston et ol .t AML Placebo (n = 132). a £y 0.0y 3 1 0.02
1993 Fluconazole oral 400 mg g24h or
v 200 mggl2h (n=123).
Menichetti et ai.*’ AML Placebo (n = 204). & 2 0.02 g 7 0.02
19959 Autologous Itraconazole orol solution 2.5
HSCT mglkg ql12h (n= 201).
Rotstein et al.*® AML/IMDS Placebo (m=151). 21 & 0.15 10 10 0.00
1999 Autologous Fluconazole oral 400 mg g24h
H5CT (n=153).
Harousseau et al.*” AML/MDS Placebo plus amphotericin B 2g 5 3 0.02 ] ] 0.02
2000 q24h (n=276).
Autologous Itraconozole oral solution 2.5
H5CT mg'kg qi2h plus placebo
(n=281).
Glasmacher et al.?®  AML Fluconazole oral 400 mg g24h 2 2 0.0 3 2 0.01
2006 (= 2486).
Autologous HSCT Itroconazole oral solution 2.5
mgfkg gl2h (n= 248).
Comely et al.? AML/MDS Fluconazole oral 400 mg g24h or 8 2 0.06 22 16 0.06

2007

itroconazole oral solution 200

mgqgl2h

Posaconazole oral suspension
200 mg g8h (n = 304).

(n=298).

Maertens JA, Eurcpean guidelines for primary antifungal prophylaxis in adult haematelogy patients: summary of the updated
recommendations from the European Conference on Infections in Leukoemsa, J Antimicrob Chemother, 2018 Dec 1; ?3(12] 3221- SE;é



Table 3. ECIL recommendations on primary antifungal prophylaxis in adult patients with AML and MDS undergoing intensive remission-induction

chemotherapy”
Antifungol ogent Grading Comments
Fosaconazole oral solution 200 mg g8h or tablet 300 mag A-1 Recommended if baseline incidence of mould infections is high.
g24h following a loading dose of 300 mgglZhonday 1 Given the increased absorption of the tablet, it is likely that the need for
therapeutic drug menitoring will become restricted to specific popula-
ti LT, itis). o
ions (e.g. severe mucositis) A)8
Fluconazole 400 mg g24h B-1 Only recommended if the incidence of mould infections is low.
Fluconazole may be part of an integrated care strategy together with o
mould-directed diagnostic approach.
Itraconazole oral solution 2.5 mg/kg gl12h B-I Recommended if baseline incidence of mould infections is high.
May be limited by drug-drug interactions or patient tolerability.
It is recommended to monitor serum drug concentrations.
Voriconazole 200 mg gl2h B-11 Recommended if baseline incidence of mould infections is high.
It is recommended to monitor serum drug concentrations.
All echinocandins C-II Insufficient data on efficacy and tolerability.
Liposomal amphotericin B C-1I Insufficient data on dose, frequency and duration, as well as on efficacy
and tolerability.
Lipid-associated amphotericin B C-1I Insufficient dota on dose, frequency and duration, as well as on efficacy
and tolerability.
Aerosolized liposomal amphotericin B {10 mg twice B-1 Only when combined with fluconazole 400 mg g24h.
weeskly)
Amphotericin B deoxycholate A-11 against
Aerosolized amphotericin B deoxycholate A-1 against

Maertens JA. European guidelines for primary antifungal prophylaxis in adult haematology patients: summary of the updated
recommendations from the European Conference on Infections in Leukaemia. J Antimicrob Chemother. 2018 Dec 1;73(12):3221-3230

PIMDA Donnelly JP, A European prospective invasive mould disease audit. In: Twenty-fourth European Congress of Clinical Microbiology and Infectjoys
Diseases, 10-13 May 2014, Barcelona, Spain.



AFP baslama zamant

* Hastaneye yatista Bu konuda

klavuzlarda
° KT ba§lnda optimal bir dneri
» KT sonunda 7ot

« KT ile beraber baglanan AFP ile amag, notropenik dénemde plazma
doygunluk diizeyinin iizerinde olmak...

— Oral vorikonazol de b, itrakonazol 7,

— posakonazolda 7-10 giindiir

Allojenik KHN Flukonazol verilecekse engraftment éncesinde hazirlik rejiminin
baslanmasi ile veya hemen sonrasinda

17
Boga C, et al: Risk and Prophylaxis in IFD Turk J Hematel 2015:32:100-117



Posakonazol

Tablet formdilasyonu, oral siuspansiyonla karsilastirildiginda daha iyi
biyoyararlanim, klinik olarak ilgili gida etkisi olmamasi, daha yiiksek
serum konsantrasyonlari ve giinde bir kez dozlama gibi avantajlar

Posakonazol tabletlerin terapdtik ilag izleme ihtiyacinin azalmasi
muhtemel olmakla birlikte, daha fazla 'gergek yasam deneyimi’

kazanilincaya kadar hala... tavsiye edilmekte

Etkilesim etkisi bilinmediginden, azol profilaksisine baslamadan
once 24 saatlik bir antrasiklin arinma periyodu onerilmekte

Cornely OA, Maertens J, Winston D.J et al. Posaconazole vs. fluconazole or
itraconazole prophylaxis in patients with neutropenia. M Engl J Med 2007; 356:
348-59.
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2 0.15
s § Fluconazole
=3 g or itraconazole A'_,—’_,—;—'—'—r
s 0.10
BE Jrrf,_.— P=0.003
==
=5 005 i it :
= = & 3
T I T I Posaconazole
£ o000t S
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B
0.25+
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(53
a3 g P-0.04
S 015 S
> Fluconazole f_'— = R
;;: 0.10— or :tracifz_ofiﬁ_, - : ~ Posaconazole
’§ Jl_,..—'“ ‘r"
a 0.05- X i
Jﬂ,ﬁ‘f
0.00 - T T 1
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Days after Randomization
L 62
0.30+

Probability of Invasive Fungal
Infection or Death

0.20— Fluconazole /_/f/_/—’/_l;:o_(:
oritrji'rfjil’e_l_/. .

T Posaconazole
= -

. 1 T Y 1
0 20 40 60 80 100
Days after Randomization

« Cok merkezli, randomize, acgik etiketli
AML/MDS 602 hasta
Posakonazol 304, flukonazol 240

itrakonazol 58 hasta

* Posakonazol grubunda 7 hastada (%
2) ve flukonazol, itrakonazol
grubunda 25 hastada (7% 8)
kanitlanmis veya olasi invazif mantar
enfeksiyonlar: bildirilmis

Cornely OA, Maertens J, Winston DJ et al. Posaconazole vs. fluconazole or
itraconazole prophylaxis in patients with neutropenia. N Engl J Med 2007: 356:
348-59.



ECIL, diisiik ve orta riskli MDS hastalarinda

— AML benzeri remisyon/ind tedavisi ve KHN alicilari harig
— %2 distik IFT riski AFP 6nermemekte

20



Azasitidin ile tedavi
edilen uzun sireli

Original article |

Invasive fungal infections in AMIL/ IS patients treated with nOTr'Oper“S' OIC(n AML
azacitidine: a risk worth considering antifungal prophyvlaxis? o c :

. ve siddetli MDSIi
Helena Pomares, Montserrat Arnan, Isabel Sénche:—ﬂrtega. Anna Sureda and Rafael F. Duartea
e Eartme e ar Mormaeten gy, CofRabhin CUENEnT 0F T TSR — Sogntal Unno 6 Arenal mineydnT] drsmancs inatlitute of dcdetne Vi), Acrroana, Saa hGSTalGr‘

121 hasta IFT insidansi
* Hasta basina ve tedavi donglsii

Dért IFT olgusu basina ¢ok distik IFT riskine sahip
InSidC(nS orant, tedavi dOﬂgUSU e Bu hasta grunu gok uzun sure

basina7% 0.21 ve tim seri icin
ted .
. Oneri
,?e'g Risk degerlendirilmesinin
ted hipomedile edici ajan @ @ @@@
regetelemeden aonce @@ @ Q@

yapilmasi Q @ ﬁ@
Pomares H. Mycoses. 2016 Aug;59(8):516-9. @ @ Q 2]

notropenik ve ¢ok uzun profilaksi
aday! diyebilmek igin glglu
calismalara ihtiyag var...




KHN ALICILARI ARASINDA RISK

 Akftif losemi " ol
: ajor risk faktoru
* Kord kani nakli pre-engraftment period

« Onceki IFT



GUIDELINES

Guidelines for Preventing Infectious Complications
among Hematopoietic Cell Transplantation Recipients:
A Global Perspective

Marcie Tomblyn, Torm Chiller., FHermann Einsele, Ronald Gress, Kent Sepkowit=, Jarn Storek.
John R Wingard, Jo-Anne H. Young Michael A. Boeckh

Biol Blood NHarroz Trarisplarzr I5: FIF3F-IZ238 (2009) G 26009 Arrrericarr Society for Bilood marid Ndarroic Trarssplarzteasriors

Phase |I: Pre-engraftment Phase |l: Post-engraftment Phase lll: Late phase

Chronic
Graft-versus-host-disease: Acute

Neutropenia, barner

Impaired cellular and .) Impaired cellular and
breakdown (mucositis, .

humoral immunity: humoral immunity: B cell

D More common £ Léss common

central venous access '::;:ﬁ:;‘::;i’::igo:u: & CD4 T cell numpors_ recover
devices) restictad T-coll v Aok slowly and repertoire diversifies
-é | Gram negative bacilli____ | T
11
L J
Herpes Simplex virus =
— Cytomegalovirus =
& | Respiratory and enteric virus Seasonalintermittent) | Varicella Zoster virus E |
> | - —_— 1 J L ](l' 3 5 - L 3 L 1 4 5 3 L — ] o . |
Other viruses eg. c 3% 3 € X i
EBV PTLD
= [ Aspergitius species |} { Aspergillus species } )
g [ Candidla species ]
u. { Preurnocystis |
- !
Dary Day 1545 Day 100 Day 365 and beyond
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Solid

Organ P 5 e o
Transplant
Tracheobwuachual Aspergilln® Aspergiiin and Other Mouldi
I. —
Early Onset v Late Onset
Day 90
Allppeneic
HS(1 Comelivhs
Asperpillss
Seeduaproimes, Frseemm Ly poaryories
Day 40 Day 180
Autologous
HSCT Camndida
Aspergitles
| : =
4 Early Onset Late Onset Very Late Onset
: Day 40 Day 180 i
Transplant Days (Periods) Post Transplant

*Unigue to lung transplant

Person AK Infect Clin North Am 2011
24



KHN alicilarinda IFI

* Tam uyumlu akraba 7%5.8

+ Tam uyumlu akrabadisi %7.7

* Tam uyumlu olmayan akraba 7%8.1
» Otolog %1.2

IFI gelisme riski

T(Te T TGV A SHIVe TG\ (s TSl - NGtropeni veya GVHD'nin ilk 60 giiniinde % 61
e [T W AT A [« Wl - Kandida medyan 61. giinde
ortaya ¢ikmakta - Aspergiloz medyan 99.giinde

TRANSNET, Kontoyiannis DP et al. CID 2010;50:1091



KHN ALICILARI ARASINDA RISK

Alternatif donor KHN alicilarinda +1

» Asiri demir yiki

» Erken veya tekrarlayan CMV enfeksiyonu

- GVHD

* 3 haftadan uzun nétropeni nedeniyle gecikmis engraftment

* Yiiksek doz steroid (1 haftadan uzun siire, 2 mg/kg veya yiiksek
doz)

ENGRAFTMENT DONEMINDE YUKSEK IFI RISKI

Johan A. Maertens. European guidelines for primary antifungal prophylaxis in adult haematology patients: summary of the updated
recommendations from the European Conference on Infections in Leukaemia. J Antimicrob Chemother 2018; 73: 3221-3230



Post engraftment GVHD -
« Akut ve kronik GVHD, IFI igin risktir ;
BN R
— Evre ITI-IV akut GVHD, o S DR —

— Alternatif donér/kord nakli+ evre IT akut GVHD,
— Standart KS tedavisine yanitsiz GVHD,
— Geg donem ileri kronik GVHD, kif infeksiyonu igin yiksek risk

* Olasi veya kanitlanmis IFI varhgi, uzun vadeli sagkalimda bagimsiz
bir faktord

Girmenia C. Biol Blood Marrow Transplant 2014; 20: 872-80.
27



KHN alicilarinda IFTI igin ileriye donik strveyans

23 merkez, 6 yil prospektif

« %70 allojenik, %21 otolog

+ 875 KHN alicisinda

 IFT, 12 aylik kimdlatif insidans 7%3.4

IA T (%0.6—%2.8), IC degisim yok ( %1.1) ..%70 non-albicans candida

* Non-Aspergillus kiflerde azalma saptanmis
- Ensik IA A. fumigatus (%44)

TRANSNET, Kontoyiannis DP et al. CID 2010;50:1091



KHN ALICILARI

« Kifler igin, yerel IFT insidansi, tani stratejileri ve HEPA
filtrasyonunun mevcudiyeti dikkate alinmalidir

« IFI insidansi disiikse (<% 5) kiif profilaksisi uygun degil

« Insidans daha yiiksekse, profilaksi daha maliyet etkindir, ancak
— tolere edilebilirlik,
— ilag etkilesimleri,
— biyobelirteg testinin azaltilmig etkinligi,
— terapotik ilag izleme ihtiyaci ve
— triazol direnci

gibi konular 6nemli hususlar

Agrawal S, Optimizing management of invasive mould diseases. J Antimicrob Chemother. 2011 Jan;66 Suppl 1:i45-53. 9



Categories
Parient

Comorbidities

Immunity stams

=+

Environment* =

MNeutropenia

Risk Factors
- Age =83
| Age 55-65
| Age 30-54
| Male sex
| Ps 22
- Previous IFI
| .Imn overload
- Dhabetes
- Prior respiratory dizease
| Hypoalbuminemia
| Influsnza parainflusnea Viras
- Mucositis 23 for =7 davs
- Esophagitis =2 [WHO)

- E'an.dtda Il'l'l.l]l‘..l;:l.it cc:-.l.m:l.l.zatmn

| High e-TRM score

- Toll-like rec. Pobymorplhusm

. Plasminogen polvmorphism

| Mannose binding lectin polvmorphism

| Oiher polbymorphism (PTX3, Dectin-1)

- Lymiphocites dyvsfunction

- 1:'.'I.'DI;.'.||1E |}-mphl.;.lf_‘=1m3 (=300 cells/ul.)

Neutropenia at baseline
Nevtropenia <300/ul. for >10zg

M

AIPN | NHL HL | CLL | MM
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IFI risk table: risk categories and their related risk factors are reported in the first and second column of the table, respectively; the HMs are

. . T
Agoressive disease i -

Therapv Mo Antifingal Prophvlaxis

Many previous treatment lines

High dose Chemc:-ﬂlerapj.-'TfT

Salvage Fegimen

First Induction

Consolidation

MMaintenance

High dose of steroid

T-cell suppressors™

B-cell suppressors™=

Hypomethylating agents (not as salvage therapyv)

Total Body Irradiation

TEI

Central Venous Catheter

Bortezomib

Transplant related | Type of donor (MMURD=MMUD MR =**

Stem cell source (UCB = BMh = PB)

Moderate-severe acute or chronic GVHDY

=1 HSCT

Cell manipulations

CWIW seroclogy statis (B+D—vs B+D+ vs B—D~+ vs BE—D—)

ATG

CD34+ infused (< 3 * 10"6/Kg)

EBMT score”

BO score®™

Pre-transplant diagnosis (AMIL early onset-Lymphoma late onset)

Late post-transplant immmiiune recovery
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B Annals of Hematology (2018} 97:197-207
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hitpsy//dolorg/ 10.1007/500277-017-3196-2
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Primary prophylaxis of invasive fungal infections in patients Primary prophylaxis of invasive fungal infections in patients

. < lign with haematological malignancies: 2017 update
with haematologic ma ancies. 2014 npdate of the recommendations of the Infectious Diseases Working Party

of the recommendations of the Infectious Diseases Working Party (AGIHO) of the German Society for Haematology and Medical
of the German Society for Haematology and Oncology Oncology (DGHO) ™
Dveniels Tarke « Theter Mochbeddl - Mafnslf Karthamns - Srefan W, Kraess - Sibylle C. Mellinghoff 2 () - Jens Panse * - Nael Alakel” - Gerhard Behre ” - Dieter Buchheidt® - Maximilian Christopeit” -

Allojenik KHN alicilart harig nétropenik hastalarda
(7 glinden fazla <500 hiicre / yL) antifungal profilaksi

Drug Dosage Recommendation

Foeaconazole, aral suspension 200 mag tid po Al
ARLADS during remission-induction chematherapy
Fosaconazole, tablet 300 ma qd po Al
ARALADS during remission-induction chamotherapy
Posaconazole, oral suspension 200 ma od pa Bl
Comparabide settregs, ey, consolddatun therapy, very severe aplasbe anaerma and palliative teatment of MDS
Fosacortazobs, takslet 00 ey eped g L

Comparabie sattngs, o, consoldatan therapy, vary severe aplasts anasmia and pnilir.ril.n'_' treatmaent of KMDS

Amphatericn B Eposomal 125 mg brw inhalazon BIF _._.——I + I U

Caspafungin S0 g gl iy 1
Fluconazole 400G mg qd o Cl
ftraconazole. capsules Ay cdose i
Itrazonazale, oral soluton £ 5-7.5 kg gd Cl
Itraconazale & 200k gy qed v Cl
Arnpteatenicin B, liposarnil B0 ey el En |
aneoraione 00 iy b |
.-'-‘-11F_:"-::-Ir"|'|n B, decmychoiate -f-.w.,,' dose 1w El
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REVIEW ARTHLD REVEW ARTIOLE )
Primary prophylaxis of invasive fungal infections in patients Primary prophylaxis of invasive fungal infections in patients
with haematologic malignancies. 2014 update wift:lhl;aematologi;aal fnaligc;a:ci.:s: 2017 upl;tiate T
- s = o recommen tions the Infectious seases orking alty
of the r?commendanons of the lnfccﬁou‘s Discases “nr:king Party (AGIHO)} of the German Society for Haematology and Medical
of the German Society for Haematology and Oncology Oncology (DGHO)
Dbt Tacke - Theter Baehhebdt - Aetanlf Karthams - Stefan W, Kewwne - Siiylhe . MelEngoll ' 0 « Jors Pavse” « Noel Alabel® - Goshard Sotwe” « Dictor Buchheian® - Masisilban Owistopet’

Allojenik KHN alicilarinda antifungal profilaksiye iliskin dneriler

prengraftmant postenraftment
Flukonazol 400 mg qd po Bl ONCEKT GvHD yok: Cl
REHBERDE AT  uni:
Irakonazol, cdzelt 400 mg gd po Cl Cl
Mikatungin 30 mig g v Bl Cll
Posakonazol, oral sispansiyon 200 mg tid po Ell GvHD: Al

GvHD yok: CI

Posakonazol, tablet 300 mg qd po Bil GvHD: Hepsi
GvHD yaok: ClI
Yorikonazo 200 mg teklif po Bl Cl
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Table 4. ECIL recommendations on primary antifungal prophylaxis in adult allogeneic HSCT recipients: pre-engraftment period

Pre-engraftment risk of mould infections

Antifungal agent low [ %5 ] high
Fluconazole 400 mg q24h A-1 ‘ g‘y OBELIRTEC
Posaconazole oral solution 200 mg q8h or tablet 300 mg g B-1I B-11

loading dose of 300 mg q12h on day 1
Itraconazole oral solution 2.5 ma/kg q12h

Voriconazole 200mg glzh A I

B-1

B-1
7t

Micafungin 50 mg q24h B-1 C-1

Caspofungin and anidulafungin no data no data

Liposomal amphotericin B C-11 C-11

Aerosolized liposomal amphotericin B (10 mg twice weekly) plus C-I1I B-11
fluconazole 400 mg g24h

Fluconazole 400 mg g24h A-1IT against

Johan A. Maertens. European guidelines for primary antifungal prophylaxis in adult haematelogy patients: summary of the updated
recommendations from the European Conference on Infections in Leukaemia. .J Antimicrob Chemother 2018; 73: 3221-3230



Table 5. ECIL recommendations on primary antifungal prophylaxis in adult allogeneic HSCT recipients: post-engraftment period

Antifungal agent High risk GvHD
Posaconazole oral solution 200 mg q&h or tablet 300 mq q24h following a loading dose of 300 mg q12h onday 1 AT
Itraconazole oral solution 2.5 mg/kg q12h B-I°
Voriconazole 200 mg q12h B-I”
Micafungin 50 mg q24h C-II
Caspofungin and anidulafungin no data
Liposomal amphotericin B C-II
Aerosolized liposomal amphotericin B (10 mq twice weekly) plus fluconazole 400 mg g24h no data
Fluconazole 400 mg g24h A-1IT against

"No difference with placebo was seen in patients with chronic GvHD.*®
"It is recommended to monitor serum drug concentrations.

Jeohan A. Maertens. European guidelines for primary antifungal prophylaxis in adult haematelogy patients: summary of ?él.q:dn'md
recommendations from the Eurepean Conference on Infections in Leukaemia. J Antimicrob Chemother 2018: 73: 3221-3230



NCCN Clinical Practice Guidelines in Oncology

Prevention and Treatment of Cancer-Related Infections,Version 2.2016

OVERALL
INFECTION RISK
IN PATIENTS
WITH CANCER®

INTERMEDIATE
TO
HIGH

DISEASE/THERAPY EXAMPLES ANTIFUNGAL PROPHYLAXIS™ DURATION
ALL Consider:
= Fluconazole™ or Micafungin
= Amphotericin B producis” (category 2B)
MDS (neutropenic) Consider: Until '
- Posaconazole™ (category 1) '?SO'UUO"
o

AML (neutropenic)

= Voriconazole™, Fluconazole™, Micafungin, or
Amphotericin B products” (all category 2B)

Autologous HCT with mucositis!

Consider:
= Fluconazole™ or Micafungin (both category 1)

neutropenia

Autologous HCT without mucositis

Consider no prophylaxis (category 2B)

Allogeneic HCT (neutropenic) Consider: Continue
See Antipneumocystis Prophyilaxis » Fluconazole™ or Micafungin (both category 1) during
(INF-6%) = Voriconazole™, Posaconazole™, or Amphotericin B neutropenia
product” (all category 2B) and for
at least
75 d after
transplant
Significant GVHD* Consider: Until
See Antipneumocystis Prophylaxis = Posaconazole™ (category 1) resolution
(INF-6%) = Voriconazole™, Echinocandin, Amphotericin B products”™ | of
(all category 2B) significant
GVHD
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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,? Thomas J. Walsh,? Joanne Kurtzberg,* Trudy N. Small,® Lindsey R. Baden,®
Iris D. Gersten,2 Adam M. Mendizabal,?2 Helen L. Leather, Dennis L. Confer,” Richard T. Maziarz,® Edward A. Stadtmauer,®
Javier Bolafos-Meade,'° Janice Brown,'' John F. DiPersio,'? Michael Boeckh,'® and Kieren A. Marr,'%'2 for The Blood and

Cok merkezli, randomize, cift kor calisma, IFI'nin onlenmesi icin
flukonazol (N = 295) ile vorikonazol (N = 305) karsilastirilmis

100 giin, yiiksek riskli hastalarda 180 giin stireyle profilaksi almak
randomize edilmis
Birincil son nokta, 180 giinde IFI veya mortalite olmamasi

6 aylik IFT ve genel sagkalimin, profilaktik flukonazol veya

vorikonazol verilen allojenik HCT alicilarinda farklilik saptanmamis

fore HCT to receive study drugs for 100 P = .11) with voriconazole, FFS rates NCT00075803. (Blood. 2010;116(24):
days, or for 180 days in higher-risk pa- (75% vs 78%; P = .49) at 180 days were 5111-5118)

tients. Serum galactomannan was as- similar with fluconazole and voricon-

sayed twice weekly for 60 days, then at  azole, respectively. Relapse-free and over-
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Voriconazole versus itraconazole for antifungal prophylaxis
following allogeneic haematopoietic stem-cell transplantation

David 1. Marks,' Antonio Pagliuca,’ Summary
Chnstopher C. Kibbler,” Axel

5 Antifungal prophylaxis for allogeneic haematopoietic stem-cell transplant

Pr'ospek‘rlf Ar'andomlze acik etiketli, cok merkezli calisma vorikonazol
(234) ve itrakonazol (255) €'|'kl|||lglnl ve givenligini karsilastirilmis

Profilaksinin basarisi, kanitlanmis / olasi IFI olmadan 180. gline kadar
hayatta kalma ile 100 giin boyunca (< 14 giin kesinti ile) ¢alisma ilacini
tolere etme kabiliyeti

Vorikonazol ve itrakonazol igin kanitlanmis / olasi IFI insidansinda (%
1.3'e karsi% 2.1) veya 180. giine kadar hayatta kalmada (% 81.9'a
karsi% 80.9) fark saptanmamis

Fakat vorikonazol daha iyi tolere edilmis

aryreriidbearony. Dbl T Dl iadess | Dietriiacasraw o F need for other systemic antifungals.
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Aerosolize AMB

Bir metaanaliz

— 768 yiiksek riskli, notropenik epizotlar sirasinda aerosolize AMB

uygulanan hastalarda IPA insidansi, plasebo uygulanan
hastalardan daha diisik (sirasiyla’% 4.4 ve% 10.4)

amidutericin B Cartral Odds Rafio Crelels Ratio
_ Sty gn Subgroam  Bypeds  Totgl Ewveeds Tolgl Wiesoht 6.H. Fisesd #6548 C) fA.H, Ererd, 95% €I
Gehwaands 1590 1 7 11 166 £74%  0AR0[25 1 48 ——
Riinders 2008 fi 139 1B 132 ABA% 029[0014, 074 —i—
Tatal Messs T 56 ZB5 1000% U2 [0, ) "'
Total everts 18 ag
Heteroganeity. Chir= 1378, df= 1 F = D36 = 21%

[ i i
am 0 1 in Ann

Lerstbos gerall atfack 2= 169 = DT Iy Favaurs exnenrnental  Fawours corirol

— Immunsuprese hayvanlarda alti ¢alisma, AMB nin profilaktik
inhalasyonu ile hayvanlarin genel 6lim orani, plasebo grubundan
anlamli distk

Xia D. Int J Infect Dis. 2015 Jan;30:78-84.
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network | OpPen. a

Original Investigation | Infectious Diseases
Comparison of Antifungal Prophylaxis Drugs in Patients With Hematological

Disease or Undergoing Hematopoietic Stem Cell Transplantation
A Systematic Review and Network Meta-analysis

Toplam 14 789 hasta ile 12 tedavinin karsilastirmasini bildiren 69 randomize klinik ¢alisma
Posakonazol, IFI'lere karsi en iyi basari olasiligi ile iligkili tedavi

Posakonazol tedavisi, plasebo ile karsilastirildiginda IFI'lerde (RR, 0.57;% 95 CI, 0.42-
0.79) ve TA (RR, 0.36;% 95 CI, 0.15-0.85) onemli bir azalma ile iliskili

Vorikonazol, plasebo ile karsilastirildiginda IC (RR, 0.15;% 95 CI, 0.09-0.26) onemli bir
azalma ile iliskilendirilmis

Bununla birlikte, posakonazol, ilacin yan etkileri nedeniyle daha yiiksek bir kesilme insidansi
ile iliskilendirilmis

Etkinlik ve toleransi dikkate alan alt grup analizlerinde, vorikonazol, 6zellikle allojenik KHN
olmak lizere HSCT uygulanan hastalar igin en iyi segim olabilir

Ancak posakonazol, AML/MDS hastalari igin en iyi segcenek olarak degerlendirildi

=4 sunnlemental content 40



Metaanaliz 25 calisma
Hastalar ortalama 41.9 yasinda,, en yaygin hastalik AML, % 54.4 KHN
ve tim hastalar nétropenik
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Antifungal prophylaxis

Intention Intervention S0l ok Ul}t’ll_lllﬂll-'i ) Rel

b

Pravent mould mfaction m patiznts withoot GvHD, day 1-100 Vorconazole 200 mg d eral or v o1 Caligmada flukonazole kivasla higbir fark goriilmedi

b

Posaconazole (suspansion) 200 mg tid B Ik  Notropeni sirasinda AML / MDS inditksiyonunda iyilestirilmis genel sagkalim, yeni formilasyonlar (tablet ve 1v, 300 mg qid) daha

11 bir bivovararlanim saglar

Mieafungin 50 me/day c 1 Sadece notropen: sirasinda morbidite avantajs
[raconazele suspension 2.5-7.5 ma/kg or c 1 GVHD teghisi konulursa 180 giine kadar 1dare edilir; flukonazole kivasla daha yiksek toksisite, TDM: 500 mg / mL'de kesme
eapsiile: (AID
Pravietit invasive Candidd dississ in patisnts without GeH D, day - Fluconazole 200 ma/day CO Iyilestirilmis sagkalim, ¢alismalarm yaymlanmasindan bu yana direncli Candida tiirlerinin artan insidansina dikkat edin
1-100
Viriconwenle 200 mg bid ol oriv B It  Aynca kiflere karsi da etkilidir, ancak denemede vorikonazol ve flukonazol arasinda higbir fark gorilmemistir
Posscomizols (suspension) 200 mg " B I  Kiflere kars1 da etkilidir, veni formilasyonlar (tablet ve iv. 300 mg qd) daha ivi bir bivovararlamm saglar.
Micafingin 30 mg'doy B I  Kiflere kary: da etkilidir, sadece nétropeni sirasinda morbidite avantaji
Tiraconnzole suspension 2.5-7.5 modke or |
capsule
Pravent invasrve Asperailloas durng GvHD Pozaconazols (suspansion) 200 mg tuib A1 daha 1yi hayatta kalma (daha dusuk atfedilebilir mortalite), yen: formulasyonlar (tablet ve 1v. 300 mg qd) daha 1y1 bir
bivoyararlamm saglar
Pravent fungal disease ralapss (previous [FD) Voriconazole” B 11 sekonder antifungal profilaks: olarak kabul edilir, yukandaki dozajlar
Caspofung:n, posacofazols B II
Pravenit flmgsal iseages” Amphetericin 18 deoxyehalats o Kabul edilemez toksisite

Ullmann AJ. (2016) Infectious diseases in allogeneic haematopoietic stem cell transplantation

prevention and prophylaxis strategy guidelines 2016. Ann Hematol 95:1435-1455
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Terapotik ilag diizeyi

Itrakonazol 0.5 pg/mL lzeri, IFI'nun etkili bir sekilde dnlenmesi ile
iliskili

Vorikonazol igin 1-2 pg/mL olmasi &nerilmektedir

BIFT igin terapotik ilag diizeyi belirlenene kadar farkli siniftaki bir
antifungal ajana degisiklik veya ilavesi tavsiye edilir

Seviye disuk bulunursa, daha yiiksek bir dozda (CIIT) daha onceki
ilaca devam edilmesi disindlebilir




POSAKONAZOL DOZ

Bryant, A. (2011). International Journal of Antimicrobial Agents,

Posakonazol profilaksisi alan * 1930 hasta, 28 ¢alisma analiz edilmis
hastalarda posakonazol diizeyi takibi
6nerilmek’rep Y « 05 pg/mL ve 0,7 pg/mLkesme

noktasi

Clinkl posakonazojpgiaseies
uzerinde olmasi hq

- at daha basarili
Oneri

Bazi caligmalarda Ritinde onerilmez.
}(gl/ dZ'},f /;vzéér)‘:;g BIFT, klinik basarisizlik
9! sap durumlarinda kullanilir CIT

irsilastildiginda 0.7
k artisi yok

Bu hastalarin stre iteyi 0,7 ye oranla

olan hastalarda ol

PPI kullanimi ve ishal
Chen L, BMC Infect Dis. 2018 Apr 2;18(1):155.

37(3), 266-269. 44



Diger etkenler

Allo-KHN'deki mevcut en biiyiik IFT kohortu,

Tim IFI'lerde % 8'lik bir mukormikoz ve diger nadir kiif
enfeksiyonu etkenleri

Mukormikoz teshisi konan hastalarin yaklasik yarisi, allo-KHN
sonrasi hastalar!

Mucorales veya Fusarium tirlerinin neden oldugu nadir IFI'lar
artiyor gibi gorinmekte

Izavukonazol gibi daha yeni ajanlar, kiiflere kargi birincil tedavide
olumlu yanit oranlari gostermistir; ancak daha buytk profilaksi
¢alismalarina hala ihtiyag var...

TRAMNSNET, Kontoyiannis DP et al. CID 2010;50:1091

Ullmann AJ. (2016) Infectious diseases in allogeneic haematopoietic stem cell transplantation
prevention and prophylaxis strategy guidelines 2016. Ann Hematol 95:1435-1455 45
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[savuconazole Prophylaxis in Patients With Hematologic
Malignancies and Hematopoietic Cell Transplant
Recipients

Lanres Forrann' Toa bl 5 Partin Xown Drae F R A Nue * owws 5 tosms LY Lpwe Syashid ' and Mavger Hak/

Cvuir 3 sdeches Juses, (e oAk s Zaacs Lahatr, e e L 322000 2 eoowar 30 S et Na s | st ooy Row wee 203 T of
Sarwos Mur e Doogae "rm U s, Ooager “hesl ame Srier s Unhay iy Calage o Mhasracy see Tegmaowram of Sy San coe Dagon | lee % 408 Tomcs b » Potacs

Pacigrownl,  bosucoareste JISAY b an antrative cardidae b primary bl sctive proogtighocs b 2igh sk pathents with

- 145 TISA

« bIFI

— Pos % 4,1
- Vor 1,1’

— TIsa % 10,2

« ISA kolunda BIFT egilimi daha fazla

* Birincil profilakside kullanim igin
devam eden ¢alismalarin sonuclar: ...

[savuconazole as Primary Antifungal Prophylaxis in Patients With Acute Myeloid
Leukemia or Myelodysplastic Syndrome; An Open-label, Prospective, Phase 2
Study.

Bose P, McCue D, Wurster S, Wiederhold NP, Konopleva M, Kadia TM, Borthakur G, Ravandi F, Masarova
L, Takahashi K, Estrov Z, Yilmaz M, Daver N, Pemmaraju N, Nagvi K, Rausch CR, Marx KR, Qiao W, Huang
X, Bivins CA, Pierce SA, Kantarjian HM, Kontoyiannis DP.

65 daha once tedavi almamis hasta
olasi/kanitlanmis IFI, sirasiyla 4(% 6) ve
8 hastada (% 12)

KT rejiminden etkilenmedi
Tolerabilitesi gok iyi

ISA, yakin zamanda onaylanan veya yeni
or’raya glkan kiictik molekdilli antilosemi
aigim gL lanan AML/MDS'li

2 biyik klinik ¢alisma... FP igin giivenli ve etkili bir

(ClinicalTrials.gov NCT03149055, NCT03019939)

Fontana L, Clin Infect Dis. 2020 Feb 14,70

? Clin Infect Dis. 2021 May 13;?2[113}:1?55—32’63.



tablo 1

Hematolojik maligniteleri olan hastalari enfekte eden patojenik mantarlar arasinda bildirilen

kalitsal ve edinilmis direnc.

Fungus

Inherent resistance

Acquired resistance

Candida spp.

C. olbicans

C. parapsilosis
C. tropicalis

C. globrato

C. krusei

C. lusitaniae

C. guilliermondii
C. auris

Yeasts

None

Echinocandins {?}

None

Triazoles

Triazoles

Amphotericin B
Fluconazole, echinocandins
Azoles, amphotericin B

Fluconazole, echinocandins
Fluconazole

Fluconazole, echinocandins
Echinocandins
Echinocandins

Fluconazole, echinocandins

Echinocandins

Non-Candida yeasts
Trichosporon spp.

Saccharomyces Molassezia spp.
Geotrichum

Echinocandins amphotericin 8
None

Echinocandins

Echinocandins

Flucaonazole

Fluconazole

A. nidulans

Fluconazole, amphotericin B

Rhodotoruia Triazoles
Pichio Fluconazole¢

Molds
Aspergillus spp.
A. fumigotus Fluconazole Voriconazole, isavuconazole
A terreus Fluconazole, amphotericin B Voriconazole, isavuconazole
A. flavus Fluconazole, amphotericin B Voriconazole, isavuconazole

Voriconazole, isavuconazole

Lomentospora prolificans

Mucorales Fluconazole, voriconazole
Hyalohyphomycetes

Fusarium soloni Echinocandins and variably resistant to
Scedosporium spp. amphotericin B and triazoles

Panresistant”®

“Panrcsastant: Consistently resistant to all 4 major classes of systemic antifungal sgents: triazoles, polyenes, echinocanding, and fluoropyrimidines

Gamaletsou MN et al. Turk J Hematol 2018;35:1-11 47




Table 4 Summary of in vitro activity spectra of antifungals against pathogenic fungi

Antifungal activity

Species FLU ITR VOR POS CAS MICA ANI AMB
Candida species (69, 70, 75)
C. albicans ++ ++ 4 ++44 +4+4 +44 +4+4++ R R +++
C. parapsilosis 4+ 4 b4 + 44 +4 + ++ +
C. tropicalis R +++ +4+ 4+ 44 + 4+ +4 4 +4+4
C. glabrata - ++ 4+ ++ 444 4 ok 4ok
C. krusei - +44 +44 d 4+ 44 + 4+ +4
Cryptococcus neoformans (69-72, 76) + +++ +++ +4++ - ~ E: T
var. neoformans P +++ +++ +4++ - +4+
var. gattii bt +4+ 44 44 —= ot
Aspergillus species (69, 70) -
A. fumigatus +++ +++ +++ 4+t ++++ 444+ +++
A. flavus +4++ ++4 +++ 4+ ++++ ++++ 4+
A. terreus +44 ++4 +4+ +4++ ++++ +4+++ -
A. niger i+ b +4+ 144 + 4+ + b + k4
All Zygomycetes (69, 73, 74) - - ++ ++
Rhizopus species — o - et —— 4+
Mucor species - - - ++ — bt
Absidia species +++ - +4++ +4+4

Minimum inhibitory concentrations causing 90% inhibition (MICag): ++4++ £ 0.1 pg/mL; +++ < 1.0 pg/mL; ++ < 4.0 ug/mL; + £ 8 ug/mL;

->Bpug/mL; —— 216 ug/mL.

AMB, amphotericin B; ANI, anidulatfungin; CAS, caspofungin; FLU, fluconazole; ITR, itraconazole; MICA, micafungin; POS, posaconazole; VOR,

voriconazole.
'"MIC5, data.
*Fluconazole MICg, for all molds = 256 ug/mL.
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Network meta-analysis of triazole, polyene,

and echinocandin antifungal agents in
invasive fungal infection prophylaxis in
patients with hematological malignancies

Huilan Zeng'", Zhuman wu?T, Bing Yu', Bo Wang', Chengnian Wu', Jie Wu', Jing Lai', Xiaoyan Gao' and
Fluconazole
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iliskili IFI acisindan,

Micafungin
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Network Meta-analysis and Pharmacoeconomic Evaluation of
Fluconazole, Itraconazole, Posaconazole, and Voriconazole in Invasive
Fungal Infection Prophylaxis

Ying Jiao Zhao,® Ai Leng Khoo,® Gloria Tan,” Monica Teng,® Caroline Tee,® Ban Hock Tan,® Benjamin Ong,” Boon Peng Lim,*
Louis Yi Ann Chai®

2aithcare Group, yIngapore” Narmacoeconomics and Drug Utnbsation, Health Pr It
1 o Aatinm ) . aaivk e - e -
5505 ka lIImCI nacy, National University Health System, Singapore”; Lx ent 1ef ntemal
IO Of Imnbatimoee TY . . . - reiw vk
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ltraconazole capsule

%56 AML, %39 KHN alicisi —

Kanitlanmis ve olasi IFT %5 s (NI =
745 candida, %49 aspergillus ind ve ded
Ttakonazol kapsil disinda tim i sk S
triazoller IFT azaltiimasinda etkin ticip Placsborp-
Posakonazol, hem IFT 6nlenmesinde, e« cap: -
hem de maliyet analizinde etkin ilag ~ [°% s
olarak degerlendirilmis gapor e
LAl tive

Pasaconazole Varicontooks
- luung IFIS and all-cause deaitns than were nmuconazole anu itracona-

rolc Both itraconazole solution and posaconazole were cost-effective in the Singapore health care setting.

Zhao YJ. Antimicrob Agents Chemother. 2015 Nov 2;60(1):376-86.
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Placebo

0.14 (0.08,0.25)
——

1.77 (0.85,3.71) 0.57 (0.02,15.28) FT.11 {047 2.62) 0.12 (0.02,0.61) 075 (0.2656,2.14)

Fluconazole 029 (0.01,9.34) 082 (0.37.1.04) 0.07 (0.01,0.29) 0.42 (0. 20,0.90)

0.33 (0.06,1.66)

235 (0.42,13.17) [k 2.18 (0.06,73.14) | 0.23 (0.01,10.05) | 1.47 (0.04,51.97)

0.08 (0.03,0.20)

ltraconazole
solution

0.58 (D.26,1.28) 0.25 (0.0t 1.50) 010 (0.02,0.47) .67 (0.28,1.61)

0.20 (0.05,0.78)

6.46 (1.22,34.04)

Fosaconazole

1.47 (0,43 4.98) 062 (0.08.5.15) 2.54 (0,64, 1016}

0.09 (0.02,0.34)

064 (018, 2.20) 027 (0.03,2.25) 1.10 (0 29,4 23) 0.43 (0.08,.2.43)

:I Invasive Candida infection

[:I Invasive Aspaergifiius infection

etkileri

tedavi

Dolayli kanitlarla olusturulan posakonazoliin vorikonazole karsi

dikkatle yorumlanmalidir
Vorikonazol, invazif Aspergillus enfeksiyonlarini azaltmada flukonazole gére anlamli

diizeyde daha etkin

Itrakonazol kapsiilin diginda, tim triazol antifungaller, invaziv Candida

enfeksiyonlarinin onlenmesinde plasebodan anlamli derecede daha etkin
Invaziv Candida enfeksiyonlarina gore sonuglarda triazol antifungaller arasinda
anlamh bir fark saptanmadi

Zhao ¥.J. Antimicrob Agents Chemother. 2015 Nov 2;60(1):376-86.
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0.90 (0.68,1.20) 1.08 (0.41,2.85) 1.00 (D.69,1.45) 0.49 (0.28,0.85) [ 0.76 (0.48.1.19)
0.50 (0.28,0.88) Fluconazole 1.21 (0.45,3.25) 1.11 (0.8B4,1.47) 0.54 (0.33,0.88) 0.84 (0.58.1.22)
1.36 (0.17.10.73) 2.74 (0.33,22 45) 2;1‘31';:":"% 0.92 (0.33,2.58) 0.45 (0.15.1.35) 0.70 (0.24.2.01)
0.33 (0.16,0.70) 0.67 (040 1_13) 025 (0.03,2.13) ggﬁjtf:‘fz-”‘ 0.49 (0.28,0.83) 0.76 (0.53,1.09)
0.14 (0.04,0.43) 0.27 (0.10,0.76) 0.10 (0.01,1.03) 0.40 (0.13,1.21) Posaconazole 1.56 (0.86.2.84)
0.12 (0.00,3.97) 0.24 (0.01,7.70) 0.09 (0.00,5.05) 0.36 (0.01,10.98) 0.89 (0.02,32.23) Voriconazole

I:MD[‘I:E"[}" attributable to IFI 1 All-cause rerrtality

Posakonazol, triazol antifungaller ile
karsilastirildiginda, IFI'leri ve tim nedenlere

bagl 6limleri azaltmada ustiindi ve maliyet-etkin
olarak kabul edildi

Zhao ¥.J. Antimicrob Agents Chemother. 2015 Nov 2;60(1):376-86. 52
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e e Flukonazol profilaksisine kiyasla kiif
aktif profilaksinin, KT alan veya

Mould-active compared with fluconazole prophylaxis to prevent

invasive fungal diseases in cancer patients receiving chemotherapy KH N UYQUIGHGH has’ralar'da
or haematopoietic stem-cell transplantation: a systematic review k(lnlﬂ(]nml§ veya olasi IFI, IA veIFI

iliskili mortaliteyi 6nemli dlglide

and meta-analysis of randomised controlled tnals

azalttigr,

Bununla birlikte, kif aktif antifungal
profilaksi, antifungal modifikasyona
veya tedavinin kesilmesine yol agan
advers olaylari da arttirir ve genel
mortaliteyi etkilemez

stne modd-actve v Pucoruacles proghploos In ACEr  Pudents recesang
sy (HSCT)

d the Cochrane Central Regater of Cororolied Tras (18- Auguaz 301 1) and BMBASE
oy fuconaooie propiwiaxs ™ cancer o MSCT patents were
o {1} Analvas was coopleted by computing relative roks

of ackverse everes (AEs) eackng 20 antids
07 P =0009) Thee war no cecremse n overal mortality (FR 1 0 95% C 088

Fluconazole vs mould-active prophylaxis meta-analysis
@ MC Ethier et ol

1630
Table 3 Synthesised primary and secondary outcomes of mould-active vs fluconazole prophylaxis

Outcome Trials (patients) RR (95% CI)* P-value
Proven or probable IF I8 (4802} 071 {052, 098) 0.03
Invasive asperpilloses I5 (4503) 053 (0.37,. 075) 00004
Adverse events requinng antifungal treatment discontinuation or modification & (4493) 195 {1.24, 3.07) 0.004
IFl-related mortality I'5 (4273) 0.67 (047, D9&) 0.03
Imvasive aspergillosis-related mortality 2 2614} 062 (023, 1.71) 035
Overall martality & (4B70) .00 (0.88, 1.13) 096

Abbreviations: Cl = confidence interval; IF = invasive fungal infection; BR = risk ratic. *RR< | represents an advantage of mould-active coverage using a random-effects model
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Jutta Auberger

95 posakonazol profilc
tedaviden 4 giin sonra

713 B-IFI

R

Objecti
infectio
emerge

Variable Historical cohort Recent cohort

blIFI 12% (62/520) 13% (27/202 courses)
proven 39% (24/62) 41% (11/27 patients)
probable 61% (38/62) 59% (16/27 patients)
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AMB «

VRC r

VRC combination 5% (3/62) 7% (2/27)
AMB deoxycholate 11% (7/62)

others S% (3/62) 7% (2/27)

AMB, amphotericin B; VRC, voriconazole,
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nvasive fungal
bIFls) and the
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dence of biFls and to study fungal colonization and resistance following posaconazole exposure.

Methods: Ninety-five patients who underwent 202 courses of primary antifungal prophylaxis with 200 mg of 54
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« AMLve MDS kemoterapiye bagli
notropeni sirasinda mikafunginin
posakonazole karsi etkililigini ve
tolere edilebilirligi karsilastiriimis

« 1 Mart 2011 ile 31 Mayis 2016
arasinda toplam 117 hasta randomize
edilmis

Overall Survivall

« Mikafungin kolunda 58 hastanin
20'sinde (% 34,5) ve posakonazol
kolunda 55 hastanin 29'unda (%
52,7) profilaksi basarisizhigi (P =

sagkalimi, ¢calisma kollar

arasinda benzer,
pos»mic bindind...
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Log-Rank P=0.1036 — Micafungin
— Posaconazole suspension
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Days from First Dose of Prophylaxis
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Epstein DJ. J Infect. 2018 Sep;77(3):227-234. he
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Check for
Joums. or Cuaca oxcorocy ||y

Invazif kandidiyaz riskinin yiiksek oldugu derin, uzun siireli ngtropeni ve evre III veya IV
mukozit olmasi beklenen hastalarda beklenen nétropeni doneminde antifungal profilaksi
onerilir

Kemoterapi ile iliskili notropenik donem sirasinda AML / MDS'li hastalarda oldugu gibi,
invazif aspergilloz riskinin>% 6 oldugu durumlarda kiif etkin bir triazol onerilir

Invazif kiif enfeksiyonu riski ge¢ evre post allojenik KHN'de daha fazla ve/veya GVHD da
kif etkin bir antifungal digundlmeli (posakonazol gibi)

Derin, uzun sireli ngtropeni riski distk olan hastalar igin antifungal profilaksi énerilmez

CSF notropeninin derinligini ve siiresini etkili bir sekilde azalttiginda, antibakteriyel ve
antifungal profilaksi genellikle endike olmayacaktir, notropeni siiresince devam ...

VDG 1D VITVY,
with comprahensive review and analyses

of the relevant literature for sach Recommendations 5
recommandation. Additional infarmation Antibacterial and antifunaal oronhvlaxis is recommended for patients who are at hiah risk of ié-
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Son olarak

« Hematolojik malignitiler ve KHN alicilarinda IFT, mortalite ile
iligkili, uygun AFP, IFT insidansi ve IFI iligkili mortaliteyi azaltiyor

 Genel mortalite ...
« RISK degerlendirilmesi, diisiik riskli gruplara AFP verilmemesi

« En 6nemli nokta epidemiyolojik veriler 6zellikle lokal veriler, etken
ozellikleri direng profili, insidans, degisen etken profili

 Bu hastalarda kullanilan yeni tedavi yaklasimlari ile degisen risk
durumlari...
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