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Dlnya ¢apinda 6,55 milyondan fazla insanin her yil mantar enfeksiyonlarina yakalanmasi bekleniyor.
Bu yeni tahminler, gectigimiz on yilda genel olarak kabul edilen rakamlardan onemli dlgude farklilik gosteriyor
Bu derleme, yogun bakim Unitesindeki hastalarda (grip ve COVID-19 salginlari harig) ve akciger kanseri hastalarinda

invaziv aspergilloz insidansina iligkin dinyanin ilk kanita dayali tahminlerini sunmaktadir.

Tahminler, 3,8 milyon olim vakasi oldugunu ve bunlarin yaklasik 2,5 milyonunun dogrudan bunlara atfedilebilecegini
gostermektedir.

Bu tahminlerde olumlere en buyuk katki, teghis edilemeyen ve dolayisiyla tedavi edilmeyen vakalardan
kaynaklanmaktadr.



Mean annual Treated Untreated Ratiooftreated Meanestimated  Percentage of deaths Attributable
incidence mortality (%)  mortality  tountreated  deaths attributable to deaths
(thousands) (%) cases” (thousands) fungalinfection (%) (thousands)
Invasive aspergillosis in COPD 1013 (763-2272) 43-72% >95% 15 1325 -80% 1060
Invasive aspergillosisin ICU 519 208-1028) 50% (46-82) >55% 13 416 -E50% 208
Invasive aspergiflosis in leukaemia and lymphoma. 77 45% (30-57) >95% 101 14 -80% 1
~20d allogeneic HSCT
Invasive aspergillosis (lung cancer) 7" Ci% >95% 1:4 49° ~-40% 19+
Chronic pulmonary aspergillosis 1837 8% 20% 112 340 607% (0-85.7) 204*
Candida bloodstream infection 626 5% (87-77.3) -90% 91 254 -657% (21-100) 165
Invasive candidiasis without positive blood culture 939 35% (Z7-60) -90% 15 742 ~65% (21-100) 482*
Pneumocystis pneumonia in AIDS 400 15% (0-71) >95% 41 140 90% 126
Preumocystis pneumonia not inAIDS 105 40% (8-58) 100% 11 74 35% (30-90) 49
Cryptococcal meningitis 194 60% (20-70) 10076 32 147 80% (63-68) 118
Dissemninated histoplasmosis in AIDS 71(47-95°  30% 100% 110 66* 80% 53
Talaromycosis 19 28% >95% 31 9 90% 8
Mucormycosis 21 25% 100% 41 84 70% £g
Coccdioidomycosis (95% USA and Mexico) 30 101 2 G0% 2
Fungal asthma - - 1:20% 92* 50% 46*
Totals 6548 NA NA NA 752 NA 2548
Data are mean (range). unless stated otherwise. COPD-chronic obstructive pulmonary disease. ICU-intensive care unit. HSCT- haematopoetic stem cell transplant. NA-not applicable. * Low- confidence estimates
requiring additional study. {Refers to antifungal treatment. not standard asthma thesapy
Table 2: Global incidence and mortality of invasive fungal diseases
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 Mantar enfeksiyonlari giderek artan kuresel bir halk sagligi sorunudur

* |FI'da erken ve dogru taniya ulagsmadaki zorluklar ve antifungal direncin
olmasi nedeni ile tedavideki zorluklar kuresel saglik tehdidini daha da oM DNt e GROUP

PRIORITY FUNGAL PATHOGENS

artirmaktadir.

ting Repart

FIRST MEETING OF THE

e BPPL'den ilham alan DSO, 2022 yilinda yeni tedavilerin arastiriimasi ve
gelistiriimesi (Ar-Ge) dahil olmak uzere bu konunun onemini artirmak ve
antifungal direncin belirlemek amaciyla ilk ‘fungal oncelikli patojenler
listesini’ (WHO FPPL) gelistirdi

WHO releases first-ever list of health-threatening fungi. 25 October 2022.



Critical Group High Group Medium Group

Cryptococcus Nakaseomyces glabrata Scedosporium spp.
' neoformans (Candida glabrata)

Candida auris Histfoplasma spp. Lomentospora prolificans

Aspergillus fumigatus* Eumycetoma causative  Coccidioides spp.
agents

Candida albicans Mucorales Pichia kudriavzevii
Fusarium spp. Cryptococcus gattii
Candida fropicalis Talaromyces marneffei
Candida parapsilosis Pneumocystis jirovecii

Paracoccidioides spp.

Beardsley, J.January 2023



AML'ye (%9.42)
kiyasla ALL'de
daha yiiksek bir
IFD insidansi
(%11) merak
uyandiricidir
ancak ALL
kohortunun,
%86.5-12
arasinda
degisen bir
mantar
insidansi ile
yiiksek IFD riski
taglyan yeni bir
alt grup
oldugunu
dogrulamaktadir

Research article | Open Access | Published: 21 March 2019

A population-based analysis of invasive fungal
disease in haematology-oncology patients using data
linkage of state-wide registries and administrative

databases: 2005 - 2016

Iake C. Valentine 7, C. Orla Morrissey, Mark A, Tacey, Danny Liew, Sushrut Patil, Anton Y. Pelea &

Michelle R. Ananda-Rajah

Hematolojik maligniteli: 32,815 hasta,
AKHN: 335, OKHN: 1449 hasta

Haematological malignancy and haematopoietic stem cell transplantation
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Invasive fungal disease; incidence (%)

Allogeneic-haematopoietic stem cell transplantation (N = 335) 41(12.2)
Acute lymphoblastic leukaemia (N = 664) 75 (11)
Acute myeloid leukaemia (N = 2,644) 249 (9.42)
Autologous-haematopoietic stem cell transplantation (N = 1,449) 70 (4.83)
Aplastic anaemia (N = 7,121) 101 (1.42)
Chronic lymphocytic leukaemia (N = 3,459) 46 (1.33)
VNon-Hodgkin lymphoma (N = 15,267) 192 (1.26)
Multiple myeloma (N = 5,614) 58 (1.03)
Hodgkin lymphoma (N = 2,030) 17 (0.84)
Chronic myeloid leukaemia (N = 1,240) 10 (0.81)
VOther haematological malignancies (N = 1,897) @ 22 (1.16)



Prevalence of invasive fungal disease (%)

Hematolojik malignitelerde fungal enfeksiyonlarin siklig
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Valentineet al. ; BMC Infectious Diseases(2019) 19:274
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A. fumigatus‘da artan azol direnci

Characteristics | Reference
Europe Denmark, 2018- 6.1% National Risum 2020
2020 TR34 - 39/66)
Belgium, 2016- 7.1% Single centre Resendiz-Sharpe,
2020 TR34 - 74/78 2021
Netherlands, 2019- 9.2% Multicentre https://swab.nl/nl
2020 TR5, - 392/660 /nethmap
TR, -132/660
Spain, 2019 4.7% Multicenter Escribano 2021 CEVFESE' ('jrnek'erde azol direnci %1.3
TR, -19/34, TR, 1 . . .
Turkey, 2018-2019 33%  Multicenter Ener 2022 ‘ Hasta orneklerinde %3.3
TR;.-9/19 ; )
Americas USA, 2015-2020 3.5% Multicenter Badali 2022 Cyp51_A genl ° (4474) hastada
Azol direng¢ orani dusuk
Continent | Country, years Prevalence | Characterisfics
Asia- China, 2019-2020 4.1% Single center, Wang et al.,
Pacific (3/73) patients with |A. 2022
TR (2)
Chinga, 2016-2018 4.3% Two hospitals Xu et al., 2020
(19/445) TR (1)
Taiwan, 2015- 1.8% Single center Hsu et al., 2022
2020 (2/113) TR4,/L98H (2/2)
Australia, 2009- 2.6% Single jurisdiction Talbot et al.,
2017 (3/117) TR4,/L98H (1) 2018

0% envir. G54R (2)

Miceli M and Chen S.MSGERC meeting 2022



Invaziv Fungal Enfeksiyon igin
Risk Belirlenmesi




Altta yatan hastaliklara gore fungal hastalik riski siniflandirmasi




Hematolojik malignitelerin tani, evre ve tedavi icin risk siniflandirmasi

REVIEW

CGroup. Other Authors:

Risk stratification for invasive fungal infections in patients with
hematological malignancies: SEIFEM recommendations
Livio Pagano **, Alessandro Busca ”, Anna Candoni “, Chiara Cattaneo “, Simone Cesaro v, Rosa Fanci ',

Gianpaolo Nadali ¥, Leonardo Potenza ", Domenico Russo ', Mario Tumbarello !, Annamaria Nosari %,
Franco Aversa ', on behalf of SEIFEM (Sorveglianza Epidemiologica Infezioni Fungine nelle Emopatie Maligne)

‘ . ’ CrossMark

Table 4

Risk stratification of HMs for diagnosis, phase and kind of treatment.

Yiiksek Riskli

Orta Riskli

Diigiik Riskli

Agafidaki risk faktBrerinin hethangi bitiyle inddksiyon CHT alan AML: Baglangic
nokiasinda nétropeni, digik CR olasiligi (Advers K, sekonder AML),

>G5 yag, anlamli pulmener disfonksiyon, yiksek e-TRM skoru.

Onceden IA ile AML

Relaps/Refrakter hastalik icin kurtarma tedavisi alan AML

Allojenik kok hicre transplant!

(eglegen kardes dondr diginda bagka dondrierden, akiif HM hastalar, ylksek doz
steroid gerektiren GVHD ve onceden IF1 gecmigi)

‘Yogun rejimler sonrasi kuriarma tedavisi olarak azasitidin alan MDS/AML

Akut lenfoblastik Isemi: Yasl hastalar (255 yas); yodun pediyatrik rejimler
(indiksiyon); HD deksametazon; énceden tedavi alinmas {relapsirefrakier)

Yiiksek veya diglk risk gruplannin kriterlerine uymayan AML

Aligjenik K&k Hiicre Transplantl (eglegen kardeg dondrierden, hastalar GWHD
bulgusu ve dnceden [Fl oimadan tam remisyonda)

PSS ile MDS > 1.5 7 gln azasitidin 75 mg/m(2) ile tedavi gdmis ilk 2-3
fur AZA/Desitabin sirasinda MDS

Akut Lenfoblastik Losemi: Yefiskinler (30-54 y), standart indiksiyon kemoterapisi;
yodun konsolidasyon tedavisi; TKI + azaltilmig cht (Ph+ALL)

Otolog Kik Hiicre Transplanti: Onceden IFT; > 3 basamak ntropeni (hastalik
yuki); Uzamig notropeni (ANC<800fmm3 14 gunden uzun sireyle); kortikosteroid
fedavisi; Candida spp kolonizasyonu; Onceden Fludarabin tedavisi

Birden fazla basamak CTX ile tedavi edilen KLL ASCT DLEL sirasinda 3 veya
daha fazla basamak Multipl Miyelom

“Eskale edilen BEACOPF” ile tedavi edimisse relapsirefrakter HD

AML<45 y; il remisyon-inddksiyon veya konsolidasyon CH aliyor ve IFi risk
faktdrierinden hicbiri yok
ATRAATO e tedavi edilen APL

Akut Lenfoblastik Lasemi: Geng yetiskinler (30 y); idame tedavisi {tam
remisyon); TK+steroidler (Ph+ALL)

MPI (Kronik miyeloid IGsemi, Esansiyel Trombositemi, idiyopatik Trombositoz,
Polisitemia Vera)

Konvansiyonel birinci basamak kemoterapiyle tedavi edilen disiik veya yiksek
grad NHL, KLL, MM, HD

AML: At Miyetoid Lissmi APL: skt promiyelositik dssmi MDSIAML: miyelodisplasti sendromizrakut miyeloid [ssmi MPN: miyeloproliferaf neoplazmiar KLL: kronik lenfosiik IGsemi MM: multip! miyelom HD: Hodgkin hastaii NHL: non-Hodgkin lenfoma

Referans: 1. Pagana L =t al. Blood Rev. 2017;31(2-17-29.

R —

BEACOPP™

e

AML: acute myeloid leukemia APL: acute promyelocytic leukemia MDS/AML: myelodisplastic sindromes/ acute myeloid leukemia MPN: myeloprolipherative neoplasms CLL: chronic
lymphocytic leukemia MM: multiple myeloma HD: Hodgkin's disease NHL: non-Hodgkin's lymphoma.



Uygun Tedavi Stratejisi Ne Olmali ?




Tedavide olasi stratejiler

Tedaviye baslama gecikmesi ile

Pozitif killtiirL artan mortalite
ozitif kiiltiirler y .
F' Hedefe

Yonelik

Erken tani testleri

Risk faktorleri ve klinik
belirtiler/semtomlar

Risk faktorleri 4

Profilaktik
yaklagimdan hedefe
yonelik tedaviye
dogru giderken tani

testlerindeki
gecikmelerin de
etkisi ile mortalite
artabilmektedijr

ECIL-4 kilavuzu persistan veya tekrarlayan atesi olan nétropenik hastalarda standart bakim olarak ampirik (BIl) antifungal tedavi 6nermektedir. 2011
IDSA ampirik(Al) ve Preemptif (BIl) 2010




Tablo 2. Hematolojik Maligniteli Hastalarda Antifungal Profilaksi Onerileri

Risk Siniflamasi Hastalik Onerilen Antifungal Alternatif
Duasuk Profilaksi onerilmez
Orta Otolog kok hiicre nakli Flukonazol Ekinokandin
Relaps/refrakter NHL, HL, KLL, MM Olgu bazinda degerlendirilip Candida profilaksisi i¢in
flukonazol verilebilir
Yuksek risk grubuna girmeyen AML, ALL Olgu bazinda degerlendirilip Candida profilaksisi i¢in
flukonazol verilebilir
Yiksek Alojenik kok hucre nakli Flukonazol Ekinokandin
Posakonazol
Vorikonazol
AML induksiyon, Posakonazol Ekinokandin
AML gibi tedavi edilen MDS Vorikonazol
Refrakter AML Flukonazol
ALL yuksek risk Ekinokandin Flukonazol
Agir “graft versus host” hastaligi Posakonazol Ekinokandin
Flukonazol

Klimik , 2019



RECOMMENDATIONS FROM THE IDSA, ECIL AND ESCMID FOR PROPHYLAXIS OF
INVASIVE ASPERGILLOSIS

IDSA ECIL ESCMID

4

l._Pouconuoh | }\_“Pou‘eonuo_lfu

Praphylaws for AML or MDS during Lff.’ ok _'°3.'.J itraconazole or i Aarosolized

remission induction therapy {ffosol::'d
NPOSOr
amphotericin B*

liposomal
amphotericin 8*

Prophylaxisfor alloSCT during
pre-engraftment period

r Posaconazole j

Prophylaxisfor alloSCT during
GVHD treatment

.- ———

{—Poaoonuok ] ltraconazole J

or
\_Voriconazole

J.Fungi 2023, 9, 131. https://doi.org/10.3390/j0f3020131



High — risk patient with prolonged (>4 days) fever

A

« Daily examination & history
» Blood cultures — repeat on limited basis
» Cultures for any suspected

sites of infection

¥

Unexplained fever

« Clinically stable

* Rising ANC: Myeloid
recovery imminent

A

Observe;

No antimicrobial changes
unless dinical,
microbiologic or
radiographic data sugges!
new infection

A
Unexplained fever

Clinically stable
Myeloid recovery not
imminent

Consider CT scan
sinuses and lungs

Receiving
fluconazole (anti-
yeast) prophylaxis

o

Documented Infection

« Clinically unstable

* Worsening signs and
symptoms of infection

'

Receiving
anti-mold e
prophylaxis

A

Pre-emptive approach*;

start antifungal based upon

results of:

* CT scans chest/sinuses

* Serial serum
galactomannan tests

Empirical antifungal therapy

with anti-mold coverage:

« Echinocandin

« Voriconazole

« Amphotericin B
preparation

I :

Examine and re-image (CT, MRI) for
new or worsening sites of infection
Culture/biopsy/drain sites of worsening
infection: assess for bacterial, viral and
fungal pathogens

Review antibiotic coverage for
adequacy of dosing and spectrum
Consider adding empirical antifungal
therapy

Broaden antimicrobial coverage for
hemodynamic instability

Empirical antifungal

therapy*:

« consider switch to a
different class of
mold active
antifungal

Figure 3. High-risk patient with fever after 4 days of empirical antibiotics. C. difficile, Clostridium difficile; IV, intravenous.

e76 * CID 2011:52 (15 February) ® Freifeld et al




Klinisyenlerin kurum igi tani yontemlerine erigimi sinirli olabilir, bu da test sonuglarinin bekleme suresini artirir

Uygulamaya yansimalari

T

GM-ELISA

Kan/viicut sivilarinda
varlii aktif Aspergillus
enfeksiyonunun
gostergesidir’

Kesinlik

Negatif prediktif degeri yiksek (NPV; %95-98)
Pozitif prediktif degeri disiik (PPV; %26-53)
Invaziv aspergillozun dislanmast icin kullanilabilir’

Zaman araligi

Calismalar, GMnin kultur
pozitifliginden medyan 5-8
gun once saptanabilecegini
bildirmistir’

4 saat (testin tekrarlanmasi
onerilir)’

Birlesik Krallik'ta 47 NHS
tristiinden 44'Uniin (%94) GM
testine erisimi var’

-D-glukan tespiti (BDG)

Fungal hicre duvarinin
bitesenidir - birden
fazla mantar tirdicin

Havuzlanmis meta-analizlerde duyarlilik (%77)
6zqullikten (%B85) daha dustikti
Ozellikle yiiksek riskli popilasyonlarda (bakteremili

Bildirilmemis

Tum adimlaricin enaz 1 saat4

Not: Sonuclaricinzaman

Birlesik Krallik'ta 47 NHS
trostiinden 36'sinin (%77)
BDG'ye erisimivar’

oranindaki farkliliklara
gore ayinr’

yeterince farkli olmayan turlerde yuksek oranda
yalanci pozitiflik’

gerektirir®

kullanilabilir3 hastalar ve YBU'de olanlar) yiksek orandayalanci belirtilmemistir

pozitiflik"**

Sistemik Candida enfeksiyonunun saptanmasinda

BOG testinin performansi, invaziv aspergillozun

saptanmasindan anlamli Glctde farkl degildi®
Polimeraz zincir Artik bircok mantarin testi | Yiksek duyarlilik, ozqillik, NPV ve PPV® Sonuclar, pozitif kan Sepsis baslangicindan 6saat | Birlesik Krallik'ta 47 NHS
reaksiyonu (PCR) mumkin® kiltdrlerinden 1 gin la 4 hafta | sonra’ trostiinden 22'sinin (%47)

once cikar® Candida PCRve 26'sinin (%55)
Aspergillus PCR erisimi var’

MALDI TOF MS Molekilleri kitle/yik Yuksek duyarlilik; ribozomal protein dizilerinde Hizli analiz icin pozitif kiiltdr | Birkag saat’® Dusuk gelirli ulkelerdeki

laboratuvarlaricin pahali™

Referanslar: 1. Morrissey CO, et al. Int Med J 2014;44(12b):1298—314; 2. Micallef C, et al. J Med Microbiol 2017;66(11):1581-9; 3. Clancy CJ, Nguyen MH. Clin Infect Dis 2013;56(9):1284—92; 4. Karageorgopoulos DE, et al. Clin Infect Dis
2011;52(6):750—70; 5. Fortun J, et al. J Antimicrob Chemother 2014;69(11):3134—41; 6. Halliday CL, et al. J CI Microbiol 2014;52(9):3515—16; 7. Alam MZ, et al. World J Microbiol Biotechnol 2014;30:1437—51; 8. Fothergill A, et al. J Clin
Microbiology 2013;51:805—9; 9. Croxatto A, et al. FEMS Microbiol Rev 2012;36(2):380—407; 10. Robert M, et al. Microorganisms 2021;9:1283; 11. Schelenz S, et al. J Infect 2019;79:167—73.




Galaktomannan testinin performansini etkileyen faktorler

Table 2

Biological and epidemiological factors that influence the

performance of GM detection in invasive aspergillosis®

Biological factors

Epidemiological factors

Site of infection

Aspergillus species causing inlection
Microenvironment at the site of
infection: nutrients, oxygen level, pH
Exposure to antifungal agents
Molecular structure of released
galactomannan

Underlying condition/neutropenia/
level of immunosuppression

Renal clearance, hepatic metabolism
Circulating galactomannan antibodies

Storage of clinical sample

Pre-analytical treatment procedure

Patient population
Sampling strategy
Definition of a positive result

Definition of an IFD
Prevalence of IFD

Cutoff for positivity

Laboratory experience
Nutritional factors
(galactomannan-containing
food)

Treatment with semi-synthetic
PB-lactam antibiotics

Biyolojik faktorler Epidemiyolojik faktorler

Infeksiyonun yeri

Infeksiyona neden olan
Aspergillus trd

Infeksiyon bélgesindeki mikro
cevre

Antifungal ajana maruziyet

Salinan GM’nin Molekuler
konfigurasyonu

Altta yatan hastalik ve immun
baskilanma derecesi

Renal klirens ve hepatik
metabolizma

GM antikorlari

Orneklerin saklanmasi
Ornegin islenmesi

Hasta grubunun ozellikleri
Ornek alma stratejileri

IFi tanim kriterleri

IFI prevelans|
Pozitifik icin Cutoff degeri

Laboratuvarin tanimlamadaki deneyimi
Beslenme faktorleri

Yari sentetik beta-laktam AB tedavileri

Biological markers for diagnosis of fungal diseases O Marchetti et al. Bone Marrow Transplantation (2012) 47, 846-854




Orriginatl Articles

< Mart 2007'den Mart 2009'a kadar, 23 italyan Hematoloji

The use and efficacy of empirical versus pre-emptive therapy in the management “Initaal’ i hiri i i
of fungal Infections: the HEMA o-Chart Project Unitesi'nden herhangi birinde konvansiyonel kemoterapi alan

Livio Pagano,' Morena Calra,’ Annamarda Nosarl' Chiara Cattaneo,’ Rosa Fancl* Alessandro Boninl,* Nicola Vianeil* yenl tanl hemat0|ojlk mallgnltell her haSta ard|§|k Olarak Hema

Maria Grasia Garsie,” Mardo Mancinelil," Meria Elena Tostl* Maro Tumbareia® Perulgl Viele,'" Franco Averss, ' and

Giuseppm Rowsi' on buhalf of the HEMA e-Chart Group. Haly e-Chart kayit defterine kaydedildi ve takip edildi.
‘Iatituio & Er C 5. Cuorw, Roma; “Divisions ol Ematologis o C-vum MI‘M! Midullo. Ospadeie

Nigunrda Ca’ Granda, Mn ner: *U. O, Celll, B ‘Aziendas Owp. Univ. Carog®, Firwnee; “ON
di Emastologin, Arclospedale %. Mar u Nuowvs, Reggio l.mmn “tatituto Serngnoll, unh-nln ol uaoomu "Divistone ol Ematologin Az
le 5. Camiio Fortanind ﬂnm- Ol di Cploe - Intituio Slril‘ l‘lm- Italy: ﬂl ato

(8] S. Coore, Romma: Clll\kl - s o
Ematolagle. u-m—um ol Nlu’hl Maky

HEMA e-Chart projesi: Persistan atesi ve iFi siiphesi olan HM’li hastalar

« Persistan atesi ve IFi siiphesi olan HM'li 397 hastay! degerlendiren ¢alisma’
* 190’1 ampirik, 207'si pre-emptif antifungal tedavi ald1.

HM'li febril nétropenik hastalarda antifungal tedaviye atese bagli olarak baslamak, ilave laboratuvar testi veya
radyografik bulgulara bagli olarak baslamaya kiyasla IFi ile iliskilendirilebilir mortaliteyi azaltti.”
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Ampirik antifungal Pre-emptif tedavi Ampirik antifungal Pre-emptif tedavi
tedavi gdren hastalar gbren hastalar tedavi goren hastalar gdren hastalar
(n=14) (n=43) (n=1) (n=11)

Referans: 1. Pagano L, et al. Haematologica 2011;96(9):1366—70



Ampirik tedavi icin antifungal ajan secimi

Amfoterisin B Vorikonazol Kaspofungin

* YUksek riskli notropenik hematoloji hastalarinda
erken mudahale edebilmek igin ampirik tedavi

Antifungal spektrumu

1 Candida +++ +++ +4+
siklikla onerilir Fe—
» Ampirik tedavi, PCR gibi kultar digi ileri Diger filamentoz (iplks) - -
tetkiklere veya goruntuleme S
tekniklerine erigimi olmayan merkezler igin — — -
Ozelllkle tel'CIh Sebeb|d|r Mayalar Fungisidal Fungistatik Fungisidal
+ Ancak antifungal tedaviye baslansa bile kesin tani arastiriimalidir2 Filamenttz mantarlar Fungisidal Fungisidal Fungistatik
Klinik deneyim
Aspergillus'a karsi etkililik +++ +++ ++
Breakthrough aspergilloz ve _ . .
mukormikoz
Enfeksiyonun siddeti Ampirik tedavi icin en_yi]ks?k etkiLilige ve en ger_1i§ etki spektrumuna
sahip antifungal ajan secilmelidir
Triazol veya kandin ile profilaksi IFl'den siiphelenilmesi durumunda, L-AmB ile baslanmalidir

1. Vallejo C, Barberan J. Rev Esp Quimioter 2011;24(3):117—22;
2. De Pauw B, Viscoli C. J Antimicrob Chemother 2011;66:i55—8.



Ampirik Tedavi Calismalari



VORICONAZOLE COMPARED WITH LIPOSOMAL AMPHOTERICIN B
FOR EMPIRICAL ANTIFUNGAL THERAPY IN PATIENTS WITH NEUTROPENIA
AND PERSISTENT FEVER

THomAs J. WALSH, M.D., PETER Paprpas, M.D., DRew J. WINSTON, M.D., HiLLARD M. LAzARus, M.D.,
FINN PETERSEN, M.D., JOHN RAFFALLI, M.D., SAuL YANovicH, M.D., PATRICK STIFF, M.D.,
RICHARD GREENBERG, M.D., GERALD DonowiTz, M.D., AND JEANETTE LEE, PH.D.,

FOR THE NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASES MYCOSES STuDY GROUP*

Walsh et al, NEJM, 2002

Liposomal Amfoterisin B vs Vorikonazol



Persistan ates ve notropenisi olan erigkin hastalarda Liposomal
Amfoterisin B ile toplam basari orani %30.6°dir.1

Persistan atesi ve notropenisi olan hastalarda toplam basari oranlari (%)?

VA 0 10 20 30 40 50
| 1 | 1 | ! | 1 | I |

n=422 WF-Yuliule %30.6
] Fark (%95 GA):

-4.5 (-10.6 - 1.8)

n=415 R'LGLUUGHTVA 7026

Persistan atesi ve nétropenisi olan erigkin hastalarda yapilan Liposomal Amfoterisin B ve vorikonazollin tedavi basarisinin degerlendirildigi acik-etiketli, prospektif, randomize, gok-
merkezli galisma (n=837).

Ortalama yas vorikonazol grubu igin 46.3 ve Liposomal Amfoterisin grubu igin 45.0'dir.

Vorikonazol iv, birinci giin ylkleme dozu olarak 12 satte bir 6 mg/kg iki doz ve ardindan 12 saatte bir 3 mg/kg bir idame dozu seklinde devam edilmistir (ya da 12 saatte bir 200 mg,
ardindan en az ti¢ glinlik intravendz tedavi).

Liposomal Amfoterisin iv giinde 3 mg/kg dozunda baslanmis ve devam edilmistir. Fungal enfeksiyon kanitlari igin protokolde tanimlanan kilavuzlara uyuldugunda, arastiricilarin
vorikonazol dozunu 12 saatte bir iv4 mg / kg ya da 12 saatte bir oral 300 mg.'ye ve Liposomal Amfoterisin dozunu gnliik iv 6 mg/kg.'ye artirmasina izin verilmistir. Toksik etkiler
ortaya ¢ikarsa, Liposomal Amfoterisin dozunu glinde 1.5 mg/kg'a diisirmeye izin verilmistir.

Viorikonazol, non-inferiorite icin alt sinira (-10.0) ulasamamuistir! ve bu yiizden ampirik
tedavi icin onay alamamistir.?

Calismanin sonlanim noktalar
Tedavi sonucu: Genel bagari orani (bes komponentten olusur). !
Tedavi su kriterlerden besi de karsilanirsa basarili kabul edildi: Breakthrough fungal infeksiyon olmamasi;

1.WalshTJ etal. N EngI J Med 2002;346(4);225-234_ calisma ilacina baglanmasindan 7 giin sonra sagkalim; ¢alisma ilacinin erken kesilmesinin olmamasi;

2 Petrikkos G. Skiada A. International Journal of AntimicrobiaIAgents 2007: 30:108-117 nétropeni d6nen11inde atesin ¢6ziimlenmesi; baslangig noktasindaki herhangi bir fungal infeksiyonun
' ' ) ' T ' bagarili tedavisi



Caspofungin versus Liposomal Amphotericin B
for Empirical Antifungal Therapy in Patients
with Persistent Fever and Neutropenia

Thomas J. Walsh, M.D., Hedy Teppler, M.D., Gerald R. Donowitz, M.D., Johan A. Maertens, M.D.,

Walsh et al, NEJM, 2004

Liposomal Amfoterisin B vs Caspofungin



L-AmB vs Caspofungin:
Walsh ve ark, 2004

Basari oranlari’

To 0 10 20 30
[ ! l ! l 1 l L}

40 50
| | J

539 77
n=556 R CHII{Tl1 7033.9

Fark (%95 GA):
0.2 (-5.6 - 6.0)

L-AmB ve Kaspofungin ile benzer bagari oranlari.

Liposomal

Caspofungin Amphotericin 8 *Notropeni sirasinda breakthrough oranlari ve nétropeni
Adverse Olaylar PSeg  [N636)  TRwencOoNCY. Fxe sirasinda atesin ¢oziimlenmesi AmBisome®ile
percent of patients percentage points kaspofungine oranla benzer bulunmustur.
Nephrotoxicity{ 26 115 -89 (-12.0t0-5.9) <0001 — I . L
Infusion-related event} 35.1 516 -16.4 (-22210-07) <0.001 *Inflzyonla iliskili olaylar, nefrotoksisite, herhangi bir ilagla
Discontinuation of study therapy because of a drug- 5.0 8.0 -3.1(-6.010-002) 0.04 ligili ~ AQO ve ilagla ilgili AO nedeniyle tedaviyi birakmada
related adverse event i & i i
AmBisome®a kiyasla kaspofungin lehine anlamli fark
Any drug-related adverse event§ 54.4 69.3 -149(-20.510-9.2) <0.00] v ap e g
gorulmustir

1.Walsh TJ etal. N Engl J Med 2004;351(14):1391-1402.



AMPIRIK TEDAVI

elb AJ. Ullmann et al. / Clinical Microbiology and Infection 24 (2018) e1—e38

Table 29

Fever-driven (‘empiric’) approach
Population Intention Intervention SoR QoE Comment Ref.
Chemotherapy for Reduction in the Caspofungin 70 mg qd day 1, followed A I Caspofungin was associated witha [ 188]

haematological
malignancies or
HSCT, neutropenia
<500/uL =96 h, fever
(>38C), and
parenteral broad
spectrum
antibacterial therapy
>96 h (some centres
consider 48 h)

incidence of 1A and/
or related mortality

by 50 mg qd (if body weight <80 kg)

L-AmB 3 mg/kg

Voriconazole 6 mg/kg bid IV {oral

400 mg bid) on day 1, then 4 mg/kg bid

IV (oral 200—300 mg bid)

Itraconazole 200 mg qd iv

ABLC 5 mg/kg qd

ABCD 4 mg/kg
cAmB 0.5-1 mg/kg qd

Micafungin 100 mg qd
Fluconazole

significantly higher rate of survival
than L-AmB (subgroup analysis).
B I Less toxicity in comparison tocAmB | 185,189
but more renal toxicity compared
with echinocandin
B 1] Failed the 10% non-inferiority cut-  [190]
off when compared with L-AmB,
but first-line for aspergillosis.
Activity of azoles empirical therapy
for persistent fever may be limited
in patients receiving prophylaxis
with an agent of the same class.
DM
C 1} Activity of azoles empirical therapy |588]
for persistent fever may be limited
in patients receiving prophylaxis
with an agent of the same class.

DM

C I Infusion-related toxicity (fever, |589]
chills, hypoxia)

C I Same as above [590]

D I Poor tolerance due to extreme | 189,342 583,584,588,590|
toxicity

B 1l [591]

D I, No activity against Aspergillus [592]

Abbreviations: ABCD, amphotericin B colloidal dispersion; ABLC, amphotericin B lipid complex; cAmB, conventional amphotericin B; IV, intravenous; L-AmB, liposomal
amphotericin B; QoE, Quality of evidence; SoR, Strength of recommendation; TDM, therapeutic drug monitoring.

Ulimann AJ, et al.Diagnosis and management of Aspergillus diseases: executive summary of the 2017 ESCMID-ECMM-ERS
guideline. Clin Microbiol Infect. 2018 May;24 Suppl 1:e1-e38. doi: 10.1016/j.cmi.2018.01.002. Epub 2018 Mar 12. PMID




Hematolojik Maligniteli Nétropenik Atesi Olan Hastalarin invazif Pulmoner Aspergilloz
Yonunden Yonetimi
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Q Uluslararasi literatlrde bildirilen A 6zelliklerinin heterojenligiyle
karsi karslya kalan EORTC-MSG (Avrupa Kanser Arastirma ve
Tedavi Orgiitii/Mikoz Calisma Grubu) uzmanlari, 2002 yili gibi
erken bir tarihte, l¢ diizeyde tani kesinliginin belirlenmesine
olanak taniyan bir kriter sistemi yayinladilar

O 2008'de ve 2020 de tanimlarini glincelledi

O Bu siniflamaya gore, olasi IFI sadece immunsuprese
hastalar i¢in kullanilabilirken kanitlanmig IFI immun
sistemden bagimsiz olarak herhangi bir hasta igin
gegerli olabilmektedir.

Q (1,3)-beta-D glukan herhangi bir invaziv kuf
enfeksiyonunda mikolojik kriter kabul ediimemektedir

& N
___EORTC/MSG AspiCU BM-AspiCU
/  Host ctarion | neutropenia, 3 = A B
[ benatological malgnances, 1. Aspergillus-positive lower — ~ 7 -
#oSCT, aGVHD, solid organ TEOPICRVDIV KHCT St EORTC host AspICU bast
Positive fransplant, steraids, T-osfl or mse critecion criterion
" = -cell Imny i r——————— D— J
mycclogy or B-cell mnmermwmasuut. ‘ D ChiricoT e Tever ) S ',;7-_ "
histopathology | inherited severe Sleniritie chest pal; plaimisic 3
of a sterile ' immunodeficiency / o A S AspiCU
sempla " - rub, dyspoen, kemoptyss, Eeical
o A R SR T . warsening respiratory failure <
obtained ina ‘ Chinical cmet::m: dense well — PRSP '- AW : mt:-tm )
sterile mannee circumscribed Sesian weth ar . - —
| without a hado, air-crescent <ign, 3. Abnormal madical Imaging X b o ey
cavity, wedge-shaped and . E— — brormal medicel imaging
l. segmental or lobar cansolidation | 43, Hast criterian . 3 ' [
. | QP! - F meutropenia, trested cancer,
Mycological sterouds, immunodeficiency 1st mycologicad criterson
criterion: positive Or -
MiCroscopy or 40, Semiquantitative positive 2.,‘ ——
cuitre from a oulture i BALF without rycokogical
respiratory sampie | bacterial growth with | criterion
GM or PCR + in BAL | branchng hyphae | NS
'+~ = 1
30 or S8 criteria: Probable 1A
Proven 1A 3 criteria; 2 criteria; 4 critena: <4 critenia: <34 ar <S8 Possible 1A o
\_ Probable IA  PossibleIMD J \ Putative IA Colonization J | Colonization or no 1A z

Kufun identifikasyonu yapiimazsa tani |A yerine IMD olacaktir.

J.Fungi 2023, 9, 131. https://doi.org/10.3390/jof9020131



QO Cesitli etkinlik ve glvenlik profillerine sahip
birgok farkl antifungalin bulunmasi, yonetim de
stratejilerinin olusturulmasini gerektirir

Recommendations from the IDSA, ECIL and ESCMID for targeted treatment of 1A

IDSA ECIL ESCMID
R craniiius o el andt [ Voriconazole ] Voriconazole or Voriconazole or
¥ - isavuconazole isavuconazole |

a switch of antifungal class
is necessary in case of
breakthrough infection

Liposomal

amphotericin B

Isavuconazole or
( amphotericin B amphotericin B

Liposomal ] [ Liposomal
N

Refractory or progressive
invasive aspergillosis

. Indication of an individualized approach
Therapeutic drug monitoring, switch of antifungal class (liposomal
amphotericin B, caspofungin or combination therapy),
\_ tapering of immunosuppression, surgery

Intolerance to therapy

Switch of antifungal class or use of an alternative azole with a
nonoverlapping side -effect profile




Breakthrough Invaziv Fungal
Infeksiyonlar




Antifungallerin farmakokinetik ve farmakodinamik
Breakthrouqh |FD ozelliklerine gore (kararli duruma ulasma siiresi)

« Tedavi amacindan (profilaktik, ampirik, onleyici,
hedefli) bagimsiz olarak, ilacin aktivite spektrumunun
. : . : O Anidulafungin, 1 giin
disindaki mantarlar da dahil olmak uzere bir . )
. . O Kaspofungin 4-7 giin
antifungale maruz kalma sirasinda meydana gelir 0 Mikafungin, 4-5 giin

O Flukonazol, yiikleme dozu olmadan 5-10 giin;
O Vorikonazol, yiikleme dozuyla 1 giin, yiikleme dozu olmadan 5 giin

: : v O Posakonazol, 3-7 gin;
 Onceden var olan bir IFl, b-IFD olmadigindan, b- . / /
Onceden var ola ’ olmadigindan, b  Izaviikonazol, yiikleme dozuyla 4-7 giin, yukleme dozu olmadan 10-

IFD'ler yalnizca b-IFD zaman noktasl, ilaglarin 14 giin;

farmakokinetik ve farmakodinamik ozelliklerine gore  Q lipozomal Amfoterisin-B, 4-7 giin;
minimum antifungal maruziyetten sonra meydana  Olorofim, 1-2 giin

gelirse teshis edilebilir.

Mori, G.; et al. High-Risk Neutropenic Fever and Invasive Fungal Diseases in Patients with Hematological Malignancies. Microorganisms 2024, 12, 117



KUFE ETKILI ANTIFUNGAL ALAN HASTALARDA BREAKTHROUGH INVAZIV KUF ENFEKSIYONLARININ DEGERLENDIRILMESI VE YONETIMI

hikAINnin ramanlamas: nedir? I

Erken breakthrough I I Geg breakthrough I

| |
Tiuk=ek fungsl inokulun
maruziysti;
Onceki kolonizasyon?
Konak imminogsnetigi?
Suboptimal farmakokinetik
[Bzellikle oral tedavwvi il=]

bl 'nin en alas nedeni I Azpergillus spp. I Aspergillus El'llj_."Dr'
nedir ? I non- Aspergillus spp.
1

BikAINye angi konako we
diger risk Faktorieri katkida
bulunmuog slabilir?

KEzlho sitop=niler;

Makseden malignite;

Uzumn sireli kartikosteraidler;
Suboptimal farmakokinetik
[Dzellikle orzal tedavi ile)

bl nin tamsal caligmaass
nedir?

Akciger BT'si +/- sinds * beyin
Erken bronkoskopi (48-72 saat icinde)

Antifungal tesdasi
bBreakthrough zamannda
calismay nasil etkiler?

Diaka kesin tamnta
Bz amr ik ted aic

bronmkoalvealar lawaj smwisi kidltdri, gslsktomannan, PCR
Kidltdrden yetistirilen izolatlarin antifunsal duyarhihk testi
Miimkidns=s sdpheli lezyonlarnn biyopsisi, histolajisi we kiltird

WRLC 1

POrS welwg 1558

Ozellikle oral
tedawi =goren
hastalar icin ilag
maruziyetierini
belgelem=k icim
TDM dikkate
shmmmaldir

Azpergillus disi
kufler veya

TEIT PR
degiskenligi
ned=niyle ilag
maruziyetlerini
belg=slemek igin
TDOMRY onemmlidir.

Aspergillus diss
turlerde
[ozellikla

umﬂ'lﬂ.'l'l'ﬂ:r
A terreus, A
flavus ve
amfoterisin-Bye
diremgli
Aspeargillus diss
kiifler {Grn.
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Scedosporium,

Fascilomyces)

Ekimocamdin
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tlrleri wve
Sspergillus disi
kiiflerle
breaskthrough
enfeksiyvonu

. X mukormikozis) e = =
direncli i i
- weys direngli
Azpergillus spp. )
ile breakthroush .ﬂ._spe r-glllus
iz ki torlerimde
riski L — sk
rizki.
Kiif-aktif triazol™®
) Kiif abktif (VRC,1SA)
Benzer Caha genis trizzzol® +/-
spektrumiu farkh spektrumilu (POS IWRC, ISA L-AMB (5
bir trizzol® a waya 15A) kife +,-:— mgzfke/zun)

gecin (FOS—1548
weya 1534 3 POS)
+
L-AME (S
mg/ke/giin)

k=rsi etkili bir

I*'= gecin
+
L-AMB (S

mig/ke giin}

triazo

Ekimokandin




INDUKSIYON, KONSOLIDASYON VE/VEYA KURTARMA KEMOTERAPISI GOREN HASTALARDA B-IFD'NIN INSIDANSINI TANIMLAYAN SON
GERCEK YASAM KOHORTLARINI OZETLEYEN BAZI CALISMALAR

Remisyon indiiksiyon kemoterapisi sirasinda, esas olarak posakonazol ile AFP alan hastalarda b-IFD'lerin insidansi %2,2 - %5 arasindaydi.

v" Outcomes of Antifungal Prophylaxis in High-Risk Haematological Patients (AML under Intensive Chemotherapy): The SAPHIR
Prospective Multicentre Study. J. Fungi 2020, 6, 281.

v’ Chen, T.C.; Wang, R.C.; Lin, Y.H.; Chang, K.H.; Hung, L.Y.; Teng, C.J. Posaconazole for the prophylaxis of invasive aspergillosis
in acute myeloid leukemia: Is it still useful outside the clinical trial setting? Ther. Adv. Hematol. 2020, 11, 2040620720965846.

Rausch, C.R.; DiPippo, A.J.; Jiang, Y.; DiNardo, C.D.; Kadia, T.; Maiti, A.; Montalban-Bravo, G.; Ravandi, F.; Kontoyiannis, D.P.
Comparison of Mold Active Triazoles as Primary Antifungal Prophylaxis in Patients with Newly Diagnosed Acute Myeloid

Leukemia in the Era of Molecularly Targeted Therapies. Clin. Infect. Dis. 2022, 75, 1503-1510.

v Yang, E.; Choi, E.J.; Park, H.S.; Lee, S.0.; Choi, S.H.;Kim, Y.S.; Lee, J.H.; Lee, J.H.; Lee, K.H.; Kim, S.H. Comparison of invasive
fungal diseases between patients with acute myeloid leukemia receiving posaconazole prophylaxis and those not receiving
prophylaxis: A single-center, observational, case-control study in South Korea. Medicine 2021, 100, e25448.

v’ Hsu, A.; Matera, R.; Vieira, K.; Reagan, J.L.; Farmakiotis, D. Antifungal prophylaxis during 7 + 3 induction chemotherapy for

acute myeloid leukemia is associated with improved survival, in a setting with low incidence of invasive mold infections. Support.

Care Cancer 2021, 29, 707-712.

ilging bir sekilde, daha yiiksek bir insidansi bildiren tek ¢alisma %7,9 ile oral posakonazol siispansiyon kullanimiylaydi bu da diisiik
posakonazol plazma konsantrasyonlarindan kaynaklanmaktaydi.

v Michallet, M.; Sobh, M.; Morisset, S.; Deloire, A.; Raffoux, E.; de Botton, S.; Caillot, D.; Chantepie, S.; Girault, S.; Berthon, C.; et al.
Antifungal Prophylaxis in AML Patients Receiving Intensive Induction Chemotherapy: A Prospective Observational Study from
the Acute Leukaemia French Association (ALFA) Group. Clin. Lymphoma Myeloma Leuk. 2022, 22, 311-318. |




Diger kuf etkili ajanlar (orn. vorikonazol, isavukonazol, ekinokandinler) degisken sonuglarla kullaniimistir.

« Daha azilag-ilag etkilesimine ragmen, isavukonazol ile AFP alan AML hastalarinda %5,8 ile %38,3 arasinda degisen daha yiiksek b-IFD oranlar bildirilmigtir

v' Bose, P.; McCue, D.;Wurster, S.;Wiederhold, N.P.; Konopleva, M.; Kadia, T.M.; Borthakur, G.; Ravandi, F.; Masarova, L.; Takahashi,
K.; et al. Isavuconazole as Primary Antifungal Prophylaxis in Patients with Acute Myeloid Leukemia or Myelodysplastic

Syndrome: An Open-label, Prospective, Phase 2 Study. Clin. Infect. Dis. 2021, 72, 1755-1763.

v Bowen, C.D.; Tallman, G.B.; Hakki, M.; Lewis, J.S., Il. Isavuconazole to prevent invasive fungal infection in immunocompromised
adults: Initial experience at an academic medical centre. Mycoses 2019, 62, 665-672.

v’ Fontana, L.; Perlin, D.S.; Zhao, Y.; Noble, B.N.; Lewis, J.S.; Strasfeld, L.; Hakki, M. Isavuconazole Prophylaxis in PatientsWith
Hematologic Malignancies and Hematopoietic Cell Transplant Recipients. Clin. Infect. Dis. 2020, 70, 723-730.

» Retrospektif analizler, vorikonazol ile AFP alan HM hastalarinda yaklagik %3'liik bir b-IFD insidansi bildirmigtir.

v' Bui, V.;Walker, S.A.; Elligsen, M.; Vyas, A.; Kiss, A.; Palmay, L. Voriconazole prophylaxis in leukemic patients: A retrospective
single-center study. J. Oncol. Pharm. Pract. 2020, 26, 873-881.

» Ekinokandin ile AFP bazi ¢caligmalarda yiiksek oranda b-IFD ile sonuglanirken
Cattaneo,; et al. High Incidence of Invasive Fungal Diseases in Patients with FLT3-Mutated AML Treated with Midostaurin: Results of a Multicenter Observational SEIFEM Study. J. Fungi 2022, 8, 583.
Gomes, M.Z.; Jiang, Y.; Mulanovich, V.E.; Lewis, R.E.; Kontoyiannis, D.P. Effectiveness of primary anti-Aspergillus prophylaxisduring remission induction chemotherapy of acute myeloid leukemia. Antimicrob. Agents Chemother. 2014, 58, 2775-2780

AR

Diger bazi caligmalarda sonug vermemistir.
Aldoss, I..; et al. Invasive fungal infections in acute myeloid leukemia treated with venetoclax and hypomethylating agents. Blood Adv. 2019, 3, 4043-4049.
Epstein et al.Micafungin versus posaconazole prophylaxis in acute leukemia or myelodysplastic syndrome: A randomized study. J. Infect. 2018, 77, 227-234.
El Cheikh, et al.Micafungin prophylaxis in routine medicalpractice in adult and pediatric patients with hematological malignancy: A prospective, observational study in France. Diagn.Microbiol. Infect. Dis. 2019, 94, 268-273.
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AML'de tedavi segenekleri, AML'nin patogenezindeki mutasyonlarin tespit edilmesi, genomik ve molekuler degisikliklerin daha iyi
anlasiimasiyla hedefe yonelik tedavilere ve bunlarin standart tedavilerle kombinasyonuna kaymistir.

Hedefe ydnelik bu tedavilerle GENEL SAG KALIM ve TAM IYILESME oranlarinda artis izlenmistir.

O Hedefe yonelik tedaviler:

v

v
v
v

Bcl-2 inhibitorleri: venetoclax
FLT3 inhibitorleri: midostaurin, gilteritinib, kizartinib, sorafenib
Anti-CD33 antikorlar: gemtuzumab ozogamisin

IDH inhibitrleri: ivesidenib, enasidenib

HMA (azasitidin, desitabin), midostaurin ile azollerin kullaniminda doz ayarina gerek yoktur.

Bu yeni tedavilerle invaziv fungal enfeksiyon oranlari ¢cok degiskendir (%3-12,6 arasi). ve Ekinokandinler veya
Flukonazol alan hastalar yuksek bir yuzdeyi olusturmustur.

Bu yeni tedavilerle IFD'lerin insidansi buyik ol¢ude degiskendir ve AFP'ye olan ihtiyag ve etkinlik hakkinda ¢ok az veri mevcuttur



Allojenik Hematopoietik K6k Hiicre Nakli Yapilan Hastalarda Invaziv Mantar Hastaliklar:

Table 2. Studies reporting the incidence of invasive fungal diseases and/ or the antifungal prophylaxis practice in allogeneic hematopoietic stem cell transplant recpients
(eight studies entirely on transplant recipients, six studies on immune-compromised hosts including allogeneic hematopoietic stem cell transplant recipients).

Study Design
Study Period
Study Population

Reference
Country

Antifungal Prophylaxis

Incidence of Invasive Fungal Discases
Therapeutic Drug Monitoring

Type of Breakthrough Invasive Fungal Diseases

Clinical Outcome
Risk Factors for Invasive Fungal Diseases
Other Analysis/Considerations

Monocenter, retrospective;
2009-2013;

242 allo-HSCT recipients;
Conditioning: MAC 419%,
RIC 59%;

Donor: 30% matched donor,
20% mismatched donor.

Harrson
N [86]
Austiria

43% of patients (105/242) received AFP during aplasia (PSZ n =52 VCZ
n=28 FCZn=17);

11.6% of patienis (28/242) experienced a proven/probable IFD, 25/28 during
the first year after HSCT;

Amaorng cases of invasive candidiasis or 1A (25/28), 56% (14/25) were without
AFP 16% (4/25) b-1A on FCZ, 28% (7/25) b-IFD on MAP;

Not available;

Proven IFDs: five IC (one C. albicans, two C. glabrata, one C. krusei, one
Candida spp.), three 1A (one A. fumigatus, two Aspergillus spp.);

Probabie IF Ds: two IC (twe C. al bicans), three P. jirovecii, three LA (one A.

fumigatus, one A. niger, one Aspergillus spp.). twdve LA with positive

gualactomarinarn antiger.

IFID was associated with a higher mortality rate compared to patients

without IFD (48% vs. 25%, p= 0.02), and the higher mortality rate was

even more pronounced for LA (62%, p = 0. 003);

Patients with IFD were admitted to the ICU more often (18/285, 649%)

than patients without IFD (26,/214, 129%);

Intensified GVHD therapy (=1 mg/&g corticosteroids and basiliximab or

etanercept) and TAM were assodated uxth an increased risk for IFD and 1A,

while AF P was associated with a decreased risk;

- The median time from HSCT to IFD diagnosis was 8 days for IC,
36 days for IA and 319 days for pneumocystis pneumonia;

. 5.3% (6/113) of patients who received PSZ-AFP at any ime
during aplasia or post-engrafiment developed a b-1FD,
compared to 6.3% (4/64) of patients under FCZ.

Gegctigimiz on yilda, allo-HSCT alicilarinda IFD'ler ve AFP uygulamalari hakkinda ¢ok daha fazla galisma yayinlanmstir.

IFD'ler agisindan dustik-orta risk tagiyan alicilar Uzerinde yapilan bir Avusturya ¢alismasinda (bunlarin %59'u dusuk yogunluklu
hazirlik rejimine tabi tutulmus, %80 ninin uyumlu dondrd vardi), nakil dncesi asamada yalnizca %43'U AFP almis ve hastalarin

%11,6'sinin IFD gelistirdigini bildirmistir

Mori G, et al.High-Risk Neutropenic Fever and Invasive Fungal Diseases in Patients with Hematological Malignancies. Microorganisms. 2024 Jan 6;12(1):117.




TEDAVI

Ampirik veya hedefe yonelik tedaviyi baglatmak ne kadar kolay olursa olsun tedaviyi birakmak ¢ok daha karmagik
ve verilmesi zor bir karar olabilir.

klinik pratikte tedavi suresi, 12 hafta olup, gercek hayattaki veriler yetersiz kalmistir.

Uluslararasi kilavuzlar ve uzman gorusleri, tedavi yanitina ve hastanin net immuanosupresyon durumuna bagli
olarak invaziv aspergilloz (IA) ve mukormikozis hastalarinda sirasiyla en az 3-6 aylik tedavi onermektedir

Avrupa kilavuzlari ise 50 haftaya kadar uzayabilen tedavi surelerinden bahsetmektedir.

uzun tedavi suregleri, toksisitelerle iligkili nedenlerden dolayi antifungal ajanlarin sik sik degistirilmesine yol
acabilir.



IDSA =
Toplamda 73 IMI'si olan 71 hasta tanimlandi;

Antifungal Treatment Duration in Hematology Patients
With Invasive Mold Infections: A Real-life U pdlu

51'ine (%71,8) allojenik hematopoietik hiicre nakli yapildi. S e Mt g e e e M e e

Enfeksiyonlarin gogu invaziv aspergillozdu (IA; 49/71, %69), ardindan mukormikoz (12, %16,9) ve diger (12,
%16,9) enfeksiyonlar geldi; 2 karma enfeksiyon vardi.

Ortalama tedavi sliresi 227 gundu (IQR, 115,5-348,5)

|A'li ve IA olmayan IMI'li hastalar arasinda (P = .85) veya merkezlere gore (P =.92) AFT sUresinde fark yoktu
Allojenik kok hucre nakli yapilan hastalarda tedavi suresi, nakil yapilmayan hastalara gore daha uzundu (P = .004)
On alti hastada (%22,5) herhangi bir tedavi degisikligi yapilmadi.

55 hastada (%77,5) medyan 2 degisiklik gozlendi

165 degisiklige yol agan 182 neden vardi ve bunlar klinik etkinlik (82/182, %44,5), toksisite (47, %25,8) ve lojistik
nedenlerle (22, %12,1) iliskiliydi; 32 degisiklikte (%18,8) hicbir neden belgelenmedi



IFi yénetiminde 10 altin kural

REVIEW

Challenges and research priorities to progress the impact
of antimicrobial stewardship

Matteo Bassetti MD, PhD'" %3, Daniele Roberto Giacobbe MD*3, Antonlo Vena MD, PhD', Adrian Brink MMed*

lInfectious Diseases Clinic, Department of Medicing, University of Udine, Italy; ‘Infectious Diseases Unit, Ospedale Policlinico San Martino - IRCCS
per I'Oncologia, University of Genoa, Largo R. Benzi, 10 enoa, Italy; ‘Depa Health Scienc SSAL, University of Genoa, Genoa,
Aicrobiology, Faculty of Health Sclences, University of Cape Town, Cape Town, South Africa

1. Antifungal profilaksiyi gercekten ihtiyaci olan hastalarla sinirlayin 6. Yeterli doz kullanin: Diisiik doz direngle iliskilidir.

2. Ampirik ve hedefe yonelik antifungal tedavi arasindaki boslugu Vorikonazol ve posakonazol alan tiim hastalara TDM
azaltmak icin yeni teshis teknikleri uygulamaya ¢aligin uygulayin

3. Kritik hastalarda risk faktorlerine dayali olarak derhal “erken” 7. Teshisi dogrulamak veya diglamak ve hastaligin klinik evrimini
antifungal tedaviye baglayin izlemek icin biyobelirtecler uygulayin (galaktomannan, CAGTA,

i Beta-d-glukan, T2MR)
4. Hastanin klinik tablosuna ve altta yatan durumuna gore en uygun
antiffungali secin 8. 72-96 saatte ‘erken’ uygunsuz tedaviyi durdurun

5. Yeterli kaynak kontroliinii saglayin 9. Mimkin oldugunda de-eskalasyon yapin
10. Tedavi sUresini kontrol edin

iFi: invaziv fungal infeksiyon; CAGTA: C. albicans germ tiip antikoru; T2MR: T2 manyetik rezonans

Referans: 1. Bassetti M et al. Drugs Context. 2019;8:212600.



SABRINIZ ICIN TESEKKURLER

= J HARDIN

"Of couxse Tl fleed to ron Some.
tests; bot offhand o say Hs
some. sort o forgos Infectien,!



