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Evet, Elbette Onemli!

naturally, certainly, obvidsusly,
what are other by all means, sSuFely,
words for definitely, yes, clearly,
of ¢ourse? undoubtedly, sure thing
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Invaziv Fungal Enfeksiyonlar Gercegi

‘.

* Firsatci enfeksiyonlar

* Her yil bir milyar insan
etkilenmekte

* Her yil bir milyon insan
dlmekte

Bongomin et al. J Fungi 2017;3.

Lass-Florl et al. Med Mycol 2019;57.

Tani icin mevcut
yontemlerin duyarlilik ve
ozgulligl dusik
Kaltdrler zaman almakta

Semptom ve bulgular
spesifik degil

Kolonizasyon-invaziv
enfeksiyon ayirimi glic

Kan kaltarleri sikhikla negatif
Invaziv girisimler
yapilamamakta



Kimlerde Invazif Fungal Enfeksiyon?

Maligniteler Ustelik bir de COVID-19!

Organ transplantasyonu
Diyabet

HIV/AIDS

Cerrahi islemler

Protez operasyonlari

Kateter kullanimi

Parenteral nutrisyon

Periton diyalizi ve hemodiyaliz
Uzun sureli yogun bakim

Genis spektrumlu ve uzun sureli
antibiyotik kullanimi

Cevresel maruziyet




IFI Onlenmesi, Erken Tani ve Tedavi Gereksinimi

» Tanli ve tedavide gecikmeler
nedeniyle son 20 yilda iyiye gidis
yok

» Profilaktik stratejilerle bile
Breakthrough Enfeksiyonlar

Gecikmis
Teshis ve
Tedavi

> ilac-ilac etkilesimi ve antifungal
ilac direnci ile ilgili endiseler

Breakthrough
Enfeksiyon

Rayens E, Norris KA, Cordero JF. Clin Infect Dis. 2021 Apr 20:ciab336. doi: 10.1093/cid/ciab336.



Tedavide Strateji Alternatifleri

Tedaviye
baslama
Pozitif kulturler Hedefe Yonelik ] gecikmesi
ile artan

mortalite

Erken tani testleri Preemptif ]

Risk faktorleri ve klinik ..
belirtiler/semptomlar Empirik ]

Risk faktorleri Proflaksi

Hedef Hasta

Zaragoza R, et al. Ther Clin Risk Manag 2008; 4: 1261-80.



Antifungal Tedavi Baslama Zamani ve
Mortalite lliskisi

P=0.0009

Hastane mortalitesi (%)

1 gun 2 gun 3 gun 4 gun

Antifungal tedavi bagslamada gecikme (giinler)

Hastanede yatan kandidemili hastalarda

tedavide gecikme mortaliteyi arttirmakta!

1.Garey KW et al. CID 2006; 43: 25-31.
2.Morrell et al. AAC 2005; 49: 3640-3645.



Mukormikozu Olan Hematolojik Maligniteli

Hastalarda Am-B Tedavisinde Gecikme

Sagkalim (%)

100
. 4
a Q Erken tedavi < 5 giin
60 - a Q
40 - p=0.004
Ge¢ tedavi 26 gun
20 - 3
o L} Ll L) L) )
0 20 40 60 80 100

Tam sonras: gunler

Chamilos G et al. CID 2008: 47: 503-9.



Invaziv Fungal Enfeksiyonlarin Empirik Tedavisi
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Kilavuzlarda Empirik Tedavi

L-AmB, IFI empirik tedavisi icin ESCMID/ECMM/ERS ve IDSA kilavuzlarinda
onerilmekte

Invasive Candidiasis Invasive Aspergillosis
IDSA 20161 IDSA 20163

Non-neutropenic patients in ICU

Antifungal

Caspofungin Strong recommendation/moderate quality Strong recommendation/high quality of

evidence evidence
. . Strong recommendation/moderate quality Strong recommendation/high quality of
Micafungin . .
evidence evidence
Anidulafungin Strong recommendr?\tlon/ moderate quality
evidence
Strong recommendation/moderate quality
Fluconazole i | . likely)
. Strong recom.mendatlon/low qgallty Strong recommendation/high quality of
L-AmB evidence (where intolerance or resistance to .
evidence
other agents)

Voriconazole - Strong/moderate quality of evidence
Itraconazole -

Pappas PG, et al. Clin Infect Dis 2016;62:e1-50.
Ullmann AJ, et al. Clinical Microbiology and Infection 2012;18 Suppl 7:53-67.
Ullmann AJ, et al. Clin Microbiol Infect 2018;24 Suppl 1:e1-e38.



Empirik Tedavi: L-AmB vs Vorikonazol

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

THomas J. WaLsH, M.D., PETer Pappras, M.D., Drew J. WinsTton, M.D., HiLLarp M. Lazarus, M.D.,
Finn PETERSEN, M.D., JoHN RarFraLL, M.D., SauL YanowvicH, 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



Persistan ates ve noétropenisi olan erigkin hastalarda L-AmB ile
toplam basari orani %30.6

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

7o 0 10 20 30 40 50
| . | . | . | . | . |

] Fark (%95 GA):
-4.5(-10.6=-1.6
n=415 R'GLHUGHTF % 26 ( )

Persistan atesi ve notropenisi olan 837 hasta eriskin hastala

Acik-etiketli, prospektif, randomize, cok-merkezli calisma

Vorikonazol, non-inferiorite igin alt sinira (-10.0) ulasamamistir® ve bu yiizden
ampirik tedavi icin onay alamamustir.?

1.Walsh TJ et al. N Engl J Med 2002;346(4):225-234.
2.Petrikkos G, Skiada A. International Journal of Antimicrobial Agents. 2007; 30:108-117.



|A icin Empirik Tedavi Karari

Medical Mycology, 2022, 60, myab060
hitps:/fdoi_org/10.1083/mmy/myab060

Advance Accass Publication Date: 23 November 2021
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Implementation of a clinical decision rule for selecting empiric
treatment for invasive aspergillosis in a setting with high
triazole resistance

Robert J. van de Peppel (212+.f, Rebecca van Grootveld®!, Bart J. C. Hendriks?,
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Hollanda’da triazol direnc
oranlarinin %16-24 arasinda
olan bir merkez

Vorikonazol veya L-AmB
monoterapisi



Olasi IA‘lu hasta

L-AmB ile primer tedavi icin kriterler

Mekanik ventilasyon veya solunum yetmezIligi
Hemoptizi

Beklenen noétropeni suresi >2 hafta
Hematolojik malignite relapsi

GVHH icin sistemik immunsipresif tedavi
Triazol profilaksisi altinda 1A

SOk whE

Grupl: Vorikonazol tedavisi Grup 2: L-AmB tedavisi

L-AmB’ye gecis Vorikonazole gecis

1. Triazol direng varhgi 1. Triazol duyarl

2. 2 hafta sonra tedaviye yetersiz yanit 2. 2 hafta sonra tedaviye yeterli yanit ve
yeterli konak¢l immunitesi

Kriter yok En az bir kriter var m En az bir kriter var

\4 \4

\ 4 v

Grup 1A Grup 1B Grup 2A Grup 2B
Vorikonazole L-AmB’ye L-AmB’ye Vorikonazole
devam gecis devam gecis

Van de Peppel et al. Med Mycol. 2021 Dec 8;60(1):myab060.



Calisma Sonuclari

* Ocak 2015-Eylal 2019
 Toplam 115 IA’li hasta (5 hasta protokol disi)
110 (%96) hastaya tedavi (76’s1 erkek, madyan yas 63)

— Vorikonazol
— L-AmB

Van de Peppel et al. Med Mycol. 2021 Dec 8;60(1):myab060.
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All patients treated for invasive
aspergillosis (n=115)

Triazole-susceptibility testing resuits:
Susceptible: 19; Resistant: 10; Unknown: 86

Excluded: Non-adherence to
> protocol (n=5)

Triazole-susceptibility testing results:

Group 1:

Primary therapy with voriconazole
monotherapy (n=56)

30-day contributable or attributable mortality: 4%
100-day contributable or attributable mortality: 10%

Triazole-susceptibility testing results:
Susceptible: 8; Resistant: 4; Unknown: 44

l l

l Susceptible: 1; Resistant: 2; Unknown: 2

Group 2:

Primary therapy with LAmB
monotherapy (n=54)

30-day contributable or attributable mortality: 22%
100-day contributable or attributable mortality: 30%

Triazole-susceptibility testing results:
Susceptible: 10; Resistant: 4; Unknown: 40

l l

Group 1A: Group 18B:
Continue V‘;;m“‘ Treatment switch to LAmB
(n=32) (n=24)
30-day contributable or
30-day contributable or
attributable mortality: 4% attributable mortality: 4%
100-day contributable or 100-day contributable or
attributable mortality: 4% attributable mortality: 20%
Triazole-susceptibility testing
: me testing
Susceptible: 3; Resistant: 1;
: Susceptible: 5; Resistant: 3;
Unknown: 28 Unknown: 16

Grien 24: Group 2B:
Treatment switch to
Continue LAMB (n=44) voriconazole (n=10)
30-day contributable or 30-day contributable o
attributable mortality: 27% attributable mortality: 0%
100-day contributable or 100-day contributable or
attributable mortality: 34% attributable mortality: 10%
l’unon-cmctﬂﬁ:iw testing Triazole-susceptibility testing
results: results:
Susceptible: 4; Resistant: 4;
. Susceptible: 6; Resistant: 0;
Unknown: 36 Unknown: 4




Baslangic Tedavisi

56 (%51) vorikonazol

54 (%49) L-AmB

16/115 (%14) hastada kilttirde treme

Fenotipik vorikonazol direnci 5/16 (%31)

Bes fumigatus disi susta intrinsik L-AmB direnci yok

Van de Peppel et al. Med Mycol. 2021 Dec 8;60(1):myab060.



Tedavi Gecgisi

Vorikonazolden L-AmB’ye: 24/56 (%43)
L-AmB’den vorikonazole: 9/54 (%17)
Vorikonazol tedavisini tamamlayan: 42 hasta
L-AmB tedavisini tamamlayan: 68 hasta

Van de Peppel et al. Med Mycol. 2021 Dec 8;60(1):myab060.



Yan Etkilere Bagli Tedavi Kesilmesi

 Hepatotoksisite (VORI): %13
* Nefrotoksisite (L-AmB): %20

Van de Peppel et al. Med Mycol. 2021 Dec 8;60(1):myab060.



Invaziv Aspergilloz Tedavisi

Kilavuzlarda ilk tercih vorikonazol
Triazol direncinde artis

Ozellikle CYP51A-gen ve promoter bdlgesi (fungal DNA'da
triazol tam direnc geni)

L-Am-B’ye yonelim
Bircok merkezde antibiyogram yapilamamakta

1. Patterson et al. Clinical infectious diseases: an official publication of

the Infectious Diseases Society of America 2016; 63: e1l—e60.

2. Tissot et al. ECIL-6 guidelines for the treatment of invasive candidiasis, aspergillosis
and mucormycosis in leukemia and hematopoietic stem cell transplant patients.
Haematologica 2017; 102: 433-444.

3. Ullmann et al. 2017 ESCMID-ECMM-ERS guideline. European Society of

Clinical Microbiology and Infectious Diseases 2018; 24 Suppl 1: e1—e38.



Empirik Tedavi: L-AmB vs Caspofungin

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



Empirik Tedavi: L-AmB vs Caspofungin

Basari oranlar

T 0 10 20 30 40 50
| . | . | . | . | . |

= %33.7
0.2 (-5.6 - 6.0)
n=556 G T{ITTe1])] %33.9

AmBisome® ve Kaspofungin ile benzer basari oranlari

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



Invaziv Fungal Infeksiyonlarin Tedavisi
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Kilavuzlar: Invaziv Kandidiyazis Tedavi

L-AmB, IC tedavisi icin ESCMID/ECMM/ERS ve IDSA kilavuzlarinda orta veya guclu duzeyde tavsiyeye sahiptir.

ECIL 20171
. IDSA 20162
. Leukaemia/HSC
Antifungal Patients with
Overall population haematological Non-neutropenic patients Neutropenic patients
malignancies

Micafungin Al* All* Strong recommenfjatlon/ high quality of Strong recommendat.mn/ moderate quality of
evidence evidence

Anidulafungin Al Allt Strong recommenfjatlon/hlgh quality of Strong recommendat.lon/moderate quality of
evidence evidence

Caspofungin Al All Strong recommenqatlon/ high quality of Strong recommendaiflon/ moderate quality of

AmBisome Al Al Strong recommen.datlon t/ high quality of Strong recommendapon/ m§oderate quality of

Fluconazole AlS clils strong recommee\;:jlzt:g;{hlgh quality of Weak recommendation/low quality of evidence?

Voriconazole Al BII° strong recommen:sit:;r;ir;‘f derate quality of Weak recommendation/low quality of evidence®

Itraconazole - - - -

Posaconazole - - -

Footnotes: Grades A (strong)-C (weak) reflect the strength of the recommendation. Grade D in ESCMID/ECMM/ERS guidelines supports a recommendation against use. Levels |, Il and Ill represent the quality of the
available evidence. Full details of the classification systems are provided in the respective treatment guidelines. * See warning box in European label. t Provisional grading. f For patients who are intolerant/resistant to
other antifungals. O Close monitoring for adverse events is required. - Not in severely ill or unstable patients. ! Not in patients with previous azole exposure. ** For patients that are not critically ill and where
fluconazole resistance is unlikely. # Offers little advantage over fluconazole. § Less attractive because of toxicity. 2 Alternative for patients who are not critically ill and without prior azole exposure. ¢ Can be used
where additional coverage against moulds is desired. " Strength of recommendation was not agreed upon by all experts, but from a majority vote.

Abbreviations: ECIL: European Conference on Infections in Leukaemia; ECMM: European Confederation of Medical Mycology; ERS: European Respiratory Society; ESCMID: European Society of Clinical Microbiology and
Infectious Diseases; HSCT: haematopoietic stem cell transplant; IDSA: Infectious Diseases Society of America.

Tissot F, Agrawal S, Pagano L, et al. ECIL-6 giuidelines for the treatment of invasive candidiasis, aspergillosis and mucormycosis in leukemia and hematopoietic stem cell transplant patients. Haematologica 2017;102:433-444.
Pappas PG, Kauffman CA, Andes DR, et al. Clinical Practice Guideline for the Management of Candidiasis: 2016 Update by the Infectious Diseases Society of America. Clin Infect Dis 2016;62:e1-50
Cornely OA, Bassetti M, Calandra T, et al. ESCMID* guideline for the diagnosis and management of Candida diseases 2012: non-neutrogenic adult patients. Clin Microbiol Infect 2012;18 Suppl 7:19-37.

Ullmann AJ, Akova M, Herbrecht R, et al. ESCMID* guideline for the diagnosis and management of Candida diseases 2012: adults with haematological malignancies and after haematopoietic stem cell transplantation (HCT). Clinical Microbiology
and Infection 2012;18 Suppl 7:53-67.



Candida Turlerine Etkinlik

Fluconazole  Voriconazole Echinocandin Amphotericin B

C. albicans ++ o+ Sy ++
C. dubliniensis ++ ++ ++ ++
C. tropicalis ++ ++ gk +4
C. glabrata +/- X - IoT
C. krusei - + 4 Lo
C. parapsilosis ++ ++ + 4
C. guilliermondii + ++ + o
C. lusitaniae - ++ ++

https://www.idstewardship.com/



Kilavuzlar: Invaziv Aspergillosis Tedavi

ECIL 2017"
Antifungal Leukaemia/HSCT IDSA 20162
patients
Voriconazole Strong recommendation/high quality of evidence
Isavuconazole Al Strong recommendation/moderate quality of evidence
L-AmB Bl Strong recommendation/moderate gualitx of evidence I
C—
Caspofungin Cll -
Itraconazole Clll -
Voriconazole + Anidulafungin Cl* -
Voriconazole + Echinocandin - Weak recommendation/moderate quality of evidence
Other combinations Clll -

Recommendation against primary

therapy with echinocandin alone - Strong recommendation/moderate quality of evidence

Footnotes: Grades A (strong)-C (weak) reflect the strength of the recommendation. Grade D in ESCMID/ECMM/ERS guidelines supports a recommendation against use. Levels I, Il and Ill represent the quality of the
available evidence. Full details of the classification systems are provided in the respective treatment guidelines. *Monitoring of serum levels of voriconazole is indicated.

Abbreviations: ECIL: European Conference on Infections in Leukaemia; ECMM: European Confederation of Medical Mycology; ERS: European Respiratory Society; ESCMID: European Society of Clinical Microbiology and
Infectious Diseases; IDSA: Infectious Diseases Society of America.

Tissot F, Agrawal S, Pagano L, et al. ECIL-6 guidelines for the treatment of invasive candidiasis, aspergillosis and mucormycosis in leukemia and hematopoietic stem cell transplant patients. Haematologica 2017;102:433-444.
Patterson TF, Thompson GR, 3rd, Denning DW, et al. Practice Guidelines for the Diagnosis and Management of Aspergillosis: 2016 UEdate by the Infectious Diseases Society of America. Clin Infect Dis 2016;63:e1-e60.
Ullmann AJ, Aguado JM, Arikan-Akdagli S, et al. Diagnosis and management of Aspergillus diseases: executive summary of the 2017 ESCMID-ECMM-ERS guideline. Clin Microbiol Infect 2018;24 Suppl 1:e1-e38.



Invaziv Aspergilloz:
Direnc ve Vorikonazolle Mortalite

Cok merkezli retrospektif Hollanda

kohort calismasi, 2011-2015 (N = 19€)
— 154 (% 79) hastada vorikonazol baslandi
— 37’si (% 19) vorikonazole direncli.

* 30/37 (% 81)'i pan azol direnci;
Vorikonazole direnc varhlgi 42. gtinde
genel mortalitede % 21 artisla iliskili
(% 49'a kars1 % 28; p =.017)
Uygunsuz baslanan vorikonazol
kullanimi mortalitede % 23 artisla
iliskili (% 47'ye kars1% 24; p =.016)

Lestrade. Clin Infect Dis. 2018;[Epub].
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Pediyatrik ve Eriskin Hematolojik Maligniteli Hastalarda
Halo Isaretine (erken evre IFI) dayanarak
AmBisome"” tedavisi

CErken evre iFi’de L-AmB 3 mg/kg/giin ile tedavi %82 sagkalim

L-AmB ile tedavi sonrasi12 haftalik sagkalim

I Muhtemel iFi'de L-AmB ile tedavi (n=62)

%58 I Olasi/kanitli iF’"de L-AmB ile tedavi (n=45)

Halo isareti = muhtemel iFi = erken evre iFi

Cornely et al. Mycoses 2010; 54: e449-e455.



Yuksek risk altindaki hastalar tipik
olarak antifungal ilaclarla etkilesime
girebilen kompleks ila¢ rejimleriyle
tedavi edilmektedir.'%12

Antifungal ilaglann serum dizeyi

monitorizasyonu igin oneriler’®

ilaglar

Amfoterisin B Gerekmez

Flusitosin Evet-toksisite

Flukonazol Gerekmez

itrakonazol Evet-absorpsiyon, etkinlikten emin clunuz

Verikenazol Evet- Degisken metabolizmaya bagh subterapétik |
ve toksik konsantrasyon, ilag etkilesimi, pediyafrik
hastalar?

| Posakonazol Evet-absorpsiyon, etkinlikten emin olunuz

Tablo referans 10°'dan uyarlanmushr.

Azol kullanan hastalarda gozlemlenen
ilag-ilag etkilesimleri' "

Kuf-aktif azeller, CYP3A4 enzim sistemini inhibe ederek ibrutinib'in

eliminasyonunu azaltabilir.

~ CYP450 Tefikleyicileri

+ Karbamazepin
* Fenobarbital

+ Fenitoin

* lzoniazid

* Rifampin

* Rifabutin

* Neviropin

CYP450 Substratiar
= Sitatinler

» Siklosporin

* Takrolimus

* Sirolimus

* Proteaz inhibitorleri:
saquinavir, ritonavir

* Kalsiyum kanal blokerleri:
diltiozem, verapamil,
nifedipin, nisoldipin

Tablo referans 13 ve 14'ten uyarlanmighr,

Vorikonazol ile birlikte kullanimi

KONTRENDIKE olan tibbi Griinler'

+ Terfenadin, astemizol, sisaprid, pimozid, kinidin

* Sirolimus

+ Rifampisin, karbamazepin ve fenobarbital,
* CYP3A4 subsiratian olan ergot alkaloidleri {(orn; ergotamin,

dihidroergotamin)
+ 5t John's Wort

+ YUksek doz Ritonavir (800 mg/gun ve Uzeri)
+ 400 mg/gin veya daha yilksek dozda efavirenz

Tablo referans 15%ten uyarlanmughr,

10. Ashley et al 2006, 11. Trifilio et al 2005, 12. Leather et al 2004,
13. Lewis et al 2006, 14. Maschmeyer et al 2019 15.Vfend 200 mg KUB



30 yili askin klinik kullanimla,
Amfoterisin B’ye karsi edinilmis direng ¢ok az!

Albicans disi kandida tiirlerinde 6zelikle C. glabrata®
i¢in direng artmaktadir.

Ekinokandinler

C. kruse®, C. glabrata®® ve A. fumigatus®

igin direng artmaktadir. Triazoller
Polien antifungallere diren¢ nadirdir.: Amfoterisin B
I T T T T T T T T T
1551 1953 1555 1957 1559 2001 2003 2005 2007 2009 2011
T T T
vorikonazol® 2 anidulafungin®*
+ posakgnazol®**
AmBisome™&12 kaspofungin™
mikafungin'***

Kullanilmaya baslandiktan sonra gegen zaman

Referanslar: 1. Spampinato C, Leonardi D. BioMed Research International Volume 2013, Article ID 204237, 13 pages.
http://dx.doi.org/10.1155/2013/204237.. 2. Pfaller MA et al. J Clin Microbiol. 2012; 50(4):1199-203. 3. Pfaller MA et al. J Clin Microbiol. 2008; 46(2): 515-
521. 4. Arthington-Skaggs BA and Frade JP. Issues Infect Dis. Basel, Karger, 2010, vol 6, pp 138—153. 5. Snelders E et al. PLoS Med. 2008; 5(11):e219. 6.
AmBisome” Kisa Uriin Bilgisi. 7. Cancidas” Uriin Bilgisi. 8. Vfend® Uriin Bilgisi. 9. Noxafil” Urtin Bilgisi. 10. Eraxis’ triin bilgisi. 11. Mycamine” Uriin Bilgisi. 12.
Kigukoglu K. Ankara Ecz. Fak. Derg. 2008; 37 (1): 63 - 90.



http://dx.doi.org/10.1155/2013/204237

L-AmB’nin genis bir araliktaki patojenlere karsi
etkili oldugu gosterilmistir.1

Ampirik Dissemine Aspergilloz Mukormikoz Kriptokokkoz Visceral
Kandidiyaz leishmaniasis
Lipozomal AmB! \'/ '/ '/ \'} \'} V'
Vorikonazol? - v v - - -
Posakonazol® - 2. basamak - - -
Kaspofungin* v v 2. basamak - - -
Mikafungin® - v 2. basamak - = -
Anidulafungin® - \') - - - }
Flukonazol’ - ' - - v -
Itrakonazol?® - v v - 2. basamak -

Referanslar: 1. AmBisome®, KUB, Ocak 2015. 2. VFEND®, KUB, Mayis 2019. 3. Noxafil®, KUB, Mart 2017. 4. Cancidas®, KUB, Nisan 2019
5. Mycamine®, KUB, Nisan 2019. 6. Eraxis®, KUB, Ocak 2019.7. Triflucan®, KUB, Nisan 2011. 8. itraspor®, KUB, Ajustos 2017
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Yeni hedefe yonelik kemoteropdtikler veya immunsupressif ajanlar ile
dusuk riskli kabul edilen hastalarda bile IFI gorilebilmektedir

llac-ilac etkilesimleri bu ilaclarla triazoller arasinda siklikla bildirilmektedir
(tedavi veya profilaksi)

Profilaksi amaclh diistk dozda antifungal maruziyeti, direncli suslarin
secilmesine neden olmakta ve farkli bir sinif genis spektrumlu antifungal
gerekliligi dogmaktadir

Tedavide gecikme IFl hastalarinda mortaliteyi artirmaktadir

Genis acidan bakildiginda IFI siphesi olan hastalarda L-AmB,
mikrobiyolojik ve diger kanitlar elde edilene kadar empirik tedavide genis
spektrumlu bir antifungal olarak degerlendirilmelidir

L-AmB’nin, spesifik tedavide etkinlik ve glivenilirligine ait bilgiler yeterince
mevcuttur
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