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Risk gruplar:

* Yogun bakim hastalari
» APACHE skoru yuksek-kalis sturesi uzun

» Santral kateteri olan
» Imminstprese hastalar
» Kij, organ transplantasyonu, AIDS

* Kemoterapi-notropeninin suresi ve derinligi

» Steroid ve diger immunstupresif ajanlar




Basaril bir antifungal tedavi

Review

Using pharmacokinetics and pharmacodynamics to optimise dosing of antifungal
agents in critically ill patients: a systematic review

~

Mahipal Sinnollareddy®-°-*, Sandra L. Peake €, Michael S. Roberts *-°, Jeffrey Lipman %-¢, Jason A. Roberts >-9-¢-f




Basarili bir antifungal tedavi

Disease-related factors
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Fig. 1. Disease-related factors that could affect the volume of distribution (Vy4) and clearance (CL) in critically ill patients.




Basarili bir antifungal tedavi

Drug-related factors
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Overcoming antifungal resistance

Anand Srinivasan ', Jose L. Lopez-Ribot™*", Anand K. Ramasubramanian '
» Mevcut tedavilerin gozden gecirilmesi
* Tam yontemlerinin gelistirilmesi-erken tani

 Kiiltir bazh yontemler

» Kultir bazh olmayan yontemler
» Galaktomannan, beta-glukan, PZR

* Biofilm uizerine etkinligin test edilmesi

* Yeni ajanlarin kesfi




Kombinasyonlar

Review

The role of combination antifungal therapy in the treatment of invasive
aspergillosis: a systematic review

Musa A. Garbati?, Faisal A. Alasmari *°, Mohammad A. Al-Tannir €, Imad M. Tleyjeh *2<<-

internanonal journal of Infectous Diseases 16 (2012) e76-e81




(A) Depletion Theory
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(B) Enhancement Theory
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Mukherjee PK, et al. Clin. Microbiol. Rev. 2005



Study

Condmion

Intervennon ( drugs)

Monotherapy

Combmaton

COMBISTRAT: AmBisome™ In
combination with caspofungm
for the treatment of invasive
aspergillosis

Tnal of micafungin ( K463) in
combination with liposomal
amphotencan B (AmBisome™

for aspergillosis

MKD921 in combmation wath
standard anufungal agent(s

for the treatment of salvage
invasive aspergiliosis
Amdulafungin plus vonconazole
versus voriconazole for the
treatment of invasive aspergillosis
Study to test the combination

of vonconazole and anidulafungin
in patents who have, or are
thought to have, invasive
aspergilosis and who are unable
to take a common antifungal
therapy (polyene

A study to evaluate the
effectiveness of vonconazole+
micafungin versus vonconazole
alone for nvasive aspergillosis

A safety and effectiveness study
of intravenous anidulafungm wath
AmBisome® for treatment of A
Tnal of combination antifungal
therapy (Von+Mica vs. Vorn +
Placebo) in invasive aspergillosis
Voriconazole and anidulafungin
combination for invasive
aspergilosis in pediatric subjects

Invasive aspergilosis

AmBisome®

Aspergillosis

Non-comparative

Aspergillosis

Non-comparative

Aspergillosis

Vonconazole

Aspergillosis

Vonconazole

Aspergillosis/blood
aspergillosis/invasive

Vonconazole .

(o

Aspergillosis

Non-comparative

Invasive aspergillosis

Vonconazole+ placebo

Invasive aspergillosis

Vonconazole

AmBisome® +caspofungin

Micafungin + LPD-amphotericin B

MKO0991: caspofungin,
amphotenan B or liposomal
amphotenan B and/or azole

Voriconazole + anidulafungin

Voriconazole + anidulafungin

Vorconazole + mcafungmn

Anidulafungin + AmBisome™

Voriconazole + mcafungm

Voriconazole + anidulafungin
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Antifungal Drug Discovery: Something Old and
Something New

Arielle Butts', Damian J. Krysan®>*

1 Department of Chemistry, University of Rochester, Rochester, New York, Unsted States of Amenca 2 Department of

York, United States of As Depa ent of Micobiology/immunoiogy, University of Rochester, Rochester, New




Antifungal Drug Discovery: Something Old and
Something New

Arielle Butts', Damian J. Krysan®>*

1 Department of Chemistry, University of Rochester, R ester, New York, Unsted States of Amenca, 2 Depantment of Pediatncs, University of Rochester, Rochester, New
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1990:

aspafungin, an

Huconazole i1s echinccanain, is
nohotericin B

1Phot 15 0 A-approve DA-approved

1950’li yillardan beri az sayida ajan tedavide yer al

1972: 1997:




Antifungal Drug Discovery: Something Old and
Something New

Arielle Butts', Damian J. Krysan®>*

1 Department of Chemistry, University of Rochester, Rochester, New Yo

York, United States of America, 3 Depantment of Microbiology

1967:

1% 6 o 1" antifunga fluconazole is

amphotericin B 5o of A\-approves DA-approved

1950’li yillardan beri az sayida ajan tedavide yer al

1963: 1972: 2012:
Hucytosine 1s 1" echinocandin CLSI breakpoin the search for
synthesized is discovered tor Huconazole antifungals

ntinues

* Yeni tedavi secenekleri;
* Yeni molekiiller
 Daha onceden antifungal olarak kullanilmayan, mantar

tedavisinde etkin olabilecek?
* Antifungal
« Antifungal tedavinin yaninda adjuvan
» Farmakolojik ve toksik 6zelliklerinin daha 6nceden bilinmesi
avantaj



Standart MIK/Ureme temelli é6lciimler

» Standardize yontemlerle antimikrobiyal
etkinligin saptanamadigi durumlarda

kullanilmakta

» Small colony varyant

» Biofilm icindeki mikroorganizma
R

» Standardize edilmemis ajanlarin etkinligi

* Terferadin, tamoxifen

Jacobs A C et al. AAC. 2013;57:26-36



Adenylate Kinase (AK) SALINIMI

Bactericidal

Molecule
2ADP
AK
AK
ATP
Luciferase Luminescent
Readout
Jacobs A C et al. AAC. 2013;57:26-36 Antimicrobial Agents and Chemotherapy
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Yeniden kullanima girebilecek ajanlar
» (Calcineurin ve rapamycin hedef
(TOR) inhibitorleri *
* Flukanozolle sinerjistik
* Geldenamycin (17-AAG derivesi)™*

» In vitro ve sistemik kandidiazisde
flukanazol etkinliginde artis X

* Anti-depresan sertraline

* Kriptokoksik enfeksiyon; Flukanazol
monoterapisine gore- Beyin mantar
yukiunu azaltir

*Heitman laboratuvariari
**Cowen ve Lindquist laboratuvariari



[ BMC
Infectious Diseases

RESEARCH ARTICLE

Interferon-gamma as adjunctive immunotherapy
for invasive fungal infections: a case series

» (Candida ve Aspergillus (yaygin ve ciddi
enfeksiyonlarda); standart tedaviye ek

» Rekombinant IFN-y (rIFN-y; 100 ug s.c., haftada 3
defa/ 2 hafta)

» Immiin fonksiyonlar: parsiyal olarak restore
eder A




IFN-y treated patients

Site of nfection n= Undertying iliness A Antifungal therapy n= Outcome

.

Placebo treated patients

IL-13 , TNFa , T-hucre sitokinleri IL-17 ve IL-22, HLA-DR ekspresyonunda artis,
monontklereer hiicre sayisinda artis, [L-10’da degisiklik saptanmams




moltlecllies
ISSN 1420-3049

mdpt.com journal molecules

Anti-Candida, Anti-Enzyme Activity and Cytotoxicity of
3.5-Diarvl-4,5-dihvdro-1H-pvrazole-1-carboximidamides

Simone Oliveira . Lucas Pizzuti °, Frank Quina . Alex Flores *, Rafael Lund =,

Claiton Lencina . Bruna S. Pacheco ", Claudio M. P. de Pereira  and Evandro Piva
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Pyrazole deriveleri; 1-11
* C.albicans ve non-albicans candidalar

- Fungasidal aktivite (MIK, MFK), fosfalipaz, proteinaz
ve sitotoksik etki

Pyrazol derivesi 8, 9, 11 etkinligi dusuk
Digerleri (MIK ve MFK); 125-250 pg/mL

Pyrazol 5 (MIK ve MFK); 15.6 pg/mL (bir
C.albicans susu)

» Dustk sitotoksik etkinlik




ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Nov. 2011, p. 308995106
0066-4804/11/S12.00 dor:l01128/AAC.ONL32.11
Copynight © 2011, American Society for Microbiology. All Rights Reserved.

Discovery of a Novel Class of Orally Active —\I][ltUIlel
B-1.3-D-Glucan Synthase [nhibitors"
Scott S. Walker.'* Yimine Xu.! Ilias Triantafvilou.! Michelle F. Waldman.! Cara Mendrick.'

Piperazine-yerine gecen pyridazinone GS inhibitorleri (SCH-A;B;C)
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FIG. 3. Oral efficacy of a piperazinyl-pyridazinone GS inhibitor in a murine model of C. glabrata infection. (A) Kidney burdens of animals
infected with C. giebrata C624. Compounds were dosed orally once per day (OD). twice per day (BID). or three times per day (TID). (B) SCH
B plasma concentrations following the indicated single doses. The dashed line indicates the C624 i vuro MIC (0.1 pg/ml). (C) Kidney burdens
of animals infected with C. glabrara C454. Compounds were dosed orally once per day at the indicated levels. (D) SCH B plasma concentrations
following the indicated single doses. The dashed line indicates the C354 m vitro MIC (1 pg/ml). Asterisks indicate a P value of <0.001. Throughout

these 7-dav infection/treatment studies, no toxicity was observed for SCH B.




Biyofilm icindeki mantarlar

» Antifungal ajanlarin etkinlikleri azalmakta
» Biofilm icindeki ytliksek hiicre dansitesi
» Yapisal degisiklikler
* Biofilm matriks yapisi
* Pratikte en sik kakrsllastlglmlz
» Santral kateter iliskili bakteriyemiler
» Uriner kateter iliskili USE

FonsecaE et al. Biofouling. 2014



24th E C C M I Barcelona, Spain
10-13 May 2014

Educational Workshop

EW0S How to diagnose and treat bacterial and fungal
biofilm infections

Arranged with the ESCMID Study Group for Biofilms [ESGB

Mariana Henriques (Braga, Portugal]
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Flukonazolun etkinligi

* Minimum biofilm inhibitor konsantrasyon
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Flukonazolun etkinligi

* Minimum biofilm inhibitoér konsantrasyon
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Caspafungin etkinligi

Candida glabrata ATCC 2001 0,0001

Candida glabrata 562123 0,0001-0,0005

Candida glabrata 534784 0,0005
Candida glabrata AE2 0,0005

Candida glabrata D1 0,0005
Candida glabrata 513100 0,0005
Candida glabrata 585626 0,0005
Candida albicans SC5314 0,0075-0,015
Candida parapsilosis ATCC 0,005-0,0075

Candida tropicalis ATCC 750 0,005-0,0075



Antifungal dirence neden olan yapisal
degisiklikler

* Plazma membran . ‘
ATP-baglayan kaset (ABC) l?rgo_s terol ?e_ntem
tastyicl uzerine etkili

1. SNQ2 1. ERG3

* Cok ilaca direncg 2 ERG6
< e . * Amf B, nistadin
* Azol direnci direnci olurken azol
- PDR1; direnc genlerinin duyarhhg artar
aktivator elemam 3 ERG11
* Efluks pompasi .
regiilasyonu * Azollerin hedef
enzimi

» CID regiilasyonu

FonsecaE et al. Biofouling. 2014
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Biofilm matriks

ATCC 2001
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Biofilm uzerine etkin yeni ajanlar

* Gumus nanopartikiller

» Monteiro et al., Biofouling: The Journal of Bioadhesion and
Biofilm Research, 27(7), 711-719, 2011

* Monteiro et al., Mycoses, 56(6), 672-680, 201X
* Dogal bitkiler
* Martins et al,, Food Chemistry, (In Press), 2014

» Croton nepetaefolius, Diterpene Casbane; Carneiro, et al.
Molecules, 16(1), 190-201, 2011

* Fotodinamik terapi

* Lopes, et al. Submitted to Photochemistry and Photobiology B:
Biology, 2014




iofouling, 2013

Vol. 29. No. 6, 651-660. http://dx.do1.org/10.1080/08927014.2013.794225

Anti-biofilm activity of silver nanoparticles against different microorganisms

Fidel Martinez-Gutierrez**, Laura Boegli’, Alessandra Agostinho’, Elpidio Morales Sanchez®, Horacio Bach®, Facund
Ruiz® and Garth James’
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Biofouline. 2013
Vol. 29. No. 6. 651-660, http://dx.dor.org/ 10.1080/08927014 2013
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Dogal bitkiler

» Adacayi, kekik otu, nane turevleri, hatmi
cicegi???




Brazilian Journal of Microbiology (2010) 41: 116-123
ISSN 1517-8382

IN VITRO ACTIVITY OF ORIGANUM VULGARE ESSENTIAL OIL AGAINST CANDIDA SPECIES

Marlete Brum Cleff'*: Ana Raquel Meinerz': Melissa Xavier: Luiz Filipe Schuch”: Mirio Carlos Araiijo Meireles™: Maria

Regina Alves Rodrigues': Jodao Roberto Braga de Mello®
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Molecuies 2014. /9. 2925-2956: do1:10.3390/molecules19032925

Review

molecules

ISSN 1420-3049
www.mdpi.conyjournal'molecules

Early State Research on Antifungal Natural Products

Melyssa Negri, Tania P. Salci. Cristiane S. Shinobu-Mesquita, Isis R. G. Capoci.
Terezinha I. E. Svidzinski and Erika Seki Kioshima =

Essential oil

MNMain constituents

Fungus tested

Calea clemandea

Clemateol

TI'richophvion rubrum,
T. ronsurans, T. mentagrophvres,
Microsporum gvpsewum.,
M. canis, M. nanum,

Epidermophvion floccosum

Ocimum grarissimum

Eugenol

C. ailbicans, C. krusezu,
C. parapsilosis. C. fropicaliis

Sahna officinalis

Camphor and cis-thujone

C. albicans, C. krusei, C. ropicaliis,
C. parapsiiosis, C. glabrara, E.
Jloccosum, T. rubrum, T.
menrtagrophvres, M. canis, M.
gvpseum. A. flavus, Fusarium
moniliforme, Peniciilium ralicum,
Cladosporium cladosporioides.

Calendula officinalis
L.

o-Cadmmene. a-cadinol and epi-a-
muurolol

C. albicans, C. dublimiensis,
C. parapsilosis, C. glabrara,
C. mopicaiis, C. gwilliermondil,
C. kruseir, Rhodororulia sp.




Fotodinamik tedavi- biofilm uizerine
etkinligi

Mechanism of Photodynamic Therapy ML CAES

ozefagus
* Toluidin
mavisi,
s metilen
02 mavisi,
Light Photoactive drug Biological porflrln
response - .
turevleri
® Reactive oxygen species / free radicals
* PDT initiates cellular apoptosis * 26-245 J cm ™2
10 sn-26 dk

Javed F, et al. Photochem Photobiol Sci. 2014



Fotodinamik tedavi- biofilm uzerine
etkinligi

» Oral kavite,
ozefagus

* Toluidin
mavisi,
metilen
mavisi,
porfirin
turevleri

* 26-245 J cm™
10 sn-26 dk

Javed F, et al. Photochem Photobiol Sci. 2014



ECIL-5 guncellemeler
2013-Update of the ECIL Guidelines for

Antifungal Therapy in Leukemia
and HSCT Patients (ECIL-5)




ECIL-5 giincellemeler

2013-Update of the ECIL Guidelines for
Antifungal Therapy In Leukemla

R e~ === s

ECIL-1to3 ECIL-5

Strong evidence for efficacy and substantial clinical benefit: Strongly Good evidence to support a
recommended recommendation for use

Strong or moderate evidence for efficacy, but only limited clinical benefit: Moderate evidence to support a
Generally recommended recommendation for use

Insufficient evidence for efficacy; or efficacy does not outweigh possible Poor evidence to support a
adverse consequences (e.g. drug toxicity or interactions) or cost of recommendation for use
chemoprophylaxis or alternative approaches: Optional

Moderate evidence against efficacy or for adverse outcome: Generally not Omitted
recommended

Strong evidence against efficacy or of adverse outcome: Never recommended Omitted




ECIL-5 guiincellemeler

2013-Update of the ECIL Guidelines for

Antifungal Therapy in Leukemia

ECIL-1to3 ECIL-5

Strong evidence for efficacy and substantial clinical benefit: Strongly Good evidence to support a
recommended recommendation for use

Strong or moderate evidence for efficacy, but only limited clinical benefit: Moderate evidence to support a
Generally recommended recommendation for use

Insufficient evidence for efficacy; or efficacy does not outweigh possible Poor evidence to support a

ECIL-1to 5 (no change) B
Evidence from > 1 properly randomized, controlled trial

Evidence from > 1 well-designed dinical trial, without randomization; from cohort or case-controlled analytical
studies (preferably from >1 center); from muitiple time-series; or from dramatic results from uncontrolled
experiments

Evidence from opinions of respected authorities, based on dlinical experience, descriptive studies, or reports of
expert committees




didemia In hematologic patients betore species
identification (Changes in ECIL-5 compared to ECIL-1 to 3)

Overall population Hematological pts

Micafungin? Al Bl Al
Anidulafungin Al 21N Al
Caspofungin Al M Al
AmBisome Al g1 Al
ABLC, ABCD B Il
AmB deoxycholate 2 X cI 2 c
Fluconazole®4 A Ik
Voriconazole? Al

! See warning box in European label

? Close monitoring for adverse event is required
3 Not in severely ill patients

4 Not in patients with previous azole exposure




Candida species

Overall population

Hematological patients

C. albicans

C. glabrata

C. krusei

C. parapsilosis

Echinocandins (A 1)
Fluconazole (A I)*
Voriconazole (A l)

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

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

Echinocandins (A Il)

L-AmB(B1) /ABCD (B l) /
ABLC (B I1) /d-AmB (C 1)
Voriconazole (B |)

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

‘C I in severely ill patients

Echinocandins (A 11)?
Fluconazole (C IlI)
Voriconazole (C IlI)

L-AmB (B Il) /ABCD (B1l) /
ABLC (B I1) / d-AmB (Cll)

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

Echinocandins (A IlI];
L-AmB (B Il) / ABCD (B I) /

ABLC (B 11) /d-AmB (C 1)
Voriconazole (C IlI)

Fluconazole (A I1l)
Voriconazole (C IlI)
Echinocandins (B Ill)
L-AmB (B 11) / ABCD (B 1) /
ABLC (B 11) /d-AmB (C i)

“A lll for anidulafungin




Candidemia: Catheter removal

Removal of central venous line
— In non-hematological patients

— In hematology patients

— Removalic shuavs recommenaea—when
- e ic ieo | " 1

* When catheter cannot be removed, treatment with an
echinocandin or a lipid formulation of amphotericin B is
preferred B Il




Invasive aspergillosis: First-line

Agent

Grade Comments

Voriconazole

Ambisome
ABLC
Caspofungin
ltraconazole
ABCD

Al

B
B Il
Cll
C Il
&

2x6 mg/kg D1 then 2x4 mg/kg
(initiation with oral: Clll)

dose 3 mg/kg
dose 5 mg/kg

Combination voriconazole + anidulafungin

= (o

Other combinations

CIll

AGAINST THE USE

Amphotericin B deoxycholate




Agent

Ambisome
ABLC
Caspofungin
Itraconazole
Posaconazole

Voriconazole

Invasive aspergillosis: salvage

Grade

BATl BII
BATI BII

B Il
C Il
B Il

Comments

no data in voriconazole failure
no data in voriconazole failure
no data in voriconazole failure
Insufficient data

no data in voriconazole failure

if not usid in 1st line

Combination

different studies, not randomized




ECIL-5 (2013)

Mucormycosis
Recommendation for first line (part 1)

Management includes antifungal therapy, control of underlying
conditions and surgery All

Antifungal therapy
- AmB deoxycholate C Il
- Liposomal AmB BIl?!
- ABLC BIl?Y
- ABCD o |
- Posaconazole Clll?

- Combination therapy all

* Liposomal amphotericin B should be prefarred in CNS infection and/or renal failure.

° No data to support its use as first line treatment. May be used as an alternative when
amphotericin B is absolutely contraindicated.




ECIL-5 (2013)

Mucormycosis

ECIL-5 (2013)

Mucormycosis
Recommendation for first line (part 2)

Management includes antifungalitherapy, control of underlying
conditions and surgery. All

Control of underlying condition All3
Surgery
- rhino-orbito-cerebral All
- soft tissue All
- localized pulmonary lesion B Il
- disseminated cli¢
Hyperbaric oxygen all

* Control of underlying condition includes control of diabetes, hematopoietic
growth factor if neutropenia, discontinuation/tapering of steroids, reduction of
immunosuppressive therapy

* Surgery should be considered on a case by case basis, using a multi-disciplinary
approach




- ECIL-5 (2013
Mucormycosis SR,

Mucormycosis
Mucormycosis

Recommendation for salvage therapy (failure of first line)

ECIL-5 (2013)

Salvage (failure of first line)

Management includes antifungal therapy, control of underlying

disease and surgery. All
Posaconazole Bl
Combination lipid AmB and caspofurigin BH BIII
Combination lipid AmB and posaconazole cHT Bl

AGAINST THE USE
Combination with deferasirox All




Journal of Antimicrobial Chemotherapy Advance Access published December 20, 2011

Journal of
Antimicrobial

—lﬂf,‘ microb (hemother

d0i:10.1093 /jac/dkr540 Chemotherapy

Deferasirox as adjunctive therapy for mucormycosis

J. Peter Donnelly'* and Meir Lahav?




Journal of Antimicrobial Chemotherapy Advance Access published December 20, 2011

Journal of
J Antimicrob Che 100% | ‘ “crOblul
doi:10.1093/jac/e - otherapy

80%

60%
-@— Deferasirox
-O—Placebo
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40%

. 2 9
20% o—o

1

20 40 60 80
Days after initiation of antifungal therapy

Spellberg B et al. J. Antimicrob. Chemother 2012;67:715-722




Mucormycosis
Recommendation for maintenance therapy
or in case of intolerance to first line therapy

Maintenance therapy (prior response or stable disease)

Or intolerance to first line therapy

Posaconazole BIlll

1 whenever possible, overlap of a few days (at least 5) with first line therapy to
obtain appropriate serum levels. Monitoring of serum levels might be indicated




Sonuc

* Mevcut antifungallerin etkin kullanimi

» Eski molekiillerin antifungal
etkinliklerinin on plana cikmasi

* Adjuvan tedaviler
* Yeni antifungaller \

» Biofilm tabakasi ile muicadele

* Yeni yaklasimlar







Ne ile?

Doc. Dr. Nurettin ERBEN
Eskisehir Osmangazi Universitesi Tip Fakiiltesi

Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji AD




Sunum Plani

Risk azalmasi, tedavi icin gerekli sayi

*| IFE risk faktorleri

M’ |FE insidansi

8 % Antifungal profilaksi kime verilmelidir?
(/b"’ Profilakside kullanilan antifungaller

%3 . . . e o
.. Antifungallerin spektrumu, yan etki profili, ilag
zvgg etkilesimleri

4,
\! AT




Profilaksi: Kime? Ne zaman? Ne ile?

* Invaziv fungal enfeksiyonlarda (IFE) profilaksinin
onemi

— Bagisikhgr baskilanmis konakta yuksek mortalite ve
morbidite

— Uzun sure hastanede kalma

— Antifungallerin toksik etkilerine maruz kalma
— Yuksek maliyet

— Tani koymadaki zorluklar

* Enfeksiyon tablolarinin silik olmasi
* Hizli ve kotl seyir gostermesi




=&

‘ Antifungal profilaksi kime verilmelidir?

* Mutlak risk (absolute risk): Belli zaman

araliginda bir hastaliga yakalanma riskidir

— Ornegin 60 yasina kadar kalp hastaligi 10 kisiden bir kiside gelisiyorsa kalp
hastaligi mutlak riski %10°dur

e Goreceli risk (relative risk): ki ayri grup
arasindaki riski karsilastirmak icin kullanilir

— Ornegin, bir profilaksinin hastaligin géreceli riskini %50 azaltir demek;
hastaligin her 20 kisiden 2 kiside goruldiglnd kabul edersek 2’nin %50'si 1
kiside profilaksiye bagh hastalik gelismez ve profilaksi sonrasi hastaligin
sikhgr 1/20 olur.




Antifungal profilaksi kime verilmelidir?

* Tedavi icin gerekli sayi (TGS) (humber need to treat,
NNT): Karsilastirilan gruplarda arastirilan etkinin
gozlenmesiicin en az kac hastanin tedavi edilmesi
gerektigini belirtir TGS: 1/ARR (mutlak risk azalmasi)

S - TGS degeri klinik Gnemi gosteren bir epidemiyolojik
Olcuttur ve istatistiksel bir olcut olan ‘p’ degeri gibi
ornek buyukligunden etkilenmez

.  |stenmeyen etkiyi de benzer sekilde hesaplayabiliriz
28 (number need to harm)




IFE insidansi %
(¥ [V¥)

=

0 - uiFE
Plasebo Profilaksi
Mutlak risk azalmasi: 2/100: % 2
2 Goreceli risk azalmasi: 2/5: % 40
\ Tedavi icin gerekli say1 TGS: 1/0,02 : 50
RO % -




Gunumuzde genellikle tedavi ve profilakside
etkinlik goreceli risk azalmasiyla tanimlanir

Gercek resmi gormek icin mutlak risk
azalmasi veya tedavi icin gerekli sayi
kullanilmahdir

llac calismalarinda genelde etkinlik goreceli
risk azalmasi, istenmeyen etki mutlak risk
azalmasi uzerinden verilir

Antifungal icin onerilen TGS: 20
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®IFE
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IFE insidansi %

(=]

Plasebo Profilaksi

Mutlak risk azalmasi: 2/100: % 2
Gorecelirisk azalmasi: 2/5: % 40
Tedavi icin gerekli say1 TGS: 1/0,02 : 50




Gunumuzde genellikle tedavi ve profilakside
etkinlik goreceli risk azalmasiyla tanimlanir

Gercek resmi gormek icin mutlak risk
azalmasi veya tedavi icin gerekli sayi
kullanilmahdir

llac calismalarinda genelde etkinlik goreceli
risk azalmasi, istenmeyen etki mutlak risk
azalmasi uzerinden verilir

Antifungal icin onerilen TGS: 20




Bats in the Bedroom, Bats in the Belfry: Reanalysis
of the Rationale for Rabies Postexposure Prophylaxis

Gaston De Serres,'? Danuta M. Skowronski,* Pierre Mimault,' Manale Ouakki,' Renee Maranda-Aubut?
and Bernard Duval'**

tut Nat e Ear'e 3.: que du Qusbec
; eille Caprtale. (luebec. and

B Sart=l an Drat st - - S -l | e~ - Anamen da |la Qanes
eparume O Socia! ang rrevenuve \1*:'3m e, Laval University, angd ‘Agence de iz Jants

d "3 olumbig Center § 2 Control, Yancouver, British Columbia. Canada

1980 1999 arasmda 21 yarasa kaynakh kuduz
vakasi

— 1-2 hasta yarasa tarafindan isiriimis

— 10-12 hastada fiziksel temas var

— 7-10 hasta herhangi bir temas tariflemiyor

* Advisory Committee on Immunization Practice

(ACIP)

— “Yarasa ile ayni odada kalan kisilerde farkinda
olmadan yarasa tarafindan isirilmis veya yarasa ile
direkt temas oldugu dusunulebilir”

— Yarasa bulunan ortamda uyuyanlar temas sonrasi
kuduz profilaksisi almalidir

De Serres G et al.Clin Infect Dis. 2009 Jun 1;48(11):1493-9.




Antifungal profilaksi kime verilmelidir?

» 36445 kisilik orneklem yapiliyor(419 kisi dis ortamda, 194 kapall
alanda yarasa ile karsilasmis ve asilanmis. Fiziksel temas ve 1sirilma
orani %5 az)

% * Tanimlanmis bir temasi olmaksizin yatak odasinda yarasaya maruz
e PAeL kalanlarda kuduz insidansi 1 vaka/ 2,7 milyar kisi-yil

* Bir tek kuduz vakasini onlemek icin tedavi edilmesi gereken
sayl

— 314.000 - 2.7 milyon kisi asilanmali

— 293-2500 saglik calisaninin toplam tam bir yil boyunca tam
zamanl calismall

— 228 milyon - 2 milyar Kanada dolarlik ek malzeme maliyeti

De Serres G et al.Clin Infect Dis. 2009 Jun 1;48(11):1493-9.




SAIF Ag1, Fransa, 12 merkez, invaziv aspergillosisde alta yatan hastaliklar (2005-2007)
393 invaziv aspergillosis
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IFE gelisme riski yiiksek olan hasta gruplari hangileridir?

HASTALAR ; ORNEKLER

ﬂ <> Kontrolsiiz altta yatan hastalik  * Relaps akutlGsemi
55 ¢

* Uzun suren MDS

o~
?? <> Antineoplastik tedavi * AL veya MDS i¢in remisyon indiksiyonu
* Monoklonal antikorlar (etarnercept,
alemtuzumab vb)
* Kortikosteroid tedavi (0.3 mg/kg/day
veya 3 haftadan uzun)

< Allojeneik KHN

7 < Allo-transplant sonrasi * GvHH icin kortikosteroidler
* GvHH £ CMV hastaligi

<> Onceden gegirilmis IFE * Invaziv aspergillosis

Agrawal S et al. J. Antimicrob. Chemother. 2011;66:i45



SAIF Ag1, Fransa, 12 merkez, invaziv aspergillosisde alta yatan hastalikiar (2005-2007)
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IFE gelisme riski yiiksek olan hasta gruplari hangileridir?

% HASTALAR ) ORNEKLER

k3 ?JO‘ <> Kontrolsiiz altta yatan hastalik  * Relapsakut|osemi

5 Y0 + Uzun siiren MDS
e
??} (‘ <> Antineoplastik tedavi * AL veya MDS i¢in remisyon indiksiyonu
ik b 7 * Monoklonal antikorlar (etarnercept,
‘)J@;} alemtuzumab vb)
L ' $SLE » Kortikosteroid tedavi (0.3 mg/kg/day
‘," ‘.' veya 3 haftadan uzun)
a : .
sl <~ Allojeneik KHN
LK RN D
Fias Frdr 5 e . ;
3‘774#/ <> Allo-transplant sonrasi * GvHH icin kortikosteroidler
-"\'fl. * GvHH + CMV hastaligi
A\ R R
<> Onceden gecirilmis IFE * Invaziv aspergillosis

Agrawal S et al. J. Antimicrob. Chemother. 2011;66:i45




Hematolojik malignite ve solid organ transplantasyonlarinda
invaziv aspergilozis riski

AML (indiksiyon) —
AlloKHN (GVHH)
MDS (induksiyon)

AC nakli YU'.(SEK
AlloHKHN (GVHD yok) e
AML (konsclidasyon)

KC nakli

Multipl Myelom —
Kalp nakli

KLL ORTA
AIDS RISK
NHL

OtoKHN

Bobrek nakli N—
Solid timar DUSUK
Immun Hastaliklar RIsK
Hodgkin Lenfoma

\ Herbrecht et al, Ann N Y Acad Sci. 2012




Invazif Aspergilloz Risk Faktorleri Skorlamasi

Yiksek (15-30%) Orta (5-15%) Dustuk (1-5%)
Allojenik KHN Allojenik KHN Allojenik KHN

* >40vyas * 19-40yas * <19yas

« KMLdisi * Doku uyumsuz « KML

* Graftyetmezligi * Doku uyumsuz

¢ Srareid akraba disi

. EiiD * |Insaat

calismasi

* Yazdonemi
* Laminar hava akimi olmamasi |

AML
AML Oto KHN

* >35vas Kemoterapi

* Diusuk performans

» Yiksek doz Ara-C

R e A

Camps IR.IntJ Antimicrob Agents. 2008;32 Suppl 2:119-23
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ﬁ Hematolojik Maligniteli Hastalarda IFE insidansi

Malignite | iFEinsidansi (%) @ Kifinsidansi(%) | Maya insidansi(%)
AML 12.3 ‘ 7.9 4.4
ALL | 6.5 4.3 2.2
ALLO KHN | 7.8 ‘ 6.7 1.1
KML | 25 | =2a | 0.2
KLL | 05 0.4 0.1
NHL | 16 ‘ 0.9 0.7
HL 0.7 0.35 0.35
MM 0.5 ‘ 0.3 0.2
Otolog KHN 1.2 . 04 0.8

Retrospektif kohort 1999-2003
N = 11,802 hematolojik malignite
N = 3228 eriskin KHN

Pagano L et al. Haematologica 2006; 91: 1068-1075
Pagano L et al. Clin Infect Dis 2007; 45: 1161-1170




Literatiirde Rapor Edilen IFE’larin
Dagilim Oranlari(%)

Kemik iligi Nakli 43 8 28 15

Solid organ Nakli 18.8 2.3 52.9 19

i 33 - 69 . 135-44 -
anser

Yogun bakim

KriengkauykiatJ et al. Clin Epidemiol. 2011;3:175-91




& Hematolojik Maligniteli Hastalarda IFE insidansi

. Malignite | IFE insidansi (%) | Kifinsidansi(%) | Maya insidansi(%)
A AML | 12.3 7.9 4.4
ALL | 6.5 4.3 2.2
ALLO KHN 7.8 6.7 1.1
KML T 25 | 23 0.2
KLL 05 0.4 0.1
NHL | 16 0.9 0.7
HL * 07 | 035 0.35
MM 05 0.3 0.2
Otolog KHN 1.2 . 04 0.8

Retrospektif kohort 1999-2003
N = 11,802 hematolojik malignite
N = 3228 eriskin KHN

Pagano L et al. Haematologica 2006; 91: 1068-1075
Pagano L et al. Clin Infect Dis 2007; 45: 1161-1170




Literatiirde Rapor Edilen IFE’larin
Dagilim Oranlari(%)

;,,}sg‘: Kemik iligi Nakli 43 8 28 15
Y Solid organ Nakli 18.8 2.3 52.9 19

2N Hematolojik
';cy‘y Y
RIS 2 kanser

33 -69 - 13.5-44 -

Yogun bakim 11 - 79 10

, - KriengkauykiatJ et al. Clin Epidemiol. 2011;3:175-91




' Solid organ transplant alicilarinda IFE insidansi ve
etkenlerin dagilimi

Organ nakli IFE insidansi AAspergiIIus Candida ACryptococcus Diger
%
Bébrek 0-20 11.9 60.6 19.3 8.2
2 (i |s21 |250 65.0 |25 | 7.5
SN2 Karaciger '5-42 7.9 78.7 7.1 6.3
A2 Akciger ve kalp-  15-35 63.0 1239 |22 142
-akciger
Ince bagirsak 40-59 | 2:2 80-100 - 0-11

'.“" 2 54 Pankreas ve 6-38 10.5 76.3 0.0 13.2

Pfaller AM Critical Reviews in Microbiology, 2010; 36(1): 1-53




TRANSNET -ABD, 23 merkez, KHN Hastalarinda iFE (2001-2006)
875 KHN alicisinda gelisen 983 IFE dagilimi

® Invazif aspergilloz %

® Kandidiyazis %
ok X o
e Ak gﬂi Zigomikozis %
";1 q.{.’ ’@‘7‘-
e :gé ® Diger %
([ ® 5
-
75 I .
8% )iga . KHN nakli tipine gore IFE gelisme ylzdesi
b (VT ‘{.».
\| & - T
S T Allojenik KHN " Otolog KHN
Doku uyumiu- ' Dokuuyumsuz- | Doku uyumiu- {
akrabadist |  akraba |  akraba |
—— 7 | 8.1 5.9 | 1.2
%

g ‘, Kontoyiannis et all, Clin Infect Dis. 2010




Riskli Hasta Grubu

L okal IFE insidansi

Lokal epidemiyoloji

HEPA filtrasyon
Hasta ve saglik ekibinin egitimi
SVK bakimi

mantariarinae

Kuf mantariarina etkisiz .
profilaksi

Profilaksiverme profilaksi

Posakonazol
Flukonazol .

vorikonazol

Agrawal at all J Antimicrob Chemother 2011



Ideal profilaktik ajan

Uzun sure kullanimda guvenli
Genis spektrumlu ve fungisidal
llac etkilesimi olmayan

Ucuz

Oral ve intravenoz sekilleriolan
Direnc gelistirme riski dusuk




Polyen Azoller Ekinokandinler

AmB FLC ITC | VOR | PSC | ANID | CAS  MiICA
C. albicans - +R ++ ++ A= ~+ +—+ +
C. tropicalis — - —— - - - — —
| % C. parapsilosis - - - — - - - +
g C. krusei ++ 0 +/- - - - ++ ++
v | C. glabrata| ++ +/- +/- +/- +/- ++ = =
“, C. neoformans ++ + + + ++ o) O 0]
A A. fumigatus - 0 +R | ++R | ++R - - -
| 2 A. terreus 0 0 + — - - -
| é Mucorales ++ o o o) + o) o) o)
Fusarium| +/- 0 0 - - () 0 0
Scedosporium 0 0 ? - - ®) 9) 9)
; — H. capsulatum ++ + + + + | O @) O
; ‘.EE B. dermatitidis ++ +/- +/- +/- +/- 0 o @)
| g C. immitis| ++ o~ | #= | =~ | o) o) o)




Notropenik hastalarda randomize, plasebo-kontrollii
| flukonazol profilaksisi calismasi

Flukonazol 400 mg Placebo
n=179 n=177

-

< i) 75 Yiizeyel fungal %7 % 15 P=.02

, Sistemik AmB %57 % 50 P>.05

‘ve bagh 1/15 6/15 P=.04

= %2 Sitarabin + antrasiklin bazli tedavi alan AML hastalarinda
flukonazol profilaksi kullanimi IFE, ylizeyel fungal infeksiyon ve
IFE‘ye bagl mortaliteyi azaltir

Rotstein C, Clin Infect Dis. 1999 Feb;28(2):331-40



Notropenik hastalarda randomize, plasebo-kontrollii
flukonazol profilaksisi calismasi

\l

Flukonazol 400 mg Placebo
n=179 n=177

9

32

< il 7 Yiizeyel fungal %7 % 15 P=.02

N sistemik AmB %57 %50 P>.05
bl e ye bagh 1/15 6/15 P=.04

Xn Sitarabin + antrasiklin bazl tedavi alan AML hastalarinda
flukonazol profilaksi kullanimi IFE, ylizeyel fungal infeksiyon ve
IFE‘ye bagh mortaliteyi azaltir

Rotstein C, Clin Infect Dis. 1999 Feb;28(2):331-40
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‘ KT sonrasi notropeni gelisen hematolojik maligniteli

hastalarda (KHN olmayan) flukonazol profilaksisi meta analiz
* 16 prospektif, randomize calisma
» 3734 vaka

* |FE kdkenli mortaliteyi azaltmada etkili degil

* Yuzeyel kandida infeksiyonlarini engellemede cok etkili

* Direncli kandidalarla kolonizasyon sikliginda artis var

* Flukonazol direncli kandida infeksiyon sikliginda artma yok

* |FEinsidansinin %15 in Gzerinde oldugu calismalarda
flukonazol profilaksisi ile infeksiyon sikligi azaliyor

KandaY. Cancer. 2000 Oct 1;89(7):1611-25




L-AmB ve Flukonazol + itrakonazol karsilastiriimasi

» AML veya MDS tanisiyla ilk indiksiyon kemoterapi tedavisi alan

hastalarda
* Prospektif, acik etiketli randomize bir ¢alisma

e L-AmB ve F + |, AML ve MDS hastalarinda
induksiyon kemoterapi sirasinda antifungal
profilaksi olarak etkinligi benzer

* L-AmB’da serum bilirubin ve kreatinin
duzeylerinde artis fazla

Mattiuzzi GN. Cancer. 2003 Jan 15;97(2):450-6.




AML — MDS Hastalarinda Antifungal Profilaksi
* Kaspofungin ile itrakonazol (200 mg V)
* Prospektif, acik etiketli randomize bir calisma

Kaspofungin Itrakonazol
AF 7% Kanitlanmis iFE %6 %6
‘ ‘Q) Yan etkiye bagl ilaci %5 %9
Qv birakma
_  ‘-. IFi ye bagh mortalite il 2
- saylsi

u Mattiuzzi GN. Antimicrob Agents Chemother. 2006 Jan;50(1):143-7.




Hematolojik Maligniteli Notropenik Hastalarda
Dusuk Doz L-AmB Profilaksisi

L-AmB 50mg / glin asir ile plasebo

Prospektif, randomize, acik etiketli

219 hasta |
S, & L-AmB Plasebo p
( :.‘: Kanitlanmus IFE % 4.6 % 20.2 0.01
O ! ! |
%25 iFE iliskili 6lim 2 8 0.07
Yan etki (tedavi %2 8 0
kesme)

Penack O et al. Ann Oncol. 2006:17(8):1306-12
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B Flukonazol [] Plasebo

Cift-kor. randomize. cok merkezhi

ﬁ KHN hastalarinda flukonazol profilaksisi

% istatistiksel olarak anlamli fark

26:326(13):845-51

Goodman JL et al Engl J Med. 1992

%32 allogeneik. %48 otolog KIT ~ Flu 288 allogeneik. %12 otolog KIT  Flu

400mg ile plasebo. engraftman 6ncesi 400mg ile plasebo — 73inci giin

Cift-kor. randomize. cahsma

calisma

40 — 10 —
= 30 = = 30 — = |
SN &5 |
< = |
> 20 — = 20 o al
& 7~ *

o %) 0

[FE [FE'abagli Genel iFE [FE'abagli Genel
mortalite  mortalite

mortalite mortalite

1995:171(6):1545-52

Slavin MA et al. J Infect Dis.




Allo-KHN hastalarinda vorikonazol ve flukonazol
karsilastiriilmasi

Cok merkezli , randomize , cift kor calisma
Vorikonazol(305) ve Flukonazol(295) 600 hasta
100 gun boyunca profilaksi

180 guin sonra sagkalim degerlendirmesi

Flukonazol Vorikonazol |p
7

Aspergillus 16 0.05
Candida 3 3

3 2
: 1
23 13 0.11

141
:

180 gilin sonra sagkalim fark yok.

Wingard JR etal.Blood. 2010:9;116(24):5111-8




% GVHH olan hastalarinda flukonazol ile
. posakonazol karsilastiriima calismasi

3

Uluslararasi, randomize, cift-kor bir calismada

GVHH gelisen 600 hasta
Oral flukonazol(299) ile oral posakonazol(301)

karsilastirildi
Primer son nokta randomizasyondan sonraki 112.

gun

Ullmann AJ et al. N EnglJ] Med. 2007:25;356(4):335-47




Kanitlanmis/yiuksek olasilikli [FE insidansi
B Posakonazol W Flukonazol

n:301 n:299
30+ P=.074
: 25 -
-3 P=.006
. { 3 5 20 -
v sz.'ix i 3 15
_‘.{?"‘\"ﬁ)ﬁ;f ot
N "’-‘}’_’-.g‘w.';%« 75 —
B i~ = 4.
4L A:’\E%’”e
| ..Q:c) 3
" 4 0
oy r‘y Z5 IFE Invaziv IFE invaziv
&t | Aspergioss | Aspergaces.
Al g Tedavi altinda Randomizasyondan
112 gun sonra
el o
‘ ; Ullmann Al et al. N Engl ] Med. 2007:25;356(4):335-47




Posakonazol Flukonazol

800 mg/gin 400 mg/giin

po po
Vaka sayisi - | 299
iFE insidansi (%) - 53 | s
Aspergilloz (%) | 23 | 7 -
Yeni gelisen IFE(%) 24 7.6
IFE’a bagh mortalite (%) 1 59
Genel Mortalite (%) 25 28
Yan Etki (%) 38 38

e Tum IFE’larda korumada flukonazol kadar etkili

_'- » Kanitlanmis/yuksek olasilikli invazif aspergillozda
- flukonazolden ustin

- Breakthrough invazif fungal infeksiyon gelisimi daha az
* |FE’ dan 6lim daha az
=+ TUum mortalite ve yan etkiler benzer

Ullmann Al et al. N EnglJ Med. 2007:25;356(4):335-47




» Kuf-aktif profilaksi ile flukonazolun karsilastinildigi meta-analiz

— 20 randomize kontroll ¢alisma
* 6 calisma kemoterapi alan hematolojik maligniteli hastalar
* 14 calisma KHN alicilan

Kuf-aktif profilaksi flukonazol profilaksisi ile karsilastinidiginda:
2 — Kesin veya yiiksek olasilikli IFE sayisini azalttig
— |A riskini azalttig
— iFEile iliskili 6lim riskini azalttigi
— Hastalar arasinda genel mortalite acisindan fark olmadigi

— Kuf-aktif profilaksi grubunda yan etki sikligi ve buna baglh tedavi
sonlandirma oraninin ylUksek oldugu gérilmustir

Ethier MC at all British journal of cancer. 2012;106(10):1626-37.




Hematolojik maligniteli hastalarda posakonazol
ile flukonazol /itrakonazol karsilastirmasi

* Uluslararasi, cok merkezli, randomize, acik etiketli
* AML/MDS 602 hasta
* Posakonazol (304) ile flukonazol (240)/itrakonazol (58)
* Profilaksi:
eTam remisyon ve notropeni duzelinceye kadar her KT
doneminde ya da

*|FE olusuncaya kadar ya da
e12. haftaya kadar




Posakonazol (n = 304)
| Standard azoller (n = 298)

P=0.0031
35— P=0.0009 _—3'3
30— '—2l5 % 11 26
@ 257 %8 20 e
§ 20— % 7 id
g 15" %5
— 107 7
51| %2 2 4
0 ; : | : : = i
| TumlIFE Aspergilloz | | TumIFE Aspergilloz |
Tedavi donemi Randomizasyon sonrasi 100 guniuk donem

Comely OA etal. N Engl J Med 2007:356:348-59




0.40 A Posakonazol

Flukonazol veya Itrakonazol

0.30 -

0.20

0.10

invaziv Mantar Enfeksiyonu

veya Oliim Olasihg)

0.00 ' T T T T 1
o 20 40 60 8o 100

Randomizasyondan Sonraki Giinler

AML hastalarinda profilaksi ile genel mortalitede azalma
e gosteren ilk calisma
- i Comely OA et al. N Engl J Med 2007;356:348-59




Solid organ alicilarinda antifungal profilaksi

Meta analiz

— KC transplantasyonu 9 calisma

— Bobrek transplantasyonu 4 calisma
— Kalp transplantasyonu 1 calisma

Hicbir calismada kontrol grubuna gore mortalite hizinda azalma
saptanmamis

Karaciger transplant alicilarinda flukonazol kanitlanmis ve stupheli
IFE’lar ile yuzeysel fungal enfeksiyon azaltmis

Karaciger transplant hastalarini igeren bir ¢alismada amfoterisin B
tum IFE’lar onlemis

Playford EG et al Cochrane Database Syst Rev. 2004;(3):CD004291

AC transpaltinda aerosolize LAmB veya vorikonazol kullanilabilir




Azollerin Farmakokinetik Ozellikleri

Form | Biyoyaralanim | Proteine | Metabolizma | Eliminasyon

baglanma
\

Flukonazol iv/po %95 %10 KC (%20) | Renal (%80)
‘

Itrakonazol | iv/po %50 %99.8 KC (yogun) KC
|

Posakonazol = po %50-100 %99 KC (<%30) | Digki (%77)
i
|

Vorikonazol | iv/po %96 %58 KC (%98) Renal (7%83)
b




CYP3A4 CYP2C8/9 CYP2C19

Inhibitdr Substrat Inhibitdr Substrat inhibitér Substrat

Flukonazol \/ N

ltrakonazol A/ \/ N

Ketokonazol \/ \ \/

Vorikonazol N \ \ \/
Posakonazol \




Sitokrom P450 ve azol etkilesimleri

ilag Etkilesimi
Azol + Karbamazepin
Sitokrom P450 Fenobarbitole
indiikleyici Fenitoin
Izoniazid
A Rifabutin
‘*‘;?’i{it Rifampisin

) Nevirapine




Klinik belirti/bulgu

Istenmeyen etkiler (%)

FLC ITC VOR PSC
Bulanti, kusma, ishal 5 24* ? 8-18
(Oral solus)
Hepatotoksisite 5-20 8,5 10-23 2-3
Deri dokintusu <3 5-19 5 ?
oy DI Gorme bozuklugu ? ? 1-30 ?
st lin;
X e ‘
) e Basagrisi <3 <3 ? 5-17
Psikiyatrik semptomliar | ? ? <1 ?




ECIL 2009: Profilaksi
AML - indiiksiyon Kemoterapisi

Grade Doz
Flukonazol Cl (2,5 50-400 mg qd oral/IV
Itraconazol Cl (1,2,3) 2.5 mg/kg 2x1
Posakonazol Al (2,3) 200 mg 3x1 oral
Kandinler Yetersiz veri
Polyen IV Cl (2
Aerosolize LAmB Bl, Deoksikolat AmB DI

1 ilag etkilesimleri veya yan etkiler sinirlandirabilir
. 2 azol profilaksisi alan hastalarda ampirik tedavide yine azoller kullaniimamahdir
3 serum ilag konsantrasyonu izlemi énerilir

4 dustk doz d-AmB ve lipid formilasyonlari icerir

5 flukonazol profilaksisi veriliyorsa HEPA filtresi olmayan ve IFE insidansi yiiksek
merkezlerde mutlaka galaktomannan antijen testi ile kombine edilmelidir




ECIL 2009: Profilaksi
Allojeneik KHN

Notropenik donem GVHD Doz
Flukonazol Al (2,5) Cl (2) 1400 mg iv/oral
Itrakonazol BI(1,2,3) BI(1,2,3) IV takiben oral
Posakonazol ' Nodata Al (2,3) 200 ;r1g§x1 oral
L 72 'Mikafungin « - Yetersiz veri 50 mg 4x1 ]
' Polyen iV = cl |
| Vorikonazol Provisional Al Provisional Al 1200 mg 2x1 oral
Aerosolize LAmB Bl Yetersiz veri

1 ilac etkilesimleri veya yan etkiler sinirlandirabilir
i 2 azol profilaksisi alan hastalarda ampirik tedavide yine azoller kullaniimamalidir

3 serum ila¢ konsantrasyonu izlemi énerilir

4 dusuk doz d-AmB ve lipid formulasyonlariicerir

0 5 flukonazol profilaksisi veriliyorsa HEPA filtresi olmayan ve IFE insidansi yiksek
\ " merkezlerde mutlaka galaktomannan antijen testi ile kombine edilmelidir




2

—

7 Allogeneik KHN

IDSA BSH2008
| Flukonazol
Itrakonazol BI Al
Posakonazol Al Al
Vorikonazol
Mikafungin
Polien Bl
Akut losemi induksiyon AML & MDS
Flukonazol
Itrakonazol BI Al
Posakonazol Al Al
Polien Bl




Sekonder Profilaksi

IDSA-2011
lyi dékiimente edilmis ve * KHN vyapilacak hastalarda daha
tamamen iyilesmis bir IFE once invaziv aspergilloz gosterilen
ardindan yeni bir kemoterapi hastalarda kiflere yonelik
alacaklarda (A-11) profilaksi (A-lll)

* Enaz 2 hafta nétropeni beklenen

B - Spesifik bir ilag dnerisi yok ancak hastalar (C-1l)

bir 6nceki IFE episodunu dikkate » KHN Oncesi uzun siiren bir

al notropeni donemi (C-l11)



' Solld organ alicilarinda antifungal
' profilaksi

IDSA 2009

» Karaciger (Al)

it %« Pankreas (BII)

S04« ince barsak (BIIl)

| ] * Postoperatif 7-14 gin

“ * Flukonazol (200-400 mg/glin) veya L-AmB (1-2
% mg/kg/gun)




SONUC

* TGS veya mutlak risk azalmasi onemli

* KUf profilaksisi
— AML/MDS induiksiyon fazi
— Allojeneik KHN

— AC transplant alicilari

wil .. * Candidaicin flukonazol yeterli

2 » Azol grubundailac etkilesimi ve serum seviyesi
onemli




TESEKKUR EDERIM




