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EPIDEMIYOLOJI

Hematolojik malignite ve KH nakillerinde
en onemli mortalite ve morbidite nedeni

MAYA
« Candida

Albicans
Non albicans

* Cryptococcus
* Trichosporon
* M.furfur

KUF

« Aspergillus

« Zygomycetes

* Fusarium

« Scedosporium

« Sporothrix schenckii

Allojenik KIT | % 15-25
AML % 10-15
ALL % 5-10
Otolog KIiT % 2-6




Degisen epidemiyoloiji....

- Fungal insidansta artma — azalma
- Fungal etkende degisiklik

- Fungal alt turunde degisiklik

- Antifungal duyarlihginda degisiklik

- Hasta populasyonunda degisiklik



Hematolojik Maligniteli Hastalarda
IFI Epidemiyolojisi

Pagano et al. Haematologica 2006; 91:1068-1075
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Hasta gruplarina gore IFH etken dagilimi

Invazy Ligomikoz Invaziv Diger
Asperglo Kandidyaz
Kemik il nakl T4} 8 28 15
Solid organ nakli %188 %23 %529 w19
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Kandida enfeksiyonlarinda etken dagilimi
1997-2007

C. albicans

C. glabrata
C. tropicalis

C. parapsilosis Pfaller MA, et al. J Clin Microbiol 2010




Hematolojik maligniteli hastalardaki

Fungal Infeksiyonlarda mortalite
Pagano et al. Haematologica 2006; 91:1068-1075
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B e  HZO
KHT- TRANSNET- 2001-2006
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TRANSNET 2001-2006

Non Aspergillus kuf mantarlari

- 169 infeksiyon Emerging Infectious Dis 2011:1855
- 105 mucorales
- 37 Fusarium spp
- 27 Scedosporidium spp

* %73 KHT %27 SOT

- Mortalite %56

- 12 aylik kumulatif insidans %0.29 KIT %0.07 SOT

- Mucorales KHT hastalarinda yillar icinde artmis
© %0.08--------- %0.69



B e  HZO
TANI

Invaziv fungal infeksiyonlarda
tedaviye erken baslanmasi
tedavi basarisini arttiriyor

Tani - ZOR

Erken tanti -2 daha daZOR




1. Risk Degerlendirme

Risk of IF| Primary risk factors  Secondary risk

factors’
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Figure 1 | Classification of the risk groups for IFL.



SEKONDER RISK FAKTORLERI

s

» Kisisel

faktorler

s

e Immun-

\.

supresif
tedavi

Yas
lleri hastalik
Onceki IF
Fe yuku
Beslenme

MBL,

Uzun sureli KS
Alemtuzumab

Yuksek doz
sitarabin

Anti TNF
T x

HEPA filtresiz
Mevsimsel durum
Insaat
Sigara icilen ortam
Hayvan temasi

 Komorbid

\

Cevresel
faktorler

Cicek, tarim




2. Koruyucu Stratejinin Secgimi

Hasta olmadan dokfora gitarek 3khind gelmez
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B e  HZO
NEDEN ANTIFUNGAL PROFILAKSI?

°Funguslarin neden oldugu invazif infeksiyonlar,
bagisikhgl baskilanmis konakta oldukgca yuksek mortalite
ve morbiditeye neden olmaktadir.

®Hastalarin hastanede yatis sureleri uzamakta,

®Tedavide kullanilan ilaglarin toksik ve oldukca pahali
olmasi

®Tani koymadaki guclukler



B
Profilaksi uygulamasi oncesi

® Onlemeye calisti§iniz olay ne kadar yaygin ve ciddi ?
®Eger hastalik olusursa tedavisi ne kadar zor?

®Uygulanacak profilaksi guvenli ve iyi tolere edilebiliyor
mu?

®Uygulayacaginiz profilaksi etkili mi?

¢ Mc Quay ve Moore
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Profilaktik Tedavi Yaklasimlari

Risk altindaki
hasta

Lokal IFl insidansi
Lokal epidemioloji
HEPA filtre varhgi o
Hasta ve saghk calisani egitimi
Diizenli ve uygun kateter bakimi

I |




NCCN Clinical Practice Guidelines in Oncology

Prevention and Treatment of Cancer-Related Infections, Version 1.2012

ALL

AML ve MDS induksiyon
Ve reinduksiyon

AML konsolidasyon

Otolog KHT (mukozit
var)

Otolog KHT (mukozit
yok)

Allogeneik KHT

Agir GVHD

Flukonazol 2A
Amfoterisin B 2B

Posakonazol 1 . o
Notropeni suresince

Flukonazol 2B
Vorikonazol 2B
Amfoterisin B 2B
Oneri yok
Flukonazol 1

Mikafungin 1
Profilaksi yok 2B

Flukonazol 1

Notropeni suresince + 75
Mikafungin 1 !

gun

Posakonazol 1 GVHD azalana kadar



Farelerde antifungal kulllaniminin GM uzerine etkisi

Infected controls
Amphotericin B
Caspofungin
Posaconazole
Uninfected controls
Galactomannan
detection delayed by at

least posaconazole

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



Farelerde antifungal kulllaniminin PCR uzerine etkisi

Day 1 Day 2 Day 3 Day 4 Day 5
Infected controls
g0 0,0 0,0 0,0
Amphotericin B
PR 0@ 0,0 0,0 0,0
Caspofungin L . i |
Posaconazole

Uninfected controls

DNA detection delayed
by at least a day by all
antifungals

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




3. Ampirik / Tani- kokenli tedavi

Risk tasiyan

Hastalik belirtisi
—' M
Antibiyotik ted.
direncli ATES e Ampirik |
Klinik — Lab.
BELiRTEQ - Preemptif
RITMVINEeFil

| Steril alandan — m
- Kultur, Histopatoloji

Ates-kokenli
(fever-driven)

Tani-kokenli
(diagnostic-
driven)



B e  HZO
TEDAVI

PROFLAKSI HANGI YAKLASIMI TERCIH EDELIM ?
ATES-KOKENLI v' KIME ?

TANI-KOKENLI v NE ZAMAN ?

KANITLI TEDAViI v HANGI ILACLARI ?

Prophylaxis for patients at high risk o

—

i ASID

. Randomize calismalarin dizaynlari
farkh

Bircok ilacin bire bir
karsilastiriidigi
RCT yetersiz .

(Morrissey et al., 2008)




B e  HZO
TEDAVI

PROFLAKS' HANGI YAKLASIMI TERCIH EDELIM ?
~ - v KIME ?
ATES-KOKENLI
R v NE ZAMAN ?
e v HANGI ILACLARI ?
KANITLI TEDAVI .
T — informa

DOI: 10.3109/1040841X.2011.645521

REVIEW ARTICLE

A practical critique of antifungal treatment guidelines for
haemato-oncologists

Samir Agrawal’, Brian Jones?, Rosemary Barnes?, Chris Kibbler?, Mike Millen®, Mary Ashcroft®,
Sarjana Jain?, Anna Last®, David Lewis?, Tom Lewis!°, Mitul Patel'!, and Antonio Pagliuca'?
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Ampirik Antifungal Tedavi

DESTEKLEYEN KARSIT
v IFH riski yiiksek v Gereksiz, fazla tedavi
v'Tani koymak zor v Potansiyel toksisite
v Tedavide gecikme mortaliteyi v Cok pahali

arttinnyor v Tani konmuyor



Preemptif Yaklasimin Etkin Olmasi Igin

Gerekenler:
Multidisipliner Yaklagim
Taraflarin tam koopere ve uyum iginde ¢calismasi
Tanida gereken protokollere siki uyum
Yeterli lojistik destek
Duzenli moniterizasyon ve bildirim
Ayni ¢calisma protokolunun haftasonlari da devam etmesi
Tetkiklerde kabul gormus cihazlarin kullaniimasi
Sonuglarin yeterince hizli bildirilmesi gerekir
Hala...Preemptif yaklagsim onerisi kesin degil. Karar:
Merkezlerin lokal pulmoner kuf infeksiyonu prevalanslari
Diagnostik testlerin yapilabilirligi
Rutinde anti-kuf profilaksi kullanim durumlarina gore verilmelidir

Maertens J et al.J Antimicrob Chemother 2011; 66 Suppl 1:i37-43



Original Articles °

The use and efficacy of empirical versus pre-emptive therapy in the management
of fungal infections: the HEMA e-Chart Project

Livio Pagano,* Morena Caira,* Annamaria Nosari,? Chiara Cattaneo,® Rosa Fanci,* Alessandro Bonini,® Nicola Vianelli,®

Maria Grazia Garzia,” Mario Mancinelli,* Maria Elena Tosti,® Mario Tumbarello,® Pierluigi Viale,** Franco Aversa,"* and
i .

Haematologica | 2011; 96(9):1366-70.

397 atesli

hematolojik
/ malignite \

190 olgu 207 olgu
Ampirik AF Preemptif AF
IFI: 14(%7.4) S IFI:P<0.001 IFI: 49 (%23.7)
IFI 6liim: 1 (%7.1) Olim:P=0.002 IFI Oliim: 11(%?22.5)
Tum olim: 12 (% 6.3) Tum olim: 33 (%15.9)

Ampirik

IFl insidansi
Antifungal ‘ IFI iliskili mortalite
Tedavi Tum (90 gun) mortalite
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Topic discussed Consensus Conflict/unresolved issues

Impact of empirical therapy | Lack of good quality evidence to supportimpact of  This lack of evidence has been interpreted in

on patient outcome empirical antifungal treatment on patient outcome different ways. BSCH discourages empirical
(Walsh et al., 2008; Pappas et al., 2009; Maertens therapy, and IDSA recommend it only for high risk
etal., 2010; Prentice et al., 2008; Slavin et al., 2008;  patients despite the lack of good quality evidence

Bohme et al., 2009; Cornely et al., 2009) (Prentice et al., 2008; Walsh et al., 2008; Pappas
etal., 2009)
[Role of pre-emptive therapy | May be useful, but needs to be studied further. Although BCSH recommends routine screening
(Walsh et al., 2008; Pappas et al., 2009; Maertens of high-risk patients, it does not make
etal., 2010) recommendations on choice of antifungal drug for

pre-emptive therapy. (Prentice et al., 2008) A new
German guideline for managing lung infiltrates in
neutropenic patients recommends voriconazole or
liposomal amphotericin B for pre-emptive therapy.
(Maschmeyer et al., 2009)



Gunumuzde ampirik tedavi




L
Ampirik tedavi calismalan

AmB-d vs L AmB: Walsh et al, NEJM, 1999

LIPOSOMAL AMPHOTERICIN B FOR EMPIRICAL THERATPY IN PATIENTS
WITH PERSISTENT FEVER AND NEUTROPENIA

THomas J. WarsH, M.D., Rogert W. Fingerc, M.D., Carowa ArnDT, M.D., JoHun HiEmeEnZ, M.D.,
CINDY SCHWARTZ, M.D,, DAVID BODENSTEINER, M.D., PETER PAPPAS, M.D., NiTA SeEmlEL, M.D.,
RICHARD N. GREENBERG, M.D., STeEPHEN DUMMER, M.D., MINDY SCHUSTER, M.D., AND JOHN S. HOLCENBERG, M.D.,

L AmB vs Vorikonazol: Walsh et al, NEJM, 2002

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

THomAs J. WaLsH, M.D., PETER Parras, M.D., DrRew J. WiINsTON, M.D., HiLLarp M. Lazarus, M.D.,
Fivn PETERSEN, M.D., JOouN RarraLu, M.D., SauL YanovicH, M.D., Patrick Stirr, M.D.,

RicHARD GREENBERG, M.D., GERALD DonowiTZ, M.D., AND JEANETTE LEE, PH.D.,
FOR THE NATIONAL INSTITUTE OF ALLFRGY AND INFEFOTIONIS DIsFASES MycoSFs STILNY GRoue®

L AmB vs Caspofungin: Walsh et al, NEJM, 2004

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

oo



L
Ampirik tedavi calismalan

AmB-d vs L AmB: Walsh et al, NEJM, 1999

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

THomas J. WarsH, M.D., Rosert W. FiInBerg, M.D., Carowa ArnDT, M.D., JouNn HIEMENZ, M.D.,
CINDY SCHWARTZ, M.D,, DAVID BODENSTEINER, M.D., PETER PAPPAS, M.D., NiTA SEBEL, M.D.,
RICHARD N. GReENBERG, M.D., STepHEN DuMmmMER, M.D., MinDY ScHuUsTER, M.D., AND JOHN S. HOoLCENBERG, M.D.,
FOR THE NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS INSEASES MYCOSES STuDY GROUP*
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Ampirik tedavi calismalan

L AmB vs Vorikonazol: Walsh et al, NEJM, 2002

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

THOoMAS J. WaLsH, M.D., PETER Parras, M.D., DrRew J. WinsTON, M.D., HiLtarp M. Lazarus, M.D.,
Finn PETERSEN, M.D., Joun RarrFaLu, M.D., SauL Yanovicd, M. D., Patrick STirr, M.D.,
RiICHARD GREENBERG, M.D., GERALD DoNowiTZ, M.D,, AND JEANETTE LEE, PH.D,,

FON TUHE NATIONAL INSTITUTE OF AL FAGY AND INFECTIONS Dhsrases Mycoses STuny Gaoup*

7o 0 10 20 30 40 50

Fark (%95 GA):
) -4.5(-10.6-1.4)
n=415

Vorikonazol, non-inferiorite icin alt sinira (-10.0) ulasamamistir’ ve

ampirik tedavi icin FDA onayi alamamistir.2

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.



Ampirik tedavi calismalan

L AmB vs Caspofungin: Walsh et al, NEJM, 2004

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

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

- %33.7
0.2 (-5.6 - 6.0)
n=556 NG IO Tl 733.9

Liposomal
Caspofungin Amphotericin B
Adverse O|ay|ar (N=564) (N=547) Difference (95% Cl)* P Value
percent of patients percentage points
Nephrotoxicityf 2.6 11.5 -8.9(-12.0t0-5.9) <0.001
Infusion-related eventi 35.1 51.6 -16.4 (-22.210-0.7) <0.001
Discontinuation of study therapy because of a drug- 5.0 8.0 -3.1(-6.0t0-0.02) 0.04

related adverse event
Any drug-related adverse event] 54.4 69.3 -14.9(-20.5t0-9.2) <0.001
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NEVIEW ARTICLE

A practical critigue of antifungal trearment guidelines for

u
2 | |
haemato-oncologises
|
Samer Agrawal', Brian looes’, Rosemary Bames', Chirks Ribbler', Mike Muillen®, Mary Ashoross®,

Sarsano lain’, Anpa Last®, Daad Lewis”, Tom Lewis'®, Mitul Paged"’, and Antomio Paglivea'™

-

Topic discussed Consensus Conflict/unresolved issues

Criteria for choosing Efficacy and safety are the main considerations Additional factors considered are: activity against

empirical therapy (Walsh et al., 2008; Pappas et al., 2009; Maertens Candida and Aspergillus (the two most common
etal., 2010) fungal pathogens in this group of patients) by IDSA

and ECIL-3; and cost by ECIL-3 (Walsh et al., 2008;
Pappas et al., 2009; Maertens et al., 2010)

Choice of empirical agent Caspofungin and liposomal amphotericin B are Although voriconazole failed to achieve non-
common choices with good evidence (A) (Walsh inferiority when compared with liposomal
etal., 2008; Pappas et al., 2009; Maertens et al., amphotericin B, it is still included in ECIL and
2010) IDSA because it is the drug of choice for invasive

aspergillosis and it reduces the incidence

of breakthrough IFD. ECIL-3 and IDSA also
recommend fluconazole for its activity against
Candida; and itraconazole for its similar efficacy,
though acknowledging problems with absorption
and toxicity (Walsh et al., 2008; Pappas et al., 2009;
Maertens et al., 2010)



B e  HZO
TEDAVI - ampirik

Lipozomal AmB, kaspofungin vorikonazol, itrakonazol

Antifungal proflaksi almiyor
Enfeksiyon odagi yok
Pulmoner lezyon yok

Kaspofungin
Lipozomal AmB

Lipozomal AmB
vorikonazol

Proflaksi maya (flukonazol)
Pulmoner lezyon var

Proflaksi (flukonazol)

Lipozomal AmB
Pulmoner lezyon var

il

Lipozomal AmB

Proflaksi kuf (posal/vori)
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4. Kanitli/Etkene yonelik Tedavi




Maijor risk: Aspergilloz

_ Haematological patients SOT

Neofytos Pagano Marr Husain
CID 2009 CID 2007 CID 2002 CID 2003

Aspergillus 80% 94.5% 77.3% 69.8%
Zygomycetes 9.7% 1.1% 8.6% 5.6%
Fusarium 2.2% 3.2% 9.2% 3.7%
Scedosporium - 1.1% 2.9% 5.6%
Other 9.2% — 1.78% 15%

Husain S, et al. Clin Infect Dis 2003;37:221-229; Marr KA, Clin Infect Dis 2002;34:909-917;
Neofytos D, et al. Clin Infect Dis 2009;28:265-273; Pagano L, et al. Clin Infect Dis 2007;45:1161-1170




Invaziv Aspergilloz Tedavisinde
AmB-d vs Vorikonazol

N Engl J Med. 2002 Aug 8;347(6):408-15.

Voriconazole versus amphotericin B for primary therapy of invasive aspergillosis.
Herbrecht R', Denning DW, Patterson TF, Bennett JE, Greene RE, Oestmann JW, Kem WV, Marr KA, Ribaud P, Lortholary O, Sylvester R, Rubin RH, Wingard JR,

Stark P, Durand C, Caillot D, Thiel E, Chandrasekar PH, Hodges MR, Schlamm HT, Troke PF, de Pauw B; Invasive Funqal Infections Group of the European
Organisation for Research and Treatment of Cancer and the Global Asperqillus Study Group.

Randomize, acik etiketli, 12 haftalik calisma

Hematolojik malignite veya KHN uygulanmig hastalar

277 1A vakasi (kesin veya olasi)

IV Vorikonazol ile IV amfoterisin B deoksikolat karsilastirmasi

- Voriconazol: 1. gin 2 doz 6 mg/kg, ardindan yedi giun gunde 2 kez 4 mg/kg,
ardindan glinde 2 kez oral 200 mg

- AmB-d: 1-1,5 mg/kg/gun
SONUGC:
- Genel basari orani: Vorikonazol %52.8, AmB-d %31.6 (%95 GA 10.4-32.9)
- Sagkalim: Vorikonazol %70.8, AmB-d: %57.9 (HR: 0.59, %95 GA, 0.40-0.88)



e
Overall survival

100
80 Voriconazole arm
71%
£ 60- ~ 58%
% Amphotericin B arm
& 40-
. Voriconazole altin standart
0 Overall log rank test p=0.015
1 1 1 1 1 1
0 2 4 6 8 10 12

Time (weeks)

Herbrecht et al. N Engl J Med 2002;347:408—-415



Liposomal Amphotericin B as Initial Therapy
for Invasive Mold Infection: A Randomized Trial
Comparing a High—Loading Dose Regimen

with Standard Dosing (AmBilLoad Trial)

Oliver A. Cornely, Johan Maertens, Mark Bresnik, Ramin Ebrahimi, Andrew J. Ullmann, Emilio Bouza,

Claus Peter Heussel, Olivier Lortholary, Christina Rieger, Angelika Boehme, Mickael Aoun, Heinz-August Horst,
Anne Thiebaut, Markus Ruhnke, Dietmar Reichert. Nicola Vianelli, Stefan W. Krause, Eduardo Olavarria, and
Raoul Herbrecht. for the AmBiload Trial Study Group®

- Herbrecht 2002 AmBiload 2007
12 haftada Vorikonazol (%53) 3mgLAMB (%50

Tedavi Basarisi

(tam veya kismi) Amfoterisin B: % 32 10 mg LAMB %46
12.Haftada Vorikonazol: 3 mg LAMB
el Amfoterisin B: % 58 10 mg LAMB %59

Voriconazole vs LAmMB

birebir karsilastiran ¢calisma YOK



Invaziv Aspergillosis: Primer Tedavi

a’

AmB-d Alternatif
Lipozomal A Al AI Bl All Alternatif
ABLC Bl
ABCD D
ltrakonazol Cll
Posakonazol
:ml_l Al I_KI_I Al Al Onerilir
aspofungin Al Cll Cll
Mikafungin Cll
Kombinasyon Onerilmez  Uygulanmamali  Uygulanmamali Cll DE::]?’:(i/eoyliCi

1. Walsh TJ, et al. Clin Infect Dis 2008;46:327—60.

2. Prentice AG, et al. http://www.bcshquidelines.com/documents/fungal_infection _bcsh _2008.pdf
3. Maertens J et al. Bone Marrow Transplantation 2011; 46:709—-18

4. Bohme A et al. Ann Hematol 2014;99:13-32

5. Thursky KA, et al. Intern Med J 2008;38:496—520.
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REVIEAY ARTICLE

A pracrical eritique of antifungal rreatment guidelines for

e RIS |A primer tedavi

Ssomnie Agravat, Dirian Janes”, Rosaemary Bames?, Chiris Kibbler®, ke Midlere. Mam Sshenolc,
Segjons o Auos Lot Devid Lowis®, Zom Zewsis, Mind Pacel ', snd Socossio Pacdioca ™

Topic discussed Consensus Conflict/unresolved issues

Optimal first-line therapy for  Voriconazole isan a;')propriate first line agent for BCSH do not recommend voriconazole in

invasive aspergillosis proven aspergillosis. anything less than proven disease. Cas%ofungin

isrecommended in BCSH, but not in other
guidelines. (Prentice et al., 2008)

Liposomal amphotericin B is a reasonable Role of other lipid formulations is not clear
alternative in four guidelines and that

conventional amphotericin should not generally

be considered (Bohme et al., 2009; Thursky et al.,

2008; Walsh et al., 2008; Maertens et al., 2010)
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REVILAY ARTICLE

A pracrical eritique of antifungal treatment guidelines for

|A primer tedavi

Ssomnie Agravat, Dirian Janes”, Rosaemary Bames?, Chiris Kibbler®, ke Midlere. Mam Sshenolc,
Segjons o Auos Lot Devid Lowis®, Zom Zewsis, Mind Pacel ', snd Socossio Pacdioca ™

~ -

Topic discussed Consensus Conflict/unresolved issues

When should salvage therapy Role of salvage is unclear in the guidelines.

be considered

Combination therapy as Insufficient evidence (Walsh et al., 2008; Pappas Role of combination therapy as salvage is unclear
salvage etal., 2009; Maertens et al., 2010; Prentice et al., in the guidelines.

2008; Slavin et al., 2008; Bohme et al., 2009;
Cornely et al., 2009)
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Invaziv Aspergillosis: Kurtarma ECILS

ILAC DERECE YORUM

Ambizom Bl VCZ basarisizliginda veri yok
ABLC B Il VCZ basarisizliginda veri yok
Kaspofungin B Il VCZ basarisizliginda veri yok
Posakonazol B Il VCZ basarisizliginda veri yok
Vorikonazol Bl Ik ila¢ olarak kullanilmamigsa
ltrakonazol oAl yetersiz veri

Kombinasyon Tedavisi Bll



Kombinasyon Tedavisi: Potansiyel Artilar
ve Eksiler

ARTILAR EKSILER

Sinerji Antagonizma
Genis spektrum Toksisite artisi
Direnc veya tolerans llac etkilesmesinde artis

gelisiminin azalmasi
Dusuk toksisite Maliyet artigi
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|Ade VCZ + ANID veya Plasebo

ve kombinasyonu ile 6. hafta tim nedenlere bagl
mortalite tek basina den daha dusuk.

* Bu farkhlk, istatistiksel Gsttnlik icin ongorilen degere erismedi

MITT hastalarinin cogu GM 12. Haftaya dek KM Sagkalim (
sonucuna gore yuksek olasi 1A 2 %
(218/277, %78.7)

conazole and anidulafungin (» = 135)

- Yiksek olasi grupta post hoc analiz | ~— Vorkconazole and plcebo (n = 142
075- * Censored data

ile Ustanluk (+)

6. hafta mortalite kombin. grubunda g =y
%15.7 (17/108), monoterapi
grubunda %27.3 (30/110, p-degeri
<0.05 (%95 CI -22.69, -0.4).

- Vorikonazol ve anidulafungin =T i ; T11 ; T r T &
kombinasyonunun guvenilirlik ve Time to Death, wh
tolerabilitesi monoterapi ile esdeger. -

Marr et all Ann Intern Med. 2015;162:81-89.
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Combination Antifungal Therapy for Invasive Aspergillosis

A Randomized Trial
Kieren A. Marr, MD; Haran T. Schlamm, MD; Raoul Herbrecht, MD; Scott T. Rottinghaus, MD; Eric J. Bow, MD, M5c;




Invaziv Aspergillosisde Yanitin Degerlendirilmesi ve
Tedavi Suresi

- Yanit degerlendirilmesi esas olarak kliniktir:
- CT tekrari (radyasyon maruziyeti? yorumlamada guclukler?

- Biyomarker ile izlem: Gegerliligi kanitlanmadi (klinigi duzelen hastada
biyomarker pozitif ise ya da artiyorsa yalanci-pozitiflik nedenlerini
aramali)

- Hasta Kklinik olarak iyi degilse incelemeler yeterli stre antifungal
tedaviden sonra tekrarlanmali (en az 7 gin)

- Yanit veren hastada optimal tedavi suresi bilinmiyor.
- En az 12 hafta?

- |V tedaviden oral ilaca gecis hastaya gore degisir (genellikle
1-2 haftadan sonra notropeniden cikinca).



ECIL-5 (2013

Candidemia in hematologic patients before species
identification (Changes in ECIL-5 compared to ECIL-1 to 3)

Overall population Hematological pts
Micafungin? Al Bl Al
Anidulafungin Al B Al
Caspofungin Al M Al
AmBisome Al pal Al
ABLC, ABCD Bl B Il
AmB deoxycholate 2 &1 CI 2 ci
Fluconazole3# Al clil
Voriconazole? Al Bl

1 See warning box in European label

2 Close monitoring for adverse event is required
I Not in severely ill patients

4 Not in patients with previous azole exposure

= (Herbrecht et al, Eur J Cancer Supplement, 2007; Maertens et al, Bone Marrow Transpfant*?ﬁ?ﬁ'_



Candidemia after species identification (ECIL-5 update)

Candida species

Overall population

Hematological patients

C. albicans

C. glabrata

C. krusei

C. parapsilosis

Echinocandins (A 1)
Fluconazole (A I)!
Voriconazole (A 1)

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

Echinocandins (A 1)
L-AmB (B 1) / ABCD (B 1) /
ABLC (B I1) / d-AmB (C 1)

Echinocandins (A 1l)
L-AmB (B 1) / ABCD (B 11) /
ABLC (B I1) /d-AmB (C 1)
Voriconazole (B I)

Fluconazole (A 1)
Voriconazole (B 1)
Echinocandins (B 1)
L-AmB (B 1) / ABCD (BI 1) /
ABLC (B I1) /d-AmB (C 1)

1C Iin severely ill patients

Echinocandins (A 11)?
Fluconazole (C IIl)
Voriconazole (C Ill)

L-AmB (B 11) / ABCD (B 1) /
ABLC (B 11) / d-AmB (Cll)

Echinocandins (A I1)?
L-AmB (B 11) / ABCD (B 11) /
ABLC (B I1) / d-AmB (C 1)

Echinocandins (A 11l)
L-AmB (B 11) / ABCD (B 1) /
ABLC (B I1) /d-AmB (C I)
Voriconazole (C IlI)

Fluconazole (A I11)
Voriconazole (C Ill)
Echinocandins (B Il1)
L-AmB (B 11) / ABCD (B 1) /
ABLC (B Il) /d-AmB (C I1)

A lll for anidulafungin




B e  HZO
IDSA 2016

- Ekinokandin (mikafungin, kaspofungin, anidilafungin)
- Kuvvetli oneri, orta derecede kanit
- Liposomal amfoterisin B
- yan etki nedeni ile daha az ilgi cekici
- Kuvvetli oneri, orta derecede kanit
- Flukonazol
- Kritik olmayan hastada, azol kullanimi yok ise
- Zayif Oneri, disUk kalitede kanit
- Vorikonazol

- Kuf kapsami da isteniyorsa
- Zayif Oneri, disUk kalitede kanit



Kandidemi

- Tedavi suresi son uremeden 2 hafta sonra

- Oftalmotolojik inceleme notropeniden ¢iktiktan sonra 1
hafta icinde

- Kateter ¢cekilmesi gerekmeyebilir



Kandidemi infeksiyonlarda
tedaviye erken baslanmasi
tedavi basarisini arttiriyor

N
o

BN
o
|

w
o

—
o

Hastane mortalitesi (%)
N
o

P=0,0009 by
test for trend

Kultur Gunu 1 gun 2 gun 3 gun

Antifungal tedavi baglamada gecikme (gunler)

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

- Relaps riski
- KIiT hastalarinda %19-33
- AML hastalarinda %16

- Sekonder profilaksinin yarari
- Az sayida vaka

- Vorikonazol ile
* Masomoto et al J Chemother 2011;23:17-23
« Cordonnier et al Bone Marrow Transplant 2004;33:943






