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EPIDEMIYOLOJIDE

_ DEGISIKLIKLER
-
0 Kanserli hastalarda yasamin uzamasi

o Erken transplant sonrasi sag kalim orani artis
0 Yogun kemoterapi, hazirlayict KT semalar:

o HPKH transplanti olan hasta sayisinda artma ve
kok hicrelerin farklh kaynaklardan elde
edilmeleri,

0 CMV profilaksisi stratejileri



Mantarlarda epidemiyolojik degisiklikler

N N
1. Kandidanin flukonazol profilaksisi ile kontrol
altinda olmasi nadir kiif mantarlarinda artis!

>, Ozellikle profilaksi almakta olan hastalarda
breakthrough infeksiyon

3. Antifungal ilaglara direng !

o Flukonazol direnci 10 yillik siirveyans ¢alismasinda
Asya-Pasifik, Afrika/Orta Dogu, Latin Amerikada
artista

o Azol direngli ve ekinokandin direncgli mantarlar!
Epidemiology of Invasive Fungal Infections in the Mediterranean Area

Ulrike Binder and Cornelia Lass-Florl



IFH

O HﬁmaTolojik malignensi ve solid organ veya KIT alicilarinda
S|

o Tani testlerinde gelisme kiif etkili ajanlarla profilaksi

o Etkinligin ve toleransin arttigi yeni antifungaller insidansi
azaltmakta

7 ANCAK hala onemli morbidite ve mortalite nedeni

o Hemapoetik kok hiicre alicilarinda IFI insidansi %3,4
o 3 aylik mortalite %51

Steinbach WJ, J Infect 2012; 65: 453-464.
Freemantle N, J Antimicrob Chemother 2011; 66(Suppl
1):i125-35.
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Invazif fungal infeksiyonlarin orani

|A Lygomycosis 1C Other Reference(s)
HCT 43% 86 28% 15% 2
SOT 188%  23% 52.9% 9% 4
HM  33%69% - 357440 - 10,11
ICU 1% - 79% 10% 15

Abbreviations: HCT,

; - ; Epidemiology and treatment approaches
nﬂhgnﬂﬂtﬂ IAP Invasive ESP in management of invasive fungal infections

50T, solid organ transplar

r of times this article has been viewed




0 SOT ve HKHT ozellikle invazif kiif
infeksiyonlari artista

o Halen Aspergillus kiif mantarlari arasinda ilk sirada

o Mortalitesi yiiksek olan Zigomikozda ve
Fusaryumda artis gozlenmekte

o Bu etkenlerin gogu yeni antifungal tedaviler
sirasinda breakthrough olarak ortaya ¢ikmakta



o Etken patojen, insidans orani ve hastalik siddeti
altta yatan hastalikla iligkili

0 Hasta populasyonunun yasadigi cografya da énemli
o ABD, Fransa ve Italya'da Fusaryum artista
o Ispanya'da ve Avustralya'da Scedosporium

o Akdeniz ulkelerinde Geotrichum capitatum artigtal



Tahle 1. Risk factors and mortality rates of IFIs caused by new emerging pathogens.

SOT, HSCT

mmunocompetent patients

multifactorial treatment strategy necessary

comiments
pathogen . . . Mortality rate (%)
patient population iumportant facts
Cryptococcus gattii non-immunosuppressed patients pulmonary infections 6 0
outbreaks all due to serotype B
expansion of natural habitat
resistance to amphotericinB and
fluconazole
Trichesporon species hematological malignancies, opportunistic infection (part of human skin
neutropemia, SOT flora)
multi drug resistance
high MICs for echinocandins
breakthrough infections in
caspofungin/micafungin treated
skin leasons and bumns, populations
Fusarium species neutropemia, hematological 70-78 %
malignancies. contact lenses. multidrug resistance
HSCT., SOT. corticosteroid positive blood culture
treatment
near drowning victums associated with water (5. apiospermum)
Scedosporium species (pneumonia and disseminated multidrug resistance
mfection) infection of skin and subcutaneous tissue
hematological malignancies, SOT | (mycetoma)
positive blood culture
hematological malignancies iron chelator deferoxanune as possible nisk
Glomeromycota diabetes mellitus, neutropenia, factors 47 %

Epidemiology of Invasive Fungal Infections in the Mediterranean Area
Mediterr J Hematol Infect Dis 2011, 3: 20110016, .

Ulrike Binder and Cornelia Lass-Florl



Aspergilloz

0 En stk

o A. fumigatus,

m A. flavus,

m A. terreus



Invazif aspergilloz altta yatan hastaliklar

ve Fungal Infections

Invasive Aspergillosis Underlying Diseases Invasive Aspergillosis Site of Infection
Skin (5%)
Hematologic (29%)
m Solid Transplant (5% B CNS (6%)
Sinus (5%)

® Disseminated

AIDS(8%)

8 Other Immune (4%)
ChronicGranulomat

8 Pulmonary (9%)
Other (5%)

# None (2%)
HST/Auto (7%)

(19%)
Other (9%)
N = 595 Patients 3 N = 595 Patients
Paterson et Medidne 200079250250 CADATICIONG (NS~ contalnervous syt T C AR
Patterson et al. Medicine 2000;79:250-260 SETANCE AN w2z



Invazif aspergilloz riski

N
o IA igin mevsimsel pikler
o Ilkbahar, yaz ve sonbahar

o Yeni bina yapimi ya da yenileme
o Yol yapimi
o Kontamine klima

o Hastane sularinda , banyolarda kontamine
toprak karismasi

Current Pharmaceutical Design, 2013, 19, 3569-3594

Invasive Aspergillosis: New Insights into Disease, Diagnostic and Treatment



SEIFEM Calismasi

4
1 IA igin hastane oncesi risk faktorleri
o Son 3 ayda ingaat sahasinin yakininda oturmak
o Son 6 ayda evde ingaat yapmak

o Apartmanda yasamak bahgeli ortamda
yasamaktan riskli (p = 0.03).

- Invazif kandidiyaz igin risk faktorleri
o KBY(p = 0.006) .
o Karaciger hastalgi(p < 0.001).



Invazif aspergilloz risk faktorleri

N
0 Uzamig notropeni

o Solid organ transplantasyon

0 HSCT, (ozellikle GVHD ile komplike)

o Yiiksek doz kortikosteroid

0 Yilkksek demir yiikii

0 CMV gibi immun sistemi etkileyen virusler



o Hematolojik hastaligi olanlarda invazif fungal
infeksiyonlarin tanisi énemli bir sorun!

o Klinik gorinim etkene spesifik degill

GM antijen
Beta-glukan test

Kriptokokal antijen test
Mannan-antimannan test

ECIL recommendations for the use of biological markers for the
diagnosis of invasive fungal diseases in leukemic patients and
hematopoietic SCT recipients

Bone Marrow Transplant

[2011]


http://www.ncbi.nlm.nih.gov/pubmed/21927034

Standart Tani Yontemlerinin
Duyarliligi

Inf. bolgesi islem % yapilma sikhigi % duyarhihk

se rebral Serebral BT 65 88
Biyopsi 8 66

Sino-nasal @

Pagano L, et al. Haematologica 2001; 86: 862




Radyolojik bulgular

7 1 cm ve Uzerinde
Nodiller

o Halo belirtisi;
erken spesifik
olmayan bulgu,

o Aspergilloz disinda
diger mantarlar
(kandida, mukor) ,

adeno Ca da
gordlebilir.

Early Signs of Invasive Pulmonary Aspergillosis:
Macronodules and Halo Signs on CT Scans

Present in 90% of pulmonary Present in 30% of pulmonany
aspergillosis at diagnosis aspergillosis at diagnosis

Pergoralcommuskation rom RE Greere, MD;CallotD, etal. o Ciw OfCN. 2001;19
Greere R, Pa:ﬂi:]l, T‘NIJBHIT ctions | the 'Tﬂ'll lTFfﬂ'l‘ dpatet. U“IJSUJP Saakesk

S g (fecioRS I the Ity R OCOMOMISed Padent. Boca Raton, F L Taylor & Frawck Growp, LLC; 2005



o0 Yarim ay
goriintisi: Tedaviyi
izleyen 2-3 haftada
gelisen kavite
icerisinde gordlir.
o Ayrica tiiberkiloz,

Wegener, akciger
Ca ve hemorajide
de gordildr.




Diagnosis of invasive pulmonary aspergillosis: Updates

Q

O

O

O

O

O

2014, , Pages 89-101

6roup) ve the ECIL (European Conference for Infection in Leukemia) o&nerileri

Epidemiyolojik, radyoloji-klinik, biyolojik verileri tanida kullan

Tibbi durum ve serum galak‘romannan antijen her ikisinin de
spesifikligi konusunda bazi sinirlamalar olmasina ragmen temel
yaklagimda kullanilir

(1—-3)-p-D-glukans pan-fungal serum markirlaridir, cok iyi
negatif prediktif degpere sah?pfir'. ’

Real-time PCR standardize degildir.

Solunum yolu érneklerinden Fungal kiltirler bazen yeterince
duyarl degildir.

Histoloji aspergilloz tanisinda 6nemli, ancak biyopsi immun
suprese hastada her zaman miumkin degil.



http://www.sciencedirect.com/science/article/pii/S0399077X13003351
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http://www.sciencedirect.com/science/journal/0399077X/44/3

Laboratuvar testlerin tedaviye yardimi

Tedavi Profilaksi =i Pre-emptiv Spesifik
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Transplant sonrasi gunler



IFT mortalite

0 Erken tani, erken tedavi baslanmasi, uygun
profilaksi TA ile ilgili mortaliteyi disirmekte

Current Pharmaceutical Design, 2013, 19, 3569-3594 3569

Invasive Aspergillosis: New Insights into Disease, Diagnostic and
Treatment

Meinolf Karthausl,* and Dieter Buchheidt2



Akciger

BMT 33-100 (90)
leukemia, neutropenia, aplastic anaemia  13.100 (77)
Renal Tx 0-100 (70)
Heart Tx 11-78 (50)
Lgng Tx 50-100 (77)
Liver Tx 57-100 (93)
AIDS 36-100 (81)
Rinosinuzit
leukemia, neutropenia, BMT 17-85 (66)
Serebral
immunocompromised 86-100 (99)
non-immunocompromised 0-17 (13)

Denning 1996 Clin Infect Dis 23:608




Profilaksinin onemi
B e,—,S,—,—,,

o 100 ginlik mortalite

o flukonazol/itrakonazol profilaksisi alan grupta %22-
o Posakonazol alan grupta 714

—omely OA., Maertens J, Winston D], et al. Posaconazole vs fluconazol
r intraconazole prophylaxis in patients with neutropenia. NV Engl J Med

2007:356(4):348-359.



Antifungal profilaksi

- o4a .
0 Yiiksek riskli hematoloji-onkoloji

hastalarinda IFI insidansini azaltmada etkin
strateji

0 Ancak segilecek ajan tartigsmali kalmaktal
o Toksisite
o Yiksek maliyet
o Ilag direnci gelismesi
o Fungal epidemiyolojide degisime yol agmasi

Petros Pechlivanoglou.
J Antimicrob Chemother 2014; 69: 1-11



Mukormikoz
S5 Mukormikoz son 20 ytlda artti -

[l

o Kuf mantarlari arasinda 2. sirada

o Mortalitesi yiiksek, dissemine hastalikta %96
o Sinus, serebral, orbital, dissemine infeksiyon nedeni

o Hematolojik malignensi, transplant, diyabet
o Uzamis notropeni onemli risk faktori

o Serbest demir mukora egilimi arttirmakta

o Vorikonazol profilaksisi mukor gelismesi ile iliskili olarak goriilmekte

1 Tedavide Lip-AmB onerilir.

o Posakonazolle kombinasyon énerilmis.

Malan1 AN, Kauffman CA (2007) Changing epidemiology of
rare mould infections: implications for therapy. Drugs 67: 1803-
1812. do1:10.2165/00003495-200767130-00001 PM1d:17722951




Serebral ve sinus CTde paranazal sinuslerde
genisleme, periorbital yumusak dokuda odem
Periorbital dokudan alinan ornek PAS
boyamada duzensiz, dallanmig, 45C acili hifa
tanimlandi

‘. . o A - A‘ \Ql; L3 . ., J . (/ \\n

- ®; o, o .

?M) A P T | -
C

N Engl J Med 1995: 333:564




Fusaryum tirler

o Yasami tehdit eden -
Immunosuprese Chedar
hastada deri, akciger ot i o ooy ol i 1)
ve sinusleri etkiler

o Insidansi %0,1-17

o Azoller ve polyenler | |
etkili gorinmekle «
birlikte -

Fusarium spp.’nin sabraoud agardaki goruntusu (resim 3-4)

Genellikle
antifungallere
direngli

Fusarium spp.’nin gukulata agardaki goruntusi (resim 5-6)



Scedosporium

-4 | |
» Hematolojik malignensi

ve solid organ ~
al I Cl lar. I nda b i l d i r. i l m is Fig. 3. Chest radiograph (A) and CT scan (B) on onset of

pulmonary S, profficans infection (February 20, 2009). Multiple
» Mortalite yiiksek, S. o
prolificans (7%85-100)

— Scedosporium AmB ve
ekinokandinlere direncli

— S. prolificans
vorikonazole de direncli




Kriptokok infeksivonu TR

1 &L

0 Solid organ transplant alicilarinda kriptokok
infeksiyonu insidansi 7%2,8

0 Tanida sorun nedeni ile mortalite % 30-40

0 Hizli tani ve tedavi kaginilmaz!

o C. neoformans ve C. gattii
oLip AmB+flusitozin tedavisi




Trikosporinoz

]
o Trikosporinoz nadir, STy L
0 ancak mortalitesi yiksek W N

infeksiyon nedeni |
0 ¢ogunlukla antifungal direngli

o Hematolojik malignensi risk faktori

o Akut myeloid losemide insidansi
70,4-0,5

Akdeniz llkelerinde Geotrichum

capitatum fazla



Kandida epidemiyolojisi
-4
o Candida non-albicans'ta artis
o C. parapsilosis
o C. glabrata (flukonazole duyarlilig diisik)

o C.tropicalis
o C. crusei (flukonazol direncli)

o Daha onceden flukonazol kullananlarda
vorikonazol MICleri artmakta »

1 Azol direnci 2,09 AT S
o C. glabrata diginda i Tl




Fungemi
4

o European Organisation for Research and Treatment of Cancer
(EORTC) centers

o Fungemi epidemiyolojisi ve mortalite analizi

o 8 llke, 13 kanser merkezinden 145.000 hasta
o Non-albicans orani %54

o Surviv C. albicansla benzer

Fungeminin mortaliteye katkisi %44

o Cornely OA, Gachot B, Akan H et al. Ep/dem/b/??q}/ and mortality
of fungaemia in cancer éyaﬁen ts - (EORTC 65031). Clin. Microbiol.
Infect. 18(Suppl. S3), 9 (0109) (2012).



%
Hospital mortality
- = NN
© 1 © o O

Ampirik Kandidemi Tedavisi Gegikirse

Mortalite

n=157 patients with candidemia
s
% _
s I | B
v B B I
» [— B S
_— I I I [E—
P I I I ——
A8 A AN AR 2=

<12 12 24 24-48 >48
Kan kultaru ahndiktan sonra gecen saatler

Morrell M, et al. Antimicrob Agents Chemother 2005 49: 3640



o Invazif kandida hastalarinin yarisinda kan
kiiltirinde iretilmedigi igin risk altinda
olan hastalarin farkinda olmak énemli !



YBUnde Invaziv Kandidiyazis Ne
Zaman Diisiiniilmeli!

0 YBU yatig >4 giin ve 1-3 giin arasi genis
spektrumlu sistemik antibiyotik kullanimi
veya 1-3 guin arasi SVK kullanimi var

o Asagidakilerden en az 2 faktor var:
o TPN (1-3 giin)
o Diyaliz (1-3 giin)
o Biyilk cerrahi (-7-0 giin)
o Pankreatit (-7-0 giin)
o Steroid (-7-3 giin)
o Immunsupresif ilag (-7-0 giin)

Ostrosky-Zeichner L. Eur J Clin Microbiol Infect Dis 2007;26:261-7



Tedavi

4
o IFI'nin erken tedavisi hastanin sonuclarini
iyilestirmede ana faktor
0 Tedavi gecikmekte
o Hastanin semptomlari spesifik olmayisi
o Tanida sorunlar
o IFInin yiksek maliyefti

Transnet calismasi




Ampirik ECIL 11l 2009 IDSA 2011* BCSH 2008
tedavide Etkinlik Giivenlik
Voriconazol Bl Bl -
e
= L-AMB
ABLC Bl (inflUzyona bagl
toksisite)
D-AMB Bl DI (nefrotoksisite) Onerilmez
(toksisite)
Caspofungi Al -
n (mukor’da
deqil)

Micafungin Bl Bll - -
Posaconazo - - - -
le
ltraconazole Bl Bl (intolerans) -

* Uzamig notropeni Ampirik tedavi

igin onerilmez (A l)




IDSA

AmBisome |Al Al Al All
Kaspofungin |Al BII** Al All
Vorkonczol | Al Al Bl Bl




Do more with ye

2013-Update of the ECIL Guidelines for
Antifungal Therapy in Leukemia
and HSCT Patients (ECIL-5)

Raoul Herbrecht (chair, France)
Frederic Tissot (Switzerland)
Samir Agrawal (UK)

Livio Pagano (ltaly)
Georgios Pettrikos (Greece)
Claudio Viscoli (Italy)
Andreas Groll (Germany)
Anna Skiada (Greece)
Cornelia Lass-Florl (Austria)

Thierry Calandra (Switzerland)
A ENE @@ le 2| 10 . EBEXEE Bleiis T10.00




n(Y) Comments Forms  Araglar(T)  Yardirm(H)

¢ @|iE &ih |- IVEwffEkin@Z & 7@
. :
Invasive aspergillosis: First-line
Agent Grade Comments

Voriconazole

Ambisome
ABLC
Caspofungin
Itraconazole
ABCD

Al

Bl
B Il
cil
CHl
Cl

Combination voriconazole + anidulafungin CI?
Other combinations cli

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

dose 3 mg/kg
dose 5 mg/kg

AGAINST THE USE
Amphotericin B deoxycholate Al

@ (@ 23/36 - | <=

——  =o i

| 100% - EBEtHE

al o~ _ulﬁﬁ



Australian and New Zealand Consensus Guidelines for the
Use of Antifungal Agents in the Haematology / Oncology
~Setting, 2014 Update

I
Internal Megiin Journal 44 (2014)

Consensus guidelines for the treatment of invasive mould

Infections In haematological malignancy and haemopoietic
stem cell transplantation, 2014

C. C. Biyth "N M. Giroy **.D. Guy,"S. T Chambers ' E. Y Chieong " T Gottieb, 5. L. McGuinness"
and K. A, Thursky ™"




Recommended antifungal therapy for treatment of invasive mould infections

First-line agent (grade of

. Comments
recommendation)

Clinical setting

Aspergillosis
Voriconazole (B)
or

Liposomal amphotericin B

Caspofungin has demonstrated
e efficacy (D).
DM advised with azoles

Invasive pulmonary or
extrapulmonary aspergillosis

|A with an Aspergillus species Includes Aspergillus terreus and
known to be resistant to Voriconazole (D) Aspergillus nidulans
amphotericin B TDM advised with azoles

|IA developed while receiving
mould-active azole prophylaxis;
high MIC to mould-active azoles
on formal susceptibility testing

|A with suspected or proven

azole resistance Liposomal amphotericin B (D)

Liposomal amphotericin B (D)
or

Refractory or salvage therapy Posaconazole (D)
or

There is limited evidence for the
role of combination therapy.


http://onlinelibrary.wiley.com/doi/10.1111/imj.12598/full

Treatment of invasive fungal infections in cancer patients—updated
recommendations of the Infectious Diseases Working Party (AGIHO) of the
German Society of Hematology and Oncolog

First-line treatment of invasive

pulmonary aspergillosis
Voriconazole Al

Liposomal AmB All

Caspofungin Cll

Micafungin Cll

ABLC Clll
Anidulafungin + voriconazole CII|
D-AmB =

econd-line treatment of invasive
pulmonary aspergillosis
Voriconazole Bl

Caspofungin Bl

Posaconazole BllI

Liposomal AmB Bl Sabine Mousset et al. Ann

ABLC Bl Hematol (2014) 93:13-32
Micafungin CIII



ISPANYOL REHBERI
Recommendations for the
treatment of invasive fungal
infection caused by filamentous
fungi in the hematological patient

Rev Esp Quimioter 2011;24 (4):
263-270



s | iposomal-AmB
Voriconazole®

G Liposomal-AmB

W Candin®
Voriconazole

T Liposomal-AmB

@ Voriconazole®

Voriconazole
ML B | iposomal-AmB

Figure 2 Selection of the antifungal agent according to galactomanann
antigen (AGA) and prophylactic antinfungal regimen.

AGA: galactomanann antigen; EEA: extended-spectrum azole (voriconazole and
posaconazole)

1AGA negative or not available.

2Micafungin is the only candin with indication for prophylaxis.

3Consider using voriconazole if the patient is receiving a prophylaxis with a
candin.

41f clinical picture and/or imaging studies are compatible with IFI caused by

filamentous fungi, it is recommended
not to 11se candin (casnofiinain i< the one with indication in emniric) in



Aspergillus tedavi segiminde
dikkat edilmeli!

N
o Onceki kiife etkili profilaksi

0 Eslik eden hastaliklar,
0 Azol direngli infeksiyon
o Diger bir mantar varligi



Ilac direnci
N N

o Kandidada ekinokandin direnci(FkS
mutasyonu)

1 Aspergillus fumigatusta azol direnci
(CYP51A mutasyonu)

o A. fumigatusizolatlarinda Intrinsik ya da
kazanilmis azol direncinin Avrupa'da 12

merkezde her bir merkez igin %4,2 lere giktigi
bildirildi.



Azol direnci |l

Avrupa ve Asyada Azol

direnci Aspergillus fumigatus’ta artmakta
*Uzun siireli azol maruziyeti

= Ozellikle kronik solunum yolu infeksiyonunda

direngli tiplerle yeniden infeksiyonda

gordlebilir.

1

Azole resistance in Aspergillus fumigatus: a

growing public health concern
2013 Dec;26(6):493-500
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Hollanda: iilke genelinde %
5.3, Nijmegen 7%10

Tarimda azol kullanimi: TR/L98H
mutasyonu

Ozellikle A fumigatus'da
gordliyor

Verweij et al.2009; Mayr & Lass-Florl 2011 |4



2015 Jan 27. pii: dku566.
Emergence of azole-resistant invasive aspergillosis in
HSCT recipients in Germany.

This report highlights the emergence



http://www.ncbi.nlm.nih.gov/pubmed/25630644
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Antifungal duyarlilik testleri (CLST ya da EUCAST
onerileri) ve deneyimli merkez

Ne zaman
yapilmah?

=Etkenin steril alanlardan
Izolasyonu
»Antifungal tedaviye yanitsizlik
=Onceki antifungal kullanimi
*Ajanin antifungal duyarliliginda
azalma




Tedavide sorunlar ve oneriler

s Tedavi suresinin belirlenmesi!
*Tla¢ serum diizeyi tayini |
sFilamantoz mantarlarda rutin

duyarlilik testi yapilmamakta
Ozellikle azol tiirevleri
alanlarda tedavi basarisizligi ve
yan etki durumunda in vitro
duyarhlik degerlendirilmeli
=Tir diizeyinde identifikasyon onerisi | Kanit:
CIIT




Llag diizeyi izleme

o Azol tedavisinde ilag monitérizasyonu sorunu
heniz sinirl veri |

o Optimal diizeylerin net olmamas: bir problem!

o Bununla ilgili olanaklarin olmayisi bir baska
problem!

o Vorikonazol igin serum ilag diizeyi izlenmesi Gnerilen
yayinlar mevcut!
= Avustralya ¢alismasinda 202 IFI hastasi,
= 13 hastada tedavi basarisizhgi (0,9 mg/I)a ,
m basarili tedavi edilenlerde (2ma/l): b<0 05

Practice guidelines for therapeutic drug monitoring of voriconazole: a consensus review of
the Japanese Society of Chemotherapy and the Japanese Society of Therapeutic Drug
Monitoring

Hamada Y, et al. J Infect Chemother. 2013 ;19(3):381-92.



Antifungal tedavide sorunlar

 Invazif fungal infeksiyonlarda modern
antifungal tedavide daha az toksik ajanlarin
varhgina karsgin yiksek riskli hastalarda
breakthrough kandidemiler artti (%10 -dan
0/030'0).

Uygunsuz regeteleme yetersiz etkinlige ve
o direngli fungal suslarin segilimine neden oldu.



Breakthrough IFI

]
0 " Tedavi ilacina baslanmasina sebep olan
mantar disinda yeni bir mantar ile gelisen
infeksiyon veya tedavi basladiktan sonra 3
glin veya daha ge¢ ortaya ¢ikan infeksiyon”

o Baslangig ilag baslanmasindan énce izole
edilen etkenden farkl yeni olusan mantar
veya mantar tirleri ile infeksiyon
gelismesi
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Breakthrough lung Scedosporium prolificans infection with
multiple cavity lesions in a patient receiving voriconazole for
probable invasive aspergillosis associated with monoclonal
gammopathy of undetermined significance (MGUS)
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CASE REPORT

Mould breakthrough in immunosuppressed ad
receiving anidulafungin: A report of 2 cases
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Breakthrough Scedosporium
apiospermum (Pseudallescheria hoydii)
brainabscessduring therapy forinvasive
pulmonary aspergillosis following high-
risk allogeneic hematopoietic stem cell
transplantation. Scedosporiasis and
recent advances in antifungal therapy
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Breakthrough invasive mould infections in patients
treated with caspofungin
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Case report

Breakthrough trichosporonosis in patients receiving

Be C 4dnmee .- g Him

echinocandins: case report and literature review Case repot

LIAO Yong, Thomas Hartmann, ZHENG Tao, YANG Rong-ya, AO Jun-hong and WANG Wen-ling

Keywords: trichosporonosis; caspofimgin; echinocandins

Trichosporon species now ranks as the second most common cause of disseminated yeast infections with a high
mortality rate. Breakthrough trichosporonosis in patients receiving echinocandins therapy is being recognized recently.
We present a case of breakthrough trichosporonosis with acute viral myocarditis while receiving caspofungin therapy.
Trichosporon infection should be considered in patients, who have risk factors for invasive fungal infection and develop

unexplained clinical manifestations of infection despite treatment with echinocandins.

Chin Med J 2012,125(14):2632-2635

]nvasive frichosporonosis is an emerging, fatal  about dyspnea and pain in the chest for two days. Aft
onnortunistic infection which is mainlv found in  beine diaenosed with acufe viral mvocarditis. she w.
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transplantation.

Breakthrough zygomycosis on posaconazole
prophylaxis after allogeneic stem cell

S. Mousset, G. Bug, W], Heinz, K. Tintelnot, V. Rickerts. Breakthrough
zygomycosis on posaconazole prophylaxis after allogeneic stem cell

Transpl Infect Dis 2010: 12: 261-264. All rights reserved
Abstract: Antifungal prophylaxis with posaconazole (POS) has been

© 2009 John Wiley & Sons A|S

Transplant Infectious Disease . ISSN 1398-2273

S. Mousset', G. Bug', W.J. HeinZ,

K. Tintelnot’, V. Rickerts'

"Medizinische Klini I, Klinfeum der JW. Goethe-Universiti,
Frankfurt am Main, Germany, “Medizinische Klinik und
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shown to decrease the mortality associated with invasive fungal
infections i high-risk patients. We report on a patient, with severe
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Clinical Microbiology g
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Alexander
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Published Ahead of Print 26 April 2010.

;ion Case Report

Updated information and services can be found at:
http:/fjem.asm.org/content/48/7/2373
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Breakthrough Invasive Infection Due to
Debaryomyces hansenii (teleomarph Candida
1qta) and Scopulariopsis brevicaul in a Stem Cell
Transplant Patient Receiving Liposomal

Amphotericin B and Caspofungin for
Suspected Aspergillosis
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Breakthrough funfal infeksiyon
==ionlemek igin ne yapilmali? —_—

0 Tani ile ilgili degisiklikler gozden
gegirilmeli

o Duyarhlik testleri yapilmals

0 Optimal antifungal segilmeli



Diagram of the key members of the IFD-MDT.
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o 22nd European Congress of Clinical
Microbiology and Infectious Diseases

(ECCMID)
0 London, UK, 31 March-3 April 2012

o Antifungal stewardship (yonetim)

0 Fungal epidemiyolojide son degisiklikler tedavi
segeneklerini ve yonetimi belirler.

o Future Microbiol. (2012) 7(10), 1141-1146



Antifungal agent

Fungal species AMB | FLC | ITC | VRC | POS | CAS | MFN | ANI
C. albicans
C. tropicalis

2 C. parapsilosis

9 | Chrusel ! j//%y !
C. glabrata ///%///%///%////%

C. neoformans

A. fumigatus
i;” Zygomycetes //
g | Fusarium spp. ////
Scedosporium spp. ////

Active against fungal pathogen

7/ Partial activity against fungal pathogen




Table 3 Factors to be considered when selecting an antifungal agent for empirical treatment

Epidemiology of invasive fungal infection (IFf) Candida
Aspergillus

Other filamentous fungi
Spectrum of the antifungal Candida Aspergillus Other filamentous fungi
Amphotericin B B tt ++
Voriconazole tH tt ++
Caspofungin e H Q
Type of activity Yeasts Filamentous fungi
Amphotericin B Fungicidal Fungicidal

Caspofungin

Voriconazole Fungicidal
ungicidal

Clinical experience Efficacy against Aspergillus Breakthrough aspergillosis and mucormycosis
Amphotericin B B -

Voriconazole thd

Caspofungin t

Severity of infection For empirical treatment select the antifungal agent with the highest efficacy and the broadest spectrum of action

Prophylaxis with triazole or candin In case of suspected IF begin with liposomal amphotericin B




Akilci antifungal tedavi:

- Ampir'i; an’rifungal segiminde

dikkate alinmalil

0 IFI epidemiyolojisi

0 Antifungallerin spektrumu
o Antifungal aktivite tipi

0 Klinik deneyim

0 Infeksiyonun siddefti

7 Onceki kullandigi profilaksi



Tesekklr ederim

ﬁspergillu y
fumigatus




