OLGU TARTISMALARI: Atesli
notropenik hastayi nasil
izliyoruz?

Ikinci basamak tedavisi - ge¢c donem
tani ve salvage
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Hangi takimi tutuyorsunuz?

A)Ankaragucu
B)Besiktas
B)Bursaspor
C)Eskisehirspor
D)Fenerbahce
E)Galatasaray
F)Goztepe
G)Trabzonspor




Superfinal’i kim alir?
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B Fricr Antibiotic Exposure
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APACHE Il Score: All >15and < 30 > 30
N: 310 444 35 49 222 298 53 97 Table 2. Patients infected with Gram-negative organismis) susceptible to commonly prescribed
Figure 1. Hospital mortality stratified by Acute Physiology and Chronic Health Evaluation II (4 antimicrobials for Gram-negative infections®

I} score.

Prior Antibiotic

No Prior Antibiotic

Johnson MT, Reichley R, Hoppe-Bauer J, Piperacillin-tazobactam
Dunne WM, Micek S, Kollef M. Impact of Ciprofloxacin
previous antibiotic therapy on outcome of Multidrug:resistant”

Antimicrobial Agent Exposure (n = 310) Exposure (n = 444) p
Cefepime 93.0% =001
88.0% =001
Imipenem/meropenem 97.5% =001
82.4% =001
Gentamicin 92.1% =001
11.3% <001

Gram-negative severe sepsis. Crit Care Med.
2011 Aug;39(8):1859-65.

“Patients with polymicrobial bacteremia had to have all isolated bacteria susceptible to the antibiotic
to be considered susceptible; *refers to the number of patients in each group having bacteremia with
multidrug-resistant Gram-negative bacteria. Multidrug-resistant isolates were defined as a bacterial isolate
with fn vifro resistance to at least two antipseudomonal antibiotics, which included cefepime, piperacillin—
tazobactamn, imipenem or meropenem, gentamicin or tobramycin, or amikacin.




OLGU

53 yasinda kadin hasta
Multiple myelom
VAD 5 kur

Kemoterapiye yanit yok
— (%70 plazma hucreleri)
Velcade+Dekort

OKIT (Alkeran)



MM-OKIT

* 6. gun
— Lokosit 152/mm?3 noétrofil 105/mm?
— Ates 38,7

Fizik bakida enfeksiyon odagi yok
Kan/kateter kulturleri alindi

Sefoperazon/sulbaktam 3X2 g iv




Tedavinin 3. gunu

Genel durumu bozuldu

TA: 80/60 mmHg

Vankomisin alerji

Teikoplanin

Kan kulturleri + kateter kulturt (port)




Tedavinin 4. gunu

Genel durumu kotu
Oksuruk, balgam ¢ikarma
Solunum muayenesinde bilateral raller

Hipoksi

YBU

Balgam kulturu gonderildi
GM antijeni







Hastanenizde bu tip olgularin
%kacina bronkoskopl
yapabiliyorsunuz?




Hastanenizde duzenli
galaktomannan testi calisiliyor mu?

* A)Evet
« B)Hayir




Tedavi yaklasiminiz

A) Karbapeneme gecerim

B) Antifungal eklerim

C) Trimetoprim sulfometaksazol eklerim
D) Karbapenem + TMP/SMX

E) Karbapenem + TMP/SMX + Antifungal




Karbapenem + TMP/SMX + Antifungal

« HRCT
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Her iki akcigerde 9 Ocak tarihli BT ile
Kiyaslamali degerlendirmede takipte yeni
gelisen yaygin daginik asiner opasiteler
fokal konsolidasyon alanlari izlenmektedir.

Gorunum fungal enfeksiyona sekonder
olabullir.




Kateter kan kulturut MRKNS
Kan kulturlerinde ureme yok

GM antijeni 0,77

Klasik Amfo B

Kreatininx2
Vorikonazol




Tedavinin 6. gunu

« Ates yaniti yok SEFTAZIDIM

+ Notropeni devam 148/  JRSLSIEINEN
Pl SEFEPIM

IMIPENEM

MEROPENEM
. Balgam Kiiltiirii (2): o

Acinetobacer baumanii
KOTRIMOKSAZOL

PIP/TAZO




Tedavi yaklasiminiz?

Karbepenemi kesip

A) Sefo/sulb.+Amikasin
B) Tigesiklin
C) Kolistin iv/inh

D) Sefo/sulb.+ Amikasin + Tigesiklin




ENDIKASYON DISI {LAC KULLANIM TALEP FORMU

(“Bireysel Regete” Bazinda “Endikasyon Diat” llag Regete Etme Igm Eksiksiz Dolduralmas:
Gereken Bagvuru Fornm)

HASTA KIMLIK BILGILERI

Sefo/sulb.+ Amikasin +
Tigesiklin (3 gun sonra)

Yas Cmsiyet:

Dosya Numaras:

KLINIK BILGILER:

iam

Laboratuvardan kolistin N
ve rifampisin calismas) ===
Istendi

Kisa Laboratuar Ozeti




9. gun

» Atesleri devam ediyor, genel durumu orta

e Notrofil:710/mm3

* Trombositopeni




11. gun

« Balgam kulturu: AMB-0.75
C. albicans FLU-3
ITR-0.016
VOR-324
CASP-0.047




Candida etken mi?

A) Etken olma olasiligl yuksek tedavi
degisikligi yaparim

B) Etken olma olasiligi dusuk tekrar
solunum yolu ornegi gonderirim




Kandida pnomonisi

e Solunum yollarindan Candida “?
Cogunlukla kolonizasyon
(Rello et al Chest 1998)

Postmortem ornekleme ile % 40 solunum
yollarinda Candida kolonizasyonu ancak

% 8 Candida pnomonisi saptanmis.
Am J Respir Crit Care Med 1997




* Oral suruntu ornegi ayni antifungal
duyarliliga sahip C. albicans

« Uygun agiz temizligi yapildiktan sonra
alinan balgam orneginde ureme yok




13. gun

» Oksurik, balgam, atesleri devam ediyor
* Solunum muayenesinde raller mevcut

- BRONKOSKOPI




15. GUN

BAL ve bronkoskoik aspirasyon ornekleri

Acinetobacter baumanii
— Kolistin S
— Rifampisin R

Mantar elemani gorulmedi, ureme olmadi

Pneomocystis jirovecii -




Sefo/sulb. 10. gun
Amikasin 10. gun
Tigesiklin 7. gun

Tedavi altinda kultur pozitifligi devam




e Colistin inhaler + iv tedavisi eklendi




25. gun

* Ates yok
* Solunum bulgulari geriledi
« Kontrol balgam kulturlerinde ureme yok
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Ege Hematoloji Surveyans

« FEN atak 231
— NBA 111
— MDE 120

%65

Enterococcus spp :%20

S. aureus



ESBL

E.coli %33
Klebsiella spp. %28
Acinetobacter spp.
Karbapenem R:%82
Sefo/sulb R:%23 |:%41
Netilmisin R:%12
Pseudomonas spp.
Karbapenem R:%33
Kinolon R:%50
Amikasin R:%16

MR
— KNS
— S. aureus

%86
%50

* Enterococcus spp.

— VRE (3/11)

%27







Olgu
38y, E, NHL(3y1l)
2 kez OKIT engrafman —
Febril notropeni: ampirik pip/tazo,
— ates yaniti yok

HRCT: Fungal pnomoni
Vorikonazol iv/po

Tedavinin 45. gunu sol orbita Uzerinde
selulit




Sy 1

26102010
012615
13 IMA,

EGE
Symphomydision
HFS

EGE
Symphony™ision
HF S

SP F326

Fovw 183*229
214*384s
Tra=Cor(-20.2)
W 12T 9




Mukormikoz dusunulerek LAMB (4 hafta)
Biyopsi: Mukormikoz
Kulturde ureme olmadi

Posokonazol (6 hafta)
Klinik 1yilesme
Kontrol MR belirgin gerileme,




Zigomikoz

Genis, septasiz, kalin duvarli, dik aci ile dallanan
nifler

Kolay urer (Sikloheksimitli SDA)

Rhizopus, Rhizomucor, Mucor, Ab3|d|a B

Rhizopus arrhizus

— Insan olgularinin %60
— Rinoserebral %90

Toprak, su, hava

Giris yolu: inhalasyon
Damar ve doku invazyonu
Kultur duyarhhgi %30




TURKIYE’DEN 1995-2009 YILLARI ARASINDA YAYINLANMIS 100
MUKORMIKOZ OLGUSUNUN HAVUZ ANALIZ YONTEMI ILE
DEGERLENDIRILMES]|

Arzn Nazli, Meltem Isikgéz Tasbakan., Hiismi Pullukgu, Oguz FRegat Sipahi. Tansn

22 uluslararasi, 26 ulusal yayin
53 erkek, 47 kadin olgu
Yas ortalamasi 46 11 ketoasidaz

Diyabet

Patolojik tani: 83
Radyolojik tani:76 elignite

Hermatoljik

B Steroit

Mikolojik tani: 21/40 26 nsropeni




TURKIYE'DEN 1995-2009 YILLARI ARASINDA YAVINLANMIS 100
MUKORMIKOZ OLGUSUNUN HAVUZ ANALIZ YONTEMI ILE
DEGERLENDIRILMESI]]

Arzu Nazli, Meltem Isikgéz Tasbakan, Hiisnid Pullukcu, Oguz Resat Sipahi, Tansu

....... b ot St ey Bt

Cerrahi + Antifungal gu
Cerrahi ; gu
Antifungal ; gu (7 ex)

Toplam mortalite: 57
Diyabetli olgularda mortalite daha yuksek




Zigomikoz

Klinik
Rinoserebral
Serebral
Pulmoner
Gastrointestinal
Deri
Dissemine




Zigomikoz

Diyabetik ketoasidoz
Hematolojik malinite

Steroit kullanimi
Desferroksamin enjeksiyonu
Travma

Kontamine bant

Kontamine dil basacag!



Rinoserebral Zigomikoz

Nazal veya yumusak damak nekrozu %50
— 3 gun icinde
Nekroz yoklugu taniy dislamaz

Agresif tedavi yapilmazsa serebral ve
orbital komplikasyon

BT, MRG
Biyopsi-kultur




Akciger Zigomikozu

Aspergilloza benzer
Ates

Okstrik (nonproc
Gogus agrisi
llerleyici dispne
Kavite

Hemoptizi

Antifungal
profilaksi

(vorikanazol,
ekinokandin)

Galaktomannan




Zigomikoz'lu hematolojik hastada
infeksiyon bolgesi

5% 5%

B Akciger
[1Sinls
@ Akciger+SSS

B Dissemine

[1Akciger+diger
H Diger

44 /o

Pagano et al. Haematologica 2004




Zigomikoz

Risk faktori Sagkalim (%)
Diyabet 61

Notropeni 28
Desteroksamin

[V uyuturucu 33

Prematiirite 22

KIT 20

Am J Health Syst Pham 2005 Medscape



Vorikonazol tedavisi altinda
zigomikoz

« AKIT
— 13/139 “breakthrough” infeksiyon
— 6/13 zigomikoz

Imhof A CID 2004;39

» KIT (2003-6) Vori profilaksi
—4/45 (%8,9) “breakthrough” zigomikoz

Siwek GT. CID 2004;39:584-587




Kaspofungin
“breakthrough” Zigomikoz

Zigomikoz, 2 olgu
Fusarium, 1 olgu
Tricosporon, 1 olgu

Walsh TJ N Engl J Med 2004;35:14




Antifungal duyarlilik

Amfo B ++
L-Amfo B
5-Flusitozin
Posakonazol




Zigomikoz tedavi

Altta yatan hastaligin kontrolu
Erken ve genis cerrahi debritman

Antifungal tedavi

— Amfo B 1-1,5 mg/kg/gun

— Lipit bilesenli Amfo B

— Posakonazol

Tedavi suresi ?

— Radyolojik duzelme

— Biyopsi ve kultur (-)

— Immiinstipresyonun durumu




Zigomikoz tedavisinde

Posakonazol
« Standart tedavilere yanitsiz olasi veya yuksek

olasi zikomikoz olgulari
— 24 olgu (14 HM)

— Posakonazol (800mg/gun)
— Tedavi basarisi %70

Greenberg RN, et al. Posaconazole as salvage therapy for zygomycosis. Antimicrob Agents Chemother
2006;50(1):126-33.




Posacona=—ole Is Effective
I'herapy in 2 yvocoimycosis:

Jdo—sAanne H. owvan Bworik,! Roberta S Hare,” Howward FOSolomom,=
PMIchasl L. Corrado,. amd Dimitrios P. Komntoyi@ammis®

91 olgu
69 kesin
22 yuksek olasi

81 olgu refrakter
10 olgu intoleran

%62 tek odak
%385 L-AMB

— Posa 4x200mg 2x400mg

12. Hafta tedavi basarisi




Posaconaz=ole Is Effective as Salvace
[ Therapyw 1 X vamormivaoosiss
A Retrosprective Surmariary of 91 Cases

do—dmree H. o wan Bwurik.,” Roberta = Hare." Howward F O Soloomonm,=
PAichas=l L. Corrado . and Dimitrios P Komtoy iammnis©

64 olguda cerrahi girisim

38 ted Oncesi

O ted sirasinda

17 dncetsonra
Cerrahi girisim uygulanip
uygulanmamasi tedavi

basarisini etkilememis

toplam akciger sinus




fdikrobiyol Bul. 2011 Jul; 4503050911,

[Mucormycosis: retrospective evaluation of 12 cases].

[Article in Turkish]
Arda B, Erdem &, Sipahi OR, lzikgdz Taghakan M, Pullukcu H, Tashakan M=, Ceylan M, Metin DY, Midilli B, Yamazhan T, Ulusoy S

Ege University Faculty of bMedicine, Depatment of Infectious Diseases and Clinical Microbiology, izmir, Tutoey.
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AML-M3
1. kur konsolidasyon
13. gun notropenik ates

Sefepim+isepamisin
4. gun teikoplanin
6. gun amfoterisin b




« 8. gun notropeniden cikiyor.
— Ates devam
» Sag hipokopndriyumda agri ve hassasiyet

 USG ve MR hepatosplenik kandidoz

— Kan ve kemik ilsigi kulturu olumsuz
— BX

» Gonul ister aradigini...
— Olasi hepatosplenik kandidoz




L-amb uc¢ hafta yanit yok
Uc hafta +kaspofungin
2 hafta tek kaspofungin

Radyolojik regreesyon
2 ay flukonazol oral idame




Amfo B
Lipozomal amfo B
Kaspofungin

Vori

Kombinasyon tedavisi




Kaspofungin monoterapi???

Clin Infect Di oy 3 50-G.
Successful treatment with caspofungin of hepatosplenic candidiasis resistant to liposomal
amphotericin B.

Zors F, Chiuzolo P, Picoirillo M, Pagano L, Laurerti L, Faring Leo




Vorikonazol+kaspofungin

Ann Bial Clin (P aris). 2005 Jul-Aug;

[Hepatosplenic and kidneys candidasis complicating an acute myeloblastic leukemia. A case treated
with voriconazole and caspofungin].

lamart. elouenna g@nsahaa.fr




Clin bicrobial Infect. 2012 Mar24. dai: 1041114, 1469-0891 2012.03219 . [Epub ahead of print]
Hepatosplenic candidiasis in the era of new antifungal drugs: a study in Paris 2000-2007.

De Casztro M, Mazoyer E, Porcher R, Raffoux E, Suarez F, Ribaud P, Lartholary O, koling Jh.

Depantments of Infectious Dizeases Biostatistics and Medical Informatics Haematology, AP-HP Hépital Saint-Louis, Denis Diderot -Pariz 7 University, France and
René Descartes-Paris 5 University Department of Haematology, AP-HP Hopital Mecker Enfants-Malades, Centre d'Infectiologie Nedker Pasteur Haematology-Stem
Cell Transplantation, AP-HF Hépital Saint-Louis, Denis Dideret-Paris 7 University, France and René Descartes-Paris 5§ University Depatment of Infectious and
Trapical Diseases, AP-HF Hépital Hecker Enfants-hMalades, Centre d'Infectiologie Necker Pasteur Institut Pasteur, Centre National de Référence Mycologie et

Antifongiques, CHRSE, P aris, France.

« 24 olgu
— 6 kesin
— 3 yuksek olasilikli
— 15 olasi

* 15 hasta bx yapilabilmis

HSC localization, n (%)
Liver + spleen

Spleen
Liver
Kidney




Tedavi

%54 basari/2 net basarisizlik digerleri olum
First-line antifungal therapy for HSC (n= 24)°
None,nc%)b
Azoles, n (%)
Polyenes, n (%)
Caspofungin, n (%)
Combination, n (%)™

Maintenance antifungal therapy for HSC (n= 24)
None, n (%) b

Azoles, n (%)

Polyenes, n (%)

Caspofungin, n (%)
Others, n (%)™




Sagkalim analizi

Table 2. Univariate and multivariate models for survival analysis

Variable

Univariable model

Multivariable model

HR {95% Cl)

P

HR {95% Cl)

Female gender

Age (ner 10 years)

=4 year

Mo haematological remission atHSC
Duration of neutropenia (per week)

=1 manth

Candida colonization

Tirme to empiric therapy (per week)
Steroid therapy for H3C

Delayed chemotherapy because of HSC

292 (0.74-4.85
0.96-1.73
1.57 (0.46-5.34
51201.34-198
1.46{1.08-1.98

396 (1.20-131

0.50(0.11-2.39
0.4040.13-1.28
0.61 {0.19-2.00
1.16{0.24-5.52

(
290
(
(
(
(
(0.
(
(
(

)
)
)
)
)
)
)
)
)
)

0.1%
0.091
0.47
0.017
0.013
0.024
0.39
0.12
0.41
0.85

5.60(1.39-22.5)

4.33(1.24-15.2)

HEC, hepatosplenic candidiasis; HR, hazard ratio; 95% Cl 95% confidence interdal.
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56 yasinda erkek hasta

NHL

4 senedir kemoterapi ve radyoterapi
89C41A

— Endoksan, siklofosfomit, doksorubisin, vinkristin,
sitozin arabinozit, mtx

5. gun notrofil: 90/mm3
Meropenem+amikasin




3. gun teikoplanin
6. gun L-amb
9. gun

— Notropenik ve atesli
2707




8. gun iki kan kulturd
— B. melitensis

Dox+rif+sipro

4.gun ates N
45 gun tedavi

Bruselloz tedavisinden 15 gun sonra
eksitus




* Bruselloz toplumda sik...
* Febril notropenide nadir.




10 olgu sunumu var.

hed Sncol. 2011 Mar, 23017:233-7. Epub 2010 Feh 139.

EBrucellosis: a rare cause of febrile neutropenia in acute myeloblastic leukemia.
Dzbalci O, Ergene U, Cetin CH.

Hematology Department, Schoal of Medicine, Celal Bayar University, Manisa, Turkey . drdemircani@hotmail.com

Leuk Lymphoma, 2006 May; 47057 9534-6.

Brucellosis in all patients with febrile neutropenia.
Metan G, Sardan ¥'C, Hascelik G.

Fediatr Hematol Oncol. 2041 Feb;28(11:83-5. Epub 2010 Sep 23.

Brucella melitensis: a rare cause of febrile neutropenia.

Citak EC, Arman D,
Lepatment of Pediatric Oncology, Gaziantep Children Hospital, Sehitkamil, Gaziantep, Tutey. caglarcitaki@yahoo.com

Abstract
Although brucellosis is endemic in Middle Eastern and Mediterranean caountries, fehrile neutrapenia caused by Brucella species has rarely
heen reported in childhood. In this report the authors described an unusual case of febrile neutropenia due to Brucella melitensis.

Int J Clin Pract. 2007 Jul,G1(7x1237-3. Epub 2007 hdar 2.

Brucella melitensis in the aetiology of febrile neutropenia: report of two cases brucellosis and febrile
neutropenia.

Arda B, Tashakan M, Pullukcu H, Sipahi OF, Aydemir S, Buyukkececi F, Ulusoy 5.




Turkiye disi tek olgu sunumu...

Brucella bacteremia in a recipient of an allogeneic hematopoietic stem cell transplant: a case report.
- mar H, Al-hoharek Fl.

Il Transplant, King Faisal Cancer Centre, King Faizal Specialist Hospital and Research Centre, B0, Box:
om.




Pastorize olmayan sut ve sut urunleri kullanimi
Hayvan besleme

Veteriner meslek kazasi

Risk faktoru yok

Tirkiye
— STW: >=1/40 =%0.3-3.3%
Izmir-Odemis n=257

— %7 STW: >=1/160







Invazif aspergillos-Mortalite

50 calismada 1941 vaka

87 88

)
=
T
T
o
S

Toplam KIT Lésemiflenf Akciger

Linn et al. CID 2001:32:358




“Kurtarma’ Tedavisi Calismalarinda
Sorunlar

* Endikasyon:
—Refrakter / intoleran
— Refrakter tanimi

» Baslangic ilacinin etkisinin devam
etmesi (AmB yari omru uzun), sonucta
kombinasyonun etkinligi?




Clin Infect Dis. 2004 Dec 1;3901171:1563-71. Epuk 2004 Moy 9.
Efficacy and safety of caspofungin for treatment of invasive aspergillosis in
patients refractory to or intolerant of conventional antifungal therapy.

Maerens J, Faad | Petrikkos G, Boogaeds M, Selleslag D Petersen FB, Sable A, Kadsonis MNA, Moai &, Taylor A Patterson TF,
Denning DWW Wialsh T Caspofundin Salvage Asperdillosis Study Group.

University Hospital, Gasthuizhery, Lewven, Belgium.,

Abstract
BACKGROUNLD: Invasive aspergillasis (IA) is an important cause of marbidity and morality among immunocompromised
patients. Echinocanding are novel antifungal molecules with in vitra and in viva activity against Aspergillus species.

METHODS: We investigated the efficacy and safety of caspofungin in the treatment of [A. Minety patients with 1A who were
refractory to or intolerant of amphatericin B, lipid formulations of amphatericin B, ar triazales were enrolled ta receive
caspofungin.

RESULTS: Efficacy was assessed for 83 patients who had infection cansistent with definitions of |A and who received =or=1
dose of study drug. Common underlying conditions included hematalogic malignancy (48% of patients), allogeneic blood and
marrow transplantation (25% of patients), and solid-organ transplantation (11% of patients). Seventy-one patients (B6%) were
refractory to and 12 patients (14%) were intalerant of previous therapy. A favarable response to caspofungin therapy was
observed in 37 (45%) of B3 patients | including 32 (50%) of 64 with pulmanary aspergillosis and 3 (23%) of 13 with
diszeminated aspergillosis. Two patients discontinued caspofungin therapy because of drug-related adverse events.
Orug-related nephrotoxicity and hepatatoxicity accurred infrequently.

CONCLUSION: Caspofungin demonstrated usefulness in the salvage treatment of 1A,
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IA “Kurtarma’’ Tedavisinde POS
Raad Il, et al. Leukemia 2008;22:496.

a Survival Functions b Survival Functions

1.0 H B 1.0 4 =

- P=0.04 1

0.8 0.8 P=0.002
g 0.6 — Posaconazole g 06 o A
e -
- @
E 04 - High dose LpD § o o
o High dose LpD + Caspo

0.2 — 0.2 -

0-0 — 0-0 -

1 1 1 1 1 1
T T T T T T
0.00 20.00 40.00 60.00 80.00 100.00 0.00 20.00 40.00 60.00 80.00 100.00

Time to death, up to 12 weeks AU SEHCURED, US3E0 RS WSS




UPDATE ECIL-3 2009

Invasive aspergillosis: salvage

Agent Grade Comments

Ambisome B Il no data in voriconazole failure
ABLC B Il no data in voriconazole failure
Caspofungin Bl no data in voriconazole failure
Posaconazole Bl no data in voriconazole failure
Voriconazole Bl if not used in 1st line

ltraconazole Clil Insufficient data
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Antifungal aktivite

Fungus AMB FKZ ITZ VZ PKZ RKZ KF MF AF

Mucor spp
Rhizopus spp
Fusarium spp

Candida albicans

Candida tropicalis

Candida parapsilosis

Candida krusei

Candida glabrata

Cryptococcus neoformans |I
Histoplasma capsulatum = = =
Blastomyces dermatitidis

Coccidiodes immitis

Paracocci brasiliensis e
Aspergillus fumigatus

ide: Malcolm Richardson, 200 Adapted from JP Donnelly
T = el




Tur Flu [tra Vori AmB Kandinler
C. albicans S S S S S
C. tropicalis S S S S S
C. parapsilosis S S S S S (I)
C. glabrata SDD-R SDD-R S -1 S- 1 S
C. krusei R SDD - R S -1 S- 1 S
C. lusitaniae S S S R S
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Clinical Practice Guidelines for the Management
of Candidiasis: 2009 Update by the Infectious
Diseases Society of America

Table 2. Summary of recommendations for the treatment of candidiasis.

Conditicn or treatment group

Candidemiz

Monnautropanic adults

Therapy

Primary

Fluconazola 800-mg (12-mafkg) load-

ing dose, then 400 mag & mgkgl
daily or an echinocandin® [A-l). For

spacies-spacific recommendations,

sea Tex

Altarmative

LFAmME 3-5 mo'ka daily; or AmB-d
0.5-1 ma'kg daily; or voriconazole
400 mg {6 magfkg) bid for 2 doses,
then 200 mg (3 makg) bid (81)

Comments

Choosa an echinocandin for moder

ately savere to sevara illness and
for patients with recent azole expo-
sure. Transition to fluconazole after
initial echinocandin is appropriate in
many cases. Remove all intravascu-
lar cathetars, if possible. Treat 14
days after first negative blood cul-
ture result and resolution of signs
and symptoms associated with
candidemia. Ophthalmological ex-
amination recommendad for all
patiants.




Flukonazol (Al) Kritik hasta W
Caspofungin (Al) Azol dykiisii . :
S ETGRn (A (7 din (Caspo, Anidula) (Alll)

Vorikonazol (Al
(A) duyarliysa ve hasta klinik olarak

dilse flukonazole gec (All)

C. glabrata &> Ekinokandin (B Klinik duzelme var, kontrol
C. parapsilosis 2 Flukong / kUltirlerde Ureme yoksa
baslangi¢ tedavisine devam (Blll)

Amfoterisin B 2> [V |zolat duyarliysa ve hasta klinik olarak
bulunamadiging stabilse flukonazole gec¢ (All)

gral tedavi - Vorikonazol (BIIl)
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Anidulatungin versus Fluconazole
for Invasive Candidiasis

Annette C. Reboli, M.D., Coleman Rotstein, M.D., Peter G. Pappas, M.D.,
hapman, M.D., Daniel H. Kett, M.D., Deepali Kumar, M.D
Robert Betts, M.D., Michele Wible, M.S., Beth P. Goldstein, Ph.D.,
Jennifer Schranz, M.D., David S. Krause, M.D., and Thomas J. Walsh, M.D.,

for the Anidulafungin Study Group

LK
Stanley W. C




The WEW ENGLAND JOURNAL of MEDICI N E

ORIGINAL ARTICLE

Anidulafungin versus Fluconazole
for Invasive Candidiasis

Annette C. Reboli, M.D., Coleman Rotstein, M.D., Peter G. Pappas, M.D.,
Stanley W. Chapman, M.D., Daniel H. Kett, M.D., Deepali Kumar, M.D.,
Robert Betts, M.D., Michele Wible, M.S., Beth P. Goldstein, Ph.D.,
Jennifer Schranz, M.D., David S. Krause, M.D., and Thomas J. Walsh, M.D.,
for the Anidulafungin Study Group

Group (N=118) Group |:N=172?']

no. [Be)
End of intravenous therapy 71 (60.2) 96 (75.5) i f £ { 15.4 (3.9 to 27.0)
End of all therapy 67 (56.8) 34 (74.0) i I - ! 17.2 (5.5 to 29.0)
2-Week follow-up 58 (49.2) 82 (64.5) i : & | 15.4 (3.1 to 27.7)
&-Week follow-up 52 (44.1) 71 (55.9) ! : - : 11.8 (0.6 to 24.3)
—3I':I —IEI} —]I.L" ¥ lll:' .E::I 3I|}

Fluconazole Better Anidulafungin Better

Figure 1. Global Response to Treatment for Prespecified Time Points in the Modified Intention-to-Treat Population.

A successful global response required both clinical success (defined as the resolution of signs and symptoms of in-
vasive candidiasis and no additional systemic antifungal therapy) and microbioclogic success (defined as the eradication
of candida species present at baseline as determined on follow-up culture, or the presumed eradication if culture
data were not available for a patient with a successful clinical response). P<0.02 for the comparison between the

anidulafungin group and the fluconazole group at the end of intravenous therapy. P<0.02 for the comparison be-

tween the two groups at the end of all therapy and at the 2-week follow-up. At the end of intravenous therapy, 33 pa-
tients in each of the two groups (26%6 in the anidulafungin group and 28% in the fluconazole group) switched to

oral fluconazole. For multiple comparisons of the secondary end points, 98.3% confidence intervals (Cl) adjusted
post hoc were 2.9 to 31.6 at the end of all therapy, 0.4 to 30.4 at the 2-week follow-up, and -3.4 to 27.0 at the 6-week
follow-up. The dashed vertical line represents the prespecified margin for neninferiority.




UPDATE ECIL 3, 2009

Candidemia in hematologic patients before
species identification

Overall population Hematological pts

Micafungin Al Bl
Anidulafungin Al Bl
Caspofungin Al Bl
Ambisome Al Bl

Other lipid-AmB All Bl

AmB deoxycholate Al*
clur*

Fluconazole Al** CcCl
\Voriconazole Al Bl

* DIl if concomitant nephrotoxic drug and EIll if renal impairment )
** Not in severely ill patients or in patients with previous azole prophylaxis
** Not in patients with previous azole prophylaxis




Micafungin

Anidulafungin

Caspofungin

C albicans
C glabrata
C krusei

C albicans
C glabrata
C krusei

C albicans
C glabrata
C krusei

UPDATE ECIL 3, 2009
Candidemia after species identification (1/2)

Overall population Hematological pts

Al
Bl
Bl

Al
Bl
Bl

Al
Bl
Bl

Bl
Bl
Bl

Bl
Bl
B

Bl
Bl
Bl




Clin Infect Dis, 2004 3ep 13,38(8)770-0. Epub 2004 Aug 27,

A randormized, double-blind trial of anidulafungin versus fluconazole for the treatment of esophageal
candidiasis.

lrause D5, Siniee AE van Renshur &, Yiiaen J Waish T, Golistein BP Wikl M. Henkel T,

Vicuran Phamaceuticals, King of Pruzsia, Pennsyhvania 18908, USA, dkrause@icuran. com

Absfract
Anidulafungin is anovel anfifungal agent ofthe echinocandin class. This randamized, double-blind, double-dumemy study cormpared the
efficacy and safefy ofintravenous anidulafungin to that of oral fluconazole in B0T patients with endoscopically and micrabiclogicall
documented esophaceal candidiasis. Patients recetved intravenous anidulafungin (100 g on day 1 followed by 50ty per day) or ora
fucanazale (200 e on day 1 followed by 100 ma per day) for 7 days beyond resalufion of symntoms (ranoe. 14-21 days). At the end of
therapy the rate of endoscapic success for anidulafungin (242 [97.2%] of 249 treated patients) was found o be statistically noninferiorto that
for fluconazole (252 [38.8%) of 255 reated patients: freatment difference -1.6% 9% confidence interval -4.1 to (0.8). The safefy profile of
anidulafunginwas similarto that of fuconazole: treatment-related adverse events occumed in 8.3% and 12.0% of pafients, respectively
Laboratary pararmeters were similar between treatment ams. Anidulafungin is 2 safe and efiective a3 oral fuconazale for the treatment of
psophaneal candidiasis when assessed atthe completion oftherapy,
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Antifungal aktivite

Fungus AMB FKZ ITZ VZ PKZ RKZ KF MF AF

Mucor spp
Rhizopus spp
Fusarium spp

Candida albicans

Candida tropicalis

Candida parapsilosis

Candida krusei

Candida glabrata

Cryptococcus neoformans |I
Histoplasma capsulatum = = =
Blastomyces dermatitidis

Coccidiodes immitis

Paracocci brasiliensis e
Aspergillus fumigatus

ide: Malcolm Richardson, 200 Adapted from JP Donnelly
T = el




Posaconazole vs. Fluconazole or Itraconazole
Prophylaxis in Patients with Neutropenia

Oliver A. Cornely, M.D., Johan Maertens, M.D., Drew J. Winston, M.D.,
John Perfect, M.D., Andrew J. Ullmann, M.D., Thomas J. Walsh, M.D.,
David Helfgott, M.D., Jerzy Holowiecki, M.D., Dick Stockelberg, M.D.,
Yeow-Tee Goh, M.D., Mario Petrini, M.D., Cathy Hardalo, M.D.,
Ramachandran Suresh, Ph.D., and David Angulo-Gonzalez, M.D.*
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UPDATE ECIL-8 2009: Summary slide
Primary antifungal prophylaxis in leukemia patients

* [nduction chemotherapy of acute leukemia
— Fluconazole 50-400 mg qd iv/oral: CI>®
— ltraconazole oral solution 2.5 mg/kg bid: CI'23

— Posaconazole 200 mg tid oral: Al*3

o

andins Iv: insufficient data
— Polyene? iv: CI
— Aerosolized liposomal amphotericin B in combination with oral
fluconazole: Bl

1. may be limited by drug interactions and/or patient tolerability

2. azoles should not be used empirically in case of prior azole prophylaxis

3._ it is recommended to monitor serum drug concenirations

4 _includes low doses of conventional amphotericin B and lipid formulations.

9. combined with a mould-directed diagnostic approach for centers not having HEPA-filtered rooms

and/or having a high baseline incidence of mould infections

The ECIL recommendation for aerosolized amphotericin B deoxycholate is DI




UPDATE ECIL-3 2009: Summary slide
Primary antifungal prophylaxis in leukemia patients

* Allogeneic hematopoietic stem cell transplantation: neutropenic phase
faconazole 200 mg 1V Tollowed Dy oral Solution 200 mg bid: B
Posaconazole 200 mg tid oral: no data
Micafungin 50 mg qd iv: Cl
Polyene® iv: Cl
Voriconazole 200 mg bid oral: provisional Al
Aerosolized liposomal amphotencin B plus fluconazole: Bll
* Allogeneic hematopoietic stem cell transplantation: GvHD phase
— Fuconazole 400 mg qd iv/oral: CI2
— ltraconazole 200 mq IV followed by oral solution 200 mq bid: BI'23

— Polyene iv: Cl
— Voriconazole 200 mg bid oral: provisional Al
— Aerosolized liposomal amphotericin B plus fluconazole: insufficient data
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Table 3. Responses at end of therapy
for enroliment.

: overall response, site of infection, and reason

Posaconazole group  Control group
Variable (n = 107) (n = 86)

Overall response

Complete and partial 45 (42) 22 (Z0)
Complete 7 (7) 8 (9)
Partial 38 (36) 14 (16)
Stable 10 (9) 7 (8)
Failure 39 (36) 52 (60)
Unable to be determined 13 (12) 5 (6)

Complete and partial responses according to
site of infection

Pulmonary 31/79 (39) 17/67 (25)
Extrapulmonary® 10/19 (53) 5/11 (45)
Disseminated” 4/9 (44) 0/8 (0)

CNS* - - 2/4(50) 0/2 (0)
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Factors associated with favorable response in multiple logistic regression analysis

P-value

Posaconazole
HD-LPD/AMB

WBC transfusion
No
Yes

Posaconazole
HD-LPD/AMB+caspofungin

Persistent neutropenia
No

No. of patients {no. of responses) Odds ratio
Posacconazole versus high-dose LPD/AMB
83 (21)

52 (4)

79 (24)
26 (1)

Posaconazole versus high-dose
LPD/AMB-+caspofungin
53 (21)
38 (4)

56 (21)
35 (4)

(2.8-32.5)

(0.009-0.62)

(1.1-14.5)

(0.07-0.85)

.

(0.03-0.77)




Cum Survival

1.0
0.8
0.6
0.4
0.2

0.0

(=3

Survival Functions

P=0.04

Posaconazole

High dose LpD

T
0.00

T
20.00

Time to death, up to 12 weeks

T T
40.00 60.00

T
80.00

I

100.0(

Cum Survival

1.0

0.8

0.6

0.4

0.2

0.0

Survival Functions

l_.L
P=0.002
Posaconazole
High dose LpD + Caspo
| T T T T T
0.00 20.00 40.00 60.00 80.00 100.00

Time to death, up to 12 weeks







UPDATE ECIL-3 2009

Invasive aspergillosis: salvage

Agent Grade Comments

Ambisome B Il no data in voriconazole failure
ABLC B Il no data in voriconazole failure
Caspofungin Bl no data in voriconazole failure
Posaconazole Bl no data in voriconazole failure
Voriconazole Bl if not used in 1st line

ltraconazole Clil Insufficient data
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fdikrobiyol Bul. 2011 Jul; 4503050911,

[Mucormycosis: retrospective evaluation of 12 cases].

[Article in Turkish]
Arda B, Erdem &, Sipahi OR, lzikgdz Taghakan M, Pullukcu H, Tashakan M=, Ceylan M, Metin DY, Midilli B, Yamazhan T, Ulusoy S

Ege University Faculty of bMedicine, Depatment of Infectious Diseases and Clinical Microbiology, izmir, Tutoey.
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Lancet, 2007 May 5369057 2:1519-27.

Micafungin versus liposomal amphotericin B for candidaemia and invasive candidosis: a phase lll
randomised double-blind trial.
Kuze ER Chetchotizakd P oda Cunba CA Fubnke M Bartios © Raghunadharao D Sekhon J5 Freire & Ramasubtamanian Y Demeyver | Mucci M. Leekarasames

A Jacobs F Decruvenaere J, Pittet D Ullmann &J, Ostrosky-Zeichner L, Lortholary ©, Koblinger 5, Diekmann-Bernck H, Cornely 04, Micafundgin Invazive
Candidiasis Working Graup.,

Klinik fir Viszeral und Transplantationzchirurgie, Hannower, Germany,

Abstract
BACKGROUND: [nvasive candidosis is increasingly prevalent in sefiously ill patients. Qur aim was to compare micafungin with liposomal
amphotericin B for the treatment of adult patients with candidaemia or invasive candidosis.

METHODS: We did 4 double-blind, randamised, multinational non-inferiarity study to compare micafungin {100 mofday) with liposamal
amphotericin B (3 mokg per day) a5 firstline treatment of candidaemia and invasive candidosis. The primary endpoint was treatment
success, defined as hoth a clinical and a mycological response atthe end of treatment. Primary analyses were done on a per-protocal hasis.
This trial is registered with ClinicalTrials.gov, number NCTO0106288.

FINDINGS: 264 individuals were randomly assigned to treatment with micafunging 267 were randomly assigned to receive liposormal
amphotericin B. 202 individuals in the micafungin group and 190 in the liposomal amphotericin B group were included in the per-protocal
analyses. Treatment success was observed for 181 (89.6%) patients treated with micafungin and 170 (389.5%) patients treated with lipogomal
amphotericin B. The difference in proportions, after stratification by neutropenic status at haseline was 0.7% (95% Cl-5.3t0 B.7). Efficacy was
independent ofthe Candida spp and primary site of infection, a5 well 25 neutropenic status, APACHE || scare, and whether a catheter was
removed or replaced during the study. There were fewer treatmentrelated adverse events--including those thatwere serious or [ed fo
treatment discontinuation--with micafungin than there were with liposomal amphotericin B.

INTERPRETATION: Micafunain was as effective as--and caused fewer adverse events than--liposomal amphotericin B as first-line treatment of
candidaemia and invasive candidosis.




UPDATE ECIL 3, 2009

Candidemia in hematologic patients before
species identification

Overall population Hematological pts

Micafungin Al Bl
Anidulafungin Al Bl
Caspofungin Al Bl
Ambisome Al Bl

Other lipid-AmB All Bl

AmB deoxycholate Al*
clur*

Fluconazole Al** CcCl
\Voriconazole Al Bl

* DIl if concomitant nephrotoxic drug and EIll if renal impairment )
** Not in severely ill patients or in patients with previous azole prophylaxis
** Not in patients with previous azole prophylaxis




Micafungin

Anidulafungin

Caspofungin

C albicans
C glabrata
C krusei

C albicans
C glabrata
C krusei

C albicans
C glabrata
C krusei

UPDATE ECIL 3, 2009
Candidemia after species identification (1/2)

Overall population Hematological pts

Al
Bl
Bl

Al
Bl
Bl

Al
Bl
Bl

Bl
Bl
Bl

Bl
Bl
B

Bl
Bl
Bl
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