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Candidemia: An Evolving Threat



Growing incidence of candidaemia worldwide

« Many population-based studies point to an
increase in the incidence of candidaemial
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3. Tortorano AM, et al. Infection 2013;41:655-62

4. Asmundsdottir LR, et al. J Clin Microbiol 2013;51:841-8



Data Suggest Non-albicans Species Now Comprise
the Majority of Candica Infections (2004-8)

Other/unknown PATH Alliance Registry
3‘;’3/' (N=2019)*
- « All patients with proven
C. dubliniensis C. albicans single-species candidemia

0.3% 45.6%
C. guilliermondii

0'20/0 \\

C. lusitaniae _———
0.8%

C. krusei
2.5%

C. parapsilosis
15.7%

Financial Support for this study provided by Astellas
Results based on a review of data from 23 North American centers that enrolled 2019 patients with proven single-species candidemia
from July 1, 2004, through March 5, 2008.

PATH, Prospective Antifungal Therapy. Horn DL et al. Clin Infect Dis. 2009;48(12):1695-1703.



Breakthrough Infections During Treatment —
Primarily Non-albicans

Nonbreakthrough Breakthrough
(n=430) (n=49)
C. krusei Others
0% L ohuse 1A%

C. parapsilosis

17.2% 10

C. albicans
20.0%

C. tropicalis

19.0% C. parapsilosis

20.4%

C. albicans et C. glabrat
C. glabrata 45.0% G-Aropichlls 24.5%

9.5% 6.1%

Mortality: 49.5%

Uzun O et al. Clin Infect Dis. 2001,;32(12):1713-1717.



Risk Factors for Candidiasis Are Varied

Broad-spectrum Prolonged
antibiotics? neutropenia’
More than 2 days

of mechanical Immunosuppression’-?
ventilation?

Total parenteral Prolonged
nutrition'2 Risk of antibiotic use®

Candidiasis

Candida Prolonged
colonization ICU stay??

>2 sites?3

High APACHE |I
Central venous score?

catheter’

APACHE=Acute Physiology and Chronic Health Evaluation.
1.Pappas PG et al. Clin Infect Dis. 2009;48(5):503-535.
2.0strosky-Zeichner L et al. Crit Care Med. 2006;34(3):857-863.
3.Pappas PG et al. Clin Infect Dis. 2004;38(2):161-189.



Candidemia May Have Resulted in Increased Length
of Stay and Higher Hospital Costs in Adult Patients

. With Candidemia . Without Candidemia

10.1 Days* $39,331*
| |
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Median age: 65y (range 50-76 y)
*Attributable increase (95% Cl). LOS, length of stay.

Zaoutis TE et al. Clin Infect Dis. 2005;41(9):1232-1239.



Mortality Data for Non-albicans Species
(2004-2008)

PATH Alliance Registry (N=2019)

# % Incidence of Isolates % Patient Mortality 52.0%

Percentage

C. albicans C. glfabrata C. parapsifosis C. ropicalis C. krusej

Results based on a review of data from 23 North American centers that enrolled 2019 patients with proven
single-species candidemia from July 1, 2004, through March 5, 2008. Financial support for this study provided
by Astellas.

PATH, Prospective Antifungal Therapy.
Horn DL et al. Clin Infect Dis. 2009;48(12):1695-1703. © 2009 by the Infectious Diseases Society of America.



LOS and Cost for C. glabrata Infection

Early Evidence of Candidemia®

Variable C. glabrata (n=45) C. albicans (n=80) Pt
LOS, days 05
Mean (SD) 19.7 (19.0) 14.5 (13.3)
Median (IQR) 13.5(8.51t0 25.0) 11.5(6.0to 19.0)
Costs, $ 04
Mean (SD) 56,026 (56,186) 32,810 (34,947)
Median (IQR) 31,782 (17,325 to 88 586) 20,501 (8252 to 39,252)
Mortality, n (%) 96
Deaths, n (%) 15(33.3) 27 (33.8)

LOS, length of stay; IQR, interquartile range; SD, standard deviation.
*Positive culture within 2 days of admission.
tReported P values are two-tailed.

Moran C et al. Am J Infect Control. 2010,;38(1):78-80.



Treatment of Invasive Candidiasis
Survival by antifungal regimen
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Andes DR, et al. Clin Infect Dis 2012;54:1110-22



The Antimicrobial Profile of Micafungin

Pathogen

C. albicans C. famata
C. glabraila C. dubliniensis
C. tropicalis C. lipolytica
. C. krusei C. pelliculosa
Candida spp.
C. kefyr C. rugosa
C. parapsilosis . stellaloidea
C. guilliermondii C. zeylanoides
Commonly susceptible species C. lusitaniae
A. fumigatus A. terreus
Aspergilius spp. A. flavus A. nidulans
A. niger A. versicolor
e.g. Histoplasma capsulatum,
Mycelial form of dimorphic fungi Blastomyces dermalitidis, Coccidioides
immitis
Species for which acquired
; None
resistance may be a problem
Cryptococcus spp.
Pseudallescheria spp.
Scedosporium spp.
Inherently resistant organisms . PO PP
Fusarium spp.
Trichosporon spp.
Zygomycetes spp.




More Potent In vitro Activite Against Candida
Spp. — Comparison with Other Echinocandins

MIC,, (ng/ml)

e N_umber = Micafungin Caspofungin  Anidulafungin
isolates

C. albicans 2,869 0.03 0.06 0.06
C. parapsilosis 759 2 1 2
C. glabrata 747 0.015 0.06 0.12
C. tropicalis 625 0.06 0.06 0.06
C. krusei 136 0.12 0.25 0.06
C. guilliermondii 61 1 1 2
C. lusitaniae 58 0.25 0.5 0.5
C. kefyr 37 0.06 0.015 0.12
C. famata 24 1 1 2
Candida spp. 30 0.5 0.25 1
Toplam 5,346 1 0.25 2

Pfaller MA, et al. J Clin Microbiol 2008; 46:150—-6



Micafungin: Clinical Trial
Evidence in Candidemia/IC



Micafungin vs L-AmB: Study Design

Randomisation

(1:1)
Micafungin 100 mg/day*
Treatment s
period? 2—-4 weeks
Post-treatmentperiod
per 12 weeks

*2.0 mg/kg/day in patients weighing < 40 kg.
"Treatment continued until at least one week after resolution of clinical sighs and symptoms and

obtaining of two sequential negative blood cultures.
*Maximum 8 weeks in chronic disseminated candidiasis, Candida osteomyelitis or Candida endocarditis.

Kuse ER, et al. Lancet 2007; 369:1519-27



Micafungin vs L-AmB: Non-inferior Treatment
Success
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© Micafungin L-AmB
(100 mg/day) (3 mg/kg/day)

* Secondary endpoint. The primary analysis was in the per-protocol population at EOT (89.6% vs 89.5% response rate)
Difference after stratification by neutropenic status at baseline: 0.7% (95% Cl =5.3 t0 6.7)
Kuse ER, et al. Lancet 2007; 369:1519-27



Micafungin vs L-AmB: Similar Overall Treatment
Success by Infection Site

@ Micafungin B L-AmB
90.8

84.4

Treatment success rate, %

Candidaemia Invasive Candidiasis

Kuse ER, et al. Lancet 2007; 369:1519-27



Micafungin vs L-AmB: Treatment Success in
Patients with Neutropenia

Difference in proportions: 0.7%

[ Micafungin B L-AmB (95% Cl: =5.3 t0 6.7)

Difference in proportions: 4.9% ‘
(95% CI: —=3.0 to 12.8)
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mITT = modified intent-to-treat; PPS = per-protocol set. Kuse ER, et al. Lancet 2007; 369:1519-27




Micafungin vs L-AmB — ICU population: Non-
inferior Treatment Success
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Micafungin L-AmB
(100 mg/day) (3 mg/kg/day)
n=120 n=110

*Post-hoc analysis of modified intent-to-treat population

Dupont BF, et al. Crit Care 2009;13:R159



Micafungin vs Caspofungin: Study Design

Patients were stratified by region and APACHE Il score (< 20 or > 20)

Randomisation
(1:1:1)
Micafungin Micafungin CAS
100 mg/day 150 mg/day 50 mg/day*
Treatment
period*

*70 mg loading dose on Day 1.

t8 weeks in chronic disseminated candidiasis or Candida endophthalmitis; switch to oral fluconazole
permitted after 10 days in patients meeting protocol-specified criteria.

¥Time from last dose day of protocol-defined antifungal therapy to final evaluation.

CAS = caspofungin Pappas PG, et al. Clin Infect Dis 2007; 45:883-93



Micafungin vs Caspofungin: Non-inferior
Treatment Success

Treatment success at

end of therapy (%)

MITT population

100 -
80 - 76,4 71,4 72,3
60 -
40 -
20 -
O 1 I I ]
Micafungin Micafungin Caspofungin
(100 mg/day) (150 mg/day) (70 mg loading dose then
n=191 n=199 50 mg/day)
n=188

Patients with Candida peritonitis: 6, 7 and 5, respectively
Pappas PG, et al. Clin Infect Dis 2007;45:883-93



Micafungin vs Caspofungin: Micafungin Favor
for C.Glabrata

Treatment success rate (%)

(success by Candida species)

B Micafungin 100 mg/day B Micafungin 150 mg/day Caspofungin 50 mg/day*
(n=191) (n=199) (n=188)
100 -
p = 0.07 (NS)
80 -
75,0
60 -
40 -
20 -
Tﬁ= 92 102 83 28 34 33 31 33 32 29 21 42 8 8 4

C. albicans C. glabrata C. tropicalis C. parapsilosis C. krusei

*Loading dose 70 mg; mITT population Pappas PG, et al. Clin Inf Dis 2007;45:883-93



Clinical efficacy vs C. glabrata and
C. krusei (pooled)

Clinical cure rates (%) Day 28 crude mortality (%)
100 - 100 -
80 - 80 -
68 64,8
60 - 55,2 60 -
45,9
40 - 40 - 307 34,5
20 - 20 -
0 - : 0
Micafungin Caspofungin L-AmB Micafungin Caspofungin L-AmB
100 mg/day 7050 mg/day 3 mg/kg/day 100 mg/day 7050 mg/day 3 mg/kg/day
n=75 n=37 n=29 n=75 n=37 n=29

Shorr AF, et al. J Antimicrob Chemother 2011;66:375-80



Catheter-related Candida infection

CRBSI rate
(infections per 1000 CVC days at risk)

N w H (92 (@) ~ (0] \o)
|

ICU Internal medicine Surgery Abdominal surgery

CRBSI — catheter-related bloodstream infection Zingg W, et al. J Hosp Infect 2009;73:41-6



Activity of echinocandins against
C. glabrata biofilms

120 - ® Micafungin m Caspofungin
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24 h post lock 48 h post lock 72 h post lock

The lock technique involves instillation of high concentrations of an antimicrobial agent
directly into the catheter in order to ‘lock’ it for several hours or days. The antimicrobial
solution fills the lumen without spilling into the circulation. Cateau E, et al. Int J Antimicrob Agents 2011;37:380-4



Micafungin with Prophylaxis:
Clinical Trial and Real Life Evidence



Epidemiology of IFl in HSCT recipients

718 IFls in 639 patients,
TRANSNET 2001-2005

Fusariosis_Pneumocystosis Other
3% 2%\ 3%
Other moulds

Candidiasis
30%

11%

Zygomycosis
9%

Aspergillosis
42%

TRANSNET — Transplant-associated infections surveillance network Kontoyiannis DP, et al. Clin Infect Dis 2010;50:1091-100



Epidemiology of invasive Candida infections in
HSCT recipients
217 invasive Candida infections in 639 patients,
TRANSNET 2001-2005

Unspecified

Other 11% C. albicans
39% 19%

Multiple species

5%
C. tropicalis
7 ‘
C. parapsilosis '
16% C. glabrata
32%

C. krusei
7%

Kontoyiannis DP, et al. Clin Infect Dis 2010;50:1091-100



Micafungin vs. Fluconazole: Study Design

I Randomisation
MICA 50 mg/day (1:1) FLC 400 mg/day
(1 mg/kg/day for patients (8 mg/kg/day for patients
weighing < 50 kg) weighing < 50 kg)
I
v

Double-blind, randomized multicenter trial in 882 patients (age
> 6 months ) with allo- and auto HSCT (50 / 50%)

e MICA 50 mg vs. FLC 400 mg from conditioning regimen
until engraftment, maximum until day +42

Van Burik J-AH, et al. Clin Infect Dis 2004; 39:1407-16



Micafungin vs Fluconazole:
Superior Overall Treatment Success

Treatment success, (%)

90 -
80 A
70 A
60 -
50 A
40 -
30 -
20 A
10 -

B Micafungin ® Fluconazole
p=0.03

Micafungin Fluconazole

Van Burik J-AH, et al. Clin Infect Dis 2004; 39:1407-16



Micafungin vs fluconazole prophylaxis study:
Kaplan—Meier estimate of prophylaxis success

100
90
80
70 -

60
50 - —8— Micafungin (n=425)

p=0.025

40 - —&—— Fluconazole (n=457)
30
20
10

O | | | | | | |

0 10 20 30 40 50 60 70
Time to prophylaxis failure

(days since first dose of study drug)

Success rate (%)

van Burik JA, et al. Clin Infect Dis 2004;39:1407-16



Micafungin vs fluconazole prophylaxis study:
Need for empirical antifungal therapy

Patients requiring empirical

antifungal therapy (%)

50 -

Trend for fewer cases of p/p IA: 0.2 vs. 1.5% (p=0.07)
40 -

p=0.024
30 - |
21,4
20 -
15,1
10 -
O I ]
Micafungin (n=425) Fluconazole (n=457)

van Burik JA, et al. Clin Infect Dis 2004;39:1407-16



Micafungin Antifungal Primary Prophylaxis for
Newly Diagnosed AML

July 2011 -Oct 2014

40 consecutive pts

Prospectively MICA 50 mg until neutrophil engraftment

breakthrough proven or probable IFl occurred in 10%
— comparable with randomized clinical trials

— breakthrough IFI ranging from 0 to 17% in posaconazole
prophylaxis

No patients discontinued the treatment for drug-related
adverse events

415t Annual Meeting of EBMT; P165, 22 - 25 March 2015



ESCMID 2012-Candida Prophylaxis
Allo- HSCT anti-Candida prophylaxis (neutropenic phase)

_ Prophylaxis (decrease mortality)

Micafungin Al
Fluconazol Al
Voriconazol Al
Posaconazol suspansion All
ltraconazol suspansion Bl
Caspofungin cll
Liposomal amphoterisin B Bl

Strong support
Moderate support

Marginal support

Ulmann AJ, et al. Clin Microbiol Infect 2012;18(Suppl 7):53-67



Micafungin pooled safety data: most frequently
observed adverse events

Pooled analysis of safety data from all 3,028 patients included in micafungin
clinical trials, including paediatric patients

Age group, patients, %
Overall Adults, Adults, elderly Paediatrics
non-elderly (2 65 years) (< 16 years)
(16—64 years)

Adverse event n =3,028 n = 2,345 n = 387 n =296
Hypokalaemia 2.1 1.9 2.3 3.0
Phlebitis 2.5 2.8 1.8 1.0
Diarrhoea 2.0 2.2 1.6 1.0
Vomiting 2.5 2.6 2.3 1.4
Nausea 2.8 3.1 2.1 1.0
Pyrexia 2.1 2.2 2.1 1.4
AST increased 2.3 2.7 0.5 2.0
ALT increased 2.0 2.1 0.8 3.0
?n'gr‘;‘: Sa(:'; phos. NOS 2.7 2.8 2.6 2.0
Alk. !::cho;.: alkaline phosphate; ALT: alanine aminotransferase; AST: aspartate aminotransferase; NOS: not otherwise
specified.

Cornely OA, et al. 47th ICAAC. Chicago, IL, USA, 17—-20 Sep 2007; Poster M-1175



Case: Betty

A Patient With
. Candidemia and
. Multiple Comorbidities

a

This case study is for educational purposes only
and represents a hypothetical patient
based on clinical trial experience.



Betty: History and Presentation

78-year-old woman

Two hospital admissions over the past 6 months for pneumonia
Steroid-dependent COPD; prednisone 20 mg/day
Insulin-dependent diabetes

Presentation

ER presentation with severe abdominal pain, vomiting for 12
hours

Hypotension 85/42 mm Hg, sinus tachycardia 135/minute

Screening: CBC with manual differential, complete metabolic
panel, lactic-acid level, lipase, procalcitonin, blood cultures,
urinalysis

Abdomen/pelvis CT scan with pneumoperitoneum

CBC, complete blood count; COPD, chronic obstructive pulmonary disease; CT, computed tomography



Betty: Postoperative Course

* Initial ICU course with improvement

* Continued same antimicrobial medications

* Cultures positive for MRSA and Escherichia coli
* Weaned off pressors over 48 hours

* Daily cessation of sedation and spontaneous breathing trials; did
not meet extubation criteria

* |V nutrition commenced Day 5 post-op; no colostomy output

* Day 6 post-op, developed fever of 102.6°F; blood culture
positive for non-albicans Candida; WBC 19 K/mcL with 35%
bands; required norepinephrine for BP support

MRSA, methicillin-resistant Staphylococcus aureus.



Betty: Treatment and Outcome

Antibiotics changed to vancomycin and doripenem

Fluconazole discontinued, Micafungin sodium for injection
initiated (100 mg/day)

CT scan of abdomen/pelvis with loculated pelvic collection

- Percutaneous drainage with CT guidance, sent for aerobic,
anaerobic, and fungal culture; positive for C. glabrata

Blood culture positive for C. glabrata
Central line changed



Betty: Treatment and Outcome (cont.)

Resolution of leukocytosis and fever

Gl tract function reestablished post-op Day 8 and transitioned to
enteral feeds

Successful extubation on post-op Day 12
Discharged to subacute facility on post-op Day 18



Summary

Micafungin is at least as effective as L-AmB and caspofungin in the
treatment of SCls in both neutropenic and non-neutropenic patients

Micafungin has demonstrated numerically higher success rates in
C. glabrata versus caspofungin

Patients with acute leukemia and those undergoing allogeneic HSCT
are at high risk to develop IFDs

Micafungin is superior therapy comparied to fluconozale in
prophylaxis

Micafungin is very safety antifungal therapy



THANK YOU



Mikafungin Olgu Sunumu

Prof Dr Rejin Kebudi
(Istanbul)

Developed and funded by Azielas Pharma Europe Lid
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OLGU SUNUMU:
ALL-FEBRIL NOTROPENI-

SEPTIK SOK-MULTIMIKROBIYAL ENFEKSIYON-
CANDIDA SEPSISI-TIFLIT (C.difficile)-CMV-
Acinetobacter
CESITLI ANTIMIKROBIYAL/ANTIFUNGALLER ve
MIKAFUNGIN DENEYIMI
27 Agustos 2014-147. gun YBU

Prof Dr Rejin Kebudi

Istanbul Univ. CTF ve Onkoloji Enstitiisii ,
Pediatrik Hematoloji-Onkoloji BD,
Amerikan Hastanesi, Pediatri

KLIMIK 26.03.2015 Rejin Kebudi



N

T.B. Tani

7 yas erkek

19/6/14: ALL (Akut lenfoblastik 16semi) tanis1 aldi.
BFM ALL kemoterapi basland1

15. glin ve 33.gilin kemik iligi remisyonda, MRD (-)
22/7/14 : Protokol 1B kemoterapisi baslandi

KLIMIK 26.03.2015 Rejin Kebudi



KLIMIK 26.03.2015 Rejin Kebudi
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T. B Klinik

9 Agustos Febril Notropeni (ANC 100/mm3), Kiiltiirler alindi,
cefepim iv baslandi

11-17 Agustos Ates yok, Kiiltiirlerde iireme yok, notropenik,
antibiyoterapi

18 Agustos Ates 1 kez 38,1; notropenik, kan, 1drar kiiltiirt,
galaktomannan alindi; meropenem baslandi. KLINIK 1Yi

19-27 Agustos Ates yok, notropenik, kontrol kiiltiirlerde iireme yok
KLINIK IYI

27-28 Agustos baglayan gece Yiiksek Ates basladi, ANC 0, kiiltiirler,
galaktomannan->

Meropenem, teikoplanin/ amikasin, liposomal amfoterisin-B,
Flagyl, G-CSF eklendi

28 Agustos Hemodinamik instabilite, oligiiri=> Septik sok=> yogun
bakima transfer

KLIMIK 26.03.2015 Rejin Kebudi



Candida TropicalisyClostridium —
difficile toksin

Yogun bakima transferinden kisa siire sonra ARDS tablosu ile
entiibe edildi. Mekanik ventilasyon ve vazopressor destegi baslandi

27 Agustos- kan kiiltiirii Candida Tropicalis +, flusitozin direncli,
flukanazol/amfoterasin B/vorlkanazol/caspofungln/ micafungin
duyarh

Port kateteri ¢ikarildi (28 agustos)

Liposomal amfoterisin B (27 Agustos-18 Eyliil)
Caspofungin eklendi.(28 Agustos)

Genel durum ¢ok kotii, hipotermi/ates , Kiiltiir halen +
Voriconazol eklendi (6 -18 eyliil)

27 Agustos- Diskida Clostridium difficile roksini + (3 Eyliil de —
oldu)

Flagyl eklendi,
Ates/hipotermi, Targosid kesildi.Zyvoxid eklendi.
Bactrim tedavi dozu, Colistin eklendi

KLIMIK 26.03.2015 Rejin Kebudi



o o B . /
edivairii memartrc - Rl

Hastalarinda Fungal Enfeksuyon
- 1052 hastada 148 fungal enfeksiyon (%14)

- Aspergilloz mortalite : %85
- Candida enf. mortalite: %63
- Diger enf mortalite: %40

Rosen G, ark. J PediatrHematol/ Oncol. 2005

KLIMIK 26.03.2015 Rejin Kebudi
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" Destek Tedaviler

- G - CSF (filgrastim, lenograstim..)

G-CSF increased neutrophil-mediated damage to
pseudohyphae of C. albicans...

Roilides E, et al.J Leukoc Biol 1995.;57:651.
Gaviria JM, et al.J Infect Dis.1999;179:1301

* Grandlosit suspansiyonu
- Ivig ~
- IgM'den zengin Immunglobulin

KLIMIK 26.03.2015 Rejin Kebudi
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Granulosit transfuzyonlari

Genel durumu ¢ok kotii, notropenik, septik sok, ARDS

Graniilosit transfiizyonu baslama karar1 aldi1.(29 Agustos) x 3
giin ard arda

ARDS tablosunun artis1—> graniilosit siisp. transfiizyonuna ara
verildi.

Genel durumu kotii stabil olan hastanin tekrar hemodinamik
degerlerinin bozulmasi, kan kiiltiirtinde candida tropicalis
tiremesi devami, ates/hipotermi ve derin nétropeni devami ve
prokalsitoninin hizla tekrar yiikselmesi nedeniyle tekrar
graniilosit transfiizyonuna baslandi. En son infiizyon 15
Eylil de yapild.

Toplamda 11 kez graniilosit verildi

G-CSF de aliyordu

KLIMIK 26.03.2015 Rejin Kebudi
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~ Grantilosit Inflzyc
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~ Pnomotoraks-
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ARDS Akut Faz - ARDS-Progresyon —

17 Eyliil 2014: ARDS paterni ile uyumlu
bilateral, yaygin alveoler ve interstisiyel

ogunluk artisi S
795 3 KLIMIK 26.03.2015 Rejin Kebudi



O(Extracorporeal membrane oxygenation)
Ekstrakorporeal yasam destegi
Veno-venodz: sag femoral ven- sag juguler ven)

* 26 Eyltil-20Kasim 2014 arasinda hastanin
slddeth ARDS bulgular1 ve klinigi nedeniyle
{ /%, ihazina bagland.

* % 100 O2 vermeye ragmen, yiiksek basin¢h
ventilasyon PEEP-peep end expiratory pressure- 14-
akciger tidal volumu 10oml (250-300 istenirker

» Akciger fibrotik tahta gibi )
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e ad B W Types of ECMO O
Blood drar md’om Systam :‘
and returned to venous y&t A1 ’ ECMO can be categorised according to the A
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y (lsolated Lung fakure) v
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Candida paraspilosis (ECMO’dayken)

Ambisome ve voriconazol EKG de QT uzamasi olmasi tizerine, kiiltiirlerde de
treme olmayinca kesildi, ( 18 Eyliil), Antibiotikler tedricen kesildi.

Antifungal olarak Caspofungin devam
ZflEkéll'n_ l6kositoz, prokalsitoninde yiikselme, (Caspo, alirken), Ambisome
eklendi.

Kan ve trakeal aspirat kultiirlerinde Candida paraspilosus tredi.

Caspofungine hassas olmasina ragmen, Caspofungin altinda tiredigi icin
stoplandi.

Hasta halen ECMO da.

Mikafungin eklendi (Enfeksiyon Hast.- Prof O Ergoniil ) 22 Ekim de baslandi
24 Ekim 2014 kan kiiltiirii ve trakeal aspirat kiltiiri: (+)

26 Ekim 2014 trakeal aspirat kiiltiirii: (-) Kan kiltira (+)

o7 Kasim 2014: Trakeal aspirat kiiltiira (-), Kan kiltiiri ise (+)

Mikafungin sonrasi CRP, PCT, klinik diizeldi. ECMO dan ayrilma durumu
halen yoktu.

20 kasim 2014: ECMO dan ayrildi, kan + idi. KLINIK STABILDI
Sonraki kiltiirler negatif.

KLIMIK 26.03.2015 Rejin Kebudi



29/8 26/9-20/11

C tropicals C paraspilosis
28/8-18/9 20/10-20/11

C difficile

28/8-3/9
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AntlfunFaIIerln biyofilm aktivitesi ve kilit sistemleri

Ekino

kars1 etkili iken azoller etkili blunmamaistir

mmmmm

Ku et al,

J Med Microbiol 2011
Cateau et al,

Int ] Antimicrob
Agents 2011

Oncu, AMB, CAS, FLC,
ITRA, VRC
2011 (300x, 500x, 1000x

J Infect Chemother

MIC)
Miceli et al,
Int 1 Antimicrob
Agents 2009
Cateau et al,
J Antimicrob
Chemother 2008

ANID, CAS, MICA
CAS (5, 25 mg/L),

MICA (5, 15 mg/L),
POS (10 mg/L)

ANID, CAS, MICA

CAS (2 mg/L),
MICA (5 mg/L)

5 C. tropicalis

8 C. albicans,

6 C. glabrata
clinical isolates
from catheters
1 C. albicans,

1 C. parapsilosis
clinical isolates
from catheter
C. albicans
SC5314

C. albicans ATCC
66396 and 3153

Static microtiter
plate
Silicone catheter XTT

segment

CFU of

sonicated

Silicone catheter
segment

catheter

Static microtiter XTT
plate

Silicone catheter XTT

segment

andinler ve AmB lipid formlar1 genellikle biyofilmlere

ANID=CAS=MICA

MICA=CAS=POS

AMB and CAS
sterilised by d5.
FLC, ITRA, VRC
failed to sterilise
AMID=CAS=MICA

Both moderately

aeffactive

Main message: azoles generally do not work against biofilms,
echinocandins and lipid formulations of amphotericin B generally do

CFU — colony-forming units

XTT

— cell viability assay

ANID — anidulafungin, CAS — caspofungin, MICA —micafungin, AMB — amphotericin B

FLC — fluconazole, ITRA — itraconazole, POS — posaconazole, VRC — voriconazole



MYCAMINE’in bivofilm aktivitesi

International Journal of Antimicrobial Agents 37 (2011) 380-384

Contents lists available at ScienceDirect

Antimicrobial

International Journal of Antimicrobial Agents Agents

journal homepage: http://www.elsevier.com/locate/ijantimicag

Short communication

Possible role of azole and echinocandin lock solutions in the
control of Candida biofilms associated with silicone

Estelle Cateau*, Jean-Marc Berjeaud, Christine Imbert

UMR ONRS 6008, Université de Poitiers, & rue de la Milétrie, BP 199, 86034 Poitiers Cedex, France



MYCAMINE'in biyofilm aktivitesi

ABSTRACT

Until now, management of candidiasis related to implanted devices has remained problematic. The aim
of this study was to investigate antifungal lock strategies against Candida albicans and Candida glabrata
biofilms in vitro. Three antifungal agents were used against eight C. albicans and six C. glabrata clinical
strains isolated from infected catheters. Caspofungin and micafungin, both echinocandins, as well as the
azole posaconazole were tested. An in vitro model of Candida biofilm on 100% silicone catheters was
used. Efficacy of the antifungal lock was tested against biofilms aged 12 h and 5 days following exposure
to caspofungin (5mg/L and 25 mg/L), micafungin (5 mg/L and 15mg/L) and posaconazole (10 mg/L) for
12 h. Persistence of antibiofilm activity was investigated 1-3 days following drug elimination. Antifungal
lock was considered effective in the event of a significant decrease (P<0.001) in the metabolic activity
of the biofilm yeast. The results showed that micafungin had significant inhibitory effectiveness against
young and mature C. albicans and C. glabrata biofilms. Moreover, this activity appeared to persist for
up to 3 days. Caspofungin displayed similar activity against all C. albicans biofilms, but the activity was
less persistent for C. glabrata biofilms. Posaconazole was less effective against C. albicans biofilms, but
its activity was sustained. Echinocandin lock therapy could significantly enhance the management of
candidiasis in patients with indwelling catheters by combating biofilms and enabling device maintenance
in situ.

o e e Tl : L Ll P [ i gt 1 g e ol iy A = L ]

Seyreltilmis mikafungin 5 mg/L ve 15 mg/L kateter icersindeki biyofilmler lizerine
koyulmustur ve 12 saat boyunca ilaca maruziyet saglanmistir

Cateau E, et al. Int J Antimicrob Agents 2011;37:380—4



Micafungin’in biyofilm aktivitesi

S o e mm e L% e I i

of the biofilm yeast. The results showed that micafungin had significant inhibitory effectiveness against
young and mature C. albicans and C. glabrata biofilms. Moreover, this activity appeared to persist for
up to 3 days. Caspofungin displayed similar activity against all C. albicans biofilms, but the activity was
less persistent for C. glabrata biofilms. Posaconazole was less effective against C. albicans biofilms, but
its activity was sustained. Echinocandin lock therapy could significantly enhance the management of

Pl

MYCAMINE C. albicans ve C.glabrata biyofilmlerine karsi anlamli olarak
inhibitor aktivite gostermistir. Bu aktivite 3 glin boyunca devam etmistir.
Kaspofungin C. albicans biyofilmlerine karsi benzer aktivite gostermis olsa
da C.glabrata biyofilmlerine karsi daha az siireklilik gostermistir

Cateau E, et al. Int J Antimicrob Agents 2011;37:380—4




Micafungin’in biyofilm aktivitesi

Inhibitory activity was shown to persist for 48 h and 72 h post
lock. Micafungin induced a stronger inhibition (P<0.01) of the
metabolic activity of C. glabrata biofilms than caspofungin: at 72 h
post lock, micafungin induced a mean level of inhibition >90%

versus 38% with caspofungin.

MYCAMINE C.glabrata biyofilmlerinin metobolik aktivitesi Uizerine
kaspofunginden daha giiclii bir inhibisyon saglamistir (p<0.01): kilit
sisteminden 72 saat sonra MYCAMINE ile ortalama > %90 inhibisyon
saglanirken kaspofungin ile %38 inhibisyon saglanmistir

Cateau E, et al. Int J Antimicrob Agents 2011;37:380—4



Micafungi
spofunginden daha fazla inhibisyon saglamistir

B MYCAMINE N Kaspofungin
5mg/L 5mg/L
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§_
=
S 80 -
3
=
:E 518
g
>
£ av
(1]
=
2 o0
i
Q
=

0 i)

24 saat sonra 48 saat sonra 72 saat sonra

Cateau E, et al. Int J Antimicrob Agents 2011;37:380—4




EUSDFELY SOCIETY
(F CLAMICAL WICEBRIOLOGY
AN INFECTEDUS DISEASES

2011 Kilavuzu

1st line

Liposomal amphotericin B 3 mg/kg Al

Caspofungin
50 mag/m2 Al

Invazif Kandidiasis

Micafungin
< 40 kg 2-4 mag/kg Al
> 40 kg 100-200 mg

Fluconazole
8-12 mg/kg BI

Voriconazole

7 mg/kg q12 BI
=12 years as adults

Anidulafungin
3 mg/kg loading dose, 1.5 mg/kg
maintenance BIII

2nd line

KLIMIK 26.03.2015 Rejin]
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Table 6. Clinical studies about micafungin use in children.

Study design  FFD

Invasive Candida infection

Patients (n)

Micafungin dose Indication

Comments Ref.

50 mg/day (1
mg/kg/day if <40 kg)

0-16 years 20 for Candida albicans Abbears fo be
Candidemia A fp fpicious [53]
Adult 106 100 mg/day (2
mg/kg/day if <40 kg)
for non-albicans
Micafungin 2
Prospective, double- mg/kg/day (n = 48) o )
blind, randomized  [QLRAVI (S 98 Invasive candidiasis :.::nszlcacnous =N [54]
L-AmB 3 mg/kg/day
(n = 50)
ELBW infants 4 0.5-1.0 mg/kg/day  Candida infections :ﬁfﬁi?:jsfo be [55]
. . ; Refractory Mortality rate is high
VLBW TR B e candidemia in spite of high-dose [56]
Invasive aspergillosis
75 mg/day (1.5
0-16 years &2 mg/kg/day if <40 kg) Refractory IA Appears to be 58]
Adult 140 (primary/salvage)  efficious
(with dose escalation)
<16 years 27 ;5 /T(gijzy g? 40 kq) Proven or probable
9/%grday 9 1A (primary/salvage, Lower response rates [60]
Adult 71 (with dose escalation) alone/combined)
Prospective, open- _ . Appears to be
0.3 16 years 58 2.0+ 1.2 mg/kg/day IA (alone/combined) efficacious [61]
Antifungal prophylaxis
. Prophylaxis in
Retrospective 1-17 years jod(::)é patient- 3 mg/kg/day neutropenia due fo  Efficacious [64]
Y chemotherapy/HSCT
Micafungin 50
mg/day (1 mg/kg/day
rospective, double- g <50 kg: n = 39) or i Superior to
blind, randomized SR BRLIMIK 26.03. 201@!8&”{3% UeHaes i RISe fluconazole [26]

A O e IV A



Table 3. Therapeutic indications and dosing of micafungin in children and adults.

Indication Recommended dose for children (including ~ Recommended dose for
neonates) adults (mg/day)

Bodyweight >40 kg Bodyweight <40 kg
(mg/ day) (mg/kg/day)

reatment of

esophageal candudmsns’r > =

r'eaufrf\en.'r of invasive 100 5 100

andidiasis*

reatment of invasive 50-150 1-3 50-150

aspergillosis®

rophylaxis of Candida

infection in patients

ndergoing allogeneic

SCT or patients who (¢, 1 50
are expected to have

prolonged and severe

eutropenia?

Approved for adolescents 216 years of age by the EMA.
fMicafungin recommended by the EMA for only this indicaton and only if other antifungals are not appropriate.
S Approved only in Japan for this indication.

9In Japan, approved also for prophylaxis of Aspergillus infections in patients undergoing HSCT.

HSCT: Hematopoietic sﬁﬁn\( %ell ?%ﬁps'%érjm Kebudi



~ Enfeksiyon hastaliklari

konsultasyonlar

Kateterde biyofilmi parcalama potansiyeli nedeniyle
N-Asetil Sistein'in etkisi onerildi. Hasta zaten Asist
3x100 mg IV almakta.

KLIMIK 26.03.2015 Rejin Kebudi



29/8 26/9-20/11

C tropicals C paraspilosis CMV
28/8-20/9 20/10-20/11 11/11-20/11
C difficile

28/8-3/9
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Reaktivasyonu ve

Hemofagositoz ecvo dayken

11/11/2014 tarihinde genel durumu bozuldu (Halen ECMO dayken) Kiiltiirler, galactomannan, CMV
DNA kopya sayisi

CMV-DNA PCR ile 65.000 kopya sayisi bulundu.

Ferritin degeri de 27.000 ng/ml olarak yiiksek bulundu.Trigliserid 2211 mg/dl , WBC: 7,96 hgb: 8,5 Plt:
81 bin saptand.

CMYV reaktivasyonu + hemofagositoz diistiniildii.
IVIG 10 g haftada 2 giin infiizyonu baslandi ve devam edildi.

galn%clovir (Cymevene) 5 mg/kg/giin dozda baslandi. Haftada 2 kez CMV-DNA PCR diizeyleri
akildu.

20 Kasim 2014 tarihinde alinan diizey 1.100'lere yaklaginca doz yar1 doza inildi. Negatiflesti. Doz
azaltilip 12 Aralikta kesildi.

Hastanin genel olarak genel durumu iyi gitti. Ancak ates bir gece 38°C'lerin iistlerine ¢ikinca kan
kiltiirleri tekrar alindi e Enfeksiyon bolumiinden Prof. Dr. Onder Ergoniil ile de hasta konusularak
Meronem tedavisi eklendi

Kasim, ates devam Zyvoxid eklendi.
Kiltiirlerde daha 6nce tiremis candida parapsilosis en son 20 Kasim 2014 'teki kan kiiltiirtinde tiredi.

25 Kasim 2014 tarihinde uzun zamandir olan femoral arter kateteri degistirildi (tekrar santral venoz
kateter, sol subclavian). Kateter ucunda tireme olmadi.

28 Kasim 2014 tarihinde Meropenem, Zyvoxid kesildi.
Micafungin devam edildi.

KLIMIK 26.03.2015 Rejin Kebudi
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ARDSKronik Faz———>ARDS-lyilesme Donemi

3 Aralik 2014 5-1.15

Sag bazalde konsolidasyonlarin Bilateral konsolidasyonlar alanlarinin
eslik ettigi, solda fibrotik alanlarin yer yer rezorbe oldugu, saghkl akciger
gozlemlendigi, ARDS'nin kronik alanlarinin gorilmeye baslandig,

fazi1 ile uyumlu bulgular mevcut. ARDS'nin iyilesme donemi ile uyumlu
Sag bazalde pnomotoraks bulgular

gOI‘lllllYOI‘ KLIMIK 26.03.2015 Rejin Kebudi



Sevyir

29/8 26/9-20/11 3/12

Granulosit Tr,GCSF ECMO Pulmoner hipertansiyon
C tropicals C paraspilosis CMV

28/8-20/9 20/10-20/11 11/11-20/11

C difficile

28/8-3/9
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Pulmoner hipertansiyon

3 Aralik-genel durumda bozulma oldu. EKO: akut pulmoner
hipertansiyon krizi (70 mm).

Iloprost ( Ventavis) 3 Aralik:3 X 10 mcg/giin, Yanit alindi

Pulmoner hipertansiyonunda akcigerlerdeki ARDS’ye sekonder
oldugu distinildi.

Sildenafil ( Viagra) 6 Aralik ta eklendi.

Daha sonra hastanin bradikardi/sikint1 hissi olmasi tizerine bu
ilaclarin yan etkisi olabilecegi diistintildii. Once Ventavis, sonra
Viagra kesildi. (21 Aralik)

Bu sirada hasta BIPAP’a alinmus idi.

25 Aralik tekrar nefes almada zorlanma ventilatore alinda.
Pulmoner hipertansiyon. Viagra tekrar baglandi. 2 x %

2.1.14 tekrar Pulmoner Ta (60) Viagra 3 x %> diizelme oldu.

KLIMIK 26.03.2015 Rejin Kebudi



Sevyir

29/8 26/9-20/11 3/12

Granulosit Tr,GCSF ECMO Pulmoner hipertansiyon----------
C tropicals C paraspilosis CMV  Acinetobacter baumanii
28/8-20/9 20/10-20/11 11/11-20/11 1/1-5/1

C difficile

28/8-3/9

KLIMIK 26.03.2015 Rejin Kebudi
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Acinetobacter baumanii

Subfebril ates, 25 Aralik sonrasi giinde bir-iki kez 38 , pct
<0,2, CRP< 20

Micafungin aliyor, Bactrim profilaksi, Kiiltiirler negatif
1.1.15 Ates 38.5, Kiiltiirler alindi, Meronem eklendi

Trakeal aspirat kiiltiirii (2.1.15) Acinetobacter baumanii
(Meroneme hassas)

5.1.15 kiiltiir (-)

Meronem 10 giin ald1 kesild1
Micafungin (profilaksi)
Bactrim profilaksi aliyor

KLIMIK 26.03.2015 Rejin Kebudi



/’
ALL tedavi- enson19 Agustos Protokol | bitti (4 a

tedavisiz)
Tam kan sayimi ve periferik yayma kontrolu

12 Kasim 2014 tarihinde kemik iligi aspirasyonu yapildi,
remisyonda

IU hem-onk/Prof Martin Schrappe ile goriisiildii,
Piirinetol ceyrek doz. o1 Aralik 2014 tarihinde baslandi 3 glin

3 Aralik-genel durumda bozuldu. EKO: pulmoner hipertansiyon
(70 mm) Piirinetol stoplandi, 19 Aralik 2014 tarlhméje tekrar
baslandi. Bu arada klinik/kiultiirlere gore antibiyotikler ve
antlfun al devam etti. Bactrim proﬁlg ksi ve Micafungin
proﬁlag <si devam etti.

12.01.2015, KIA remisyonda , modifiye olarak kemoterapi devam
ediyor

10.03.2015 tarihinde kemik ilig dgl aspirasyonu yapildi, remls?ronda
modifiye olarak kemoterapi devam ediyor, suirekli nazal oksijen
desteginde

KLIMIK 26.03.2015 Rejin Kebudi



andida Enfeksiyonlari
Saglikl bireylerin %50'sinin >> orofarenks, GI ve GU

sisteminin normal florasinda > immun sistem ve mukozal
bariyer hasari >> enfeksiyon & kandidemi

C. albicans >> en sik enfeksiyon etkeni, son yillarda
NONALBICANS

Gastrointestinal ve genitiriner sistem mukoza hasari ile
(en sik neden)

Intravaskiiler kateter >> C. parapsilosis en sik etken

KLIMIK 26.03.2015 Rejin Kebudi



C. parapsilosis &
C. glabrata =

C. albicans,

C. glabrata

C. krusei

C. parapsilosis

C. Tropicalis

C. dubliniensis ( 1995,

Insanlarda enfeksiyon yaptigi bilinen 15 tipi vardr.

KLIMIK 26.03.2015 Rejin Kebudi



EUSDFELY SOCIETY
(F CLAMICAL WICEBRIOLOGY
AN INFECTEDUS DISEASES

2011 Kilavuzu

1st line

Liposomal amphotericin B 3 mg/kg Al

Caspofungin
50 mag/m2 Al

Invazif Kandidiasis

Micafungin
< 40 kg 2-4 mag/kg Al
> 40 kg 100-200 mg

Fluconazole
8-12 mg/kg BI

Voriconazole

7 mg/kg q12 BI
=12 years as adults

Anidulafungin
3 mg/kg loading dose, 1.5 mg/kg
maintenance BIII

2nd line

KLIMIK 26.03.2015 Rejin]

ka@biC 5 mg/kg AILI




Gui e for the Manag
Neutropenia in Children With Cancer and/or
Undergoing Hematopoietic Stem-Cell Transplantation

Thomas Lehrnbecher, Robert Phillips, Sarah Alexander,
Frank Alvaro, Fabianne Carlesse, Brian Fisher, Hana Hakim,
Maria Santolaya, Elio Castagnola, Bonnie L. Davis, L. Lee
Dupuis, Faith Gibson, Andreas H. Groll, Aditya Gaur, Ajay
Gupta, Rejin Kebudi, Sergio Petrilli, William J. Steinbach,
Milena Villarroel, Theoklis Zaoutis, and Lillian Sung

JOURNAL OF CLINICAL ONCOLOGY 2012 Dec
10;30(35):4427-38. doi: 10.1200/]CO.2012.42.7161.



mpirik tedavi olarak antifungal

[FD icin yliksek riskli olan hastada, genis spektrumlu antibiyotiklere
ragmen, >906 saatte ates devam ediyor veya tekrarladiysa, antifungal
baslanmasi 6nerilir (1C, kuvvetli 6neri, dusiik kalitede kanit).

[FD icin disuk riskli olan hastada, genis spektrumlu antibiyotiklere
ragmen, >96 saatte ates devam ediyor veya tekrarladiysa, antifungal
dustintlmelidir (2C, zayif oneri, cok diistuk kalitede kanit).

Empirik tedavide CasFofungin veya liposomal amfoterisin 6nerilir (1A,
kuvvetli 6neri, yliksek kalitede kanit)

Kaynaklar1 sinirh iilkelerde amfoterisin B deoksikolat diistintilebilir.

YUKSEK RISK (HSCT, agir miyelosupresif tedavi kullanan
hastalar-merkezin kullandigi rejime gore farklilik gosterebilir.

JCO.2012

KLIMIK 26.03.2015 Rejin Kebudi
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7%5'in 7% 50 ve %75'in
altinda altinda lizerinde
etkinlik etkinlik etkinlik

O'Brien et al. ASH Education Book 2003

KLIMIK 26.03.2015 Rejin Kebudi



EORTC/BAMSG Consensus Revised definitions draft VI
http://www.doctorfungus.org/lecture/EORTC_MSG_rev06.htm

Konak Klinik

Mikrobiyol
faktord i

0ji

Yeni nonspesifik fokal infiltrat

VE
HSCT + & alll Antijen testleri
Asagidakilerden an az biri:

Plevral rub
Plevral agri

1) Notropeni (>10 giin,
<500/mm3), IFI ile temporal
iligkili)

2) Allojenik kok hiicre alicisi
3) Uzun siire kortikosteroid
kullanimi >3 hf, 0.3 mg/kg/g
prednisone esiti)

4) Siklosporin, anti-TNF-a,
niikleosid analogu, alemtumuzab
gibi T-hiicre baskilayicilarinin
son 90 giinde kullanilmasi

5) SCID, KGH gibi kalitsal
immiin yetmezlik
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29/8 26/9-20/11 3/12

Granulosit Tr,GCSF ECMO Pulmoner hipertansiyon

C tropicals C paraspilosis CMV  Acinetobacter baumanii
28/8-20/9 20/10-20/11 11/11-20/11 2/1-5/1

C difficile

28/8-3/9
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Serviste, suur acik , koopere

ARDS bulgularinda iyilesme

Nazal O2 destegi devaml

Motor fonksiyonlar diizeliyor (Fizik tedavi)
ALL tedavisi modifiye edilerek aliyor
Bactrim profilaksi, micafungin profilaksi
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MYCAMINE™ (mikafungin)

Kisa Urln Bilgisi

(Advers olay ve regeteleme bilgisi i¢in Kisa Uriin Bilgisine bakiniz.)

MYCAMINE™ 50 mg ve 100 mg infiizyonluk Cozelti igin Toz Formiilii: MYCAMINE™ 50 mg icin; her bir ¢dzelti 50 mg Mikafungin sodyum, ¢dzelti hazirlandiktan sonra her ml, 10 mg Mikafungin sodyum igerir.
MYCAMINE™ 100 mg igin; her bir ¢ézelti 100 mg Mikafungin sodyum, ¢ézelti hazirlandiktan sonra her ml, 20 mg Mikafungin sodyum icerir. Endikasyonlari: Yetiskinlerde, >16 yas adélesanlarda ve yashlarda: invazif
kandidiyazisin tedavisinde, IV tedavinin uygun oldugu hastalarda 6zofageal kandidiyazisin tedavisinde, allojenik hematopoietik kok hicre nakli (HSCT) yapilan hastalarda veya 210 giin nétropeni (mutlak nétrofil
sayisi [ANC] < 500 hiicre/uL) olmasi beklenen hastalarda Candida enfeksiyonunun profilaksisinde endikedir. Cocuklarda (yenidoganlar dahil) ve <16 yas adélesanlarda, ancak asagida belirtilen endikasyonlarda
kullanilabilecek diger ajanlarin kullanilamadigi durumlarda, ikinci secenek olarak endikedir: invazif kandidiyazisin tedavisinde, allojenik HSCT yapilan hastalarda veya >10 giin nétropeni (ANC < 500 hiicre/uL) olmasi
beklenen hastalarda Candida enfeksiyonunun profilaksisinde endikedir. Kullanim Sekli ve Dozu: Yetiskinlerde, 216 yas adol6sanlarda ve yasllarda ve ¢ocuklarda (yenidoganlar dahil) ve <16 yas adolesanlarda; invazif
kandidiyazisin tedavisinde viicut agirligi >40 kg olanlarda 100 mg/gtin, viicut agirligi <40 kg olanlarda 2 mg/kg/glin (Hastanin cevabi yetersiz oldugunda, 6rn. Kiltirlerde iremenin devam etmesi veya klinik durumun
dizelmemesi gibi, >40 kg agirhigindaki hastalarda doz 200 mg/gtin veya < 40 kg agirhigindaki hastalarda doz 4 mg/kg/guin’e ¢ikartilabilir.) Yetiskinlerde, 216 yas adolésanlarda; 6zofageal kandidiyazisin tedavisinde;
vicut agirhgr >40 kg olanlarda 150 mg/giin, viicut agirlhigi <40 kg olanlarda 3 mg/kg/glin; Yetiskinlerde, 216 yas adolésanlarda ve yaslilarda ve ¢ocuklarda (yenidoganlar dahil) ve <16 yas adolesanlarda; Candida
enfeksiyonunun profilaksisinde viicut agirligi >40 kg olanlarda 50 mg/gtin, viicut agirhgi < 40 kg olanlarda 1 mg/kg/glin olarak kullanilir. Uygulama Sekli: Sulandirilarak hazirlandiktan ve seyreltildikten sonra, gozelti
yaklasik 1 saat boyunca IV inflizyonla uygulanmalidir. istenmeyen Etkiler: Lokopeni, nétropeni, anemi; hipokalemi, hipomagnezemi, hipokalsemi, bas agrisi; flebit; bulanti, kusma, diyare, karin agrisi; kan bilirubin,
ALP, AST ve/veya ALT seviyesinde artis, anormal KFT; dékiinti; pireksi, titreme. Diger Tibbi Uriinler ile Etkilesimler ve Diger Etkilesim Sekilleri: MYCAMINE™ in, CYP3A aracili yolaklarla metabolize olan ilaglarla diisiik
etkilesim potansiyeli bulunmaktadir. MYCAMINE™ ile mikofenolat mofetil, siklosporin, takrolimus, prednizolon, sirolimus, nifedipin, flukonazol, ritonavir, rifampisin, itrakonazol, vorikonazol ve amfoterisin B
deoksikolat (AmBd) arasindaki etkilesim potansiyelini degerlendirmek amaciyla saglikli génilltlerde ilag etkilesim galismalari gergeklestirilmistir. Bu ¢alismalarda, MYCAMINE™ farmakokinetiginde degisim oldugunu
kanitlayan herhangi bir bulguya rastlanmamistir. Bu ilaglarla eszamanli uygulamalarda, MYCAMINE™ dozunun ayarlanmasina gerek yoktur. itrakonazol, sirolimus ve nifedipin maruziyeti (AUC) MYCAMINE™
varliginda hafifge artmistir (sirasiyla %22, %21 ve %18). MYCAMINE™ ve AmBd’in birlikte uygulanmasi %30’luk bir AmBd maruziyeti artisi ile iligkilendirilmistir. Bu artis klinik olarak anlamli olabilecegi igin, bu sekilde
birlikte tedavi, sadece yararlar risklere gore acik bir sekilde agir bastiginda, AmBd toksisitesinin yakindan izlenmesi ile uygulanmalidir. MYCAMINE™ ile kombinasyon halinde sirolimus, nifedipin veya itrakonazol alan
hastalar bu ilaglarin toksisitesi agisindan izlenmeli ve gerekirse bu ilaglarin dozu azaltiimalidir. Gegimsizlikler: MYCAMINE™ sodyum klorir (%0.9) veya glikoz (%5) ile birlikte verilebilir. Bu ¢ozeltiler harig, diger tibbi
Urlnlerle karistinlmamali veya birlikte infize edilmemelidir. Kontrendikasyonlari: MYCAMINE™, etkin maddeye veya bilesiminde bulunan yardimc maddelere karsi asiri duyarliligi bulunan hastalarda
kontrendikedir. Uyarilar/Onlemler: MYCAMINE™ tedavisi, hem saglikli géniillilerde hem de hastalarda anlamli karaciger fonksiyonu bozuklugu ile iliskilendirilmistir. Bazi hastalarda, daha siddetli hepatik
disfonksiyon, hepatit veya élimciil vakalari kapsayan karaciger yetmezligi rapor edilmistir. 1 yasindan kiiciik pediyatrik hastalar, karaciger hasarina daha egilimli olabilirler. MYCAMINE™'in uygulanmasi sirasinda,
anafilaksi veya sok dahil anafilaksi benzeri reaksiyonlar gorilebilir. Bu reaksiyonlar olusursa, MYCAMINE™ inflizyonu kesilmeli ve uygun bir tedavi uygulanmalidir. Stevens Johnson sendromu ve toksik epidermal
nekroz gibi eksfolyatif kiitan6z reaksiyonlar bildirilmistir. Viicudunda kizariklik meydana gelen hastalar yakindan takip edilmelidir ve eger lezyonlar ilerlerse MYCAMINE™ kesilmelidir. MYCAMINE™ ile tedavi edilen
hastalarda akut intravaskiler hemoliz veya hemolitik anemi de dahil, seyrek olarak hemoliz vakalari rapor edilmistir. MYCAMINE™ tedavisi sirasinda hemolize dair klinik bulgular veya laboratuvar bulgular gelistiren
hastalar, bu durumlarinin kétulesip kétiulesmedigine dair kanitlar agisindan yakindan izlenmeli ve MYCAMINE™ tedavisinin surdirilmesinin risk ve faydasi agisindan degerlendirilmelidir. MYCAMINE™ bobrek
sorunlari, bébrek yetmezligi ve anormal bébrek fonksiyon testlerine neden olabilir. Hastalar, bébrek fonksiyonunun kétilesmesine karsin yakindan izlenmelidir. MYCAMINE™ ve AmBd’in birlikte uygulanmasi,
sadece yararlar risklere agik bir sekilde agir bastiginda, AmBd toksisitelerinin yakindan izlenmesi ile gerceklestirilmelidir. MYCAMINE™ ile kombine olarak sirolimus, nifedipin veya itrakonazol alan hastalar, sirolimus,
nifedipin veya itrakonazol toksisitesi agisindan izlenmeli ve gerekirse sirolimus, nifedipin veya itrakonazol dozu dustrilmelidir. Bazi advers reaksiyonlarin sikligi, pediyatrik hastalarda yetiskin hastalarda oldugundan
daha yiiksektir. Bu tibbi iriin her dozunda 1 mmol (23 mg)’dan daha az sodyum ihtiva eder; yani esasinda “sodyum icermez”. Gebelik Kategorisi: C. Laktasyon Dénemi: MYCAMINE™ in insan siitiine gecip gecmedigi
bilinmemektedir. Hayvan ¢alismalari, MYCAMINE™in anne sitiine gectigini gostermistir. Emzirmeye devam etme/emzirmeyi kesme veya MYCAMINE™ tedavisine devam etme MYCAMINE™ tedavisini kesme karari,
emzirmenin ¢ocuga faydasi ve MYCAMINE™ tedavisinin anneye faydasi g6z 6niinde bulundurularak alinmalidir. Arag ve Makine Kullanimi Uzerindeki Etkiler: Arag ve makine kullanma yetenegi tizerine etkileri ile ilgili
hi¢bir calisma yapilmamistir. Ancak, ara¢ ve makine kullanma yetenegini etkileyebilecek advers reaksiyonlar meydana gelebilir. Doz Asimi ve Tedavisi: MYCAMINE™'in doz asimi konusunda herhangi bir tecriibe
bulunmamaktadir. Doz asimi durumunda, genel destekleyici 6nlemler ve semptomatik tedavi uygulanmalidir. MYCAMINE™ vyiiksek oranda proteine baglidir ve diyaliz ile atilamaz. Raf Omrii: Agilmamis flakon igin 36
ay. Saklama Kosullari: Agilmamis flakonlar 25°C’yi ge¢cmeyen oda sicakliginda saklanmalidir. Regeteli ilag. SGK tarafindan geri 6denmemektedir. Ruhsat Sahibi: Astellas Pharma ilag Tic. ve San. A.S. Tekstilkent Koza
Plaza A Blok Kat: 16 No: 60 34235 Esenler, istanbul Tel: 0212 440 08 00 Faks: 0212 438 36 71 Ruhsat Tarihi/No’su: MYCAMINE™ 50 mg: 23.01.2014 - 2014/26 MYCAMINE™ 100 mg: 08.02.2014 - 2014/69 Perakende
Satig Fiyati (KDV dahil): MYCAMINE™ 50 mg: 420,68 TL (Fiyat Onay Tarihi: 18.02.2014), MYCAMINE™ 100 mg: 773,36 TL (Fiyat Onay Tarihi: 24.11.2014) KUB Onay Tarihi: 08.02.2014 Daha genis bilgi icin firmamiza
basvurunuz. www.astellas.com.tr

Advers olaylar rapor edilmelidir. E-mail ile advers olaylari Astellas Pharma ilag Tic.A.S safety-eu@astellas.com bildiriniz.
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Sistemik Fungal
Infeksiyonlarin Tedavisinde
Mikafungin’in Yeri
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