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#! Importance of the problem
#t Differences neutropenic patients
#1 Some comments regarding treatment

#t Difficulties in prophylaxis
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IFI in SOT
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Mortality of IA In SOT

Global: 119/156: 76.3%

Kidbey-pancreas: 2/2 100%
_Iver: 67/80 68, 1Y
_ung: 12/17 70)6%
Kidney: 7/10 70%

Heart: 31/47 65,9%

O. Len y RESITRA. ICAAC. Chicago IL. Abstract M-999
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Variable Utility Galactomannan

Host Sensibility

Neutropenic 96%
HSCT 70%
_iver transplant 57%
CuU 38%
CGD 24%

Specificity

96%
91%
94%
100%
95%

Maertens, Blood 01; Bretagne CID 98; Fortun, Transpl

ant 01; Walsh, ICAAC 02




Some Issues

#! Importance of the problem
#t Differences neutropenic patients
#1 Some comments regarding treatment

#t Difficulties in prophylaxis



Some Issues

1
1
#1 Some comments regarding treatment

Ly




IFI: treatment limitations in SOT

“* Amphotericin B_: Nephrotoxicity,
Interference with CsA , confusion with rejection

“* Azoles : Pharmacological interferences,
hepatotoxicity, risk of rejection

¢ Echinocandins : Interference caspofungina
with CsA




PATH (Prospective Antifungal Therapy
Alliance ): 2004 — 2007. 515 IFIs en 429 TOS

B

InNgsive Candidigeis  Invagive Aspergillghis Cryptococcosis IFls with Other Moulds

ool e v or ] ame-qi Lr-ame]JeasTmic

Neofytos D et al. Transplant Infectious Diseases 2010




Caspofungin in SOT

» Multicentric study (13 centers) observational: 2004  -2007.
81 patients (APACHE: 23): ¢ andidiasis 79% and aspergilosis 27%
* No severe AE. No CASPO discontinuation

Monotherapy | Combination

Aspergillus spp 719 (78%) 7110 (70%)

C. albicans 24/26 (92%) 8/10 (80%)

C. no-albicans 19/20 (95%) 4/5 (80%)

Winkler et al . Transpl Infect Dis 2010




Micafungin In SOT

Transplant recipients included in Clinical Trials ;
Kuse et al (Lancet 2007): 70 SOT (36 with MICA). No data
Pappas et al (CID 2004): 35 SOT (16 with MICA). No data

Forrest et al (Transplantation 2006)
18 Transplant recipients (7 TOS) MICA 100 mg. (11 dias)
Candidemia (5), peritonitis (2)
Success 100%.
Adequate levels: CSA (100%), TAC (97%), SIR (75%)




Anidulafungin In SOT

Transplant recipients included in Clinical Trials

Reboli et al (N Engl J Med 2007): 12 SOT (7 with ANIDULA)
Krause et al (CID 2004). ? SOT

Krause et al (AAC 2004):. ? SOT

Brielmaier et al (Pharmacother 2008)

13 TOS con IFI Efficacy 77%

1 breakthrough candidemia ( C. parapsilosis )
No interaction

No liver toxicity
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IFI Prophylaxis in SOT

Pancreas

Universal

Risk
factores




Lung TX. Inhaled Ampho

Monforte 2001

Palmer 2001

Drew 2004
Lowry 2007

Borro 2008

Monforte 2009

FUNGIZONA
6 mg/8h, 120d
6 mg/d, undefined

ABELCET
50 mg/d, 4 days
50 mg/wk, 8 wk
a) ABELCET vs. b) FUNGIZ
a: 50 mg/wk
b: 25 mg/wk

a) ABELCET vs. b) FUNGIZ

ABELCET (+ FLU)
50 mg/48 h. 4 days
50 mg/wk, 13 wk

AMBISOME
25 mg/ 3 x wk, 60 d
25 mg/ wk , 180 d

Al: 14,4%
(control: 33%)

IFIl: 12%

Tolerance: 98%

IFI: 11,8% vs. 14,3% (ns)
(most Candida)
Intolerance: 5,9% VS 12,2%

[] serum < 0,2 pg/mi

IFI: 2% (1 Aspergillus)

Tolerance: 93%

IA: 0 (4 colon.)
Scedosporium: 1
[]serum =0




Voriconazole Prophylaxis In Lung TX
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Husain et al. Am J Transplantation 2006




Voriconazole Prophylaxis In Lung

!

All fungal Candida spacies Aspanillus specias

m Vorconazole prophylaxis group g Tamgeted prophylaxis group

Husain et al. Am J Transplantation 2006




Liver Transplantation

1010 Liver TX recipients. RESITRA Network

Universal Prophylaxis (FLU) (3/12 centers):
109 pts. 1 IFI (0,9%) )

>~ (P:NS)

Selective Prophylaxis (9/12 centers):
4729 pts. 6 IEI(1,4%) -

San Juan et al. ICAAC, San Francisco 2009




IFI Prophylaxis in SOT

Pancreas

Universal

Risk
factores




Risk Factors of IA In SOT

e Liver transplant recipients
— Retransplantation (OR 29.9)
— Dialysis (OR 14.5 to 24.5)
— Antigen Aspergillus (OR 50.0)

Fortan , Liver Transplant 02
Singh , Transplantation 01

e Heart transplant recipients
— Retransplantaion (RR 5.8)
— Dialysis (RR 4.9)
— CMV Disease (RR 5.8)

Mufoz P, Am J Transplant 04. Transplantation. 2013




Lipidic Amphotericin B. Liver TX

Risk Dosage Outcome
factor

Singh High risk AmBisome IFI: 0% IA: O
Transplantation 2001 (Dialysis) 5 mg/kg, 4 sem. (control: 36% y 32%) (p<.05)

Fortun High risk  AmBisome IFI: 14 % 1A: 5 %
JAC 2003 1 mg/kg, 10 days (control: 36 %y 23 %) (p<.05)

Singhal ICU >5d Abelcet No IFI
Liver Transpl 2000 1 mg, 2,5 mg, 5 mg

Reed High risk Abelcet IFI: 3%  Al: O
Liver Trranspl 2007 5 mg/kg, 5 days (control: 16% y 3,5% (p<0,05)

Castroagud in High risk AmBisome Candidiasis: 0
Transpl Proc 2005 1mg/kg, 7 days Al: 2 cases (1 fatal)

Hadley: High risk AmBisome 2 mg/kg IFI: 10 pat (5% vs 6%)
Traspl Inf Dis 2009 (35p) (9 Candida, 1 Cryptococcus )

Fluconazole (6 mg/kg) _ | |
(29p)  14days Antifungal : (23% vs 14%) (p: ns)




Prophylaxis With Caspofungin for Invasive Fungal
Infections in High-Risk Liver Transplant Recipients

Major criteria_:
e a) Re-transplantation
e D) Dialysis
e ) Fulminant hepatitis

Minor criteria (( 2 2):

o d) Creatinine clearance < 50 ml/min)

o @) Transfusion =240 unit CBP,

o f) Cheledechojejunostomy (Y -Roux)

o g) Multiple celenization Candida spp (£48h Tx)
o h) Re-intervention (5 days Tx)

Fortun J et al. Transplantation 2009; 87:424-35




Favorable response (MITT) (primary objective
63/71 (88.7%)

IFI

-Surgical infection by Mucor spp.

- Surgical infection by Candida albicans

2/71 (2.8%)

1

Caspofungin discontinuation due to clinical adverse

effects

Caspofungin discontinuation due to analytical

adverse effects

Analytical alteration, toxicity grade IV

Fortun J et al. Transplantation 2009; 87:424-35
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Distribution and metabolism of
echinocandins

Caspo Mica

Anidula

Metabolism Hepatic Hepatic

and Renal
excretion

Half-life (h) 12-14

Clearance Fast

Non hepatic
(chemical
degradation)

AS

No dose
adjustment




Safety of Anidulafungin in Solid Organ
Transplant Recipients

J.M. Aguado,' E. Varo,” P. Usetti,” J.C. Pozo," A. Moreno,” M. Catalan,’ O. Len,” M. Blanes,” A. Sole,’
P. Munoz,” M. Montejo.” and the TOSCANA Study Group
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25 percentle 75t percentie ~ Median General SOT population

General SOT population

28 pesgantis Tih partentie Madan

ek oo 80

Baseline serum Cr > 1.5 mg/dL.

25 peecantie TEh pavcantis Macian

Liver transplant recipients

28 paroantie TEE pavoantia Madan

Transaminase levels Serum creatinine levels

Liver Transpl. 2012;18:680-5




Spanish Society of Infectious Diseases & Clinical Mic go]o][0](e]0}Y;
-Anti-Fungal prophylaxis Guidelines in SOT-

Transplant Recommendations

Liver Targeted Prophylaxis in HR-LTR;
-Caspofungin (B-Il) ,lipidic amphotericin B (B-Il), m icafungin (ClIlI),
anidulafungin (ClIII),

Pancreas Universal prophylaxis
-FCZ (B-II) or lipidic amphotericin B (C-III)

Targeted Prophylaxis in HR-HTR;
-ITZ, VCZ (C-III)

Fortun et al. Enf Infec Microbiol Clin 2011




Thank you very much for your
attention

Jjaguadog@medynet.com




