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Mould Infections in HSCT

1999-2003
ÅN=3228 (1249 allo, 1979 auto) HSCT 

patients admitted to 11 Italian HSCT 

centres

ÅIncidence of proven/probable IA among 

alloHSCT: 8%

ÅAttributable mortality rate of IA in alloSCT 

recipients: 77%

Pagano et al. Clin Infect Dis 2007: 45:1161-70



The Continuum of IFI from Colonisation to Disease 

preventive administration of an antifungal agent 
to patients at risk of IFI without attributable 
signs and symptoms

initiation of antifungal tx in patients at high 

risk of IFIs and established clinical s/s, but 

without microbiological documentation

when the decision 

to tx is based on 

early diagnostic 

test



Rationale for Prophylaxis

ÅOutcome of IFI has been suboptimal and 

a/w high fatality rates

ïEarly diagnosis is difficult to make

ïBest available rx: 52% CR/PR (IA)

65% (IC)

ïHost defences important for resolution of 

infection 



Primary AF Prophylaxis in Haem Malignancies/HCST Patients 



Updated Guidelines for Primary AF Prophylaxis

Cornely et al. Hematologica 2009:94;113-22



Considerations for Systemic 

Antifungal Prophylaxis
ÅRisks:

ÅEmergence of multi-azole resistance

ÅEffect on patterns of breakthrough 

infections

ÅAdverse effects

ÅPotentially deleterious side effects of drug 

interactions



Empirical Therapy

ÅDifficult to diagnosis fungal infections in 

neutropenic patients

ÅDelays in instituting target therapy

Ą associated with increased mortality

Ą concept of empirical antifungal 

therapy  emerged



Vancomycin in Neutropenic 

Patients with Fever Persisting After 

Pip-tazo monotx (48-60 hrs)
ÅRandomized DBPC Study

ÅP/T + Vanco (n=86) vs P/T + placebo (n=79)

ÅDuration of neutropenia < 500 ANC/ul:14 days

Clin Infect Dis 2003:37: 382-9 



Empiric Antifungal Rx in High Risk 

Patients with Persistent Fever

ÅAmB>effective than antibiotics (Pizzo 1982, 

EORTC 1989)

ÅLiposomal AmB Vs AmB: less toxic and 

less breakthrough IFI (Prentice 1997, Walsh 

1989)

ÅVoriconazole Vs L-AmB: less toxic and 

less breakthrough IFI (Walsh 2002)

ÅCaspofungin Vs L-AmB: less toxic and at 

least as efficacious (Walsh 2004) 



Pre-emptive Therapy

ÅRx of a suspected or presumed FI in 

advance of confirmation

ïHigh morbidity/mortality a/w established FI

ïHigh costs a/w IFIs

ïDifficulty and uncertainty of diagnosis

ïRapid progression of disease

ïEarly rx a/w improved outcomes



Clinical Infectious Diseases 2007; 44:373ï9

ÅCompared response to 

treatment and survival after 

12 weeks of treatment

Å143 patients who presented 

with a halo sign and in 79 

patients with other imaging 

findings.



Clinical Infectious Diseases 2007; 44:373ï9

The finding of a halo sign at baseline 

was strongly associated with improved 

responses to treatment and better 

survival



Algorithm for the 

clinical mx of 

patients with fever 

and lung infiltrates

Eur J Cancer 2009:45:2462-72


