Prophylaxis, Pre-emptive, or
Empiric Antifungal Strategies?

Dr Asok Kurup
Dept of Infectious Diseases
Singapore General Hospital




Aspergillus

70-90% HOSPITAL /ICU 10-30%

NEUTROPENIA /

30-60% ‘ 30-60%

0]\




Conventional Diagnosis of IFl

MICROSCOPY / CULTURES KEY FOR IDENTIFICATION / SUSCEPTIBILITY

BLOOD CULTURES :
growth 2-7 d, sensitivity 20-50% invasive candidiasis, < 5% invasive aspergillosis

TISSUES CULTURES / HISTOPATHOLOGY :
often unfeasible (co-morbidity, bleeding); sensitivity 40-70% (empirical antifungals)

CULTURES AT NOT STERILE SITES :
BAL sensitivity for moulds 40-60% / Colonization URINE / BAL ?

IMAGING : not specific, often delayed

LATE DOCUMENTATION (locally advanced or disseminated infection)
- MORTALITY CANDIDIASIS 30-60% - ASPERGILLOSIS 40-90% !




Trends: USA 2004-2007
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HSCT category

Allogensic transplant

Trends: USA 2004-

Lnrelated
or unmatched,
Matched, related Autologous
related donor donor® transplant 2007
IFI in= 71 in = 102) in = 77
Candida species . . .
Al 20 (28.2] 23 (225°  19(24.7) Distribution of
Candide albicans B (26.0) 4{17.4) g (31.8) . .
Candiida glabrata 7 (35.0] 13 {B5.5) 7 i36.8) mfectlng fu ngal
Candida krusel 2 (10.0) 2187 2168
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ki Sp observed
I 38 (63.5) &1 (59.8) 49 (83.6) N 234 HSCT
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Mould Infections in HSCT

1999-2003

A N=3228 (1249 allo, 1979 auto) HSCT
patients admitted to 11 Italian HSCT
centres

A Incidence of proven/probable IA among
alloHSCT: 8%

A Attributable mortality rate of 1A in alloSCT
recipients: 77/%

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



The Continuum of IFI from Colonisation to Disease

No disease Marker Signs and Full-blown Sequelae
symptoms disease
Disease|progression \

when the decision

to tx is based on
early diagnostic “ ‘ ‘ ‘

test
Primary Preemptive Empirical || Targeted
prophylaxis treatment treatment treatment Therapy

Surrogate initiation of antifungal tx in patients at high

marker risk of IFIs and established clinical s/s, but
without microbiological documentation




Rationale for Prophylaxis

A Outcome of IFI has been suboptimal and
a/w high fatality rates
I Early diagnosis is difficult to make
I Best avallable rx: 52% CR/PR (lA)
65% (IC)
I Host defences important for resolution of
Infection



Primary AF Prophylaxis in Haem Malignancies/HCST Patients
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Updated Guidelines for Primary AF Prophylaxis

o Patieqt Purpose Drug Dosage Leyel of
opulation Evidence
Fluconazole 50-400 mg qd po Cl
' Itraconazole oral solution = 2.5-7.5 mg/kg qd | Cl
i ltraconazole capsules Any dose o
Conventional Posaconazole 200 mg tid po Al
Chemotherapy | B | 0.5-1.0mg/kg qd8hiv | ClI
Reduction Ad";ﬁ"x;::";‘l’:t‘f _ <05mgkgqdshiv | Cll
Attributable 20 mg qd inhalation | Cl
Mortality = Liposomal amphotericin B 50 mg q48h .~ BI
| Fluconazole 400 mg qd po Al
Allogeneic Fluconazole 50-200mgqdpo @ ClI
i‘:g: ::: g:: - ltraconazole oral solution 400 mg qd Cl
Transplant | Posaconazole - 200 mg tid po Al
' Liposomal amphotericinB =~ 1.0 mg/kg qd iv Cl

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



Considerations for Systemic
Antifungal Prophylaxis

A Emergence of multi-azole resistance

A Effect on patterns of breakthrough
Infections

A Adverse effects

A Potentially deleterious side effects of drug
Interactions



Empirical Therapy

A Difficult to diagnosis fungal infections in
neutropenic patients

A Delays in instituting target therapy
A associated with increased mortality

A concept of empirical antifungal
therapy emerged




Vancomycin in Neutropenic
Patients with Fever Persisting After
Pip-tazo monotx (48-60 hrs)

ARandomized DBPC Study
/T + Vanco (n=86) vs P/T + placebo (n=79)
Muration of neutropenia < 500 ANC/ul:14 days

PIT+V PIT+ Plc

Defervescence under therapy 45% 44%
Median time to defervescence (days) 3.5+08 431038
Death from infection (day of death) 1(14) 1(39)

Clin Infect Dis 2003:37: 382-9



Empiric Antifungal Rx in High Risk
Patients with Persistent Fever
A AmB>effective than antibiotics (Pizzo 1982,
EORTC 1989)

A Liposomal AmB Vs AmB: less toxic and

less breakthrough IFI (Prentice 1997, walsh
1989)

A Voriconazole Vs L-AmB: less toxic and
less breakthrough IFI (Walsh 2002)

A Caspofungin Vs L-AmB: less toxic and at
least as efficacious (walsh 2004)



Pre-emptive Therapy

A Rx of a suspected or presumed Fl in
advance of confirmation
I High morbidity/mortality a/w established FlI
I High costs a/w IFIs

I Difficulty and uncertainty of diagnosis

|

|

I Rapid progression of disease
I Early rx a/w improved outcomes



Imaging Findings in Acute Invasive Pulmonary
Aspergillosis: Clinical Significance of the Halo Sign

Reginald E. Greene,' Haran T. Schlamm,® Jorg-W. Oestmann,® Paul Stark,® Christine Durand,® Olivier Lortholary,™
John R. Wingard,® Raoul Herbrecht,” Patricia Ribaud," Thomas F. PattersonS® Peter F. Troke,” David W. Denning,"
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ﬁCompared response to
treatment and survival after
12 weeks of treatment

A143 patients who presented
with a halo sign and in 79
patients with other imaging
findings.

Clinical Infectious Diseases 2007; 44:373i




The finding of a halo sign at baseline
was strongly associated with improved
responses to treatment and better

O Halo sign O No halo sign
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P < .05 P <.01
Voriconazole Amphotericin B

Clinical Infectious Diseases 2007; 44:373i



Algorithm for the
clinical mx of
patients with fever
and lung infiltrates

Eur J Cancer 2009:45:2462-72



