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Background

• Candidemia is a life threathening infection with an attributed mortality
of 15-20% despite effective treatment

• Echinocandins are the first line-treatment, but they are not «perfect»
drugs (PK/PD issues, emerging resistance)

• Rezafungin is a novel broad-spectrum echinocandin (Candida spp. and
Aspergillus spp.), with AUC/MIC-dependent activity, linear kinetics,
prolonged half life (152 ± 9 hours) which allows one weekly
administration, and low risk of DDI



Outline

• Clinical question. Can we use rezafungin for the treatment of patients
with candidemia or invasive candidiasis?

• Research question. To compare the efficacy and safety of rezafungin
once weekly iv versus caspofungin one daily iv for the treatment of
candidemia and invasive candidiasis

• Study design. Multicentre, prospective, randomised, double-blind,
double-dummy, non-inferiority, phase 3 clinical trial.



Population

• Adults aged 18 years or older

• Candidemia or invasive candidiasis with mycological evidence obtained not more than 
4 days before the randomization

Main exclusion criteria

• PJI, osteomyelitis, endocarditis, myocarditis, meningitis, chorioretinitis, CNS/UTI 
candidiasis

• Non-removable catheter or device

• Severe hepatic impairment

• Recent (< 4 days) antifungal treatment

2018-2021



Intervention - Comparison

All study site personnel who interacted with patients, and patients themselves, were blinded

Treatment range: 14-28 days



Outcome

Primary endpoints

• Global cure (clinical/radilogical + mycological eradication) at the 14-day 
visit (EMA)

• All-cause mortality at the 30-day visit (FDA)

Secondary endpoints: global cure at all time points

Exploratory outcomes: time to first negative blood culture, proportion of 
negative blood cultures at 24-48 hours after the first dose of study drug



Results



Results



20% margin for non-inferiority, two-sided alfa 0.05%



20% margin for non-inferiority, two-sided alfa 0.05%



Exploratory outcomes

Time to first negative blood

culture: 23.9 h (IQR 15.4-48.3)

in rezafungin group and 27 h

(IQR 16.4–111.3) for the

caspofungin group



Exploratory outcomes



Conclusions

• Rezafungin once weekly was non-inferior to caspofungin for the 
treatment of candidemia and invasive candidosis

• Patients with invasive candidiasis were included; outcomes are less
robust, as expected, but promising

• Early efficacy outcomes (especially time to first negative blood culture) 
are consistent with PK/PD data of rezafungin

• PK data available (low variability)

• Limitations: sample size, big proportion of C. albicans, exclusion of 
«difficult-to-treat» infections, no data about lenght of hospital stay





Background

• The frequency of eye lesions in patients with candidemia is variable
(from 2 to 20%, depending on the study design)

• Fundoscopic examination is part of bundles for candidemia
management

• IDSA and AAO are in disagreement in recommending fundoscopic
examination of the eye in patients with candidemia



Outline

• Research question. What is the prevalence of Candida ocular
involvement, both ocular candidiasis and candida endophtalmitis, in
patients with candidemia?

• Study design. Systematic review and meta-analysis



Definitions

• Candida endophtalmitis CE: abnormal ocular findings specifically attributed to

Candida infection based on the direct ophthalmologic examination performed by

ophthalmologists. Patients with concordant CE must meet 1 of the following

definitions: (1) Candida chorioretinitis with an extension of the surrounding

inflammation into the vitreous or (2) vitreous abscess manifesting as intravitreal

fluff balls. Otherwise, it is discordant CE.

• Ocular candidiasis OC: any intraocular abnormalities among patients with

candidemia such as vitritis, chorioretinitis, and other nonspecific abnormal

retinal findings







Results – pooled prevalences

OC: 10.7% (8.41 – 13.51%; I2 = 84%)

CE: 3.08% (2.08 – 4.54%; I2 = 85%)

cCE: 1.83% (1.30 – 2.57%; I2 = 24%) – 35 studies

dCE: 7.37% (4.45 – 11.97%; I2 = 82%)

Subgroup analyses of cCE: higher prevalence in 
Asian patients (3.64%), no differences between
adults and pediatric patients.



Results – risk factor for CE

Candida species, total parenteral nutrition and the presence of a central
venous catheter were assesed as risk factors for CE:

 C. albicans candidemia and TPN are risk factors

 The presence of a CVC is not a risk factor



Conclusion

• Major differences in pooled prevalence according to the definition of
ocular involvement; cCE is the most stringent and, probably, the most
relevant clinically

• Higher prevalence in Asian patients: genetic susceptibility (CARD9
deficit involved in Candida immune response)? Differences in
screening procedures?

• No data about ocular symptoms and timing of eye examination

• Risk factor analysis should be interpreted with cautions (few studies),
but the results are plausible

• Large prospective observational studies are warranted





Background

• Disseminated histoplasmosis DH is a major AIDS-defining illness in
the Americas

• The real burden of DH is not known yet

• Liposomal amphotericin B (L-AmB) is the cornerstone of treatment, but
access to this drug in endemic countries is seldom limited

• Single dose L-AmB strategies have been validated for some diseases
(leishmaniosis, cryptococcal meningitis) and could improve access to
treatment and costs



Rationale

• L-AmB has a dose-related, non-linear,
saturation-like PK

• PK/PD parameter: Cmax/MIC

• Time-kill studies proved the
concentration-dependent fungicidal
activity and prolonged post-antifungal
effects for a duration of up to 12 hours

antifungal

Clin Infect Dis 2019; 68:S260–74



Outline

• Clinical question. Can we use a single dose L-AmB strategy in patients
with DH and HIV infection?

• Research question. To establish safety, clinical and mycological response
of a high dose L-AmB regimen for the treatment of DH in PLWH

• Study design. Phase II, randomized, open label, non-inferiority trial



Population

• Adults ≥ 18 year old, hospitalized

• HIV infection

• Diagnosis of histoplasmosis by urine antigen (Sn/Sp 98/97%),
classical mycology (microscopy, culture, histopathology) or PCR
in BAL, bone marrow or tissue samples.

Exclusion criteria: previous histoplasmosis, active TB,
pregnancy/lactation, creatinine > 1.5x URL, CNS involvement,
receipt of polyenes in the last 48h, expected survival < 48h



Population

• Adults ≥ 18 year old, hospitalized

• HIV infection

• Diagnosis of histoplasmosis by urine antigen (Sn/Sp 98/97%), classical
mycology (microscopy, culture, histopathology) or PCR in BAL, bone marrow
or tissue samples.

Exclusion criteria: previous histoplasmosis, active TB, pregnancy/lactation,
creatinine > 1.5x URL, CNS involvement, receipt of polyenes in the last 48h,
expected survival < 48h

Curr Trop Med Rep. 2015;2(2):70-80.



Intervention - Comparison

• 1:1:1 centralized randomization, unblinded

• Itraconazole capsules 400 mg q24h within 24 hours after induction and 
continued for 1 year

• ART initiation as soon as possible, at physician’s discretion

Single dose L-Amb
10 mg/Kg one-shot

2 doses L-Amb
5 mg/Kg (D1) + 
2 mg/Kg (D3)

Control arm
3 mg/Kg qd 14 days



Outcomes

Primary outcome. Clinical resolution on day 14, defined as resolution
of fever and signs/symptoms attributable to histoplasmosis, except for
manifestations that are expected to last for more than 14 days after
treatment initiation: skin lesions, hepatosplenomegaly, jaundice, and
pancytopenia.

Secondary outcomes. Overall survival (day 14 and 1 year), renal
function abnormalities (KDIGO), anemia, and liver function
abnormalities on day 14.





Results

Histoplasmosis was the AIDS-
defining illness for 51% (60/118)
patients in the study

Urine antigen was positive in 97% of
patients; other diagnostic tools were
less commonly used (< 40%)



Clinical response and survival are similar to data obtained from the only
clinical trial on the use of L-AmB in DH

Ann Intern Med 2002; 137:105–9.

20% margin for non-inferiority, 1-side alfa: 0.05%



Safety

• Infusion-related toxicity: 19% in the high dose arm

• No safety concerns in terms of anemia, liver function, and electrolytes

• Acute kidney injury occured twice as often in the control arm



Clinical question. Can we use a single dose L-Amb strategy in
patients with DH and HIV infection? Probably we will

Research question. Is a single high dose L-Amb strategy safe and
effective in the treatment of DH in PLWH? Yes, but data from a phase
III trial are necessary

Limitations: sample size, DH diagnosis details (probable vs. proven),
urine antigen titer dynamics after treatment not reported, ART
timing/IRIS data not reported
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