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RESULTS (CONTINUED)
• Candidemia and invasive candidiasis infections are a major cause of morbidity and mortality in 

hospitals.1,2 The novel once-weekly echinocandin antifungal, rezafungin for intravenous (IV) 
injection, offers prolonged half-life (approximately 133 hours) and high front-loaded plasma 
exposures.3–5 Rezafungin is in development for the treatment of Candida infections and prevention 
of Candida, Aspergillus, and Pneumocystis infections in allogeneic blood and marrow 
transplantation.3–7

• The current analysis reports safety data from the ReSTORE trial (NCT03667690), examining 
treatment outcomes with the novel once-weekly echinocandin, rezafungin, and daily caspofungin 
treatment in people with candidaemia/invasive candidiasis.7

METHODS
• ReSTORE comprised a global, randomised, double-blind, double-dummy, Phase 3 non-inferiority 

trial.

• Adults with candidaemia/invasive candidiasis, diagnosed by systemic manifestations and 
mycological confirmation, were randomised to receive once-weekly IV rezafungin (Week 1: 400 mg; 
Weeks 2–4: 200 mg) or once daily caspofungin (Day 1: 70 mg; Days 2–28: 50 mg) for ≥14 days 
(≤4 weeks). 

• Vital signs and laboratory data were collected throughout the study. Safety outcomes included 
reporting of treatment-emergent adverse events (TEAEs) and serious adverse events (SAEs). The 
analysis examined the Safety Population (all participants who received ≥1 dose of study drug).

RESULTS

Changes in vital signs and laboratory values during the study period (Safety 
Population)
• The Safety Population included 98 patients in each treatment arm. Table 1 shows clinically 

significant changes in key vital sign and laboratory parameters during the study period for the Safety 
Population.

• Overall, 29.2% (rezafungin arm) and 26.3% (caspofungin arm) demonstrated reductions in systolic 
blood pressure ≥20 mmHg to a value of ≤90 mmHg. Heart rate was raised by ≥15 bpm to a value 
≥120 bpm for 24.0% (rezafungin arm) and 26.3% (caspofungin arm). QTcF values increased by 
≥30 msec in 12.0% (rezafungin arm) and 17.5% (caspofungin arm).

• Increases in aspartate aminotransferase and/or alanine aminotransferase, total bilirubin and alkaline 
phosphatase were similar between the treatment groups. Nephrotoxicity occurred in 9.3% of 
rezafungin-treated subjects and 18.8% of caspofungin-treated subjects during the study period.

The Safety Population included all subjects who had received ≥1 dose of study drug. *Further investigation revealed that 5 TEAEs believed to be related to 
rezafungin treatment were associated with the IV saline placebo (for rezafungin) administration. †Two of the four infusion-related reactions observed in the 
rezafungin group (including the one drug-related SAE) were determined to have occurred in subjects receiving placebo infusions.
Abbreviations: AEs, adverse events; IV, intravenous; SAE, serious adverse event; TEAE, treatment-emergent adverse event.

Figure 1. Incidence of early treatment-related TEAEs (ReSTORE trial Safety 
Population) 

• Safety outcomes from the ReSTORE trial indicated that rezafungin had a similar safety profile to 
caspofungin and the high front-loading dose used for rezafungin did not have any additional impact 
on safety outcomes. 

• Treatment-related TEAEs and SAEs were uncommon in both treatment groups and changes 
relating to vital signs were similar across groups.

CONCLUSION

Rezafungin 
(400/200 mg)

(N=98)

Caspofungin 
(70/50 mg)

(N=98)
TEAEs affecting ≥10% of Safety Population (preferred term)
Pyrexia 14 (14.3) 5 (5.1)
Hypokalaemia 13 (13.3) 9 (9.2)
Pneumonia 10 (10.2) 3 (3.1)
Septic shock 10 (10.2) 9 (9.2)

Subjects with ≥1 drug-related TEAE, n (%)* 16 (16.3) 9 (9.2)
Subjects with ≥1 SAE, n (%) 55 (56.1) 52 (53.1)
Subjects with ≥1 drug-related SAEs (preferred term), n (%) 2 (2.0) 3 (3.1)
Infusion-related reaction† 1 (1.0) 0
Urticaria 1 (1.0) 0
Elevated transaminase levels 0 1 (1.0)
Liver injury 0 1 (1.0)
Anaphylactic shock 0 1 (1.0)

Subjects with AEs of special interest (preferred term), n (%) 6 (6.1) 3 (3.1)
Adverse drug reaction 1 (1.0) 0
Hypersensitivity reaction 1 (1.0) 0
Anaphylactic shock 0 1 (1.0)
Infusion-related reaction† 3 (3.1) 0
Tremor 2 (2.0) 0
Peripheral neuropathy 0 1 (1.0)
Polyneuropathy 0 1 (1.0)

Table 2. ReSTORE trial treatment-related safety data (Safety Population)

Reported change in key vital sign or laboratory value, n/N1 (%)

Rezafungin 
(400/200 mg)

(N=98)

Caspofungin 
(70/50 mg)

(N=98)
Systolic blood pressure (mmHg)
Increase of ≥20 mmHg (≥180 mmHg) 12/96 (12.5) 16/95 (16.8)
Decrease of ≥20 mmHg (≤90 mmHg) 28/96 (29.2) 25/95 (26.3)

Diastolic blood pressure (mmHg)
Increase of ≥15 mmHg (≥105 mmHg) 11/96 (11.5) 12/95 (12.6)
Decrease of ≥15 mmHg (≤50 mmHg) 27/96 (28.1) 21/95 (22.1)

Heart rate (bpm)
Increase of ≥15 bpm (≥120 mmHg) 23/96 (24.0) 25/95 (26.3)
Decrease of ≥15 bpm (≤50 mmHg) 8/96 (8.3) 12/95 (12.6)

Temperature (°C)
Increase of ≥1°C (>38°C) 20/96 (20.8) 14/95 (14.7)
Decrease of ≥1°C (<36 °C) 29/96 (30.2) 32/95 (33.7)

Respiratory rate (breaths/minute)
Increase of ≥10 breaths/minute (≥30 breaths/minute) 17/92 (18.5) 12/88 (13.6)
Decrease of ≥4 breaths/minute (≤8 breaths/minute) 4/92 (4.3) 3/88 (3.4)

Aggregate QTcF interval (msec)
Increase of ≥30 msec 9/75 (12.0) 14/80 (17.5)
Increase of ≥60 msec 3/75 (4.0) 8/80 (10.0)

Alanine aminotransferase (ULN)
Increase of >3 x ULN 10/ 97 (10.3) 14/ 96 (14.6)

Aspartate aminotransferase (ULN)
Increase of >3 x ULN 16/ 97 (16.5) 17/ 96 (17.7)

Total bilirubin (ULN)
Increase of >1.5 x ULN 20/ 97 (20.6) 21/ 96 (21.9)

Alkaline phosphatase (ULN)
Increase of >1 x ULN 32/ 96 (33.3) 27/ 95 (28.4)

The Safety Population included all subjects who had received ≥1 dose of study drug.
Abbreviations: bpm, beats per minute; n, number of subjects demonstrating the relevant change in vital sign, N1, number of subjects with a baseline and at 
least one post-baseline measurement; ULN, upper limit of normal.

Table 1. Clinically significant change in key vital signs and laboratory 
parameters from  baseline (ReSTORE trial Safety Population) 

Rezafungin 
(400/200 mg)

(N=98)

Caspofungin 
(70/50 mg)

(N=98)
Subjects with ≥1 drug-related TEAE during the first 7 days, n (%)
Sinus tachycardia 1 (1.0) 0
Vomiting 0 1 (1.0)
Adverse drug reaction 1 (1.0) 0
Hyperbilirubinemia 1 (1.0) 0
Anaphylactic shock 0 1 (1.0)
Pneumonia 1 (1.0) 0
Infusion related reaction† 3 (3.1) 0
Blood alkaline phosphatase increased 1 (1.0) 0
Hepatic enzyme increased 1 (1.0) 0
Hyperphosphatemia 1 (1.0) 0
Hypomagnesaemia 1 (1.0) 0
Decreased appetite 0 1 (1.0)
Coordination abnormal 0 1 (1.0)
Headache 0 1 (1.0)
Nystagmus 0 1 (1.0)
Wheezing 1 (1.0) 0
Erythema 1 (1.0) 0

The Safety Population included all subjects who had received ≥1 dose of study drug.
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Treatment-related adverse events
• Sixteen subjects reported treatment-related TEAEs with rezafungin (including 5 related to IV 

saline/placebo administration) and 9 with caspofungin (Table 2). Adverse events (AEs) of special 
interest included Grade 1 tremors (2 rezafungin-treated subjects), which were resolved during the 
study period. Grade 2 peripheral neuropathy (1 subject) and polyneuropathy (1 subject) were 
reported in the caspofungin group. Both remained unresolved during the study period. 

• Treatment-related SAEs included reactions related to IV placebo infusion (rezafungin arm; 
considered an AE of special interest) and anaphylactic shock (caspofungin arm).

• Early treatment-related TEAEs occurred within the first 4 days (Figure 1). Treatment-related TEAEs 
remained low during Week 2 of rezafungin and caspofungin treatment. Table 3 shows the 
treatment-related events reported during the first 7 days.

Table 3. Treatment-related TEAEs occurring during the first 7 days (ReSTORE 
trial Safety Population) 

The Safety Population included all subjects who had received ≥1 dose of study drug. †Two infusion-related reactions in the rezafungin group were 
determined to have occurred in subjects receiving placebo infusions.
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