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Supplementary Methods
Definition of candidaemia and/or invasive candidiasis
The mycological diagnosis of candidaemia and/or invasive candidiasis was established by one of the following test results from a blood or normally sterile site sample collected ≤4 days (96 hours) before randomisation:
· ≥1 blood culture positive for yeast or Candida spp.
· positive test for Candida spp. from a rapid in vitro diagnostic test (eg, T2Candida Panel, Septifast) 
· positive gram stain (or other method of direct microscopy) for yeast or positive culture for Candida spp. from a specimen obtained from a normally sterile site.
For the diagnosis of invasive candidiasis, cultures were to be obtained from purulent fluid or necrotic tissues from normally sterile sites.
To be included in the studies, patients also had to have one or more systemic signs attributable to candidaemia and/or invasive candidiasis (eg, fever, hypothermia, hypotension, tachycardia, tachypnoea).

Outcome definitions
[bookmark: _Hlk167277217]The primary outcome in this analysis, Day 30 all-cause mortality, was defined as patients who died irrespective of cause or had an unknown survival status up to Day 30. The secondary outcome, mycological response (eradication) within patients with a positive baseline blood culture, was defined as a negative blood culture with no change in antifungal therapy on or before the day of assessment (i.e., Days 5 and 14), with no subsequent positive cultures. The exploratory outcome of time to negative blood culture within those with a positive baseline blood culture was defined as the time (in hours) from first study drug dose to the time of first negative culture, with no subsequent positive cultures. For assessment of mycological response and time to negative blood culture, blood cultures were repeated either daily or every other day until the first negative blood culture result, with no subsequent positive culture. For the analysis of time to negative blood culture, patients were censored if they received an alternative antifungal for the treatment of candidaemia or invasive candidiasis, died or were lost to follow-up before a negative blood culture was reported.



Table S1 Baseline fungal pathogens presenta and MIC distribution of rezafungin, by treatment group (mITT population, patients in the ICU at randomisation) 
	Candida spp.
	Rezafungin 400/200 mg (n=46), n (%)
	Caspofungin 70/50 mg (n=67), 
n (%)

	C. albicans
	19 (41.3)
	24 (35.8)

	MIC, µg/mL
	
	

	0.004
	0 (0)
	1 (1.5)

	0.008
	3 (6.5)
	5 (7.5)

	0.015
	7 (15.2)
	5 (7.5)

	0.03
	2 (4.3)
	5 (7.5)

	0.06
	4 (8.7)
	8 (11.9)

	0.12
	3 (6.5)
	0 (0)

	C. glabrata
	17 (37.0)
	11 (16.4)

	MIC, µg/mL
	
	

	0.03
	4 (8.7)
	2 (3.0)

	0.06
	9 (19.6)
	8 (11.9)

	0.12
	4 (8.7)
	0 (0)

	0.5
	0 (0)
	1 (1.5)

	C. parapsilosis
	4 (8.7)
	18 (26.9)

	MIC, µg/mL
	
	

	0.5
	0 (0)
	1 (1.5)

	1
	2 (4.3)
	14 (20.9)

	2
	2 (4.3)
	3 (4.5)

	C. tropicalis
	9 (19.6)
	11 (16.4)

	MIC, µg/mL
	
	

	0.015
	1 (2.2)
	2 (3.0)

	0.03
	2 (4.3)
	2 (3.0)

	0.06
	4 (8.7)
	5 (7.5)

	0.12
	2 (4.3)
	2 (3.0)

	C. dubliniensis
	1 (2.2)
	1 (1.5)

	MIC, µg/mL
	
	

	0.03
	1 (2.2)
	0 (0)

	0.12
	0 (0)
	1 (1.5)

	C. krusei
	1 (2.2)
	0 (0)

	MIC, µg/mL
	
	

	0.06
	1 (2.2)
	0 (0)

	C. kefyr
	0 (0)
	1 (1.5)

	MIC, µg/mL
	
	

	0.03
	0 (0)
	1 (1.5)

	C. lusitaniae
	0 (0)
	1 (1.5)

	MIC, µg/mL
	
	

	0.12
	0 (0)
	1 (1.5)

	C. metapsilosis
	1 (2.2)
	0 (0)

	MIC, µg/mL
	
	

	0.5
	1 (2.2)
	0 (0)

	None specified
	0 (0)
	5 (7.5)


ICU, intensive care unit; MIC, minimum inhibitory concentration; mITT, microbiological intent-to-treat
Some patients had multiple Candida species present at baseline
a Antifungal susceptibility MIC breakpoints have been published for these pathogens by the US Clinical and Laboratory Standards (CLSI): CLSI M27M44S. Performance Standards for Antifungal Susceptibility Testing of Yeasts, 3rd Edition. August 3, 2022


Table S2 Laboratory parameters (mITT population, patients in the ICU at randomisation)
	
	Rezafungin 400/200 mg
(n=55)
	Caspofungin 70/50 mg 
(n=71)

	Albumin, g/L
	
	

	Baseline
	26.1 (15.1, 41.0)
	26.0 (15.3, 41.0)

	Day 4
	25.9 (14.6, 36.7)
	25.9 (15.8, 41.0)

	Day 14
	26.5 (20.3, 36.7)
	25.9 (13.5, 40.0)

	EOT
	29.2 (13.8, 41.0)
	26.3 (11.7, 46.4)

	Day 30
	28.1 (23.8, 71.3)
	32.2 (21.1, 47.5)

	Follow-up
	36.9 (15.1, 54.0)
	32.4 (14.1, 51.8)

	Aspartate aminotransferase, U/L
	
	

	Baseline
	28.2 (9.7, 371.5)
	28.1 (9.4, 395.5)

	Day 4
	24.3 (4.6, 81.0)
	29.6 (8.3, 195.3)

	Day 14
	20.4 (8.7, 118.2)
	29.8 (10.1, 393.6)

	EOT
	26.0 (8.7, 294.5)
	27.3 (5.5, 695.7)

	Day 30
	23.3 (11.7, 92.3)
	26.2 (8.3, 306.8)

	Follow-up
	16.5 (6.8, 106.4)
	20.8 (4.9, 108.4)

	Alanine aminotransferase, U/L
	
	

	Baseline
	25.5 (3.4, 425.0)
	26.3 (3.6, 245.7)

	Day 4
	22.6 (1.0, 230.0)
	25.3 (3.6, 128.9)

	Day 14
	20.5 (6.0, 56.0)
	30.3 (1.0, 587.0)

	EOT
	18.0 (6.4, 137.0)
	35.3 (2.9, 742.0)

	Day 30
	15.1 (7.9, 125.9)
	20.0 (5.0, 170.8)

	Follow-up
	15.1 (1.0, 132.4)
	17.5 (2.7, 113.5)

	Alkaline phosphatase, U/L
	
	

	Baseline
	130.8 (59.0, 347.1)
	148.1 (37.6, 2491.0)

	Day 4
	153.7 (50.2, 425.1)
	153.2 (55.3, 2325.8)

	Day 14
	168.3 (80.4, 389.6)
	167.5 (45.6, 1139.5)

	EOT
	194.5 (55.0, 546.0)
	167.0 (49.0, 1987.3)

	Day 30
	184.0 (59.7, 359.9)
	202.1 (76.9, 1729.4)

	Follow-up
	154.2 (68.4, 520.6)
	166.4 (57.9, 949.0)

	Bilirubin, µmol/L
	
	

	Baseline
	16.7 (2.5, 1118.2)
	20.3 (5.4, 255.92)

	Day 4
	15.0 (2.5, 1277.9)
	17.6 (5.7, 136.2)

	Day 14
	13.5 (6.2, 200.9)
	17.9 (5.1, 123.8)

	EOT
	13.3 (3.4, 1042.4)
	18.6 (4.1, 118.3)

	Day 30
	14.6 (6.2, 71.3)
	16.9 (3.8, 46.4)

	Follow-up
	12.2 (4.8, 46.9)
	11.8 (3.0, 439.5)

	Potassium, mmol/L
	
	

	Baseline
	4.2 (3.1, 7.0)
	3.9 (2.5, 6.8)

	Day 4
	4.1 (2.9, 5.9)
	4.0 (3.0, 5.7)

	Day 14
	4.1 (3.6, 5.5)
	4.0 (2.9, 445.6)

	EOT
	4.2 (3.2, 6.2)
	4.2 (3.1, 5.6)

	Day 30
	4.2 (3.5, 4.9)
	4.1 (3.2, 8.2)

	Follow-up
	4.1 (3.4, 5.1)
	4.1 (2.6, 5.2)

	Magnesium, mmol/L
	
	

	Baseline
	0.7 (0.1, 1.3)
	0.8 (0.4, 1.5)

	Day 4
	0.7 (0.5, 0.9)
	0.7 (0.5, 1.6)

	Day 14
	0.6 (0.6, 0.8)
	0.7 (0.5, 1.3)

	EOT
	0.7 (0.5, 1.1)
	0.7 (0.3, 1.4)

	Day 30
	0.7 (0.6, 0.9)
	0.8 (0.6, 1.4)

	Follow-up
	0.6 (0.6, 1.2)
	0.6 (0.4, 1.2)

	Platelets, 109/L
	
	

	Baseline
	230.4 (35.0, 892.1)
	209.4 (11.0, 790.6)

	Day 4
	240.6 (14.1, 1146.4)
	252.7 (20.0, 866.3)

	Day 14
	291.4 (33.8, 960.8)
	310.5 (65.3, 946.1)

	EOT
	282.1 (35.8, 1243.1)
	258.8 (9.0, 883.5)

	Day 30
	257.6 (110.0, 1372.5)
	294.8 (80.6, 479.4)

	Follow-up
	280.3 (53.0, 1608.8)
	322.7 (75.0, 592.9)


EOT, end of therapy; ICU, intensive care unit; L, litre; U, units 
All data are shown as median values (minimum, maximum)



Table S3 Pharmacokinetics of rezafungin after the first 400-mg loading dosea (pharmacokinetic analysis population)
	Parameter
	Patients in the ICU at randomisation
(n=50)
	Patients not in the ICU at randomisation
(n=117)

	AUC0–168h, µg*h/mL
	
	

	Mean (SD)
	759.95 (351.52)
	811.28 (267.39)

	Median
	658.54
	787.87

	Range (minimum, maximum)
	287.42, 2014.31
	370.98, 2040.37

	Geometric mean (geometric CV, %)
	699.69 (41.12)
	772.09 (32.20)

	Cmax, µg/mL
	
	

	Mean (SD)
	18.55 (7.79)
	18.58 (5.82)

	Median
	17.13
	17.85

	Range (minimum, maximum)
	7.04, 44.82
	5.19, 35.26

	Geometric mean (geometric CV, %)
	17.21 (39.96)
	17.65 (33.78)

	Cmin, µg/mL 
	
	

	Mean (SD)
	2.19 (1.26)
	2.36 (0.99)

	Median
	1.90
	2.31

	Range (minimum, maximum)
	0.59, 6.95
	0.98, 8.28

	Geometric mean (geometric CV, %)
	1.94 (51.75)
	2.19 (38.97)


AUC0–168h, area under the plasma concentration‒time curve from 0 to 168 hours; Cmax, maximum plasma concentration; Cmin, minimum plasma concentration; CV, coefficient of variation; 
ICU, intensive care unit; SD, standard deviation
a In STRIVE, blood samples for pharmacokinetic sampling were obtained on Day 1 (within 10 minutes before the end of infusion, between 15 minutes and 1 hour after the end of infusion, and between 2 and 12 hours after the end of infusion), Day 2 (random draw), Day 4 (random draw) and Day 8 (predose). In ReSTORE, blood samples for pharmacokinetic sampling were obtained on Day 1 (within 10 minutes before the end of infusion, and between the end of infusion and 12 hours after the end of infusion), on Days 2, 3, 4 or 5 (one sample taken on one day only), and on Day 8 (predose)
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Fig. S1 Patient disposition in the pooled population ICU subgroup
  [image: A diagram of a process flow
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ICU, intensive care unit; mITT, modified intent-to-treat; QD, once daily; QW, once weekly
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