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SUPPLEMENTAL MATERIALS
1.	STUDY INVESTIGATORS
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Chile: Carolina Chahin, Martin Lasso, Rodrigo Blamey (replaced Alexis Diomedi), Liping Zhu (replaced Yingyuan Zhu)
China: Ting Liu 
France: Raoul Herbrecht, Bruno Levy
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Malaysia: S. Fadilah Abdul Wahid (replaced Chooi Fun- Leong, Hiok Seng), Kian Meng Chang (replaced Kian Meng Chan)
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Switzerland: Christian van Delden (replaced Jorge Garbino), Hugo Sax (replaced Christian Ruef)
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A patient was eligible for the study if all of the following applied:
1.	Patients and/or legally authorized representative(s), if applicable, who had been fully
informed and who had given voluntary written informed consent and HIPAA Authorization for US centers or equivalent privacy language as per national regulations or patients unable to write and/or read but who fully understood the oral information given by the Investigator (or nominated representative) and who had given oral informed consent and HIPAA Authorization for US centers or equivalent privacy language as per national regulations, witnessed in writing by an independent person.
2.	Ability and willingness to comply with the protocol.
3.	Male and female patients aged ≥ 18 years at the time of signing informed consent.
4.	Female patients must have been non-lactating and at no risk of pregnancy for 1 of the
following reasons:
· Postmenopausal (amenorrhea for at least 1 year)
· Post-hysterectomy and/or post-bilateral oopherectomy
· If of childbearing potential, had a negative serum or urine human chorionic gonadotropin (hCG) pregnancy test at screening and was using a highly effective method of birth control throughout the study. Reliable sexual abstinence throughout the course of the study was acceptable as a highly effective method of birth control for the purposes of this study.
5.	Patients with candidemia or with an invasive Candida infection who had a positive blood
or tissue culture obtained within 96 hours prior to randomization, accompanied by related clinical signs and symptoms or histological or cytological changes. A preliminary positive Gram stain, histology or cytology result of yeast was sufficient for randomization, and final culture results may still have been pending at the time of first dose.
6.	Presence of fever (on 1 occasion > 38°C oral, or equivalent) or hypothermia (on 1 occasion < 36°C oral, or equivalent) or hypotension (SBP < 100 mmHg or a decrease in SBP of at least 30 mmHg) or appropriate local signs within 96 hours prior to randomization.
7.	Subject agreed to not participate in any other clinical trial with another investigational
drug. 
Waivers to the eligibility criteria were not allowed.
[bookmark: _Toc434261398]2.1.2 Exclusion Criteria
1.	Women who were pregnant or breastfeeding.
2. 	Known history of allergy, hypersensitivity, or any serious reaction to any of the azole or
echinocandin class of antifungal or to any component of the study medication.
3.	Patients for whom caspofungin or voriconazole was contra-indicated.
4.	Patients at high risk for QT/QTc prolongation, e.g.,
· Baseline prolongation of QTcF ≥ 500 msec;
· Risk factors for Torsade de Pointes (e.g., uncompensated heart failure, abnormal potassium or magnesium levels that cannot be corrected, any unstable cardiac condition during the last 30 days or a family history of long QT syndrome);
· The use of concomitant medications that prolong the QT/QTc interval.
5. 	Patients with evidence of hepatic dysfunction with any of the following abnormalities at the time of randomization (may be re-checked using local laboratory):
· Total bilirubin ≥ 3 x upper limit of normal (ULN) or
· Alanine transaminase or aspartate transaminase ≥ 5 x ULN or
· Patients with known cirrhosis or chronic liver failure.
6. 	Concomitant use of sirolimus, everolimus, efavirenz, ritonavir, astemizole, cisapride,
rifampicin/rifampin, rifabutin, ergot alkaloids, long acting barbiturates, carbamazepine, pimozide, quinidine, neostigmine, ketoconazole, valproic acid, St. John’s Wort or terfenadine in the 5 days prior to first administration of study medication.
7.	Patients with a sole diagnosis of mucocutaneous candidiasis, i.e., oropharyngeal,
esophageal or genital candidiasis; or candidal lower urinary tract infection or Candida
isolated solely from respiratory tract specimens.
8.	Patients with candidemia who failed a previous antifungal therapy for the same infection.
9.	Patients with any invasive fungal infection other than Candida spp., e.g., cryptococcosis,
mold infection or endemic fungal infection.
10.	Microbiological findings (e.g. bacterial infection) or other potential conditions that are
temporally related and suggest an alternative etiology of the clinical features in the
absence of culture/histology/cytology evidence of systemic Candida infection.
· NB: For patients with intra-abdominal infection or intra-abdominal abscess, documentation of another pathogen (e.g., bacteria) excluded the patient from enrollment.
11.	Patients who had received systemic antifungal therapy for more than 48 hours within
96 hours prior to the first administration of study medication.
12.	Severe prolonged immunosuppression (e.g., chronic granulomatous disease, severe
combined immunodeficiency, end stage Human Immunodeficiency Virus (HIV)/AIDS disease refractory to standard HAART with limited life expectancy < 30 days or severe graft versus host disease [grade III-IV associated with, e.g., failure of initial treatment, increased liver enzymes or hypoalbuminemia]) or any other concomitant medical condition that may have impeded the accurate assessment of efficacy of study drug treatment.
13.	Any known or suspected condition of the patient that may have jeopardized adherence to
the protocol requirements such as patients with fungal endocarditis, fungal osteomyelitis, fungal meningitis or with life expectancy of < 30 days.
14.	Patients with a concomitant medical condition that, in the opinion of the investigator,
may have been an unacceptable additional risk to the patient should he/she have participated in the study.
15.	Patients previously enrolled in a phase 3 study with isavuconazole.
16.	Treatment with any investigational drug in any clinical trial within 30 days prior to the
first administration of study medication.
17.	Patient with body weight < 40 kg.
18.	Patients with known congenital short QT syndrome.
Waivers to the eligibility criteria were not allowed.

2.2 Data-Review Committee’s Assessment of Overall Response
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Responses for the overall outcome of treatment evaluated by the data-review committee (DRC) at end of IV therapy (EOIV), end of therapy (EOT), 2 weeks after EOT) and 6 weeks after EOT); were classified as:
Success: 
· Complete or partial clinical response by the DRC (Table S1).
Plus
· Mycological successful response (eradication or presumed eradication) by the DRC (Table S1).
Plus
· Did not receive alternative systemic antifungal therapy for empiric or treatment purpose (excluding the use of oral study medication as allowed in the protocol after at least 10 days of IV therapy) initiated within 48 hours after the last dose of IV study medication as assessed by the DRC.
Failure:
All patients who did not meet the above criteria for overall successful response
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The secondary efficacy variables included each component of the overall response (i.e., clinical, and mycological), as assessed by the DRC. In addition, the survival rate of patients at multiple time points was a key secondary efficacy variable.




	Table S1. DRC Assessments of Response

	Outcome
	DRC-Assessed Clinical Response

	Success
	· Resolution of all attributable clinical symptoms and physical findings
· Partial resolution of attributable clinical symptoms and physical findings

	Failure
	· No resolution of any attributable clinical symptoms and physical findings and/or worsening
· Not done or missing

	Not applicable
	· No attributable signs and symptoms present at baseline and no symptoms attributable to IFD developed post-baseline

	Outcome
	DRC-Assessed Mycological Response

	Success

Failure


Not applicable
	· Eradication
· Presumed eradication
· Persistence
· Presumed persistence 
· Not done or missing
· No mycological evidence available at baseline




 
Figure S1. Overall response rate at EOIVT versus APACHE II Score
[image: ]
The success rate is plotted with the same APACHE II score +/- 5 points and is not shown if there are less than 10 patients in either treatment group
EOIVT, end of intravenous treatment; APACHE II, Acute Physiology and Chronic Health Evaluation II




Figure S2. Time to First Confirmed Negative Blood Culture (mITT patients with candidemia only)
[image: ]
Patients were censored on their last visit day, represented by the circles.
Abbreviation: mITT, modified intent to treat.


Table S2. MIC Values for Baseline Candida spp. Isolates per CLSI Standard (mITT Population)
	Organism
Genus spp. (no of isolates)
	MIC 
(µg/mL)
	Caspofungin
	Fluconazole
	Isavuconazole
	Voriconazole

	Isavuconazole
	
	
	
	
	

	All Candida spp. Isolates (359)
	MIC range
MIC90
	0.03–2
0.5
	0.06–256
4
	0.0005–0.25
0.03
	0.0005–0.5
0.06

	C. albicans (157)
	MIC range
MIC90
	0.03–1
0.5
	0.06–4
2
	0.0005–0.016
0.004
	0.001–0.06
0.008

	C. glabrata (43)
	MIC range
MIC90
	0.25–1
0.5
	0.125–32
16
	0.002–0.25
0.125
	0.004–0.5
0.5

	C. inconspicua (20)
	MIC range
MIC90
	0.03–0.5
0.25
	4–8
8
	0.016–0.06
0.016
	0.016–0.06
0.06

	C. krusei (7)
	MIC range
MIC90
	0.5–1
N/A
	4–32
N/A
	0.008–0.06
N/A
	0.03–0.125
N/A

	C. parapsilosis (43)
	MIC range
MIC90
	0.06–2
1
	0.06–256
2
	0.001–0.06
0.008
	0.002–0.5
0.008

	C. tropicalis (78)
	MIC range
MIC90
	0.03–0.5
0.5
	0.06–4
0.5
	0.0005–0.06
0.03
	0.002–0.25
0.03

	Caspofungin
	
	
	
	
	

	All Candida spp. Isolates (356)
	MIC range
MIC90
	0.03–2
1
	0.06–32
4
	0.0005–0.125
0.016
	0.0005–0.125
0.03

	C. albicans (141)
	MIC range
MIC90
	0.03–0.5
0.5
	0.06–8
2
	0.0005–0.03
0.004
	0.0005–0.125
0.008

	C. glabrata (44)
	MIC range
MIC90
	0.125–0.5
0.5
	0.125–16
4
	0.001–0.125
0.06
	0.004–0.125
0.06

	C. inconspicua (2)
	MIC range
MIC90
	0.06–1
N/A
	2–16
N/A
	0.004–0.125
N/A
	0.03–0.125
N/A

	C. krusei (19)
	MIC range
MIC90
	0.5–2
2
	8–32
32
	0.008–0.125
0.06
	0.016–0.125
0.125

	C. parapsilosis (37)
	MIC range
MIC90
	0.06–2
1
	0.06–32
4
	0.0005–0.03
0.016
	0.0005–0.125
0.03

	C. tropicalis (90)
	MIC range
MIC90
	0.03–0.5
0.25
	0.06–4
2
	0.0005–0.03
0.016
	0.002–0.03
0.016


MIC was analysed by the isavuconazole and caspofungin study arms separately
Patients may have had multiple baseline isolates tested
Non-Candida and less prevalent Candida spp. are not included in the table; the MIC90 is not reported if isolates numbered less than 10
Abbreviations: CLSI, Clinical and Laboratory Standards Institute; MIC, minimum inhibitory concentration; mITT, modified intent to treat.


Table S3. MIC Values for Baseline Candida spp. Isolates per EUCAST Standard (mITT Population)
	Organism
Genus spp. (no of isolates)
	MIC
(µg/mL)
	Caspofungin
	Fluconazole
	Isavuconazole
	Voriconazole

	Isavuconazole
	
	
	
	
	

	All Candida spp. Isolates (358)
	MIC range
MIC90
	0.03–1
0.5
	0.06–256
8
	0.0005–0.5
0.03
	0.0005–1
0.06

	C. albicans (157)
	MIC range
MIC90
	0.03–0.5
0.25
	0.06–8
0.25
	0.0005–0.03
0.004
	0.001–0.06
0.016

	C. glabrata (43)
	MIC range
MIC90
	0.125–1
0.5
	1–32
32
	0.008–0.5
0.25
	0.008–1
0.5

	C. inconspicua (20)
	MIC range
MIC90
	0.03–0.5
0.25
	4–8
8
	0.008–0.06
0.03
	0.03–0.125
0.125

	C. krusei (7)
	MIC range
MIC90
	0.25–0.5
N/A
	4–16
N/A
	0.03–0.125
N/A
	0.06–0.125
N/A

	C. parapsilosis (42)
	MIC range
MIC90
	0.25–1
1
	0.125–256
1
	0.002–0.5
0.016
	0.004–1
0.03

	C. tropicalis (78)
	MIC range
MIC90
	0.03–0.5
0.25
	0.125–4
0.5
	0.001–0.06
0.016
	0.004–0.125
0.03

	Caspofungin
	
	
	
	
	

	All Candida spp. Isolates (353)
	MIC range
MIC90
	0.03–1
1
	0.06–32
4
	0.0005–0.125
0.03
	0.0005–0.25
0.06

	C. albicans (141)
	MIC range
MIC90
	0.03–0.5
0.25
	0.06–8
0.5
	0.0005–0.03
0.008
	0.0005–0.125
0.016

	C. glabrata (44)
	MIC range
MIC90
	0.125–1
1
	1–16
4
	0.004–0.125
0.06
	0.008–0.25
0.06

	C. inconspicua (2)
	MIC range
MIC90
	0.5–1
N/A
	8–16
N/A
	0.03–0.125
N/A
	0.06–0.125
N/A

	C. krusei (19)
	MIC range
MIC90
	0.5–1
1
	8–32
16
	0.016–0.125
0.125
	0.03–0.125
0.125

	C. parapsilosis (37)
	MIC range
MIC90
	0.06–1
1
	0.125–32
4
	0.001–0.125
0.016
	0.001–0.125
0.06

	C. tropicalis (90)
	MIC range
MIC90
	0.03–0.5
0.25
	0.06–0.5
0.25
	0.0005–0.03
0.016
	0.001–0.03
0.016


MIC was analysed by the isavuconazole and caspofungin study arms separately
Patients may have had multiple baseline isolates tested
Non-Candida and less prevalent Candida spp. are not included in the table; the MIC90 is not reported if isolates numbered less than 10
Abbreviations: EUCAST, European Committee on Antimicrobial Susceptibility Testing; MIC, minimum inhibitory concentration; mITT, modified intent to treat.



Table S4. Breakthrough and Recurrent Fungal Infections
	Outcomes, n (%)
	Isavuconazole
(n=199)
	Caspofungin
(n=201)

	EOIVT
	
	

	Breakthrough infection
C. krusei
C. parapsilosis
Aspergillus fumigatus
	0
-
-
-
	4 
1 
2 
1

	 EOT
	
	

	Breakthrough infection
C. guillermondii
	0
-
	1 
1

	Recurrent infection
	0
	0

	2 weeks after EOT
	
	

	Emergent infection
C. albicans
	0
-
	1
1

	Recurrent infection
C. albicans
C. glabrata
C. parapsilosis
	2
1
1
-
	2
1
-
1

	6 weeks after EOT
	
	

	Emergent infection
C. parapsilosis
C. norvegiensis
	2a
1
1
	0
-
-

	Recurrent infection
C. albicans
C. glabrata
C. inconspicua
	2 
-
1
1
	3
3
-
-


aOne patient had both an emergent and recurrent infection and was counted in both
An emergent infection is defined as an new infection occurring by a new species in a patient during the study period, a breakthrough infection is defined as any emergent infection occurring up to EOT, and a recurrent infection is any new infection in a patient occurring of the same species recorded at baseline during the study period.

Table S5. Response to Treatment in the mITT Population by Baseline Catheter Status
	mITT Population
	Isavuconazole
(n=199)
	Caspofungin
(n=201)
	Adjusted Differencea
(95% CI)

	Response by baseline catheter status 
Overall response at EOIVT 
All removed by day 1
All removed by EOIVT
	


64/98 (65.3)
84/135 (62.2)
	


58/82 (70.7)
91/133 (68.4)
	


−5.4 (−20.3, 9.4)
−6.2 (−18.4, 6.0)

	Overall response at 2 weeks after EOT 
All removed by day 1
All removed by EOIVT

	

55/98 (56.1)
75/135 (55.6)
	

51/82 (62.2)
76/133 (57.1)
	

−6.1 (−21.7, 9.5)
−1.6 (−14.3, 11.1)





TABLE S6. Treatment-Emergent Adverse Events (MedDRA V12.1) by System Organ Classa
	System Organ Class
	Isavuconazoleb
N = 220
	Caspofungin
N = 220

	Overall, n (%)
	209 (95.0)
	208 (94.5)

	Infections and infestations
	133 (60.5)
	123 (55.9)

	Gastrointestinal disorders
	109 (49.5)
	112 (50.9)

	General disorders & administrative site conditions
	102 (46.4)
	88 (40.0)

	Metabolism and nutrition disorders
	91 (41.4)
	105 (47.7)

	Respiratory, thoracic & mediastinal disorders
	85 (38.6)
	72 (32.7)

	Vascular disorders 
	71 (32.3)
	63 (28.6)

	Investigations (abnormal laboratory tests)
	59 (26.8)
	71 (32.3)

	Skin and subcutaneous tissue disorders
	48 (21.8)
	41 (18.6)

	Cardiac disorders 
	47 (21.4)
	38 (17.3)

	Nervous system disorders
	43 (19.5)
	44 (20.0)

	Renal and urinary disorders 
	45 (20.5)
	36 (16.4)

	Psychiatric disorders
	37 (16.8)
	46 (20.9)

	Blood and lymphatic system disorders
	34 (15.5)
	48 (21.8)

	Musculoskeletal and connective tissue disorders
	34 (15.5)
	30 (13.6)

	Eye disorders
	23 (10.5)
	24 (10.9)

	Injury, poisoning and procedural complications 
	21 (9.5)
	27 (12.3)

	Hepatobiliary disorders
	19 (8.6)
	18 (8.2)

	Neoplasms benign, malignant and unspecified 
	9 (4.1)
	12 (5.5)

	Ear and labyrinth disorders 
	7 (3.2)
	5 (2.3)

	Endocrine disorders 
	7 (3.2)
	5 (2.3)

	Immune system disorders 
	4 (1.8)
	2 (0.9)

	Reproductive system and breast disorders 
	3 (1.4)
	5 (2.3)

	Congenital, familial and genetic disorders 
	1 (0.5)
	0

	Surgical and medical procedures 
	1 (0.5)
	1 (0.5)


aNo statistical differences were observed between treatment arms (p=>0.05)
bOne patient was randomized to the isavuconazole group, but received caspofungin treatment on Day 1 and then was switched to isavuconazole treatment; this patient qualified for inclusion in the safety population for caspofungin
Abbreviation: MedDRA v.12.1, Medical Dictionary for Regulatory Activities, version 12.1.


Table S7. Overview of Treatment-Emergent Adverse Events (MedDRA V12.1) and Death in Patients that Received at Least One Oral Dosea
	Safety Population, n (%)
	Isavuconazole IV →
Oral isavuconazoleb
(n = 69)
	Caspofungin IV →
Oral voriconazole
(n = 80)

	Number of subjects ≥1 TEAE
	66 (95.7)
	77 (96.3)

	Study drug-related TEAE
	31 (44.9)
	31 (38.8)

	Serious TEAE
	20 (29.0)
	26 (32.5)

	Study drug-related serious TEAE
	4 (5.8)
	3 (3.8)

	TEAE leading to discontinuation of study drug
	1 (1.4)
	6 (7.5)

	Study drug-related TEAE leading to discontinuation
	0
	4 (5.0)c

	Death
	5 (7.2)
	10 (12.5)


a1Data were analyzed according to the study drug that patients received as the first dose irrespective of study group assignment
bOne patient was randomized to the isavuconazole group, but received caspofungin treatment on Day 1 and then was switched to isavuconazole treatment; this patient qualified for inclusion in the safety population for caspofungin
cThree patients discontinued while on caspofungin and 1 patient discontinued after switching to oral voriconazole
Abbreviation: TEAE, treatment-emergent adverse event.
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