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	Section/Topic
	Item No
	Checklist item
	Reported on page No

	Title and abstract

	
	1a
	Identification as a randomised trial in the title
	YES 

	
	1b
	Structured summary of trial design, methods, results, and conclusions (for specific guidance see CONSORT for abstracts)
	YES 

	Introduction

	Background and objectives
	2a
	Scientific background and explanation of rationale
	YES

	
	2b
	Specific objectives or hypotheses
	YES

	Methods

	Trial design
	3a
	Description of trial design (such as parallel, factorial) including allocation ratio
	YES 

	
	3b
	Important changes to methods after trial commencement (such as eligibility criteria), with reasons
	YES

	Participants
	4a
	Eligibility criteria for participants
	YES

	
	4b
	Settings and locations where the data were collected
	YES

	Interventions
	5
	The interventions for each group with sufficient details to allow replication, including how and when they were actually administered
	YES

	Outcomes
	6a
	Completely defined pre-specified primary and secondary outcome measures, including how and when they were assessed
	YES

	
	6b
	Any changes to trial outcomes after the trial commenced, with reasons
	n/a 

	Sample size
	7a
	How sample size was determined
	n/a

	
	7b
	When applicable, explanation of any interim analyses and stopping guidelines
	n/a

	Randomisation:
	
	
	

	 Sequence generation
	8a
	Method used to generate the random allocation sequence
	YES

	
	8b
	Type of randomisation; details of any restriction (such as blocking and block size)
	YES

	 Allocation concealment mechanism
	9
	Mechanism used to implement the random allocation sequence (such as sequentially numbered containers), describing any steps taken to conceal the sequence until interventions were assigned
	YES

	 Implementation
	10
	Who generated the random allocation sequence, who enrolled participants, and who assigned participants to interventions
	YES

	Blinding
	11a
	If done, who was blinded after assignment to interventions (for example, participants, care providers, those assessing outcomes) and how
	YES

	
	11b
	If relevant, description of the similarity of interventions
	YES

	Statistical methods
	12a
	Statistical methods used to compare groups for primary and secondary outcomes
	YES

	
	12b
	Methods for additional analyses, such as subgroup analyses and adjusted analyses
	YES

	Results

	Participant flow (a diagram is strongly recommended)
	13a
	For each group, the numbers of participants who were randomly assigned, received intended treatment, and were analysed for the primary outcome
	YES

	
	13b
	For each group, losses and exclusions after randomisation, together with reasons
	YES

	Recruitment
	14a
	Dates defining the periods of recruitment and follow-up
	YES

	
	14b
	Why the trial ended or was stopped
	n/a

	Baseline data
	15
	A table showing baseline demographic and clinical characteristics for each group
	YES

	Numbers analysed
	16
	For each group, number of participants (denominator) included in each analysis and whether the analysis was by original assigned groups
	YES

	Outcomes and estimation
	17a
	For each primary and secondary outcome, results for each group, and the estimated effect size and its precision (such as 95% confidence interval)
	n/a

	
	17b
	For binary outcomes, presentation of both absolute and relative effect sizes is recommended
	n/a

	Ancillary analyses
	18
	Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing pre-specified from exploratory
	YES

	Harms
	19
	All important harms or unintended effects in each group (for specific guidance see CONSORT for harms)
	n/a

	Discussion

	Limitations
	20
	Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses
	YES

	Generalisability
	21
	Generalisability (external validity, applicability) of the trial findings
	YES

	Interpretation
	22
	Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidence
	YES

	Other information
	

	Registration
	23
	Registration number and name of trial registry
	YES

	Protocol
	24
	Where the full trial protocol can be accessed, if available
	YES

	Funding
	25
	Sources of funding and other support (such as supply of drugs), role of funders
	YES


Citation: Schulz KF, Altman DG, Moher D, for the CONSORT Group. CONSORT 2010 Statement: updated guidelines for reporting parallel group randomised trials. BMC Medicine. 2010;8:18. 
© 2010 Schulz et al. This is an Open Access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.
*We strongly recommend reading this statement in conjunction with the CONSORT 2010 Explanation and Elaboration for important clarifications on all the items. If relevant, we also recommend reading CONSORT extensions for cluster randomised trials, non-inferiority and equivalence trials, non-pharmacological treatments, herbal interventions, and pragmatic trials. Additional extensions are forthcoming: for those and for up-to-date references relevant to this checklist, see www.consort-statement.org.
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A narrative review is provided of the four serious adverse events that occurred during trial. The first case was a 59-year-old female who experienced a serious adverse event of cholecystitis. Approximately 7 weeks after receiving OTO-413, the subject presented to the Emergency Department with complaints of nausea, vomiting, diarrhea, and abdominal pain and was subsequently admitted to the hospital. CT scan of the abdomen/pelvis showed multiple small, calcified stones centrally within the gallbladder. The subject underwent laparoscopic robotic-assisted cholecystectomy and was treated with medication. The subject was discharged from the hospital 11 days later and the event was considered resolved.  The subject was also diagnosed with GI dysmotility (Slow Gut Syndrome) and treated with medication.  That event is considered not resolved and the subject was discontinued from the study.

The second case was a 46-year-old male who experienced two serious adverse events 1) sepsis and scrotal cellulitis and 2) acute renal failure. Approximately 1 week after receiving placebo, the subject presented with testicular pain and swelling in association with fever and was admitted to the hospital. CT scans of the abdomen/pelvis revealed inflammatory changes within the testicular region and progression of severe infectious changes throughout the bilateral scrotum.  A scrotal abscess culture was positive for Streptococcus anginosis and incision/drainage of the abscesses was performed.  Acute renal failure developed approximately 5 days into hospitalization, possibly due to intravenous contrast received for CT scan. The subject was treated with medication and approximately 9 days after admission the subject was discharged and completed the study.  The events were considered resolved with sequelae.

The third case was a 59-year-old female who experienced a serious adverse event of acute toxic metabolic encephalopathy. Approximately 9 weeks after receiving placebo, the subject was found unresponsive, transported to the Emergency Department by Emergency Medical Services, and admitted.  The subject became more responsive upon repeated doses of Narcan. Upon psychiatric consult, the subject stated she fell in the elevator and denied alcohol or illicit drug use.  Orthopedic consult indicated displaced trimalleolar ankle fracture. The subject was monitored for recurrence of respiratory depression and treated with medication.  The subject was discharged two days after admission and the event was considered resolved with sequelae (no weight bearing on left leg). The subject completed the study.

The fourth case was a 64-year-old male who experienced a serious adverse event of myocardial infarction. 1-2 months prior to enrollment in the study, the subject developed severe chest pain with shortness of breath while working on his ranch.  A nuclear medicine stress test showed a large area of anterior wall and apical ischemia.  Approximately 4 weeks after receiving OTO-413, the subject underwent outpatient cardiac catheterization which showed occlusion of the left anterior descending artery.  Three overlapping coronary stents were placed in the distal left anterior descending artery and the subject was treated with medication. The event was considered resolved and the subject subsequently completed the study
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The results for anti-BDNF antibodies of OTO-413 at different treatment visits for each of Cohorts 1-7 were assayed by a screening assay followed by a confirmatory assay for all obtained positive anti-BDNF antibodies screening results.  Anti-BDNF antibodies tests were conducted for the samples that were collected at Screening (pre-dose; Visit 1) and at post-dose on Day 8 (Visit 2), Day 29 (Visit 3), and Day 85 (Visit 7; end of treatment). All samples tested negative by the screening and/or confirmatory assay.  A total of 17 OTO-413 subjects (out of 76 subjects exposed to OTO-413; 22%) tested anti-BDNF antibodies positive by the screening assay but were tested to be anti-BDNF antibodies negative by the confirmatory assay. A total of 7 placebo subjects (out of 34 subjects exposed to placebo; 21%) were tested anti-BDNF antibodies positive by the screening assay but were tested to be anti-BDNF antibodies negative by the confirmatory assay.  The 17 OTO-413 subjects belonged to the following cohorts: Cohort 1 (N=3), Cohort 2 (N=1), Cohort 4 (N=2), Cohort 5 (N=7), Cohort 6 (N=3), and Cohort 7 (N=1).  The 7 placebo subjects belonged to the following cohorts:  Cohort 4 (N=1), Cohort 5 (N=3), and Cohort 7 (N=3)). 
Supplemental 5, Post Hoc Testing for WIN results comparing Placebo and OTO-413 0.3mg treated groups. 
	Post Hoc Comparisons - Day 

	
	
	Mean Difference
	SE
	df
	t
	pholm
	

	Day 0
	Day 29
	0.573
	0.371
	52
	1.545
	0.257

	
	Day 57
	1.413
	0.454
	52
	3.115
	0.015

	
	Day 85
	1.832
	0.396
	52
	4.626
	< .001

	Day 29
	Day 57
	0.841
	0.471
	52
	1.785
	0.240

	
	Day 85
	1.259
	0.403
	52
	3.121
	0.015

	Day 57
	Day 85
	0.419
	0.326
	52
	1.283
	0.257

	Notes.  P-value adjusted for comparing a family of 6 estimates. Results are averaged over the levels of: Group


	 Post Hoc Comparisons - Group ✻ Day 

	
	
	Mean Difference
	SE
	df
	t
	pholm 

	0.3mg, Day 0
	Placebo, Day 0
	0.614
	1.320
	52
	0.465
	1.000

	
	0.3mg, Day 29
	0.831
	0.534
	52
	1.557
	1.000

	
	Placebo, Day 29
	0.928
	1.334
	52
	0.696
	1.000

	
	0.3mg, Day 57
	2.369
	0.653
	52
	3.626
	0.018

	
	Placebo, Day 57
	1.071
	1.315
	52
	0.814
	1.000

	
	0.3mg, Day 85
	2.892
	0.570
	52
	5.071
	< .001

	
	Placebo, Day 85
	1.385
	1.358
	52
	1.020
	1.000

	Placebo, Day 0
	0.3mg, Day 29
	0.217
	1.335
	52
	0.163
	1.000

	
	Placebo, Day 29
	0.314
	0.514
	52
	0.611
	1.000

	
	0.3mg, Day 57
	1.755
	1.314
	52
	1.336
	1.000

	
	Placebo, Day 57
	0.457
	0.630
	52
	0.726
	1.000

	
	0.3mg, Day 85
	2.279
	1.361
	52
	1.675
	1.000

	
	Placebo, Day 85
	0.771
	0.550
	52
	1.404
	1.000

	0.3mg, Day 29
	Placebo, Day 29
	0.097
	1.349
	52
	0.072
	1.000

	
	0.3mg, Day 57
	1.538
	0.678
	52
	2.268
	0.688

	
	Placebo, Day 57
	0.240
	1.330
	52
	0.180
	1.000

	
	0.3mg, Day 85
	2.062
	0.581
	52
	3.548
	0.022

	
	Placebo, Day 85
	0.554
	1.373
	52
	0.404
	1.000

	Placebo, Day 29
	0.3mg, Day 57
	1.441
	1.329
	52
	1.085
	1.000

	
	Placebo, Day 57
	0.143
	0.654
	52
	0.219
	1.000

	
	0.3mg, Day 85
	1.964
	1.374
	52
	1.429
	1.000

	
	Placebo, Day 85
	0.457
	0.560
	52
	0.816
	1.000

	0.3mg, Day 57
	Placebo, Day 57
	-1.298
	1.309
	52
	-0.991
	1.000

	
	0.3mg, Day 85
	0.523
	0.470
	52
	1.113
	1.000

	
	Placebo, Day 85
	-0.984
	1.352
	52
	-0.728
	1.000

	Placebo, Day 57
	0.3mg, Day 85
	1.821
	1.356
	52
	1.343
	1.000

	
	Placebo, Day 85
	0.314
	0.453
	52
	0.694
	1.000

	0.3mg, Day 85
	Placebo, Day 85
	-1.507
	1.397
	52
	-1.079
	1.000

	Note.  P-value adjusted for comparing a family of 28 estimates.
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#102-142: Female; 49 y.o.; LF PTA = 47 dB; HF PTA = 78 dB; SRT = 25.2 dB
Severe extended high frequency hearing loss
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Mean BDNF pg/ml SD N
Baseline Placebo 1398 620 10



OTO-413 0.01 mg 1685 889 6
OTO-413 0.03 mg 3199 3525 6
OTO-413 0.1 mg 1421 1082 6
OTO-413 0.3 mg 1718 450 11



Day 1 Placebo 2266 1846 10
OTO-413 0.01 mg 1842 1717 6
OTO-413 0.03 mg 1277 480 6
OTO-413 0.1 mg 1884 1408 6
OTO-413 0.3 mg 2259 1846 11



Day 8 Placebo 2202 1299 10
OTO-413 0.01 mg 1179 431 6
OTO-413 0.03 mg 2303 2114 6
OTO-413 0.1 mg 1540 496 6
OTO-413 0.3 mg 2351 2266 11
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#104-102: Female, 42 y.o., LF PTA = 22 dB, HF PTA = 27 dB; SRT = 11.6 dB
Mild extended high frequency hearing loss
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#104-102: Female, 42 y.o., LF PTA = 22 dB, HF PTA = 27 dB; SRT = 11.6 dB
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