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	Section/Topic by
Item No
	Standard 2010 checklist item
	Extension for adaptive design randomised trials

	Title and abstract

	1a
	Identification as a randomised trial in the title
	

	1b
	Structured summary of trial design, methods, results, and conclusions (for specific guidance see CONSORT for abstracts) [footnoteRef:1]  [1:  Hopewell S, et al, 2008; ] 

	Refer to a specific CONSORT extension for adaptive design randomised trial abstracts (see extension for abstracts)

	Introduction

	Background and objectives

	2a
	Scientific background and explanation of rationale
	 

	2b
	Specific objectives or hypotheses
	 

	Methods

	Trial design

	3a
	Description of trial design (such as parallel, factorial) including allocation ratio
	Describe the trial design including type of trial (e.g parallel, factorial, cluster randomised); initial allocation rule; hypotheses tested (e.g superiority, non-inferiority, equivalence); purpose of hypotheses (e.g effectiveness, efficacy)  

	3b
Rationale for an adaptive design
	
	Describe rationale for the pre-planned adaptive design features considered (such as necessity and appropriateness to address research questions)

	3c
Pre-planned adaptive design features
	
	Specify the type of adaptive design used with detailed description of the pre-planned trial adaptations and what statistical information are the adaptations based on

	3b » 3d
Unplanned changes to the trial design or methods
	Important changes to methods after trial commencement (such as eligibility criteria), with reasons
	Describe any important changes made to the design or methods outside the scope of the pre-planned adaptive design features, with reasons for deviations from pre-planned changes

	3e
Adaptive designs properties
	
	Details of whether and how desired statistical properties that are influenced by the adaptive design features and nature of hypotheses considered (e.g relevant false positive error rates, power) were ensured; either through statistical simulation or analytical arguments and/or with supporting literature

	Participants

	4a
	Eligibility criteria for participants
	Changes to eligibility criteria if it is a pre-planned adaptive design feature are captured in item 3c

	4b
	Settings and locations where the data were collected
	

	Interventions

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

	Outcomes

	6a
	Completely defined pre-specified primary and secondary outcome measures, including how and when they were assessed
	Completely define prespecified primary outcomes together with intermediate outcome(s) used to inform pre-planned trial adaptations with clinical justification if different from primary outcome(s), and secondary outcomes including how and when they were assessed

	6b
	Any changes to trial outcomes after the trial commenced, with reasons
	Explain any changes to trial outcomes after trial commenced outside the scope of the pre-planned trial adaptations considered

	Sample size

	7a
	How sample size was determined
	For pre-planned trial adaptation(s), detail how the sample size was predetermined; approach used (e.g algebraically or through simulation); assumptions made about design parameters with supporting information; any pre-planned adaptations to the sample size are captured in item 3c

	7b
	When applicable, explanation of any interim analyses and stopping guidelines
	Detail pre-planned decision-making criteria to guide the trial adaptation process (e.g stopping rules for terminating recruitment to groups, a trial or patient subpopulation; sample size modification rules; randomisation update rules); whether decision-making criteria were binding or nonbinding; pre-planned and actual timing and frequency of interim data looks to inform trial adaptation(s); criteria for claiming evidence (e.g effectiveness, efficacy, safety)

	Randomisation

	Sequence generation

	8a
	Method used to generate the random allocation sequence
	

	8b
	Type of randomisation; details of any restriction (such as blocking and block size)
	Type of randomisation; details of any restriction (e.g blocking and block size); changes to allocation rule after trial adaptation decisions (e.g dropping or adding groups); any pre-planned allocation rule or algorithm to update randomisation (item 3c) with timing and frequency of updates (item 7b)

	8c

Randomisation updates after trial commenced (where applicable)

	
	Describe allocation rule or algorithm used to modify the randomisation (e.g if based on interim observed patient response to treatment); changes to allocation rule after trial adaptation decisions (e.g dropping or adding groups) with justification if possible; timing and frequency of changes to allocation rule

	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
	

	Implementation

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

	Blinding

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

	11b
	If relevant, description of the similarity of interventions
	

	11c
Confidentiality and minimisation of potential operational bias
	
	Describe measures to safeguard the confidentiality of interim information and minimise potential operational bias during trial conduct. Encompass who: performed interim analyses; had access to interim data or results; and made interim decisions, including roles of the Data Monitoring Committee and the sponsor

	Statistical methods

	12a
	Statistical methods used to compare groups for primary and secondary outcomes
	Statistical methods used to compare groups for primary, intermediate (if applicable) and secondary outcomes at interim and final analysis

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

	[12c-12g]
Estimation and inference methods
	
	For the implemented adaptive design features, detail statistical methods used to estimate treatment effects for key endpoints (e.g use unbiased or bias-adjusted estimates) and to make inference, with justification (e.g combining or weighting of results across independent stages, dealing with multiple hypotheses testing, selection of prior probability distributions, dealing with overrun participants at interim analyses)

	12c
Methods for statistical inference
	
	For the implemented adaptive design features, detail statistical methods used to estimate treatment effects for key endpoints (e.g use unbiased or bias-adjusted estimates) and to make inference, with justification

	12d
Methods to combine data across stage (if applicable)
	
	Describe methods used to combine or weight data or test statistics across independent stages, with justification (if applicable)

	12e
Dealing with overrun participants (if applicable)
	
	Detail how overrun participants (enrolled but had unobserved outcomes at interims) were handled during statistical analysis (where appropriate)

	12f
Methods for dealing with multiple treatment comparisons or multiple outcomes ( if applicable)
	
	Describe methods used to control relevant false positive rate due to multiple treatment comparisons or presence of co-primary or multiple endpoints on which evidence claim will be based, with justification and supporting literature (where appropriate)

	12g
Prior selection (if applicable)
	
	
	Describe prior probability distributions used for interim and final analysis, including justification for their selection

	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
	Depending on the adaptive design, for each group, report  the number of participants who were randomly assigned, received intended treatment, were analysed for the primary or intermediate (if applicable) outcome(s) 

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

	Recruitment

	14a
	Dates defining the periods of recruitment and follow-up
	If different across treatment groups or subpopulations, define periods of recruitment and follow-up and reason(s) (e.g. groups were dropped or added as a trial adaptation feature), and any statistical implications

	14b
	Why the trial ended or was stopped
	Explain why the trial ended or was stopped outside the scope of the pre-planned trial adaptations

	14c

Adaptation decisions
	
	Detail trial adaptations that were enacted in light of the pre-planned decision-making criteria and observed accrued data; explain any unplanned decisions made if applicable

	Baseline data

	15 » 15a

	A table showing baseline demographic and clinical characteristics for each group
	Display table(s) showing baseline demographic and clinical characteristics of each group depending on the adaptive design considered

	15b

Similarity/representativeness of patient population by interim stages
	
	Summarise data to enable the assessment of similarity in the trial population between interim stages (e.g key clinical and demographic characteristics at baseline for each group across independent interim stages). Access to such information elsewhere is sufficient

	Numbers analysed

	16
	For each group, number of participants (denominator) included in each analysis and whether the analysis was by original assigned groups
	Depending on the adaptive design (at interim and final analysis), report for each group, the number of participants (denominator) included in each analysis and whether the analysis was by original assigned groups

	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)
	At the interim and final analysis, for each primary, intermediate (if applicable) and secondary outcome, report results for each group, and the estimated effect size and its precision (e.g confidence or credible interval)

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

	17c
Suitable representation of interim outcome results/data (where appropriate and possible)
	
	Report interim data or results used to inform interim decision-making criteria (e.g treatment effects, estimates to base sample size re-estimation on); a figure may be appropriate (e.g showing trend of interim results, changes to allocation rules)

	Ancillary analyses

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

	Harms

	19
	All important harms or unintended effects in each group (for specific guidance see CONSORT for harms) [footnoteRef:2]  [2:  Ioannidis JP, et al, 2004] 

	

	Discussion

	Limitations

	20
	Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses
	Trial limitations, addressing sources of potential bias (e.g statistical and operational), imprecision, and implications of any unplanned adaptations, pre-planned adaptations that were not implemented or enforced but should have been, changes to participants’ characteristics over time, or protocol changes made on trial findings or their clinical interpretation. For example, discuss how deviations from pre-planned adaptations affected statistical properties  (e.g false-positive error rate)

	Generalisability

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

	Interpretation

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

	22b
Contribution to future related research on adaptive designs (as appropriate)
	
	Key positive and negative lessons learned during the implementation of the adaptive design with recommendations for the design and conduct of future related trials where possible. Reference to prior related publications is sufficient.

	Other information
	

	Registration

	23
	Registration number and name of trial registry
	

	Protocol

	24 » 24a
	Where the full trial protocol can be accessed, if available
	

	Availability of other trial documents (if applicable and available)

	[24b to 24f]
	
	Key information intentionally withheld in publicly accessible documents for confidentiality reasons during trial conduct; latest detailed statistical analysis plan including one for interim analysis if prepared separately; simulation protocol with related report and simulation code; Data Monitoring Committee charter including recommended decisions during the trial;  statistical code or programs or software used to validate and implement the adaptive design

	24b

Intentionally withheld information (if applicable and available)
	
	Where key trial documented information intentionally withheld in publicly accessible trial documents (e.g in protocols or statistical analysis plans) for confidentiality reasons during trial conduct (e.g detailed adaptation rules and related interim decision-making criteria) can be accessed

	24c

Statistical analysis plan (if available)
	
	Where the latest detailed statistical analysis plan with version can be accessed. Encompass statistical analysis plan for interim analysis if it was separately prepared and available

	24d
Simulation protocol and report (if applicable and available)
	
	Where simulation protocol with related report and simulation code; for example, used to evaluate the statistical properties and operational characteristics of the adaptive design can be accessed

	24e
Data Monitoring Charter (if applicable and available)
	
	Where the charter for the Data Monitoring Committee can be accessed, including recommended decisions during the trial

	24f
Statistical code (if available)
	
	Where user-written statistical code/programs or mainstream/commercial statistical software used to validate and implement the adaptive design can be accessed.

	Funding
	
	
	

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