	
	
	



Supplementary Appendix 1
 
Preferred Reporting Items for Systematic reviews and Meta-Analyses extension for Scoping Reviews (PRISMA-ScR) Checklist
	SECTION
	ITEM
	PRISMA-ScR CHECKLIST ITEM
	REPORTED ON PAGE # (sections)

	TITLE

	Title
	1
	Identify the report as a scoping review.
	Manuscript title
	ABSTRACT

	Structured summary
	2
	Provide a structured summary that includes (as applicable): background, objectives, eligibility criteria, sources of evidence, charting methods, results, and conclusions that relate to the review questions and objectives.
	Abstract

	INTRODUCTION

	Rationale
	3
	Describe the rationale for the review in the context of what is already known. Explain why the review questions/objectives lend themselves to a scoping review approach.
	Introduction
	Objectives
	4
	Provide an explicit statement of the questions and objectives being addressed with reference to their key elements (e.g., population or participants, concepts, and context) or other relevant key elements used to conceptualize the review questions and/or objectives.
	Introduction
	METHODS

	Protocol and registration
	5
	Indicate whether a review protocol exists; state if and where it can be accessed (e.g., a Web address); and if available, provide registration information, including the registration number.
	Methods
	Eligibility criteria
	6
	Specify characteristics of the sources of evidence used as eligibility criteria (e.g., years considered, language, and publication status), and provide a rationale.
	Methods
	Information sources*
	7
	Describe all information sources in the search (e.g., databases with dates of coverage and contact with authors to identify additional sources), as well as the date the most recent search was executed.
	Methods
	Search
	8
	Present the full electronic search strategy for at least 1 database, including any limits used, such that it could be repeated.
	Supplementary Appendix 2
	Selection of sources of evidence†
	9
	State the process for selecting sources of evidence (i.e., screening and eligibility) included in the scoping review.
	Methods
	Data charting process‡
	10
	Describe the methods of charting data from the included sources of evidence (e.g., calibrated forms or forms that have been tested by the team before their use, and whether data charting was done independently or in duplicate) and any processes for obtaining and confirming data from investigators.
	Methods
	Data items
	11
	List and define all variables for which data were sought and any assumptions and simplifications made.
	Table 1 
	Critical appraisal of individual sources of evidence§
	12
	If done, provide a rationale for conducting a critical appraisal of included sources of evidence; describe the methods used and how this information was used in any data synthesis (if appropriate).
	Not completed
	Synthesis of results
	13
	Describe the methods of handling and summarizing the data that were charted.
	Methods
	RESULTS

	Selection of sources of evidence
	14
	Give numbers of sources of evidence screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally using a flow diagram.
	Figure 1
	Characteristics of sources of evidence
	15
	For each source of evidence, present characteristics for which data were charted and provide the citations.
	Supplementary Appendix 3
	Critical appraisal within sources of evidence
	16
	If done, present data on critical appraisal of included sources of evidence (see item 12).
	Not completed
	Results of individual sources of evidence
	17
	For each included source of evidence, present the relevant data that were charted that relate to the review questions and objectives.
	Table 2 and Supplementary Appendix 3
	Synthesis of results
	18
	Summarize and/or present the charting results as they relate to the review questions and objectives.
	Results
	DISCUSSION

	Summary of evidence
	19
	Summarize the main results (including an overview of concepts, themes, and types of evidence available), link to the review questions and objectives, and consider the relevance to key groups.
	Discussion
	Limitations
	20
	Discuss the limitations of the scoping review process.
	Discussion
	Conclusions
	21
	Provide a general interpretation of the results with respect to the review questions and objectives, as well as potential implications and/or next steps.
	Discussion
	FUNDING

	Funding
	22
	Describe sources of funding for the included sources of evidence, as well as sources of funding for the scoping review. Describe the role of the funders of the scoping review.
	Funding statement

JBI = Joanna Briggs Institute; PRISMA-ScR = Preferred Reporting Items for Systematic reviews and Meta-Analyses extension for Scoping Reviews.
* Where sources of evidence (see second footnote) are compiled from, such as bibliographic databases, social media platforms, and Web sites.
† A more inclusive/heterogeneous term used to account for the different types of evidence or data sources (e.g., quantitative and/or qualitative research, expert opinion, and policy documents) that may be eligible in a scoping review as opposed to only studies. This is not to be confused with information sources (see first footnote).
‡ The frameworks by Arksey and O’Malley (6) and Levac and colleagues (7) and the JBI guidance (4, 5) refer to the process of data extraction in a scoping review as data charting.
§ The process of systematically examining research evidence to assess its validity, results, and relevance before using it to inform a decision. This term is used for items 12 and 19 instead of "risk of bias" (which is more applicable to systematic reviews of interventions) to include and acknowledge the various sources of evidence that may be used in a scoping review (e.g., quantitative and/or qualitative research, expert opinion, and policy document).


From: Tricco AC, Lillie E, Zarin W, O'Brien KK, Colquhoun H, Levac D, et al. PRISMA Extension for Scoping Reviews (PRISMAScR): Checklist and Explanation. Ann Intern Med. 2018;169:467–473. 


Supplementary Appendix 2

Literature searches – run 1st June 2023*
Ovid MEDLINE(R) and Epub Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed Citations, Daily and Versions <1946 to May 31, 2023> 
	1 
	adaptive clinical trial/ or Adaptive Clinical Trials as Topic/ or adaptive design.kf. 
	569 

	2 
	((adaptive adj4 (trial or trials)) or ((adaptive adj2 (study or studies or protocol$)) and ((clinical$ adj2 stud$) or trial$ or biomarker$ or subgroup$))).mp. 
	1841 

	3 
	(trial$ platform$ or platform trial$ or platform clinical trial$ or platform protocol$ or ((platform design or platform study or platform studies) and (trial$ or clinical$))).mp. 
	715 

	4 
	(((adaptive adj2 design$) and ((clinical$ and (study or studies or protocol$)) or biomarker$ or treatment$ or subgroup$)) or ((adaptive adj6 design$) and (trial or trials))).mp. or (flexible design.kw. and (trial or trials).mp.) 
	2261 

	5 
	(adaptive platform$ and (trial or trials)).mp. 
	98 

	6 
	(complex innovative adj3 (trial$ or design$ or protocol$)).mp. 
	19 

	7 
	master protocol$.mp. 
	260 

	8 
	response adaptive randomi$.mp. 
	145 

	9 
	((multi arm or multiarm) and (multi stage or multistage)).mp. 
	133 

	10 
	(trial$ adj5 (multi stage or multistage)).mp. 
	177 

	11 
	((bayesian adj3 design$) and ((clinical$ and (study or studies or protocol$)) or biomarker$ or treatment$ or trial$)).mp. 
	722 

	12 
	((biomarker$ guided or biomarker$ driven or (biomarker$ adj4 subgroups)) and (biomarker adj5 (trial$ or design$))).mp. 
	353 

	13 
	(drop the loser$ or pick the winner$).mp. 
	90 

	14 
	or/1-13 
	4798 

	15 
	(((interim or intermediate) adj5 analy$).mp. and (Adaptive Clinical Trials as Topic/ or methods/ or research design/ or exp Clinical Trials as Topic/mt)) or interim analysis.kf. 
	897 

	16 
	(data adj3 (manag$ or workflow or sharing)).mp. 
	30322 

	17 
	financial management/ or exp budgets/ or Resource Allocation/ or "personnel staffing and scheduling"/ or workload/ or financial support/ or healthcare financing/ or research support as topic/ or Capital Financing/ or funding.ti,kf. 
	112695 

	18 
	*adaptive clinical trial/ or *Adaptive Clinical Trials as Topic/ 
	65 

	19 
	*research design/ 
	43366 

	20 
	*methods/ 
	983 

	21 
	(((trial$ or design or interim or analy$ or increas$ or improv$) adj3 efficien$) or efficiencies).mp. or efficien$.ti,kw. 
	291900 

	22 
	efficien$.ab. /freq=3 
	90126 

	23 
	((complexit$ or guidance or guidelines or recommendations or considerations or issues or obstacles or barriers) and (trial$ or design$ or analy$ or interim)).ti. 
	16887 

	24 
	(lesson or lessons or pitfall or pitfalls).mp. 
	122933 

	25 
	(trial$ adj4 (manag$ or run or running)).mp. 
	8704 

	26 
	((good or best) adj3 practice$).ti,kf. or ((good practice$ or best practice$) adj5 (adaptive or interim or design$)).ab. 
	11891 

	27 
	exp *Clinical Trials as Topic/mt 
	13750 

	28 
	((stop$ or halt$ or paus$ or drop$) adj5 (arm or arms)).mp. 
	703 

	29 
	(decision$ adj2 algorithm$).mp. 
	3093 

	30 
	(costing or costed or resourcing or ((allocat$ or manag$ or requir$) adj4 (cost$ or resource$ or staff$)) or (trial$ adj2 cost$)).mp. or (costs or costing).ti. 
	140610 

	31 
	((infrastructur$ or operational or practical or financial or procedural or methodolog$ or statistical or design$ or interim or analy$) adj4 (complexit$ or guidance or guidelines or recommendations or considerations or issues or challenges or obstacles or barriers or difficulties or advantages or disadvantages or limitations or utility or flexibility)).mp. 
	191679 

	32 
	(trial$ and (design$ or rationale$ or implement$ or methodol$)).ti. and (Endpoint Determination/ or "early termination of clinical trials"/ or patient selection/ or Medical Futility/ or efficien$.mp.) 
	2015 

	33 
	(compar$ adj3 method$).mp. and (method$.ti. or methods/ or research design/ or Adaptive Clinical Trials as Topic/ or (interim or intermediate or efficien$).mp.) 
	42962 

	34 
	seamless.mp. and (Adaptive Clinical Trials as Topic/ or methods/ or research design/ or efficien$.mp.) 
	1027 

	35 
	(staffing or operational or conduct or conducting).ti. 
	24946 

	36 
	operational.ab. /freq=3 
	2031 

	37 
	or/15-36 
	1026148 

	38 
	14 and 37 
	2045 

	39 
	limit 38 to yr="2005 -Current" 
	1969 

	40 
	39 and statist*.jw. 
	644 

	41 
	39 not statist*.jw. 
	1325 


https://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=N&PAGE=main&SHAREDSEARCHID=3ToIl8694A3GXO0tSvI2to0UMrSwSLROGDJHZILMaqXdbHr1aX6Iyqtdsd2ZUtGDp 

 
Embase <1974 to 2023 May 31> *
	1 
	adaptive clinical trial/ or "adaptive clinical trial (topic)"/ or adaptive design.dj,kf. 
	1236 

	2 
	((adaptive adj4 (trial or trials)) or ((adaptive adj2 (study or studies or protocol$)) and ((clinical$ adj2 stud$) or trial$ or biomarker$ or subgroup$))).mp. 
	3217 

	3 
	(trial$ platform$ or platform trial$ or platform clinical trial$ or platform protocol$ or ((platform design or platform study or platform studies) and (trial$ or clinical$))).mp. 
	1480 

	4 
	(((adaptive adj2 design$) and ((clinical$ and (study or studies or protocol$)) or biomarker$ or treatment$ or subgroup$)) or ((adaptive adj6 design$) and (trial or trials))).mp. or (flexible design.kw. and (trial or trials).mp.) 
	3669 

	5 
	(adaptive platform$ and (trial or trials)).mp. 
	164 

	6 
	(complex innovative adj3 (trial$ or design$ or protocol$)).mp. 
	37 

	7 
	master protocol$.mp. 
	487 

	8 
	response adaptive randomi$.mp. 
	228 

	9 
	((multi arm or multiarm) and (multi stage or multistage)).mp. 
	236 

	10 
	(trial$ adj5 (multi stage or multistage)).mp. 
	260 

	11 
	((bayesian adj3 design$) and ((clinical$ and (study or studies or protocol$)) or biomarker$ or treatment$ or trial$)).mp. 
	1260 

	12 
	((biomarker$ guided or biomarker$ driven or (biomarker$ adj4 subgroups)) and (biomarker adj5 (trial$ or design$))).mp. 
	655 

	13 
	(drop the loser$ or pick the winner$).mp. 
	192 

	14 
	or/1-13 
	8621 

	15 
	(((interim or intermediate) adj5 analy$).mp. and ("adaptive clinical trial (topic)"/ or study design/ or methodology/)) or interim analysis.dj. 
	1227 

	16 
	(data adj3 (manag$ or workflow or sharing)).mp. 
	43072 

	17 
	financial management/ or budget/ or resource management/ or resource allocation/ or workload/ or *funding/ or funding.ti,kf. 
	243747 

	18 
	*adaptive clinical trial/ or *"adaptive clinical trial (topic)"/ 
	207 

	19 
	*study design/ 
	3719 

	20 
	*methodology/ 
	23697 

	21 
	(((trial$ or design or interim or analy$ or increas$ or improv$) adj3 efficien$) or efficiencies).mp. or efficien$.ti,kw. 
	337979 

	22 
	efficien$.ab. /freq=3 
	102588 

	23 
	((complexit$ or guidance or guidelines or recommendations or considerations or issues or obstacles or barriers) and (trial$ or design$ or analy$ or interim)).ti. 
	20839 

	24 
	(lesson or lessons or pitfall or pitfalls).mp. 
	152306 

	25 
	(trial$ adj4 (manag$ or run or running)).mp. 
	13935 

	26 
	((good or best) adj3 practice$).ti,kf. or ((good practice$ or best practice$) adj5 (adaptive or interim or design$)).ab. 
	17059 

	27 
	*statistical design/ or *statistical analysis/ 
	20203 

	28 
	((stop$ or halt$ or paus$ or drop$) adj5 (arm or arms)).mp. 
	1498 

	29 
	(decision$ adj2 algorithm$).mp. 
	4435 

	30 
	(costing or costed or resourcing or ((allocat$ or manag$ or requir$) adj4 (cost$ or resource$ or staff$)) or (trial$ adj2 cost$)).mp. or (costs or costing).ti. 
	202256 

	31 
	((infrastructur$ or operational or practical or financial or procedural or methodolog$ or statistical or design$ or interim or analy$) adj4 (complexit$ or guidance or guidelines or recommendations or considerations or issues or challenges or obstacles or barriers or difficulties or advantages or disadvantages or limitations or utility or flexibility)).mp. 
	248346 

	32 
	(trial$ and (design$ or rationale$ or implement$ or methodol$)).ti. and (bioassay/ or patient selection/ or drug dose reduction/ or drug withdrawal/ or early termination of clinical trial/ or efficien$.mp.) 
	2410 

	33 
	(compar$ adj3 method$).mp. and (method$.ti. or methodology/ or study design/ or "adaptive clinical trial (topic)"/ or (interim or intermediate or efficien$).mp.) 
	61498 

	34 
	seamless.mp. and (methodology/ or study design/ or "adaptive clinical trial (topic)"/ or efficien$.mp.) 
	1604 

	35 
	(staffing or operational or conduct or conducting).ti. 
	27010 

	36 
	operational.ab. /freq=3 
	2800 

	37 
	or/15-36 
	1352289 

	38 
	14 and 37 
	2672 

	39 
	limit 38 to yr="2005 -Current" 
	2604 

	40 
	39 and statist$.jx. 
	526 

	41 
	39 not statist$.jx. 
	2078 


https://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=N&PAGE=main&SHAREDSEARCHID=1w5Vwio2vY2DeaqXvrXUjedEsNST9BrTHpI9gZlU6dUWVlkbplDBtXaLbmZf6RJDs 

* Search results in Medline and Embase were rerun on 02 July 2025. Results were exported and deduplicated – against each other (Medline/Embase), and also against the original/updated results. Embase now includes clinicaltrials.gov records, which it did not at the time the original searches were run. These results were excluded for the same reason clinicaltrials.gov itself was not searched originally – the difficulty in distinguishing relevant material based on the fields available to search.
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	No.
	Author
Lead paper listed in bold (subsequent linked papers are also listed)

	Article type
	Trial name (if applicable), phase (registration) and trial start date
	Trial description (where focus is on a trial)
	Aspect(s) of interim analyses considered

	
	
	
	
	
	Trial committee processes
	Project/trial management
	Design considerations
	Data management
	Implementation of interim decisions
	Statistical processes
	PPIE

	1
	The Adaptive Platform Trials (APTs) Consortium 2019 [1]
	Research article (discusses the use of APTs, and reviews standard features and issues that arise with such trials, offering recommendations to promote best practices in their design, conduct, oversight, and reporting).
	NA
	
	
	
	✔
	
	
	✔
	

	2
	Aryal et al. 2021 [2]
Huang 2021[3]

	Research article (discusses implementation of trial).
	REMAP-CAP, Phase III, NCT02735707, April 2016


	Operationalisation and implementation of Randomised, embedded, multifactorial, adaptive platform trial to evaluate the effect of a range of interventions to improve the outcome of patients admitted to intensive care with community-acquired pneumonia and adapted for COVID-19.
	
	
	✔ 
	✔
	
	
	

	 H3
	Bhatt and Mehta 2016 [4]
	Research article (focusses on adaptive designs of confirmatory clinical trials and the benefits and limitations of such designs, using studies that highlight the statistical and operational considerations).
	NA
	
	
	
	✔
	
	
	
	

	4
	Bauer et al. 2015 [5]
	Research article (discusses opportunities and pitfalls of confirmatory adaptive designs).
	NA
	
	✔
	
	✔
	✔
	
	
	

	5
	Bender et al. 2023 [6]
	Research article discussing adaptive design methods to accelerate adoption of a digital asthma management intervention.
	NA
	
	✔
	
	✔
	
	
	
	✔

	6
	Bretz et al. 2009 [7]
	Research article (discusses implementation of adaptive designs in drug discovery).
	NA
	
	✔
	
	✔
	✔
	
	
	

	7
	Brown et al. 2023 [8]
	Research article (discusses comparative effectiveness of adaptive design in drug discovery).
	NA
	
	
	
	✔
	
	
	
	

	8
	Bwakura et al. 2024 [9]
	Study protocol
	Co-SAM, Phase III, NCT05994742, July 2024
	An adaptive multi-arm trial to improve clinical outcomes among children recovering from complicated severe acute malnutrition.
	
	
	
	✔
	
	
	

	9
	Chen et al. 2025 [10]
	Research article (discusses a freely accessible tool that provides effective and convenient visualisation tool for basket trials with interim analysis: RaBIt).
	NA
	
	
	
	
	✔
	
	✔
	

	10
	Chen et al. 2015 [11]
	Research article (discusses design rationale, and implementation of trial).
	V503-001, Phase IIB/II, September 2007
	Randomised, double-blinded, dose-ranging, safety, immunogenicity and efficacy study of a multivalent Human Papillomavirus (HPC) L1 virus-like particle vaccine.
	✔
	✔
	✔
	✔
	
	
	

	11
	Chow et al. 2012 [12]
	Research article describing the independence of data monitoring committees in adaptive trials.
	NA
	
	
	
	
	✔
	
	✔
	

	12
	Cook et al. 2006. [13]
	Research article (discusses flexibility of clinical trial design).
	WIZARD, Phase NS, October 1997
	Randomised, double-blind, group-sequential, placebo-controlled trial assessing the efficacy of azithromycin in preventing progression of clinical coronary artery disease who had a myocardial infarction.
	✔
	
	✔
	✔
	
	
	

	13
	Currie et al. 2023 [14]
	Study protocol
	AuTOMATIC, Phase NS, ACTRN12618000789268, registered May 2018
	Adaptive randomised trial aiming to evaluate and optimise the use of short message service (SMS) reminders to improve childhood immunisation coverage.
	✔
	
	✔
	✔
	
	✔
	

	14
	Dawson et al. 2024 [15]
	Research article (discusses description of adaptive trials and operationalisation of interim analysis). 
	NOTACS, NCT05308719 (ISRCTN14092678), September 2020
	A multi-centred randomised controlled trial to assess the effect of high-flow nasal therapy on patient-centred outcomes in patients at high risk of postoperative pulmonary complications after cardiac surgery.
	
	
	✔
	✔
	
	✔
	

	15
	Demets and Wittes 2021 [16]
	Research article (discusses approaches to improving the quality of reports to data monitoring committees).
	NA
	
	✔
	✔
	
	✔
	
	
	

	16
	Dey and Pyle 2008 [17]
	Overview article (discusses the management of operational and programming challenges of data analysis in interim analyses).
	NA
	
	
	
	✔
	✔
	
	✔
	

	17
	Fabbri et al. 2024 [18]
	Overview article (design and implementation approaches/challenges with respect to adaptive trials).
	NA
	
	
	
	✔
	✔
	
	✔
	

	18
	Fardipour et al.  2009 [19]
	Overview article (design and implementation approaches/ challenges with respect to adaptive trials).
	NA 
	
	✔
	
	✔
	✔
	
	
	

	19
	Files et al. 2022. [20]
	Study protocol
	I-SPY COVID, Phase II, NCT04488081, March 2024
	Multi-centre, open-label platform trial to evaluate therapeutics that may have a large effect on improving outcomes from severe COVID-19.
	
	✔
	✔
	
	
	
	

	20
	Fleming et al. 2024 [21]
	Research article (discusses the practical and analytical considerations for performing interim analysis).
	NA
	
	
	
	✔
	✔
	
	✔
	

	21
	Forster et al. 2023 [22]
	Overview article (conference abstract). Discusses the development and implementation of an efficient platform trial design.
	NA
	
	
	✔
	
	
	
	
	

	22
	Gallo 2006 [23]
	Research article (discusses the operational challenges in adaptive design implementation and monitoring).
	NA
	
	
	
	
	✔
	
	
	

	23
	Gallo 2006 [24]
	Research article (discusses confidentiality and trial integrity issues for adaptive designs).
	NA
	
	✔
	
	
	✔
	
	
	

	24
	Garutti 2014 [25]
	Research article (discusses data challenges in adaptive trials).
	NA
	
	
	
	
	✔
	
	
	

	25
	Gaydos et al. 2009 [26]
	Research article (discusses good practices for adaptive clinical trial in drug development).
	NA
	
	✔
	✔
	
	✔
	
	
	

	26
	Gbinigie et al.  2023 [27]
	Study protocol
	PANORAMIC, ISRCTN30448031, September 2021
	Platform adaptive trial of novel antivirals for early treatment of COVID-19 in the community.
	
	✔
	✔
	✔
	✔
	✔
	

	27
	Geiger et al. 2012 [28]
	Research article
	NCT00734474, Phase II/III, August 2008
	An adaptive, dose-finding, seamless study of a long-acting glucagon-like peptide-1 analog (dulaglutide).
	✔
	
	
	✔
	
	
	

	28
	Giganti et al. 2025 [29]

Keshtkar-Jahromi et al. 2023 [30]
ACTIV-6 Study Group 2023 [31]
Lindsell et al. 2024 [32]
	Research article (discusses the implementation and challenges encountered in adaptive trials).
	ACTIV-2, Phase II/III, (NCT04518410)
August 2020

ACTIV-1, Phase III
(NCT04593940)
October 2020

ACTIV-6, Phase III, (NCT04885530), June 2021
	This article discusses the safety and efficacy of multiple investigational agents aimed at modifying the host immune response to SARS-CoV-2 infection or directly enhancing viral control in order to limit disease progression.

	✔
	
	✔
	✔
	✔
	✔
	

	29
	Hager et al. 2019 [33]

Lindsell et al. 2019 [34]

	Study protocol
	VICTAS, Phase II, NCT03509350, August 2018a
	A multi-centre, randomised, placebo-controlled, double-blind, adaptive trial of vitamin C, thiamine and steroids as combination therapy in patients with sepsis.
	✔
	✔
	✔
	✔
	
	
	

	30
	Hague  et al. 2019 [35]

Brown et al. 2022 [36]
Schiavone et al. 2019 [37]
	Research article (discusses implementation and data management challenges encountered in adaptive trials).
	FOCUS4 (ISRCTN90061546, July 2013) and STAMPEDE (NCT00268476, July 2005)

	Molecularly stratified umbrella trial testing the safety and efficacy of targeted therapies in patients with newly diagnosed metastatic colorectal cancer. FOCUS4 (colorectal cancer) and STAMPEDE (prostate cancer), run from the Medical Research Council Clinical Trials Unit (CTU).
	✔
	✔
	✔
	✔
	
	
	✔

	31
	Harkey et al. 2025 [38]
	Research article (discusses process and learnings from HEALY ALS platform trial).
	HEALY ALS trial, NCT04297683, NCT04436510, NCT04414345, NCT044364497, Phase II/III, January 2020.
	Adaptive platform trial in amyotrophic lateral sclerosis (processes and learnings from the first four regimens of the HEALEY ALS platform trial.
	
	
	✔
	✔
	✔
	
	

	32
	Hayward et al. 2021 [39]
	Study protocol
	PRINCIPLE, EudraCT Number 2020-001209-22, Phase III, March 2020
	Platform randomised trial of interventions against COVID-19 in older people.
	✔
	
	✔
	✔
	
	
	✔

	33
	He et al. 2012 [40]
	 Research article (discusses practical considerations and strategies for executing adaptive clinical trials).
	NA
	
	
	✔
	✔
	✔
	
	✔
	

	34
	He et al. 2015 [41]


	Research article (a review of the major developments in the design of adaptive trials in the 21st century).
	NA
	
	
	
	✔
	
	
	
	

	35
	He et al. 2017 [42]
	Research article (addresses challenges and opportunities of ‘‘Less Well-Understood’’ adaptive designs).
	NA
	
	✔
	
	✔
	✔
	
	
	

	36
	Holder-Murray et al. 2023 [43]
	Study protocol
	REMAP Periop ERP, Phase III, NCT04606264, May 2023
	Randomized, Embedded, Multifactorial Adaptive Platform for Perioperative Medicine at UPMC (UPMC REMAP): Core Protocol - Enhanced Recovery Protocols (ERP)
	
	
	✔
	✔
	✔
	✔
	

	37
	Huckvale et al. 2023 [44]
	Study protocol
	The Vibe Up study, CTRN12621001223820, Phase NS, unknown start date
	Protocol for a bandit-based response adaptive trial to evaluate the effectiveness of brief self-guided digital interventions for reducing psychological distress in university students: the Vibe Up study
	
	
	✔
	✔
	
	
	✔

	38
	Hung et al. 2006 [45]
	Research article (discusses regulatory view on adaptive clinical trial design).
	NA
	
	
	
	✔
	
	
	
	

	39
	Huang et al. 2014 [46]
	Research article (discusses the operational and practical issues in planning interim analyses).
	NA
	
	
	
	✔
	
	
	
	

	40
	Kawano-Dourado et al. 2024 [47]
	Research article (discusses implementation of trial).
	Trial ID NS, Phase II, trial start date NS
	Adaptive multi-interventional trial platform to improve patient care for fibrotic interstitial lung diseases.
	
	✔
	✔
	✔
	
	✔
	

	41
	Kilbourne et al. 2024 [48]
	Research article (discusses challenges of adaptive trial design implementation).
	NA
	
	
	
	✔
	
	✔
	
	

	42
	Kim et al. 2025 [49]
	Study protocol
	ISRCTN11329596, Phase NS, January 2023
	This trial is part of an adaptive platform trial that forms the testing element of a broader continuous improvement model called ‘IM-SEEN’ (IMprovement Studies for Equitable and Evidence-based iNnovation). 
	
	
	✔
	✔
	✔
	
	

	43
	Korn and Freidlin 2017 [50]
	Research/commentary article (discusses advantages and disadvantages of various adaptive design elements).
	NA
	
	
	
	
	✔
	
	
	

	44
	Kotwal et al. 2024 [51]
	Study protocol
	NCT06058585 (September 2024) and NCT04389827 (May 2020), Phase III

	CAPTIVATE is an international, multi-centre, Phase III, adaptive, platform, randomised controlled trial in people with chronic kidney disease (CKD). 
	
	
	✔
	
	✔
	✔
	

	45
	Lauffenburger et al. 2022 [52]

	Research article (discusses important considerations when using adaptive trial designs in health services).
	NA
	
	
	
	
	✔
	
	
	

	46
	Lewis et al. 2011 [53]
	Research article (discusses the design, oversight, and implementation of an adaptive trial).
	Phase II, NCT00783081, November 2011a
	Randomised, parallel assignment (double masking) to test the safety and efficacy of K-134 for the treatment of intermittent claudication.
	✔
	✔
	✔
	✔
	✔
	
	

	47
	Li et al. 2020 [54]
	Research article (discusses the current practice of adaptive design implementation).
	NA
	
	✔
	
	
	✔
	
	
	

	48
	Lorenzi et al. 2025 [55]
	Research article (discusses the design considerations and statistical considerations in adaptive trial designs).
	NA
	
	
	
	✔
	
	✔
	✔
	

	49
	Love et al. 2022. [56] 
	Research article (discusses practical recommendations for adaptive designs).
	NA
	
	✔
	✔
	✔
	✔
	✔
	
	

	50
	Lu et al. 2014 [57]
	Research article (discusses ways of improving efficiency and reducing costs of adaptive trials).
	NA
	
	
	
	✔
	✔
	
	
	

	51
	Maca et al. 2014 [58]
	Research article (discusses an overview of phase II designs and challenges in adaptive clinical trials).
	NA
	
	
	
	✔
	
	
	
	

	52
	Mahar et al. 2025 [59]
	Commentary
	SNAP, NCT05137119), Phase IV, February 2022
	The Staphylococcus aureus Network Adaptive Platform (SNAP) trial is an international multi-centred randomised adaptive platform clinical trial to evaluate a range of interventions to reduce mortality for patients with Staphylococcus Aureus bacteraemia (SAB).
	
	
	
	
	
	✔
	

	53
	Mahar et al. 2025 [60]
	Research article (discusses the methodological challenges and implementation considerations in adaptive trial designs).
	NA
	
	✔
	✔
	✔
	✔
	✔
	✔
	

	54
	Malik et al. 2025 [61]

Neuhann et al. 2022 [62]
	Research articles (discussing methodological approach in VACCELERATE project, including study protocol of a trial conducted within the VACCELERATE network).
	VACCELERATE project (including Phase II trial, (EudraCT 2021-004526-29/ NCT05160766), November 2021
	This is a randomised controlled, adaptive, multicentre protocol evaluating different booster strategies in individuals aged 75 years and older already vaccinated against SARS-CoV-2.
	
	✔
	✔
	✔
	
	✔
	

	55
	Mansberger et al. 2023 [63]
	Research article 
	The MONT BLANC Study, NCT04445519, Phase III, June 2020
	A adaptive dose selection trial of NCX 470, a nitric oxide-donating bimatoprost for open-angle glaucoma or ocular hypertension.
	
	
	✔
	✔
	✔
	
	

	56
	Mayes et al. 2025 [64]
	Research article
	ACCOMPLISH, NCT04829188, Phase NS, March 2021
	Design and methods of an adaptive trial to test comparative effectiveness of
readmission reduction approaches following infection and sepsis
hospitalizations (ACCOMPLISH).
	
	
	✔
	✔
	
	
	

	57
	Mehanna et al. 2024 [65]
	Study protocol
	ComPARE, CT04116047/ ISRCTN41478539, Phase III, April 2015
	Randomised controlled platform trial comparing alternative regimens for escalating treatment of intermediate and high‑risk oropharyngeal cancer.
	
	
	✔
	✔
	✔
	
	

	58
	Mehta et al. 2010 [66]
	Research article (discusses the methodological, regulatory, and operational issues in implementing interim results).
	NA
	
	✔
	
	
	
	
	
	

	59
	Mehta et al. 2019 [67]
	Research article
	TAPPAS trial, NCT02979899, Phase III, February 2017.a
	An adaptive population enrichment phase III trial of TRC105 and pazopanib versus pazopanib alone in patients with advanced angiosarcoma (TAPPAS trial).
	
	
	
	✔
	
	
	

	60
	Metcalfe et al. 2023 [68]
	Study protocol
	ISRCTN17825590, May 2018
	Subacromial spacers for adults with symptomatic, irreparable rotator cuff tears: the START:REACTS novel group sequential adaptive randomised controlled trial.
	
	
	
	
	✔
	
	

	61
	Miller et al. 2014 [69]
	Research article (discusses the different design alternatives in the planning of adaptive trials).
	NA
	
	
	
	✔
	✔
	✔
	
	

	62
	Odendaal et al  2023 [70]
	Study protocol
	CERM ISRCTN23947730/ EudraCT 2019-000585-38, September 2019
	Preconceptual administration of doxycycline in women with recurrent miscarriage and chronic endometritis: protocol for the Chronic Endometritis and Recurrent Miscarriage (CERM) trial, a multicentre, double-blind, placebo-controlled, adaptive randomised trial with an embedded translational sub study.
	
	
	
	
	✔
	
	

	63
	Pallmann et al.  2018 [71]
	Research article (provides guidance on key aspects of adaptive designs).
	NA
	
	✔
	
	✔
	✔
	
	
	

	64
	Papachristofi et al. 2023 [72]
	Research article (discusses interim decision making in seamless trials designs as applied in an adaptive dose-finding study of a rare kidney disease).
	NCT03373461, Phase IIa/b, start date NS
	Multicentre, randomised, double-blinded, placebo-controlled, dose-ranging study evaluating safety, tolerability and dose response of a novel compound (iptacopan) in IgA Nephropathy (IgAN) patients.
	
	
	✔
	✔
	
	
	

	65
	Park et al. 2020 [73]
	Research article discusses overview of platform trials.
	NA
	
	
	
	✔
	
	
	
	

	66
	Pavlos et al. 2024 [74]
	Study protocol
	PATRIC, ACTRN12619000903189, Phase NS, June 2019
	Pragmatic adaptive trial for respiratory infection in children (PATRIC).
	
	
	
	✔
	
	
	

	67
	Pyle et al. 2024 [75]
	Study protocol
	RAPID, ISRCTN33079589, Phase NS, 2022
	Study protocol for an adaptive, multi‑arm, multi‑stage (MAMS) randomised controlled trial of brief remotely delivered psychosocial
interventions for people with serious mental health problems who have experienced a recent suicidal crisis: Remote Approaches to Psychosocial Intervention Delivery (RAPID).
	
	
	✔
	✔
	
	
	

	68
	Porcher et al. 2011 [76]
	Research article (discusses when and how adaptive methods should be use in clinical trials).
	NA
	
	
	
	
	✔
	
	
	

	69
	Potvin et al. 2024 [77]
	Research article (discusses current status and future perspective of adaptive designs in dermatology clinical trials).
	NA
	
	
	
	✔
	✔
	
	
	

	70
	Proschan et al.  2024 [78]
	Research article (discusses
changing interim monitoring in response to internal clinical trial data).
	NA
	
 
	
	
	
	✔
	
	
	

	71
	Quinlan and Krams 2006 [79]
	Research articles (discusses logistical and operational issues in adaptive clinical trials).
	NA
	
	✔
	
	✔
	✔
	
	
	

	72
	Sandercock et al. 2022 [80]

	Research/commentary article (discusses experiences and challenges of the data monitoring committee).
	RECOVERY, NCT04381936, Phase II/III, March 2020a
	Randomised evaluation of COVID-19 therapy RECOVERY is a randomised trial investigating whether treatment with lopinavir-ritonavir, hydroxychloroquine, corticosteroids, azithromycin, colchicine, IV immunoglobulin (children only), convalescent plasma, casirivimab+Imdevimab, tocilizumab, aspirin, baricitinib, infliximab, empagliflozin, sotrovimab, molnupiravir, paxlovid or anakinra (children only) prevents death in patients with COVID-19.a
	
	
	
	✔
	
	
	

	73
	Sanchez-Kam et al. 2014 [81]
	Research article (discusses practical guidance in resolving   issues related to data monitoring in adaptive trials).
	NA
	
	✔
	
	
	✔
	
	
	

	74
	Schmdli et al. 2006 [82]
	Research article (discusses practical aspects concerning the planning and implementation of adaptive seamless confirmatory studies).
	NA
	
	
	
	✔
	
	
	
	

	75
	Siskind et al. 2024 [83]
	Study protocol
	Cancloz, ACTRN12622001112752, Phase II, 2022
	Protocol for Cancloz: multicentre randomised, placebo-controlled, double-blind, parallel-group adaptive trial of cannabidiol for clozapine-resistant schizophrenia.
	
	
	✔
	✔
	
	
	

	76
	Smith et al. 2019 [84]
	Study protocol 
	Study CGAF, NCT02192190, Phase II, July 2014a
	A randomised, double-blind, placebo and active-controlled trial of LY2951742 in participants with mild to moderate osteoarthritis knee pain.
	
	
	✔
	✔
	✔
	
	

	77
	Snowdon et al. 2022 [85] 
	Research/commentary article (discusses challenges of operationalising adaptive trials).
	UK plasmaMATCH, Phase II, NCT03182634, December 2016a
	Umbrella platform trial to assess whether a ctDNA screening can be used to detect patient subgroups who will be sensitive to targeted therapies, and to assess the safety and activity of the targeted treatments.a
	✔
	✔
	
	✔
	
	
	

	78
	Spencer et al. 2012 [86]
	Research article (discusses operational issues with the planning and implementation of adaptive trials and their solutions).
	NA
	
	✔
	✔
	✔
	✔
	
	✔
	

	79
	Sverdlov et al. 2021 [87]
	Research article (discusses the different types of adaptive designs and review of some regulatory guidelines).
	NA
	
	
	
	✔
	✔
	
	
	

	80
	Thorlund et al. 2018 [88]
	Research article (discusses design considerations for implementing adaptive trials).
	NA
	
	
	
	✔
	
	
	
	

	81
	Toshner et al. 2022 [89]
	Research article 
	Phase III, NCT04801940, May 2021a
	A national platform trial to evaluate the impact of treatments on longer-term morbidity, mortality, re-hospitalisation, symptom burden and quality of life associated with COVID-19 (HEAL COVID).
	✔
	
	✔
	✔
	✔
	
	

	82
	VanBuren et al. 2023  [90]
	Research article
	Phase IVa, NCT01495637 NCT03769844, December 2018a
	Nested adaptive clinical trial
of multiple organ dysfunction syndrome
in children. 
	
	
	✔
	
	
	
	

	83
	van Steenwijk et al. 2024 [91]
	Research article
	Phase NS, NCT05913622, June 2023
	A randomised embedded multifactorial
adaptive platform for extra corporeal
membrane oxygenation (REMAP ECMO).
	
	
	
	✔
	
	
	

	84
	Varley et al. 2025 [92]
	Study protocol
	Phase II, 
ISRCTN53507177, October 2022
	Adaptive clinical trial of AZD7442 and
SARS-CoV-2 vaccination in immunosuppressed patients highly vulnerable to infection with SARS-CoV-2 virus (RAPID-PROTECTION).
	
	
	
	✔
	
	
	

	85
	Wang et al. 2015. [93]
	Study protocol
	Phase IV, NCT01681316, December 2012a
	A randomised, double-blind, placebo-controlled trial of danhong injection in the treatment of chronic stable angina.a
	✔
	
	✔
	✔
	✔
	
	

	86
	Wason et al. 2022 [94]

Wilson et al. 2021 [95]
	Research article (discusses guidance on appropriate resourcing of adaptive trials).
	NA
	
	
	✔
	
	
	
	
	✔

	87
	Wolstenhulme et al. 2024 [96]
	Study protocol
	Phase IIa, ISRCTN81162400, September 2021
	The Graves-PCD trial is a randomised, dose-finding, adaptive trial of the plasma cell-depleting agent daratumumab in severe Graves’ disease.
	
	
	✔
	✔
	
	
	

	88
	Yu et al. 2023 [97]
	Research article (discusses implementation and efficient monitoring of adaptive trials).
	NA
	
	✔
	
	
	
	
	
	

	89
	Zahid et al. 2025 [98]
	Study protocol
	Quit4TB, Phase II/III, ISRCTN86971818, June 2022
	Adaptive design cluster randomised controlled trial for smoking cessation in people with drug-sensitive pulmonary tuberculosis in Bangladesh and Pakistan.
	
	
	
	✔
	
	
	

	90
	Zhang et al. 2025 [99]
	Research article
	Phase NS, ChiCTR2300071734, start date NS
	An adaptive Bayesian randomised controlled trial of traditional Chinese medicine in progressive pulmonary fibrosis.
	
	
	
	✔
	
	
	

	91
	Zheng et al. 2022 [100]
	Research article (discusses implementation of solutions to the challenges of conducting adaptive trials).
	NA
	
	✔
	
	✔
	
	
	✔
	

	92
	Zhu et al. 2023 [101]
	Research article (discusses ADs, their challenges and innovative applications).
	NA
	
	
	
	✔
	✔
	
	
	

	Footnotes: a, Information taken from Clinical Trials.gov 
Abbreviations: AD, adaptive designs; ctDNA, circulating tumour DNA; NS, not specified; NA, not applicable.
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