
 

 

 
 

 

Edinburgh Research Explorer 
 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Assessing the reporting quality of early phase dose-finding trials

Citation for published version:
Yap, C, Solovyeva, O, Yin, Z, Martin, J, Manickavasagar, T, Weir, CJ, Lee, S, Dimairo, M, Liu, R, Kightley,
A & de Bono, J 2022, 'Assessing the reporting quality of early phase dose-finding trials', Annals of
Oncology, vol. 33, no. S1, pp. S24-S24. https://doi.org/10.1016/j.annonc.2022.01.018

Digital Object Identifier (DOI):
10.1016/j.annonc.2022.01.018

Link:
Link to publication record in Edinburgh Research Explorer

Document Version:
Peer reviewed version

Published In:
Annals of Oncology

General rights
Copyright for the publications made accessible via the Edinburgh Research Explorer is retained by the author(s)
and / or other copyright owners and it is a condition of accessing these publications that users recognise and
abide by the legal requirements associated with these rights.

Take down policy
The University of Edinburgh has made every reasonable effort to ensure that Edinburgh Research Explorer
content complies with UK legislation. If you believe that the public display of this file breaches copyright please
contact openaccess@ed.ac.uk providing details, and we will remove access to the work immediately and
investigate your claim.

Download date: 02. Mar. 2023

https://doi.org/10.1016/j.annonc.2022.01.018
https://doi.org/10.1016/j.annonc.2022.01.018
https://www.research.ed.ac.uk/en/publications/3046b61a-cf62-49ba-804f-2226825d2bc3


Authors: Christina Yap1, Olga Solovyeva1, Zhulin Yin1, Jonathan Martin2, Thubeena Manickavasagar2, 
Christopher Weir3, Shing Lee4, Munyaradzi Dimairo5, Rong Liu6, Andrew Kightley7, Johann De Bono2 
 
Affiliations: 
1. Clinical Trials and Statistics Unit, The Institute of Cancer Research, UK 
2. Drug Development Unit, The Institute of Cancer Research and Royal Marsden Hospital, UK 
3. Edinburgh Clinical Trials Unit, Usher Institute, University of Edinburgh, UK 
4. Columbia University Irving Medical Center, USA 
5. Clinical Trials Research Unit, School of Health and Related Research, University of Sheffield, UK 
6. Bristol Meyers Squibb, USA 
7. Patient and Public Involvement partner 
 
Category: Miscellaneous 
Keywords (if needed): early phase; clinical trials; CONSORT guidance 
Character count: 1,998 / 2,000 excluding spaces (excluding authors and affiliations above) 
 
Assessing the reporting quality of early phase dose-finding trials  
 

Background 
Incomplete reporting of the design, conduct and analysis of early phase dose-finding trials can hinder 
interpretability and reproducibility, and lead to erroneous conclusions on tolerability and efficacy. This 
methodological review investigates the reporting quality of published trials using broadly the CONSORT 2010 
checklist with added items unique to dose-finding trials. 
 
Methods 
MEDLINE (PubMed) was searched for articles published in 2011-2020. Phase I or I/II trials, with planned 
interim dosing decisions (de/escalate, stay at the current level or an early stop), which aim to find a 
recommended dosing regimen(s) for further testing, were included. Data were extracted for 476 randomly 
selected trials, stratified by cancer/non-cancer settings. 
 
Results 
The key items that are frequently not reported include: 

 n (%) reported 

cancer 
(n=238) 

non-cancer 
(n=238) 

Methods 

     Planned/maximum sample size 69 (29%) 105 (44%) 
               with justification 35 (15%) 59 (25%) 

     Recruitment method 19 (8%) 51 (21%) 

     Oversight committees 39 (16%) 90 (38%) 
               roles and structure 17 (7%) 40 (17%) 

     Who makes dose decisions 10 (4%) 39 (16%) 

     Definition of analysis population: 

               dose-determination  108 (45%) 111 (47%) 
               Safety 114 (48%) 129 (54%) 

               key outcomes  100 (42%) 131 (56%) 

     Rationale for starting dose 52 (22%) 42 (18%) 

Results 
     Baseline demographic and clinical characteristics by each dose 
level 

70 (29%) 148 (62%) 

     Settings and locations where data were collected 86 (36%) 149 (63%) 

     Participant flow diagram/table 85 (36%) 144 (61%) 

     Losses/exclusions for each dose level  30 (13%) 85 (36%) 

 



Only 1 (0.4%) cancer trial was randomised compared to 180 (75.6%) non-cancer trials. Notably, very few trials 
(6.3%) provided accessible protocols. Improvement in the reporting over time is evident in some items, 
including participant flow and sample size justification. 
 
Conclusion 
Important methodological features in design, conduct and analysis are frequently omitted. Overall, non-
cancer trials appear to be better reported, as mainly randomised, they may have adopted CONSORT 2010 
guidance. This review confirms the need for robust consensus-driven guidance for researchers and journals 
reporting dose-finding trials, to allow accurate assessment of their results to reduce research waste.  


