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Main themes: data collection to assess impact of the pandemic, changes in study design, interim 

analysis, missing data handling, randomization, early study termination, validation of endpoints, 

planning new clinical trials, data protection, clinical operations, protocol amendment. 

Questions: 

What information should sponsors collect during the trial to support a better statistical analysis? 

Answer: Please refer to the recent version of the Point to Consider document that raises points for 

consideration to Sponsors whose ongoing trials might be affected. It is not possible to provide 

generally applicable advice as trials and study participants will be affected differently and specific 

trial design aspects will need to be taken into consideration. However, as a general principle all 

protocol deviations and related reasons should be documented, changes in conduct should be 

recorded as they happen and clinical reflections about the impact of these should be recorded as 

well. 

Can the protocol be modified, on what aspects and to what extent? All of this being unplanned. 

Examples are sample size re-estimation, new interim analysis, different primary analysis, missing 

data handling 

Answer:  Changes on the protocol and SAP should be carefully reflected and Sponsors are advised to 

seek Scientific Advice before implementing fundamental changes. In general, trial integrity should 

not be jeopardized by any modification of the trial, otherwise incurring the risk of ending up with 

having final trial results not interpretable. Careful considerations are especially needed if changes 

may alter the original question/target of the trial or the primary endpoint. It is indeed not 

recommended to change the primary endpoint during the trial, neither is advised an unplanned 

interim analysis to investigate efficacy of the investigated medicinal product. In terms of missing 

data, some key questions for the Sponsor may be which component is missing and how relevant is 

this missing information. The possibility of imputing missing data should be part of the risk 

assessment (related to the impact of the pandemic on the trial) and will depend on the available 

data. Imputation might be hampered by lack of sufficiently complete data as missing data might 

present itself in parallel for many patients.  

Is randomization not protecting against confounding caused by impact of the pandemic? 

Answer: Randomization ensures balance across factors known at baseline, but does not necessarily 

protect from bias due to all post-randomization effects. Thus particular design aspects of the trial 

will be of relevance, e.g. randomization, stratification, blinding, length of follow-up, visit patterns. 

The ability to assess the impact of COVID-19 related measures or the disease itself on the trial will 

differ between situations where effects happen concurrently and equally in randomized groups, or 

whether there are design, follow-up or regional differences. COVID-19 related measures might also 

impact missing data patterns as missing patient visits may be informative of the course of the 

disease (e.g., patients in a worse state take the decision not to visit the clinic to reduce risk). Non-

randomized studies are likely more severely affected as regards interpretability in absence of control 

information. 

How to deal with treatment or study interruption? 



Answer: No general answer to this question can be given as this will differ for each particular 

scenario. An important aspect to reflect upon is that the ability to assess the impact COVID-19 

related measures on the trial will differ between situations where effects happen in concurrently 

randomized groups, or whether that is skewed due to design, follow-up or regional differences.  

How to deal with clinical outcomes assessed remotely? Impact on rater, on trial participant, on 

different types of endpoint. What statistical methods can be used to understand the extent of 

these issues? 

Answer: It is very difficult to generalize how to handle study participant assessments if they can’t be 

conducted physically due to COVID-19 related measures. A general message is that we are looking 

how to best address the problems and do not want to lower the regulatory standards regardless of 

the issues in data collection and interpretation of the analysis results. 

It will be important to understand how patient outcomes can be measured. There is a trade-off 

between accepting that there is missing data for a known and validated instrument or to have at 

least some collected data based on remote assessments. It is also not advisable to modify a current 

instrument which has been validated with a certain scale as this would pose similar issues as seen 

with non-validated scales. Assessments conducted at the clinic or remotely can in most cases not be 

considered fully interchangeable. Feasibility of remote assessments will also depend on the 

instrument itself and its inherent variability. If the instrument has already a large variability in 

relation to the expected changes, using also remote measurements will likely increase the variability 

in the trial. In the CNS field, some outcomes or part thereof cannot be measured solely by the 

patient outside the clinic. However, remote assessment might in many cases provide more 

information than missing data.  

Particular design aspects of the trials and their relationship with the assessment mode should be 

taken into account and stratification by site is advisable. For example, in a short term, double-blind 

randomized controlled trial with randomization stratified by site, the use of remote assessments 

instead of clinic visits can be much better accommodated than in open label designs, designs not 

stratified by site (with variance in closing /starting up) or longer term designs with sites in various 

stages of follow-up because they were not initiated simultaneously. The latter designs are also more 

complicated for assessment of heterogeneity of treatment effects.  

Special attention should be paid on how to address the potentially increased variability in outcome 

measures due to the remote assessment mode, and analytically there could be many options. As a 

starting point one could consider the remote assessments to be at least as informative for the 

missing clinic visits, and use them in the analysis. Approaches can be considered that evaluate 

heterogeneity of the treatment effect between modes of assessment, or incorporate this and also to 

adjust the sample size (in a blinded fashion). Regarding including both on-site and remote visits in a 

given data set, one could think of combining the results in a single analysis; the method chosen 

should allow for detection of potential differences in mean and variability between modes of 

assessments. Various approaches should be considered, discussed and justified in the context of the 

given trial. 

A question arose about whether and how to combine p-values based upon some configuration of 

before, during and after the pandemic period. Combining p-values across discrete periods of a trial is 

unusual, and should be approached with caution.  Consistency across periods could be evaluated, 

although this comparison itself will be complicated by the concurrent change in methodologies 

across time periods. In addition, in any clinical trial for which mood, stress and anxiety changes 



influence key outcome measures, such as in a depression trial, subjects’ symptoms may have 

improved or deteriorated depending on when the COVID-19 pandemic impacted them personally. 

The different modes of assessment could also be analyzed as separate endpoints in subjects before 

remote assessment was implemented, i.e. when data from on-site assessment should not be 

missing. Recording data for both modes of assessment in parallel whenever on-site visits are 

possible would help. It is also an estimand problem; if we wanted to estimate the treatment effect 

as if there had been no pandemic (hypothetical strategy for all intercurrent events related to the 

pandemic), this approach would not be appropriate. Finally, due to the heterogeneity in the time of 

implementation of measures between institutes, regions within a country and between countries, it 

is in general unlikely that such clear ‘before,’ ‘during,’ and ‘after’ periods could be meaningfully 

defined. 

 


