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	Item
	Presenter/Speaker 
	
	Time

	1. 
	Welcome and introduction

	
	Kit Roes / Frank Pétavy
	09:00-09:05

	2. 
	Impact of COVID-19 on methodological aspects of on-going clinical trials

	
	David Wright/Daniel Evans
	09:05-09:30

	
	Thomas Liu/May Mo
	

	
	Jo McKelvie
	

	
	Discussion
	09:30-09:55

	3. 
	Statistical methods applied to the quality of medicines

	
	Martin Schiestl
	09:55-10:10

	
	Bruno Boulanger
	

	
	Discussion
	10:10-10:25

	4. 
	AOB
	
	10:25-10:30


Introduction and Presentations
	Topic
	Stakeholder
	Speaker
	Minutes

	1 Welcome and introduction
	EMA
	Kit Roes / Frank Pétavy
	58 participants. Set up easy and worked well from the beginning. Considered to have these meetings more often in the future.

	2 Impact of COVID-19 on methodological aspects of on-going clinical trials
	EuropaBio
	David Wright

EFPIA/EFSPI
	a) Post COVID-19 world must consider pandemic related intercurrent events (ICEs). Does BSWP feel strongly on an estimand addressing efficacy of a drug post COVID-19 and this should be the primary analysis? Should the hypothetical strategy always be the preferred approach for pandemic-related intercurrent events? BSWP: might be difficult to distinguish between pandemic ICE and non-pandemic ICE. For example, it might be hard to classify rescue medication due to COVID-19 use versus due to other causes. We are in a learning stage and more analyses may be needed. 

b) Is it OK to assume missing at random (MAR) for data missing due to pandemic? BSWP: It is difficult to assess whether site closing and patients not coming to sites are MAR or not. Situation is even harder for single arm trials, because for double blind controlled trials at least it is the same impact to both arms. Further, adding another layer of complexity may not be helpful.

c) FDA recommends excluding all patients from a site which was closed for period of time because of COVID-19. Should we include data before COVID-19 instead? BSWP: doesn’t seem to a useful Strategy to exclude all patients. EMA will exchange view on case studies on COVID impact with FDA and PMDA soon.

d) Assessment of the impact of COVID on a trial not to be assessed by an Independent Data Monitoring Committee (IDMC) but rather the (blinded) sponsor? BSWP: Agree the responsibility to assess COVID impact is with sponsors, not IDMCs. See the EMA questions and answers on data monitoring committees published in 2020.
e) What is BWSPs view on using telemedicine data in a submission?  BSWP: Telemedicine is likely not evitable and can be a good option. Sponsors are encouraged to evaluate how data be reliably collected this way and whether it is appropriate to analyse data from different sources together, due to the lack of experience on measures under different settings. For example, a virtual 6 min. walk test may not be acceptable or not to be interpreted the same way as an onsite test. More analyses may be needed. Selection bias in virtual assessments also needs to be considered. Although more data are desired, it should be balanced with the risk of not-clear interpretation and the potential to delay trial progress big time.

f) General BSWP comment: we are in a learning stage and thus cannot get precise at this stage.

g) Will EMA consider an initiative on innovative trial design and pilot studies similarly as FDA? BSWP: The remit and perspective is broader than just methodological aspects, there are. other EMA stakeholder meetings where these proposals could be discussed with EMA.

	2 Impact of COVID-19 on methodological aspects of on-going clinical trials
	EuropaBio
	Thomas Liu (General Medicine) 

May Mo (Design & Innovation)

Amgen
	a) Need to adjust to situation, e.g. by standardisation of COVID-19 data collection / general statistical considerations / optimise site monitoring and data impact, however, no one size fits all. Data visualisation, e.g. a bubble plot on missed doses (with and without assessment) to understand impact on treatment adherence and visit compliance may be helpful. 

Future trends: Decentralised trials, Telemedicine, self-administration options, wearables, AI/ML usage in screening, monitoring and endpoint adjudication.

	2 Impact of COVID-19 on methodological aspects of on-going clinical trials
	EuropaBio
	Jo McKelvie 
EGGVP
	Horse study on a veterinary product in the US, impacted by the pandemic. A third of sites stopped all activities, 1/3 reduced and 1/3 maintained activity because of personal isolation, less travel, labs not working… As a consequence, lost sites, study delays and cost increase. The EMA Veterinary guideline is different to the FDA guideline in terms of inclusion of interaction covariates. There is a potential loss in efficiency due to imbalance in size. Pooling sites was proposed in this particular case. Guidance from regulators on handling these issues would be appreciated. BSWP: it is quite striking how similar considerations on operations and methods are between human and veterinary medicines. In contrast to the option of excluding a whole site, the door should be open to a minimised approach, to alternative ways of data collection; focus should be made on how reliably data can be collected.

	3 Statistical methods applied to the quality of medicines
	Medicines for Europe
	Martin Schiestl Medicines for Europe
	Martin Schiestl (Sandoz GmbH) presented the view of Medicines for Europe regarding the Application of statistical methodology for comparison of quality attributes. The EMA workshop in May 2018 was a great success and highlighted in its conclusion among others the importance of decision criteria in place for which operating characteristics are understood. In an aim to accommodate this need, a paper was published to calculate operating characteristics of statistical methods, based on an assumption for analytical similarity which is consistent with the regulation of manufacturing processes (Stangler et al., AAPS Open (2019) 5:4, https://doi.org/10.1186/s41120-019-0033-9). A similar assumption was also recently published by MHRA regulators, i.e. “the guiding principle is that the variability of the RP [Reference Product] provides a reference range that is unlikely to be of clinical relevance” (see Bielsky et al., Drug Discovery Today, Sep 2020, https://doi.org/10.1016/j.drudis.2020.09.006). 

According with guideline developments in the US on this topic, Medicines for Europe proposes the quality range approach as a default method, although other statistical methods should be possible upon proper justification. The quality range method is not only consistent with the regulation of manufacturing processes, it is also simple to understand which facilitates broader understanding of experts within Health Authorities and industry.

Thomas Lang (AGES) stated that the revision of the draft EMA reflection paper on statistical methodology for the comparative assessment of quality attributes in drug development is ongoing. Members from other Working Parties are included in the drafting group and the finalisation is a high priority for BSWP. It should be promoted for CHMP review and endorsement within next months. Regarding the content, Thomas Lang said that the current draft had gaps, especially on the conditions of similarity. With this turn in the reflection paper, the discussion will shift away from the statistical approach to be used, towards a discussion of operating characteristics which best fit to the agreed condition of similarity. He also mentioned that different CQAs will most likely require different conditions for similarity.

Andreas Brandt (BfArM) highlighted the most important learning from the EMA workshop in May 2018, which was that “we need to focus on the question to be solved and less on the statistical method to be used”.
Christian (Kit) Roes (CBG-MEB and chair of the BSWP) further acknowledged the success of the EMA workshop in May 2018. He also confirmed Dr Brandt’s statement, that this “summarises it nicely” and that “we focus on the question and applicants should be free on which statistical method to use”. He further confirmed the high priority to finalise the EMA reflection paper, which will also include another round of public consultation”.

	3 Statistical methods applied to the quality of medicines
	EuropaBio
	Bruno Boulanger
EFSPI
	What is the acceptance limit? There is not only 1 critical quality attribute, but many and all need to be fulfilled. Bayesian predictive distribution to compute joint predictive probability of quality.

	General
	EFSPI
	N/A
	This year’s BSWP stakeholder meeting had a wide invitation, including veterinary medicine. We were reminded at the start of the meeting that the BSWP’s focus is on statistical methodological topics and we should focus our engagement with them in this area versus other broader aspects requiring cross-functional discussion in EMA where other stakeholder meetings are already organised.
How EFPIA and other stakeholders should interact with BSWP on COVID related questions given the acknowledgement that they are still in learning mode on the impact of the pandemic on trials. BSWP to take this away.
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