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· MHRA is working closely with the Department of Health and Social Care (DHSC) and other healthcare partners and stakeholders to rapidly identify where flexibilities in the regulation of medicines and medical devices may be possible. This is with a view to supporting the healthcare products supply chain and wider response to the coronavirus (COVID-19) outbreak in the UK.
· This document reflects all regulatory flexibilities agreed and published on the MHRA website. Link: https://www.gov.uk/guidance/mhra-regulatory-flexibilities-resulting-from-coronavirus-covid-19 
· EU regulatory flexibilities agreed and published have been grouped into the following areas:
· Clinical trails
· Marketing authorisations
· Pharmacovigilance
· Inspections and good practice
· Blood components for transfusion
· Medical devices.
· A summary assessment of UK regulatory flexibilities against EU emerging flexibilities has been conducted within each area. 
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UK regulatory flexibilities agreed to date and published
1.1 [bookmark: _Toc42788330]Overview
All UK regulatory flexibilities agreed and published are on the MHRA website. 
Link: https://www.gov.uk/guidance/mhra-regulatory-flexibilities-resulting-from-coronavirus-covid-19

Making use of MHRA published regulatory flexibilities
· These flexibilities do not displace or diminish any other obligations applicable to the relevant products. Any medicinal product which benefits from these regulatory flexibilities remains subject to marketing authorisation.
· Requirements set out for each of the regulatory flexibilities may vary (for example, pre-conditions and notifications). Manufacturers should take great care to meet the relevant requirements and must satisfy themselves that the product remains safe to use before putting a flexibility in place.
· None of these flexibilities amount to authorisation or a recommendation by the MHRA for the purposes of Regulations 174 and 345 of the Human Medicines Regulations.
· These regulatory flexibilities are:
· temporary and will be kept under review
· offered to protect people’s health in exceptional circumstances
· effective immediately

1.2 [bookmark: _Toc42788331]Clinical trials	
Scientific advice and reviews (published 1 April 2020)
We are providing expedited scientific advice, and rapid reviews of clinical trials applications to support manufacturers and researchers on potential treatments for COVID-19.

Clinical Trials Unit/Good Clinical Practice (published 1 April 2020)
We have published guidance covering how to manage clinical trials during COVID-19. 

1.3 [bookmark: _Toc42788332][bookmark: _Toc39051830][bookmark: _Toc38904396]Marketing authorisations 
Nitrosamine responses (published 1 April 2020, updated 7 May 2020)
In response to review under Article 5(3) of Regulation 726/2004 the deadline for provision of step 1 nitrosamine responses will be extended for an additional 6 months i.e. until 1 October 2020.

QP Declarations (published 16 April 2020)
COVID-19 is considered to be an exceptional circumstance for QP declarations.

EMA (European Medicines Agency) guidance (EMA/196292/2014) states:
“Exceptional circumstances, when an on-site audit is not practical (e.g. atypical actives), are out of scope of the declaration template. An off-site, remote or “paper-based” audit may be justifiable …on a case-by-case basis.”

“In these cases, a suitable quality system is expected to be applied by the active substance and finished product manufacturers. As a principle, such controls must provide confidence that the active substance is fit for purpose and will not negatively affect the safety and efficacy of the medicinal product. The QP is expected to justify the controls in place on a scientific basis and record a risk assessment on a product specific basis.”

“Audits of each site…at regular intervals…normally within three years. Justification should be provided if the date since the last audit exceeds this.”

Variations and initial applications for products required to maintain continuity of supply (published 16 April 2020)
We will where justified:
· Strongly encourage off-site auditing to review data/documents where possible
· Allow the re-audit window to be extended up to 4 years
· Allow the re-audit window to be extended up to 5 years where supported by an off-site audit
· Allow absence of initial onsite audit where supported by an off-site audit. If the manufacturing site has an EU GMP certificate (or appropriate certification/inspection status from a territory with which the UK/EU shares an appropriately scoped MRA or is an EU “white listed” country) then this should be stated together with any appropriate supporting data.
· Other exceptional circumstances may be referred to the MHRA Regulatory Information Service for consideration on a case-by-case basis.

30-day limit for Type 1B variation replies (published 8 April 2020)
Suspending the 30-day limit for replies to question on Type 1B variations

DCP (Decentralised Procedure) CMS (Concerned Member State) applications (published 8 April 2020)
Extending the 30-day national phase for DCP CMS applications. If requested by the company, we will hold the application with the clock off until all documentation is available.

Leaflet mock-ups (published 8 April 2020)
Waiving the requirement for leaflet mock-ups to be submitted to support variations. Text versions will be accepted and these will be uploaded onto the MHRA Products website. This does not apply to 61(3) applications.

Over-labelling (published 8 April 2020, updated 7 May 2020)
Considering derogations from labelling requirements and over-labelling of foreign language packs for UK market on a case-by-case basis.

Implementation period for label/leaflet changes (published 8 April 2020)
Extending the permitted implementation period for label/leaflet changes following a variation from 6 months to 9 months. This does not apply for any significant safety updates.

Expedited assessment of variations and initial applications (published 1 April 2020)
We are implementing priority and expedited assessment for national variations (including batch-specific variations) and initial marketing authorisation applications that impact the medicines supply chain.

Guidance is in preparation on how to highlight these at the time of submission.  Please send notification of requests to expedite to MHRA in advance of submission:
· For variations: variationqueries@mhra.gov.uk 
· For marketing authorisations: RIS.NA@mhra.gov.uk 
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Relaxation of risk minimisation measures (published 7 May 2020, updated 19 May 2020)
Offering urgent review procedure for industry proposals for a temporary relaxation of risk minimisation measures where they place an unnecessary burden on the NHS or shielded patients during the pandemic. This may involve assessment of complex issues and the risk. The benefit balance will need to be reviewed on a case by case basis, with patient safety the top priority.

As an example we have agreed that pregnancy testing as part of a pregnancy prevention plan (PPP) can be done remotely, on a case by case basis and when necessary, as long as the following minimum criteria are met:
· Adequate instruction and support are provided, including where possible supply of the test and a spare or, if this is not possible, provision of a list of acceptable test kits
· The pregnancy tests meet the minimum required sensitivity (25 mIU/mL)
· The result of each pregnancy test is verified by the prescriber, ideally by sending a photograph of the test result. Where this is not possible it should be verified through discussion on the telephone of the result, the kit make, and how it was used.
Where you consider that it is appropriate to use this can you please contact us at pharmacovigilanceservice@mhra.gov.uk to discuss before applying this flexibility.

Flexibility in reporting requirement for ICSRs (published 7 May 2020)
Agreeing with the prioritisation for ICSRs published by the Joint EU Commission, EMA and HMA Questions and answers on regulatory expectations for medicinal products for human use during the COVID-19 pandemic, however requesting that a further category is added at second on the prioritisation list, as follows: ‘submission of other serious ICSRs which reference an impact of the pandemic’ (for example, use of other medicines impacted by COVID-19).

ICSRs (Individual Case Study Reports) (published 16 April 2020)
Follow-up procedures, as outlined in GVP module VI, GVP module VI should be conducted in a risk-proportionate manner and minimise the burden on health care professionals (HCPs), wherever possible.

Prioritisation should be given to:
· align to serious ICSRs
· monitored events of special interest as per the risk management plan
· prospective reports of pregnancy
· those considered important in relation to COVID-19

Risk minimisation measures to ease burden on HCPs (published 16 April 2020)
Waive requirement for evidence of receipt of risk minimisation measures by HCPs.

Flexibility in timelines for surveys on the effectiveness of educational materials involving HCPs.

Postponement of other pharmacovigilance requirements (published 16 April 2020)
Postpone or waive requirement of submission of PSURs for actives authorised only in UK, that is those not on the EURD list. Submission frequencies/dates can be amended accordingly.

Safety variations (published 16 April 2020)
Allow flexibility over submission of national variations/implementation dates (up to 3 months extension) for updates to product information following safety reviews, except for significant public health issues where MAHs will be advised of timelines.

Allow flexibility in accepting extension requests for RFI responses and flexibility to labels and leaflets. This is in terms of waiving requirements to submit mock-ups as part of a variation and extension of the permitted implementation period for label/leaflet changes, following a variation from 6 months to 9 months, with the exception of significant public health issues.

Renewals (published 16 April 2020)
Flexibility in submission date with no automatic lapse of national MAs due to lack of submission of a renewal application.

Other areas (published 16 April 2020)
Flexibility in allowing dissemination of Professional Communications (DHPCs) via email rather than sending hard copies.

Flexibility in allowing dissemination of educational materials via email rather than sending hard copies.
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Our guidance on flexibilities in this area (published 1-21 April, updated 27 May 2020) 
· We have published guidance on exceptional GMP flexibilities for medicines manufacturers
· We have published guidance on approval of GxP documents when working from home
· We are allowing alternative courses of actions for manufacturing or GxP laboratory equipment
· We have issued exceptional flexibilities on good distribution practice (GDP) to support wholesalers
· Routine inspections approach – we are no longer routinely undertaking onsite inspections which are being replaced with desk-based inspections in most cases 
· Specials’ licence holders – We are permitting the ‘pack down’ of large packs of licenced medicinal products into smaller quantities for retail sale by pharmacies
· Imported products (3rd countries) – We may implement reduced re-testing where this will significantly delay Qualified Person (QP) certification and batch release (e.g. sterility tests)

How manufacturers and wholesalers should notify us when using flexibilities (published 21 April 2020)
A dedicated email address has been created for manufacturers and wholesalers to notify the MHRA when using flexibilities. Notifications should be sent to Covid19.GMDP@mhra.gov.uk on a ‘do and tell’ basis.

No prospective MHRA approval is necessary.

The information required is:
· Manufacturing authorisation number and site number
· A description of the regulatory flexibility used
· The reason for using the flexibility
· The anticipated duration of using the flexibility, as date range or ‘ongoing’ if unknown.
· The product name and marketing authorisation number to which the flexibilities are applied (manufacturers only)
· The market to be supplied (if not UK), including confirmation that the competent authority of that market has been notified and no objection has been received.

QP certification (published 1 April 2020)
We will prioritise variations to add replacement QPs to MIA/MIA(IMP), including non-practising or retired QP. QP remote working arrangements will be permitted, where procedures facilitate this approach

1.6 [bookmark: _Toc42788335][bookmark: Bloodcomponentsfortransfusion]Blood components for transfusion	
Flexibilities for hospital blood banks (Published 3 April 2020)
We are offering temporary regulatory flexibility to hospital blood banks to help them focus on service continuity during the COVID-19 outbreak

1.7 [bookmark: _Toc42788336]Medical Devices	
Audits (published 5 June 2020)
Where feasible, audits of Notified Bodies and manufacturers have been delayed. Remote audits and reviews are being considered as alternatives.

Clinical investigations (published 2 April 2020, updated 7 May 2020)
We have developed an expedited process for Clinical Investigations (CIs) directly relating to COVID-19.

We will maintain a flexible and pragmatic approach to the regulatory requirements for clinical investigations.

Any amendments to existing clinical investigations as a direct result from COVID-19 will be expedited
Any new submissions for clinical investigations that will have a direct impact on the COVID-19 emergency will be processed through an expedited review
Protocol deviations as a result of COVID-19 do not need to be notified to MHRA; however you should maintain good records of these deviations. Unless there is an impact onto patient safety, you do not need to notify MHRA of COVID-19 related deviations. However, all other protocol deviations must be reported to us as normal

Optimised derogations (published 2 April 2020)
We continue to review and streamline the derogation process. The focus is primarily on critical care devices, COVID-19 testing and personal protective equipment (PPE).

We have engaged with partners to establish clear paths of communication and develop streamlined processes but equally ensure there is appropriate regulatory rigour, where required.

Our aim is to reduce the assessment timeframes significantly and to ensure the process is agile enough to rapidly respond to requests.

Further detail is outlined by our exemptions from Devices regulations during the COVID-19 outbreak.

Expedited advice service for devices (published 2 April 2020)
All COVID-19 enquiries are being prioritised ahead of the Agency’s standard targets.

Exceptional use applications (published 2 April 2020)
Exceptional use applications are being processed to ensure a continued supply of non-CE Marked Medical Devices where there is a significant clinical need and where there are no CE Marked Devices available.

New specifications (published 2 April 2020)
We have issued specifications for CPAP and ventilators to ensure a continued supply of these critical medical devices during the COVID-19 crisis.

MHRA guidance on coronavirus (COVID-19).


2. [bookmark: _Toc42788337]EU regulatory flexibilities agreed to date and published 
2.1 [bookmark: _Toc42788338]Published information
Source 1: EMA QUESTIONS AND ANSWERS ON REGULATORY EXPECTATIONS FOR MEDICINAL PRODUCTS FOR HUMAN USE DURING THE COVID-19 PANDEMIC. (Revision 2 –26 May 2020.) 

Revision 2 – 26 May 2020




Revision 1 – 17 April 2020
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Link to live document: https://ec.europa.eu/health/sites/health/files/human-use/docs/guidance_regulatory_covid19_en.pdf

Source 2: MDCG 2020-4 Medical Device Coordination Group Document Guidance on temporary extraordinary measures related to medical device Notified Body audits during COVID-19 quarantine orders and travel restrictions. (Publication April 2020.) 



Link to document: https://ec.europa.eu/docsroom/documents/40705/attachments/1/translations/en/renditions/native

Source 3: EMA Nitrosamine impurities. 
Link to webpage: https://www.ema.europa.eu/en/human-regulatory/post-authorisation/referral-procedures/nitrosamine-impurities

Source 4: EMA GUIDANCE ON THE MANAGEMENT OF CLINICAL TRIALS DURING THE COVID-19 (CORONAVIRUS) PANDEMIC. (Revision 3 – 28 April 2020.) 




Link to document: https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/guidanceclinicaltrials_covid19_en.pdf

Clinical trials authorisation is a national competence and 26 Member States have published national guidance to complement the EU Commission/EMA/HMA guidance 

Link to individual guidance:  https://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/2020_03_CTFG_Link_to_National_guidance_on_CT_managmant_during_the_COVID-19_pandemia.pdf 


Source 5: POINTS TO CONSIDER ON IMPLICATIONS OF CORONAVIRUS DISEASE 5 (COVID-19) ON METHODOLOGICAL ASPECTS OF ONGOING CLINICAL TRIALS (Draft, 25 March 2020) 




Link to document: https://www.ema.europa.eu/en/documents/scientific-guideline/points-consider-implications-coronavirus-disease-covid-19-methodological-aspects-ongoing-clinical_en.pdf 

(UK has provided comments to the consultation on the draft) 

Source 6: EUROPEAN COMMISSION - COMMUNICATION FROM THE COMMISSION
Guidelines on the adoption of Union-wide derogations for medical devices in accordance with
Article 59 of Regulation (EU) 2017/745 (2020/C 171/01). (Revision 1- 19 May 2020)




Link to document: https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:52020XC0519(01)&from=EN 

Source 7: CMDh - PROCEDURAL GUIDANCE DURING COVID-19 PANDEMIC. Template for submission of an application for a Covid-19 emergency change management process (ECMP) (May 2020).




Link to webpage: https://www.hma.eu/621.html 
Link to document: https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/COVID-19/CMDh_420_2020_Rev.0_05_2020_-_Template_for_ECMP_applications.docx 

2.2 [bookmark: _Toc42788339]Clinical trials	
Source 4
Source 5
2.3 [bookmark: _Toc42788340]Marketing authorisations 
Source 1:
· Exceptional change management process (ECMP) Procedure [Section 2]
· Quality Variations [Section 3]
· Product Information And Labelling [Section 5]
Source 3:
· Extended deadline for response to step 1 of nitrosamine review 
Source 7
2.4 [bookmark: _Toc42788341]Pharmacovigilance
Source 1:
· Renewals [Section 1]
· Individual Case Safety Reports (ICSRs) reporting into Eudravigilance [Section 4]
2.5 [bookmark: _Toc42788342]Inspections and good practice	
Source 1:
· Use of remote QP audits for investigational medicinal products [Source 1 Section 2.5iii]
· Automatic extension of EUDRAGMDP validity dates falling due in 2020 [Source 1 Section 2.2 and 2.4]
· Distant assessment procedure [Source 1 Section 2.2]
· Remote certification by QP’s [Source 1 Section 2.5i]
· Existing arrangements that permit desktop assessments for audits supporting the QP declaration and QP batch certification of IMP’s manufactured in a third country will also be confirmed in a Q&A [Source 1 Section 2.5ii]
· Introduce new lines or new premises with limited prospective qualification [Source 1 Section 6.2i]
· Perform concurrent process validation for medicines used in treatment of COVID19 patients [Source 1 Section 6.2ii]
· Temporary changes to scheduled quality related tasks to free resources towards critical medicines used for treatments of patients infected with COVID19 [Source 1 Section 6.3 and 6.7]
· Postponing / waiving testing in a third country [Source 1 Section 6.4i]
· Postponing re-testing on importation into the EEA for medicines used in the treatment of COVID19 patients [Source 1 Section 6.4ii]
· Remote working of an RP [Source 1 Section 6.5i]
· Delegation of duties and responsibilities of an RP to another RP in the same group of companies [Source 1 Section 6.5ii]
· Delegation of RP duties to a person who is not an RP [Source 1 Section 6.5iii]
· Replacement of RP at short notice [Source 1 Section 6.4iv]
· Use of new equipment / premises for storage and distribution with limited qualification [Source 1 Section 6.6]
2.6 [bookmark: _Toc42788343]Blood components for transfusion
None.
2.7 [bookmark: _Toc42788344]Medical Devices	
Source 2:
· Notified body audit easements 
Source 6:
· Adoption of Union wide derogations for medical devices 
2.8 [bookmark: _Toc42788345]Human plasma for fractionation
Source 1:
· Distant assessment procedure and use of ‘statement of next inspection’ [Source 1 Section 2.3] 


3. [bookmark: _Toc38891438][bookmark: _Toc38891502][bookmark: _Toc38891525][bookmark: _Toc38905715][bookmark: _Toc38906196][bookmark: _Toc38907030][bookmark: _Toc38965641][bookmark: _Toc38537587][bookmark: _Toc38532668][bookmark: _Toc38532691][bookmark: _Toc38532881][bookmark: _Toc38532906][bookmark: _Toc38533189][bookmark: _Toc38533928][bookmark: _Toc38537588][bookmark: _Toc42788346]Summary assessment of UK regulatory flexibilities against EU emerging flexibilities 
For each of the main areas of regulatory flexibilities made available, headline flexibilities have been detailed and reviewed against those issued by the EU to assess flexibilities that: 
· align with the UK
· are standalone
· differ between the EU and the UK
· align with the UK, UK aims to further. 

	Regulatory Flexibility 
	Align with the UK
	Are standalone
	Differ between the EU and the UK
	Align with the UK, UK aims to further

	Clinical trials

	Initiating New Trials
[Source 4]
	Yes
	
	
	 

	Changes to Ongoing Trials
[Source 4]
	Yes
	
	
	

	Safety Reporting
[Source 4]
	
	
	
	Yes – UK has some further risk proportionate provisions 

	Risk Assessment
[Source 4]
	Yes
	
	
	Yes – UK required confirmation that Phase I trials in accredited units had undergone a risk assessment

	Communication With Authorities
[Source 4]
	
	
	
	Yes (UK guidance deals within individual sections rather than stand alone.  UK allows for greater flexibility on when a SA is needed, for example remote SDV and direct distribution of IMP to subjects homes) 

	Agreement With And Communication Between Sponsors, Trial Sites And Trial Participants
[Source 4]
	Yes – although implicit in MHRA guidance across several sections
	
	
	

	Changes To Informed Consent
[Source 4]
	Yes (MHRA and HRA guidance)
	
	
	MHRA and HRA have joint guidance on electronic consent

	Changes In The Distribution Of The Investigational Medicinal Products
[Source 4]
	Yes (EU provides additional guidance on re-distribution but this is in accordance with current practice). 

EMA adds some detail on protection of participant personal details
	
	
	

	Changes In The Distribution Of In Vitro Diagnostic And Medical Devices
[Source 4]
	
	Not covered in MHRA guidance but EU basically is to maintain “appropriate stock”
	
	

	Changes to Monitoring
[Source 4]
	Yes 

	
	
	MHRA has published guidance on risk-based monitoring and this link is provided in the published COVID19 guidance

MHRA includes more guidance on remote access to EHRs

	Changes to Auditing
[Source 4]
	Yes (as part of wider guidance)

	
	
	

	Protocol Deviations
[Source 4]
	
Yes

	
	
	

	Reimbursement of Exceptional Expenses
[Source 4]
	
	Not covered in MHRA guidance
	
	

	Initiation of New Trials Aiming To Test New Treatments For Covid-19
[Source 4]
	
	
	UK does not include recommendation to apply via VHP 
	

	Marketing authorisations

	Exceptional change management process (ECMP) Procedure 
[Source 1 Section 2]
	X
(for national and MR/DC products)
	
	
	

	Quality Variations 
[Source 1 Section 3]
	
	
	
	X

	Labelling and Packaging 
[Source 1 Section 5]
	X
	
	
	

	Extended deadline for response to step 1 of nitrosamine review
[Source 3]
	X

	
	
	

	Pharmacovigilance

	Individual Case Safety Reports (ICSRs) reporting into Eudravigilance
[Source 1 Section 4]
	
	
	
	X MHRA has also asked that submission of serious reports which reference an impact of the pandemic are also prioritised.

	Renewals
[Source 1 Section 1.2]
	X
(for national products. For CAP and MR products follow EU guidance)
	
	
	

	Inspections and Good Practice

	Use of remote QP audits for investigational medicinal products 
[Source 1 Section 2.5iii]
	X
	
	
	

	Automatic extension of EUDRAGMDP validity dates falling due in 2020
[Source 1 Section 2.2 and 2.4]
	X
	
	
	

	Distant assessment procedure
[Source 1 Section 2.2]
	X
	
	
	

	Remote certification by QP’s
[Source 1 Section 2.5i]
	X
	
	
	

	Existing arrangements that permit desktop assessments for audits supporting the QP declaration and QP batch certification of IMP’s manufactured in a third country will also be confirmed in a Q&A
[Source 1 Section 2.5ii]
	X
	
	
	

	Introduce new lines or new premises with limited prospective qualification [Source 1 Section 6.2i]
	
	X
	
	

	Perform concurrent process validation for medicines used in treatment of COVID19 patients [Source 1 Section 6.2ii]
	X (clarification of an existing GMP provision)
	
	
	

	Temporary changes to scheduled quality related tasks to free resources towards critical medicines used for treatments of patients infected with COVID19 [Source 1 Section 6.3 and 6.7]
	
	X (deferral of some stability testing – in process of being added to UK flexibilities)
	
	X (permitting use of flexibilities to all medicines, where necessary and proportionate)

	Postponing / waiving testing in a third country [Source 1 Section 6.4i]
	X
	
	
	

	Postponing re-testing on importation into the EEA for medicines used in the treatment of COVID19 patients [Source 1 Section 6.4ii]
	
	
	
	X (permitting use of flexibilities to all medicines, where necessary and proportionate. UK has wider criteria to permit the use of this flexibility, and is not mandating retrospective testing in the EEA)

	Remote working of an RP [Source 1 Section 6.5i]
	X (current UK practice)
	
	
	

	Delegation of duties and responsibilities of an RP to another RP in the same group of companies [Source 1 Section 6.5ii]
	X
	
	
	

	Delegation of RP duties to a person who is not an RP [Source 1 Section 6.5iii]
	X (current UK practice – named RP retains responsibility)
	
	
	

	Replacement of RP at short notice [Source 1 Section 6.4iv]
	X (expedited WDA(H) variations)
	
	
	

	Use of new equipment / premises for storage and distribution with limited qualification [Source 1 Section 6.6]
	X
	
	
	

	Blood components for transfusion

	N/A
	N/A
	N/A
	N/A
	N/A

	Medical devices

	Notified body audit easements 
[Source 2]
	X
	
	
	

	Adoption of union wide derogations 
[Source 6]
	As within the transition period UK will need to align with this – we are seeking advice on the logistics of data sharing with the Commission. 
	
	
	

	Human plasma for fractionation

	Distant assessment procedure and use of ‘statement of next inspection’ [Source 1 Section 2.3]
	X
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INTRODUCTION

The current COVID-19 pandemic has a considerable impact on citizens, patients and
businesses. It may force marketing authorisation holders of medicinal products and
regulatory authorities to operate under business continuity mode, impacting the
standard way of working. Moreover, public health needs may require quick actions or
re-prioritisation of operations.

The ultimate aim of the EU legislation on medicinal products is to ensure a high level
of public health. The COVID-19 pandemic is posing unprecedented challenges and
ensuring continuity of supplies of medicines is a priority for public health. Therefore,
it is necessary to articulate appropriate measures to minimise risks of shortages while
ensuring that the high standards of quality, safety and efficacy of medicines made
available to patients in the EU are maintained.

This document provides guidance to marketing authorisation holders of medicinal
products for human use (“MAH”) on regulatory expectations and flexibility during
the COVID-19 pandemic. The document will be updated to address new questions
and to adjust the content thereof to the evolution of the pandemic. For queries related
to specific products that are not specifically addressed in this document, MAHSs are
invited to address the European Medicines Agency (for centrally authorised products)
or the relevant national competent authorities (for nationally authorised products).

This document remains valid until further notice. It has been developed in
cooperation between the European Commission, the Coordination group for Mutual
recognition and Decentralised procedures — human (“CMDh”), the Inspectors
Working Group and the European Medicines Agency (“EMA™).

The ultimate responsibility for the interpretation of EU legislation is vested on the
European Court of Justice and therefore the content of this document is without
prejudice to a different interpretation that may be issued by the European Court of
Justice.

A. LEGAL AND REGULATORY GUIDANCE

1. ISSUES RELATED TO MARKETING AUTHORISATIONS, MARKETING AUTHORISATION
PROCEDURES

1.1. Can medicinal products intended for use in COVID-19 patients be
marketed in the absence of a marketing authorisation?

A marketing authorisation is required before medicinal products can be marketed in
the EU. A marketing authorisation granted by the European Commission is valid in
all Member States (centralised marketing authorisation). A marketing authorisation
granted by a National Competent Authority (“NCA”) in a Member State is valid
only in that Member State (national marketing authorisation). Procedures exist to
facilitate the granting of national marketing authorisations of medicinal products
that are authorised in another EU/EEA Member State.*

! Mutual recognition procedure (“MRP”) and decentralised procedure (“DCP”) established by Directive
2001/83/EC.
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The coordination group established under Article 27 of Directive 2001/83/EC
(CMDh) has agreed to promote the use of zero-day mutual recognition
procedure/repeat use procedure to expand national marketing authorisations to new
Member States who need these medicinal products.

Member States may also authorise a medicinal product that has already been
authorised in another EU Member State in accordance with Article 126a of
Directive 2001/83/EC.

In cases where no centralised/relevant national marketing authorisation exists,
Member States can make use of possibilities foreseen in Directive 2001/83/EC,
including resorting to compassionate use, or authorisation of the distribution of an
unauthorised medicinal product in accordance with Article 5(2) of Directive
2001/83/EC.

To permit prompt assessment of these requests, applicants are requested to identify
any such communication to the relevant NCA with the message “CONCERNS
COVID-19”.

1.2. Can I postpone my renewal application?

According to Article 14 of Regulation (EC) No 726/2004 and Article 24 of
Directive 2001/83/EC the initial standard marketing authorisation is valid for five
years. Such marketing authorisation may be renewed on the basis of a re-evaluation
of the benefit-risk assessment. To this end, the MAH shall provide the Agency or
the NCAs with a consolidated version of the file in respect of quality, safety and
efficacy, at least 9 months before the marketing authorisation ceases to be valid.

MAMHSs facing difficulties to meet this deadline due to exceptional circumstances
arising from the COVID pandemic, are invited to contact the EMA (for centrally
authorised products) or the reference Member State (for products authorised under
the MRP/DCP) before the foreseen deadline of the submission of the renewal
application with a justified request to postpone the submission of the complete
dossier to a later point in time. The reference Member State will consult with the
concerned Member State(s) and advice the MAH on any further step to be taken
before the foreseen deadline. In case of purely national marketing authorisations,
the relevant national competent authority should be contacted.

The same considerations apply to conditional marketing authorisations granted in
accordance with Article 14-a of Regulation (EC) No 726/2004.

1.3. Does the "sunset clause’ apply during a pandemic?

According to Article 24(4) to (6) of Directive 2001/83/EC and Articles 14(4) to (6)
of Regulation (EC) No 726/2004, any authorisation which within three years of its
granting is not followed by the actual placing on the market of the authorised
product in the authorising Member State or on the Union market will cease to be
valid. When an authorised product previously placed on the market in the
authorising Member State or in the Union is no longer actually present on the
market for a period of three consecutive years, the authorisation for that product will
cease to be valid.





Due to the current pandemic, initial market launch plans may need to be adapted in
a way that could trigger the sunset clause mechanism. MAHSs are reminded of the
possibility to request an exemption in view of exceptional circumstances and on
public health grounds.

For centrally authorised products such request has to be submitted under Article
14(6) of Regulation (EC) No 726/2004 to the European Commission. During the
pandemic, the Commission may accept sunset clause requests that refer to the
pandemic as a reason without the need for any further justification.

For nationally authorised products such requests have to be submitted to the
competent authorities of the Member State(s) concerned. It will be decided
according to the national rules considering the pandemic situation.

MANUFACTURING, IMPORTATION OF FINISHED PRODUCTS AND ACTIVE
PHARMACEUTICAL INGREDIENTS AND GMP AND GDP ISSUES

2.1. [UPDATED] How can changes in the manufacturing/supply chain be
implemented swiftly to ensure continuity of supplies to the EU of crucial
medicines for treatment of COVID-19 patients?

MAHs may experience supply chain/manufacturing disruptions due to
manufacturing, distribution and trade restrictions arising from the COVID-19
pandemic. Ensuring continuity of supplies of medicinal products is a priority for
public health.

It is therefore necessary to articulate regulatory tools that permit MAHSs to swiftly
source starting materials, reagents, intermediates or active substances from
alternative suppliers, where that is necessary to ensure supplies to the EU of crucial
medicines for treatment of COVID-19 patients. The addition of new manufacturing
sites for part or all of the manufacturing process, as well as changes in the site(s)
responsible for quality control should also be facilitated.

To reduce the risk of shortages or disruption of supply following from
manufacturing and/or supply problems, an exceptional change management process
(ECMP) is made available to MAHSs of crucial medicines for treatment of COVID-
19 patients. The ECMP will permit the swift implementation of changes to suppliers
and/or manufacturing/control sites necessary to reduce the risks of shortages under
certain conditions intended to ensure the quality of the medicinal product, while
deferring the full assessment of the variation.

Under the ECMP, MAHSs will be able to exceptionally source starting materials,
reagents, intermediates or active substances from suppliers not specifically
mentioned in the marketing authorisation if that is necessary to prevent/mitigate
shortages of supplies in the EU. Likewise, MAHSs will be able to use manufacturing
sites or sites responsible for quality control that are not specifically mentioned in the
marketing authorisation in cases where the use of an alternative site is necessary to
prevent/mitigate shortages of supplies in the EU.





Scope

The ECMP is only available for crucial medicines for use in COVID-19 patients.’
The ECMP is only available for the following changes:

e Changes in the manufacturing and/or control sites that are necessary to
prevent/mitigate shortages of supplies in the EU.

e Changes in suppliers of starting materials, reagents, intermediates or active
substances where that is necessary to prevent/mitigate shortages of supplies
in the EU.

It is stressed that the ECMP cannot cover:

e Changes classified as extensions of the marketing authorisation in
accordance with Annex | of Commission Regulation (EC) No 1234/2008.

e Deviations from the requirements in the marketing authorisation or from
GMDP? (other than the changes of suppliers and/or manufacturing/control
sites above-referred).

e Changes to the dossier other than changes of suppliers or
manufacturing/control sites.

Procedure

Step 1:

MAMHSs that wish to rely on the ECMP must notify the relevant national competent
authority that granted the marketing authorisation or EMA (in case of centrally
authorised products). In the notification, the MAH should:

e Specify the intention to use the ECMP for the specific medicinal product.
e State the medicinal product concerned.

e Provide a summary description of the changes that will be implemented. A
notification  should be submitted for each supplier and/or
manufacturing/control site that is implemented under the ECMP.

e Commit to ensure that the quality of the finished product will not be
compromised. To this end, the MAH should ensure that the new
suppliers/sites abide by the quality standards applicable in the EU and, in
particular, that the specifications (both for active substance(s) and finished
product) in the marketing authorisation are respected. Where required by EU
legislation, manufacturing/control site used under the ECMP should have an

2 When in doubt whether a given medicinal product is a crucial medicine for treatment of COVID-19
patients, the MAH may contact the relevant competent authorities (EMA should be contacted for
centralised marketing authorisations).

® Good Manufacturing and Distribution Practices.





EU GMP certificate or have been certified by the authorities of a country with
whom the EU has concluded a mutual recognition agreement.* If the latter
conditions are not met, a variation in accordance with Commission
Regulation (EC) No 1234/2008 should be submitted.

e Commit to notify the implementation of the changes made to the relevant
competent authorities within 48 hours after the change is implemented by the
MAH. In the case of centrally-authorised products, notifications should be
made to the EMA.

e Commit to submit the corresponding variation application to the competent
authorities no later than within 6 months following the implementation of the
change.

Step 2:

The relevant competent authority will assess the notification and specifically
whether the application concerns crucial medicines for use in COVID-19 patients
(in case of marketing authorisations granted under the mutual recognition or the
decentralised procedure, the reference Member State will consult the concerned
Member States). Within two working days, the MAH will be informed whether the
relevant competent authority has agreed to the application of the ECMP. If within
two working days following the submission date the relevant competent authority
has not raised objections, the application of the ECMP shall be deemed accepted.

Step 3:

Within 48 hours after the change is implemented by the MAH, a notification is
submitted to the competent national authorities or EMA (in the case of centrally-
authorised products). The notification should indicate the medicinal product that is
concerned as well a summary description of the change made.

Step 4:

Within 6 months after the implementation of the respective changes, a variation is
submitted. The variation submission should provide all the data requirements
provided for under the Guidelines on the details of the various categories of
variations, on the operation of the procedures laid down in Chapters I, Ila, 11l and
IV of Commission Regulation (EC) No 1234/2008 of 24 November 2008 concerning
the examination of variations to the terms of marketing authorisations for medicinal
products for human use and veterinary medicinal products and on the
documentation to be submitted pursuant to those procedures.

Grouping of relevant variations in accordance with Commission Regulation (EC)
No 1234/2008 remains possible.’

* It is acknowledged that the GMP certificate for the site may not specifically cover the medicinal product
at stake.

> Commission Regulation (EC) No 1234/2008 of 24 November 2008 concerning the examination of
variations to the terms of marketing authorisations for medicinal products for human use and veterinary
medicinal products.





Important remarks

The ECMP does not cover changes other than those specifically foreseen in the
scope thereof (see above). Other changes should be notified as a variation. Absence
of the submission of the relevant variation constitutes a breach of the obligations of
the MAHSs.

The agreed ECMP can cease to be valid in case one or more of the above-referred
commitments are not fulfilled (including e.g. that critical findings in respect of the
quality of the product are identified).

2.2. Which measures will be taken in respect of GMP certificates and
authorisations to manufacture/import in light of difficulties to conduct
on-site GMP inspections due to restrictions linked to COVID-19
pandemic?

The COVID-19 pandemic has triggered national and international restrictions that
may affect and/or prevent the conduct of certain on-site GMP inspections. In light
of the severity of the current circumstances, measures should be put in place to
ensure availability of GMP certificates and authorisations to manufacture/import to
support regulatory submissions, as well as to maintain the validity of current GMP
certificates and authorisations to manufacture/import.

Specifically, the validity of GMP certificates that support the manufacture and
importation of medicinal products in the EEA should be extended to avoid
disruptions in the availability of medicines. The validity of authorisations to
manufacture/import should also be extended (in case they are time-limited). With a
view to ensure the quality of medicines marketed in the EU/EEA, a distinct
approach should be taken for sites that are located in the EEA and sites located
outside the EEA that have never been inspected by an EEA supervisory authority.

Sites located in the EEA

The validity of GMP certificates for manufacturing/importing sites of active
substances and/or finished products in the EEA should be extended until the end of
2021without the need for further action from the holder of the certificate.® This
automatic extension does not cover changes in the scope of the GMP certificate (e.g.
new buildings, new medicinal products).

The validity of time-limited authorisations/registrations to manufacture/import
should also be extended until the end of 2021 without the need for further action
from the authorisation/registration holder. This automatic extension does not cover
changes in the scope of the authorisation/registration (e.g. new premises, new
medicinal products).

For new sites/facilities in the EEA that have never been inspected and authorised, a
distant assessment may be conducted in order to evaluate if the site could be
authorised without a pre-approval inspection. In such cases, it should be indicated
that the certificate has been granted on the basis of a distant assessment. Moreover,
an on-site inspection should be conducted when circumstances permit. If the

® An explanatory footer has also been introduced in EudraGMDP database.
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outcome of the distant assessment does not permit the granting of the GMP
certificate, a clock-stop will be triggered until an on-site inspection is possible.

Sites located outside the EEA

The validity of GMP certificates for manufacturing sites of active substances and/or
finished products located outside the EEA should be extended until the end of 2021
without the need for further action from the holder of the certificate, unless the
issuing/supervisory authority takes any action that affects the validity of the
certificate.

For new sites/facilities in third countries where an inspection is required, and where
there is no operational mutual recognition agreement (MRA) or the scope is not
covered by the MRA, a distant assessment by an EEA supervisory authority may be
conducted. A GMP certificate may be granted depending on the outcome of the
assessment. In such cases, it should be indicated that the certificate has been
granted on the basis of a distant assessment. Moreover, an on-site inspection should
be conducted when circumstances permit. If the outcome of the distant assessment
does not permit the granting of the GMP certificate, a clock-stop will be triggered
until an on-site inspection is possible.

Important remarks

Pre-approval or routine on-site inspections will resume as soon as COVID-19
restrictions are lifted,” according to risk based inspection planning taking into
account the date of the last inspection.

It is stressed that the obligation of manufacturers and importers to comply with
GMP is not waived. It is incumbent upon manufacturers and importers to continue
complying with GMP. Supervisory authorities will remain vigilant to ensure the
quality of medicines that are made available to patients in the EEA. Inspections
(including distant assessments) may be launched at any time and, in case of non-
compliance, appropriate regulatory actions will be triggered.

2.3. [NEW] Which measures have been put in place to mitigate the
suspension of on-site inspections of plasma collection centres?

i.  EEA or third country sites that have been previously inspected

The supervisory authority will implement a control measure in line with EMA
recommendation EMA/INS/GMP/534269/2018 "Application of inspection and
control measures”. Supervisory authorities will issue Statements of Next Inspection
(SONIs) which will state the recommended date of the next inspection.

ii.  EEA or third country sites that have not been previously inspected

If the centre is operated by a parent company that already operates other centres that
are included in the manufacturers’ PMF then Supervisory authorities should carry
out a distant assessment for individual centres. Supervisory authorities will issue

” Resumption of inspections will vary according to timing of the lifting of containment measures taken by
each country and other factors such as restoration of transport links.
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Statements of Next Inspection (SONIs) which will state the recommended date of
the next inspection.

A clarifying remark will be made in the SONI:

“Due to the restrictions caused by COVID-19, the period of validity of the SONI in
effect at the time of declaration of the pandemic by WHO is extended applying
inspection and control measures in line with EMA recommendation
EMA/INS/GMP/534269/2018 "Application of inspection and control measures...".
On-site inspections will resume as soon as there is a consensus that the period of the
public health crisis has passed. The clarifying remark section of individual SONIs
will indicate any exceptions. Competent authorities reserve the right to inspect a
blood establishment should the need arise”.

If the outcome of the distant assessment does not permit the approval of the
establishment, a clock-stop will be triggered until an on-site inspection is possible.

If the Centre is operated by a parent company that has never previously been
inspected or where the parent company is in a compliance management programme
then an on-site inspection will be required.

2.4.  Which measures will be taken in respect of GDP certificates and
wholesale authorisations in light of difficulties to conduct on-site
inspections due to restrictions linked to COVID-10 pandemic?

In light of difficulties to conduct on-site GDP inspections due to restrictions arising
from the COVID-19 pandemic, the validity of GDP certificates should be extended
until the end of 2021 without the need for further action from the holder of the
certificate.

The validity of time-limited wholesale authorisations should also be extended until
the end of 2021 without the need for further action from the holder of the
authorisation.® This automatic extension does not cover changes in the scope of the
authorisation (e.g. type of medicinal products or authorised operations).

On-site inspections will resume as soon as COVID-19 restrictions are lifted,’
according to risk based inspection planning taking into account the date of the last
inspection.

It is stressed that the obligation of distributors and wholesalers to comply with GDP
is not waived. It is incumbent upon distributors and wholesalers to continue
complying with GDP. Supervisory authorities will remain vigilant to ensure the
quality of medicines that are made available to patients in the EEA. Inspections
(including distant assessments) may be launched at any time and, in case of non-
compliance, appropriate regulatory actions will be triggered.

® An explanatory footer has also been introduced in EudraGMDP database.

% Resumption of inspections will vary according to timing of the lifting of containment measures taken by
each country and other factors such as restoration of transport links.
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2.5. Which adaptations to the work of the QP are possible considering
travelling and other restrictions arising from COVID-19 pandemic?

i.  Remote batch certification

The remote batch certification is permissible under EU GMP rules, provided that the
QP has access to all information necessary to enable them to certify the batch.

While in some Member States additional requirements have been introduced which
may preclude remote certification, considering the current restrictions of travelling
linked to the COVID-19 pandemic, the remote certification should be acceptable in
all EEA Member States.

It is stressed that the obligations/responsibilities of the QP remain unchanged.

ii. Remote audits of the active substance manufacturer

Where on-site audits are not possible, the QP can rely on paper-based audits and
also take into consideration the results of inspections from EEA authorities.™

Remote audits should provide confidence that the active substance is fit-for-purpose
and will not negatively affect the safety and efficacy of the medicinal product. The
QP is expected to justify the controls in place on a scientific basis and record a risk
assessment on a product specific basis.**

iii.  Batch release of investigational medicinal products imported from third
countries

In case of imports of investigational medicinal products from third countries, the QP
should ensure that the quality of the batch is in accordance with the terms of the
clinical trial authorisation (including compliance with the terms of the Product
Specification File) and that it has been manufactured in accordance with quality
standards at least equivalent to the GMP requirements applied in the EEA.

To make that assessment, where on-site inspections are not possible, the QP may
rely on a variety of documents including, as appropriate: batch records, including in-
process test reports and release reports, the validation status of facilities, processes
and methods, examination of finished packs, the results of any analyses or tests
performed after importation (where relevant), stability reports, the source and
verification of conditions of storage and shipment, audit reports concerning the
quality system of the manufacturer, etc.

19 Guidance on good manufacturing practice and good distribution practice: Questions and answers.
https://www.ema.europa.eu/en/human-regulatory/research-development/compliance/good-manufacturing-
practice/guidance-good-manufacturing-practice-good-distribution-practice-questions-answers#eu-gmp-
guide-part-ii:-basic-requirements-for-active-substances-used-as-starting-materials:-gmp-compliance-for-
active-substances-section

1 https://www.ema.europa.eu/en/documents/requlatory-procedural-quideline/guidance-template-qualified-
persons-declaration-concerning-good-manufacturing-practice-gmp_en.pdf
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https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guidance-template-qualified-persons-declaration-concerning-good-manufacturing-practice-gmp_en.pdf



3.

QUALITY VARIATIONS

3.1. Can quality requirements be waived/adapted for medicines intended to
be used for the treatment of COVID-19 patients?

Without prejudice to the flexibilities afforded by the ECMP, the quality
requirements foreseen in the marketing authorisation should be complied with for
medicinal products marketed in the EU, including medicinal products that are
administered to COVID-19 patients.

MAHSs facing difficulties to perform the quality controls foreseen in the marketing
authorisation, due to e.g. a significant increase of manufacturing capacity to meet
the demands of patients in the EU or other circumstances related to the COVID-19
pandemic, are invited to contact the competent authorities and to present an adapted
control scheme based on a risk-based approach. This request should be submitted as
a variation in accordance with Commission Regulation (EC) No 1234/2008.

Other changes to the quality requirements foreseen in the marketing authorisations
should also be processed in accordance with the Commission Regulation (EC)
No 1234/2008.

To permit prompt assessment of these variation applications, applicants are
requested to identify any such communication with the subject “CONCERNS
COVID-19” next to the procedure number in the email heading.

PHARMACOVIGILANCE, INCL. ADVERSE REACTIONS REPORTING

4.1. s there any impact on reporting into EudraVigilance of Individual Case
Safety Reports (ICSRs)?

According to Article 107 of Directive 2001/83/EC, MAHs shall submit
electronically to the Eudravigilance database all serious suspected adverse reactions
that occur in the Union and in third countries within 15 days following the day on
which the MAH gained knowledge of the event. All non-serious suspected adverse
reactions that occur in the Union shall be submitted within 90 days.

This includes adverse reactions that result from use outside the terms of the
marketing authorisation (off-label use).

During the current pandemic the reporting of adverse events related to the
widespread use of medicinal products for the treatment or prevention of the
pathogen causing the pandemic may increase. At the same time, there is a risk that
during a pandemic workforces in industry may be reduced due to high employee
absenteeism.

These exceptional circumstances may force companies to activate business
continuity plans and prioritise activities. Therefore, in case MAHSs are for justified
reasons relating to the pandemic unable to continue standard reporting operations,
they should temporarily — until the pandemic is resolved — prioritise the reporting
obligations as follows:

e Submission of serious ICSRs associated with medicinal products used for

the treatment or prevention of the pathogen causing the pandemic;
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e Submission of other serious ICSRs;

e Submission of non-serious ICSRs associated with medicinal products used
for the treatment or prevention of the pathogen causing the pandemic;

e Submission of other non-serious ICSRs.

While in the present exceptional circumstances, some MAHs may have
understandable difficulties complying with the relevant deadlines, it is essential that
MAMHSs report all serious ICSRs within the 15 days set out in Directive 2001/83/EC.
Where MAHs make use of prioritisation, they shall put a note in the
pharmacovigilance system master file recording such practice.

For reports originating from compassionate use or named patient use, marketing
authorisation holders should continue to follow the guidance in GVP Module VI
Section VI.C.1.2.2.

5. PRODUCT INFORMATION AND LABELLING

5.1. Is there any flexibility in the labelling and packaging requirements to
facilitate the movement of medicinal products within the EU?

It is necessary to facilitate the movement of medicinal products within the EU so
that they can be made available in the Member States where are needed the most. In
the current exceptional circumstances, the regulatory flexibilities foreseen in the
Directive 2001/83/EC should be fully utilised. Under Article 63(3) of Directive
2001/83/EC Member States may grant full or partial exemptions to certain labelling
and packaging requirements to address severe problems in respect of the availability
of medicinal products.

During the COVID-19 pandemic, Member States may therefore accept that the
product information of products marketed in their territory may not be translated
into the relevant official language if there are severe problems of availability of that
medicinal product in the Member State.

In these exceptional circumstances, it may moreover be accepted that national
specific information does not appear in the packaging/labelling, or that the
presentation differs from the presentations authorised in the Member State where
the product is marketed.

During the COVID-19 pandemic, the CMDh has agreed to apply the labelling and
packagin% flexibilities above-referred crucial medicines for use in COVID-19
patients.

MAHSs are required to notify the relevant national competent authorities in advance
and should also provide a link to a website where the product information in the
relevant official language may be obtained. Further guidance on specific national
requirements/procedures will be developed by CMDh.

12 When in doubt whether a given medicinal product is a crucial medicine for treatment of COVID-19
patients, the MAH may contact the relevant competent authorities (EMA should be contacted for
centralised marketing authorisations).
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6.

[NEW] ADDITIONAL TEMPORARY GMP AND GDP FLEXIBILITY
6.1. Introduction

To help manufacturers and distributors of pharmaceutical products to cope with the
consequences of the pandemic and ensure availability of medicinal products to
respond to increased demand, following provisions have been made to allow for
some extraordinary GMP and GDP flexibility.

In case national legislation in EEA member states already provides legal tools for
such extraordinary situations, these national tools need to be triggered before
applying parts of the proposed measures.

Member States are encouraged to facilitate appropriate implementation of this
harmonised guidance in order to minimise the disruption of manufacturing and
supply of crucial medicines in EEA during the public health crisis.

At the same time, holders of marketing authorisations, manufacturing and import or
wholesale distribution authorisations need to take into account that national
legislation and derogations cannot be superseded.

The potential implication of simultaneous use of multiple regulatory/GMP
flexibilities should be appropriately assessed as part of a comprehensive risk
management process.

GMP Flexibilities

6.2. When new lines or re-purposed facilities are to be used to ensure
continuous availability of crucial medicines for treatment of COVID-19
patients (e.g. through use of ECMP), is it possible to:

i.  Introduce premises and/or equipment into use following limited prospective
qualification?

Yes, when relocation or extension of production is deemed necessary to ensure
continuous availability of these crucial medicines it may be possible that the
premises and/or equipment could be introduced into use following limited
prospective qualification, providing that:

e Formal application of Quality Risk Management is used to determine the
required scope and extent of the limited prospective qualification in order to
proceed to the next level of qualification/validation.

e Additional risk mitigation measures are adopted, as required, to verify
acceptable ongoing performance and ensure product quality.

e All decisions are documented within the pharmaceutical quality system
(PQS) and approved by authorised personnel, including the Qualified
Person.

e Regular qualification tasks are resumed as soon as COVID-19 restrictions
are lifted.
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e The results of the limited prospective qualification together with the
experience from usage of the premises / equipment is reviewed against
routine qualification expectations and a programme put in place to address
any gaps identified.

ii.  perform concurrent validation of a manufacturing process?

Yes, for crucial medicines for treatment of COVID-19 patients and where delay in
supply may affect those treatment , it is acceptable to conduct process validation
concurrently rather than prospectively.

The use of a concurrent validation approach according to the provisions given in
Annex 15" should be documented within the pharmaceutical quality system (PQS)
and approved by authorised personnel including the QP. It should also be supported
by application of quality risk management principles using an appropriate approach
such as described in ICH Q9 within Part 111 of the GMP Guide™.

Where a concurrent process validation approach is employed, there should be
sufficient data to support a conclusion that any given batch of product is uniform
and meets the defined acceptance criteria.

All related equipment and testing methods should be appropriately qualified and
validated prior to commencing concurrent process validation.

For sterile medicinal products, the processes that assure sterility must be
prospectively validated. This would include any sterilisation process for a terminally
sterilised product, sterilisation of equipment used in aseptic processing and
completion of aseptic process simulations for an aseptically produced medicine.

The manufacturing process and quality control requirements for the medicinal
product must reflect the details as approved under the Marketing Authorisation.
Without prejudice to any flexibilities available through the exceptional change
management process (ref Q&A 2.1), any changes to the manufacturing process itself
or the quality requirements (ref Q&A 3.1) must be approved in advance through the
existing variation process under Commission Regulation (EC) No 1234/2008.

6.3. Is it possible to implement temporary changes to certain scheduled
quality related tasks in order to free resources for ensuring continued
supply of crucial medicines used for treatment of patients infected with
Covid-19?

Yes, where necessary temporary changes in elements of the quality system may be
introduced to enable redirection of resources to focus on supply of crucial

13

14

15

https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-4/2015-10_annex15.pdf

ICH Q9 specifically provides guidance on the principles and some of the tools of quality risk
management that can enable more effective and consistent risk based decisions in the context of the
crisis.

https://www.ema.europa.eu/en/documents/scientific-guideline/international-conference-harmonisation-
technical-requirements-registration-pharmaceuticals-human-use_en-3.pdf
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medicines, provided that the changes do not adversely impact quality, efficacy and
safety of medicinal products manufactured on the site.

Such temporary changes should be managed transparently within the
pharmaceutical quality system (PQS) and documented according to GMP Guideline
Chapter 4.

Quality risk management should be employed using an appropriate approach such
as described in ICH Q9 to assess the impact of the temporary change.

The Qualified Person should be made aware of any planned changes and these
temporary changes cannot be used to facilitate certification of batches affected by
non-compliance with registered specifications.

If appropriately justified, temporary changes could apply to deferral of certain
routine operations such as:

e Maintenance, requalification, revalidation, recalibration,

e Periodic review of PQS documents,

e On sites re-audits of suppliers, and replacement by remote audits,
e Periodic re-trainings,

e Deferral of stability testing, where justified, to focus resources on product
release testing.

6.4. What temporary flexibilities can be employed to address imminent
market shortage of imported medicines, which are crucial for treatment
of COVID-19 patients?

i.  Postponing or waiving the testing in the third country?

In order to make such medicinal products, more rapidly available, it may be justified
for the QP to temporarily postpone or, if necessary waive the testing in the third
country and receive the product under quarantine in the EU without a certificate of
analysis. This should be recorded as a deviation from the normal process. The batch
should be fully tested in the EEA in accordance with the requirements of the
marketing authorisation prior to decision on certification of the batch by the
Qualified Person.

ii.  Postponing certain testing in the EEA?

In certain situations, due to the extraordinary circumstances emerging from the
COVID-19 pandemic, it may be necessary in justified cases to deviate from the
requirement for importation testing in the EEA, prior to QP certification in order to
prevent immediate shortage of crucial medicines for treatment of COVID-19
patients. Where there is imminent shortage, the QP may give consideration to
certification of specified batch(es) of crucial medicines based on testing performed
in a third country where it has been ascertained that:

a) The product has been deemed crucial for treatment of COVID-19 patients
and is in short supply in the EEA market(s). Shortage in supply must be

17





stated/confirmed by the relevant competent authority in the market
concerned,

b) All the batch release tests specified in the marketing authorisation have been
performed at the third country site and the results obtained comply with the
finished product specification;

c) All of the testing in the third country has been conducted in facilities which
have been GMP certified by an EEA supervisory authority or MRA partner;

d) Review of the testing history in the third county laboratory shows results
consistent with the EU test results;

e) Identity testing of all the active substance(s) for each batch as described in
the marketing authorisation, has been carried out in the EEA;

f) For biological products, specialist analyses, notably vaccine inactivation
tests, continue to be performed in the EEA before batch certification;

g) The decision to certify the batch prior to completing full importation testing
in the EEA has been recorded as a deviation in the pharmaceutical quality
system and all supporting rationale for the decision included.

Any tests described in the marketing authorisation which had been postponed,
should be carried out in the EU after certification. The relevant supervisory
authority should be notified immediately if any test results subsequently obtained in
the EEA for a released batch are found to be out-of-specification.

Any decision to postpone importation testing in the EEA should be notified in
advance to the relevant supervisory authority, in order to enable the authority to take
supervisory action, as appropriate.

GDP Flexibility

6.5. Which adaptations to the work of the Responsible Person (RP) are
possible considering travelling, absenteeism and other restrictions arising
from COVID-19 pandemic?

i.  Remote working of the RP

If a regional or national government authority has implemented quarantine
measures such as stay-at-home restrictions for entire regions or the whole country
resulting in cancellation or prohibition of travelling, then remote working of the RP
is permissible, limited to the duration of the restrictions, provided that :

e the RP has timely access to all information necessary to ensure that the
wholesale distributor can demonstrate GDP compliance and that public
service obligations are met.

e the RP can fulfil responsibilities specified in chapter 2.2 EU GDP
Guidelines.

ii.  Delegation of duties and responsibilities of an RP to another RP?

In case of comparable size, structure and complexity of distributor’s activities and
with prior approval by the competent authority, it could be acceptable for a RP
designated by a wholesale distributor to temporarily take over the duties and
responsibilities of another RP designated by a wholesale distributor in:
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e Another branch(es) of the same group / company.
e Another company within the same group of companies.

When temporarily designated to the role, the RP should fulfil his responsibilities of
the role personally. After a risk assessment has been performed to determine that the
person has the resources and capacity to take on the additional responsibilities, a
written job description should define those responsibilities and the authority to make
decisions relevant to the role, in compliance with the principles of and guidelines of
GDP.

iii.  Delegation of duties of an RP to a person who is not a RP

When necessary, it is acceptable for a RP to delegate duties to an appropriately
trained person designated by a wholesale distributor according to paragraph 2.3 of
the GDP Guide. However, responsibilities for the correct execution of the duties
remain with the RP.

iv.  Replacement of the RP at short notice

It is recognised that under exceptional circumstances, like quarantine measures
travel restrictions or longer absence due to sickness, it may become necessary to
replace the RP at short notice. Agreement of the National Competent Authority
should be sought in advance for replacement of the designated RP by an employee
with appropriate competence, experience, knowledge and training in GDP or a third
party RP.

If the newly designated RP within the timeframe of the COVID-19 crisis does not
meet all the qualifications and conditions provided for by the legislation of the
Member State concerned, the RP should at least have appropriate competence and
experience as well as knowledge of and training in GDP to fulfil all delegated
responsibilities.

Prior notification of the supervisory authority is necessary.

In all cases, the RP should have appropriate knowledge about the QMS of the new
company.

It is stressed that the obligations/responsibilities of the RP remain unchanged.

6.6. Is it possible to use new equipment or newly authorised premises for
storage and distribution of medicinal products with limited prospective
qualification?

Yes, when relocation of medicines is necessary to meet demand within the
timeframe of COVID-19 pandemic, new equipment or re-purposed equipment may
be used with limited prospective qualification to allow it to be used as soon as
possible.

Where prospective validation has been limited for premises and equipment used for
the storage and distribution of medicines then this should be compensated by
employing sufficient ongoing monitoring such that there is evidence that medicines
are stored and transported under the required conditions. The principles of Quality
Risk Management as per Chapter 1.5 of the EU GDP guidelines should be employed
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to determine the extent of ongoing monitoring required and the approach should be
approved by the RP.

Special attention should be paid to equipment and premises used for the storage and
distribution of products with specific handling instruction or storage conditions.

Agreement of the National Competent Authority should be sought before using any
new premises for wholesaling activities.

The full qualification and validation should be completed without delay following
this period.

6.7. Can | introduce planned deviations from normal practice (temporary
change controls) in the context of the COVID-19 pandemic?

Yes, when documented within the quality system, approved by the RP and assessed
on a case by case basis in accordance with a quality risk management process as per
Chapter 1.5 of the EU GDP Guidelines, temporary flexibility can be introduced as
follows:

i. Documentation

The timeframe for the performance of routine Standard Operating Procedure (SOP)
reviews can be extended during the period of the pandemic.

ii.  Audits and internal audits

Where on-site audits of contract acceptors are not possible, the RP can rely on
paper-based audits also and take into consideration the results of inspections or
audits performed by third parties.

Remote audits should provide confidence that the contracted party is fit-for-purpose
and will not negatively affect the wholesale distribution process.

The internal audit (self-inspections) schedule can be adapted, where necessary and
under quality risk management, in order to free personnel for tasks deemed critical
during the period of the pandemic crisis.

However, each situation should be assessed, documented and authorised on a risk
based approach.

iii.  Non-conformities and CAPA management

Following a risk assessment approved by the RP to determine the impact of a
deviation or non-conformity, the implementation of CAPAs to address a deviation
determined to have low risk to product quality or wholesaling activities, can be
deferred. Investigations into events classified as ‘minor’ can also be deferred
provided that the deferrals are tracked and resumed once pandemic restrictions are
lifted.

The issuing of change management documentation in relation to CAPA
implementation can be postponed in order to facilitate a faster and more flexible
change management process, however, the approval of the change should be
recorded. Remaining change management documentation should be completed
retrospectively.
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iv.  Training

The company’s training plan may be adapted with respect to routine retraining of
experienced personnel to reflect prioritised needs during the period of the pandemic
crisis.

Training of new and recently hired personnel should be conducted and special
emphasis should be given to any current atypical working conditions.

The principles of quality risk management should be applied in determining
appropriate prioritisation of training needs to ensure competence of the personnel
with respect to the duties assigned to them.

B. ADDITIONAL INFORMATION

The websites of the Commission (https://ec.europa.eu/health/human-use_en) and of the
EMA (https://www.ema.europa.eu/en/human-regulatory/overview/public-health-
threats/coronavirus-disease-covid-19) provide additional information. For products
authorised in decentralised or mutual recognition procedures, additional information will
be provided through the websites of the Coordination Group. These pages will be
updated with further information, where necessary.

European Commission Heads of Medicines Agencies  European Medicines Agency
Directorate-General Health and Food
Safety
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The European Medicines Agency (EMA), Good Clinical Practice (GCP) Inspectors
Working Group (GCP IWG), the Clinical Trials Facilitation and Coordination Group
(CTEG, a working group of the Heads of Medicines Agency (HMA), the Clinical Trials
Expert Group (CTEG, a working group of the European Commission representing Ethics
Committees and National Competent Authorities (NCA)) and the European Commission
(EC) acknowledge the impact of COVID-19 on the health system and broader society,
and the impact it may have on clinical trials and trial participants®. Extraordinary
measures may need to be implemented and trials adjusted due, among others, to trial
participants being in self-isolation/quarantine, limited access to public places (including
hospitals) due to the risk of spreading infection, and health care professionals being
committed to critical tasks.

The COVID-19 pandemic is rapidly escalating putting national health care systems under
continuously increasing pressure. In some Member States the capacity of the health-care
system has already reached its limits. Against this background, pragmatic and
harmonised actions are required to ensure the necessary flexibility and procedural
simplifications needed to maintain the integrity of the trials, to ensure the rights, safety
and wellbeing of trial participants and the safety of clinical trial staff during this global
public health crisis. The points mentioned below are intended to provide guidance and
clarity for all parties involved in clinical trials during this time. It should be noted that
the simplification measures proposed in this document will only last during the
current public health crisis until the revocation of this Guidance, when there is a
consensus that the period of the COVID-19 outbreak in the EU/EEA, has passed.

Sponsors? and investigators should note that due to the rapidly evolving situation further
updates to this guidance are possible and likely.

Member States are encouraged to implement the harmonised guidance to the
maximum possible extent to mitigate and slow down the disruption of clinical
research in Europe during the public health crisis. At the same time, sponsors and
investigators need to take into account that national legislation and derogations
cannot be superseded. Member States shall complement this guidance to create
additional clarity on specific national legal requirements and derogations to them?,

This document sets out to include most of the current guidance across Member States
with the aim of serving as a harmonised EU-level set of recommendations. Hence, this
guidance was drafted and supported by the CTEG, EMA, the CTFG of the HMA and the
GCP IWG coordinated by the EMA. Commissioner Kyriakides shared this guidance with
the Health Ministers and no Member State has raised any concern with this guidance in
the videoconference of Ministers of Health of 27 April 2020.

1The word "trial participant" is used in this text as a synonym for the term “subject”, defined in Directive 2001/20/EC
as “an individual who participates in a clinical trial as a recipient of the investigational medicinal product or a control”.
2Sponsors should be read in this context as ”sponsor and/or CRO”.

3Links to national guidance documents are collected here:
https://www.hma.eu/fileadmin/dateien/Human_Medicines/01-

About HMA/Working_Groups/CTFG/2020 03 CTFG_Link_to_National_guidance_on_CT_managmant
during_the COVID-19_pandemia.pdf




https://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/2020_03_CTFG_Link_to_National_guidance_on_CT_managmant_during_the_COVID-19_pandemia.pdf
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1. INTRODUCTION

Various challenges exist which result in restrictions of visits to healthcare facilities,
increased demands on the health service and changes to trial staff availability. Trial
participants may also be required to self-isolate, which can make it difficult for
investigators to maintain their medical oversight. These challenges could have an impact
on the conduct of trials, such as the completion of trial assessments, completion of trial
visits and the provision of Investigational Medicinal Products (IMPs).

The impact of COVID-19 on ongoing trials, on opening new trial sites in an existing
trial, on ongoing recruitment and continued involvement of participants in the trial, or on
starting of new trials needs to be considered. This evaluation should take into account
national recommendations and measures including travel restrictions and confinements of
trial participants and trial staff and the availability of trial staff to perform visits, enter
data in the Case Report Form (CRF), notify serious adverse events and, more generally,
follow the protocol. The ability to confirm eligibility and to conduct key safety
assessments and trial evaluations is of particular importance.

Actions should be proportionate and based on benefit-risk considerations, on contingency
provisions taken nationally and locally by the authorities, with priority given to the
impact on the health and safety of the trial participant. Where a trial participant is unable
to attend the site, other measures, such as home nursing, if possible given social
distancing needs, or contact via phone or telemedicine, may be required to identify
adverse events and ensure continuous medical care and oversight. However, the
limitations and risks of such methods and the requirements for data protection should be
taken into account and such alternative arrangements need to be adequately documented.

The International Committee of Medical Journal Editors has made clear that in the event
of public health emergencies, information with immediate public health implications
should be disseminated without concern that this will preclude subsequent consideration
for publication in a journal.*

2. INITIATING NEW TRIALS

The feasibility and immediate necessity of starting a new clinical trial should be critically
assessed by sponsors, in close collaboration with other relevant parties, in particular the
investigators. Additional risks to trial participants should be addressed in the benefit-risk
section of the protocol along with risk mitigation measures (see chapter 5).

3.  CHANGES TO ONGOING TRIALS

Sponsors should consider in their risk assessment whether the following measures could
be the most appropriate during COVID-19. Measures should generally be agreed with
investigators and could be:

4 http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/overlapping-publications.html
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Conversion of physical visits into phone or video visits, postponement or
complete cancellation of visits to ensure that only strictly necessary visits are
performed at sites;

A temporary halt of the trial at some or all trial sites;

Interruption or slowing down of recruitment of new trial participants — the
feasibility of including new trial participants in an ongoing trial needs to be
critically assessed:;

Extension of the duration of the trial;
Postponement of trials or of activation of sites that have not yet been initiated,

Closing of sites. In case it is not feasible for a site to continue participation at all,
the sponsor should consider if the trial site should be closed and how this can be
done without compromising the rights, safety and well-being of trial participants
and data validity;

If unavoidable (it should be justified that this is a truly exceptional situation based
on the personal benefit-risk ratio for the individual trial participant), transfer of
trial participants to investigational sites away from risk zones, or closer to their
home, to sites already participating in the trial, or new ones, could occur.
Initiation of new trial sites is generally not expected in the current situation unless
no other solution exists for the trial participant. If there is an urgent need to open
a new trial site for critical trial visits, for example outside the hospital, this may
be implemented as an urgent safety measure (USM) first, followed later by a
substantial amendment (SA) application (see below in chapter 6) for the approval
and initiation of this additional site. In such cases, it is important that trial
participants as well as investigators (both receiving and sending) are in agreement
about the transfer, that the receiving site has the possibility to access previously
collected information/collected data (including necessary medical records) for the
trial participant and that any eCRF can be adjusted accordingly to allow the
receiving site to enter new data. The impact on trial participants should be
considered and arrangements made such as providing adequate transportation;

There may be a need for critical laboratory tests, imaging or other diagnostic tests
to be performed, (e.g. blood cell count, liver function test, X-ray, CT, MRI,
ultrasonography, ECG etc.), e.g. for trial participant safety or the integrity of the
trial. In case the trial participant cannot reach the site to have these performed, it
is acceptable that laboratory, imaging or other diagnostic tests are done at a local
laboratory or relevant clinical facility authorised/certified (as legally required
nationally) to perform such tests routinely, if this can be done within local
restrictions on social distancing. The sites should inform the sponsor about such
cases. Local analysis can be used for safety decisions.

If this is a trial endpoint and biological samples cannot be shipped to the central
laboratory, analysis should be performed locally and then explained with detailed
justification, assessed and reported in the clinical study report following ICH E3.
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In these cases, it is important that the sponsor is given access to the normal ranges
and certification information of any additional laboratory used in order to support
the use and evaluation of results.

The changes above may also be initiated by the investigator sites contacting the sponsor.
There might also be cases where the current principal investigator (Pl) of a site is
indisposed for a period and may need to delegate parts of his/her duties temporarily to
e.g. a sub-investigator. Any permanent changes in Pl should be submitted to the NCA
and/or Ethics Committees (in line with chapter 6).

When changes in ongoing trials are considered, the overall well-being and best interests
of the trial participants have to be prioritised, for example in trials for patients with life-
threatening or severely debilitating conditions, when trial participants need to stay on
trial treatment. When a trial is halted, even if temporarily only, this can potentially
compromise the overall well-being and best interest of trial participants. All measures
need to be considered and taken to avoid this.

Changes should be well balanced and proportionate, taking into account in particular the
legitimate interest of trial sites in avoiding further burden in terms of time and staffing
during the COVID-19 pandemic. Alternative arrangements, consistent with the protocol
to the extent possible, should be fully documented with a well-reasoned rationale as to
how they will ensure trial participant safety, data integrity and protection of personal
data.

Please note that prospective protocol waivers remain unacceptable and that potential trial
participants should not be included in trials without proper eligibility assessment,
including performance of planned tests, and written informed consent according to
national laws and regulations.

Compliance with the trial protocol should be ensured to such an extent that an ongoing
benefit-risk assessment for the clinical trial and its participants is still possible. The
impact of protocol changes on clinical data interpretability needs to be properly assessed
by the sponsor and the overall evidence generation package could be subsequently
discussed within scientific advice with regulatory authorities. A relevant guidance on the
implications of Coronavirus disease (COVID-19) on methodological aspects of ongoing
clinical trials by the CHMP Biostatistics Working Party was published on 25 March
2020°.

5 https://www.ema.europa.eu/en/implications-coronavirus-disease-covid-19-methodological-aspects-ongoing-clinical-
trials
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4. SAFETY REPORTING

Sponsors are expected to continue safety reporting in adherence to EU and national legal
frameworks (Directive 2001/20/EC®; CT-37). When per protocol physical visits are
reduced or postponed, it is important that the investigators continue collecting adverse
events from the trial participant through alternative means, e.g. by phone calls or
telemedicine visits, as appropriate.

5. RISK ASSESSMENT

The safety of the trial participants is of primary importance, and risks of involvement in
the trial, in particular with added challenges due to COVID-19, should be weighed
against anticipated benefit for the trial participants and society (ref: principle 2.2 of ICH
GCP).

All decisions to adjust clinical trial conduct should be based on a risk assessment by the
sponsor (ICH GCP section 5.0). It is expected that the sponsor performs a risk
assessment of each individual ongoing trial and the investigator of each individual trial
participant and implement measures, which prioritise trial participant safety and data
validity. In case these two conflict, trial participant safety always prevails.

These risk assessments should be based on relevant parties’ input and should be
documented on an ongoing basis. It is important that sponsors in their risk assessment
consider prioritisation of critical tasks in the clinical trial and how these are best
maintained.

The sponsor should reassess risks as the situation develops. This reassessment should
also be documented as part of the sponsor's trial master file.

It is possible that, with the escalation of the pandemic, local circumstances lead to a local
change in risk assessment, therefore the need to implement additional measures may
arise, and an investigator-driven risk assessment might be necessary. This assessment
should be documented in the investigator’s site master file and communicated to the
sponsor.

The potential impact of COVID-19 on trial participants who may be determined as being
part of a-risk group for COVID-19 or who are in trials involving treatments, which may
increase such risks, should be carefully considered when deciding to start or continue
such clinical trials.

6 Directive 2001/20/EC (OJ L 121, 1.5.2001) https://ec.europa.eu/health/documents/eudralex/vol-10_en
7 Communication from the Commission ('CT-3'; 2011/C 172/01) https://ec.europa.eu/health/documents/eudralex/vol-
10_en
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6. COMMUNICATION WITH AUTHORITIES

Priority is given to any (new) clinical trial application for the treatment or prevention of
COVID-19 infection, and/or substantial amendment applications to existing clinical trials
necessary as a result of COVID-19.

For ongoing trials, the guidance given by EC CT-18 on substantial amendments remains
applicable. A single submission by the same sponsor with the list of concerned trials and
an aggregated list of changes is acceptable and encouraged in case of substantial
amendments as well as of urgent safety measures.

Two important aspects need to be taken into account:

1) It is up to the sponsor to assess whether an amendment is to be regarded as
‘substantial’. A change is substantial when it has a potential impact on the safety
or physical or mental integrity of the clinical trial participant, or on the scientific
value of the trial (CT-1 section 3.3, CT-2 section 5°%). Substantial amendments
relate to amendments of documents/information that are part of the clinical trial
application dossier.

2) Submission of information is only obligatory if the amendment is a substantial
amendment. Directive 2001/20/EC does not require notification, or immediate
submission of information on non-substantial amendments. In other words, the
only communication mechanism of substantial changes to information in the
protocol or clinical trial dossier is through the submission of a substantial
amendment. Non-substantial amendments, or changes that do not relate to
information submitted in the clinical trial application dossier should be recorded
in the documentation when it is subsequently submitted, for example in the
subsequent submission of a substantial amendment (CT-1 section 3.1).

In case the risk assessment leads to actions that affect the trial as described below in a),
b), and c), the relevant NCA and/or Ethics Committees must be informed in accordance
with Directive 2001/20/EC and national laws:

a) It is possible that urgent actions are required by the sponsor and investigator to
protect the trial participants against immediate hazard. These urgent safety
measures do not need prior notification. Due to specific local or national
circumstances related to the COVID-19 Pandemic, submission to the relevant
authorities could take longer than usual, but the information needs to be provided
to the NCA and the Ethics Committee as soon as possible (CT-1, Art 3.9). The
sponsor needs to document the justification for this delay in the trial master file.
In communication with authorities, the sponsor is expected to provide adequate
information on the cause, measures taken and the plan for further actions.

b) If changes, which are substantial amendments, do not require immediate action
from the sponsor or investigator, these should be submitted as substantial
amendment applications. Sponsors are encouraged to take into account the limited
capacity of regulatory authority assessors and Ethics Committees, and submit
only high quality, complete applications containing only the necessary changes.

8Communication from the Commission - ('CT-1) (2010/C 82/01) https://eur-lex.europa.eu/legal-
content/EN/TXT/?uri=CELEX:52010XC0330(01)
Detailed guidance from the Commission (’CT-2") (2006)

https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/12 ec _quideline 20060216 en.pdf
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Over-reporting should be avoided (Art. 11b of Directive 2001/20/EC; CT-1
article 3.9).

c) Certain procedural or other changes might become necessary to address global
or local consequences of the pandemic (e.g. related to social distancing or to
avoid unnecessary strain on health care professionals). If these changes are
justifiable, COVID-19 related changes, not related to trial participants’ safety and
do not have a serious effect on the benefit-risk balance for the trial participants
and the scientific value of the trial, they can be notified as soon as possible taking
into account national and local circumstances. In these cases, sponsors are
expected to submit to the relevant NCA and Ethics Committee the list of all
changes with appropriate risk assessment and justification as well as follow-up
actions when necessary. Cumulative changes must not have a negative impact on
trial participants’ safety and/or on the integrity of the trial. Relevant protocol

deviations are sufficient to be recorded according to chapter 13.

The sponsor is expected to maintain appropriate records, in a timely manner, of all
changes described in the chapter above in the trial master file.

Communication should be clearly marked with ’"COVID-19’ in the subject field.

The following table provides a non-exhaustive list of examples for the classification of
different mitigating measures — more information on specific approaches can be found in
the chapters 3, 9 and 11 below, and/or in the national recommendations, where

applicable.

Urgent safety measures (a)

(in light of the conditions described
above)

Substantial amendments (b)

(in light of the conditions described
above)

Other measures (c)

(in light of the conditions described
above)

Temporary halt due to shortage of
trial medication

Temporary halting of a trial, when it
is not linked to the safety of trial
participants

Direct distribution of IMP to trial
participants/carer home or residence
by a distributor in case of
exceptional emergency situations
(please refer to chapter 9 for more
detail)

Direct distribution of IMP to trial
participants/carer home or residence
by a distributor (please refer to
chapter 9)

Testing is performed in local
laboratories instead of at the trial
site

Introducing remote SDV  (in

exceptional cases, see chapter 11)

Transfer of trial participants to
another trial site, but treatment is
continued

Temporary de-activation of the trial
site with  discontinuation  of
treatment






Changes to the as per protocol
informed consent process

Opening of new trial sites or
relocation to existing trial sites to
accommodate for the transfer of
existing trial participants in case of
emergency situations

Supplying trial participants with
larger amounts of IMP under the
supervision of the investigator

7. AGREEMENT WITH AND COMMUNICATION BETWEEN SPONSORS, TRIAL SITES AND
TRIAL PARTICIPANTS

Changes to trial conduct initiated by the sponsor should be agreed with and
communicated clearly to investigators. To support implementation by sites, it is
important that changes and local implications are made clear, e.g. by marking changed
documents with track changes or providing summary of changes. Agreements may be
documented as e-mail exchange.

Vice versa, investigators may initiate changes to trial conduct as urgent safety measures.
These should be reported as soon as possible by the investigator to the sponsor as well as
by the latter to the competent authorities and ethics committees, in line with the
principles described in chapter 6.

In addition, trial participants should be informed by the investigator, in a timely manner,
about changes in the conduct of the clinical trial relevant to them (e.g. cancellation of
visits, change in laboratory testing, delivery of IMP).

8. CHANGES TO INFORMED CONSENT

Unless linked to the implementation of urgent safety measures, changes in informed
consent procedures will need to be reviewed and approved by the relevant ethics
committee in advance.

The informed consent procedure in all trials needs to remain compliant with the trial
protocol as well as with EU and national legal framework. It is acknowledged that
national provisions and approaches differ.

Sponsors should be mindful of the current pressure on the medical profession and should
carefully assess the pertinence of enrolling new trial participants in ongoing clinical
trials. Absolute priority should be given to clinical trials for the prevention or treatment
of COVID-19 and COVID-19-related illnesses, or trials on serious diseases with no
satisfactory treatment option. In case a sponsor plans to initiate a trial aiming to test new
treatments for COVID-19, advice should be sought on alternative procedures to obtain
informed consent, in case the physical consent cannot leave the isolation room, and
therefore is not appropriate as trial documentation.
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However, the following specific aspects should be taken into account with trials
involving COVID-19 patients:

e If written consent by the trial participant is not possible (for example because of
physical isolation due to COVID-19 infection), consent could be given orally by
the trial participant (Art 2(j) of Directive 2001/20/EC) in the presence of an
impartial witness. In such cases, the witness is required to sign and date the
informed consent form and the investigator is expected to record how the
impartial witness was selected.

e In addition, it could be considered that the trial participant and the person
obtaining consent sign and date separate informed consent forms.

In either case, all relevant records should be archived in the investigator's site
master file. A correctly signed and dated informed consent form should be
obtained from the trial participant later, as soon as possible.

e Where potential COVID-19 trial participants are incapacitated adults not able to
give informed legal consent due to the severity of their medical condition, or
when minors are included, consent has to be obtained from the legal
representative(s) according to Articles 4 and 5 of Directive 2001/20/EC or
according to national rules.

e In case of acute life-threatening situations, where it is not possible within the
therapeutic window to obtain prior informed consent from the trial participant (or
her/his legal representatives(s)), informed consent will need to be acquired later,
when this is allowed by national legislation. In these cases, the investigator is
expected to record why it was not possible to obtain consent from the trial
participant prior to enrolment.

There may be a need to re-consent already included trial participants. However, it should
be avoided that trial participants visit trial sites for the sole purpose of obtaining re-
consent. If re-consent is necessary for the implementation of new urgent changes in
trial conduct (mainly expected for reasons related to COVID-19 or important safety
issues for other trials), alternative ways of obtaining such re-consent should be
considered during the pandemic. These could comprise contacting the trial participants
via phone or video-calls and obtaining oral consents, to be documented in the trial
participants' medical records, supplemented with e-mail confirmation. Approved updated
patient information sheet and consent form should be provided to trial participants by the
investigator by e-mail, mail or courier before re-consent is obtained. Any consent
obtained this way should be documented and confirmed by way of normal consent
procedures at the earliest opportunity when the trial participants are back at the regular
sites.

Any validated and secure electronic system already used in the trial in the particular
member state for obtaining informed consent can be used as per usual practice and if in
compliance with national legislation.
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9. CHANGES IN THE DISTRIBUTION OF THE INVESTIGATIONAL MEDICINAL PRODUCTS

The recommendations in this section of the guidance also apply to "non-investigational
medicinal products” (NIMP) and other products or devices normally provided to the trial
participants during on-site trial visits, as defined in the protocol.

Changes in the distribution of the investigational medicinal products (IMP) may be
necessary to prevent avoidable visits to sites and to provide the trial participants with
needed treatments. Sponsors must assess the risks relating to the product and consider
any alternative shipping and storage arrangements.

Such measures raise various practical considerations, including whether the IMP is
appropriate for administration and general storage at the trial participant’s home, how the
stability of the product will be maintained during transit (especially for a cold chain
product), how safe custody of products will be ensured and how IMP accountability and
the evaluation of compliance to treatment (as defined in the protocol) will be managed.

The overriding objective of all changes in distribution is to provide trial participants with
the IMP as needed according to the trial protocol and to avoid treatment interruptions, in
order to maintain a positive benefit-risk balance and to protect the rights, safety and well-
being of trial participants as well as the integrity of the data collected during the clinical
trial. The continuation of treatment should be under adequate supervision of the
responsible investigator.

Changes in distribution of IMP may include the following:

e Provided that such measures do not create shortages of marketed medicinal
products:

0 Larger amounts of IMP than normally foreseen can be provided to the trial
participant. This is to sustain the trial participant for a longer period and
thereby avoid non-critical visits by the trial participant to the investigator
site.

o Itis recommended for all IMPs and non-IMPs in clinical trials that
appropriate stock is maintained to ensure treatment in case of distribution
failure.

e In case of urgent shortage of IMP at some sites or transfer of trial participants
from one clinical trial site to another site, there might be a need to potentially re-
distribute the IMP between sites in accordance with GMP annex 13 (section 47).
This should only be considered in cases where a direct distribution of the IMP to
a trial site by the usual distributor is not possible or in the exceptional
circumstance where a trial participant is transferred from one site to another.
Sponsors should assess whether sites can handle and control such a re-distribution
process, especially in case of restricted conditions for storage such as the need for
specific conditions other than room temperature (e.g. -20°C, +2-8°C).

e Re-distribution should follow a written procedure established in cooperation with
the Qualified Person or the person responsible for distribution of the IMP, and
sites should be provided with enough information to ensure that the process can
be performed securely. Appropriate associated records should be included in the
transfer and retained. Adequate documentation of the transfer needs to be
included in the investigators’ and the sponsor’s trial master file.
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In line with the reduction of physical site visits, we foresee that there will be a
need for delivery of the IMP directly to trial participants’ homes during the
COVID-19 pandemic to avoid that the trial participant has to reach the site with
the consequent risk of spreading/acquiring infection. The following should be
considered for the direct shipment of IMP to trial participants:

(0]

It should also be determined whether further education or training of the trial
participants will be necessary for IMP receipt, handling and self-
administration. Written information on the dose regimen needs to be
provided to trial participants along with contact information to site for any
questions they may have. The same contact should be used for trial
participant to inform the investigator if there is any damage to the IMP
packaging, containers or the IMP itself.

The delivery should be done from trial sites (hospital pharmacies as
applicable) to trial participants. The sponsor should bear the cost of the
shipment and should provide logistical assistance to the trial site if needed,
for instance for the selection of an appropriate courier or transporter.

If, due to the COVID-19 pandemic, a trial site is not able to handle the
additional burden of IMP shipment to trial participants, the IMP may as an
exception be shipped to the trial participants by a distributor'® independent
from and acting on behalf of the sponsor in line with national law or
temporary national emergency measurestt. The following then applies:

= |IMP shipment to the trial participants should be described in a contract
between the sponsor and the distributor. The contract should identify
all involved investigators/ trial sites. The contract should set out what
documents or other materials are permitted to be supplied to the site.
The contract and procedures involved should be documented in the
sponsor trial master file.

= The IMP may only be dispatched to trial participants after agreement
with the investigator and on the basis of the investigator’s
prescription. The agreement and the procedure should be recorded in
the investigator site file;

= The investigator should explain the process to the trial participant or
carer orally and should obtain her/his oral consent before agreeing
with the sponsor, including for the investigator to provide the trial
participant’s name, address and contact details (phone and or e-mail)
to the distributor. When possible, consent should be confirmed in
writing by e-mail, mail or letter sent via a courier. The oral or written
consent should be documented in the trial participant's medical
records;

A distributor is a third party located in the EU/EEA contracted by the sponsor to store the IMP and distribute it to the
trial sites and, in the current exceptional circumstances, to the home of the trial participant.

UThe provision of IMP directly from an independent distributor to participants under specific conditions was shared
with the health ministers and no concern was raised in the videoconference of Ministers of Health of 27 April 2020.
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= The distributor should not store the personal data of the trial
participant for a longer period than is required for the purpose of
dispatching the IMP (should be destroyed as soon as no longer needed
and in no case longer that the duration of the public health crisis) and
should only use this information for the purpose of making the
IMP deliveries during the period of the pandemic. It should not be
used for any other purpose or disclosed to a third party for another
purpose, other than monitors, auditors or inspectors verifying the
conduct of the trial. This should be set out in the contract between the
sponsor and distributor.

= The trial participants’ names, address and contact details should never
be provided to the sponsor, and the distributor should not have access
to the trial participants' health information.

0 The organisational measures agreed between the sponsor and the contracted
distributor should protect blinding and ensure compliance with the
randomisation.

o Dedicated couriers should be contracted for IMP shipment with procedures in
place. These procedures should ensure timely delivery directly to the trial
participant or her/his designated caregiver to avoid that e.g. the IMP is handed
over to the neighbour etc. The investigator should receive confirmation of all
deliveries by the courier and confirm the receipt with the trial
participant/caregiver by e.g. phone-call or e-mail. The investigator is
responsible for proper IMP administration.

0 The shipment should be done under conditions that safeguard the integrity of
the IMP, whether physically or with regards to temperature. Temperature
records should be maintained during shipment for temperature-sensitive
products. The investigator should be immediately informed in case the
temperature departs from the specified conditions and should advise the trial
participant at the earliest on the possibility to use or not the IMP, after
consultation with the sponsor.

0 The courier should be informed of, and commit to, the shipment conditions
(in particular regarding temperature) and maximum duration.

o Procedures for the accountability of the IMP must be in place (among others
for compliance monitoring). Accountability of the IMP should be maintained.
Clear records of shipment from the trial site or from the distributor should be
kept in the investigator site file, itemising the medication being delivered and
the quantity involved. Documentation of receipt by the trial participant should
be kept. Participants should retain unused IMP and containers and return them
to the investigator when they next have a visit to the investigator site

Changes in IMP distribution are often associated with additional changes (e.g. in the
visits schedule per protocol or replacement of physical visits with virtual ones). Such
changes need to be communicated to regulatory bodies as described in section 6.
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10. CHANGES IN THE DISTRIBUTION OF IN VITRO DIAGNOSTIC AND MEDICAL DEVICES

It is important to ensure the availability of those in vitro diagnostic devices and medical
devices, which are essential for the conduct of the clinical trial (e.g. to allow enrolment,
monitoring trial participants’ safety and treatment efficacy, providing data for trial
endpoints). Therefore, it is recommended that appropriate stock of these devices is
maintained in case of distribution failure, if this can be done without posing any risk to
the treatment of patients outside of the clinical trial under standard medical care. In
addition, changes in the distribution of these devices between trial sites may be
necessary.

11. CHANGES TO MONITORING

Certain sponsor oversight responsibilities, such as monitoring and quality assurance
activities need to be re-assessed and temporarily, alternative proportionate mechanisms
of oversight may be required.

The first priority when considering any change is to protect the rights, safety and well-
being of trial participants.

As part of the risk assessment outlined in chapter 5, a risk-based approach to monitoring
should be taken, focusing on certain sites, certain data points and certain processes that
are critical to ensure the rights, safety and well-being of trial participants and the integrity
of the trial (and trial data). The sponsor should consider the extent and nature of
monitoring that would be eligible in each specific trial under this exceptional situation,
and weigh this against the extra burden that introduction of any alternative measures
would put on site staff and facilities. The monitoring plan should then be revised in
accordance with these considerations, in order to strike an acceptable balance between
appropriate oversight and the capacity of the trial site.

Results of adjusted monitoring/review measures and their impact should be reported to
the sponsor in monitoring reports and in the clinical study report, where applicable.

It is essential that robust follow-up measures are planned and ready to be implemented
when the situation is normalised. This should include increased on-site monitoring for a
period that is sufficient to ensure that the impact of the reduced monitoring can be
rectified, and problems resolved or properly documented. Data subject to remote source
data verification are likely to require re-monitoring, in particular if it was based on
pseudonymised documents, which cannot be considered as source documents, and
considering that remote monitoring is expected to only have focused on the most critical
information.

Adjusting monitoring activities may include a combination of the following:
a) On-site monitoring

Cancelling or postponing of on-site monitoring visits and extending of the period
between monitoring visits are likely to be necessary.

To the extent on-site monitoring remains feasible, it should take into account national,
local and/or organisational social distancing restrictions, the urgency (e.g. source data
verification can often be postponed) and the availability of site staff and should only be
performed as agreed with trial sites.
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Additional measures regarding on-site monitoring may include limited, targeted on-site
monitoring identifying higher risk clinical sites, if not already applicable for the trials of
concern.

The on-site monitoring plan will need to be adapted and alternative measures (like those
outlined in b), c) and d) below) put in place, or relied on to a greater extent if already
present.

b) Centralised monitoring and central review of data collected

Centralised monitoring of data acquired by electronic data capture systems (e.g. eCRFs,
central laboratory or ECG / imaging data, ePROs etc.) that are in place or could be put in
place provides additional monitoring capabilities that can supplement and temporarily
replace on-site monitoring through a remote evaluation of ongoing and/or cumulative
data collected from trial sites, in a timely manner.

c¢) Off-site monitoring

Additional off-site monitoring activities could include phone calls, video visits, e-mails
or other online tools in order to discuss the trial with the investigator and site staff. These
activities could be used to get information on the clinical trial progress, to exchange
information on the resolution of problems, review of procedures, trial participant status
as well as to facilitate remote site selection and investigator training for critical trials.

d) Remote source data verification

Remote source data verification (SDV) will currently only be considered necessary for
very few trials when in line with national law (or temporary national emergency
measures)!? . Remote SDV may be considered only during the public health crisis for
trials involving COVID-19 treatment or prevention or in the final data cleaning steps
before database lock in pivotal trials investigating serious or life-threatening conditions
with no satisfactory treatment option. It should focus on the quality control of critical
data such as primary efficacy data and important safety data. Important secondary
efficacy data may be monitored simultaneously, provided this does not result in a need to
access additional documents and therefore in an increased burden for trial site staff.

The sponsor should determine the extent and nature of remote SDV that they consider
needed for each trial under this exceptional situation and should carefully weigh it
against the extra burden that introduction of any alternative measures would put on site
staff and facilities.

In the case of these very few trials, principal investigators should make their own
determination as to whether or not the situation at their clinical site allows any of the
following options for remote SDV:

o Sharing pseudonymised copies of trial related source documents with the monitor;
this may be done electronically where manageable by the site staff;

o Direct, suitably controlled remote access to trial participants’ electronic medical
records;

12 The provision for source data verification to take place remotely in the case of trials with (1) COVID-19 treatments
and (2) medicines for treatment of serious or life-threatening conditions with no satisfactory treatment option, provided
that certain conditions are met to protect trial participants’ rights was shared with the health ministers and no concern
was raised in the videoconference of Ministers of Health of 27 April 2020.
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o Video review of medical records with clinical site team support, without sending any
copy to the monitor and without the monitor recording images during the review.

For COVID-19 trials starting now, when remote SDV is foreseen, it should be described
in the initial protocol application (and informed consent form). In case of ongoing trials
introduction of remote source data verification should be submitted, in line with national
law or temporary national emergency measures, via a substantial amendment. These
provisions should be in line with the principles of necessity and proportionality and in a
way that protects trial participants’ rights and should not place any disproportionate
burden on site staff as determined by the investigator and trial site staff. Investigators
should not be put under undue pressure to accept remote SDV and should always give
priority to the care to be given to trial participants and other patients.

Refer to Annex 1 for controls that, where applicable, can protect trial participants’ rights
while permitting remote SDV.

12. CHANGES TO AUDITING

In the current situation, on-site audits should, in general, be avoided or postponed. Audits
should only be conducted if permitted under national, local and/or organisational social
distancing restrictions. For critical trials, on-site audits as well as remote audits can be
considered, after agreement with the investigator and if the audits are assessed as
essential, e.g. triggered audits with the purpose of investigating serious deviations from
the trial protocol or from the applicable legislation.

13. PROTOCOL DEVIATIONS

The COVID-19 situation is likely to introduce more protocol deviations than normal. It is
expected that the sponsor manages such protocol deviations in accordance with their
standard procedures. The sponsor should perform an analysis of the number and type of
deviations periodically to assess whether a protocol amendment or other modifications
are needed. A proportionate approach will be taken by the GCP inspectors when such
deviations are reviewed, recognising that the best interest of the trial participants is
maintained, and the trial participants are not put at risk.

An increase in protocol deviations in relation to the COVID-19 situation will not, of
itself, trigger the actions required by ICH GCP section 5.20. Such deviations will need to
be assessed and reported in the clinical study report, following ICH E3.

Please also refer to the guidance on the implications of Coronavirus disease (COVID-19)
on methodological aspects of ongoing clinical trials® by the CHMP Biostatistics Working
Party, published on 25 March 2020.
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14. REIMBURSEMENT OF EXCEPTIONAL EXPENSES

Taking into account this exceptional situation, the implementation of urgent safety
measures may create unplanned expenses. These expenses should be borne by the
sponsor, preferably directly. If expenses nevertheless arise which have to be borne
initially by the trial participants, these should typically be compensated subsequently by
the sponsor via the investigator. If additional financial compensation is provided to
sites/investigators (e.g. to cover the cost of using couriers for IMP delivery), this needs to
be documented and performed according to national legislation. Handling of
reimbursement of such expenses should follow national legislation and/or guidance.

15. INITIATION OF NEW TRIALS AIMING TO TEST NEW TREATMENTS FOR COVID-19

The Member States support the submission of large, multinational trial protocols for the
investigation of new treatments for COVID-19%3,

Sponsors are encouraged to submit such applications for assessment via an accelerated
Voluntary Harmonisation Procedure!* (VHP) when possible. In order for harmonised
review times to be minimised, sponsors should contact the proposed Reference NCA, in
advance, to explore the feasibility of an accelerated VHP (plus) process.

The developers of medicines or vaccines are invited to contact EMA as soon as possible
using the e-mail address 2019-ncov@ema.europa.eu. EMA provides a full fee waiver and
a fast-track procedure for scientific advice®®.

Bhttps://www.ema.europa.eu/en/news/call-pool-research-resources-large-multi-centre-multi-arm-clinical-trials-
generate-sound-evidence

14please note that enclosed procedure is applicable for routine assessments, accelarated assessment of COVID-19 trial
applications is foreseen; https://www.hma.eu/fileadmin/dateien/Human_Medicines/01-
About_ HMA/Working_Groups/CTFG/2016 06 _CTFG_VHP_guidance for_sponsor_v4.pdf

Bhttps://www.ema.europa.eu/en/news/covid-19-developers-medicines-vaccines-benefit-free-scientific-advice
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Annex 1: Protection of trial participants’ rights during remote source data
verification

The implementation of the following controls can help to appropriately protect trial
participants’ rights while permitting remote source data verification (SDV). Remote SDV
will currently only be considered necessary for very few trials, if in line with national law
or temporary national emergency measures. Remote SDV may be considered during the
public health crisis for trials involving COVID-19 treatment or prevention or in the final
data cleaning steps before database lock in pivotal trials investigating serious or life-
threatening conditions with no satisfactory treatment option. It should focus on the
quality control of critical data such as primary efficacy data and important safety data.
Important secondary efficacy data may be monitored simultaneously, provided this does
not result in a need to access additional documents and therefore in an increased burden
for trial site staff.

e Remote SDV of medical records of EU/EEA trial participants may only take
place from a (remote) monitoring location within EU/EEA, without any links to
third countries.

e A documented risk assessment should be performed to establish the risk to the
trial participants and to the trial if SDV cannot be performed in the near future.
Critical data for which SDV needs to be performed should be identified by
the sponsor in a monitoring plan and should be focused on primary efficacy
data and important secondary efficacy data if they are documented on the
same source document and important safety data. It is important to ensure that
only the data that is necessary for this purpose is accessed.

e The sponsor should consult with their data protection officer (DPO) and with the
principal investigator (PI) at each site to establish whether remote SDV would be
allowed, feasible and manageable for this site and what the practicalities could be.

e If the PI/PI’s institution, in consultation with their DPO, confirms their agreement
to the conduct of remote SDV in writing, a substantial amendment should be
submitted to the Ethics Committee and/or NCA where required before
proceeding, with a justification of the urgency of the remote SDV and their risk
assessment.

e Site staff and monitors should be trained on the remote SDV process.

e Site staff should inform each trial participant or designated legal representative
and ensure that they do not object to the remote review of their records for trial
purposes and document this process in the trial participant’s medical records.If a
trial participant objects to remote review of their records, no remote SDV will
occur for that trial participant.

e Performance of remote SDV by the monitor may only occur in locations that
prevent viewing by any unauthorised person, through a secure internet connection
and on a computer appropriately protected against unauthorised access to the
data.
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Monitors should sign a written confidentiality agreement committing to securely
destroy any copy of redacted documents, whether paper or electronic, as soon as
they have been used for source data verification and committing not to make any
copy (or recording in the case of video access) of any non-pseudonymised
document.

If the agreed remote SDV process involves redaction by the site staff
(pseudonymisation) of source records:

o

o

The monitor should provide a written request to the site for the specific
participant’s specific trial records required for SDV.

Site staff should create copies of the requested trial participant’s records,
redact (i.e. pseudonymise and mask any unnecessary private information
unrelated to the trial) the copies, identify them with the trial participant
identification code in the trial, have a second person perform and
document a quality control to ensure that all identifying information has
been redacted and is no longer readable, and make the pseudonymised
copies available to the monitor using a secure mechanism. The redacted
copies should be kept in the investigator's site master file with records of
their communication to the monitor.

The monitor should access the records securely, complete the monitoring
task, securely destroy any copy made locally and provide a certificate of
destruction to the trial site.

Once on-site monitoring visits are again feasible, the monitor should
verify at the earliest opportunity that the provided pseudonymised (coded)
data are indeed data related to the trial participant with the provided code.

If the agreed remote SDV process involves a video review of records:

o

The quality of the video should be adequate to enable reading, without
risk of confusion between similar characters, and to avoid a negative
impact on the visual health of the monitors.

The video review of documents may include site staff sharing the screen
of their computer with the monitor using a secure video conference
application hosted on their computer. Videoconferencing solutions where
data may be captured on third country servers may not be acceptable.

The video review of documents is likely to necessitate the presence of a
member of the trial site staff at all times in order to change the document
being viewed or to scroll the document on a computer screen. Sponsors
and investigators should be aware of the importance of the burden that
such SDV methods may represent for trial sites and hence the review
should be restricted to a minimum of critical data in critical trials.

The transmission of the data should be adequately protected against
unauthorised third party access.

If the agreed remote SDV process involves the site providing the monitor remote
access to the site electronic medical record (EMR) system:
0 The monitor should be provided with a secure, read-only access to the

EMR system, including all modules relevant for review. This access
should be restricted to the records of only those patients who participate in
the trial and who did not object against remote access to their medical
records as outlined above.
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o0 A list of the monitors to whom remote access has been granted should be
maintained. In order to prevent unauthorised access, access rights should
be revoked once remote SDV tasks have been completed for the trial.

0 The EMR system should have an audit trail and be able to log information
on who accessed data and when.

0 Remote access to the EMR should only be possible using a two-factor
authentication.

It should not be possible to make local copies of trial participants' health records.
Users should be aware of the automatic creation of temporary files on their
computer when reviewing trial participant data, and should securely delete such
files immediately after each source data verification session.
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Points to consider on implications of Coronavirus disease
(COVID-19) on methodological aspects of ongoing clinical
trials

BSWP would like to acknowledge the impact of the Coronavirus disease (COVID-19) on trial
participants as well as of the resulting measures taken to address the pandemic on methodological
aspects of ongoing trials. It is foreseeable that the COVID-19 pandemic will interfere with the conduct
of many ongoing trials, also with the collection, analysis and the interpretation of clinical trial data.

Most importantly, patient safety is paramount and at the heart of every decision taken, regardless of
any potential consequences for an ongoing trial. Beyond this, it is an ethical mandate to proceed with a
trial that has been started as long as there is an opportunity that the efforts taken by patients and
physicians can benefit drug development and patient care. Although it might be desirable from a
methodological point of view to continue trials or, in some cases, pause them temporarily, Sponsors
are strongly recommended to integrate all available knowledge from the ethical, the medical, and the
methodological perspective into decision making about the future conduct of a trial while carefully
considering advice from regulatory and healthcare authorities responsible for patient and employee
safety. Reference is made to other guidance related to the COVID-19 pandemic, including (Guidance to
sponsors on how to manage clinical trials during the COVID-19 pandemic (EMA/141885/2020)).

At this point in time it is not possible to give general applicable advice on how the different aspects
related to the pandemic should be handled, as implications on clinical trials are expected to be
manifold. Impact on the data collection, analysis and interpretation of results for each trial will need a
thorough case-by-case assessment.

BSWP would like to raise the following major points for consideration to Sponsors whose ongoing
clinical trials are or might be affected:

e In light of the inevitable priority setting due to patient and employee safety and availability,
Sponsors are advised to pre-plan how systematic deviations resulting from the measures and
individual decisions related to the COVID-19 pandemic are captured. These decisions were by
nature not planned before start of the trial. Such information will prove valuable in the
assessment of the potential impact of these decisions on the trial outcome and should help
distinguish between ‘affected’ and ‘unaffected’ data. In order to assist efficiently with the
identification of deviations related to the pandemic that are of major importance for
interpretation of trial results, Sponsors are encouraged to define a systematic way to record
protocol deviations and capture related reasons.

e Data collection should preferably not stop and should continue as long as possible. However,
potential risks for study participants when undergoing study-specific procedures, take priority
in decisions taken by patients and health institutes. The external validity of trial outcomes may
be affected by the presence of different trial populations: some patients were present in the
trial before the start of the pandemic; some during the pandemic while possibly exposed to
associated measures; and some after the end of the pandemic. Measures taken in relation to
the COVID-19 pandemic may interfere with study treatments. In order to be able to identify
and address such concerns, sufficient amount of information on pandemic-related measures
and whether trial patients or trial conduct were affected, as well as on the subpopulations of
exposed / non-exposed, and infected / non-infected patients will be necessary to study the
impact on the treatment effect. Sponsors should collect this information to the extent feasible,
and in a pragmatic manner.

Points to consider on implications of Coronavirus disease (COVID-19) on
methodological aspects of ongoing clinical trials
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Risk-assessment of the impact of:
(i) COVID-19 potentially affecting trial participants directly and
(ii) COVID-19 related measures affecting clinical trial conduct

on trial integrity and interpretability is recommended. Sponsors are advised to contemplate an
analysis of the accumulating trial data in order to evaluate the implications on recruitment, loss
of patients during the trial, ability to record data and ability to interpret the treatment effect in
light of the pre-, during and post-pandemic measures phases. It is understood that risk
assessment should be part of the trial monitoring activities and could be performed on
aggregate and blinded data with the intent to inform the likelihood of the trial to deliver
interpretable results, not with the usual intent to confirm the likelihood of the trial being
successful. Nevertheless, a more thorough analysis may be warranted. It is recommended that
such an analysis of the trial data is conducted by an independent Data Monitoring Committee
(DMC), which may already exist for the trial. If not, an independent DMC should preferably be
established, following the necessary procedures regarding Ethics Committees and relevant
competent authorities. This will ensure that the Sponsor can preserve trial integrity as much as
possible. The grounds for the decision of performing such analysis should be documented, as
well as the reasons for modifying the timing of any planned (interim) analysis. If a DMC is
already in place, it might be important to revise the DMC charter accordingly, including
considerations to increase its methodological competence. Emphasis is put on the purpose of
the analysis discussed here which is risk assessment and to advise on follow-up actions, and
not to perform an unplanned formal interim analysis for efficacy. The latter would come with all
well-known concerns and associated precautions. As a general principle, there are strong
scientific reasons to conduct trials as planned and implement changes only when there is a
convincing scientific reason that it improves interpretability of results.

e Potential follow-up considerations or advises of the DMC may include the following:
o Recommendations on how to re-start usual trial operations;

o Recommendations of additional measures when completing the trial after the pandemic
(e.g. validation of outcomes that were measured differently);

o The need to adjust the trial sample size;

o Additional analyses (to be included in the Statistical Analysis Plan) to investigate the
impact of the three phases (pre, during, and post COVID-19) to understand the
treatment effect as estimated in the trial;

o Proposals to deal with any identified potential sources of bias such as missing values,
newly identified intercurrent events or other unforeseeable required changes to trial
elements.

Major changes in the conduct of a trial should follow the local regulations and be approved by
Ethics Committees. Discussion with relevant competent authorities is encouraged and COVID-
19 related guidance should be consulted.

BSWP would encourage Sponsors to take these points into consideration and to seek Scientific Advice
on these matters early in the process. Sponsors should also rest assured that these topics will be
thoroughly reflected on during the assessment of affected clinical trials data submitted to EMA for
Marketing Authorisation Applications.

Points to consider on implications of Coronavirus disease (COVID-19) on
methodological aspects of ongoing clinical trials
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II

(Information)

INFORMATION FROM EUROPEAN UNION INSTITUTIONS, BODIES, OFFICES
AND AGENCIES

EUROPEAN COMMISSION

COMMUNICATION FROM THE COMMISSION

Guidelines on the adoption of Union-wide derogations for medical devices in accordance with
Article 59 of Regulation (EU) 2017/745

(2020/C 171/01)

1. Background

The Medical Devices Regulation (EU) 2017/745 of the European Parliament and of the Council was adopted on
5 April 2017 ('). This new regulatory framework sets high standards of quality and safety for medical devices and aims
at ensuring the smooth functioning of the internal market.

In response to the COVID-19 pandemic, and with patient health and safety as a guiding principle, following the
proposal of the Commission, the European Parliament and the Council on 23 April 2020 adopted Regulation
(EU) 2020/561 (3, which defers by one year the date of application of Regulation (EU) 2017/745 to 26 May 2021. At
the same time, Regulation (EU) 2020/561 also defers the application of the provision repealing Council Directive
90/385/EEC on active implantable medical devices () and Council Directive 93/42/EEC on medical devices (*).

Both Directives 90/385/EEC and 93/42[EEC, as well as Regulation (EU) 2017745, empower national competent
authorities, on a duly justified request, to authorise the placing on the market of medical devices for which the relevant
conformity assessment procedures have not been carried out, but the use of which is in the interest of public health or
patient safety or health (‘national derogation’).

Regulation (EU) 2017745 also empowers the Commission to extend, in exceptional cases, the validity of a national
derogation for a limited period of time to the territory of the Union (‘Union-wide derogation’). Those Union-wide
derogations should be regarded as a measure of last resort, only to be considered in exceptional cases to ensure patient
health or safety or to protect public health. The measure enables the Commission and Member States to address
potential shortages Union wide of vitally important medical devices in an effective manner.

These Guidelines provide information on the adoption of those Union-wide derogations, in particular the criteria that
the Commission will take into account to determine whether the extension to the territory of the Union of a national
derogation is necessary and justified for a medical device. This document also provides information on the adoption
process and the general conditions that the Commission should set for Union-wide derogations by means of
implementing acts.

() OJL117,5.5.2017,p. 1.

() OJL130,24.4.2020, p. 18.

() OJL189,20.7.1990, p. 17.

() OJL169,12.7.1993,p. 1.
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2. Legal basis

Article 59 of Regulation (EU) 2017/745 provides that national competent authorities may authorise, on duly justified
request, the placing on the market and putting into service within the territory of the Member State concerned, of a
specific device for which the conformity assessment procedures referred to in Article 52 of Regulation (EU) 2017/745
or, for the period from 24 April 2020 to 25 May 2021, Article 9(1) and (2) of Directive 90/385/EEC or Article 11(1)
to (6) of Directive 93/42/EEC, have not been carried out but use of which is in the interest of public health or patient
safety or health ().

Pursuant to Article 59(2) of Regulation (EU) 2017745, Member States shall inform the Commission and other Member
States of any national derogation granted for a medical device. To facilitate this process and to strengthen coordination
between the Member States, the Commission will set up and administer a central repository (°) allowing national
competent authorities to share with the Commission and each other information on the derogations they have granted.

There is no legal obligation to inform the Commission and other Member States of national derogations adopted prior
to 24 April 2020. However, Article 59(2), second subparagraph, sets out that Member States may submit a notification
to the Commission in order to ensure that those national derogations can be considered for the purpose of adopting
Union-wide derogations. In this case, the national notifications should be submitted to the central repository
mentioned above.

Pursuant to Article 59(3) of Regulation (EU) 2017/745, the Commission, in exceptional cases relating to public health
or patient safety or health, may, by means of an implementing act, extend for a limited period of time the validity of a
national derogation granted by a Member State in accordance with the above-mentioned provisions, to the territory of
the Union and set the conditions under which the device may be placed on the market or put into service. The
Commission may adopt Union-wide derogations only in response to national derogations notified to the Commission
by a Member State.

3. General requirements

In considering the adoption of a Union-wide derogation, in a first step the Commission will consult the Member States,
by means of the Medical Device Coordination Group (MDCG) established under Regulation (EU) 2017/745, to identify
whether a notified national derogation for a certain medical device could be of Union relevance.

Where it has been determined that there could be Union-relevance, in a second step the Commission will assess whether
the procedural requirements referred to in sub-section A have been met. In a third step, the Commission, based on the
requirements referred to in sub-section B, will determine whether adopting a Union-wide derogation in the case at hand
would be duly justified.

A. Procedural requirements

1. At least one national derogation has been granted and notified to the Commission for the medical device in
question;

2. For each notified national derogation, the complete set of justifications that were taken into account when granting
the notified national derogation has been made available to the Commission and all other Member States;

3. The content of each notified national derogation in terms of validity period, specific conditions or requirements, as
well as the outcome of any surveillance or monitoring activities, has been made available to the Commission and all
other Member States;

4. Each notified national derogation clearly identifies the medical device for which it is granted, including a description
of the device, the intended purpose, and the manufacturer’s information;

5. Any (technical) documentation submitted by manufacturer(s) related to the medical device benefiting from the
notified national derogation(s), as well as the outcome of the national competent authority’s assessment of that
submission, have been made available to the Commission and all other Member States.

() Article 1(8)(iv) of Regulation (EU) 2020/561 sets out that Article 59 of Regulation (EU) 2017/745 applies from 24 April 2020.
(®) The central repository service will be based on the Communication and Information Resource Centre for Administrations, Businesses
and Citizens (CIRCABC).
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B. Due justification

1. The documentation referred to in sub-section A demonstrates that the manufacturer has done what can be
reasonably expected in order to complete the conformity assessment without delay or, where applicable, there is
sufficient evidence that the manufacturer has been prevented from completing, or initiating, the conformity
assessment due to exceptional and unforeseeable circumstances;

2. The medical device(s) () concerned is of vital importance relating to public health or patient safety or health;
3. There is a lack of suitable substitutes available;

4. Where applicable, there are no indications in the technical dossier, or from vigilance or market surveillance
activities, concerning devices of previous generations or with similar characteristics, that the device could be
harmful for patient health or safety or public health;

5. Each notified national derogation is of temporary nature and its period of validity is limited to what can be
reasonably expected necessary to complete the applicable conformity assessment procedure or, alternatively, to
ensure patient safety or health or the protection of public health;

6. There is clear Union-relevance for extending the validity of the notified national derogation(s) to Union territory.

The information referred to in points 1 to 5 of sub-section B is required to allow the Commission to assess whether the
adoption of a Union-wide derogation would be duly justified. This additional documentation will complement the
information initially notified to the Commission as part of the national derogation(s) concerned. It should in particular
outline the following information:

(@) An explanation why the conformity assessment has not been initiated or completed before the placing on the
market; an explanation of the vital importance of the use of the medical device; a detailed plan on how to ensure
compliance or withdrawal of the device from the market after the temporary derogation expired;

(b) An explanation of the vital importance of the use of the medical device in the respective Member State should be
supported by statement(s) of health institution(s), including the reasons for why the device cannot be substituted.

For the purpose of point 6 of sub-section B, the Commission intends to consult the Member States by means of the
MDCG. The Commission will conclude whether there is Union-interest for extending the national derogation taking
into account the feedback received from the MDCG.

4. Adoption process

The Commission will conclude on the need for adoption of a Union-wide derogation based on the information referred
to in sub-sections A and B of section 3. This is necessary to ensure patient safety or health or the protection of public
health, while safeguarding the smooth functioning of the internal market.

Pursuant to Article 59(3), first subparagraph, of Regulation (EU) 2017/745, the Commission shall adopt Union-wide
derogations by means of implementing acts. Those implementing acts shall be adopted in accordance with the
examination procedure established under Regulation (EU) No 182/2011 of the European Parliament and of the
Council (¥).

On duly justified imperative grounds of urgency relating to the health and safety of humans, Article 59(3), second
subparagraph, of Regulation (EU) 2017/745 stipulates that the Commission shall adopt immediately applicable
implementing acts without its prior submission to the relevant Comitology committee as provided for in Article 8 in
conjunction with Article 5 of Regulation (EU) No 182/2011. In those cases, at the latest 14 days after its adoption, the
Commission will submit the implementing act to the relevant committee in order to obtain its opinion taking into
account the information referred to in section 3. In the event of the committee delivering a negative opinion, the
Commission will immediately repeal the implementing act.

() Medical devices are specified, for instance, by reference to a certificate number issued by a Notified Body and/or any particular category
of device or group of devices covered by that certificate.
() OJL 55,28.2.2011, p. 13.
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5. General conditions

Article 59(3) of Regulation (EU) 2017/745 requires that the Commission sets out the conditions of a Union-wide
derogation adopted by means of an implementing act. In setting those conditions, the Commission will base its
decision in particular on the information submitted in accordance with sub-section A of section 3. The Commission
may also consider any other comments submitted to it, for example, from Member States in the MDCG.

Union-wide derogations may lay down stricter conditions for the temporary placing on the market of a medical device
than those established by means of national derogations already in place for a device. Conversely, Member States, by
means of national measures, should be able to introduce conditions that are stricter than those laid down in Union-
wide derogations. In those cases, the stricter conditions should prevail.

Unless determined otherwise, Union-wide derogations should remain in force for a period not exceeding six months.
Any substantial change in circumstances or the information referred to in section 3, or information otherwise available
to the Commission or the Member States, in particular through market surveillance, should warrant a re-assessment of
the Union-wide derogation and its conditions. In such cases, the Commission may propose to amend or, where
appropriate, repeal the implementing act by which it established the Union-wide derogation. This process will be
subject to consultation of Member States in the MDCG.
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May 2020

CMDh/420/2020



<Applicant>

<Address>

<Address>

<Post code> <Town>

<Country>





<Date>

<Reference>







<National Agency>

<Address>

<Address>

<Post code> <Town>

<Country>







Subject:	Submission of an application for a Covid-19 emergency change management process (ECMP) 



Dear Sirs,



We wish to submit an application for a Covid-19 ECMP for the below referenced product(s).



The details are as follows:



Name of the medicinal product(s) (in the RMS): 	     

Pharmaceutical form(s) and strength(s): 	     

INN/active substance(s): 		     

ATC Code(s): 		     

EU Procedure Number (where applicable): 

Involved CMS’s (where applicable)		     



Additionally, Appendix A has been completed where relevant, outlining the national marketing authorisation numbers in the member states.



In support of this application the applicant has completed sections 1, 2, and 3 of this template outlining the relevant information in each section. 



Section 1 – Information related to the medicinal product:

The following information is being provided to support the proposed designation of the medicinal product(s) as a crucial medicine for the treatment of Covid-19 patients*

		











*Where applicable, information on prior discussions with MS and/or EMA related to availability can be included













Section 2 – Commitments provided in support of this application:



The applicant provides the following commitments:



|_|	The applicant commits to ensuring that the quality of the finished product will not be compromised. The applicant will ensure new suppliers/sites abide by the quality standards applicable in the EU and, in particular, that the specifications (both for active substance(s) and finished product) in the marketing authorisation are respected. The applicant will also ensure that where required by EU legislation, that the manufacturing/control site used under the ECMP will have an EU GMP certificate or have been certified by the authorities of a country with whom the EU has concluded a mutual recognition agreement.



|_|	The applicant commits to notify the implementation of the changes made to the relevant competent authorities within 48 hours after the change is implemented by the MAH.  A notification and the supporting summary description of changes should be submitted then for each supplier and/or manufacturing/control site that is implemented under the ECMP. 



|_|	The applicant commits to submit the corresponding variation application to the competent authorities no later than within 6 months following the implementation of the change. 



|_|	The applicant understands the limited scope of the ECMP and commits that no changes other than those outlined in section 3 below are intended under the ECMP. 





Section 3 – Changes proposed under the ECMP:



Under the proposed ECMP the applicant proposes changes to the following, and has selected all options which apply. 



Addition of a source for the following:

|_| Starting materials 

|_| Reagents 

|_| Intermediates of active substance

|_| Active substances

|_| Other material as further described below



 A summary description of changes including brief information on the source(s) proposed and the material(s) to be sourced have been provided below:

		











Addition of a finished product manufacturing/control site for the following:

|_| Manufacture of finished product or finished product intermediates

|_| Primary Packaging

|_| Secondary Packaging

|_| Batch Release

|_| Batch Control Testing

|_| Other manufacturing operation as further described below



A summary description of changes including brief information on the site(s) proposed and the operations to be conducted have been provided below:

		





















The applicant has reviewed the information provided in the European Commission Notice to Stakeholders: Questions and Answers on Regulatory Expectations for Medicinal Products for Human Use during the Covid-19 Pandemic and associated CMDh guidance (CMDh/418/2020), and understands that an agreed ECMP can cease to be valid in case one or more of the commitments provided are not fulfilled.







<Name and Signature of applicant>

<Date>






Appendix A – Relevant product name and national marketing authorisation numbers.

		Member State

		Product Name and Marketing authorisation number(s)
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