Update 23March2020
EMEA guidelines:
Due to the urgency, the guidance was published without prior public consultation. The aim of the guidance is to serve as an EU-level harmonised set of recommendations. National legislation can be used to complement this guidance, but may take priority over these recommendations.
To summarize:
1. Initiating new trials: the feasibility of starting a new clinical trial or including new trial participants in an ongoing trial should be critically assessed by sponsors.  
1. [bookmark: _GoBack]Ongoing trials: the sponsor should consider in a risk assessment which measures are appropriate:
1. 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;  
1. A temporary halt of the trial at some or all trial sites; 
1. Suspension or slowing down of recruitment of new trial participants; 
1. Extension of the duration of the trial; 
1. Postponement of trials or activation of sites that have not yet been initiated;
1. Closing of sites;
1. If unavoidable (it should be justified that this is a truly exceptional situation based on the personal risk-benefit ratio for the individual trial participant), transfer of 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;
1. Patient safety laboratory tests, imaging test or other diagnostic tests may be done in local labs. Local analysis can be used for safety decisions. If this is a trial endpoint and the samples cannot be shipped to the central lab, analysis should be performed locally and then explained, assessed and reported in the clinical study report following ICH E3.
1. Risk assessment: all decisions to adjust clinical trial conduct should be based on a risk assessment by the sponsor. This should be documented. In addition, the sponsor should reassess risks as the situation develops. The investigator should perform a risk assessment of each individual participant. 
1. Communication with authorities: priority will be given to trial applications for the treatment or prevention of COVID-19. In ongoing trials, urgent safety matters may be taken without prior notification, but the information must still be communicated to the RA and EC after the fact.
1. Changes to ICF: sponsors should be mindful of the current pressure on the medical profession and should carefully assess the pertinence of adding new subjects in ongoing clinical trials. There may be a need to re-consent already included trial participants. However, avoid the need for trial participants to visit investigator sites for the sole purpose of obtaining re-consent. If re-consents are necessary for the implementation of new urgent changes in trial conduct (mainly expected for reasons related to COVID-19), alternative ways of obtaining such re-consents should be considered during the pandemic e.g. contacting the trial participants via phone or video-calls and obtaining oral consents supplemented with email confirmation.
1. Changes in the distribution of the IMP: 
5. In case of urgent shortage of IMP at some sites or transfer of trial participants from one site to another clinical trial site, there might be a need to potentially re-distribute the IMP between sites in accordance with GMP annex 13 (section 47);
5. Delivery of IMP to the homes of participants is expected, this may be done from the site to the home of the participant (so not from the depot to the participant);
5. Direct from sponsor to trial participant IMP delivery is accepted in a few member states under this emergency situation.
1. Changes to monitoring: Certain sponsor oversight responsibilities, such as monitoring and quality assurance activities need to be reassessed and temporary, alternative proportionate mechanisms of oversight may be required. Possible temporary, alternative measures could include:
6. Cancelling of on-site monitoring visits and extending of the period between monitoring visit; 
6. Implementing phone and video visits (without unnecessarily increased burden to the investigator site and taking into account trial participant integrity); 
6. Adapting the on-site monitoring plan when it is impossible to follow, supplementing it with (additional/increased) centralised monitoring and central review of data if possible and meaningful.
It is essential that robust follow-up measures are planned and ready to be implemented when the situation is normalised. So-called remote source data verification (e.g. providing sponsor with copies of medical records or remote access to electronic medical records) is currently not allowed in most member states as it might infringe trial participants’ rights. 
1. Protocol deviations: An increase in protocol deviations in relation to the COVID-19 situation will in itself not trigger the actions required by GCP § 5.20. They will however need to be assessed and reported in the clinical study report, following ICH E3.

The full text can be read here: https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/guidanceclinicaltrials_covid19_en.pdf.



FDA guidelines:



Argentina:
The government indicated that elderly people (60 years old and older) and with cardiovascular risk, need to be in quarantine at least until the end of the month, this means that CLEAR patient are included in that population.

Belgium:
· COVID-19 impact on clinical trials, please find hereby communication from the agency (13 maart 2020)

Brazil:
No actions taken yet

Colombia:
On Wednesday (18 March 2020) and yesterday (19 March 2020) INVIMA performed a TC with Sponsor and sites and I would like to share you some topics discussed with them related to COVID-19:
- Sending of documents of sites is allowed to do electronically and the submissions to ECs can be sent by email and will be accepted.
- Sites and Sponsors/CROs should implement remote monitoring strategies (whether from home ) for very urgent matters or if they are low-risk studies, postpone visits.
- If the study hasn’t been approved by INVIMA and EC to take of samples at home, the sites can implement it without approval issued by EC and INVIMA. For studies of few patients, as in CLEAR, the site bacteriologists approved, trained and delegated should be who to take the samples. 
- Shipment of medication to homes: INVIMA requests that the site document how it will be done during the contingency period. The vendor or Depot of Sponsor can do it, but it depends on each site which must guarantee that the patients receive the medication and the instruction related to management of study medication should do the pharmacist of each site according the local regulations. This strategy should be notified to ECs and INVIMA, no approval is needed to implement this strategy but if it should be notify before on 27Mar2020.
- Patients outside Bogotá: if it is an oral medication, IP could be sent and samples should be taken at home. If they are in another city, the same management should be done with IP.
- All actions done out of the stablished by protocol are considered as minor deviations when this does not involve or affect the safety of subjects.
- For Scheduled face-to-face visits with subjects:
1. Implement Home medication, or organize with the sites a work plan so that according to visits patients the medication can be received by a family member with low risk (regarding COVID-19)
1. Provision should be delivered for 1 month or by the time necessary.
-Each strategy and procedure should be documented by each site in a SOP , where sites describe all the actions implemented for the contingency. the deadline to submit the action plan to INVIMA in Friday 27Mar2020.
- Remote monitoring is allowed by INVIMA.
- Patient at home plan:  Remote FU would be done by telephone and the patients only should be treated at the sites if it is very necessary.
-Document signature: INVIMA receives a digital signature.
-Plans by site should be done by site. 

In addition INVIMA issued a document related to this  and I send you the summary of the attachment of this email. 
1. Subject presential visit already scheduled:
Sponsor/CRO with site should evaluate the possibility of implement telephone visits or extend window for those studies which do not need IP treatment at site. Should be guarantee that all critic visit are done. In case or rescheduling these deviations will not be major unless it could put in any risk to the subject.
 
For subjects who receive oral or subcutaneous medication, this medication should be delivered from site to subject´s home or the collect of the medication by a person authorized by the patient.
 
Every procedure decided should be document at the site and study.

1. Safety measures for subjects who visit sites:
For any other subject with who any of above measures can’t be implemented and the presential visit should be done, Sponsor/CRO should  supply subject with any necessary personal protection element to minimize any infection risk and guarantee transportation where subject has the minimum contact with other people.
 
Periodic monitoring should be done with sites, to evaluate which studies should be closed in case risks are more than benefits.

1. Recruitment
Colombia will continue with recruitment of new subjects taking into account above measures and taking into account any governmental measure specific for each city regarding assistance to health care institutions.
 
This measures will be only applicable for the period of contingency for COVID -19 in Colombia.

Czech Republic:




Denmark:
https://laegemiddelstyrelsen.dk/da/nyheder/2020/ekstraordinaere-tiltag-i-kliniske-forsoeg-under-covid-19/~/media/6E5558FBC7574C50B5E79FFB1F0A37F7.ashx

France:
https://www.ansm.sante.fr/Activites/Essais-cliniques/Covid-19-Ongoing-clinical-trials/(offset)/1 

Germany:
No actions taken yet

Hungary:
· If Sponsor interrupts the study RA/EC should be notified about interruption and about new start.
· Minor Deviations, missed visits should not be reported for them (as usual). 
· The Sponsor / CRO should ensure the continuity of the clinical trials, if possible, especially in indications where the regular treatment of the patients is crucial (i.e. oncology).
· If the trial site has to be moved to another facility/location due to the coronavirus situation, the Sponsor/CRO is not obliged to seek the authority's prior approval and the site can be moved upon written notification to the authority.
· If urgent safety measures are required to ensure the subjects' continuous study participation due to the virus outbreak, these measures may be implemented immediately upon written notice to the authority and the substantial amendment application may be submitted later on.
· Clinical monitors, auditors and sales reps are strongly recommended to postpone their site visits as much as possible until further notice.

Ireland:
https://www.hpra.ie/homepage/medicines/regulatory-information/clinical-trials/covid-19-(coronavirus)-and-cts 
Italy:
https://www.aifa.gov.it/web/guest/-/gestione-degli-studi-clinici-in-italia-in-corso-di-emergenza-covid-19-coronavirus-disease-19-


Mexico:
No information yet

The Netherlands:
https://www.ccmo.nl/actueel/nieuws/2020/03/13/advies-voor-de-uitvoering-van-klinisch-onderzoek-ten-tijde-van-de-beperkende-maatregelen-door-het-coronavirus

Poland:
No information yet


Portugal:
No information yet

Romania:
· To identify the potential impact of the general protection measures to the COVID-19 pandemic on the current activities conducted within each clinical study;
· To notify NAMMDR of the plan of specific measures that need to be taken; these can be considered urgent safety measures with immediate implementation, as the case may be.

Russia:
No actions taken yet

Spain:
https://www.aemps.gob.es/informa/notasinformativas/medicamentosusohumano-3/2020-medicamentosusohumano-3/medidas-excepcionales-aplicables-a-los-ensayos-clinicos-para-gestionar-los-problemas-derivados-de-la-emergencia-por-covid-19/
Translation (via Google translate): 


The most important things:
· The patient visits can be postponed or changed for pone visits. In the case of rescheduling visits, these protocol deviations  will not be considered serious violations unless they affect patient safety.
· The Sponsor together with the investigator have to make a risk analysis and prioritize the activities that are critical and how they should be carried out.
· Within four months of the date on which the COVID-19 crisis is considered to have ended in Spain, the sponsor must communicate for each trial a report with the exceptional measures adopted, which will be sent to the Spanish Agency and the EC. 
· Any exceptional measures adopted must be documented in the file.
· The sponsor, together with the investigator, based on a benefit/risk assessment that takes into account the characteristics of the trial and the circumstances of the participating sites, may interrupt the recruitment and even stop the treatment of the trial patients in order to avoid unnecessary risks and ensure the best for the patients´ health care.
· In the event of a trial interruption that leads to a halt of treatment in part of the patients, the sponsor would have to notify such measures as "urgent safety measures" explaining the steps taken to ensure alternative treatment of the patients by sending an Ad Hoc report to the AEMPS and to the Ethics Committee within 15 days of the interruption or termination.
· They recommend that the sponsor update the trial monitoring plans for the next four months by prioritising centralised monitoring and remote monitoring of participant sites that does not overburden site staff or review source data, and postpone source data verification as much as possible until medical records can be accessed in person. The Sponsor will agree with the participant sites and teams the conditions for these monitoring.

UK:
· NHS: COVID-19: Guidance for sponsors, sites and researchers (v2.1 20 March 2020)
· MHRA: Guidance on Coronavirus (20 maart 2020).
· MHRA: New arrangements for MHRA Good Practice (GxP) inspections due to coronavirus (COVID-19) (20 maart 2020).
· MHRA: Guidance – Managing clinical trials during Coronavirus (COVID-19) (19 maart 2020)
· MHRA: Guidance – Clinical trials applications for Coronavirus (COVID-19) (19 maart 2020)
· MHRA: Collection – MHRA guidance on Coronavirus (COVID-19)
· MHRA: (blogpost) Advice for Management of Clinical trials in relation to Coronavirus (12 March 2020)
· Public Health England: Guidance COVID-19: safe handling and processing for samples in laboratories.


US:
· CDC: Information for Laboratories
· CDC: Interim Laboratory Biosafety Guidelines for Handling and Processing Specimens Associated with Coronavirus Disease 2019 (COVID-19)
· FDA: FDA Guidance on Conduct of Clinical Trials of Medical Products during COVID-19 Pandemic (Maart 2020).
· FDA: Coronavirus Disease 2019 (COVID-19) Update: Foreign Inspections (10 maart 2020).
· FDA: Coronavirus Disease 2019 (COVID-19)
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Version 1 (20/03/2020)

The European Medicines Agency (EMA), Good Clinical Practice (GCP) Inspectors Working Group, the
Clinical Trials Facilitation and Coordination Group (CTFG, 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) 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 to e.g. trial participants being in self-isolation/quarantine, limited access to public places
(including hospitals) due to the risk of spreading infections, and health care professionals being committed
to critical tasks. Therefore, EMA, EC and HMA strongly support the efforts of the GCP Inspectors’ Working
Group for developing harmonised EU/EAA-level guidance to mitigate the negative effects of the COVID-19
pandemic on the conduct of clinical trials.

The situation is evolving, and pragmatic actions may be required to deal with the challenges of conducting
research, and in ensuring the rights, safety and wellbeing of participants. The points mentioned below are
intended to provide guidance for all parties involved in clinical trials during this time.

Due to the urgency, this guidance is issued without prior public consultation. The sponsors should note that
due to the rapidly evolving situation further updates to this guidance are possible and likely.

Sponsors and investigators need to take into account that there might be specific national legislation and
guidance in place, which they should consult and which can be used to complement this guidance, or,
with respect to particular matters may take priority over these recommendations. This document is
however seeking to include most of the current guidance across Member States with the aim to serve as
an EU-level harmonised set of recommendations. Hence, this guidance is agreed by the Clinical Trials
Expert Group (CTEG) of the European Commission supported by the EMA, the Clinical Trials Facilitation
and Coordination Group (CTFG) of the Heads of Medicines Agencies (HMA) and the GCP Inspectors’
Working Group coordinated by the EMA.

The word « 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 either a recipient of the investigational medicinal product or a
control”.





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. Participants may also be required to self-isolate,
which introduces difficulties 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 a new trial site in an existing trial, 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 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 evaluation 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 means, 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.

Initiating new trials

The feasibility of starting a new clinical trial or including new trial participants in an ongoing trial should be
critically assessed by sponsors.

Changes in ongoing trials

The 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:

e 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;

e Atemporary halt of the trial at some or all trial sites;
e Suspension or slowing down of recruitment of new trial participants;
e Extension of the duration of the trial;

e Postponement of trials or activation of sites that have not yet been initiated;





e 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 safety
and well-being of patients already participating and data validity;

e If unavoidable (it should be justified that this is a truly exceptional situation based on the personal
risk-benefit ratio for the individual trial participant), transfer of 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, with a substantial amendment (SA) application submitted later as for the
approval and initiation of an additional site later. The exceptional situation could involve e.g. a trial
participant who urgently needs to stay in the trial and for whom no other sites are available. In
such cases, it is important that trial participants as well as investigators (both receiving and
sending) are in agreement about the transfer and that the receiving site has the possibility to
access previously collected information/collected data 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 to e.g. appropriate transportation;
transport;

e There may be a need for critical laboratory tests, imaging or other diagnostic test to be performed
for patient safety. 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 for other tests) authorised/certified (as legally required nationally) to
perform such tests routinely (e.g. blood cell count, liver function test, X-ray, ECG etc.), 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 the samples
cannot be shipped to the central lab, analysis should be performed locally and then explained,
assessed and reported in the clinical study report following ICH E3.

The changes above may also be initiated by the investigator sites contacting the sponsor. There might also
be cases where the current principal investigator (PI) 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 National Competent Authority (NCA) and Ethics Committees as appropriate.

When changes in ongoing trials are considered, the overall well-being and best interests of the participant
should be also considered, for example in trials for patients with life-threatening or severely debilitating
conditions, when participants require to stay on trial treatment. In cases, when trial halt, even if temporary
only, 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, 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.

Please note that prospective protocol waivers remain unacceptable and that patients 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.
Guidance on methodological considerations is being prepared by the CHMP Biostats working party and
will be linked to this document once finalized.

Risk assessment

The safety of the participant 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 participant
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 participant and implements measures which prioritise subject safety and
data validity. In case these two conflict, subject 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.

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 (and communicated to the sponsor).

Regarding participants enrolled in ongoing clinical trials who may be determined as being a risk group for
COVID-19 or who are in trials involving therapies which may increase such risk, the potential impact of
COVID-19 on these patient groups should be carefully considered when deciding to start or continue such
trials.

Communication with authorities

Priority is given to any (new) clinical trial applications 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.

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

a) When a new event is likely to have a serious effect on the benefit-risk balance of the trial, it is possible
that immediate actions are required by the sponsor and investigator to protect the subjects against
immediate hazard. These, urgent safety measures may be taken without prior notification, but the
information needs to be provided ex post to the National Competent Authority (NCA) and the Ethics
Committee as soon as possible (EC 2010/C82/01; 3.9). In this communication, the sponsor is expected to
provide adequate information on the measures taken and the plan for further actions;





b) If changes are likely to affect the safety or well-being of the participants and/or the scientific value of
the trial, but do not require immediate action from sponsor or investigator, it should be possible to submit
them as substantial amendment applications. Sponsors are encouraged to take into account the limited
capacity of assessors, and submit only high quality, complete applications containing only the necessary
changes. Over-reporting should be avoided (Art. 11b of Directive 2001/20/EC CT-1section3.9).

Unless otherwise advised by relevant authorities, it is recommended to mark any contact clearly with
"COVID-19’ in the subject field.

Agreement with and communication to sites

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

Changes to informed consent

Sponsors should be mindful of the current pressure on the medical profession and should carefully assess
the pertinence of adding new subjects in ongoing clinical trials. Absolute priority should be given to clinical
trials on treatments for COVID-19 and COVID19-COVID-19related 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, as it is likely that
the physical consent cannot leave the isolation room, and therefore is not appropriate as trial
documentation.

In case of emergency situations, when trial participants are incapable of giving their informed consent (for
example because they are under intensive medical care), sponsors shall adhere to the provisions set out in
the Directive (Art 5) and by national regulations. Informed consent of these patients or their
representatives will need to be acquired later, as soon as feasible, if deferred consent in emergency
situations is permitted under national law.

There may be a need to re-consent already included trial participants. However, avoid the need for trial
participants to visit investigator sites for the sole purpose of obtaining re-consent. If re-consents are
necessary for the implementation of new urgent changes in trial conduct (mainly expected for reasons
related to COVID-19), alternative ways of obtaining such re-consents should be considered during the
pandemic e.g. contacting the trial participants via phone or video-calls and obtaining oral consents
supplemented with email confirmation. Any consent obtained this way should be documented and
confirmed by way of normal consent procedures at the earliest opportunity when the trial participants will
be back at the regular sites

Any validated and secure electronic system already used in the trial for obtaining informed consent can be
used as per usual practice and if in compliance with national legislation.

Changes in the distribution of the IMP






Changes in the distribution of the IMP may be necessary to remove avoidable visits to sites and to provide
the patients 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 cold chain product), how safe custody of product will be ensured
and how IMP accountability and the evaluation of compliance to treatment (if appropriate) will be
managed.

The overriding objective of all changes in distribution is to provide the participating patients with the IMP
and other medications categorised as non-IMPs as needed according to the trial protocol to ensure the
right, safety and well-being of trial participants as well as the integrity of the clinical trial.

Changes in distribution of IMP may include:

e In case of urgent shortage of IMP at some sites or transfer of trial participants from one site to
another clinical trial 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. +2-8° C). 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 sufficient information to ensure that the process can be performed
securely. Associated records should be included in the transfer;

e Inline with the reduction of physical site visits, we foresee that there will be a need for delivery of
the IMP directly to trial participants 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
delivery is generally expected to happen from investigator sites (e.g. via hospital (or other)
pharmacies as applicable) to trial participants;

e Direct from sponsor to trial participant IMP delivery is accepted in a few member states under this
emergency situation. The sponsor should check the NCA guidance regarding the possibility of direct
sponsor to trial participant shipment, as it is likely that such measures can only be implemented
under specified conditions (e.g. agreement with sites, dedicated couriers with procedures to only
allow delivery directly to a trial participant or his/her carer, solid shipment and receipt procedures,
informed consent provisions if necessary for the sponsor’s third party to handle personal
information etc.), and for a limited period.

Alternative shipping and storage arrangements should not compromise the treatment blinding.

Changes to monitoring

Certain sponsor oversight responsibilities, such as monitoring and quality assurance activities need to be re-
assessed and temporary, alternative proportionate mechanisms of oversight may be required. The extent
of on-site monitoring, if it remains feasible, should take into account national and local 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 investigator sites. The burden of the introduction of any alternative





measures for the site staff and facilities should also be considered in order to strike an acceptable balance
between appropriate oversight and the capacity of and possibilities at the site.

Possible temporary, alternative measures could include:

e Cancelling of on-site monitoring visits and extending of the period between monitoring visit;

e Implementing phone and video visits (without unnecessarily increased burden to the investigator
site and taking into account trial participant integrity);

e Adapting the on-site monitoring plan when it is impossible to follow, supplementing it with
(additional/increased) centralised monitoring and central review of data if possible and meaningful.

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

It is essential that robust follow-up measures are planned and ready to be implemented when the situation
is normalised. This should likely include increased on-site monitoring for a period that is sufficient to ensure
that the impact of the reduced monitoring could be rectified and problems resolved or properly
documented for reporting in the clinical study report.

So-called remote source data verification (e.g. providing sponsor with copies of medical records or remote
access to electronic medical records) is currently not allowed in most member states as it might infringe
trial participants’ rights. In addition, provision of redacted/ de-identified pdfs files will not be acceptable as
it puts disproportionate burden on site staff.

Nevertheless, since the coronavirus emergency situation and containment measures are likely to last for a
prolonged period, several NCAs have started to look into possible, temporary solutions related to remote
access and conditions for such, providing that methods can be used that restricts access to trial participant
records, in line with the principles of necessity and proportionality. This should however also be clarified
with other relevant authorities in this area (such as, without limitation, Ethics Committees and data
protection agencies) and is consequently not allowed unless a member state has given specific guidance
allowing this.

Protocol deviations

We acknowledge that the COVID-19 situation is likely to introduce more protocol deviations than normal.
We expect that the sponsor escalates and manages such protocol deviations in accordance with their
standard procedures. A proportionate approach will be taken by the GCP inspectors when such deviations
are reviewed during inspections, in particular where the best interest of the participant is maintained, and
the participant is not put at risk.

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

Reimbursement of exceptional expenses

Taking into account this exceptional situation, if, in order to implement urgent measures for the protection
of participants involved in a clinical trial, expenses may arise which may be borne initially by the





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.

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 COVID19?.

In addition, sponsors are encouraged to consider the submission of such applications for an accelerated
Voluntary Harmonisation Procedure® (VHP) assessment when possible. In order to avoid or minimise delays
due to the harmonised review, sponsors are recommended to prospectively contact the proposed Ref NCA
to explore the feasibility of an accelerated VHP (plus) process.

It should be noted that the developers of medicines or vaccines are invited to contact EMA as soon as
possible with information about their proposed development by emailing 2019-ncov@ema.europa.eu.
EMA provides a full fee waiver and a fast-track procedure for scientific advice®.

2 . . - .
https://www.ema.europa.eu/en/news/call-pool-research-resources-large-multi-centre-multi-arm-clinical-trials-
generate-sound-evidence

*https://www.hma.eu/fileadmin/dateien/Human Medicines/01-
About HMA/Working Groups/CTFG/2016 06 CTFG VHP guidance for sponsor v4.pdf

*https://www.ema.europa.eu/en/news/covid-19-developers-medicines-vaccines-benefit-free-scientific-advice
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Comments may be submitted at any time for Agency consideration. Submit written comments to the
Dockets Management Staff (HFA-305), Food and Drug Administration, 5630 Fishers Lane, Rm.
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Preface

Public Comment

You may submit electronic comments and suggestions at any time for Agency consideration
to https://www.requlations.gov. Submit written comments to the Dockets Management Staff,
Food and Drug Administration, 5630 Fishers Lane, Room 1061, (HFA-305), Rockville, MD
20852. ldentify all comments with the docket number FDA 2020-D-1106. Comments may
not be acted upon by the Agency until the document is next revised or updated.

Additional Copies

Additional copies are available from https://www.fda.gov/regulatory-information/search-
fda-guidance-documents. You may also send an e-mail request to Clinicaltrialconduct-
COVID19@fda.hhs.gov to receive a copy of the guidance. Please include the document
number FDA-2020-D-1106 and complete title of the guidance in the request.
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FDA Guidance on Conduct of Clinical
Trials of Medical Products during the
COVID-19 Pandemic

Guidance for Industry, Investigators,
and Institutional Review Boards

This guidance represents the current thinking of the Food and Drug Administration (FDA or Agency)
on this topic. It does not establish any rights for any person and is not binding on FDA or the public.
You can use an alternative approach if it satisfies the requirements of the applicable statutes and
regulations. To discuss an alternative approach, contact the FDA staff or Office responsible for this
guidance as listed on the title page.

l. Introduction

The Food and Drug Administration (FDA or Agency) plays a critical role in protecting the United
States from threats including emerging infectious diseases, including the Coronavirus Disease 2019
(COVID-19) pandemic. FDA is committed to providing timely guidance to support continuity and
response efforts to this pandemic.

FDA is issuing this guidance to provide general considerations to assist sponsors in assuring the
safety of trial participants, maintaining compliance with good clinical practice (GCP), and
minimizing risks to trial integrity during the COVID-19 pandemic.

Given this public health emergency, this guidance is being implemented without prior public
comment because the FDA has determined that prior public participation for this guidance is not
feasible or appropriate (see section 701(h)(1)(C)(i) of the Federal Food, Drug, and Cosmetic Act
(FD&C Act) and 21 CFR 10.115(g)(2)). This guidance document is being implemented
immediately, but it remains subject to comment in accordance with the Agency’s good guidance
practices.

In general, FDA’s guidance documents, including this guidance, do not establish legally
enforceable responsibilities. Instead, guidances describe the Agency’s current thinking on a topic
and should be viewed only as recommendations, unless specific regulatory or statutory
requirements are cited. The use of the word should in Agency guidance means that something is
suggested or recommended, but not required.
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Il.  Background

There is currently an outbreak of respiratory disease caused by a novel coronavirus that was first
detected in Wuhan City, Hubei Province, China, and that has now been detected in many
locations internationally, including cases in the United States. The virus has been named “SARS-
CoV-2” and the disease it causes has been named “Coronavirus Disease 2019” (COVID-19). On
January 31, 2020, the Department of Health and Human Services (HHS) issued a declaration of a
public health emergency related to COVID-19 and mobilized the Operating Divisions of HHS.?
In addition, on March 13, 2020, the President declared a national emergency in response to
COVID-19.2

FDA recognizes that the COVID-19 pandemic may impact the conduct of clinical trials of
medical products. Challenges may arise, for example, from quarantines, site closures, travel
limitations, interruptions to the supply chain for the investigational product?, or other
considerations if site personnel or trial subjects become infected with COVID-19. These
challenges may lead to difficulties in meeting protocol-specified procedures, including
administering or using the investigational product or adhering to protocol-mandated visits and
laboratory/diagnostic testing. FDA recognizes that protocol modifications may be required, and
that there may be unavoidable protocol deviations due to COVID-19 illness and/or COVID-19
control measures. Although the necessity for, and impact of, COVID-19 control measures on
trials will vary depending on many factors, including the nature of disease under study, the trial
design, and in what region(s) the study is being conducted, FDA outlines the following general
considerations to assist sponsors in assuring the safety of trial participants, maintaining
compliance with good clinical practice (GCP), and minimizing risks to trial integrity.

I11. Discussion

A. Considerations for ongoing trials:

e Ensuring the safety of trial participants is paramount. Sponsors should consider each
circumstance, focusing on the potential impact on the safety of trial participants, and
modify study conduct accordingly. Study decisions may include those regarding
continuing trial recruitment, continuing use of the investigational product for patients
already participating in the trial, and the need to change patient monitoring during the
trial. In all cases, it is critical that trial participants are kept informed of changes to the
study and monitoring plans that could impact them.

e Sponsors, in consultation with clinical investigators and Institutional Review Boards
(IRBs)/Independent Ethics Committees (IECs), may determine that the protection of a

! Secretary of Health and Human Services Alex M Azar, Determination that a Public Health Emergency Exists. Jan. 31,
2020. (Accessible at https://www.phe.gov/emergency/news/healthactions/phe/Pages/2019-nCoV.aspx).

2 [Placeholder for official link to announcement]

3 For the purposes of this guidance, the term investigational product refers to human drugs and biological products, and
medical devices.

5
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participant’s safety, welfare, and rights is best served by continuing a study participant
in the trial as per the protocol or by discontinuing the administration or use of the
investigational product or even participation in the trial. Such decisions will depend on
specific circumstances, including the nature of the investigational product, the ability to
conduct appropriate safety monitoring, the potential impact on the investigational
product supply chain, and the nature of the disease under study in the trial.

Since trial participants may not be able to come to the investigational site for protocol-
specified visits, sponsors should evaluate whether alternative methods for safety
assessments (e.g., phone contact, virtual visit, alternative location for assessment,
including local labs or imaging centers) could be implemented when necessary and
feasible, and would be sufficient to assure the safety of trial participants. Sponsors
should determine if in-person visits are necessary to fully assure the safety of trial
participants (for example to carry out procedures necessary to assess safety or the safe
use of the investigational product appropriately); in making the decision to continue use
or administration of the investigational product, the sponsor should consider whether the
safety of trial participants can be assured with the implementation of the altered
monitoring approach.

In some cases, trial participants who no longer have access to investigational product or
the investigational site may need additional safety monitoring (e.g. withdrawal of an
active investigational treatment).

The need to put new processes in place or to modify existing processes will vary by the
protocol and local situation. For example, this assessment could include consideration
of whether it is appropriate to delay some assessments for ongoing trials, or, if the study
cannot be properly conducted under the existing protocol, whether to stop ongoing
recruitment, or even withdraw trial participants.

COVID-19 screening procedures that may be mandated by the health care system in
which a clinical trial is being conducted do not need to be reported as an amendment to
the protocol even if done during clinical study visits unless the sponsor is incorporating
the data collected as part of a new research objective.

Changes in a protocol are typically not implemented before review and approval by the
IRB/IEC, and in some cases, by FDA. Sponsors and clinical investigators are
encouraged to engage with IRBS/IEC as early as possible when urgent or emergent
changes to the protocol or informed consent are anticipated as a result of COVID-19.
Such changes to the protocol or investigational plan to minimize or eliminate immediate
hazards or to protect the life and well-being of research participants (e.g., to limit
exposure to COVID-19) may be implemented without IRB approval or before filing an
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amendment to the IND or IDE, but are required to be reported afterwards.* FDA
encourages sponsors and investigators to work with their IRBs to prospectively define
procedures to prioritize reporting of deviations that may impact the safety of trial
participants.

e The implementation of alternative processes should be consistent with the protocol to
the extent possible, and sponsors and clinical investigators should document the reason
for any contingency measures implemented. Sponsors and clinical investigators should
document how restrictions related to COVID-19 led to the changes in study conduct and
duration of those changes and indicate which trial participants were impacted and how
those trial participants were impacted.

e Changes in study visit schedules, missed visits, or patient discontinuations may lead to
missing information (e.g., for protocol-specified procedures). It will be important to
capture specific information in the case report form that explains the basis of the missing
data, including the relationship to COVID-19 for missing protocol-specified information
(e.g., from missed study visits or study discontinuations due to COVID-19). This
information, summarized in the clinical study report, will be helpful to the sponsor and
FDA.

e If scheduled visits at clinical sites will be significantly impacted, certain investigational
products, such as those that are typically distributed for self-administration, may be
amenable to alternative secure delivery methods. For other investigational products that
are normally administered in a health care setting, consulting FDA review divisions on
plans for alternative administration (e.g., home nursing or alternative sites by trained but
non-study personnel) is recommended. In all cases, existing regulatory requirements for
maintaining investigational product accountability remain and should be addressed and
documented.

o With respect to efficacy assessments, FDA recommends consultation with the
appropriate review division regarding protocol modifications for the collection of
efficacy endpoints, such as use of virtual assessments, delays in assessments, and
alternative collection of research-specific specimens, if feasible. For individual
instances where efficacy endpoints are not collected, the reasons for failing to obtain the
efficacy assessment should be documented (e.g., identifying the specific limitation
imposed by COVID-19 leading to the inability to perform the protocol-specified
assessment).

e If changes in the protocol will lead to amending data management and/or statistical
analysis plans, the sponsor should consider doing so in consultation with the applicable

4 See 21 CFR 56.108(a)(4), 21 CFR 56.104(c), 21 CFR 312.30(b)(2)(ii), and 21 CFR 812.35(a)(2).
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FDA review division. Prior to locking the database, sponsors should address in the
statistical analysis plan how protocol deviations related to COVID-19 will be handled
for the prespecified analyses.

¢ If planned on-site monitoring visits are no longer possible, sponsors should consider
optimizing use of central and remote monitoring programs to maintain oversight of
clinical sites.

B. Ingeneral, and if policies and procedures are not already in place for applicable
trials:

e Sponsors, clinical investigators, and IRBs should consider establishing and implementing
policy and procedures, or revise existing policy and procedures, to describe approaches to be
used to protect trial participants and manage study conduct during possible disruption of the
study as a result of COVID-19 control measures at study sites. Changes to policy and
procedures could address, but not be limited to, impact on the informed consent process,
study visits and procedures, data collection, study monitoring, adverse event reporting, and
changes in investigator(s), site staff, and/or monitor(s) secondary to travel restrictions,
quarantine measures, or COVID-19 illness itself. Policy and procedures should be compliant
with applicable (regional or national) policy for the management and control of COVID-19.
Depending upon the nature of the changes described above, a protocol amendment may be
required under the applicable regulations.®

C. For all trials that are impacted by the COVID-19 pandemic:

Sponsors should describe in appropriate sections of the clinical study report (or in a separate study-
specific document):

1. Contingency measures implemented to manage study conduct during disruption of the
study as a result of COVID-19 control measures.

2. A listing of all participants affected by the COVID-19 related study disruption by unique
subject number identifier and by investigational site, and a description of how the
individual’s participation was altered.

3. Analyses and corresponding discussions that address the impact of implemented
contingency measures (e.g., trial participant discontinuation from investigational product
and/or study, alternative procedures used to collect critical safety and/or efficacy data) on
the safety and efficacy results reported for the study.

Robust efforts by sponsors, investigators, and IRBs/IECs to maintain the safety of trial participants
and study data integrity are expected, and such efforts should be documented. As stated above, FDA
recognizes that protocol modifications may be required, including unavoidable protocol deviations
due to COVID-19 illness and/or COVID-19 control measures. Efforts to minimize impacts on trial
integrity, and to document the reasons for protocol deviations, will be important.

% See 21 CFR 312.30(b) and 21 CFR 812.35(a).
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IVV. Additional Resources

For further questions on clinical trial conduct during the COVID 19 pandemic, please email
Clinicaltrialconduct-COVID19@fda.hhs.gov.

Contact information for FDA’s review divisions is as follows:

CDER: https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/office-new-drugs

CBER: https://www.fda.gov/about-fda/center-biologics-evaluation-and-research-cber/contacts-
center-biologics-evaluation-research-cber#indcont

CDRH: https://www.fda.gov/about-fda/cdrh-offices/cdrh-management-directory-organization




mailto:Clinicaltrialconduct-COVID19@fda.hhs.gov

https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/office-new-drugs

https://www.fda.gov/about-fda/center-biologics-evaluation-and-research-cber/contacts-center-biologics-evaluation-research-cber#indcont

https://www.fda.gov/about-fda/center-biologics-evaluation-and-research-cber/contacts-center-biologics-evaluation-research-cber#indcont

https://www.fda.gov/about-fda/cdrh-offices/cdrh-management-directory-organization



		I. Introduction

		II. Background

		III. Discussion

		IV. Additional Resources




image3.emf
Corona - CZ.docx


Corona - CZ.docx
SÚKL Opinion on Ongoing Clinical Trials and Not yet Started Clinical Trials in Connection with the Current Epidemiological Situation with COVID-19 - Act. 13. 3. 2020

[bookmark: _GoBack]In connection with numerous recurring questions responding to the current epidemiological situation with coronavirus regarding ongoing or not initiated clinical trials, here are the general recommendations of SÚKL for cases where the sponsor proposes and plans some measures with respect to patient / subject safety:

1) The change of the physical inspection visit of the evaluation subject in order to ensure its safety or the closure of medical facilities by telephone, if possible, it is not necessary to report to SÚKL or the Ethics Committee, but it is necessary to document including justification of the current situation. The sponsor shall subsequently introduce this change in the annual report on the course of the clinical trial. If the control visit is completely omitted, the impact on the validity and quality of the clinical trial data should be documented and subsequently evaluated.

2) Applying for SUKL approval is obligatory in case the subject has to be equipped with another study medication without visiting the center. The sponsor must propose how to ensure the provision of investigational products to patients with all the details - who would deliver the product to the subject of the trial, what product it is and the associated transport conditions (eg temperature monitoring), how the visit would be kept Each visit is specific - different risk patients, different products (tablets, thermolabile products, parenterally administered products, etc.), the need for control donations before further treatment, etc.

3) The change of the monitoring plan from the visit to the center to remote monitoring or the shift of monitoring dates does not have to be reported to the SÚKL sponsor or to the ethics committee, everything must be documented and justified in the clinical trial documentation. To ensure monitoring, SÚKL does not comment on the approval of clinical trials either; it is not necessary to include it in the annual report on the course of the clinical trial.

4) To ensure the safety of subjects, we do not recommend:

• Initiation of new clinical trials or inclusion of new patients / subjects in ongoing clinical trials, if possible.

• Conducting clinical trials involving healthy volunteers or “healthy patients”; clinical trials that do not have therapeutic benefit for the enrolled subjects, such as bioequivalence or pharmacokinetics studies.

• We do not recommend initiating clinical trials, especially in studies with treatment that affects / affects the immune system.

5) In case of need to inform the subjects of evaluation we recommend to use other possibilities than „direct contact“, eg information transmitted by telephone and its documentation in CRF; email information and its documentation in CRF.

6) If the contracting authority requests to have documented that SUKL has been notified, it is possible to send a letter to SUKL for information asking for confirmation of receipt of the document.

Due to the variability of clinical trials, not all options are realistic. The safety of the subjects in ensuring the validity of the data and thus the quality of the clinical trial is the responsibility of the sponsor.

If you have any further questions, please contact MUDr. Alice Němcová, Director of the Department of Clinical Trials of Medicinal Products (272 185 817, alice.nemcova@sukl.cz) or MUDr. Ondřej Palán, Head of the Clinical Trials Department (272 185 327, ondrej.palan@sukl.cz).Department of Clinical Trials of Medicinal Products

On 13. 3. 2020
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L
K L O STATE INSTITUTE FOR DRUG CONTROL
Kvetna 11, 825 08 Bratislava 26

Slovak Republic

Extraordinary measures for clinical trials due to COVID-19

We are aware that COVID-19 has consequences with regards to the conduct of clinical trials in Slovakia.
Multiple factors play a role such as trial participants in quarantine, limited access to public places
(including hospitals) due to the risk of spreading infections etc. We acknowledge that the consequences
are likely to be more protocol deviations than normal. We expect that the sponsor escalates and manages
such protocol deviations in accordance with their standard procedures, and our GCP inspectors will take
the situation into account during future inspections.

We also acknowledge that lack of resources can occur such as shortage of staff at the clinical trial sites
as staff could be involved in the COVID-19 state of readiness. It is important that sponsors in their risk
assessment consider prioritisation of critical tasks in the clinical trial and how these are best maintained.

We prioritise all requests regarding COVID-19 and can be contacted per mail trial-sukl@sukl.sk in
case of questions related to clinical trials. Please mark any contacts clearly with ’COVID-19’ in the
subject field. You can also contact our helpline (+421 2 507 01 208). This guidance will be updated
continuously.

Handling of changes initiated due to COVID-19:

We recommend that changes due to COVID-19 should be handled as 'Urgent Safety Measures’.
Consequently, they can be implemented without approval from the State Institute for Drug Control;
however, we should be notified about the changes without delay (trial-sukl@sukl.sk). Sponsor’s detailed
risk assessment should be provided with the notification.

It should be emphasised that patient safety is our main priority and consequently all changes should be
based on a thorough risk assessment.

Changes in monitoring:
We acknowledge the need to adjust the monitoring of clinical trials. It is important that the overall risk
assessment address any need for changes to monitoring strategies due to COVID-19. This risk
assessment should take into consideration whether recruitment should be stopped temporarily. In
addition, agreement with investigator sites on any changes should be obtained. Decisions should be
driven based on patient safety considerations.
¢ On-site monitoring can be performed to the extent possible and as agreed with investigator sites.
If it is not possible to follow the on-site monitoring plan, monitoring should be supplemented with
centralised monitoring and central review of data if possible and meaningful.
e The sponsor should assess whether clinical trials should be put on temporary halt, in which case
authorities should be notified.

It is essential that robust follow-up measures are planned for when the situation is normalised. This
should likely include increased on-site monitoring for a period that is sufficient to ensure that the impact of
the reduced monitoring has been established and handled.

Changes to shipment/handling of IMP:

In case of urgent shortage of IMP at some investigator sites, we acknowledge the need to potentially
redistribute IMP between sites in accordance with GMP annex 13 (section 47). Sponsors should assess
whether sites can handle and control such a redistribution process, especially in case of restricted
conditions for storage such as the need for specific conditions out of room temperature (e.g. 2-8° C).
Redistribution should follow a written procedure established in cooperation with the Qualified Person or
the person responsible for distribution of IMP, and sites should be provided with sufficient information to
ensure that the process can be performed securely.

We foresee that there will be the need for delivery of IMP directly to trial subjects during the COVID-19
pandemic to avoid that the trial subject has to go to the site with consequent risk of spreading infection. If
possible, it should be the sponsor’s first priority to perform this task in agreement with
investigator/investigator site pharmacies.

Following possibilities of IMP delivery directly to the trial participants could be considered by sponsors:

Telephone: +421/2/5070 1123 Fax: +421/2/5556 4127 E-mail: sukl@sukl.sk Website: www.sukl.sk
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¢ IMP may be dispensed to a relative at investigator site after telephone verification of the
possibility by investigator with trial subject. Subsequent acceptance of IMP by the subject will be
verified via telephone by the investigator and recorded in the source documentation along with
information on the previous release of IMP to a relative.

e An authorized courier of the sponsor may be used to transport IMP from investigator site to
ensure controlled temperature of IMP during transport. The courier must meet the requirements
for the transport of IMPs under controlled temperature conditions and is certified and GMP
compliant. The courier will be ordered by the investigator and then investigator will confirm the
receipt of the medicine to the patient via telephone, which will be recorded in the patient's source
documentation. The sponsor shall ensure that the protection of the patient's personal data is
maintained.

Stock of IMP: It is recommended for all IMP and non-IMP in clinical trials that appropriate stock is
maintained to ensure treatment in case of distribution failure.

Changes in visits or trial participants’ affiliation to an investigator site:

We recommend the sponsor to consider whether there could be a need (in certain cases) to transfer trial
subjects from one site to another e.g. to new sites or existing sites in less affected areas. In such cases, it
is important that both trial subjects and both investigators (receiving and providing) are in agreement
about the transfer and that the receiving site has the possibility to access previously information/collected
data for the trial subject and that any eCRF can be adjusted accordingly to allow the receiving site to
enter new data. Such agreement can be documented e.g. in email correspondence filed in the TMF.

The sponsor (in cooperation with the principal investigator) should also consider whether physical visits
can be converted to phone visits, postponed or cancelled completely to ensure that only strictly necessary
visits are performed at sites. This consideration should also be part of the sponsor’s risk assessment in
relation to the COVID-19 pandemic.

In case it is not feasible for a site to continue participation at all, the sponsor should consider if the trial
site should be terminated and how this can be done to best ensure patient safety and data validity.

Changes in documentation practice:

As stated above, it is expected that the sponsor performs a thorough risk assessment of each individual
ongoing trial and implements measures which priorities patient safety and data validity. In case these two
conflicts, patient safety should take priority.

These risk assessments should be based on relevant parties’ input and should be documented on an
ongoing basis. In case this risk assessment affects trial conduct, the State Institute for Drug Control
should be notified.

The sponsor should reassess risk as the situation develops. This reassessment should also be
documented.

With regards to the need for wet ink signatures e.g. from investigator sites, alternative means of
documentation (e.g. emails) should be considered.

Telephone: +421/2/5070 1123 Fax: +421/2/5556 4127 E-mail: sukl@sukl.sk Internet: www.sukl.sk
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Notice

Clinical trials’ management in Italy during the COVID-19 (coronavirus disease 19) emergency

Following the number of requests received by the Clinical Trial Office/Pre-Authorization Area and
by the GCP Inspections Office from the various stakeholders, the Italian Medicines Agency
provides indications regarding the management of clinical trials in Italy during the COVID-19
(coronavirus disease 19) emergency, valid until further notice.

Submission of clinical trials and substantial amendments

Considering the recent precautionary measures adopted by the Italian Council of Ministers and by
the Ministry of Health, and acknowledging that, as a consequence of the afore-mentioned
measures, many pharmaceutical companies, no-profit Sponsors and CROs have consequently
applied or extended smart-working in order to continue their activities related to clinical trials and
to assure at the same time the highest possible protection of the personnel involved, AIFA informs
you as follows.

As regards authorization requests of clinical trials and substantial amendments submitted by the
0OsSC, the postponement of paper documentation and CD-rom sending referred to in the AIFA
communication of 1t August 2019 (https://www.aifa.gov.it/-/aggiornamento-lettere-per-I-
autorizzazione-di-sperimentazioni-cliniche-e-relativi-emendamenti-sostanziali) is allowed.

It is anyway recommended, whenever possible, to apply the stamp duty on the transmission letter
by virtual payment (except in the cases provided for in article 17 of the legislative decree n°
460/1997 and in article 82, par. 5 of the legislative decree n° 117/2017) and to digitally sign the
letter uploaded in the OsSC.

Paper documentation and CD-rom will have to be sent to the Clinical Trial Office as soon as
possible.

In case the submission via OsSC is not possible and paper transmission is needed as provided for in
the AIFA communication of 2" October 2018 (https://www.aifa.gov.it/-/attivazione-nuova-
piattaforma-ossc-aggiornamento-02-10-2018-), transmission by e-mail will not be accepted.

Exception is made only for the submission of clinical trials regarding treatment of COVID-19
(coronavirus disease 19): authorization requests are allowed to be submitted by mail to
apa@pec.aifa.gov.it and related documentation can be sent via Eudralink or similar ways within
the same e-mail.

Please note that, in this case, the whole authorization process of such requests will continue by
e-mail and the Applicant is requested to return in the OsSC as soon as possible, as provided for the
temporary paper management (AIFA° communication of 6™  August 2018:
https://www.aifa.gov.it/documents/20142/871583/comunicazione OsSC 06.08.18.pdf/20bdd0c0
-d754-817c-93ac-ca7b0476f1e5).
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Ethics Committees evaluations of clinical trials/substantial amendments

Without prejudice to the current legislation and internal procedures of each single Ethics
Committee, their meetings may also be held by web-conferences or other telematic ways, with
the appropriate frequency to manage urgencies due to the current emergency.

Management of clinical trial activities outside investigational sites

In the case it is necessary — where feasible —, in order to limit the risk of coronavirus infection, and
in case of patients facing with difficulties in reaching trial sites or of trial sites that have suspended
outpatient activities, to supply patients with the investigational drug(s) so as to avoid them going
to the hospital (thus ensuring treatment continuity), or carry out other activities related to the
clinical trial (e.g. visits and exams or adverse reactions management) at patient’s home or in a site
different from the investigational clinical site, Applicants/Sponsors will have to notify a substantial
amendment for immediate implementation only to the Ethics Committees involved, indicating its
urgency due to the current emergency.

In this regard, taking into account provisions set down by DPCMs (decrees of the Italian President
of the Council of Ministers) concerning the urgent measures for the containment and
management of the epidemiological emergency from COVID-19 and by specific ordinances issued
by Regions, Sponsors/CROs are invited to draw up a risk evaluation plan and implement an action
plan for the maximum protection of experimental subjects, also in view of the urgent need to
minimize contacts between patients and investigational staff, and not to overload healthcare
facilities.

In particular, limited to the coronavirus emergency period, the following exemptions are provided:

1. Investigational medicinal product (IMP) management

If possible, when the patient goes to the study site for a visit, it may be useful to provide an
amount of medicinal product covering a longer period of time than is normally estimated.

According to current legislation (article 7 of the Ministerial Decree 21 December 2007),
the Sponsors must send investigational drugs needed for the trial to the pharmacy of the
investigational site, that is in charge for their registration, appropriate storage and delivery
to the investigator. Therefore, considering the COVID-19 serious emergency, even if the
priority mode remains the delivery to the hospital pharmacy that then proceeds to the
subsequent delivery to the investigational centre, direct deliveries from the hospital
pharmacy to the trial subjects also through dedicated couriers can be arranged, upon
indications of both the hospital pharmacy Director and the Principal Investigator (Pl). It is
intended that the hospital pharmacy is responsible for the process supervision; the
pharmacy and the Pl must be constantly informed on the delivery, according to procedures
established for the correct conduction of the trial and by the above-said risk plan, that
must take into account the IMP typology, administration methods, conservation and
transport. Adequate remote communication ways with involved subjects must be
implemented to replace the information that will no longer be provided in person.
Depending on the case, telephone and/or video call can be used to inform the patient,
where deemed necessary. Adequate tracking of what is being implemented in this
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3.

emergency situation is recommended. All this without prejudice, if possible, to conditions
set out in FAQ 10 of the EMA Document “Q&A: Good clinicalpractice (GCP)” — GCP Matters
(https://www.ema.europa.eu/en/human-regulatory/research-
development/compliance/good-clinical-practice/qa-good-clinical-practice-gcp).

If the CRA of the study is not able to carry out the control on the final accounting of the
investigational medicinal product for the purpose of reconciliation, and this operation is
considered as impossible to be postponed, it can be carried out by a pharmacist of the
hospital pharmacy or by the study coordinator/data manager, appropriately trained. The
IMP can be returned to the Sponsor directly by the hospital pharmacy.

Clinical examinations

Being aware of the need to have haematological tests performed in laboratories near to
the patient’s home, they will have to be carried out in public health structures. The use of
private sites not recognized eligible pursuant to the Ministerial Decree of 19" March 1998
yet, will have to be carefully taken into consideration and chosen only in the case it
represents the unique possibility for the patient’s protection; the use of such data for
regulatory purposes will have to be discussed when submitting data.

Sites closing
If a site is closed to the public for COVID-19 containment measures, it should be carefully

assessed if the clinical trial staff is able to guarantee the continuity of the trial itself. In case
the site is unable to follow the patients undergoing the trial, the study should be
temporarily halted or, where possible, enrolled patients should be transferred to the
nearest active trial site. Information exchange between Pls must be assured, as well as the
transmission of clinical documentation and other trial material (e.g. IMPs) between sites.
Contacts between Sponsor and health structures involved must be updated according to
new agreements.

A site not authorized to participate in the specific clinical trial is not considered as suitable
as back-up, since it is not active, it does not know the trial and could not ensure a proper
therapeutic continuity for the patient.

Clinical trial monitoring

By analogy with what stated in the previous paragraph, Sponsors are invited to draw up a
risk evalutation plan and implement an action plan taking into account the need to reduce
unnecessary contacts in this period of COVID-19 epidemiological emergency. First of all, it
should be assessed whether in-situ monitoring visits can be replaced by an enhanced
centralised monitoring or whether such local visits can be postponed.

Exceptional methods such as telephone contacts or, even better, videoconferences with
the trial site staff can be implemented for the purpose of source data verification. These
methods must be described in a specific SOP by the Sponsor/CRO and must be evaluated
and approved by the Personal Data Protection Officer of the trial site.

Other unusual monitoring methods involving more risky ways of accessing sensitive data,
such as video recording of source document or making available to monitors original
documents in shared electronic areas, must always be agreed with the Personal Data
Protection Officer of the hospital, but it is considered appropriate that a specific opinion by
the Italian Data Protection Authority be obtained.
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5. Possibility for the Sponsor to sign contracts directly with specialized service

agencies/companies (e.g. home nursing services) to carry out activities related to clinical
management of patients falling under the Principal Investigator’s (Pl) responsibility

In reiterating that such measures should be intended as extraordinary and limited to the
coronavirus emergency period, by way of derogation from the FAQ 11 of the EMA

document “Q&A: Good clinicalpractice (GCP)"-GCP Matters
(https://www.ema.europa.eu/en/human-regulatory/research-
development/compliance/good-clinical-practice/qa-good-clinical-practice-gcp), the

Sponsor is allowed to sign contracts directly with such specialized agencies/companies. All
other indications in the afore-mentioned FAQ remain applicable, such as for example:
— the need that the Pl remains responsible for the supervision
— that efficient communication contacts are established between the staff in charge
and the PI
— that the staff in charge is suitably trained and that duties and responsibilities are
stated in the contract and/or delegation log
— that the protection of data confidentiality is assured.

Possibility of exceptional expenses reimbursement

Taking into account this exceptional situation, if, in order to implement urgent measures
for the protection of subjects involved in a clinical trial, expenses are foreseen to be
charged to these subjects, similarly to what is already allowed in extraordinary cases (e.g.
trials on rare diseases), the Sponsor is allowed to reimburse such expenses directly to the
subjects, keeping appropriate supporting documentation.
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Deze maatregelen zijn bedoeld om de testactiviteit, de veiligheid en het welzijn van de patiënt en de traceerbaarheid van de uitgevoerde acties te garanderen.

Hun aanvraag vereist geen goedkeuring door de AEMPS of de CEIm, maar ze moeten worden meegedeeld zodra de gezondheidscrisis van COVID-19 is beëindigd.

Het Spaanse Agentschap voor Geneesmiddelen en Gezondheidsproducten (AEMPS), als de bevoegde nationale autoriteit voor de goedkeuring van klinische proeven, stelt een reeks aanbevelingen voor voor uitzonderlijke toepassing tijdens de periode van de COVID-19-crisis in Spanje. Deze maatregelen zijn bedoeld om de activiteiten van de proef zoveel mogelijk te behouden, de gezondheidszorg van de patiënten te garanderen, hun veiligheid en welzijn te beschermen en de traceerbaarheid van de in deze noodsituatie voor de gezondheid uitgevoerde acties te behouden. Het is essentieel om de maximale capaciteit van het gezondheidssysteem te behouden, waardoor het risico op infectie voor de bevolking wordt verminderd. Bovendien moet rekening worden gehouden met de maatregelen die in de verschillende autonome gemeenschappen zijn toegepast na de aankondiging van de staat van waarschuwing door de regering. In dit verband kunnen geplande follow-upbezoeken, toegang door niet-personeel tot de centra en controle op proef ter plaatse in gevaar worden gebracht. In sommige gevallen kan het nodig zijn om een ​​patiënt van het ene centrum naar het andere te verplaatsen om hun gezondheidszorg te vergemakkelijken. Aan de andere kant kan er een afname zijn van het personeel van de promotor die verantwoordelijk is voor het toezicht op de proef. Het is belangrijk dat de promotor samen met de onderzoeker een risicoanalyse maakt en prioriteit geeft aan de activiteiten die kritisch zijn en de manier waarop ze uitgevoerd moeten worden. Beiden moeten de toepassing van deze maatregelen op evenredige wijze evalueren voor elke klinische proef, rekening houdend met hun bijzonderheden, de organisatie van elk centrum en de epidemiologische kenmerken van COVID-19 daarin. Deze maatregelen kunnen worden bijgewerkt om ze aan te passen aan de door het ministerie van Volksgezondheid vastgestelde epidemiologische ontwikkelingen. Dergelijke uitzonderlijke maatregelen moeten naar behoren worden gedocumenteerd in het proefdossier. Voor de toepassing ervan is echter niet per geval voorafgaande goedkeuring vereist als substantiële wijziging door de AEMPS of door de Ethische Commissie voor Geneesmiddelenonderzoek (CEIm), noch de individuele melding van ernstige inbreuken op het protocol, tenzij uitdrukkelijk vereist in de punt 2. In de vier maanden na de datum waarop wordt aangenomen dat de COVID-19-crisis in Spanje is geëindigd, moet de promotor voor elke proef een verslag indienen over de uitzonderlijke maatregelen die zijn genomen en die naar het Agentschap en de CEIm zullen worden gestuurd .

1. Geplande persoonlijke bezoeken van patiënten in een klinische proef 

De promotor dient samen met de onderzoeker na te gaan of het raadzaam is deze bezoeken uit te stellen, of om te zetten in telefonische bezoeken, en ze opnieuw in te plannen in het bezoekschema van de klinische proef. Er moet worden gezorgd voor kritieke geplande bezoeken ter plaatse. In het geval van bezoeken die opnieuw worden gepland, worden deze afwijkingen van het protocol niet als ernstige inbreuken beschouwd, tenzij ze de veiligheid van de patiënt in gevaar brengen.



2. Werving van nieuwe patiënten

Toekomstig verwachte afwijkingen van het protocol zijn niet acceptabel en naar verwachting zullen alle proefpersonen die in een klinische proef zijn opgenomen aan alle selectiecriteria voldoen. De sponsor kan, samen met de onderzoeker, op basis van een baten / risicobeoordeling die rekening houdt met de kenmerken van de proef en de omstandigheden van de deelnemende centra, de werving en zelfs de behandeling van de proefpatiënten onderbreken om onnodige risico's en garantie te vermijden de best mogelijke gezondheidszorg voor patiënten. Deze analyse is vooral relevant in klinische onderzoeken met immunosuppressieve behandeling en daarom een ​​verhoogd risico op infectie, zonder dat de deelnemers er baat bij hebben. In het geval van een onderbreking van de studie die leidt tot stopzetting van de behandeling bij een deel van de patiënten, zou de promotor deze maatregelen moeten melden als "dringende beveiligingsmaatregelen", met uitleg over de maatregelen die zijn genomen om de alternatieve behandeling van de patiënten te garanderen door een advertentierapport te sturen. Hoc zowel de AEMPS als de Commissie voor Ethiek van Onderzoek met medicijnen. (CEIm) binnen de 15 dagen na de onderbreking of beëindiging.



3.Toegang tot proefbehandeling

De toegang van patiënten tot proefmedicatie moet worden gegarandeerd onder dezelfde voorwaarden als waarin ze werd gegeven. Het wordt aanbevolen dat de onderzoeker de mogelijkheid en het gemak evalueert dat, wanneer de patiënt een gepland bezoek bijwoont, hij een hoeveelheid medicatie krijgt die een langere behandelingsperiode zal dekken. De Apotheekdiensten van de ziekenhuizen kunnen de maatregelen nemen die zij nodig achten, bijvoorbeeld het thuis toedienen van een behandeling aan een door de patiënt geautoriseerde persoon of het afleveren van de behandeling door de Apotheekdienst aan de woonplaats van de patiënt. geduldig wanneer uw omstandigheden dit raadzaam maken. Met betrekking tot dit laatste moet het behoud van de behandeling tijdens transport en communicatie met de patiënt worden verzekerd om de ontvangst en juiste toediening mogelijk te maken. Er wordt rekening gehouden met sectie 10 van het document "Q&A: Good clinical practice (GCP)" - GCP Matters ". De situatie in elk specifiek geval moet worden beoordeeld door de promotor, de hoofdonderzoeker en de apotheek.



3. Monitoring bezoeken

De promotor wordt aanbevolen om de proefmonitoringsplannen voor de komende vier maanden bij te werken, waarbij prioriteit wordt gegeven aan gecentraliseerde monitoring en monitoring op afstand van de deelnemende centra, wat niet betekent dat de personeelsleden van het centrum met taken worden belast of de brongegevens worden herzien en zo veel mogelijk worden uitgesteld. Zoveel mogelijk de verificatie van brongegevens totdat u persoonlijk toegang heeft tot de medische geschiedenis. De promotor zal met de deelnemende centra en teams de voorwaarden voor een dergelijke monitoring overeenkomen.



4. Transfer van patiënten van het ene centrum naar het andere

Als de overdracht van een patiënt van het ene proefcentrum naar het andere nodig is, kan dit worden uitgevoerd op voorwaarde dat: a) er een overdrachtsovereenkomst tussen de centra wordt ondertekend, b) het nieuwe centrum toegang heeft tot het notitieboek en de geschiedenis van de gegevensverzameling de kliniek van de patiënt (of als het oorspronkelijke centrum u geen kopie ervan toestuurt); c) het oorspronkelijke centrum stuurt een overdrachtsrapport met een samenvatting van de meest relevante medische gegevens van de patiënt met betrekking tot de studie om de follow-up ervan naar het nieuwe centrum te vergemakkelijken; d) de overdracht van de patiënt wordt gedocumenteerd in het proefdossier van de twee centra.



5. Klinische proeven gericht op het onderzoeken van nieuwe medicijnen tegen coronavirus

De AEMPS geeft samen met de CEIm prioriteit aan de evaluatie van klinische onderzoeken gericht op de behandeling of preventie van coronavirusziekte. Promotors of onderzoekers die een onderzoeksproject van dit type hebben, moeten een bericht naar de Clinical Trials Area sturen met daarin het onderwerp: DRINGEND nieuw EC COVID19. Nog dezelfde dag wordt een antwoord gegeven.
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