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Special Centre Web/Teleconference Meeting Summary
April 17, 2020 @ 9am
ATTENDEES	
	Sites:
	1. CHEO, Ottawa
2. Grand River Hospital
3. Hamilton Health Sciences
4. Health Sciences North, Sudbury
5. Hospital for Sick Children, Toronto
6. Humber River Hospital, Toronto
7. Kingston General Hospital
8. Lakeridge Health, Oshawa
9. London Health Sciences Centre

	10. Markham Stouffville
11. Niagara Health System
12. North York General Hospital 
13. The Ottawa Hospital
14. Royal Victoria, Barrie
15. Sunnybrook Health Sciences Centre, Toronto
16. Thunder Bay Regional Health Sciences Centre
17. Trillium Health Partners, Mississauga 
18. UHN (PMCC, TGH, TWH), Toronto
19. Unity Health (St. Michael’s/St. Joseph’s), Toronto


	OCREB:
	Beren Avci, Aurora de Borja, Natascha Kozlowski, Carrie Li,  Janet Manzo, Alison van Nie, Cindy Sandel, Yooj Ko (Chair), 



REGRETS	
	Sites:
	20. Cambridge Memorial Hospital
21. Michael Garron Hospital, Toronto
22. Sinai Health System, Toronto
23. Southlake Regional Health Centre, Newmarket
	24. St. Joseph’s Healthcare, Hamilton
25. William Osler Health Centre, Brampton
26. Windsor Regional Hospital
27. Women’s College Hospital, Toronto


	Guest:
	Jessica Sleeth, Manager of Compliance and Oversight, Canadian Cancer Trials Group



If you temporarily have to leave the teleconference, please hang up and dial in again when you are able to re-join. Putting your phone on hold causes interference with all of the other lines. 


Q&A to address OCREB Guidance for the conduct of research trials during the COVID-19 Pandemic


Introduction to Natascha Kozlowski – the new OCREB Executive Director. Natascha began her employment with OCREB on March 30, 2020
Janet Manzo – Janet’s final day will be May 6, 2020
OCREB MEMO: updated on April 1, 2020 [posted on https://ocreb.ca]
The OCREB Memo, which has been updated several times since the initial posting, may require further updates as the situation evolves. Additional actions may be required to deal with the ongoing challenges of conducting research during the pandemic, while ensuring the rights, safety and wellbeing of participants.
Pandemic regulatory guidance:
1. Health Canada:   https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/announcements/management-clinical-trials-during-covid-19-pandemic.html

2. OHRP: https://www.hhs.gov/ohrp/regulations-and-policy/guidance/ohrp-guidance-on-covid-19/index.html?utm_campaign=+42390541&utm_content=&utm_medium=email&utm_source=govdelivery&utm_term=
It is OHRP's view that the guidance FDA issued on March 18, 2020 and as updated on April 2, 2020 (see FDA Guidance on Conduct of Clinical Trials of Medical Products during the COVID-19 Pandemic is consistent with the HHS human subjects’ protection regulations at 45 CFR part 46, even if the research is not also regulated by FDA. 
In addition, OHRP's May 14, 2018 guidance, "Effects of Disasters on Human Research Protections Programs," may also be applicable to the current circumstances. This 2018 guidance indicates that OHRP will take into account the situations institutions are experiencing in emergency circumstances such as the COVID-19 outbreak, and will use available flexibility in its decision making (See https://www.hhs.gov/ohrp/regulations-and-policy/guidance/effects-of-disasters-on-human-research-protections-programs-guidance/index.html ). 

3. FDA: https://www.hhs.gov/ohrp/sites/default/files/fda-covid-guidance-2apr2020.pdf - PDF)


Other Resources
			4. CAREB-ACCER: COVID-19 Forum









			CAREB-ACCER has created a new Open Forum dedicated to COVID-19 to help the research ethics community discuss issues and share information.
This Forum is open to any person with a CAREB-ACCER account, whether or not they have an active membership.

Three Topics are live: 
· Clinical Trials 
· REB Guidance for researchers in the wake of COVID19 
· REB Review 
Login to your CAREB-ACCER account to access the Forum, view content and add comments.

If you are a CAREB-ACCER Member, you can also create a new Topic.
If you are not a member and would like to add a Topic, or if you have any other questions, please contact us at memberservices@careb-accer.org. 









		Access the Forum 



5. CTO file:///C:/Users/avannie/Desktop/covid-19-clinical-trial-resources.htm



6. EU Guidance




________________________________________________________________________
Introduction of Jessica Sleeth, CCTG, Manager of Compliance and Oversight, Canadian Cancer Trials Group
Jessica discussed CCTG’s recent amendment for their trials, including the following updated information regarding the implementation of the consent addendum.
Changes to the requirements arising from the amendment
· OCREB will reissue the approval letter for already approved amendments; details to follow [no action from applicants is required]
· Hold on currently under review amendments; to address the updated information [no action from applicants is required]
NOTE: revised responses in the PAM to 5.11 and 5.12 for already submitted PAMs will not be required;
· Submission of new amendments – information from CCTG and OCREB will be provided to applicants
Q: CCTG study participants are no longer coming to the clinic for annual follow-up which is done over the phone. Could you please clarify: do I need to mail the consent addendum to participants / or is verbal phone communication is enough?  
Response: either process is acceptable
[bookmark: _GoBack]New: as per CCTG FAQ p.2 (below) if the patient management has not changed due to COVID-19, and the addendum is not relevant to the participant, it does not require implementation 
“If patient management has not changed due to COVID-19, for example the patient is in follow up for survival, then the Informed Consent expectation detailed previously under “Informed Consent” is not applicable. Please document that patient management has not been affected and Informed Consent follow up is not required in your medical record to acknowledge it was reviewed.”
Q: All current CCTG study patients at our site are on follow up and will not be expected to return for the next few months, which poses a difficulty in obtaining written consent within 30 days of OCREB approval.
Response: the 30 day requirement for written consent has been removed – a signature no longer is required and the 30 day implementation of the consent addendum has been waived
Q: I would like to ask what guidance OCREB would have on this? Would mailing the ICFs and having patients mail signed ICFs back be appropriate? If there are delays in signed ICFs (over 30 days) would this need to be reported to OCREB?
Response: the 30 day requirement has been removed along with the requirement for a signature. Consent may be obtained orally and documented.

Scenarios:
Communication with participants who are currently enrolled in the study and receiving study treatment or intervention:
Verbally/orally inform participants of the information; consent update/addendum may be provided at the next visit (signature not required) or sent to the participant via mail/email. Participants who are unable to be contacted by phone may be provided with the addendum (without the signature page), by other means, as required – e.g., email or mail. All processes should be documented in the participant’s records, including ongoing consent, when provided.
Communication with participants who are currently being followed for the purposes of the study but are no longer receiving study treatment or intervention:
Verbally/orally inform participants; consent update/addendum to be provided at the next visit (signature not required) or sent to the participant via mail/email. Participants who are unable to be contacted by phone may be provided with the addendum (without the signature page), by other means, as required – e.g., email or mail. All processes should be documented in the participant’s records, including ongoing consent, when provided.

OCREB Memo has been updated [posted on https://ocreb.ca]
April 16, 2020: CCTG COVID-Related Notices
OCREB is aware that CCTG has provided study sites with COVID-19 related documents that involve changes to a number of CCTG studies. Following recent discussions with CCTG and internal discussions, OCREB recommends the following plan to manage the submission and review of these changes. Please disseminate this information to your study teams, as applicable. Please contact OCREB if you have any questions.
Provincial Applicant updated submission and implementation information: updated information is highlighted
· For CCTG studies which have submitted the amendment and have received approval, a revised approval will be provided for these studies with the updated consent addendum implementation information;
· For CCTG studies which have been submitted but not yet approved, the approval will include the updated consent addendum implementation information; 
· For new CCTG amendment submissions, CCTG will be providing ‘new’ instructions regarding the submissions;
· For PAs in centres with a high volume of submissions, CCTG will offer some assistance with the submissions.
Changes in implementing the consent addendum:
· A signature is not required for the consent addendum – this includes not requiring a signature within 30 days or at the time of the next study visit;
· Participants may be informed orally of the information– as described in the addendum – by phone and their oral consent must be documented;
· Participants who are unable to be contacted by phone may be provided with the addendum (without the signature page), by other means, as required – e.g., email or mail – and ongoing consent will be documented when provided;
· For all affected CCTG studies, the Provincial Applicant for each study must submit the amendment (PAM), as provided by CCTG, which would include the supplementary Protocol appendix, the consent Addendum, the COVID Notification Memo, any Study specific Memos, and the Participant Letter related to Shipping of Protocol Therapy, as applicable. The Consent Addendum will be accepted as provided by CCTG – i.e., use of the OCREB consent update template is not required under the circumstances. Please remember to add the STUDY SPECIFIC information to the template provided by CCTG and please also include the French versions of the Addendum and Participant Letter with the submission.
· Participating centres may implement the changes, as indicated in the CCTG communication, on an urgent basis, prior to OCREB review and approval, including the verbal notification of participants. Under the circumstances, OCREB does NOT require submission of an oral script. Ensure that the notification process is well documented in the health records and study files and that consent is maintained.
· Given that OCREB has been apprised of the CCTG guidelines, there is no urgency to submit the PAM, recognizing the current work load constraints.
· Unless there are non-COVID related changes included in the amendment, these amendments should meet the criteria for Delegated review.



______________________________________________________________________________
Q: CREs [centre reportable events] vs. PAMs [provincial amendments]: 
· Amendments from centres are not expected;
· Follow CRE submission requirements if centre-specific protocol deviations are implemented to address institutional requirements that affect the conduct of the trial; https://ocreb.ca/wp-content/uploads/2018/09/Guidance-for-protocol-deviation-reporting.pdf
· PAMs may be submitted - amendment may include a participant information sheet/update if applicable
Q: Do institutional pandemic-related criteria require submission? E.g., telephone contact to replace in person assessments/visits/follow-up, etc., remote consenting (rare), remote monitoring, distribution of meds to the home of the participant.
Response: only those protocol deviations that meet the reporting criteria.
Q: Do sponsor Memos require submission? e.g., safety updates; notification to sites of the support for making changes to procedures
e.g.,  Does a Memo from the sponsor indicating that changes in procedures due to the pandemic are expected and will be managed in keeping with best practices require submission?
Response: most sponsor and site-specific Memos do not require submission if they include guidance re potential modifications to the study conduct as it relates to the pandemic.  Contact the REC for more information.
Q: does stopping/suspending enrolment due to the pandemic require submission?
Response: suspending/stopping enrolment, due to the pandemic requirements, must be reported on the PCR/CCR. 
Q: When do I need to submit an Amendment for changes made to the study procedures? 
Response: generally amendments only are required at the provincial level – not centre-specific. Please consult the REC for further assessment.
Q: As the sponsor of a trial, I would like to confirm that no submission to OCREB is required if there is no change to the protocol. Accrual to this trial was already closed, and sites are being asked to follow their institutional COVID response guidelines. This may include PI visits in lieu of hospital visits, and a pause in sample collection (defer to site guidelines). Please advise if a submission or notification is required. 
Response: no submission is required at the Provincial level; centres can submit deviations that meet reporting criteria
Q: How do I change the method of questionnaire administration if the one approved is for use at the site (e.g., electronic)?
Response: changes to the method of implementation generally would be acceptable depending on the sponsor’s agreement; please consult with the REC for information as it relates to the trial.
Q: I wanted to know what re-consenting processes would be acceptable by OCREB for the most recent amendment/consent update for this study. A few patients have yet to have a follow-up visit and will now be done remotely. The Sponsor suggests mailing it to them and having the patients mail it back, would that be feasible and/or safe during this time? Are there alternative suggestions or would it be what the Sponsor wants?  
Response: generally, alternative methods of consenting are being accepted during the pandemic to ensure participant safety and to acknowledge the use of resources at the centres. Please consult with the REC to review the acceptability of the options.
Q:  If we need to change the consenting process due to COVID (i.e., from in person, to a combination of phone/email/mail), do we submit an update to OCREB?
Response: some changes in consenting processes may require submission via a CRE but others may be acceptable as they relate to the pandemic; please consult with the REC to discuss the options.
Q: Sign off of the centre renewal applications, centre reportable events (related to COVID).
In light of the current situation, with PIs/Qis having to deal with other priorities, obtaining sign off in a timely manner, if at all may be a challenge. May an alternate person – designated study staff sign off- who is listed on the delegation log. Or is this up to individual centres?
e.g., a delegated signature is only permitted for resubmissions where edits have been requested and made to the application, following initial submission.  
Response: Although the board doesn’t endorse the use of alternative signatures when the PI signature is required, OCREB recommends that study staff signing in place of the PI would require documentation for this delegated responsibility in the Delegation log.  This also applies to the attestation. 
OCREB does not require signatures for most REB submissions (only the initial PIAs, CIAs).


Q: is a witness required during a consenting procedure completed by phone?

Response: no. The study staff will conduct the call and document the information provided and the response of the participant – a witness is not required.




Protocol Deviations
OCREB recognizes that an increase in protocol deviations is likely during this period. While documentation is essential for all deviations, protocol deviations do not need to be reported to OCREB unless the deviation imposes an increase in the risk of harm to participants or adversely affects the integrity of the data or study efficacy – some consent deviations also may be required. For example, if a participant is not able to travel for an in-person visit because of self-quarantine, that deviation does not need to be reported unless it impacts the risk to the participant. If the deviation meets the reporting criteria, submit deviations as centre reportable events as soon as there is time and sufficient information. 

Thanks for your participation in the teleconference today and please feel free to contact me with any questions or concerns.

Upcoming Teleconferences: please see the website for information about upcoming teleconferences.

Thank you for your ongoing work with trial participants during this extraordinary time and please stay well.

Thanks, Alison
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			COVID-19 Resources & Updates


Clinical Trials Ontario is committed to helping advance COVID-19 research and clinical trials as quickly and effectively as possible by connecting the clinical trials community, sharing relevant information, and getting studies off the ground efficiently. On this page, you will find helpful resources, relevant news items, Health Canada approved COVID-19 studies, and a list of COVID-19 trials using CTO Stream.


CTO can help you move COVID-19 studies forward quickly


Through CTO’s programming, CTO Stream, the Trial Site Network, and QuickSTART, we can help identify collaborators across the province and assist in managing study start-up at each of these centers. Read more about how we can help you move forward, faster here. 


News and Resources



		CTO Stream’s Response to COVID-19


		Regulatory updates for the clinical trials community


		News from the clinical trials community 


		CanCOVID initiative​





Active Research Projects 



		SEARCH – List of Health Canada Approved COVID-19 Studies 


		SEARCH  – List of active COVID-19 research projects from COVID-19 Resources Canada









		

			 		


COVID-19 Clinical Trials in CTO Stream

This list includes COVID-19 clinical trials, interventions or observational studies within the CTO Stream program. This list is intended to facilitate connections between the clinical trials community to accelerate COVID-19 research in Ontario. If you would like more information on these trials, please email info@ctontario.ca.

            

                A Multi-centre, Adaptive, Randomized, Open-label, Controlled Clinical Trial of the Safety and Efficacy of Investigational Therapeutics for the Treatment of COVID-19 in Hospitalized Patients (CATCO)



                


		
Status:



		
Open







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical trial







		
Lead Site: 



		
Sunnybrook Health Sciences







		
Lead Investigator:



		
Rob Fowler







		
Study Sponsor:



		
Sunnybrook Research Institute







		
Study Contact Information:



		
Gail Klein 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
This study aims to evaluate the efficacy and safety of different treatments compared to standard of care of patients hospitalized for COVID-19. The first treatment to be assesses is lopinavir/ritonavir, a common retroviral drug. Participants will be randomized to receive either standard-of-care products or the study medication, while being hospitalized for COVID-19.


 







		
Clinicaltrials.gov link



		
https://clinicaltrials.gov/ct2/show/NCT04330690?term=catco&draw=2&rank=1 













            


                    

                COVID-19 Ring-based Prevention trial with Lopinavir/ritonavir (CORIPREV LR)



                


		
Status:



		
Open







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
No







		
Study Type:



		
Clinical Trial







		
Lead Site: 



		
St. Michael’s Hospital







		
Lead Investigator:



		
Darrell Tan







		
Study Sponsor:



		
St. Michael’s Hospital







		
Study Contact Information:



		
Attia Qamar 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
Despite efforts to contain it, the rapidly expanding global pandemic necessitates the rapid evaluation of strategies for prevention of COVID-19 in close contacts of new cases. Lab data, animal models and early clinical data suggest that a drug commonly used to treat HIV, called Kaletra, may have activity against COVID-19 and its closely related cousin coronaviruses, SARS and MERS. Kaletra is currently being tested in clinical trials in China for treatment. This drug has been safely used for over two decades in HIV treatment and also in post-exposure prophylaxis (PEP) for un-infected people with high-risk exposures. Our study will address the immediate need for prevention interventions by testing whether or not giving Kaletra PEP to contacts exposed to COVID-19 will stop them from getting the disease. Our trial employs a commonly used approach in vaccination studies called a ring design, which also allows us to collect detailed information about the natural history of the infection in exposed contacts. In addition to testing the effectiveness of our specific intervention, the master protocols and procedures developed can be used to test other prevention interventions including both medications and vaccines, once they become available. This ring design was a key part of the successful eradication of smallpox, and the evaluation of the vaccine used for Ebola. We will identify a ring of exposed close contacts around index cases and randomize these rings to a 14-day course of Kaletra PEP or no intervention and will test them systematically to see if they develop COVID-19. Our study team members of Canadian experts on the frontlines with SARS, MERS, H1N1, Ebola, and HIV, are well connected to coordinate with existing clinical trials networks both in Canada and internationally.







		
Clinicaltrials.gov link



		
https://clinicaltrials.gov/ct2/show/NCT04321174?term=CORIPREV+LR&draw=2&rank=1













            


                    

                Anti-Coronavirus Therapies to prevent COVID-19 progression (ACT) Trial



                


		
Status:



		
Open 







		
CTO Streamlined Ethics:



		
Approved 







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical Trial







		
Lead Site: 



		
Hamilton Health Sciences Corporation







		
Lead Investigator:



		
Richard Whitlock







		
Study Sponsor:



		
Hamilton Health Sciences Corporation







		
Study Contact Information:



		
ACT Project Team 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
A novel severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) has affected hundreds of thousands of people worldwide. The disease that is now known as COVID-19 was first reported to the World Health Organization on December 31, 2019. The disease is spreading quickly around the globe and has been declared a pandemic on March 11, 2020. Exploring therapies potentially of benefit for COVID-19 is a public health emergency.


This program will determine whether the combination of chloroquine and azithromycin reduces the primary outcome of clinical progression of COVID-19. The program consists of 2 parallel trials in people who have tested COVID-19 positive; 1) the outpatient trial, and 2) the inpatient trial.







		
Clinicaltrials.gov link



		
https://clinicaltrials.gov/ct2/show/NCT04324463?term=Anti-Coronavirus+Therapies+to+prevent+COVID-19+progression+%28ACT%29+Trial&draw=2&rank=1













            


                    

                How are you coping? Assessing the psychological, social, and economic impacts of an emerging pandemic (C19 Survey)



                


		
Status:



		
Open







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Observational







		
Lead Site: 



		
The Royal Institute of Mental Health Research







		
Lead Investigator:



		
Rebecca Robillard







		
Study Sponsor:



		
 







		
Study Contact Information:



		
Rebecca Robillard 







		
Multi-site Study:



		
Yes













		
Lay Summary 



		
The outbreak of COVID-19 was declared a pandemic by the World Health Organization on 11 March 2020. In response to this outbreak, most hospitals have cut down non-essential services and most staff is working under unusual circumstances; several offices and business have closed, some asked their employees to work from home, others reduced work hours or terminated jobs; schools and universities have been closed. Stock markets are highly unstable and some geographical borders are being closed. The general population is encouraged to self-isolate in order to limit the spread of the virus. At the moment, the duration of the outbreak is still unknown, and as such, people are uncertain as to when and how they may be able to resume normal life. The current situation unfolding with regards to the COVID-19 virus is changing core aspects of peoples lives in a unique manner.


 


This study aims to examine the psychological, social, and financial impacts of the COVID-19 pandemic at various stages of the outbreak. Special attention is given to social isolation, as well as family and work related factors.


 


An online survey will be distributed via multiple hospitals, web-based platforms and social media in the early phase of the outbreak. The survey includes validated questionnaires and custom-made questions to asses the current situation. It addresses the following core themes: demographics, COVID-19 symptoms, social distancing and social interactions, as well as physical and mental health. Respondents have the option of being followed at different stages across the crisis. The survey also includes targeted questions for individuals with a current diagnosis of a mental/medical illness, as well as health care providers and health care administrative staff.







		
Clinicaltrials.gov link



		
 













            


                    

                Protecting Frontline Health Care Workers from COVID-19 with Hydroxychloroquine Pre-exposure Prophylaxis: A Randomized, Placebo-controlled Multi-Site Trial in Toronto, Canada (HEROs Trial)



                


		
Status:



		
Pending







		
CTO Streamlined Ethics:



		
Submitted







		
Seeking Additional Sites: 



		
No







		
Study Type:



		
Clinical trial







		
Lead Site: 



		
University Health Network







		
Lead Investigator:



		
Megan Landes







		
Study Sponsor:



		
University Health Network







		
Study Contact Information:



		
E. Fremes







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
On March 11, 2020, the World Health Organization declared SARS-CoV-2 (commonly called COVID-19) a global pandemic. As in any pandemic, maintaining the health and safety of the healthcare workforce is of great importance as health care workers (HCW) remain a critical line of defence against the spread of COVID-19 and play a vital role in the recovery of those already infected. Frontline HCW, such as those in the emergency department (ED), are at high risk of contracting COVID-19 due to their close proximity to patients who may have the virus. The impact of frontline HCW becoming ill and thus unable to go to work is equally high, and of grave risk to the function of our healthcare system and our ability to minimize the impact of the current pandemic. This study aims to evaluate whether hydroxychloroquine (HCQ), a well-tolerated drug typically used in the prevention of malaria transmission and rheumatic disease, taken before and during exposure to patients with COVID-19 is effective in reducing COVID-19 infections among ED HCW. We will enroll ED HCW from 5 hospital sites in Toronto, Canada in this trial, and randomly give half of the group HCQ and the other half a placebo pill for 90 days and compare the number of people in each group that are infected with COVID-19.   Throughout the trial we will monitor each group with 4 visits, where we will monitor if the drug is safe and tolerable, the ability of participants to take the medication regularly, as well as their psychological well-being. This study, if shown successful, has the potential to greatly benefit the health system on an individual, institutional, national, and international level.


 







		
Clinicaltrials.gov link



		
 













            


                    

                Altered sense of smell and distorted taste as cardinal symptoms of COVID-19 using subjective and self-reported objective measures



                


		
Status:



		
Open







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Observational







		
Lead Site: 



		
St. Michael’s Hospital







		
Lead Investigator:



		
John Lee







		
Study Sponsor:



		
 







		
Study Contact Information:



		
Daniel Lee







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
Background: Coronavirus disease 2019 (COVID-19) is known to spread widely and rapidly. Currently, the symptoms used for screening include high temperature (fever), cough, shortness of breath, sore throat and/or runny nose. There is emerging anecdotal evidence that up to 30% of patients with COVID-19 may have complete or partial loss of smell and/or distortion of taste as early symptoms. However, there is lack of systemic evidence that smell and taste are disturbed in patients with COVID-19.
Objective: To assess the prevalence of loss of smell and distorted taste in patients who are tested or self-isolated for suspected COVID-19. 
Methods: The study is designed as multi-centre cross-sectional surveys with two phases. The first phase targets subjects who have already visited COVID-19 Assessment Centres for suspected COVID-19. Subjects are identified from the list of patients at COVID-19 Assessment Centres. In the second phase, subjects visiting COVID-19 Assessment Centres for query COVID-19 are prospectively recruited. In both phases, subjects participate in online surveys on a voluntary basis. The survey collects information on demographics, and co-morbidities. Participants are asked about diagnosis, timing, and symptoms of suspected or positive COVID-19. Lastly, participants are asked questions on subjective assessment on change in smell and taste. In the second phase only, the survey includes self-reported objective assessment of smell and taste using common household items. Primary outcome would be the prevalence of subjective anosmia, hyposmia and/or dysgeusia as symptoms among patients with COVID-19 compared with patients without COVID-19. 
Significance: The results from our study would lead to expansion of screening criteria with the addition of smell and taste. This will be a simple and inexpensive public health intervention to risk stratify individuals who may be otherwise asymptomatic, raise public awareness and ultimately reduce community transmission of COVID-19.
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                Post-exposure Prophylaxis or Preemptive Therapy for SARS-Coronavirus-2: A Pragmatic Randomized Clinical Trial (COVID-19 PEP RCT - Canada)



                


		
Status:



		
Open 







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical trial







		
Lead Site: 



		
St. Joseph’s Healthcare Hamilton







		
Lead Investigator:



		
Zain Chagla







		
Study Sponsor:



		
St. Joseph’s Healthcare Hamilton







		
Study Contact Information:



		
Seema Nair Parvathy







		
Multi-site Study:



		 




		
Lay Summary 



		
The purposes of this study are:
1- To determine if giving hydroxychloroquine for five days to individuals who have been exposed to COVID-19 will prevent COVID-19 disease.
2- To determine if giving hydroxychloroquine for five days to individuals with early proven or possible COVID-19 will reduce the severity of symptoms







		
Clinicaltrials.gov link



		
https://clinicaltrials.gov/ct2/show/NCT04308668?term=NCT04308668&draw=2&rank=1


 













            


                    

                ExtraCorporeal Membrane Oxygenation for 2019 novel Coronavirus Acute Respiratory Disease (The ECMOCARD Study)



                


		
Status:



		
Pending







		
CTO Streamlined Ethics:



		
Submitted







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Observational







		
Lead Site: 



		
University Health Network – Toronto General Hospital







		
Lead Investigator:



		
Eddy Fan







		
Study Sponsor:



		
University of Queensland







		
Study Contact Information:



		
Kathleen Exconde 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
In late December, 2019, in Wuhan, Hubei Region, China, a new respiratory syndrome emerged with clinical signs resembling viral pneumonia and person-to-person transmission. Samples from lower respiratory tract, corroborated emergence of a novel coronavirus, namely the 2019 novel coronavirus (2019-nCoV). In particular, several patients with pneumonia of unknown cause were in Wuhan on December 21, 2019 or later, and who had been present at the Huanan Seafood Market. Thus far, more than 111,000 confirmed cases, including health-care workers, have been identified worldwide, and several exported cases have been confirmed in other provinces in China, Thailand, Japan, South Korea, Germany, Italy, France, Iran, USA and many other countries. An early case report in 41 patients with laboratory-confirmed COVID-19 infection in Wuhan has been reported. The median age of the patients was 49 years and mostly men (73%). Among those, 32% were admitted to the intensive care unit. In a later retrospective report by Wang and collaborators, clinical characteristics of 138 patients with COVID-19 infection were described. Those patients were admitted at Zhongnan Hospital of Wuhan University in Wuhan, China, from January 1 to January 28, 2020. The median age was 56 years and admission to the intensive care unit was required in 26.1% and 47.2% required mechanical ventilation. 


Unfortunately, these initial clinical reports provide marginal characterization of patients who are admitted to the intensive care unit and require mechanical ventilation or other highly invasive procedures such as extracorporeal membrane oxygenation (ECMO) to support the failing lungs. 
ECMOCARD is an observational study enrolling all participants newly admitted to the site who meet the COVID-19 case-definition and who are admitted to the intensive care unit.
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                RUX-COVID: A single arm open-label clinical study to investigate the efficacy and safety of RUXolitinib for the treatment of COVID-19 pneumonia



                


		
Status:



		
Open 







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical trial







		
Lead Site: 



		
Princess Margaret Cancer Centre







		
Lead Investigator:



		
Steven Chan







		
Study Sponsor:



		
University Health Network







		
Study Contact Information:



		
Bonnie Kwan 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
This is a study to see how safe and effective the drug ruxolitinib is for the treatment of COVID-19 pneumonia. This will be determined by seeing how many participants subsequently become critically ill (requiring mechanical ventilation and/or have fraction of inspired oxygen (FiO2) of 60% or more).







		
Clinicaltrials.gov link



		
https://clinicaltrials.gov/ct2/show/NCT04331665?term=RUX-COVID&draw=2&rank=1


 













            


                    

                Risk of death or respiratory failure in patients with COVID-19 who received an ACE inhibitor, ARB, or NSAID: An International Multicentre Cohort study [COVID-ACE/ARB/NSAID] (COVIDACE)



                


		
Status:



		
Open 







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Observational







		
Lead Site: 



		
Sinai Health System







		
Lead Investigator:



		
Michael Fralick







		
Study Sponsor:



		
 







		
Study Contact Information:



		
Alexi Gosset







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
The coronavirus disease 2019 (COVID-19) has infected over 800,000 people worldwide and claimed the lives of nearly 40,000 at the time of writing. Preliminary data suggest that certain medications might be associated with worse outcomes, however, these data are conflicting and not based on clinical evidence. The medications include angiotensin converting enzyme (ACE) inhibitors and angiotensin receptor blockers (ARB) (both of which are medications commonly used for elevated blood pressure) and non-steroidal anti-inflammatory drugs (NSAIDS). We will conduct a multicenter cohort study of adults 40 years and older who received these medications (i.e., ACE, ARB, NSAIDS) prior to the hospitalization for COVID19 and we will compare outcomes to adults who received other medications prior to the hospitalization for COVID19. The primary outcome of the study includes death, respiratory failure, or transfer to the intensive care unit.
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                A Research Platform to Screen and Protect Healthcare Workers (U-DEPLOY: RESPECT)



                


		
Status:



		
Pending







		
CTO Streamlined Ethics:



		
Submitted







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical Trial







		
Lead Site: 



		
Toronto General Hospital







		
Lead Investigator:



		
Depali Kumar







		
Study Sponsor:



		
University Health Network







		
Study Contact Information:



		
Bonnie Kwan







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
This is a point prevalence study to determine the rate of asymptomatic shedding of SARS-CoV-2 in healthcare workers (HCWs).
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                A Randomized, Open-Label Trial of CONvalescent Plasma for Hospitalized Adults With Acute COVID-19 Respiratory Illness (CONCOR-1)



                


		
Status:



		
Open







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical Trial







		
Lead Site: 



		
Hamilton Health Sciences Centre







		
Lead Investigator:



		
Donald Arnold







		
Study Sponsor:



		
McMaster Centre for Transfusion Research (MCTR); McMaster University







		
Study Contact Information:



		
Chantal Armali 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
This is a point prevalence study to determine the rate of asymptomatic shedding of SARS-CoV-2 in healthcare work


COVID-19 is an illness caused by a new virus. This virus causes more severe symptoms than most other respiratory viruses, thus treatments are urgently needed for those who become significant ill from it. Currently there is no proven cure for COVID-19, and treatment consists of supportive care while patients hopefully recover. However, there have been preliminary studies showing promise for specific treatments that may increase the likelihood of recovery. One such treatment is convalescent plasma, which is a blood product obtained from people who have recovered from COVID-19.


This study aims to definitively determine whether or not convalescent plasma is effective at treatment patients significantly ill with COVID-19. Patients who have recovered from COVID-19 will be identified and recruited to donate their plasma. We will then randomly select certain hospitalized COVID-19 patients to receive this convalescent plasma, and compare their health outcomes with similar patients who did not receive this treatment.







		
Clinicaltrials.gov link



		
 













            


                    

                A Research Platform to Screen Patients in Oncology and Assess Impact (U-DEPLOY: RESPONSE)



                


		
Status:



		
Pending







		
CTO Streamlined Ethics:



		
Submitted







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical Trial







		
Lead Site: 



		
Princess Margaret Cancer Centre







		
Lead Investigator:



		
Stephanie Lhereux







		
Study Sponsor:



		
University Health Network







		
Study Contact Information:



		
Bonnie Kwan







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
The purpose of this study is to look at the rate of asymptomatic COVID-19 infection in cancer patients receiving cancer therapy.
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                National CVA COVID Study



                


		
Status:



		
Pending







		
CTO Streamlined Ethics:



		
Submitted







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Observational







		
Lead Site: 



		
University Health Network







		
Lead Investigator:



		
Aleksandra Pikula







		
Study Sponsor:



		
University Health Network







		
Study Contact Information:



		
William To 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
COVID-19 is a global pandemic crisis and it poses significant health risks to the world and the national community, while its landscape is still rapidly evolving. As of April 8, 2020, world has 1.45 million confirmed COVID-19 case, while Canada has 18,465 and ~ 30% of all are in Ontario (n=5,276), 52% are female, and 35% are 60 yrs or older (Ontario.ca). Pre-existing vascular risk factors and cardiovascular disease have emerged as risk factors for severity of COVID-19 related illness1-3. Although there are limited reports on incidence of cerebrovascular disease in COVID-19 patients, the pandemic surge is posing two major questions to the global cerebrovascular community:


Question 1: Could COVID-19 infection be complicated by cerebrovascular events and if so, what are the risks, management options and outcomes in these patients?


Question 2: Could COVID-19 surge affect the delivery of cerebrovascular care to non-infected patients?


The National CVA COVID Study is a 2020 pan-Canadian cohort study for cerebrovascular patients (and healthcare workers) with and without COVID-19 in the delivery of clinical care. Our   pragmatic 1 year, two-tiered prospective cohort study is supported under a rapid COVID-19 institutional research umbrella (REB/CTO) at 13 participating Canadian centers. All national sites will also participate in a Stroke-COVID national survey that will assess the mental well-being of healthcare workers (HCW) involved in the care of stroke patients. The results of our study will accelerate the flattening of the curve in the fight against the COVID-19 pandemic.
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                Pandemic Response Biobank for Coronavirus Samples (U-Deploy: PRESERVE)



                


		
Status:



		
Pending







		
CTO Streamlined Ethics:



		
Submitted







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Observational







		
Lead Site: 



		
University Health Network







		
Lead Investigator:



		
Shahid Husain







		
Study Sponsor:



		
University Health Network







		
Study Contact Information:



		
Sarbjot Gill 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
To establish a biorepository of biospecimens with the breadth and depth of accompanying clinical data for future research.
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                Progression and predictors of myocardial injury in resolved COVID-19 patients (COVID-19)



                


		
Status:



		
Pending







		
CTO Streamlined Ethics:



		
Submitted







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical Trial







		
Lead Site: 



		
SBHSC







		
Lead Investigator:



		
Idan Roifman







		
Study Sponsor:



		
SHSC







		
Study Contact Information:



		
Mary Li 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
The ongoing 2019 coronavirus disease (COVID-19) pandemic has been responsible for
unprecedented worldwide morbidity and mortality. Myocardial injury is emerging as a
potential major contributor of mortality in COVID-19 patients. However, the etiology of the
myocardial injury (myocardial infarction, myocarditis or cardiomyopathy) is unknown as are
its progression and its predictors. Cardiac magnetic resonance imaging (CMR) is able to
differentiate between the three etiologies in an accurate and reliable manner. This grant will
harness CMR in order to evaluate the prevalence, progression and predictors of myocardial
injury in patients who have recovered from COVID-19 infection. In order to do this we will
prospectively recruit a cohort of 75 patients who have recovered from COVID-19 infection
from four U of T affiliated hospitals: Sunnybrook Health Sciences Centre, University Health
Network, St. Michaels Hospital and Southlake Hospital, collect baseline clinical
characteristics on them and perform serial MRI scans at three time points at Sunnybrook with
a streamlined protocol optimized to address challenges in this population. Knowledge derived
from our grant will shed light onto the prevalence and nature of myocardial injury associated
with Covid-19 infection and help identify the patients most likely to develop it. The project
also has the potential to reduce downstream hospitalizations for heart failure thus reducing the
demand on soon-to-be overloaded healthcare systems. Finally, these data will also serve as
pilot data for larger future studies which will evaluate the long-term prognosis of patients with
myocardial injury by evaluating longer term clinical outcomes.
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                REMAP-CAP (Randomized, Embedded, Multifactorial, Adaptive Platform Trial for Patients with Community Acquired Pneumonia)



                


		
Status:



		
Open







		
CTO Streamlined Ethics:



		
Approved







		
Seeking Additional Sites: 



		
Yes







		
Study Type:



		
Clinical Trial







		
Lead Site: 



		
St. Michael’s Hospital







		
Lead Investigator:



		
John Marshall







		
Study Sponsor:



		
St. Michael’s Hospital







		
Study Contact Information:



		
Zahra Bhimani 







		
Multi-site Study:



		
Yes







		
Lay Summary 



		
https://static1.squarespace.com/static/5cde3c7d9a69340001d79ffe/t/5e7aa683864e9b0fbecf9c54/1585096325159/REMAP-CAP+essentials+-+24+March+2020.pdf
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https://clinicaltrials.gov/ct2/show/NCT02735707
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Guidance on the Management of Clinical 


Trials during the COVID-19 (Coronavirus) 


pandemic 


Version 2 (27/03/2020) 


Key changes from v1 (20-03-2020): additional clarification on obtaining informed consent; link to 
methodological guidance on statistical considerations in relation to COVID-19 pandemic; advice on IMP 
stocks, safety reporting, conduct of audits; temporary halts 


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 participants1. 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 a harmonised EU/EEA-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 place2, 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. 


                                                           
1
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 a recipient of the investigational medicinal product or a control”. 
2
 Links to national recommendations can be found at CTFG website (https://www.hma.eu/ctfg.html) 
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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. 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 and restrictive 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 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. 


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. 3 


2. 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.  Additional risks to participants should be addressed in the risk benefit 
section of the protocol along with risk mitigation measures (see also “risk assessment” below). 


3. 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: 


 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; 
 


 Suspension or slowing down of recruitment of new trial participants; 
 


 Extension of the duration of the trial; 


                                                           
3
 http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/overlapping-publications.html 



http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/overlapping-publications.html
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 Postponement of trials or 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 safety 
and well-being of patients already participating and data validity; 
 


 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; 
 


 There may be a need for critical laboratory tests, imaging or other diagnostic tests to be performed 
for trial participant 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 PI should 
be submitted to the National Competent Authority (NCA) and Ethics Committees as appropriate and as 
soon as possible.  


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. 
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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. A 
relevant guidance on the implications of Coronavirus disease (COVID-19) on methodological aspects of 
ongoing clinical trialtrialtrialstrial by the CHMP Biostats working party was published on March 25 20204. 


4. Safety Reporting 


Sponsors are expected to continue safety reporting in adherence to EU and national legal frameworks 
(Directive 2001/205; CT-36). When per protocol physical visits are reduced or postponed, it is important that 
the investigator continue collecting adverse events from the participant through alternative means , e.g. by 
phone. 


5. 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 treatments, which may increase such risk, the potential impact of 
COVID-19 on these participantgroups should be carefully considered when deciding to start or continue 
such trials. 


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


trials 
5
 Directive 2001/20/EC (OJ L 121, 1.5.2001) https://ec.europa.eu/health/documents/eudralex/vol-10_en  


6
 Communication from the Commission ('CT-3'; 2011/C 172/01) https://ec.europa.eu/health/documents/eudralex/vol-


10_en  



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

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

https://ec.europa.eu/health/documents/eudralex/vol-10_en

https://ec.europa.eu/health/documents/eudralex/vol-10_en

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 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  (CT-17: EC 2010/C82/01; 3.9). In this communication, the sponsor is 
expected to provide adequate information on the cause, 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-1section 3.9). 


c) Even when a trial is put on hold for reasons not linked to participant safety (as covered by a) and b) ), e.g. 
to avoid unnecessary strain on health care professionals, the sponsor is expected to notify NCAs and Ethics 
Committees, unless national regulatory guidance instructs otherwise.8   


Aggregated submissions to National Competent Authorities and Ethics Committees are encouraged. 


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


7. Agreement with and communication to sites and participants 


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. 


                                                           
7
 Communication from the Commission - ('CT-1') (2010/C 82/01) 


8
 Links to national recommendations can be found at CTFG website (https://www.hma.eu/ctfg.html) 
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In addition, trial participants should be informed by the investigator, in time, about changes in the conduct 
of the clinical trial relevant to participants (e.g. cancellation of visits, change in laboratory testing, delivery 
of IMP). 


 


 


8. Changes to informed consent 


The informed consent procedure in all trials needs to remain compliant with the trial protocol as well as 
with  EU and national rules. 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 adding new subjects in ongoing clinical trials. Absolute priority should be given to clinical 
trials for the prevention or treatment of  COVID-19 and COVID19- 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, 
as it is likely that the physical consent cannot leave the isolation room, and therefore is not appropriate as 
trial documentation. 


However, the following specific aspects should be taken into account with trials involving COVID-19 
patients. 


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 document and the investigator is expected to record how the impartial witness was selected.  


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 


site’s Trial Master File. A correctly signed and dated informed consent form should be obtained from the 


trial participant later, as soon as possible. 


Where potential COVID-19 trial participants lack capacity to 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 the Articles 4 and 5 of Directive 2001/20/EC and national rules. 
 
In case of acute life-threatening situations, where it is not possible within the therapeutic window to obtain 
prior informed consent from the patient (or her/his legal representatives(s)), informed consent will need to 
be acquired later, when this is allowed in national legislation. In these cases, the investigator is expected to 
record why it was not possible to obtain consent from the participant  prior to enrollment.  


For other ongoing 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. Approved updated patient information sheet and consent 
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form should be provided to trial participants 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 will be 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. 


 


9. 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 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 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 trial participants 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: 


 The following measures could be considered provided that they do not create shortages of 
marketed medicinal products:  
 
- Larger amounts of trial medications than normally foreseen can be provided to the participant 


(in particular IMP, when prepared specifically for the purposes of the trial). This is to sustain the 
trial participant for a longer period and thereby avoid non-critical visits by the participant to the 
investigator site. This may be done providing that the continuation of treatment is under 
adequate supervision of the responsible investigator.  


 
- It is recommended for all IMPs and non-IMPs in clinical trials that appropriate stock is 


maintained to ensure treatment in case of distribution failure;  
 


 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; 
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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 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  to trial participants. 
 
 
 
 


 Direct from sponsor to trial participant IMP delivery is accepted only in a few Member States and 
strictly during 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 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 (eg. through telephone calls)). Such changes 
need to be reflected in the protocol and communicated to regulatory bodies as described in section  6. 


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 (for example 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 trial under standard clinical 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 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: 


 Cancelling or postponing of on-site monitoring visits and extending of the period between 
monitoring visit; 


 Implementing phone and video visits (without increased burden to the investigator site and taking 
into account trial participant integrity and the applicable Directive and legislation thereon/on 
privacy); 
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 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; 


 Remote site selection visits and investigator training for critical trials  (without unnecessarily 
increased burden to the investigator site). .  


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 normalized. 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 temporary options related to remote access and 


conditions for such, providing that methods can be used that restricts access to participants’ trial 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.  


12. Changes to auditing 


In the current situation, audits should in general be avoided or postponed. Audits should only be conducted 


if permitted under national, local and/or organizational social distancing restrictions. For critical trials, on-


site visits 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 non-


compliance. 


13. 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. 


14. Reimbursement of exceptional expenses 
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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. 


 


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-199.  


In addition, sponsors are encouraged to consider the submission of such applications for an accelerated 
Voluntary Harmonisation Procedure10 (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 to 2019-ncov@ema.europa.eu.  


EMA provides a full fee waiver and a fast-track procedure for scientific advice11. 


                                                           
9
https://www.ema.europa.eu/en/news/call-pool-research-resources-large-multi-centre-multi-arm-clinical-trials-


generate-sound-evidence 
 
10


https://www.hma.eu/fileadmin/dateien/Human_Medicines/01-
About_HMA/Working_Groups/CTFG/2016_06_CTFG_VHP_guidance_for_sponsor_v4.pdf 
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https://www.ema.europa.eu/en/news/covid-19-developers-medicines-vaccines-benefit-free-scientific-advice 
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