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Figure S1: DisCoVeRy trial arms, drugs and dosing schedule. BID, two times per day; IFN, interferon; IV, intravenous; PO, by mouth; QD, every day.
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Figure S2: Timeline of the DisCoVeRy study.



	Attribute
	Initial SOP
	Final SOP

	Monitoring site
	On-site monitoring whenever possible

If not possible, combination of centralized monitoring and remote monitoring

	On-site monitoring whenever possible

If not possible, combination of centralized monitoring and remote monitoring on critical data. 

If remote monitoring is not authorized or possible, a combination of centralized and off-site monitoring (phone call).

	Monitoring objectives
	· 100% of the Critical data of all enrolled participant will be monitored
· 100% of Non-critical data of 50% of randomly selected participant in each randomization arm will be monitored
· If major deviations are raised from an investigational site, the sponsor may trigger a data monitoring of 100% of Non-critical data of 100% of enrolled participants of this investigational site.

	idem

	Source data verification
	On-site monitoring: participant medical file
Remote monitoring: participant’s electronic medical file when available and/or pseudonymized Source documents, available via a secured online data transfer site or stored in the site eTMF.

	On-site monitoring: participant medical file
Remote monitoring: the following options should be considered:
· Sharing pseudonymized copies of trial related source documents in accordance with national law: this may be done electronically where manageable by the site staff. To ensure a high security/confidentiality level, all pseudonymized Source documents will be stored in the site eTMF and kept by the sponsor in the eTMF until database lock;
· Direct, suitably controlled remote access to trial participants’ electronic medical records;
· Video review of medical records with clinical team support, without sending any copy to the CRA and without the CRA recording images during the review.


	Delegation of monitoring
	DRIs
	DRIs
Freelance CRAs network
Sponsor internal CRA

	Pharmacy monitoring
	Remote monitoring to verify:
· IMP reception and storage: verification of the temperature 
· Number of IMPs received, stored and dispensed (to be monitored versus eCRF) 
Consistency check will be performed by CRAs with documentation sent via the online secure data and it will be annotated in the monitoring report.
Pharmacist will perform an on-site consistency check between the randomization arm and the IMP delivered to the participant. CRAs will monitor these data when on-site monitoring visits will be possible.
	idem

	Laboratory monitoring
	Remote monitoring to verify:
· samples storage conditions (temperature log, …)
· biobank forms
Consistency check will be performed by CRAs with documentation sent via the online secure data and it will be annotated in the monitoring report.
	Quality control in laboratory will be performed as soon as on-site monitoring visits will be possible.

	Critical data list
	· informed consent forms
· inclusion and exclusion criteria
· randomization data
·  7-classes ordinal scale at D1 and D15 visits
·  all grade-3 AEs
·  all SAEs 
· duration of hospitalization
· duration of mechanical ventilation
· transfer in ICU
· date and cause of death

	· informed consent forms
· inclusion and exclusion criteria
· randomization data 
·  7-classes ordinal scale at D1, D15 and D29 visits
· all grade-3 and 4 AEs
· all SAEs 
·  duration of hospitalization
·  duration of mechanical ventilation
·  transfer in ICU
·  date and cause of death




[bookmark: _GoBack]Table S1: Evolution of the Monitoring Plan.
AEs: adverse events; CRAs: clinical research assistants; DRIs: Clinical Research and Innovation Delegations; eCRF: electronic case report form; eTMF: electronic Trial Master File; ICU: intensive care unit; IMP: investigational medicinal product; SAEs: serious adverse events
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3100 patients

Standard of care (SoC)

SoC +
Remdesivir IV
200 mg day 1 then 100 mg for 9 days

SoC +
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400/100 mg BID for 14 days

SoC +
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