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GENERAL COMMENTS This is an excellent protocol which enhances our knowledge.

Limitations are mentioned.

3 comments:

1. The controversy surrounding HCQ should be mentioned and,

2. The RT-PCR method including Ct cut off should be discussed - |
presume however the WHO PCR protocols are adhered to.

3. | could find no evidence of sample collection.

REVIEWER Andrea Cortegiani
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REVIEW RETURNED 23-Jun-2020

GENERAL COMMENTS This is the protocol of the DisCoVeRy trial which is one of the most
anticipated multicentre randomized adaptive trials in COVID-19
patients.

The manuscript is clear, well-written. All the relevant information
are clearly explained.

No comments to be addressed.
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This is an excellent protocol which enhances our knowledge. Limitations are mentioned.
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We sincerely thank the reviewer for his kind words and comments that improved the protocol.

3 comments:

1. The controversy surrounding HCQ should be mentioned and,

We have indeed added a mention of the controversy surrounding the selection of HCQ as a candidate
treatment:

Lines 725-734:

There have been controversies regarding the candidate treatments that should be selected for
COVID-19 clinical trials and notably regarding hydroxychloroquine. Hydroxychloroquine was identified
at the beginning of the pandemic as a candidate treatment based on preliminary data and quickly
became the most tested treatment in the world for COVID-19.[40,41] However, many of the articles
supporting hydroxychloroquine suffered from methodological shortcomings and were in fact non-
informative.[42] Hydroxychloroquine has been widely promoted as soon as February 2020 as an
effective drug by some scientists and politics[43], leading to difficulties in recruiting patients in
randomized clinical trials such as DisCoVeRy.[44] This is why the ever-changing scientific
background supporting the use of each candidate treatment should be clear, detailed and regularly
updated and pragmatic, adaptive clinical trials should be encouraged.

2. The RT-PCR method including Ct cut off should be discussed - | presume however the WHO PCR
protocols are adhered to.

Lines 426-429:

RT-PCR methods for SARS-COV-2 detection in participating centers are different but their
performances were all validated by French National Reference Center for Viral Respiratory Infections
and viral loads are determined using the specific French National Reference Center RT-PCR 1P4.[31]

3. I could find no evidence of sample collection.

We guess that the reviewer is talking about a biobank with systematic sample collection. We have
modified Table 1 to better highlight the biobank and added the following:

Lines 444-446:

A sample collection is constituted for each patient (biobank) including whole blood and plasma at
baseline and plasma at days 3 (+/- 1 d), 5 (+/- 1 d), 8 (+/- 1 d), 11 (+/- 1 d), 15 (+/- 2 d) and 29 (+/- 3
d). The biobank will be used to conduct ancillary analyses that remain to be determined.

Line 704:

A biobank has also been planned to conduct further analyses that still remain to be determined.
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This is the protocol of the DisCoVeRy trial which is one of the most anticipated multicentre
randomized adaptive trials in COVID-19 patients.

The manuscript is clear, well-written. All the relevant information are clearly explained.

No comments to be addressed.

We sincerely thank the reviewer for these kind words and hope that the results of the trial will live up
to expectations.



