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Abstract

Objectives: The primary objective is to demonstrate that COVID-19 convalescent plasma (CCP) prevents progression
to severe pneumonia in elderly COVID-19 pneumonia patients with chronic comorbidities.

Secondary objectives are to demonstrate that CCP decreases the viral load in nasopharyngeal swabs and increases the
anti-SARS-CoV-2 antibody titre in recipients.

Trial design: This is a randomized, open-label, parallel group, phase II/Ill study with a superiority framework. The trial
starts with a screening phase Il designed with two-tailed alpha=0.2. In case of positive results, the trial will proceed in a
formally comparative phase lll (alpha=0.05).

Participants: Adult patients with confirmed or suspected COVID-19 who are at risk according to CDC definition are
eligible. Inclusion criteria are all the following: age 2 65; pneumonia at CT scan; PaO2/FiO2 2300 mmHg; presence of
one or more comorbidities; signed informed consent. Exclusion criteria are one of the following: age < 65; PaO2/FiO2
< 300 mmHg; pending cardiopulmonary arrest; refusal to blood product transfusions; severe IgA deficiency; any life-
threatening comorbidity or any other medical condition which, in the opinion of the investigator, makes the patient
unsuitable for inclusion. The trial is being conducted at three reference COVID-19 centres in the middle of Italy.

Intervention and comparator: Intervention: COVID-19 Convalescent Plasma (CCP) in addition to standard therapy.
Patients receive three doses (200 ml/day on 3 consecutive days) of ABO matched CCP.
Comparator: Standard therapy

Main outcomes: A. Primary outcome for Phase II: Proportion of patients without progression in severity of pulmonary
disease, defined as worsening of 2 points in the ordinal scale of WHO by day 14.

B. Primary outcome for Phase lI: Proportion of patients without progression in severity of pulmonary disease, defined
as worsening of 2 points in the ordinal scale of WHO by day 14.

(Continued on next page)

* Correspondence: luciana.teofili@unicatt.it
'Fondazione Policlinico Universitario A. Gemelli IRCCS, Rome, Italy
Full list of author information is available at the end of the article

© The Author(s). 2020 Open Access This article is licensed under a Creative Commons Attribution 4.0 International License,
which permits use, sharing, adaptation, distribution and reproduction in any medium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative Commons licence, and indicate if

changes were made. The images or other third party material in this article are included in the article's Creative Commons
licence, unless indicated otherwise in a credit line to the material. If material is not included in the article's Creative Commons
licence and your intended use is not permitted by statutory regulation or exceeds the permitted use, you will need to obtain
permission directly from the copyright holder. To view a copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.
The Creative Commons Public Domain Dedication waiver (http://creativecommons.org/publicdomain/zero/1.0/) applies to the
data made available in this article, unless otherwise stated in a credit line to the data.


http://crossmark.crossref.org/dialog/?doi=10.1186/s13063-020-04821-1&domain=pdf
http://orcid.org/0000-0002-7214-1561
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/
mailto:luciana.teofili@unicatt.it

Teofili et al. Trials

(2020) 21:875 Page 2 of 2

(Continued from previous page)

Secondary outcomes for Phase IlI: Decreased viral load on nasopharyngeal swab at days 6, 9 and 14; Decreased viremia
at days 6 and 9; Increased antibody titer against SARS-CoV?2 at days 30 and 60; Proportion of patients with negative of
SARS-CoV2 nasopharyngeal swab at day 30; Length of hospital stay; Mortality rate at day 28; Total plasma related
adverse event (day 60); Total non-plasma related adverse events (day 60); Severe adverse events (SAE) (day 60).

Randomisation: Treatment allocation is randomized with a ratio 1:1 in both phase Il and phase Ill. Randomization
sequences will be generated at Fondazione Policlinico Gemelli IRCCS through the RedCap web application.
Randomized stratification is performed according to age (under/over 80 years), and sex.

Blinding (masking): None, this is an open-label trial.

Numbers to be randomised (sample size): Phase II: 114 patients (57 per arm).
Phase Ill: 182 patients (91 per arm)

Trial Status: The trial recruitment started on May 27, 2020. The anticipated date of recruitment completion is April 30,
2021. The protocol version is 2 (May 10, 2020).

Trial registration: The trial has been registered on ClinicalTrials.gov (May 5, 2020). The Identifier number is NCT04374526
Full protocol: The full protocol is attached as an additional file, accessible from the Trials website (Additional file 1). In the

summary of the key elements of the full protocol.
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