Guidance for second randomisation of paediatric participants

Background
The RECOVERY protocol includes a second randomisation for participants who fulfil the
following criteria:
(i) Randomised into the RECOVERY trial no more than 21 days ago
(ii) Clinical evidence of progressive COVID-19:
a. oxygen saturation <92% on room air or requiring oxygen
(or in children (age <18 years), significant systemic disease with persistent
pyrexia, with or without evidence of respiratory involvement)1; and
b. C-reactive protein ≥75 mg/L
(iii) No medical history that might, in the opinion of the attending clinician, put the patient
at significant risk if he/she were to participate in this aspect of the RECOVERY trial.
The organisation of children’s services for COVID-19 will involve transferring children to
regional tertiary units for specialist services and/or paediatric intensive care should their
condition satisfy the above criteria, where interventions like tocilizumab (hence this second
randomisation) will be considered. A copy of the RECOVERY trial consent form and first
randomisation allocation sheet should be sent with the child on transfer.
The current trial web-based computer system only allows participants to be “second
randomised” at the site where they were first recruited into the trial. Therefore the following
procedure must be followed to allow children who have been recruited at a referring hospital
and subsequently transferred to a tertiary centre to be entered into this second randomisation.
Procedure
1. Tertiary centre/PICU RECOVERY team contact referring hospital RECOVERY team
(ideally the referring hospital’s RECOVERY paediatric lead if possible) to discuss second
randomisation and agree that it is reasonable to proceed.
2. If agreed, Tertiary Centre/PICU RECOVERY team send baseline information required for
second randomisation to referring hospital. This information includes:
 Name of treating clinician (at PICU)
 Current oxygen and ventilation requirements
 Whether participant has significant systemic disease with persistent pyrexia
 Latest laboratory results for CRP, ferritin and creatinine (copies of laboratory
reports)

1

A small number of children (age <18 years) present with atypical features, including a hyperinflammatory state
and evidence of single or multi-organ dysfunction. Some do not have significant lung involvement.
(see: https://www.rcpch.ac.uk/sites/default/files/2020-05/COVID-19-Paediatric-multisystem%20inflammatory%20syndrome-20200501.pdf)
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The participant’s study ID should be added to these documents. This information
should be shared using NHSmail whenever possible. If other e-mail is used then any
identifiers should be redacted.
3. Referring hospital RECOVERY team complete second randomisation on trial web-based
randomisation system (indicating the name of the tertiary/PICU clinician and hospital in
response to question A2 “Name of treating clinician”).
4. Referring hospital RECOVERY team share PDF of allocation notification with tertiary
unit/ PICU.
5. Referring hospital RECOVERY team store data received from tertiary unit/PICU in
participant’s medical record along with entry to describe second randomisation and a copy
of the allocation notification from the RECOVERY trial web-based randomisation system.
6. Tertiary unit/PICU RECOVERY team prescribe tocilizumab if necessary and document
second randomisation process in medical record (with copy of allocation notification).
7. At the earliest of discharge, death or 28 days after first randomisation, Tertiary/PICU
RECOVERY team contact referring hospital RECOVERY team to support completion of
trial follow-up form (unless child has been transferred back to referring hospital prior to
discharge).
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