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Agenda

1. Introductions

2. Update on progress

3. Hydroxychloroquine

4. Dexamethasone

5. Lopinavir-ritonavir

6. Future plans

7. Q&A



Introductions

• One of the central study team will talk to the agenda

• If you have questions please enter them into the “Q&A” on the right side 
of your screen.

• Questions may be answered directly or to the whole group



PROGRESS UPDATE



Current trial design
EL

IG
IB

LE
 P

A
TI

EN
TS

R

SOC + CP

O
U

TC
O

M
ES

R2
Tocilizumab

No 
additional 
treatment

LOP + CP

AZM + CP

SOC - CP

LOP - CP

AZM - CP

CP No CPvs



Recruitment by site and by time



Recruitment: the first 100 days



RESULTS AND IMPLEMENTATION



Hydroxychloroquine

• Added to protocol on 21 March 2020

• Recruitment stopped on 5 June (+76 days)

• US FDA revoked Emergency Use Authorisation on 15 
June (+86 days)



Dexamethasone

• Included in original protocol (13 March)

• Recruitment stopped on 8 June (+87 days)
• Stopped blind to outcome because 

recruitment sufficient

• Results announced on 16 June (+95 days)



Dexamethasone

• The guideline writers are going to be busy…

Dagens BMJ 2020



Dexamethasone: into practice 
<100 days after the trial started



Lopinavir-ritonavir

• Lopinavir is a protease inhibitor used to treat HIV
• Combined with ritonavir as ritonavir inhibits metabolism of lopinavir so increases 

its half-life

• Found to inhibit SARS-CoV in vitro

• Also inhibits MERS-CoV in vitro and in animal model



Lopinavir-ritonavir:
conclusions

• No meaningful effect on all-cause mortality by 28 days

• No evidence of any difference in effect in different types of participant 
(e.g. those with earlier stage disease)



TOCILIZUMAB



Tocilizumab

• Added to protocol on 14 April as a second randomisation for deteriorating 
participants
• Hypoxia (or significant systemic disease with persistent pyrexia in children)

• Inflammation (CRP ≥75 mg/L)

• Nearly 800 participants recruited to date

• Two other tocilizumab trials due to present results at the end of July
• COVACTA: Roche’s own trial of 450 participants

• BACC study: 243 participants



Tocilizumab

• Other trials very unlikely to have power to demonstrate effect on mortality

• Effects of tocilizumab in presence of dexamethasone is now an important 
question

• Please keep recruiting into this arm

• If your site is not included yet but would like to be, please e-mail 
recoverytrial@ndph.ox.ac.uk

mailto:recoverytrial@ndph.ox.ac.uk


FOLLOW-UP



Completeness is key

• Weekly reminders will be sent out by trial team to PI and staff with 
responsibility for completing Follow-up forms, highlighting participants 
randomised >28 days ago without complete form

• Please do complete these as soon as possible



Follow-up completeness

• Particular plea for the 72 hour convalescent plasma safety forms

• These are used by DMC to assess safety of convalescent plasma

• Need to be completed for participants receiving convalescent plasma and
those assigned standard care in that comparison



Data queries

• Trial management team (Lucy, Karen, Sarah, Richard, Wojtek and Ayten) 
may be in touch about “data queries”

• Please respond as quickly as possible in order to get data ready for 
publications



SAE reporting

• Please remember that adverse events only need to be reported if they are 
both:
• SERIOUS (e.g. prolong admission, require significant intervention to avoid life-

threatening situation)

AND

• RELATED with reasonable probability to study treatment

• Please contact coordinating centre if such an event occurs.

• Please do not use “yellow card” system



FUTURE PLANS
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Future protocol

• Purpose of a platform trial is that drugs may be added
• Anticoagulation comparison

• Synthetic antibodies

• Although pandemic is relatively quiet in the UK, this allows an opportunity 
to prepare treatments for large-scale implementation in a ‘second wave’
• Convalescent plasma is an example of this



Carry on recruiting!

• Need to continue recruitment and collection of follow-up information to 
provide DMC with information about efficacy and safety of study 
treatments

• As admission rates fall, please focus efforts on recruiting as many admitted 
patients as possible

• Thank you!
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Agenda

1. Update on progress
1. Hydroxychloroquine and lopinivir-ritonovir
2. Dexamethasone
3. Convalescent plasma - children
4. Tocilizimab

2. PIMS-TS Delphi and RECOVERY - now

3. PIMS-TS Delphi and RECOVERY - future



Hydroxychloroquine
and Ritonivir-lopinivir

• HYDROXYCHLOROQUINE

Recruitment stopped on 5th June 

• LOPINIVIR- RITONIVIR

Recruitment stopped on 29th June



Dexamethasone

• Included in original protocol (13 March)

• Recruitment stopped on 8 June (+87 days)
• Stopped blind to outcome because 

recruitment sufficient

• Results announced on 16 June (+95 days)



Dexamethasone

Dexamethasone is now the NHS standard of care for patients with COVID-19 
needing oxygen. Why is dexamethasone still part of the RECOVERY protocol 
for children? 
• Children (outside of the neonatal period) admitted to hospital with acute 

COVID-19 respiratory disease requiring oxygen should be considered for 
treatment with dexamethasone as part of standard of care (and the steroid 
arm should be selected as unsuitable in RECOVERY randomisation 1 for 
these children). 

• However, where a child has been diagnosed with PIMS-TS, the NHS England 
Delphi process (publication pending) has demonstrated equipoise regarding 
the role of steroids. In PIMS-TS, steroid can still be an option (along with 
azithromycin) for the first randomisation in RECOVERY.



Convalescent plasma

Can children be randomised to the convalescent plasma arm of RECOVERY?

Acute respiratory presentation of COVID-19: 
Yes, children can be to randomised to receive convalescent plasma or standard 
of care as part of RECOVERY for any neonate or child diagnosed with acute 
COVID-19, if available at the research site and local investigators consider this 
appropriate for that child. 

Children with PIMS-TS:
Individual investigators may choose to randomise patients with PIMS-TS to 
convalescent plasma, where it is available in a specific research site and local 
investigators consider this appropriate for that child.



Tocilizumab

• Other trials very unlikely to have power to demonstrate effect on mortality 
in adults

• Effects of tocilizumab in presence of dexamethasone is now an important 
question in adult COVID-19

• Please keep recruiting into this arm, including PIMS-TS as appropriate



Current options

SOC vs

• Corticosteroid (neonates and PIMS-TS phenotype)

• Azithromycin

+/-

• Convalescent plasma

SOV vs

• Tocilizumab



PIMS-TS Delphi and RECOVERY

• A national consensus management pathway for Paediatric Inflammatory 
Multisystem Syndrome - Temporally associated with SARS-CoV-2 (PIMS-
TS): The results of a national Delphi process

• Submitted to ADC

• Rachel Harwood, Benjamin Allin, Simon Kenny





Future protocol

• Purpose of a platform trial is that drugs may be added

• Although pandemic is relatively quiet in the UK, this allows an opportunity 
to prepare treatments for large-scale implementation in a ‘second wave’

• TSC very receptive to a paediatric specific amendment for PIMS-TS



RECOVERY for PIMS-TS

Aim: compare steroids vs SOC (in presence and absence of IVIg) and IVIg vs 
SOC (in presence and absence of steroids).

Design being discussed will:

• Allows investigators to use no treatment, IVIg or steroids or as standard care 
if deemed necessary

• Allows effects of steroids and IVIg to be compared with SOC separately (in 
presence and absence of other drug)

• Allows wide spectrum of severity to be recruited because some treatment 
can be guaranteed but not absolutely required

• Second randomisation to tocilizumab is still available. Can collect baseline 
use of steroids/IVIg at second randomisation too (in case clinicians go off-
protocol in-between two randomisations)



Carry on recruiting!

• The current protocol can be used for PIMS-TS as per the current guidance 
document (will be updated tomorrow to v5.0 to incorporate changes 
discussed today).

• Potential amendment will be discussed by the paediatric working group 
and TSC this week, followed by MHRA/HRA and REC.

• Planning for second wave / local spikes or waves

• Thank you!


