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Agenda

1. Introductions

2. Update on progress
• Main recruitment

• Second randomisation

3. Convalescent plasma arm

4. Follow-up

5. Future plans

6. 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



Recruitment by site



Recruitment progress

Total recruitment Daily recruitment



Recruitment “efficiency”

• England-only data available from 
www.odp.nihr.ac.uk

• Larger darker circles indicate 
higher recruitment rate per 1000 
admissions

• Varies from 1.5% to 58% (nearly 
40 fold!) 

http://www.odp.nihr.ac.uk/


Characteristics at main 
randomisation (n=9968)

Characteristic N (%), mean (SD) or median (IQR)

Male sex 6142 (64%)

Age 66 (15)

Days since symptom onset 9 (5-13)

Days since hospitalisation 2 (1-5)

Severity of disease No oxygen required 2229 (23%)

Supplemental oxygen only 5983 (62%)

Ventilation/ECMO 1458 (15%)

Prior disease Diabetes 2600 (27%)

Cardiovascular disease 2497 (26%)

Chronic lung disease 2047 (21%)



When will we get some answers?

• Although over 10,000 recruited now we still need 28 day follow-up
• Please keep on top of the Follow-up forms!

• Due to design of trial, there are fewer than 2000 people on any one 
treatment (except standard of care)
• Please keep recruiting!

• DMC review the data every two weeks (last review 13th May)



Second randomisation



Characteristics at second 
randomisation (n=352)

Characteristic N (%), mean (SD) or median (IQR)

Male sex 237 (67%)

Age 62 (13)

Days since symptom onset 13 (8-19)

Days since hospitalisation 4 (2-9)

Ventilation support None 125 (36%)

CPAP/NIV/HFNO 110 (31%)

Ventilation/ECMO 117 (33%)

Biochemistry CRP (mg/L) 178 (118-251)

Ferritin (ng/mL) 1193 (534-2332)

Creatinine (μmol/L) 74 (54-109)



CONVALESCENT PLASMA
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No additional treatment

Lopinavir-ritonavir
400/100 mg bd PO for 10 days

Azithromycin
500 mg od PO/IV for 10 days

Dexamethasone
6 mg od PO/IV for 10 days 
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Hydroxychloroquine
See protocol for dosing
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Tocilizumab
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treatment



Adding convalescent plasma in 
factorial design

EL
IG

IB
LE

 P
A

TI
EN

TS

R

O
U

TC
O

M
ES

No additional treatment

R2
Tocilizumab

No 
additional 
treatment

Convalescent Plasma
1 unit on day 1 & 2



Adding convalescent plasma in 
factorial design
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Tocilizumab
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LOP + CP

DEX + CP

HCQ + CP

AZM + CP

SOC - CP

LOP - CP

DEX - CP

HCQ - CP

AZM - CP

CP No CPvs



• Convalescent plasma COVID-19 FFP (CP) is plasma 
donated from patients who have recovered from 
COVID-19 and contains antibodies which may 
neutralise SARS-CoV-2 virus.

• Some low quality data to suggest it may be effective in 
viral pneumonia

• Need robust data from larger RCTs so has been 
included in RECOVERY and REMAP-CAP protocols

Convalescent plasma



Consent and Randomisation

• RECOVERY PIS+ICF V5.0 has information on CP and extra line on consent 
form:

• Randomisation form has questions on:
• Participant’s willingness to receive CP (i.e. the answer above)
• Participant’s suitability for CP
• Availability of CP



Potential hazards of CP

• Antibody-dependent enhancement
• Theoretically antibodies may promote viral entry into cells and accelerate disease

• No clear evidence of this in humans

• Transfusion-associated circulatory overload (TACO)
• Assess patient’s volume status and risk of circulatory overload before prescribing 

CP

• Hypersensitivity reaction to plasma



Allocation and access to CP

• Allocations will be displayed:

• BEFORE convalescent plasma can be supplied by transfusion lab:
• Two Group & Screen samples must have been sent to laboratory (taken at separate 

times)

• BEFORE administering convalescent plasma:
• Assess for potential transfusion associated circulatory overload



Prescription of CP

• Adult dose: One unit (275 ± 75 mL) on days 1 and 2
• At least 12 hours apart

• Paediatric dose = 5 mL/kg 
• See protocol for neonatal details

• Should be handled according to standard procedures
• Prescribed as for FFP

• Administer as soon as possible and within 4 hours of defrosting if at room 
temperature or up to 24 hours if refrigerated between 2 - 6oC

• All standard administration checks and records



Additional early safety data collection 
for first 200 CP recipients/controls

• In first 72 hours after randomisation, has the participant had:
• Sudden worsening in respiratory status
• Severe allergic reaction
• Temperature >39oC or ≥2oC rise above baseline
• Sudden hypotension (defined as either (i) sudden drop in systolic blood pressure of ≥30 mmHg with 

systolic blood pressure ≤80 mmHg; or (ii) requiring urgent medical attention)

• Clinical haemolysis (defined as fall in haemoglobin plus one or more of the following: rise in lactate 
dehydrogenase (LDH), rise in bilirubin, positive direct antiglobulin test (DAT), or positive crossmatch)

• How many units of CP were given and were any stopped early

• This information will be collected on additional OpenClinica form

• Standard SHOT reporting will also be used for all participants receiving CP



Will my site be a CP site?

• Availability of convalescent plasma quite limited at present

• Transfusion laboratory and practitioners need training (as well as trial 
staff)

• Centres will be contacted as this part of trial is rolled out across the 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



Reminder e-mails



Reminder e-mails



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



Withdrawal of consent

• Participants are free to withdraw consent for study procedures at any time

• It is not an “all or nothing” process. Withdrawal may be for:
• Taking study treatment (e.g. they want to stop because of perceived side-effects)

• Having hospital records reviewed for Follow-up form completion

• Having linkage with NHS registries for long-term follow-up

• If participant wishes to withdraw, please find out which aspects they wish 
to withdraw from and inform coordinating centre



FUTURE PLANS



Pharmaco-kinetic/-genomic 
substudy

• Pharmacokinetics of hydroxychloroquine incompletely understood in COVID-19 
population

• Predictors of QT prolongation (and other electrocardiographic changes) with 
HCQ (and AZM) unknown

• Plan to recruit patients allocated HCQ, AZM or control and measure:
• ECG changes
• HCQ concentrations at various time points
• DNA sampling and other baseline characteristics

• Please contact coordinating centre if you are interested in participation



International Clinical Trials Day

What? Celebrate all those involved in clinical trials
Raise awareness of clinical trials amongst the ‘general’ public

When? Wednesday 20 May

How? Social media #CTD2020 #RECOVERYtrial directing to 
https://www.recoverytrial.net/ - and in person

More info https://www.clinicaltrialsday.org/

https://www.recoverytrial.net/
https://www.clinicaltrialsday.org/


Carry on recruiting!

• No additional arms currently being planned

• 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

• Please stay on the line if you want to hear more about RECOVERY for pregnant 
women

• Otherwise, thank you!



PREGNANT WOMEN



RECOVERY for pregnant women

1. Update on adaptions

2. Follow-up

3. Update on progress

4. Future plans

5. Q&A



RECOVERY for pregnant women



RECOVERY for pregnant women



Eligibility = same

• No criterion for ‘requiring oxygen’



Notes on eligibility

• What about women with a positive covid-19 swab result but 
initially admitted for another reason…?

• Are you uncertain about the benefits of treatment or not for this 
woman, and whether it might ‘treat’ or prevent deterioration?

• If you are uncertain, then reasonable to provide the information 
to the woman, offer the trial and make a shared decision. 

• For any woman reportable to UKOSS, ask yourself whether you 
can offer her participation in RECOVERY



Interventions = almost the same



Trial design
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No additional treatment

Lopinavir-ritonavir
400/100 mg bd PO for 10 days

Azithromycin
500 mg od PO/IV for 10 days

Prednisolone/ hydrocortisone
40 mg od PO/80mg bd IV for 10 days 
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Hydroxychloroquine
See protocol for dosing

R2
Tocilizumab

No 
additional 
treatment



Use of drugs in pregnancy

Annex A: Trial drugs in pregnancy and during 
lactation

All trial drugs have been used in pregnant 
women with pre-existing medical disorders 
where benefits outweigh the risks to fetus or 
woman, including in the first trimester. The 
existing data related to each drug is summarized 
below.



New information for women



Follow-up = the same, + linkage



Update on progress

• 158 pregnancy leads identified, supported by research midwives

• Midwife champions on board

• 11 women recruited

• Ask yourself whether every woman reportable to UKOSS can be offered 
the trial…



Future plans

• Forecasting of case numbers in coming months?



Q&A


