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Introductions REGLHVERY

Randomised Ev Iut n of COVID-19 Therapy

* 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
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Recruitment by site and by time  [NHE&SA=N1

Randomlsed Evaluatlon of COVID-19 Therapy
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Current numbers in comparisons REC’ﬁ‘VERY
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e REGN-COV?2 vs usual care: ~9700

e Baricitinib vs usual care: ~3200

* Dimethyl fumarate vs usual care: 70



Recruitment REGLHVERY
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* Recruitment will be a challenge over the coming weeks

* Many staff will be returning to previous research studies, but please do
ensure that your site continues to have a strategy to identify, invite and
recruit patients presenting with COVID-19

* |t remains to be seen whether there will be a ‘third wave’ in the summer,
but RECOVERY will remain open



REGN-COV2



REGN-COV?2 REGLHVERY
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* 9700 people in comparison to date

e Other data on REGN-COV?2 suggests the biggest effect might be expected
in antibody negative patients (but these cannot be identified reliably on
admission)

 Original aim was to recruit 12,000 participants; currently under review



REGN-COV2 in outpatients RECLEVERY
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e Data presented in NEJM recently
e 275 patients with PCR-proven SARS-CoV-2 infection not in hospital
 Randomised between placebo, 2.4g or 8g (RECOVERY dose) of REGN-COV2 (1:1:1)
* Key outcome: viral load

B Viral Load over Time According to Baseline Antibody Status

Serum Antibody—Negative Serum Antibody—Positive
Difference in Change Difference in Change
from Baseline, Day 7 from Baseline, Day 7
TWA LS mean Mean TWA LS mean Mean
2.4 gvs. Placebo  -0.52 -0.59 2.4 g vs. Placebo 0.00 -0.45
g.O gvs. Placebo  -0.60 -0.71 g.o gvs. Placebo  -0.39 +0.04
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Serum samples REGLHVERY
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* All participants entering REGN-COV2 comparison need to have serum
sample collected prior to randomisation

* Must be taken for all participants in that comparison (regardless of
allocation)

* Please check whether any samples have not been returned to the central
lab



DIMETHYL FUMARATE



Dimethyl fumarate REC’ﬁ‘VERY

* Recently added to protocol and has been piloted at some sites

* Includes extra data collection on:

* S/Fy, (measurement of oxygenation function of lungs)
* Lab results
* Tolerability of DMF

* Sites can still express an interest in participating in this arm



BARICITINIB



Baricitinib in COVID-19 REGLHVERY
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» JAK/STAT system is key to immune activation so modulating it may be

beneficial
007 po.03 Baricitinib+RDV
e Data from ACTT-2 show quicker time 2 A Placebo+ ROV
to recovery & 50-
& 0.254
OOO 1 I 1 I 1 I 1 I 1 I 1 I 1 |
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28
Days
No. at Risk

Baricitinib+RDV 515497 418 302 233 186 145121107 95 87 80 76 63 30
Placebo+RDV  518495417322251211178156 143 131123115102 92 44



Baricitinib in COVID-19: REC—I}VERY

COV'BARRIER Randomised Evaluation of COVID-19 Therapy

» 1525 patients hospitalised with COVID-19 and at least one marker of
inflammation (but not receiving invasive mechanical ventilation)

* 79% on corticosteroids
 Randomised between baricitinib 4mg once daily and placebo

* Primary outcome: Progression to ventilation or death within 28 days



Baricitinib in COVID-19: REC’ﬁi‘VERY
COV-BARRIER

* Trial results announced on 8 April:

* Non-significant reduction in primary outcome:
* aOR0.85;95% ClI 0.67—-1.08

* Reduction in death (secondary outcome): 162 deaths in total
* 8.1%vs 13.1%: HR0.57,95% C1 0.41 -0.78

e Reassuring safety data: similar proportions with SAEs (14.7% vs 18.0%)
* Serious infection 8.5% vs 9.8%
* VTE 2.7% vs 2.5%



PROTOCOL V15.0



Protocol V15.0 REC’ﬁ‘VERY

 Officially removes aspirin and colchicine from protocol

* Adds two new arms:
* Infliximab (single dose 5 mg/kg IV)
* High-dose dexamethasone (20mg for 5d then 10mg for 5d)

* New arms being started at international sites:
* Would delay completion of baricitinib
* Removal of aspirin and colchicine leaves no IMPs for international sites
* Will be brought back to UK if another wave does occur



TRIAL PROCEDURES



Completeness of follow-up RECHVERY

* Weekly reminders highlighting participants randomised >28 days ago
without complete form

Follow-up form completion summary

| |
Days Since Rand. FU Not Completed FU Completed Total Rands. ENot Completed B Completed
7<14 3 (100.0%) 0 (0.0%) 3 .
14=<21 15 (88.2%) 2 (11.8%) 17 _
21<28 26 (56.5%) 20 (435%) 46 _
28<35 13 (34.2%) 25 (65.8%) 38 _
>35 1 (7.1%) 13 (92.9%) 14 _

Total 58 (49.2%) 60 (50.8%) 118



Baseline samples REGLHVERY
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* Please don’t forget baseline samples for participants in REGN-COV2
comparison!

* These will be key to interpreting the results



Carry on recruiting! RECGHVERY
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* RECOVERY remains the largest global trial in COVID-19 and is an exemplar
of what trials can do (both in and after pandemic)

* Current therapies are exciting, but need reliable data before they should
be used routinely

 THANK YOU for all your support to date and please don’t forget
RECOVERY!
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Covid-19 and pregnancy RECHVERY

Randomlsed Evaluatlon of COVID-19 Therapy
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Pregnant women — moderate risk group

REGHVERY
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People at moderate risk (clinically
vulnerable)

People at moderate risk from coronavirus include people who:

e are 70 or older

* have a lung condition that's not severe (such as asthma, COPD,
emphysema or bronchitis)

¢ have heart disease (such as heart failure)
* have diabetes

* have chronic kidney disease

» have liver disease (such as hepatitis)

» have a condition affecting the brain or nerves (such as Parkinson's
disease, motor neurone disease, multiple sclerosis or cerebral palsy)

» have a condition that means they have a high risk of getting
infections

» are taking medicine that can affect the immune system (such as low
doses of steroids)

» are very obese (a BMI of 40 or above)

» are pregnant - see advice about pregnancy and coronavirus

Unlike people at high risk, you will not get a letter from the NHS.



Covid-19 and pregnancy: headlines REG?‘VERY
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e Covid-19 affects pregnant women

* Additional risk factors previously identified (ethnic minority groups, increasing
gestation, higher maternal age, high BMI, pre-existing comorbidities)

* Impact on preterm birth continues to be major impact

* Ongoing evaluation of increased maternal risk (ICU admission and maternal
morbidity) and increased perinatal risk (placentitis and stillbirth)

 RECOVERY trial is one of few trials to include pregnant women, and has changed
clinical practice, including for pregnant women



Covid-19 and pregnancy: RCOG  |[MNa&SIA=2N
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THE ROYAL Royal College of
COLLEGE OF Obstetricians &
MIDWIVES Gynaecologists

Coronavirus (COVID-19) Infection

in Pregnancy

Information for healthcare professionals

Version |3: Published Friday 19 February 202

Corticosteroid therapy should be considered for 10 days or up to discharge,
whichever is sooner, for women who are unwell with COVID- 19 and requiring
oxygen supplementation or ventilatory support. One suggested steroid regimen is:

o If steroids are not indicated for fetal lung maturity, oral prednisolone 40 mg once
a day, or IV hydrocortisone 80 mg twice daily, for 10 days or until discharge,
whichever is sooner.

o |[f steroids are indicated for fetal lung maturity, intramuscular dexamethasone
6 mg every |2 hours for four doses, then oral prednisolone 40 mg once a day,
or IV hydrocortisone 80 mg twice daily, to complete a total of |10 days or until
discharge, whichever is sooner.

The interleukin-6 receptor antagonist (anti-IL6) tocilizumab has been shown to
improve outcomes, including survival, in hospitalised patients with hypoxia (oxygen
saturation below 92% on air or requiring oxygen therapy) and evidence of systemic
inflammation (C-reactive protein at or above 75 mg/l). Although data for the use of
tocilizumab in pregnancy in this situation are limited, there is currently no compelling
evidence that tocilizumab is teratogenic or fetotoxic. For women meeting the criteria
above (hypoxic with systemic inflammation), the use of tocilizumab should be
considered. It iIs recommended that any decision to treat with anti-IL6 agents should
be taken by an MDT to include obstetric and infection specialists, and given if the
benefits outweigh the risks.

Other therapies are being investigated for the management of COVID- 19, and
pregnant women should be offered the opportunity to enrol in clinical trials (such
as the RECOVERY trial) for which they are eligible. Hydroxychloroquine, lopinavir-
ritonavir and azithromycin have been shown to be ineffective in treating COVID-19
infection and should not be used for this purpose.



RECOVERY for pregnant women  |[NaGS3ia4
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Site teams

This page contains additional information for RECOVERY site team members. Follow these links for guidance on randomisation and how to collect follow-up data.

RECOVERY Privacy Notice for Trial Staff

INTERVENTION INFORMATION GUIDES FOR SPECIFIC PATIENT COLLABORATORS' MEETINGS SLIDES
GROUPS We apologise if you were unable to join the meetings.
RECOVERY intervention sheet - colchicine RECOVERY for paediatric patients |22 February 2021 I 23 February 2021
RECOVERY intervention sheet - aspirin RECOVERY for patients with chronic kidney 25 January 2021 26 January 2021
) . I disease
RECOVERY int t heet - b tinib
intervention sheet - baricitini 4 January 2021 5 January 2021
RECOVERY intervention sheet - tocilizumab ST A L e L
women 7 December 2020 8 December 2020

RECOVERY intervention sheet - dimethyl fumarate



Pregnancy information document [MH&SAA=N
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RANDOMISED EVALUATION OF COVID-19 THERAPY (RECOVERY)
for pregnant and breastfeeding women
Pregnancy leads: Prof Lucy Chappell, Prof Marian Knight
With support of UK Teratology Information Service (Dr Ken Hodson, Medical Director)

RECOVERY trial protocol

Adaption for pregnancy

Eligibility

Patients are eligible if all of the following are true:
i. Hospitalised
ii. SARS-CoV-2 infection (clinically suspected or lab
confirmed)
iii. No medical history that might, in the opinion of the
attending clinician, put the patient at significant risk
if they were to participate in the trial

Same eligibility

Interventions

First randomisation part A

e Dimethyl fumarate (in some sites)

First randomisation part B

e Synthetic neutralising antibodies (REGN-COV2)
First randomisation part D

Interventions for pregnant women
e Synthetic neutralising antibodies

Not recommended in pregnancy
e Dimethyl fumarate

Follow-up/
outcomes

Ascertained at the time of death or discharge or at 28

days after randomisation (whichever is sooner):

» Vital status (alive/ dead, with date and presumed
cause of death, if appropriate)

» Hospitalisation status (inpatient/ discharged, with
date of discharge, if appropriate)

» Use of ventilation (none/ previous/ ongoing, with
days of use and type, if appropriate)

» Use of renal dialysis or haemofiltration (none/
previous/ ongoing)

Same follow-up and outcomes, with
addition of UKOSS COVID-19 case
number (for pregnancy and baby
information) to allow later data
linkage

Adaptions for breastfeeding

The same interventions as in
pregnancy should be used. UKOSS
COVID-19 case number added if
available.




Eligibility = same REC’ﬁ‘VERY

2.1 Eligibility
Patients are eligible for the study if all of the following are true:
(i) Hospitalised
(i) SARS-CoV-2 infection (clinically suspected’ or laboratory confirmed)

(i) 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 the trial

* Hospitalised, with symptoms (no criterion for ‘requiring oxygen’)



Offer the RECOVERY trial if... REGHVERY
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e 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 provide the trial 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




Current design (adults) REGHVERY
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Live infant vaccines possible after REGN RECﬂVE RY
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The previous version (V12.1) of the RECOVERY protocol stated: Pregnant women that are administered
REGN10933 and REGN10987 must be advised that live vaccines should be avoided in children with in utero
exposure to biologics for at least the first 6 months of life. This sentence has now been deleted, following
review of the biological rationale. The synthetic monoclonal antibodies (REGN10933+REGN10987) bind to
the SARS-CoV-2 spike protein on the surface of cells, blocking the interaction between the spike protein and
its canonical receptor angiotensin-converting enzyme 2. There are no human protein targets of the
Regeneron monoclonal antibodies. This is in contrast to infliximab, a biologic drug implicated in a single case
report of a 4 month old infant in London who died of probable disseminated TB following maternal
infliximab use in pregnancy and infant BCG vaccination at 3 months of age.[7] Infliximab targets human TNF-
alpha, such that if used in later pregnancy, the immune system of the neonate may be compromised, leading
to potential systemic disease following administration of live vaccines. Regeneron monoclonal antibodies are
similar in type to other immunoglobulins that are commonly given in pregnancy such as anti-D, varicella
zoster immunoglobulin etc., for which an advisory warning against live vaccine administration in the infant is
nol required. Therefore, women do nol need Lo be advised that live vaccines should be avoided in their
infant following administration of these synthetic monoclonal antibodies.



Follow-up = the same, + linkage [MNR&SIA=N{
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OXFORD

°
. Nuffield Department of B
Vj N P EU POPULATION HEALTH

Contact AboutUs | ~» Research | v~  PublicInvolvement What's New Privacy Notice Search (e.g. Randomisation)

You are here: UKOSS / Current Surveillance / COVID-19 in Pregnancy

COVID-19 in Pregnhancy

UK Obstetric Surveillance System

M .
Key points On this page
* Key points
¢ Covid-19is aninfectious disease caused by a new strain of coronavirus. ¢ Surveillance period
* Covid-19 had not been detected in humans before the outbreak in December 2019. * Background
* Asthevirusis new, little is known about its effect on certain groups of people, including * Objective
pregnant women. ¢ Research questions

¢ Case definition

. . ¢ Funding
Su rvel I Ia nce perIOd ¢ Ethics committee approval
* Study registration
1st March 2020 - 31st March 2021 ¢ Lead investigator

* Download the Data Collection Form (DCF)
* References

Background



Update on progress REC’ﬁi‘VE RY
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160 pregnancy leads identified, supported by research midwives
Midwife champions on board

108 antenatal women recruited
=20 (or more) postpartum women



Thank you
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Ashford and St Peter's Hospitals NHS Foundation Trust
Barts Health NHS Trust

Bolton NHS Foundation Trust

Bradford Teaching Hospitals NHS Foundation Trust
Cambridge University Hospitals NHS Foundation Trust
Chelsea and Westminster Hospital NHS Foundation Trust
Chesterfield Royal Hospital NHS Foundation Trust
Croydon Health Services NHS Trust

Epsom and St Helier University Hospitals NHS Trust
Frimley Health NHS Foundation Trust

Guy's and St Thomas' NHS Foundation Trust

Imperial College Healthcare NHS Trust

James Paget University Hospitals NHS Foundation Trust
Kettering General Hospital NHS Foundation Trust

King's College Hospital NHS Foundation Trust

Kingston Hospital NHS Foundation Trust

Leeds Teaching Hospitals NHS Trust

Liverpool University Hospitals NHS Foundation Trust

Liverpool Women's NHS Foundation Trust

Luton and Dunstable University Hospital NHS Foundation Trust
Manchester University NHS Foundation Trust

Medway NHS Foundation Trust

Milton Keynes University Hospital NHS Foundation Trust

NHS Greater Glasgow and Clyde: Glasgow Royal Infirmary
NHS Greater Glasgow and Clyde: Queen Elizabeth University Hospital
NHS Lothian: Royal Infirmary of Edinburgh

North Cumbria Integrated Care NHS Foundation Trust

North Tees and Hartlepool NHS Foundation Trust

North West Anglia NHS Foundation Trust

Northampton General Hospital NHS Trust

Northumbria Healthcare NHS Foundation Trust

Nottingham University Hospitals NHS Trust

Oxford University Hospitals NHS Foundation Trust

Pennine Acute Hospitals NHS Trust

Royal Berkshire NHS Foundation Trust

Royal Free London NHS Foundation Trust

Sheffield Teaching Hospitals NHS Foundation Trust
Sherwood Forest Hospitals NHS Foundation Trust
Shrewsbury and Telford Hospital NHS Trust

St George's University Hospitals NHS Foundation Trust
The Newcastle Upon Tyne Hospitals NHS Foundation Trust
United Lincolnshire Hospitals NHS Trust

University College London Hospitals NHS Foundation Trust
University Hospitals Of Leicester NHS Trust

Western Sussex Hospitals NHS Foundation Trust
Worcestershire Acute Hospitals NHS Trust

Wye Valley NHS Trust



Update from UKOSS this week

UK®SS Notifications by week

UK Obstetric Surveillance System
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* Pregnant women admitted during the period when the B117
Selected respiratory characteristics and outcomes in symptomatic pregnant women

admitted to hospital with confirmed SARS-CoV-2 Dec 2020-Feb 2021 compared to variant became predominant were Signiﬂca ntly more Iikely to
Mar-Nov 2020 be symptomatic
Qutcome Odds Ratio . . . .
(95% Cl) * Symptomatic pregnant women admitted during the period
Unadjusted when the B117 variant became predominant were
Symptomatic™ = 125 (111, 147) significantly more likely to require respiratory support
Critical care received - 1.48 (1.14, 1.92)
Evidence of pneumonia on imaging (Yes) - 1,56 (1.30, 1.87) * Covid-specific medical therapies were used infrequently, even
Required respiratory support - 2.47 (2.01,3.03) for women who were critically ill
Oxygen saturation <95% —-— 1.54 (1.11, 2.14) . . . . ..
e Steroids for maternal indication administered to:
Adjusted * 7% of symptomatic pregnant women admitted
Symptomatic™ = 120 (1.06, 1.37) * 18% of those who received critical care.
Critical care received — 1.62(1.22, 2.16) o . . .
Evidence of preumonia on imaging (Yes) - .58 (1.30,1.92) * 3% of symptomatic pregnant women admitted to hospital
Required respiratory support - 2.58 (2.07, 3.22) were recrUited tO the RECOVERY trial.
Oxygen saturation <95% —— 1.42 (1.01, 2.02)

* After release of results on dexamethasone from the
RECOVERY trial, rates of usage of steroids for maternal

| | indications remained low:
A 1 2 o
Decreased Risk Increased Risk * 9% of women ove ra”,

Note: **Odds ratios for symptomatic versus asymptomatic calculated for June 2020-February 2021 when *  23% of those receivi ng critical care
screening was in place

Adjusted for age, ethnicity, BMI, and selected pre-existing conditions (asthma, hypertension, cardiac

disease, and diabetes)




ICNARC data (critical REGLHVERY
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Patients with confirmed COVID-19

Medical history Admitted from 1Sep  Admitted up to 31 Aug
(N=24,781) (N=10,927)

Currently or recently pregnant, n (% of females aged
16-49) [N=2157]

Currently pregnant 151 (7.0) 29 (3.7)
Recently pregnant (within 6 weeks) 142 (6.6) 41 (5.2)
Not known to be pregnant 1864 (86.4) 720 (91.1)

B Currently pregnant [ Recently pregnant

o
8 601
©
S
5? Currently or recently pregnant (% of women aged 16-49)
on 100%
8% 20 Il Not known to be pregnant
EE; I Currently pregnant
Tao
2 £ Recently pregnant
E‘% 0% -
T © i . . .
3% 20 Number of patients admitted to critical care
o
g
£ 6000
=]
pd 0.

Mar Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb Mar 0-

Mar Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb Mar
Month 2020 2021

© ICNARC 2021
Month
Figure 38. Numbers currently and recently pregnant

Monthly trend in the number of women reported to be currently or recently pregnant on admission
to critical care.



Feedback from sites REGHVERY
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* Low numbers of symptomatic women

* But admissions of symptomatic women continue

e Sites liaising with their main RECOVERY research teams

 Maternity healthcare professionals providing input into care of
pregnant women on general wards

PLEASE:

 Use UKOSS as prompt to help (and for outcomes)

 Please add UKOSS number to ALL RECOVERY women recruited
* Embed into usual practice

e Offer trial






