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Introductions RECK?JERY
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AOne of the central study team will talk to the agenda

ALT @é2dz KI gS ljdzSadAzya LI SFaS Syl
of your screen.

AQuestions may banswered directly or to the whole group
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Recruitment by site and by time |[Na€S3V=41
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Current numbers in comparisons{Na&eU=i
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AColchicinevsusual care~2200
AConvalescent plasmausual care~8400
AREGMNCOV2/susual care~2500
AAspirinvsusual care: ~4300

ATocilizumabvsusual care: ~2700



Recruitment REGLHVERY
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APlease continue to prioritise RECOVERY in accordance with its Urgent
Public Health Priority 1A status (same as vaccine trials)

AAverage recruitment remains at about 10% of all CEMRdmissions,
but with significant variation between regions and sites

ANIHR CRN has set a targetrohimum 10% recruitment by each CRN

APlease let us know how we could support recruitment at your site
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Tocilizumahn RECOVERY
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Events/Participants (%)

Trial Tocilizumab Usual care Odds Ratio (95% CI)
CORIMUNO-TOCI 7/64 (11%) 8/67 (12%) 0.91 (0.31-2.65)
RCT-TCZ-COVID-19* 2/60 (3%) 1/66 (2%) 2.17 (0.22-21.33)
BACC Bay 9/161 (6%) 3/82 (4%) 1.51 (0.44-5.13)
COVACTA 58/294 (20%) 28/144 (19%) B 1.02 (0.62-1.68)
EMPACTA 26/249 (10%) 11/128 (9%) 1.23 (0.60-2.52)
Overall 102/828 (12%) 51/487 (10%) T 1.11 (0.77-1.60)

| T | 1
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Tocilizumab Usual care
better better

p=0.56
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AREMARCAP preliminary results are encouraging, but unknown whether
tocilizumabreduces mortality

ARECOVERY can provide a clear answer to this question, but recruitment
must continue
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Convalescent plasma RECLEVERY
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AOver 5500 participants in this comparison now

AWSOSY O WyS3IAFGABSQ GNRIf '-FNEY N,
participants

ABaseline serum samples now being analysed using Ox
Immunoassay
A Cutoff at 8 million for diagnosis

e+06




Antibody levels fromfirst 3668 RECHVERY
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Baseline antibody level and risk of

death Baseline antibody level by arm

_ Recipient Convalescen| Usual care
9\;1(2) concentration| plasma
N Available 73% 66%
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Serum samples RECLHVERY

Randomised Evaluation of COVID-19 Therapy

AAIl participants entering antibody comparison (CEnAbvs control) need
to have serum sample collected prior to randomisation

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

APlease check whether any samples have not been returned to the centra
lab



RECENT TRIAL RESULTS



Baricitinibin COVIBL9 REGLHVERY
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AExaggerated immune response is a wetlognised part of the COVIID
syndrome among people requiring hospitalisation

ASignificant interest in treatments that modulate this response

ARecent genetic data fro@enoMICGtudy suggest some inflammatory
pathways are strongly linked to severe disease

Ae.g. people with more activEYK2are at higher risk of severe disease
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ATYKZncodes a protein called tyrosine kinase 2 which is one part of an intracellular
signalling pathway common to many cytokines

Type | cytokine receptors Type Il cytokine receptors
[

AJAK proteins are in same family S i w  ShlmEL s ;v; ; N5 .;Nﬁ, o e
and work with STAT proteins to | e
transmit signals from outside

the cell to the nucleus and el el
hence gene transcription

OOOOCOOIE 000000000 COCOOOO000N COOCO0000 COCOOQOOOOIIENOOCCOO000

ATherefore inhibiting JAK/TYK2

might helpfully modify the
Immune response




ACTT2 trial REGLHVERY
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A1033 participants hospitalised with COMID

ARandomly allocated to either:
ABaricitinibplusremdesivir or
APlacebo plusemdesivir

APrimary outcome = time to recovery



ACTT2 participants RECLEVERY
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AMean age 55 years old
A63% men
ARecruited 8 days after symptoms started

A32% on norinvasive or invasive ventilation



ACT12 results
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1.00-

P=0.03 Baricitinib+RDV
¥ e Mortality 0.65 (0.391.09)
8 Placebo+RDV— Deagth or IMV 0.69 (0.500.95)
s 050 | IMV 0.64 (0.440.93)
£ Rate ratio for recovery: 1.16
& 0.254 (95% CI 1.01.32; p=0.03)
* Safety:
000-—~—7F—T T T T T T T T T T T SAEs in 16.0¥621.0% (p=0.03)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Days

No. at Risk
Baricitinib+RDV 515497418 302233 186145121107 95 87 80 76 63 30
Placebo+RDV 518495417322251211178156143131123115102 92 44
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AGenetic data and data from AGZDoth supportbaricitinibas a potential
treatment for COVIE19

ALarger outcomes trial now required

ABaricitinibis undergoing detailed review by CTAP



FUTURE AMENDMENTS TO THE PROTOCOL
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AAnakinrais an interleukinl receptor antagonist
ACommonly used in paediatric disorders wityperinflammation

AAnakinrawill be a third option in the second randomisatitor children
>1 year old with PIM3S

ASecond randomisation for children will become 2:2:1 randomisation
ATocilizumalvs Anakinravsusual care alone
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ADose = 2 mg/kg per day for 7 days

AContraindications:
ANeutrophils <1.5 x19L
APregnancy*

ANo drugdrug interactions



TRIAL PROCEDURES



Review of amendments REGLEVERY
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AHRA has decided that RECOVERY amendments may be impleBiented
daysafter full HRA approval given

AWe recognise this is much shorter than standard 35 days but RECOVER
must take priority in R&D review process

ASome sites have tried to not implement amendments but this creates
significant risk as IT system Is centralised.



Completenes®f follow-up
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AWeekly reminders highlighting participants randomised >28 days ago
without complete formand alsothose needingn Antibody Comparison

/2h safety form

APlease do complete these as soon as possible

Follow-up form completion summary

Days Since Rand. FU Not Completed FU Completed Total Rands.

HNot Completed M Completed

7<14

14<21

21=28

28<35

>35

3 (100.0%)

15 (88.2%)

26 (56.5%)

13 (34.2%)

1 (7.1%)

58 (49.2%)

0 (0.0%)

2 (118%)

20 (43.5%)

25 (65.8%)

13 (92.9%)

60 (50.8%)

3

17

46

38

14

118



Carry on recruiting! RECHVERY

Randomised Evaluation of COVID-19 Therapy

ARECOVERY remains the largest global trial in CO\ABd is an exemplar
of what trials can do (both in and after pandeinic

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

AWe recognise challenge that current situation in the NHS presents and
remain extremely grateful for yowgupport, so THANK YOU!
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ovid1l9 and pregnancy

RESEARCH

Characteristics and outcomes of pregnant women admitted to
hospital with confirmed SARS-CoV-2 infection in UK: national

population based cohort study

Marian Knight," Kathryn Bunch," Nicola Vousden,” Edward Morris,” Nigel Simpson,* Chris Gale,’
Patrick O'Brien,® Maria Quigley,‘ Peter Brocklehurst,” Jennifer ) Kurinczuk,! On behalf of the UK
Obstetric Surveillance System SARS-CoV-2 Infection in Pregnancy Collaborative Group

ABSTRACT

OBJECTIVES

To describe a national cohort of pregnant women
admitted to hospital with severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) infection in
the UK, identify factors associated with infection,
and describe outcomes, including transmission of
infection, for mothers and infants.

DESIGN
Prospective national population based cohort study

using the UK Obstetric Surveillance System (UKOSS).

SETTING
All 194 obstetric units in the UK.

over, and 145 (34%) had pre-existing comorbidities.
266 (62%) women gave birth or had a pregnancy loss;
196 (73%) gave birth at term. Forty one (10%) women
admitted to hospital needed respiratory support, and
five (1%) women died. Twelve (5%) of 265 infants
tested positive for SARS-CoV-2 RNA, six of them within
the first 12 hours after birth.

CONCLUSIONS

Most pregnant women admitted to hospital with

SARS-CoV-2 infection were in the late second or third

trimester, supporting guidance for continued social

distancing measures in later pregnancy. Most had

good outcomes, and transmission of SARS-CoV-2 to
. "
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