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Introductions RECK?JERY

Randomised Evalu t of COVID-19 Therapy

AOne of the central study team will talk to the agenda

ALT @&2dz KI@gS ljdzSadAzya LI SFaS Syl
of your screen.

AQuestions may banswered directly or to the whole group
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00 early immunomodulation

Colchicine +
or Usual care alone
usual care
Tocilizumab

AND/OR »

“/ No additional
| antibody-based therapy treatment
Convalescen REGNCOV2 Usual care
or or
plasma mADb alone

AND/OR

‘ anti-thromboembolic therapy
Aspirin + usual
P oJgl Usual care alone
care

ELIGIBLE PATIENTS
OUTCOMES
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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

APlease let us know how we could support recruitment at your site
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ARECOVERY now active on Associate Pl scheme

AMany applications now in process

AFurther details available (including recorded
webinar) at:

https://www.nihr.ac.uk/documents/associate
-principakinvestigatorpi-scheme/25040

NIHR | & Research
Associate Principal Investigator
(PI) Scheme

The NIHR Associate Principal Investigator (Pl) scheme aims to develop junior doctors, nurses
and allied health professionals to become the Pls of the future at the same time as helping to
deliver studies to time and target. Registration is quick and easy, just follow the steps below.

Reg | Ste r Stu dy . Check if the study you want to register to be

Associate Pl for is on the list of registered
studies. If not then complete the Associate
Pl Scheme Study Registration Form.

Register to the scheme by completing the
AP| Scheme Applicant Registration Form.
once you have approval from the Site Pl
and CTU Study / Trial Manager

Register yourself

Co m p I ete C heck I ist Once your are registered to the scheme you

will be sent a welcome email with a link to
the Associate Pl Scheme Checklist which
you need to complete and get signed off by
your Pl and the CTU Study / Trial Manager
within six months of registering to the

scheme.

Once you have submitted your fully signed
off Checklist the NIHR Associate PI Scheme
Team will issue you with a certificate. You
are then free to register to another study at

Receive certificate

the same or another site.

For further information about the scheme, please visit the NIHR Associate Pl Scheme website.
If you have any questions about the scheme please email the NIHR Associate Pl Scheme Team on associatepischeme@nihr.ac.uk.



https://www.nihr.ac.uk/documents/associate-principal-investigator-pi-scheme/25040

How long until the next result?

AAzithromycin recruitment now halted

APlease complete Followp forms as promptly as possible
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Tocilizumabin REMAFCAP RECLEVERY
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A REMAFCAP released preliminary results on 19 November

A B?s?d on 303 participants randomised between usual ¢tacdizumal sarilumal anakinraor
interferon

A Estimated odds ratio of 1.87 for a better outcome wiicilizumabwith high degree of statistical
certainty (99.75% probability)

A Subsequent CAS alert from DHSC n@s directive to treat, but to ensurcilizumabwas available
for licensed indications and gave permission to use it for patients who met REMRRriteria

A Randomisation into trials remains DHSC priority

A NB )REMAIE:AP are still randomising betwettilizumaband otherimmunomodulatorgbut have ceased usual care
arm
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ASubstantial uncertainty remains, at least until details of REXGAP

results are released
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)

p=0.56

0.25 05 1 15 25

Tocilizumab Usual care
better better
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A2150 randomised

ASufficienttocilizumabsupply for 4000 randomised.

AAgreement from NHS England that NHS stock can be used where trial stock
unavailable

APlease ensure you consider this randomisation for appropriate
participants:
AOn oxygen (osats<92%)
Al wt xT1p Y3k
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AWellknown antiinflammatory agent

ACommonly used in:
AGout
AFamilial periodic fever syndromes
APericarditis

AWellrecognised sideffects e.g. diarrhoea



Colchicine RECLEVERY

AContraindicatedif:

AWomen <55 years old (or older women with cHildaring potential)
A Severe hepatic impairment

A Significantytopaenia(neutrophil count <1; platelet count <50; reticulocyte count
<20)

A Concomitant use of strong CYP3A4 inhibitor (macrolide antibiotics; systemic azole
antifungals) or Rypinhibitors Ciclosporin verapamil)

AHypersensitivity to lactose



Colchicine REGKHEVERY

ACautionif:
A Concomitant use of moderate CYP3A4 inhibitor (diltiazem)
AeGFR<30 mL/min/1.73m
AEstimated body weight <70 kg

Aln such patients use a reduced maintenance dose:
A1 mg at randomisation; 500 mcg 12 h later
A500 mcgoncedaily thereafter

Alf a patient has >1 of these factors, responsible clinician should consider
marking colchicine as dzy a dzA Gl 6t Sé
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AOver 5500 participants in this comparison now

AwWSOSY U WyS3lFGABSQ UGNMI§ '-FNEY N,
participants

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

e+06




Antibody levels from 3668
participants

®
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_ Median [IQR] (x19) | Proportion >8 x10

All participants

Age <70
XT N F YN
Ky Nl
Respiratory support NO oxygen
Oxygeronly
Ventilated
Days since symptoms  >KT
>7

9.3
8.9
5.9
5.1
9.1

6.610.0]
3.710.0]
2.19.7]
1.89.5]
5.610.0]

1 [4.610.0]

10.0 [8.810.2]
6.7 [2.59.6]
9.7[7.4-10.1]

99%
64%
S7%
41%
37%
60%
719%
42%
/1%



Antibody levels from 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
g8 Available 73% 66%
> 6 Missing 27% 34%
= 4
Q2

0

<8 Ky

Antibody concentration (x16)



Serum samples RECLHVERY
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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



TRIAL PROCEDURES



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



Christmas dates REGHVERY
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ATrial inbox will be monitored on working days
AUrgent clinical enquirie0800 138 5451

ALast orders for postage kits for serum sampl&® December
APlease post serum samples on days in green, not those in red:

21 22 23 24 25 26 27

Decembe
28 29 30 31

January;
04 05 06 P%

01 02 O3




Carry on recruiting RECLEVERY
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ARECOVERY remains the largest global trial in CXO\ABd is an exemplar
of what trials can do (both in and after pandemic)

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

AThank you for your support!
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Covid19 and preghancy
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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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B8 orenaccess  Clinical manifestations, risk factors, and maternal and perinatal
outcomes of coronavirus disease 2019 in pregnancy: living
systematic review and meta-analysis
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ABSTRACT

OBJECTIVE

To determine the clinical manifestations, risk factors,
and maternal and perinatal outcomes in pregnant and
recently pregnant women with suspected or confirmed
coronavirus disease 2019 (covid-19).

DESIGN

Living systematic review and meta-analysis.

DATA SOURCES

Medline, Embase, Cochrane database, WHO COVID-19
database, China National Knowledge Infrastructure
(CNKI), and Wanfang databases from 1 December
2019 to 26 June 2020, along with preprint servers,
social media, and reference lists.

meta-analysis was performed, with estimates pooled
as odds ratios and proportions with 95% confidence
intervals. All analyses will be updated regularly.
RESULTS

77 studies were included. Overall, 10% (95%
confidence interval 7% to14%; 28 studies, 11432
women) of pregnant and recently pregnant women
attending or admitted to hospital for any reason
were diagnosed as having suspected or confirmed
covid-19. The most common clinical manifestations
of covid-19 in pregnancy were fever (40%) and
cough (39%). Compared with non-pregnant women
of reproductive age, pregnant and recently pregnant
women with covid-19 were less likely to report
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