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1. Treatment Overview  
 
Randomisation Part A: Eligible patients may be randomly allocated between the following treatment 
arms (although not all arms may be available at any one time): 

 No additional treatment 

 Corticosteroids (children ≤44 weeks gestational age, or >44 weeks gestational age with 
PIMS-TS only) 

 Azithromycin 

 Intravenous immunoglobulin (children >44 weeks gestational age with PIMS-TS only) 
 
Randomisation Part B: Simultaneously, eligible patients will be randomly allocated between the 
following treatment arms (provided there are no contraindications and the appropriate consent has 
been given): 

 No additional treatment 

 Convalescent plasma 

 Synthetic neutralising antibodies (REGN10933+REGN10987) 
 
Second randomisation for patients with progressive COVID-19: participants with progressive COVID-
19 may undergo an optional second randomisation between the following treatment arms: 

 No additional treatment 

 Tocilizumab  
 

2. IMPs in RECOVERY Trial 
The treatments used within the RECOVERY Trial may change throughout the duration of the study.  

This pharmacy manual will only cover the IMP management of REGN109833 and REGN10987 (also 

known as REGN-COV2).  The IMP management of all other drugs can be found in the Pharmacy FAQs 

on the RECOVERY Trial website.   

The other IMPs (corticosteroids, azithromycin, immunoglobulin and tocilizumab) have been 

managed under the reduced risk of a Type A study.  However the pharmacy management of 

REGN109833 and REGN10987 will require compliance with the additional requirements set out in 

this manual.  

3. IMP descriptions 
The investigational medicinal products (IMPs) in Randomisation Part B are described in Table 1 

below. 

 

Table 1: 

Drug Description  
 

Packaging Storage Conditions  

REGN10933 120mg/mL solution 
for infusion, single dose glass vial, 
11.1mL withdrawable volume 

1 vial per carton (Carton 
dimensions:  70 mm x 46 mm x 42 
mm) 

2-8oC 
Protect from light 

https://www.recoverytrial.net/for-site-staff/pharmacy


RECOVERY Trial Pharmacy Manual for IMPs 

Version 4.0 04-Nov-2020                                                                                                         Page 4 of 54 
 

REGN10987 120mg/mL solution 
for infusion, single dose glass vial, 
11.1mL withdrawable volume 

1 vial per carton (Carton 
dimensions:  70 mm x 46 mm x 42 
mm) 

2-8oC 
Protect from light 

 
Each vial is identified by a batch number and a unique medication number (reference number).  

Please note that any kit numbered vial can be used for any patient.  Stock is not patient specific.   

See Appendix 3 for IMP vial and carton labels details. 

4. IMP ordering, supply and receipt 
The initial supply of REGN10933 & REGN10987 will be sent by Regeneron (via YourWay which is the 

approved site in the UK) to each site.  Initially there will only be a selected number of sites opened to 

this arm. Sites will be contacted if they are going to participate in this arm. The Principal Investigator 

will need to have completed training and delivery details for the IMP provided (on a form that the 

Oxford RECOVERY team will send) before IMP is shipped. 

 
The initial shipment will contain either 15 or 21 vials of each IMP.  Shipments are to be 

acknowledged in the IWRS system.  All shipments will come with a temperature monitoring device.  

Follow the temperature monitoring device instructions included in the shipment (see Appendix 1 for 

instructions).  Discard the temperature monitoring device after the temperature readout report has 

been downloaded.  

IMP inventory of vials is managed by the IWRS system, so resupply shipments are automatically sent 

to sites when supply levels are low.  The IWRS system will need to be updated after every allocation.   

The vials must then be receipted into stock and written onto the master accountability log (see 

Appendix 2 for a template if required) following local SOPs for receipt of clinical trial materials. 

Routine receipt and handling of the vials should be done wearing nitrile gloves. 

The vials are only for use within the context of the RECOVERY trial. The trial name does not appear 

on the labels: please ensure stock is segregated appropriately or additional labels added as per local 

practice. 

5. IWRS system 
The IWRS system used for the management of REGN10933 and REGN10987 is Cenduit (Cenduit User 

Guide is available on the RECOVERY website). 

Sites will be expected to use the IWRS system to perform the following activities: 

 Acknowledge shipments on arrival 

 Update kit status to ‘allocated’ after allocating kit to patient  

 Update kit status to ‘quarantined’ if there has been a temperature excursion at site 

 Update kit status to ‘damaged’ if stock has been damaged at site or was received damaged 

 Update kit status to ‘lost’ if stock has been lost at site 

The Dashboard allows sites to view: 

https://www.recoverytrial.net/for-site-staff/pharmacy
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 In transit shipments 

 Recent transactions 

5.1 Acknowledging shipments 
From user dashboard, in transit shipments click on the shipment number.  The user is directed to 

the site shipment confirmation page and should confirm that drop down menu is displaying the 

correct shipment number.  Follow on screen instructions. There is the option for sites to state 

whether the whole shipment has been damaged or if individual vials have been damaged, as well 

as if there has been a temperature excursion during transit. Once complete and submitted the site 

will receive an email confirmation. 

If temperature excursion during transit remember to inform local PI/team that stock has been 

quarantined, so that the PI can indicate that synthetic neutralising antibodies are not available for 

randomisation.   

5.2 Site material update 
To update the kit status sites will need to select the site material update link within the Cenduit 

system.  Under site material update, sites can change individual kit statues from available to 

allocated, damaged, lost or quarantined.  Multiple vials can be selected at a time by holding down 

the ‘control’ button.  Sites should manually update the kit status of each vial in Cenduit prior to 

dispensing to patient, from available to dispensed (as the IWRS will check the expiry date)1.    

5.3 Re-supply 
Sites will be provided with sufficient IMP for 5 participants initially. Once 4 participants’ worth 

has been recorded as no longer available (eg, allocated, lost etc.) in the IWRS a further supply 

will be sent. If site activity requires a larger supply this can be requested from the RECOVERY 

team: either ‘medium’ (7 participant supply, re-supply once 2 no longer available) or ‘large’ (9 

participant supply, re-supply once 3 no longer available). 

 

6. IMP storage and precautions 
All REGN10933 and REGN10987 vials must be stored at 2 – 8oC.  

Protected from light.2   

Single use only. 

Do not use beyond expiry date. Note: the IMP is not labelled with an expiry date, but the IWRS will 

be updated with this information. This is why kit status should be updated on IWRS before the IMP is 

reconstituted (or see footnote 1). 

Temperature logs must be maintained using calibrated temperature monitoring equipment in order 

to demonstrate the study drug has been stored at all times under the correct storage conditions. If 

                                                           
1 If a site cannot update Cenduit prior to reconstituting the IMP, then they may do so later provided that their 
local procedure includes a step to check the expiry date on the QP documentation sent with each shipment. 
This local procedure must be written, locally approved and the master kept in the Site Trial file. 
2 During and after reconstitution, it is no longer necessary to protect from light. 
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your pharmacy has temperature monitoring in place, the records from this system may be used. 

Copies must be available for regulatory inspection if required. 

The label on the REGN100933 and REGN10987 vials will not contain the expiry date.  The expiry date 

can be found on the packing note and on the QP release document. Ensure that the expiry date on 

the QP release document is annotated and checked on the master accountability log when 

receipting, or follow local SOPs. The IWRS will provide a second check of this when the status is 

updated.  

Sponsor’s permission is not required for the transport of REGN10933 and REGN10987 vials from one 

site to another, but temperature monitoring is required for such transfers. Temperature monitoring 

is not required when transporting the final infusion bag from the aseptic unit to the ward (unless the 

ward is on a separate site in which case temperature monitoring is recommended, except where a 

validated shipper is used).  The transport and temperature monitoring of stock or final prepared 

product should be carried out as per site’s local SOPs.  

6.1 Temperature excursions 
When the measured or recorded temperature contains decimals, then number should be 
rounded to the nearest whole number.  For example, if the acceptable temperature range for 
storage is 2 – 8oC, then: 

 Round 1.5, 1.6, 1.7, 1.8, and 1.9 up to 2oC 

 Round 8.1, 8.2, 8.3 and 8.4 down to 8oC 

Therefore by applying the above rounding rules, measured or recorded temperatures between 

1.5 oC to 8.4oC will not be required to report temperature excursions to RECOVERY trial team.  

Any measured or recorded temperatures outside of these ranges will need reporting back to 

the RECOVERY trial team using the RECOVERY temperature excursion form (see RECOVERY trial 

website for a copy of this form) and emailed to recoverytrial@ndph.ox.ac.uk 

Affected stock must be physically quarantined until further guidance is given.  The affected stock 

will need to be updated within the IWRS system to ‘quarantined’.   Remember to inform local 

PI/team that stock has been quarantined, so that they can indicate that synthetic neutralising 

antibodies are not available for randomisation.  If all stock is affected Oxford can indicate this 

centrally (e-mail to recoverytrial@ndph.ox.ac.uk), but must be informed when new stock arrives 

so this block can be removed. 

6.2 Recall of IMP 
In the event of a study medication recall, which necessitates the return of REGN10933 and 

REGN10987 supplies, sites will be given further information on this as required.  

Label the stock as ‘quarantined’ and hold in a quarantine area, ideally at 2 to 8°C, until the 

information is received. 

7. IMP accountability 
Full accountability must be maintained for REGN10933 and REGN10987.  Sites may use their own 

master and patient specific accountability logs.  A template master accountability log and patient 

specific accountability log is available (see Appendix 2). 

mailto:recoverytrial@ndph.ox.ac.uk
mailto:recoverytrial@ndph.ox.ac.uk
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Sites must update the IWRS system before (or shortly after – see Section 5) each patient dispensing 

to ensure stock management within the IWRS system is up-to-date. 

7.1 Destructions and Returns  
Used vials and cartons maybe destroyed as per sites local practice; no approval from sponsor 

required.  If a dose is prepared and not suitable for use or not administered, then record on 

accountability logs and dispose of as per local SOP; no approval from sponsor required. 

Expired vials and unused vials at the end of study are to be returned to Regeneron.  Sites will be 

given further information on this when this occurs.  

8. REGN10933+REGN10987 infusion prescribing, preparation and 

administration 
The NPSA risk score is 6 (red) and the health and safety risk is moderate (see Oxford University 

Hospitals NHS Foundation Trust (OUH) local risk assessment (Appendix 4) and REGN safety data 

sheets (Appendices 5 and 6). Therefore, OUH have assessed that locally the infusion will be prepared 

within an aseptic unit.  The manufacturer’s pharmacy manual previously stated to make in a laminar 

flow cabinet.  They have now removed this requirement.  Individual site decisions to prepare this 

infusion in the aseptic unit or on the ward should be based local procedures and on the outcome of 

a documented risk assessment and retained within the trial file. All REGN10933+REGN10987 

infusions must be prepared using aseptic techniques.   

A senior pharmaceutical advisor at the MHRA has confirmed that the preparation of REGN-COV2 

mAbs in RECOVERY would not be considered manufacturing.     

REGN10933 and REGN10987 vials must only be used for participants allocated to synthetic 

neutralising antibodies treatment in the RECOVERY study.  Vials must not be supplied to patients 

who have not consented to treatment or to patients who are not part of the RECOVERY study. 

8.1 IMP prescribing 
REGN10933+REGN10987 infusion should be prescribed as per local policy for clinical trials by a 

clinician authorised to prescribe.  There are currently no known drug-drug interactions with 

REGN10933 and REGN10987; any potential serious interactions should be reported to Central 

Coordinating Office (see protocol). 

Note: Flushes prescribing can be in line with local SOP. 

8.2 IMP preparation  
Facilities for preparation: Regeneron recommend that REGN10933 & REGN10987 preparation 

should always use aseptic technique*. The host trust should undertake a SPS risk assessment, as 

required for any monoclonal antibody (mAb) under the ‘Guidance on the Safe Handling of 

Monoclonal Antibody (mAb) products’, to determine whether it should be prepared in a clinical 

medicine preparation area (ward) or in the pharmacy aseptic unit. The risk assessment should 

assess and document how the preparation will protect the safety of staff preparing and the 

product. A sample risk assessment is included in Appendix 4 which concludes REGN10933 & 

REGN10987 should be prepared in the pharmacy aseptic unit**. 
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*The previous requirement from the manufacturer to require preparation in a laminar flow hood 

or isolator has been removed, because the risk of microbial contamination with this vial 

presentation of IMP is lower than in other US studies, which used multi-dose FEP bags. 

**If preparing in an aseptic unit: 

  The risk assessment will determine the type of isolator or cabinet to be used to prepare the   

  mAB infusion.   

 

  If a trust usually procures dispensed doses of mAbs from another NHS trust or commercial   

  aseptic unit, this is permitted providing the SPS guidance ‘Supply of Aseptically prepared  

  doses of IMPs across Legal Boundaries’3 is followed. The dose must be labelled to comply  

  with Annex 13 but the location of the labelling is determined in SPS guidance. 

Routine receipt and handling of the vials should be undertaken wearing nitrile or other 

protective gloves. 

 

Safety: See safety data sheets in appendices, recommended that sites handled any spill as per 

local procedures for a mAb spill.  If sites do not have mAb spill kits, then a cytotoxic spill kit 

would contain the necessary components to deal with a mAb spill.  The manufacturer has 

confirmed that potential spills in hospital setting do not require the wearing of respiratory masks 

with HEPA filters.   

Preparation: Each dose of REGN10933 4g & REGN10987 4g is prepared in an intravenous (IV) 

infusion bag containing 250mL 0.9% sodium chloride. Do not use an infusion bag containing any 

other diluents.  The infusion bag should be made of Polyolefin (PO) (or Polyvinyl chloride (PVC) 

containing DEHP).  The syringes should be made of polypropylene.  The needle gauge must be 

18G to 21G.  Drug and volume checks should be performed in accordance with local practice. 

If sites normally use a venting needle during preparation then this is permitted.  Dispensing pins 

are not recommended, as the manufacturer recommends the use of syringes and stainless steel 

needles only.   

Note: Any kit numbered vial can be used for any patient.  Stock is not patient specific.    

1. Remove vials from refrigerator and allow to warm to room temperature (minimum 15 

minutes, maximum up to 24 hours. There is no requirement to record the duration of the 

warming time). 

2. Obtain one 250mL IV bag of 0.9% sodium chloride  

3. Use an appropriate combination of new syringes to withdraw 66.6mL of 0.9% sodium 

chloride from the IV bag and discard.   

4. Using new syringes with new needles withdraw a total volume 33.3mL REGN10933 from 

three REGN10933 vials (11.1ml from each vial) 

5. Add the 33.3mL of REGN10933 to the IV bag, check.  Invert gently (do NOT shake) the IV bag 

10 times to ensure that the REGN10933 and IV solution are well mixed  

                                                           
3 https://www.sps.nhs.uk/articles/supply-of-aseptically-prepared-doses-of-imps-across-legal-boundaries-
version-2-october-2019/ 
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6. Using new syringes with new needles, withdraw a total volume of 33.3mL of REGN10987 

from three REGN10987 vials (11.1ml from each vial) 

7. Add the 33.3mL of REGN10987 to the IV bag containing REGN10933.  Invert gently (do NOT 

shake) the IV bag 10 times to ensure that the two investigational products and IV solution 

are well mixed.  Add a closure to entry port of the infusion bag as per local practice.  

8. Label the infusion bag ensuring compliance with local practice and Annex 134 labelling and 

ensure that the trial name is clearly stated. 

9. Used consumables and empty vials should be placed in an appropriate bin, sealed and 

disposed of as per local procedures for pharmaceutical waste 

The study label should include the following information in addition to standard label UK 

requirements: 

 Study title 

 EudraCT number 

 Sponsor 

 Participant Trial Number 

 Statement: ‘For Clinical Trial Use Only’ 

The above manufacturing steps are recommended by the manufacturer, however the stability 

concentration range is 1 – 80mg/mL (total mAb); individual mAb is 0.5mg/mL – 40mg/mL and 

therefore removal of the equivalent drug volume is not mandated.  Sites must ensure that the 

brand of IV bag being used can hold this additional volume safely and that there is no additional 

risk of spillage/inadvertent loss when the ward nurse spikes the bag.   

 

Sites may choose to add both mAbs into the IV bag without prior mixing in between.  However, 

sites must ensure proper mixing after both mAb additions.      

Expiry of prepared dose: The prepared and labelled infusion bag should be used immediately 

(within 4 hours).  If not used immediately, the prepared IV bag may be kept between 2oC and 8oC 

for no longer than 36 hours (this includes 4 hours at room temperature including time for 

warming and administration).  If it has been refrigerated, the IV bags must be warmed up to 

room temperature (at least 30 minutes) prior to administration (stability information provided 

by manufacturer). 

8.3 IMP administration 
REGN10933 & REGN10987 will be administered as an IV infusion over 60 minutes ± 15 minutes 

(including flush).  No pre-medication is recommended prior to infusion.  A sterile, non-pyrogenic, 

low-protein binding 0.2 or 0.22 micron in-line or add-on filter is required for dosing.  The filter 

membrane must be made of polyethersulfone (PES) membrane. The in-line filter and the IV 

infusion pump must be able to deliver as little as 0.2mL/minute or 12mL/hour accurately.  Flush 

the line with 25-50mL of 0.9% sodium chloride at the end of the infusion. 

                                                           
4 Annex 13 EudraLex - Volume 4 - Good Manufacturing Practice (GMP) guidelines 

RECOVERY Trial 
EudraCT: 2020-001113-21 
For Clinical Trial Use Only 
Participant No: _____________ 
Sponsor: University of Oxford 
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The patient will be monitored as per local practice post infusion for a biological infusion. All 

reactions must be reported to the Central Coordinating Office as detailed in the protocol.  

It is recommended that nurses who are pregnant or breast feeding do not administer, given IgG 

do cross the placenta and into breast milk. 

9. Contact Details 
Contact the Sponsor which is University of Oxford via the generic RECOVERY Trial contact 
information below for any queries: 
 
Email: recoverytrial@ndph.ox.ac.uk 
Tel: 0800 1385451 
 

 
 

  

mailto:recoverytrial@ndph.ox.ac.uk
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Appendix 1 - Temperature monitoring device instructions 
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Appendix 2 – Accountability logs 
Sample Patient Accountability Log 
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 Sample Master Accountability log
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Appendix 3 – IMP vial and carton labelling 

REGN10933 and REGN10987 will be supplied to the studies in 20R sterile glass vial with 

11.1 mL withdrawable volume included within a carton. REGN10933 20R Vial Label (Figure 

1), REGN10933 20R Vial Carton Label (Figure 2), REGN10987 20R Vial Label (Figure 3), 

and REGN10987 20R Vial Carton Label (Figure 4) are provided below.  

Figure 1: REGN10933 20R Vial Label 

 

The Lot Number (XXXXXXXXXX) variable information is printed prior to packaging.  

Figure 2: REGN10933 20R Vial Carton Label 

 

The Lot Number (XXXXXXXXXX) and the reference number (XXXXXXX) variable 

information are printed prior to packaging.  
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Figure 3:  REGN10987 20R Vial Label 

 

The Lot Number (XXXXXXXXXX) variable information is printed prior to packaging.  

 

Figure 4:  REGN10987 20R Vial Carton Label 

 

The Lot Number (XXXXXXXXXX) and the reference number (XXXXXXX) variable 

information are printed prior to packaging.  
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Appendix 4 - OUH local risk assessment  
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Appendix 5 – REGN10933 Safety Data Sheet
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Appendix 6 – REGN10987 Safety Data Sheet 
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