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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):
e No additional treatment
e Corticosteroids (children <44 weeks gestational age, or >44 weeks gestational age with
PIMS-TS only)
e Azithromycin
e 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):

e No additional treatment

e Convalescent plasma

e 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:

e No additional treatment

e 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:

REGN10933 120mg/mL solution 1 vial per carton (Carton 2-8°C
for infusion, single dose glass vial, | dimensions: 70 mm x 46 mm x 42 | Protect from light
11.1mL withdrawable volume mm)
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REGN10987 120mg/mL solution 1 vial per carton (Carton 2-8°C
for infusion, single dose glass vial, | dimensions: 70 mm x 46 mm x 42 | Protect from light
11.1mL withdrawable volume mm)

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:

e Acknowledge shipments on arrival

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

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

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

The Dashboard allows sites to view:
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e |ntransit shipments
e Recent transactions

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 Pl/team that stock has been
guarantined, so that the Pl can indicate that synthetic neutralising antibodies are not available for
randomisation.

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)?.

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 — 8°C.

Protected from light.?

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

L |f 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.

Version 4.0 04-Nov-2020 Page 5 of 54



RECOVERY Trial Pharmacy Manual for IMPs

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.

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 — 8°C, then:

e Round1.5,1.6,1.7,1.8,and 1.9 up to 2°C
e Round8.1, 8.2, 8.3 and 8.4 down to 8°C

Therefore by applying the above rounding rules, measured or recorded temperatures between
1.5°C to 8.4°C 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
Pl/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.

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).
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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.

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. Al 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.

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.

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.

**|f 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’® 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. Addthe 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 13* 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:

RECOVERY Trial
* Studytitle EudraCT: 2020-001113-21
e  EudraCT number For Clinical Trial Use Only
e Sponsor ParticipantNo:
e Participant Trial Number Sponsor: University of Oxford

e 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 2°C and 8°C
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).

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
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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
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Appendix 1 - Temperature monitoring device instructions

Libero C — Instructions for use

INSTRUCTIONS TO STOP THE LIBERO:

1)  Upon receipt, immediately place the medication kits into the storage area,
retrieve the temperature monitor and press the “Start/Stop” key for 3 seconds —p
in order to stop the device.

NOTE: alfernatively plug the LIBERO directly info & USEB port fo stop the device

ALARM

2) When the monitor stops, the display on screen looks as follows: x OR V

SkaP SkoP
a) lfthe 4 icon is displayed: the temperature during fransport stayed in the defined range.
b) Ifthe }( icon iz displayed: a temperature excursion has occurmed during the transport.

INSTRUCTIONS FOR DOWHNLOADING THE DATA:

1)  Plug the LIBERO into the USB port of any PC. The display shows PdF™ x OR V
PdF PdF

2)  Within a few seconds, a PDF evaluation report will automatically be generated and presented in the explorer. In
case the auto start functionality is not activated on your PC, go to "desktop” and search for a drive named
LIBERO.

3) Copy or “drag & drop” the file from the LIBERO drive to your local drive or network folder.
= Mever uge a PDF Editor application to save the PDF file otherwise the embedded data will be lost and

no further analysis will be possible.
= Do not rename the PDF report generated when copying it on your local drive/network folder
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RECOVERY Trial

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
5

The Lot Number (XXXXXXXXXX) variable information is printed prior to packaging.
Figure 2: REGN10933 20R Vial Carton Label

ﬁ SubiectNumber:”___‘__.m__'_____
Solution for intravenous administration,

701210 Administer in accordance with protocol instructions.
Store refrigerated at 2°C—8°C (36°F - 46°F)
in the original carton to protect from light,
Keep Out of Reach of Children, For Clinical Trial Use Only.
Caution: New Drug — Limited by Federal (or United States)
law to investigational use. Regeneron Pharmaceuticals, Inc.
 Tarrytown, NY 10591 USA Tel: +1 914-847-7000

REGN10933
120 mg/mL
1.1 mL

Ref No. XXXXXXX
Lot XXXXXXXXXX
REGN10933

120 mg/mL

11.1 mL

®
(]

Subject Number
Investigator
Date Dispensed

Contains 1 vial Solution for intravenous administration.

Administer in accordance with protocol instructions,

Store refrigerated at 2°C — 8°C (36°F - 46°F) in the original carton to protect from light.
Keep Out of Reach of Children. For Clnical Trial Use Only.

—— Caution: New Drug — Limited by Federal {or United States) law to investigational use.
~ 3 Regeneron Pharmaceuticals, Inc., Tammytown, NY 10581 USA Tel +1 914-847-7000

\ / —
g K

s

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

E Subject Number ;
Solution for intravenous administration,

701210 Administer in accordance with protocol instructions.
Store refrigerated at 2°C - 8°C (36°F - 46°F)
in the original carton to protect from light.
Keep Out of Reach of Children, For Clinical Trial Use Only,
Caution: New Drug — Limited by Federal {or United States)
law to investigational use. Regeneron Pharmaceuticals, Inc.
| Tarrytown, NY 10581 USA Tel: +1 914-847-7000

T8 XOOOOKXXX
REGN10987

120 mg/mL
11.1 mL

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

Figure 4: REGN10987 20R Vial Carton Label

Ref No. XXXXXXX
Lot XXXXXXXXXX
REGN10987

120 mg/mL

11.1 mL

0Q!

Subject Number
Investigator
Date Dispensed

0O
? 1 i Contains 1 vial Solution for intravenous administration.
=R Administer in accordance with protocol instructions.
':n % "J:C Store refrigerated at 2°C—8°C (36°F - 46°F) in the original carton to protect from light,
S > E‘ Keep Out of Reach of Children. For Clinical Trial Use Orly.
539 Caution: New Drug — Limited by Federal (or United States) law to investigational use.
s i{: o Regeneron Pharmaceuticals, Inc,, Tarrytown, NY 10591 USA Tel: +1 914-847-7000
\ /
g VI

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

OUH General Risk Assessment Form
REGN10923+REGN10987 Preparation Risk Assessment

The SPS yellow cover document “Guidance on the safe handling of monoclonal antibody (mAbs) products™
recommends that all Trusts have in place a policy for the handling of mAbs. This should describe the
responsibility of the Chief Pharmacist in defining the requirements needed for mAbs prepared outside the
pharmacy, the resources available for handling of mAbs within the organisation, the mechanisms in place for
the risk assessment of mAb handling and the clinical areas where mAbs may be used. This should be
endorsed at Board level within the Trust and include a commitment to provide the resources necessary to
allow the safe preparation of mAbs within the Trust in line with the guidance included within this document. It
should also address the subject of the cost of provision of the resources required and how these are linked to
the costs passed on to commissioners.

Site JR Oudford University Hospitals NHS Trust | Division C55
Directorate Covid wards/Pharmacy/ICU Department | Phammacy
Location Exact | N/A Date 021072020
Assessors(s)

1 Clinical Trials Pharmacist

2 Preparative Services Pharmacist

3 Senior Pharmacist Manager

The Hazard or perceived risk

Risks:
1.

Risks of exposure to REGN10933+REGN 10987 (also known as REGN-COV2) for staff handling

the product due to the nature of or mode of action of the agent
2. Risks to patient receiving REGN10933+REGN 10987 due to the potential for emors or

contamination during the preparation of the product

Cause: Novel humanised monoclonal antibodies and not standard practice to combine two mAbs in one
infusion. Affect: Staff could develop a reaction or adverse effect from REGMN10933+REGN 10987 from
bench preparation. Patients may receive inaccurate product, with risk of microbiological contamination
Impact: Minimise potential occupational exposure to staff and risk to patients receiving a dose

Description (Identify who will be affected and how; include the context e.g. clinical, health and
safety, financial etc.)

1. SPS mAb Guidelines 5" edition November 2015:
Factors that should be considered as part of risk review:
1.1 Internal Exposure Risk via — from Safety Data Sheet for REGN10933* and REGN10987¢

Dermal absorption — Section 2: Proteins, in general, can cause skin sensitization. Section 8: wear
nitrile or other impenvious gloves if skin contact is possible. Double gloves should be considered.
Wear appropriate gloves, lab coat, or other protective overgarment if skin contact is likely. Wear
safety glasses with side shields, chemical splash goggles and full face shield if necessary. Base
the choice of skinfeyeface protection on the job activity, potentials for skin contct and solvents and
reagents in use.

Inhalation absorption — Section 2 Although recombinant protein particles are fairly large in size, it is
nat known if systemic effects can occur following accidental inhalation. Proteins, in general, can
cause respiratory sensitization. Section 7: Do not breathe vapour or mist. Section 8: If vials are
openedfcrushedfroken: choice of respiratory protection should be appropriate fo the task and the
level of existing engineering controls. The manufacturer have confirmed that wearing of respiratory
filter applies to industry and not hospitals.

Oral absorption — Section 2 the likelihood of systemic effects following accidental ingestion is low,

OUH REGN10933+REGN10987 Preparation Risk Assessment V2.0
Page 1 of 10
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due to the rapid breakdown of proteins in the digestive tract. |IB - Route of administration is IV
infusion or SC injection.

Mucosal Absorpiion — Mo information, Section 8. Wear gloves to prepare medicine. Wear
appropriate gloves, lab coat, or other protective overgarment if skin contact is likely. Wear safety
glasses with side shields. Formulation is liquid.

Exposure/Enginesring controls: Section 8: Use local exhaust and/ or enclosure at aerosolimist-
generating points. Emphasis is to be placed on closed matenal transfer systems and process
containment, with limited open handling.

Do not cause liquid to become airbome. Manage spills using absorbant material and place in waste
container, decontaminate area twice, placing in to waste container and seal.

1.2 Antigenicity: |B. Fully Human lgG1 monoclonal antibody

1.3 Toxicity from IB* and Safety Data sheet for REGN10933* and REGN10987¢
Cytotoxicity — SDS Section 11: no data available. Manufacturer states studies will not be carried out
to assess cytotoxicity.
Carcinogenicity — SDS Section 11: no data available. Manufacturer states studies will not he
carried out to assess carcinogenicity as the mAbs are targeting an exogenous farget they would not
expect any findings associated with carcinogenicity
Genotoxicity or Mutagenicity - SDS Section 11: no data available. Manufacturer states studies will
not be camied out to assess genotoxicity or mutagenicity as the mAbs are developed to specifically
target the exogenous virus and mAbs are not expected to interact with DNA to capse any concems
with genotoxicity or mutagenicity
Teratogenicity or other developmental toxicity — 1B section 1.6 potential risk of embryo-foetal
toxicity{based on observations from non clinical studies, clinical studies, the mechanism of action of
REGN10933+REGN 10987, as well as risks associated with mAbs in general). 1B seciion 4.3.2 and
6.1.2.3 no reproductive and developmental toxicology studies were performed. SDS section 11: no
data available. Manufacturer states studies will not be camied out to specifically addess the
teratogenicity or other developmental toxicity as exogenous targeting mAbs are not expected to be
associated with reproductive or developmental toxicity.
Organ toxicity — IB section 4.1.2 and 4.3.1 no observed adverse effect seen in the cynomolgus
monkey
Immunogenicity — 1B section 1.6, 6.1.2.1 and 6.1.2.2 potential risk of clinical consequences of
Immunogenicity (anti-REGN 10933 antibody or anti-REGN10987 antibody formation) and the
potential risk of systemic hypersensitivity reactions (including acute infusion reactions andfor
injections site reactions) (hased on observations from non clinical studies, clinical studies, the
mechanism of action of REGN10533+REGN 10987, as well as risks associated with mAbs in
general). 1B section 4.3.3. no drug-related clinical observations at the IV or SC administration sites
in the cynomolgus monkey. IB section 5 in the initial 20 subjects no hypersensitivity reactions or
infusion related reactions reported when the REGN105833 and REGMN 10987 were administer
together from the same infusion bag.

[There is no tool for risk stratification — quahtative decision.]

Summary:

Internal exposure risk: Looking at the above data and considering exposure to mABs in general the
following should be considered:

«  [Dermal absorption of mAbs is not considered to be a mechanism of intermalisation. However there
is a risk of skin sensitisation; wear gloves and water repellant apron to mitigate potential risks.

+* |nhalation is considered a viable route of intemalisation, there are unknown effects at long term low
dose occupational exposure levels. Exposure would be greatest during preparation. Mitigate risk
via mask (SPS guidance recommends use of FFP mask) and good aseptic technique.

OUH REGN10933+FEGN10987 Preparation Risk Assessment V2.0
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+  Mucosal absorption is considered a viahle route of internalisation with unknown effects at long term
low dose occupational exposure levels. Exposure would be greatest during preparation. Mitigate
risk via wearing appropriate PPE (mask (SPS guidance recommends use of FFP mask) and eye
protection).

Toxicity: Testing requirements for mAbs by the regulators means that the routinely lisited toxicity tests are
not mandated. The |B states that there is a potential risk of embryo-foetal toxicity. Due to the limited
information available on toxicity from repeated low dose occupational expasure and the potential embryo-
foetal toxicity the health and safety risk has been scored as moderate — also see Appendix 2. The
potential embryo-foetal toxicity to staff could be partly mitigated by not pemitting handling, preparation and
administration by pregnant and breastfeeding staff.

2. NPSA injectable risk score — see Appendix 2
Score: 6— RED

3. RMH monoclonal antibody occupational exposure risk assessment — see Appendix 2;
Incorporates health and safety risk — moderate and NFSA risk —red
Owverall: RMH nisk assessment recommends aspectic unit preparation

Conclusion
REGMN10933 + REGN10987 are both fully human, non-competing, lgG1 anti-SARS-CoV-2 monoclonal
antibodies, which will be given as a combination therapy®.

SPS document provides guidance on aspects to review to assess the risk, but not a tool for risk
classification. The RMH risk assessment takes account of staff health and safety risks and patient risks.
and concludes that an aseptic unit is required for preparation.

In the RECOVERY clinical trial protocol, REGN10933 4000mg + REGN10987 4000mg is to be given as a
single intravenous infusion as soon as possible after randomisation®. Therefore, the dose could be
delayed as it needs to be made up within the aseptic unit during their working hours — check with local unit
for times.

Staff who are pregnant or breastfeeding should avoid preparing or administrating the IV infusion, due to
lack of safety data and potential risk of embnyo-foetal toxicity.

Consideration should be given to the experience of staff preparing the product. The NPSA risk
assessment highlights greater than 5 manipulation steps (complex method). Ward staff may not be
experienced in preparing mah products and products with this number of manipulations from & vials. The
increase in the number of preparation steps increases the opportunity for manufacturing emor,
cccupational exposure and/or microbial contamination. To mitigate this particular risk preparation should
be undertaken by experienced well trained staff. In some hospitals this may be considered in particular
ward environments while others may consider the need of an aseptic unit.

At OUH we recommend that the IMP dose be prepared in pharmacy with clean room facilities in a negative
pressure cabinetfisolator with suitable HEPA filtration. Staff must be suitabley trained in aseptic
preparation.

Refer to the Risk Matrix overieaf to calculate the risk level {risk score)

Predicted Frequency 1 Predicted Outcome 3 Initial Risk 3
{likelihood) (consequence) Score

Precautions in place at the point when risk was identified {Initial Controls)

N/A

OUH REGN10933+REGN10987 Preparation Risk Assessment V2.0
Page 2 of 10

Version 4.0 04-Nov-2020 Page 20 of 54



RECOVERY Trial Pharmacy Manual for IMPs

Additional precautions implemented by the assessor (Cument Controls)

Due to insufficient safety data around the long term risks to the operator and the complexity of preparation,
the REGN10833+10987 infusion should be prepared within the Trust's Aseptic Unit in response to each

patient's prescription request
Predicted Frequency 1 Predicted Outcome 3 Current Risk 3
Score
Best precautions that can be implemented {Best Controls)
Action Plan fo Implement Best Controls
Ma | Action Respansibility of By when Status
(Mame and Joh Title) (Pending, In progress
ar Complete)
1 Request OUH Aseptic Uinit trial set | Clinical Trials Pharmacist Pending
up

Risk Rating (if any) after Implementation of Best Controlz

Predicted frequency | 1 | Predicted Outcome | 3 | Target Rizk Score 3

Reassessment of nsk is required pericdically after completion of action plan if nskis) have not been resolved: please ensure this is tracked via your
risk register. The minimum umscd-ef-rreurewbasedm the curment risk level is outlined below:

If the cument risk rating is Extremne (RED; the action plan should be reviewed monthly as a minimum.
If the cument risk rating is High {Orange); the action plan must be reviewed every 3 months as a mmimum.
If the cument risk rating is Moderate (Yellow); the acton plan must be reviewed every G months as a minimum.

If the cument risk is Low (Green); the controls/action plan must be reviewed on an annual basis as a minimum.

References:
1. 5P5 Yellow Cover Document: Guidance on the safe handling of Monoclonal Antibody

Products, 5th Edition, published Movemnber 2015. Accessed via www . SPS.nhs.uk
2. OUHNHSFT Guidelines for the preparation and manipulation of monoclonal antibodies and
related compounds (fusion proteins) March 2016
Investigator's Brochure REGM10933+REGN10987 Edition 3 10Jul2020
Safety Data Sheet for REGN10933, 14™ May 2020
Safety Data Sheet for REGN10987, 14™ May 2020
RECOVERY protocol Version 9.1, 18™ Sept 2020
Alexander M et al. Australian consensus guidelines for the safe handling of monoclonal
antibodies for cancer trament by healthcare personnel. Internal Medicine Journal 2014; 44.

= oo
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Appendix 1: Clinical Trial Protocol details

1. Dose in Recovery® Clinical Trial protocol:

2.4.2 Main randemisation part B [UK only]:

Eligble patients may be randomised to one of the arms listed below. The doses in this
section are for adults. Plaase see Appandix 3 for pasdiairic dosing. Participants in this
randomisation should have a serum sample sent to their transfusion laberatory priar
to randomisation in which presence of antibodies against SARS-CoV-2 may be tested.

« No additional treatment

« Convalescent plasma Single unit of ABO compatible convalescent plasma (275mis +/-
75 mis) intravenous per day on study days 1 {as soon as possible after randomisation)
and 2 (with a minimum of 12 hour interval between 1st and 2nd units). ABO identical
plasma is preferred if available The secaond fransfusion should not be given if patiant
has a suspected senous adverse reaction during or afer the first ransfusion.

+« Synthetic neutralizsing antibodies (adults and children aged 212 years® only). A
single dose of REGMN10933 + REGMN1098T 8 g (4 g of each monoclonal antibody) in
250ml 0.9% saline infusad intravenously over 60 minutas +/- 15 minutas as soon as
possible after randomisation

% Clider children who weish <40kg will also not be eligible for this ireatment.
Page 9 of 33
RECOVERY [V9.1 2020-09-18] ISRCTNSO 189672
EudraCT 2020-004112-21

RECIVER

For randomisation part B, the randomisation program will allocate patients in a ratio of 1:1:
betweaen sach of the arms. If the active treatment is not available at the hospital, the patient
does not consent 1o receive convalescent plasma, or is believed, by the attending clinician,
io be contraindicated for the specific patient, then this fact will be recorded via the web-
based form and the patient will be excluded from Randomisation part B

OUH REGN10933+REGN10987 Preparation Risk Assessment V2.0
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Appendix 2: Royal Marsden Risk Assessing the risk of handling monoclonal antibodies (‘MAB’s)
REGN10933

= 75% humanised
(suffix — zumab or mumab)

Partially humanised

(chimeric; suffix —ximab)

Completely murine

(mouse or hamster protein; suffix —-momab)

Low risk of harm to the operator

Theoretical nsk of immunological, cutaneous or
haematological adverse effects to the operator with

Known risk of immunological, cutaneous,
haematological or other adverse effects to the operator
with prolonged low-dose exposure

Krmptutmﬁaltemhgmicorenhmc
properties.
Known cytotoxic, radioactive or risk of initiating a

OUH REGN10933+REGN10987 Preparation Risk Assessment V2.0 Page 6 of 10

Appendix 2: Royal Marsden Risk Assessing the risk of handling monoclonal antibodies (‘MAB's)

REGN10987
> 75% humanised
(suffix — zumab or mumab)
Partially humanised
(chimeric; suffix —ximab)
Completely murine
(mouse or hamster protein; suffix —-momalz)
Low risk of harm to the operator

Theoretical risk of immunological, cutaneous or
haematological adverse effects to the operator with
prolonged low-dose exposure

Known risk of immunoclogical, cutaneous,
haematological or other adverse effects to the operator
with prolonged low-dose exposure

Krm_urpntenﬁa] teratogenic or embryotoxic
properties.

Known eytotoxic, radioactive or nsk of iniiating a
cancer

_ﬂ

OUH REGN10933+REGN 10987 Preparation Risk Assessment V2.0 Page 7 of 10
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Whereﬂlelesasnmiiminskdpaherﬂhannﬂl\elﬂ:lﬂ)le
medicine is not used as intended.

‘Where further dilution (after reconstitution) is required before Yes
use, i.e. slow iv bolus not appropriate.

Any calculation with more than one step required for preparation  No
and/or administration, e.q. microgram/kg’hour, dose unit
mnvemonﬂlchasmgtommlnr%tomg.

More than five non-touch manipulations involved or others Yes
including syringe-to-syringe transfer, preparation of a burette,
use of afilter.

Where a dry powder has to be reconstituted with a liquid. No

OUHEREGN10933+REGN10987 Preparation Risk Assessment V2.0 Page 8 of 10

Examples: light protected, low adsorption, in-line filter or airinlet.  Yes —
0.2micron in-
line or add-on
filter made of

membrane
required
Six or more risk factors = high-risk product (Red). 6=RED
Three to five risk factors = moderate-risk product (Amber).
One or two risk factors = lower-risk product (Green).

Examples: 5ml required from a 10ml vial or four x 5ml ampoules  Yes — 3 vials
required for a single dose. of
REGN10933
and 3 vials of
REGN10987
All pumps and syringe drivers require some element of Yes — fluid
calculation and therefore have potential for error and should be  displacement
included in the risk factors. However it is important to note that ~ or linear
this potential risk is considered less significant than the risks peristaltic
associated with not using a pump when indicated. infusion
pump
required

Law i Nurse

Low Nurse

Low Nurse
Moderate Green Aseptics/closed system
OUH REGN10933+REGN10987 Preparation Risk Assessment V2.0 Page 9 of 10
Moderate ~ Amber Asepticsiclosed system
Moderate Aseptics

High Aseptics

High Aseptics

High [ Red | Aseptics

Where a product has been risk assessed as ‘Aseptics/closed system’, aseptics is preferable but if for any reason this is not possible
or practical, the use of a closed-system device is a satisfactory altemative.
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Appendix 5 - REGN10933 Safety Data Sheet

REGENERON crrrrarsseet

SECTION 1 - IDENTIFICATION OF THE SUBSTANCEMIXTURE AND OF THE COMPANY/

UNDERTAKING
Regeneron Pharmaceuticals, Inc. Emergency telephone 1-(914)847-2222
777 Old Saw Mill River Road number: (U.S. and Canada)

Tarrvtown, NY 10591

Main: +1 (914) 847-7000

Fax: +1(914) 847-7991
E-mail:

SDScoordinator@ regeneron.com

24-howr Availability

Product identifier REGN10933, Labeled Drug Product, Lot 9046600001
Synonyms Anti-SARS-CoV-2 REGN10933 LDP
Trade names None identified
Chemical family Monoclonal antibody
Relevant identified uses Active pharmaceutical for research and development purposes only.
of the substance or
mixture and uses
advised against
Note The pharmacological, toxicological. and ecological properties of this product/mixture
have not been fully characterized This data sheet will be updated as more data
become available.
Issue Date May 14, 2020

SECTION2-HAZARDSIDENTIFICATION

Classification of the
substance or mixture

Regulation (EC) 1272/

2008 [GHS]

Directive 67/548/EEC

or 1999/45/EC

Label elements
CLP/GHS hazard

Not classified - substance not yet fully tested.

Not classified - substance not yet fully tested.

pictogram

REGN10933, Labelad Drug Product. lot 9046500001 Regenzron

Issue date: May 12, 2020, Version- 1.0.0

Version 4.0 04-Nov-2020
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MNone required

BEG10933, Labeled Druz Product, lot 806500001 EEQE:EW
Issue date: Miry 12, 2020, Version: 1.0.0 Page 1of @
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SECTION2 -HAZAEDSIDENTIFICATION . contmued

CLFP/GHS signal Waming
word

CLP/GHS hazard None required
statements

CLP/GHS None required
precautionary
statements

Rizk (R) Phrase(s) Mone required
Safety Advice None required

Other hazards EEGN10933 LDP 15 a monoclenal antibody. As the product/mixture has not yet
been tested in lumans, hazards associated with exposure are not known.

In a workplace setting, the likelihood of systemic effects following accidental
ingestion is low, due to the rapid breakdowm of proteins in the digestive tract.
Although recombinant protein particles are fairly large i size, 1t 13 not known if
systemic effects can oceur following accidental inhalation. Protems. i general, can
cause skin and or respiratory sensifization.

US Signal word Cauficn
US Hazard overview Contains a recombinant protein. Substance not yet filly tested.
Note This substance 1s not classified as dangerous’hazardous according to Directive 67/

S48/EEC, Fegulation EC No 12722008 (EU-CLF). and applicable TS regulations.
Its pharmacological, toxicological, and ecological properties have not been fully
charactenzed. The CLP/GHS classifications are based on Eegulation (EC) 127/
2008.

SECTION 3 - COMPOSITIONINFORMATION ONINGREDIENTS

Ingredient CAS# EINECS/ Amount  EU Classification  GHS
ELINCS# Clasafication
REGN10933 LDP NA NA 120% Mot classified Mot classified
Note The REGN10933, LDP ingredient listed above is the active mgredient. The

Temaining components are non-hazardous and/or present at amounts below
reportable limits. The EU classification 1s based on Directive 67/348EEC and the
GHS classification is based on Eegulation (EC) 1272/2008.

SECTION 4 -FIEST AID MEASUEES

Description of first aid Attention Needed
MEAsUres

Immediate Medical 3y, If exposed or concerned: Get medical advice attention

BEGN10933, Labeled Drug Product, lo¢ 3046500001 REEE}m
Lsue dace: My 12, 2020, Version: 1.0.0 Page3of?
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SECTION 4- FIRST AID MEASURES .. _confirmed

Eve Contact If easy to do, remove contact lenses, if wom. Immediately flush eyes with copions
quantities of water for at least 15 minutes. If immitation occurs or persists, notify
medical personnel and supervisor.

Skin Contact Wash exposed area with soap and water and remove contaminated clothing/shoes.
If immitation occurs or persists, notify medical personnel and supervisor.

Inhalation Immediately move exposed subject to fresh air. If not breathing, give artificial
respiration. If breathing is labored, administer oxygen. Immediately notify medical
persennel and superviser.

Ingestion Do not indurevumimelf unless directed by medical persommel. Do not give anything
to drink unless directed by medical persommel. Never give anything by mouth to an
unconscious person Notify medical personnel and supervisor.

Protection of first aid See Section 8 for Exposure Contrels/Personal Protection recommendations.

responders

Mostimportant See Sections 2 and 11.
svmptoms and effects,
both acute and delayed

Indication of immediate Medical conditions aggravated by exposure: None known or reported. Treat
medical attention and symptomatically and supportively.

special treatment

needed, if necessary

SECTION 5 - FIREFIGHTING MEASTURES

Extinguishing media Use water spray (fog), foam, dry powder. or carbon dicxide, as appropriate for
sumownding fire and materials.
Specific hazards arising Mo information identified. May emit toxic gases of carbon monoxide and carbon
from the substance or dioxide, oxides of mirogen and other nifrogen-containing compounds.
mixiure
Flammability/ Mo explosivity or flammability data identified. As product is an aqueous solution,
Explosivity it is not expectad to be flammable or explosive.
Advice for firefighters Wear full protective clothing and a self-contained breathing apparatus with a full

facepiece operated in the pressure demand or other posifive pressure mode.
Decontaminate all equipment after use.

SECTION 6 - ACCIDENTAL RELEASE MEASURES

Personal precautions, procedures
proteciive equipment Environmental precautions
and emergency
REGHN10933, Labeled Drug Product, log 2046500001 =

Tssue date: May 12, 2020, Version- 1.0.0 Page 4 of 0
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If product is
released or spilled,
take proper
precautions to
INimize EXpPosUre
by using
appropriate
personal protective
equipment (see
Section &), Area
chould be
adequately
ventilated. Do not
breathe mist/spray.

Mo information
identified.
Monoclonal
antibodies are
expected to
break down
rapidly in the

envIromment.

BEGRV10933, Labelad Druz Procuct, o 2046500001 Fagamaon
Tssue dare: Mary 12, 2020, Version: 10.0 Page 5of@
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SECTION 6 - ACCIDENTAL RELEASE MEASURES . continued

Methods and material DONOT CAUSE MATERIAT TO BECOME AIRBOENE. For small spills, soak
for containment and up matenal with absorbent, e g., paper towels. For large spills, cordon off spall area
cleaning up and mimmize the spreading of spilled material. Soak up matenial with absorbent.

Collect spilled material, absorbent, and rinse water into suitable contamers for
proper disposal in accordance with applicable waste disposal regulations (see
Section 13). Decontaminate the area twice.

Reference to other See Sections 8 and 13 for more mformation
sections

SECTION 7- HANDLING AND STORAGE

Precautions for safe Follow recommendations for handling pharmacentical agents (i.e., use of

handling engineering controls and'or other personal protective equipment if needed). Wash
thoroughly after handling. Do not breathe vapor or nmst.

Conditions for safe -80°C

storage including any

incompatibilities

Specific end use(s) MNo mformation identified

SECTION 3 -EXPOSURE CONTROLS/PERSONAL PROTECTION

Note Wash hands, face and other potentially exposed areas immediately in the event of
physical contact.
Control Parameters/
Occupational Exposure
Limit Values
Compound Issuer Type OEL
REGN1(¥33 LDP - - -
Exposure/Enginesring Selection and use of confainment devices and personal protective equipment
controls should be based on a nisk assessment of exposure potential Use local exhaust and/

or enclosure at aeTosolmist-generating points. Emphasis is to be placed on closed
matenial transfer systems and process containment, with imited open handling.
High-energy operations such as sprayving should be done within an approved
emission control or containment system.

Respiratory If handling bulk product or vials are opened/crushed broken: Choice of respiratery

protection protection should be appropriate to the task and the level of existing enginesring
conirols. In situations with significant potential for aerosolization, the use of a
properly fitted air-purifying respirator with appropniate HEPA filters 1s

recommended.
Hand protection Wear mirile or other impervious gloves if skin contact 1s possible. Double gloves
should be considered.
REG10833, Labaled Drug Product. Jot 8046500001 Rzgenamon

Tsue dage: My 12, 2020, Version- 1.0.0 Page Gof®
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SECTION § - EXPOSURE CONTROLS/PERSONAL PROTECTION. . continied

Skin protection Wear appropriate gloves, lab coat, or other protective overgarment if skin contact
15 likely. Base the choice of skin protection on the job activity, potential for skin
contact and solvents and reagents in use.

Eve/face protection Wear safety glasses with side shields, chemical splash goggles, and full face shield,
if necessary. Base the choice of protection on the job activity and potential for
contact with eyes or face. An emergency eye wash station should be available.

Environmental Avoid release to the environment and operate within closed systems wherever

Exposure Controls practicable. Air and bigquid emissions should be directed to appropriate pollution
control devices. In case of spill. do not release to drains. Implement appropnate
and effective emergency response procedures to prevent release or spread of
contamination and to prevent inadvertent contact by persomnel.

Other protective Wash hands in the event of contact with this substance, especially before eating,
IMEASITes dnnking or smoking. Protective equipment is not to be wom outside the work area
(e.g., n common areas of out-of-doors).

SECTION 9 - PHYSICAL AND CHEMICAL PROPERTIES

Information on basic

ph:.'sim! and chemical

properties
Appearance Ligqud
Color Colorless to Light Yellow
Odor Odorless
Odor threshold No mformation 1dentified.
H 6.0
Melting point/ No mformation 1dentified.

freezing point
Initial boiling point Mo mformation 1dentified.

and boiling range
Flash point Mo mformation identified.
Evaporation rate Mo mformation identified.
Flammability (zolid, Mot applicable.
gas)
Upper/lower Mo mformation identified.
flammability or
explosive limits
RER@I10933, Labeled Drug Product, loe 9046500001 Ragenaren
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Vapor pressure No mformation identified.
Vapor density No information identified.
REGI10933, Lahaled Druz Product. Int 9046500001 Ragemeron
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SECTION 9 - PHYSICAL AND CHEMICAL PROPERTIES .. contimeed

ERelative density
Water solubility
Solvent solubility

Partition coefficient

(n-octanolivater)

Auto-ignition
temperature

Decomposition
temperature

Viscosity

Explosive properties
Oxidizing properties

Other information
Molecular weight
Molecular formula

Mo nformation identified
Seluble.

Mo mformation identified.
Mo information identified.

No information 1dentified.

No mformation identified

Mo information identified.
Mo mformation identified.
No mformation 1dentified.

Mot applicable (Mixtre)
Not applicable (Mixture)

SECTION 10- STABILITY AND REACTIVITY

Reactivity
Chemical stability

Paossibility of hazardous

reactions

Conditions to aveid

Incompatible materials

Hazardous

decomposition products

Stable under normal handling and storage conditions.
No mformation idenfified.
Not expected to oceur.

Mo mformation identified
Mo mformation identified
Mo mformation identified

SECTION 11 - TORICOLOGICAL INFORMATION

Information on
toxicological effects
Foute of entrv Mot expected to be well-absorbed by inhalation. skin contact, or ingeston.
REGI10833, Labaled Drug Product. ot 2046500001 Fzganarn
Page Bof®
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Acute toxicity
Compound Type Foute Species Dosze
REGN10933 LOP - - - —
REG@I10033, Labeled Drug Prochuct, Jot 2046500001 Fagenanon
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SECTION 11 - TOXICOLOGICAL INFORMATION .. _continmed

Irritation'Corrosion Mo data available.
Sensitization Mo data avalable.

STOT-singleexposure  No data available. As the product contains matenial that is derved from protein,
there is potential for the mixture to cause an allergic response in humans.

STOT-repeated No data available.
exposure Repeat-
dose toxicity

Reproductive toxicity No data available.

Developmental No data available.
toxicity

Cenotoxicity Mo data avalable.
Carcinogenicity No data available.
Aspiration hazard Mo data available.

Human health data Ses "Section 2 - Other Hazards”

SECTION 12 -ECOLOGICAL INFORMATION

Toxicity
Compound Type Species Concentration
REGN10933 LDF - - -
Persistence and Mo data available. Monoclonal antibodies are protems likely to break down rapidly
Degradahility in the environment.
Bivaccumulative Mo data available.
potential
Mohility in soil No data available.
Results of PET and Not performed.

vPvB assessment

Other adverse effects No data available.

Note The environmental characteristics of this mixture have not been fully investigated.
Feleases to the environment should be avoided.

SECTION 13 - DISPOSAL CONSIDERATIONS

Waste treatment Used product should be disposed of according to local, state, and federal
methods regulations. All wastes containing the material should be properly labeled.
REG10933, Labelad Druz Product, ot S046500001 Rzgamemn
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Dispose of
wastes In
accordance to
prescribed
federal state.
and local
guidelines,
eE.
appropriately
pernutted
chemical
waste
ICineTator.
Finse waters
resulting
from spall
cleanups
should be
discharged in
an
environmenta
Iy safe
MANDET, 8.8,
appropriately
pernutted
mmmicipal or
on-sIte
wastewater
reatment
facility.

REGN10933, Labelad Drug Prochuct, lot 046500001 Regenaron
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SECTION 14- TRANSPORT INFOERMATION

Tramsport

UN number

UN proper shipping
name

Transport hazard
classes and packing
group

Environmental hazards

Special precautions for
users

Transport in bulk
according to Annex IT of
MARPOLTHT7S and the
IBC Code

Based on the available data, this substance is not regulated as a hazardous matenal’
dangerous good under EU ADR/RID, US DOT, Canada TDG, IATA, or IMDG.

Mone assigned.
None assigned.

None assigned.

Based on the available data, this substance is not regulated as an envirenmental
hazard or a marine pellutant.

Substance not fully tested - avoid exposure.

Mot applicable.

SECTION 15 -REGULATORY INFORMATION

Safety, health and
environmental
regulations/legislation
specific for the
substance or mixture

Chemical safety
assessment

05HA Hazardous
WHMIS classification

TSCA status
SARA section 313
California proposition 65

Additional information

This SDS complies with the requirements under US, EU and GHS (EU CLP -
Regulation EC No 12722008) guidelnes. Consult vour local or regional autherities
for more mformation.

Mot conductad.

Yes. Caufion - substance not yet fully tested.

Not required. Drugs are not subject to WHMIS. This product has been classified
in accordance with the hazard criteria of the Controlled Products Regulations and
the SDS contains all of the information required by those regulations.

REGH10933, Labeled Diruz Product, Jot 3046500001

Lsue date: My 12, 3020, Version: 1.0.0
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No other information identified.
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SECTION 16 - OTHERINFORMATION

Full text of R phrases Not applicable.
and EU Classifications

REGN10933, Labeled Druz Product. lot 9046500001 REEEE‘!:I
Issue date: May 12, 2020, Version- 1.0.0 ?age 140f
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SECTION 16 - OTHERINFORMATION . . .confimied

Full text of H phrases, P Not applicable.
phrases and GHS
classification

Sources of data Information from published literature and internal company data.

Abbreviations ACGIH - Amencan Conference of Governmental Industnal Hygemsts; ADE/RID -
Eurcpean Agreement Concerning the International Carmiage cufDangermm Goods
by FoadRail; ATHA - American Industrial Hymene Association; CAS# - Chemical
Ahstract Services Number; CLP - Classification, Labelling and Packaging of
Substances and Mixtures; DNEL - Derived No Effect Level; DOT - Department of
Transportation; EINECS - European Inventory of New and Emslmg Chemical
Substances; ELINCS - European List of Notified Chenucal Substances; EU -
Ewrcpean Umion; GHS - Globally Harmomzed System of Classification and
Labeling of Chemicals; [AR.C - Intemational Agency for Fesearch on Cancer;
IDLH - Immediately Dangerous to Life or Health; IATA - International Air
Transport Association; IMDG - International Mantime Dangerous Goods; LOEL -
Lowest Observed Effect Level; LOAEL - Lowest Observed Adverse Effect Level;
NIOSH - The National Institute for Occupational Safety and Health: NOEL - No
Ohserved Effect Level; NOAEL - No Observed Adverse Effect Level; NTP -
National Toxicolegy Program; OEL - Occupational Exposure Limit; OSHA -
Occupational Safety and Health Administration; PNEC - Predicted No Effect
Concentration: SARA - Superfimd Amendments and Feauthorization Act; STEL -
Short Term Exposure Linmt; TDNG - Transportation of Dangerous Goods; TSCA -
Tomic Substances Control Act; TWA - Time Weighted Average; WHMIS -
Workplace Hazardous Matenials Information System

Revisions This 15 the first version of this SDS.

Disclaimer The above information is based on data available to us and is believed to be
comect. Since the information may be applied under conditions beyond our control
and with which we may be unfamiliar, we do not assume any responsibility for the
results of its use and all persons receiving it nmst make their own determination of
the effects, properties and protections which pertain to their particular conditions.

No representation. warranty, or guarantee, ez of 1mplied (inchy a4 WarT

of fitness or merchantabilify for a pammﬂmﬁpartrpose} i]slpmademthlggeﬂ to 1‘]:1;?:1-'lr
materials, the accuracy of this information, the results to be obtained from the use
thereof, or the hazards connected with the use of the material Caution should be
used in the handling and nse of the material because it is a pharmaceutical product.
The above information is offered in good faith and with the belief that it is
accurate. As of the date of 1ssuance, we are providing all information relevant to
the foreseeable handling of the material. However, in the event of an adverse
incident associated with this product, this Safety Data Sheet is not, and 15 not
intended to be, 3 substitute for consultation with appropriately tramed perscnnel.

BEG10933, Labeled Dirug Product. o S0465600001 REE'E'-;EW
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Appendix 6 - REGN10987 Safety Data Sheet

REGENERON ™~

SECTION 1 -IDENTIFICATION OF THE SUBSTANCEMINTURE AND OF THE COMPANY!

THNDEETAETYNG
Eegemerom Pharmaceuticals, Inc. Emerpency telephons 14{214) 47-2212
TT7 0d Saw Mill River Road number: (U5 and Camada))

Tamryiows, NY 10591

Niadn: +1 {914) B47-T0esd

Fax: =1 (914) B47-7001
E-mail:

SDEceardingtor @Tegeneron com

24-hour Availatality

Produecr idencfier EEGN1EET, Labeled Dres Product, Led S04T100001
Srnomyms And SARS CoV-I EECGN1N0ET LDP
Trade name: Mone identified
Chemical family Momoclonal antbody

Foelevant idendfied nzes
of the rubsiamce or

Active pharmacqutical for ressarch and development pusposss calby.

mirrare and wses

sdvised sgainst

Noie Thse pharmacological, tomicological, 2nd ecological proparties. of this produectmxixtum
have not besn fally chamctrized. This data sheet will be wpdated as more data
becoms available.

Lasme Date Mlay 14, 2020

SECTION2 -HATARDS IDENTIFICATION

Clas:ihcaiion of the
sabsiamce or miTrore

Regulation (EC) 127 Mot classified - sobstance not yet fally tested.
1008 [GHS]
Directive 7548 FEELC Mot classifed - substance not yet fally ested.
or 1099 4SEC
Label elements pictegram
CLPWCHS hazard
WL 1T, Labclad [nag Prociuct, Lot 7180 B

Comw deie Moy 14, 3251, Vs 100

Version 4.0 04-Nov-2020
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SECTIONI-HATARDSIMENTTIFICATION . confinued

CLP/CHS siznal Waming
word

CLP/GHS hazard Tiome required
statements

CLP/GHS Tiome required

Precamtisnary
statements

Risk (B) Phrass(s) Tiome required
Safety Advice THome required
Oither hazards REGENIET LOP &5 a nomocional anfibody. As the procuct moixrare has oot vet
been tested in bomans, berards  asseciaed with exposure are not known

Ina workplace setting, the likelibood of systemic effects following accidental
ingeston is low, due to the rapid breakdown of proteins in the digestive tract.
recomhinant protsin particles are fairty large in size, it 1= not known if

syvstemic efferts can ocomr folkowing accidental inhalation. Proteins, in peneral, can
cause skin and'or respiraiory sansitization.

U5 Sigmal ward Coation
US Hazard overview Cootains a recombinant profein. Subsmnce not yet flly t=sted.
Note This subsiance is i classified as daneenoushazardons acoording to Directive 67/

HEBEEC, Espulation EC No 12722008 (EU-CLP), and applicable US regulations.
I.Ep]m:un: altnmnhgmlanﬂemlnmalp‘npa‘hﬁhawmhmfuﬂf
%mﬂmﬂ. The CLPAGHS classifications are bassd on Repulaton (EC) 1271

SECTION 2- COAPOSTTTION TNFORAATION ON INCEEDIENTS

In=rediens CASE EMECS Amonnt  EUT Classificagion  (GHS
REGR 10987, LIP WA WA 120 Mgt classified Tt classifisd
Note TIERBEHEW‘LDngrMhJ&iaMEﬂﬂemmgM The

TENTINE Componsnts are nen-hazardous and o pressnt at amoemis below
régrmhlelmns The EU clazsificaton is based oo Directive §7/5458EEC and the
5 classification is based on Begpulation (EC) 12722008,

SECTION 4 - FIRST AIDMEASURES
Description of first aid Attention Neaded
eSS ES

Immediate Medical 355 T exposed or concemed: Get medical advica atention

Pl
RECE] 1T, Labcied Ty Product, Lob 9087 100001 i
]
e chie- ooy 14, 20081, Viersiom: 1,003 Fagi 3 ol
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SECTION 4-FIRST ATD MFASTRES .. contimaed

Eye Contact I easy to do, remove contact lenses, if worn. Tmmmediately finsh eves with oo
quanfities of water for at last 15 mimutes, If irmitation occurs or persists,

medical personnsl and supervisor.

Sldn Comtact ‘Wash exposed ar=a with seap and water and remove confanrnaned clothing'shoss,
If irmitation ooomrs of persists, potify medical persomnel and supenvisor.

Inhalstion Inmrediately mave exposad subject to fresh air. [Enot reathing, ive artificial
Tespimiion. X breathing is labored, admémister ogyeen. nviify medical
persommal and suIpeTyVisr.

Ingestiom Do niot imchace vomiting imless directed try medical personnel. The nat give aoything
to drink unless directed by medical personnel. Mever give amything by mouth to an
UnCOnsCimE person. Moty medical personne] and supervisar,

Protection of first aid Ses Secton & for Exposure Conmols. Personal Protscton reconmendations.

responders

Most impertast Ses Sectiors 1 and 11.

3 and effects,

baith scote and delaved

Indication of mmmediate Medical conditions azzmavad by eqposme Mons known o reporied. Treat
medical attention and sympriomatically and suppoctively:

special treatment

needed, if necessary

SECTION 5 - FIREFICHTING MEASURES

Extinguishing media Tse water spray (Sog), foam, dry powdar, or carbon diovdde, as appropriats for
sorounding fire and materials,
Specific hazards arising Mo informaison identfied. May et toxic gases of carbon monesids and carben
from the snbstance or dioride, oaddes of mitmogen and other EToFEN-CONEINME CoMMpommds.
miTiure
Flammahbilify! o exgplesivity or flanmability data identified. As product is an aqoeous sebafion.,
Explosivity it is not expecied to be dammable or explosive.

Advice for firefighters Wear full profeciive clothing and a self~contained weathing apparaiss with a firll
fapemiere operated m the presame demand or other positve pressure moda.
Drecontaninats all equipment after use.

SECTION 6 - ACCIDENTAL RET FASE MEASTURES

Persomal precantions, procedures

proective equipment Environmental precantions

and emersency
RECE | (R, [abcicad Tinsg Prodict, Lo 0a710800] I?lqlunrrr-
Do chetie- Wby 14, 2030, Viermom: 1,000 Paged of @
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rebaees ot pillad

Higpencron

RECE 10T, Labcied Tingg Produrt, Lof 057100601
Page 5 off

b chafie- My |4, 200, Viersos: 10003
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SECTION 6 - ACCIDENTAL RELEASE MEASURES. . contmed

Methods and meaterial DO NOT CAUSE MATERTAL TO BECOME ATRBORME Fil'mﬂ?:lﬂi soak

for containment and up oxxterial with abserbent, & g, paper towels. Far large spills, cordon of spill arza
cleamine m:]m:.medxe;l:ﬂndmgnf illed material. Soak up manenal with absarbent.
v mama].ntaurbﬂ: mﬂmammlfmbhcmmfm

dl?asa]mu:t{rd.m:emﬂl licahls waste dispozal regulanons (ses
E Decmmmatet‘te.répt?m:e ¢

Eeference to other See Sectors B and 13 for more information.

SECTIONT - HANDLING AN STORACGE

Precamtion: for safe Follow recommendations fior handling phammacentical apents (ie, use of

handlins enFinsenng conmals and'or other personal profectve eqm;mm’rlfneedﬂi]. Wash
thormashly after handting. Do not breathe vapar or mist

Condifions for safe -30°C

storageinclndine any

: it

Specific end use(s) Iio minrmation identified

SECTION 3 - EXPOSURE CONTROLSFERSONAL FROTECTION

Note Wash handz, face and other potentially expossd areas inmediately in the event of
physical comfact.
Comirol Paramefers’
Oc innal Exposure
Do
Lssmex Type CEL
REGH109E7, LOP - - -

Expomare Ensinesrine Selection and nze of comainment devices and personal protecive equipment
comirals should be based on a risk assessment of exposure potential Tse local exhaust and’

or enclosme at aernsol mist points. Emphasis is to be placed on chosed
maferial mansfer sysiems p‘c-:eascmnmnm.mdllmmdmhmd]m;
High-enersy aperatians sach as spraying should be done within an approved

BTN E5H00 COMTo] Or COnfammETt SysiEm.
Bespiratery I hamedling bulk product ar vials areupmdfmﬂu!dhmkm. Chaice of respirmtary
protection profection should he appropriate fo the task and the level of existing enpmsering

conireks. I sinavtion: with siznificans poteniial for serosolizaton. the wse of a
property fred air-parfyins respiraer with appropriate HEPA fileers iz

recopmendad
Hand protecton ‘Wear nimile or ather impervions ghoves if skin contact is possible. Diouble Sleves
should be considered.
RECEY 10T, Labscied Tirug Frocurd, Loi 9057100001 ﬂw
Tomme: chafe- By 14, 0081, Viersion: 1,005 Fagati-crp
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SECTION 8- EXPOSTURE CONTROLSTERSONAL PROTECTION. . contfirmed

Sldn profection ‘ii"earap%?nm' ghoves, lab coat, or other profective overganment if dhon confact
is ~ Baze the choice of skin protection oo the job activity, potential for skin
comtact and solvents and reagents muse

Eyeface proteciion Wear safety glasses with side shields, chenical splach gogzles, and full face shisld,
if peceszary. Hase the choice of profecton on the job mi ial for
cootact with eves or face. An emergency eve wash station should be avadlable.

Environmental Axgid release o the ervironment and operate within closed sysiems wherever

Expomore Comtrols practicable. Air and liquid envissions should be directed to appropriate poliotion
conirol devices. In case of spill, do ot releaze fo drains. AppIapriate
i effective emerpency response procedures o prevent relsass or spread of
ContanTnaton and to prevent madvertent comiact by prsonnsl.

Orther protective Wash hands in the event of contact with this ssbstance, especially before eating,

measures drmkimz or spoking. Profective squipment &5 not to be worn oufsids the wok area
{e.E. In comDn areas of ME-of-doors)

SECTION 8- FHYSICAL ANV CHEAMTCAL PROFERTIES

Information on basic

physical and chemical

properties
Appearame Laquid
Colar Clear to lizht yellow
Ohdor Ordordess
(Oudor threshold Mo mformaton idsnifisd.
BH 6.0
Afelting point/ No mformaton idemifiad.
freezing point
Initisl bod int Mo i on idemifiad
and boiling range
Flash point Wi miwmation idenitfisd
Evaporation raie Wi mfrmation idemitfisd
Flammabibicy (solid, ot applicabls
gas)
Upper Yower No mformaton idemifiad.
flammability ar
explosive Bmits

RECEY 1 (KT, [afoeliedd Tirng Porochd, Lok 9047158401 Rigpissinin

Page 7 ol &
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Vapor pressure No mformation idenfifiad
Vapor density Mo information idenfifiad

Regoemn
Papeliafl ¥

RECE 1Y, [aboied Tingg Prodort, Los sl i dini
bl By |4, A0, vommam: LU
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SECTION - PHYSICAT AND CHEMTCAT PROPERTIES . comtimed

Relative density Mook om ideifiad

Water solability Soluble.

Solbvent solubility Wi mformaison idenitfiad
sion ient o i ion identifiad

(m-ecimmalsrater)

Jp— o i ion identifiad

temperature

Decompisition Mo mformetion ideniifisd

temperature

Viscosity o infommation idsnitfisd

Frolosi . Mo inf - on identifiad
Orridizing pr i Vo i s on identiged
Oher imformation
Adplecnlar weizht Mot applicable (Mixmare)
Adolecolar formula Mot applicable (Mixrare)

SECTION 10- STABITITY AND EEACTIVITY

Beactivity Stable mnder pormal handling and storaze condidons.
Chemical stabilify o mformaton ideniified

Pozsibility of harardomns Wiot expecied i ooom

reactions

Conditions to aveid o mitrmation identifisd

Incompatible materials Wi miwmaison idenitfiad

Hazardouns o mformatson idemtified.

decompasition produocts

SECTION 11 - TOSTCOLOCICAT INFORAATION

Information on
tomicadozical effects
Eounte of entry ot o be well-absorbed by inhalaton. skin contact, or insestion.
RECB] | (Y, Labscled Tirugg Produed, Lo 0710000 Tigriistn
Page® of @
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Apwte tomicity
REGHIEET, LDP - - -

RECE 1 (Y, Labelied Torg Prachuct, Lok S0 0001 T

s - By |4, 200, Vioraom: 1,003 Page i3 of
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SECTION 11 - TOXECOLOCICAL INFORAMATION . contirmed

Irmitation/Corresion
SensitizaGon

STOT-simgle expoeure

STOT-repeated

exposure Bepeat-
dose tomoity

Developmental
tnmcity

Gennfoicity
Carcinogenicity
Arpirationhazard
Human health data

o data available.

o data available.

o data available. As the product contains material that is denved fom protzin,
thers is potental for the mbare fe cause an allsrgic response in bomams.

o data available.

No data available.
No data available.

HMo data mvailable.
HMo data mvailable.
No data available.
Se= "Section 3 - Other Hazards"

SECTION12 - ECOLOCICAT IWNFORMATION

Toxicty
Compcomd
REGM10987, LOP
Pu'sis.tute_aﬂ
Diegradability
pafential
Mobility in sod

Eesulis of PET and
vEwE assessment

Oither adwerse effects
Mode

Type Speries oo anmarion

Wi dafa availabls. Monocloral mivbediss are provzins Hkedy to break down mpadhy
in the envireoment.

Mo data available.

Mo data available.
Wit parformed

o data available.
The erwironmental characteristics of this mizrore have mot been fully mwestizasd
Paeleases to the envirooment should be avaided

SECTION 13 - DISPOSAL CONSIDERATIONS

Waste treatment
method:

Used produoct should be dispesed of according to lecal, state, and faderal
regulations. All wastes conmaming the material shonld be properhy labeled.

RECE] 1(9ET, Labcied D Produd, Lob 908703001
boeae: cheiie- Wby 14, A0H, veraas: 10D
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RECE] 10T, Labscied Tingg Produrd, Lot 907100001 Wit
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SECTION 14- TRANSPORT INFORAATION

Tramspari

UN number
UN proper shippime
name

Trammporthazard
claszes and paclane
EToump

Spedal precamtions for

Tr in ball

e to Annex IT of
MARPOLTYTS and the
IBC Code

Based on the available data, this subs@nce is ot regolated as a harardmes matsrial’
dangerous good umder EUT ADBRURID, US DOT, Canada TDNG, IATA, or IMDIG.

Iioms assizned
Iioms assizned

Iioms assizned

Based on the available data, thiz subsfance is nof regolated as a envirommental
hazard or a perine polbsme.

Subsmnce mot fully tested - mpoid exposure.

ot applicatile.

SECTION 15 - EECUTATORY INFORAATION

Safety, health and
environmental
reznlationslesislation
specific for the
substance oT miziure

Chemical safety
Tisecsment

05HA Hazardons
WHAIS clas=sification

TSCA statns
SARA section 313
Addifional information

Thsﬁ&mnqli&mﬂﬂmraq@mmm&uL’E.EUanﬂGHE T1P-
Begulation EC Mo 12722008) pusdelinss. Wmhﬂmﬁdm
for more mformation.

Mot condocied.

Yes. Cagtion - substance oot vet folly fested.

Wiot requuired Drugnemmhimmﬂwmm%m
in accordance with the hazard oriveris of the Products Regulations and
the 505 contains all of the informatten required by those resulations.

RECE] 10T, Labscied Tingg Produrd, Lot 907100001

b i by |4, S, Wommas: 1.1US
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Dimazs are exempt from TSCA

Toit listed.

Toit listed.

Ho other information identified
[T —
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Full text of B phrases Nt applicable
and ET Clas=ifications )
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SECTION 16- OTHERINFORAMATTON .. comfirmed

Fuoll text of H phrases, P Wt applicable.
plnmnd@%
classification

Sources of data Inforration Som published hteratore and internal comparny data.

Abbreviatioms ACGIH - Americam Confersnce of Govermmental Indnsmrial Hygienists; ADR/RID -
European Asreement Concemins the nfermational Camage of Dlangerous Goads
by Fioad Faail; ATHA - American Indostrial Hy giene Association; CASS - Chenmcal
Ahstract Services Wumiber, CLP - Classification, Labelling, and Packaging of
Substances and Mixtares, DNEL - Denived o Effect Lewel. DOT - Department of

. EINELCS - Enmopean Inventory of Mew and Existing Chenmcal
Subs@ances; ELINICS - List of Motfied Chemmical Subsmnces; EL -
Eumopesn Union, GHS - Hﬂmu&d&ﬂmufﬂlmﬁcmm
Labeling of Chemicals; IARC - Interrational for Ressarch on Cancer,
IDLH - Inmediataly Dangerous o Life ar Health: IATA - Infernational Air
Transport Association: IV - International Maritime Danzerous Goods; LOEL -
Lowest Observed Effect Level; LOAEL - Lowest Observed Adverse Effact Level;
WICSH - The Watsonal Instshate for Oooupatioral Safety and Health MOEL - Mo
Cserved Effect Level, WOAEL - Mo Obsened Adverse Efect Level WIP-
Hatioral Toxicokogy Program; OFL - Ooorpational Exposure Limst, OSHA -
Croupational 5 and Health Adornistation; PNEC - Predicted Mo Effect
Concentration: SARA - Superfimd Amendments and Feaathorzation Act; STEL -
Shert Term Exposure Limst; TDN - Trmnspertadon of Danesrons Goods; T9CA -
Tamic Substances Conirol Act TWA - Time Weiphted Average; WHMIS -
Workplace Hazardous Materials Information System

Eevizions This iz the first wersion of this 505,

Dizclaimer The above mformation &5 based on data available tous and is believed fobe comect.
Since the information may be applisd under conditons beyend our conirel md
with which we may be unfammliar, we do not assume amy responsibility for the
maﬂnfmwﬂﬂmmumﬂetﬁmnndﬁmmnuf

the effects, propertes mnd protectons which peraim to their partioolar conditons.

Wi representation, WaIany, of Buamnes, 55 o inplied (nclnding a warramty
nfﬁm&smm-ﬁmﬂbﬂfrﬁrapmﬁuﬂn%l?m&wﬂhrapﬂmt&’
mferals, the acouracy of this informaton, the resulis o be obamed fom the ne
thersof, or the bazards connected with the use of the material. Cartion should be
used in the bandling and nse of the material because it is a pharmaceastical product.
The above mftrmation & offered in pood f&ith amd with the belief that it is

acourate. As of the date of isnmnce, we are providins all information r=levant o
the foresesable handling of the material. However, m the event of an adverze

incident associvted with this product, this Safsty Data Sheet is mot, and is not

inftended to be, a subsiinme for consulaton with approprately Tained persooms]

RECE 10K, Tabscliedd Tirnsg Pradiet, Log (07180001 Regporerm
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