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FACT SHEET FOR HEALTH CARE PROVIDERS

EMERGENCY USE AUTHORIZATION (EUA) OF REGEN-COV™ (casirivimab and

imdevimab)

AUTHORIZED USE

The U.S. Food and Drug Administration (FDA) has issued an Emergency Use Authorization
(EUA) to permit the emergency use of the unapproved product, REGEN-COV (casirivimab
and imdevimab) co-formulated product and REGEN-COV (casirivimab and imdevimab)
supplied as individual vials to be administered together, for the treatment of mild to moderate
coronavirus disease 2019 (COVID-19) in adults and pediatric patients (12 years of age and
older weighing at least 40 kg) with positive results of direct SARS-CoV-2 viral testing, and
who are at high risk for progression to severe COVID-19, including hospitalization or death.

RECENT MAJOR CHANGES

Authorized Use: expanded the definition of progression of severe

COVID-19 to include death Revised 06/2021
Dosage and Administration (Box, and Section 2.2): updated
authorized dosage Revised 06/2021

Dosage and Administration (Box, Section 2.2 and 2.4): updated with
subcutaneous route of administration as an alternative for those who

cannot receive intravenous infusion Revised 06/2021
Dosage and Administration (Box, Section 2.2 and 2.4): updated with

co-formulation Revised 06/2021
Overall Safety Summary, Clinical Trials Experience (Section 6.1):

addition of Phase 3 results and safety with subcutaneous dosing Revised 06/2021

Clinical Trial Results and Supporting Data for EUA, Mild to
Moderate COVID-19 (Section 18.1): addition of Phase 3 data for

the authorized dose Revised 06/2021
Dosage and Administration (Box and Section 2.1): updated
high risk criteria for patient selection Revised 05/2021

Antiviral Resistance (Box and Section 15): addition of information

on susceptibility of SARS-CoV-2 variants to REGEN-COV

(Table 6) Revised 03/2021
Dose Preparation and Administration Instructions (Section 2.4):

provides updated minimum infusion times based on size of

infusion bag used Revised 03/2021
New proprietary name: REGEN-COV Revised 02/2021
Warnings: Hypersensitivity Including Anaphylaxis and

Infusion-Related Reactions (Section 5.1) — addition of new

symptoms Revised 02/2021
Warnings: Clinical Worsening After REGEN-COV
Administration (Section 5.2) — new warning added Revised 02/2021

LIMITATIONS OF AUTHORIZED USE

REGEN-COQV (casirivimab and imdevimab) is not authorized for use in patients:
0 who are hospitalized due to COVID-19, OR
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0 who require oxygen therapy due to COVID-19, OR

0 who require an increase in baseline oxygen flow rate due to COVID-19 in
those on chronic oxygen therapy due to underlying non-COVID-19 related
comorbidity.

e Benefit of treatment with REGEN-COV has not been observed in patients
hospitalized due to COVID-19. Monoclonal antibodies, such as REGEN-COV, may
be associated with worse clinical outcomes when administered to hospitalized patients
with COVID-19 requiring high flow oxygen or mechanical ventilation.

REGEN-COQV has been authorized by FDA for the emergency uses described above.
REGEN-COQV is not FDA-approved for these uses.

REGEN-COQV is authorized only for the duration of the declaration that circumstances exist
justifying the authorization of the emergency use of REGEN-COV under section 564(b)(1) of

the Act, 21 U.S.C. § 360bbb-3(b)(1), unless the authorization is terminated or revoked
sooner.

This EUA is for the use of the unapproved product, REGEN-COV (casirivimab and
imdevimab) co-formulated product and REGEN-COV (casirivimab and imdevimab)
supplied as individual vials to be administered together, for the treatment of mild to
moderate COVID-19 in adults and pediatric patients (12 years of age and older
weighing at least 40 kg) with positive results of direct SARS-CoV-2 viral testing, and
who are at high risk for progression to severe COVID-19, including hospitalization or
death [see Limitations of Authorized Use].

The following medical conditions or other factors may place adults and pediatric patients
(age 12-17 years and weighing at least 40 kg) at higher risk for progression to severe
COVID-19:

e Older age (for example, age >65 years of age)

e Obesity or being overweight (for example, BMI >25 kg/m?, or if age 12-17, have
BMI >85th percentile for their age and gender based on CDC growth charts,
https://www.cdc.gov/growthcharts/clinical_charts.htm)

Pregnancy

Chronic kidney disease

Diabetes

Immunosuppressive disease or immunosuppressive treatment

Cardiovascular disease (including congenital heart disease) or hypertension

Chronic lung diseases (for example, chronic obstructive pulmonary disease, asthma

[moderate-to-severe], interstitial lung disease, cystic fibrosis and pulmonary

hypertension)

e Sickle cell disease

¢ Neurodevelopmental disorders (for example, cerebral palsy) or other conditions that
confer medical complexity (for example, genetic or metabolic syndromes and
severe congenital anomalies)

e Having a medical-related technological dependence (for example, tracheostomy,
gastrostomy, or positive pressure ventilation (not related to COVID 19))
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Other medical conditions or factors (for example, race or ethnicity) may also place
individual patients at high risk for progression to severe COVID-19 and authorization of
REGEN-COV under the EUA is not limited to the medical conditions or factors listed
above. For additional information on medical conditions and factors associated with
increased risk for progression to severe COVID, see the CDC website:
https://www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-
conditions.html. Healthcare providers should consider the benefit-risk for an individual
patient.

Circulating SARS-CoV-2 viral variants may be associated with resistance to monoclonal
antibodies. Health care providers should review the Antiviral Resistance information in
Section 15 of this Fact Sheet for details regarding specific variants and resistance, and refer
to the CDC website (https://www.cdc.gov/coronavirus/2019-ncov/cases-updates/variant-
proportions.html) as well as information from state and local health authorities regarding
reports of viral variants of importance in their region to guide treatment decisions.

Available Dosage Forms of REGEN-COV:

REGEN-COV (casirivimab and imdevimab) is available as:
1. Asingle vial which contains two antibodies co-formulated in a 1:1 ratio of
casirivimab and imdevimab or
2. Individual antibody solutions in separate vials, which may be supplied in separate
cartons or in a dose pack.

Routes of Administration for REGEN-COV:

REGEN-COV may be administered by intravenous infusion or subcutaneous injection.

INTRAVENOUS INFUSION IS STRONGLY RECOMMENDED.
SUBCUTANEOUS INJECTION IS AN ALTERNATIVE ROUTE OF
ADMINISTRATION WHEN INTRAVENOUS INFUSION IS NOT FEASIBLE AND
WOULD LEAD TO DELAY IN TREATMENT.

For Intravenous Infusion:

e Co-formulated casirivimab and imdevimab solution in a vial and casirivimab and
imdevimab solutions in individual vials which must be diluted prior to intravenous
administration.

e Administer 600 mg of casirivimab and 600 mg of imdevimab together as a single
intravenous infusion via pump or gravity (see Table 1 and Table 2).

e Clinically monitor patients during infusion and observe patients for at least 1 hour
after infusion is complete.

For Subcutaneous Injection:
e Administer 600 mg of casirivimab and 600 mg of imdevimab using the co-
formulated solution in a vial or using the individual vials (see Table 3).
e Clinically monitor patients after injections and observe patients for at least 1 hour
after injections. Subcutaneous injection is an alternative route of administration
when intravenous administration is not feasible and would lead to delay in treatment.
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e The dosage of 600 mg of casirivimab and 600 mg of imdevimab for subcutaneous
administration for treatment was selected based on the totality of the scientific
evidence, incorporating clinical data, viral load reduction data (pharmacodynamics)
and pharmacokinetic data [see Clinical Pharmacology (14.2) and (14.3)].

REGEN-COV may only be administered in settings in which health care providers have
immediate access to medications to treat a severe infusion reaction, such as anaphylaxis,
and the ability to activate the emergency medical system (EMS), as necessary.

Health care providers must submit a report on all medication errors and ALL SERIOUS
ADVERSE EVENTS potentially related to REGEN-COV. See Sections 8 and 9 of the
Full EUA Prescribing Information for reporting instructions below.

e The authorized dosage is 600 mg of casirivimab and 600 mg of imdevimab
administered together as a single intravenous infusion or by subcutaneous injection
as soon as possible after a positive viral test for SARS-CoV-2 and within 10 days of
symptom onset [see Dosage and Administration (2.2) and Clinical Trial Results and
Supporting Data for EUA (18.1)].

e Patients treated with REGEN-COV should continue to self-isolate and use infection
control measures (e.g., wear mask, isolate, social distance, avoid sharing personal
items, clean and disinfect “high touch” surfaces, and frequent handwashing)
according to CDC guidelines.

The authorized dosage may be updated as additional data from clinical trials becomes
available.

For information on clinical trials that are testing the use of REGEN-COV in COVID-19,
please see www.clinicaltrials.gov.

Contraindications
None.
Dosing

Patient Selection and Treatment Initiation

This section provides essential information on the unapproved product, REGEN-COV
(casirivimab and imdevimab) co-formulated product and REGEN-COV (casirivimab and
imdevimab) supplied in individual vials to be administered together, for the treatment of mild
to moderate COVID-19 in adults and pediatric patients (12 years of age and older weighing at
least 40 kg) with positive results of direct SARS-CoV-2 viral testing, and who are at high risk
for progression to severe COVID-19, including hospitalization or death [see Limitations of
Authorized Use].

The following medical conditions or other factors may place adults and pediatric patients
(age 12-17 years and weighing at least 40 kg) at higher risk for progression to severe
COVID-19:

e Older age (for example, age >65 years of age)
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e Obesity or being overweight (for example, BMI >25 kg/m?, or if age 12-17, have BMI

>85th percentile for their age and gender based on CDC growth charts,

https://www.cdc.gov/growthcharts/clinical_charts.htm)

Pregnancy

Chronic kidney disease

Diabetes

Immunosuppressive disease or immunosuppressive treatment

Cardiovascular disease (including congenital heart disease) or hypertension

Chronic lung diseases (for example, chronic obstructive pulmonary disease, asthma

[moderate-to-severe], interstitial lung disease, cystic fibrosis and pulmonary

hypertension)

e Sickle cell disease

e Neurodevelopmental disorders (for example, cerebral palsy) or other conditions that
confer medical complexity (for example, genetic or metabolic syndromes and severe
congenital anomalies)

e Having a medical-related technological dependence (for example, tracheostomy,
gastrostomy, or positive pressure ventilation (not related to COVID 19))

Other medical conditions or factors (for example, race or ethnicity) may also place individual
patients at high risk for progression to severe COVID-19 and authorization of REGEN-COV
under the EUA is not limited to the medical conditions or factors listed above. For additional
information on medical conditions and factors associated with increased risk for progression
to severe COVID-19, see the CDC website:_https://www.cdc.gov/coronavirus/2019-
ncov/need-extra-precautions/people-with-medical-conditions.html. Healthcare providers
should consider the benefit-risk for an individual patient.

Dosage

For Intravenous Infusion:
e Casirivimab and imdevimab solution co-formulated in a vial and in individual vials,
including dose pack, must be diluted prior to intravenous administration.
e Administer 600 mg of casirivimab and 600 mg of imdevimab together as a single
intravenous infusion via pump or gravity (see Table 1 and Table 2).
e Clinically monitor patients during infusion and observe patients for at least 1 hour
after infusion is complete.

For Subcutaneous Injection:
e Administer 600 mg of casirivimab and 600 mg of imdevimab using the co-formulated
vial or using the individual vials by subcutaneous injection (see Table 3).
e Clinically monitor patients after injections and observe patients for at least 1 hour.

Casirivimab and imdevimab should be given together as soon as possible after positive
SARS-CoV-2 results of direct SARS-CoV-2 viral testing and within 10 days of symptom
onset.

Dosage Adjustment in Specific Populations

No dosage adjustment is recommended in pregnant or lactating women and in patients with
renal impairment [see Full EUA Prescribing Information, Use in Specific Populations (11)].
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Preparation and Administration

There are TWO different formulations of REGEN-COV:

Casirivimab and imdevimab co-formulated solution containing two antibodies ina 1:1

ratio in a vial.

Casirivimab and imdevimab available as individual antibody solutions in separate

vials:

0 supplied in individual vials, and

0 dose pack. The dose pack contains individual vials of casirivimab and imdevimab,
configurations that may vary in vial size, strength and appearance and are
available in dose pack configurations that include 2, 5, and 8 cartons [see Full
EUA Prescribing Information, How Supplied/Storage and Handling (19)].

Intravenous infusion is strongly recommended. Subcutaneous injection is an alternative
route of administration when intravenous infusion is not feasible and would lead to
delay in treatment.

If either casirivimab or imdevimab inan 11.1 mL vial is available, you may prepare
two doses of 600 mg of casirivimab and 600 mg of imdevimab simultaneously, either
in intravenous bags or in syringes for subcutaneous injection. Discard any product
remaining in the vial.

Keep any unopened vials of casirivimab and imdevimab in their original carton in the
refrigerator.

Unopened vials may be used to prepare an additional dose.

There are differences in the way the two formulations are prepared. Carefully follow the
preparation procedures below.

Preparation for Intravenous Infusion

The preferred route of administration for casirivimab and imdevimab is by intravenous
infusion after dilution.

Casirivimab and imdevimab solution for intravenous infusion should be prepared by a
qualified healthcare professional using aseptic technique:

1.

Remove the casirivimab and imdevimab vials from refrigerated storage and allow to

equilibrate to room temperature for approximately 20 minutes before preparation. Do

not expose to direct heat. Do not shake the vials.

Inspect casirivimab and imdevimab vials visually for particulate matter and

discoloration prior to administration. Should either be observed, the vial must be

discarded and replaced with a new vial.

e The solution for each vial should be clear to slightly opalescent, colorless to pale
yellow.

Obtain a prefilled intravenous infusion bag containing either 50 mL, 100 mL, 150 mL,

or 250 mL of 0.9% Sodium Chloride Injection.

Withdraw the appropriate amount of casirivimab and imdevimab from each respective

vial(s) and inject into a prefilled infusion bag containing 0.9% Sodium Chloride

Injection (see Table 1).

Gently invert infusion bag by hand approximately 10 times to mix. Do not shake.
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6. This product is preservative-free and therefore, the diluted infusion solution should be
administered immediately (see Table 2).
e If immediate administration is not possible, store the diluted casirivimab and
imdevimab infusion solution in the refrigerator between 2°C to 8°C (36°F to
46°F) for no more than 36 hours or at room temperature up to 25°C (77°F) for no
more than 4 hours. If refrigerated, allow the infusion solution to equilibrate to
room temperature for approximately 30 minutes prior to administration.

Table 1:

Recommended Dilution Instructions for 600 mg of Casirivimab and 600
mg of Imdevimab for Intravenous Infusion

Size of Prefilled
0.9% Sodium
Chloride Infusion
Bag

Preparing Using Co-
Formulated Casirivimab and
Imdevimab Vial

Preparing Casirivimab and
Imdevimab Using Individual
Vials?

50 mL

100 mL

150 mL

250 mL

Add 10 mL of co-formulated
casirivimab and imdevimab (1
vial) into a prefilled 0.9% sodium
chloride infusion bag and
administer as instructed below

Add:

e 5 mL of casirivimab (may use
2 vials of 2.5 mL OR 1 vial
of 11.1 mL) and

e 5 mL of imdevimab (may use
2 vials of 2.5 mL OR 1 vial
of 11.1 mL)

and inject into a prefilled 0.9%
sodium chloride infusion bag and
administer as instructed below

2 600 mg of casirivimab and 600 mg of imdevimab are added to the same infusion bag and administered
together as a single intravenous infusion.

Administration by Intravenous Infusion

Casirivimab and imdevimab infusion solution should be administered by a qualified
healthcare professional using aseptic technique.
e Gather the recommended materials for infusion:
o0 Polyvinyl chloride (PVC), polyethylene (PE)-lined PVC, or polyurethane
(PU) infusion set
0 In-line or add-on 0.2 micron polyethersulfone (PES) filter
e Attach the infusion set to the intravenous bag.
e Prime the infusion set.
e Administer the entire infusion solution in the bag via pump or gravity through an
intravenous line containing a sterile, in-line or add-on 0.2-micron polyethersulfone
(PES) filter (see Table 1 and Table 2). Due to potential overfill of prefilled saline
bags, the entire infusion solution in the bag should be administered to avoid

underdosage.

e The prepared infusion solution should not be administered simultaneously with any
other medication. The compatibility of casirivimab and imdevimab injection with
intravenous solutions and medications other than 0.9% Sodium Chloride Injection is

not known.

Page 7 of 38




e After infusion is complete, flush the tubing with 0.9% Sodium Chloride Injection to
ensure delivery of the required dose.

e Discard unused product.

e Clinically monitor patients during administration and observe patients for at least 1

hour after infusion is complete.

Table 2: Recommended Administration Rate for Casirivimab and Imdevimab for

Intravenous Infusion.

gﬁfo?{dzrf;%i?o?{?_Dj?gsuzcégjm Maximum Infusion Rate | Minimum Infusion Time
50 mL? 180 mL/hr 20 minutes
100 mL 310 mL/hr 21 minutes
150 mL 310 mL/hr 31 minutes
250 mL 310 mL/hr 50 minutes

2 The minimum infusion time for patients administered casirivimab and imdevimab together using the 50 mL
prefilled 0.9% Sodium Chloride infusion bag must be at least 20 minutes to ensure safe use.

Preparation for Subcutaneous Injection

Remove the casirivimab and imdevimab vial(s) from refrigerated storage and allow to
equilibrate to room temperature for approximately 20 minutes before preparation. Do not
expose to direct heat. Do not shake the vials.

Inspect casirivimab and imdevimab vial(s) visually for particulate matter and discoloration
prior to administration. Should either be observed, the vial must be discarded and replaced
with a new vial. The solution for each vial should be clear to slightly opalescent, colorless to

pale yellow.

1. 600 mg of casirivimab and 600 mg of imdevimab should be prepared using 4 syringes
(Table 3). Obtain four 3 mL or 5 mL polypropylene Luer Lock syringes with luer
connection and four 21-gauge 1% inch transfer needles.

2. Withdraw 2.5 mL into each syringe (total of 4 syringes) (see Table 3). Prepare all 4

syringes at the same time.

3. Replace the 21-gauge transfer needle with a 25-gauge or 27-gauge needle for

subcutaneous injection.

4. This product is preservative-free and therefore, the prepared syringes should be
administered immediately. If immediate administration is not possible, store the
prepared casirivimab and imdevimab syringes in the refrigerator between 2°C to 8°C
(36°F to 46°F) for no more than 4 hours or at room temperature up to 25°C (77°F) for
no more than 4 total hours. If refrigerated, allow the syringes to equilibrate to room
temperature for approximately 20 minutes prior to administration.

Table 3: Preparation of 600 mg of Casirivimab and 600 mg of Imdevimab for
Subcutaneous Injections

Prepare 600 mg of Casirivimab
and 600 mg of Imdevimab

Preparation of 4 Syringes
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Using Casirivimab Withdraw 2.5 mL solution per syringe into FOUR
and Imdevimab Co-formulated separate syringes.
Vial

e Casirivimab: Withdraw 2.5 mL solution per
syringe into TWO separate syringes.

Using Casirivimab

and Imdevimab Individual Vials | e Imdevimab: Withdraw 2.5 mL solution per

syringe into TWO separate syringes.

For total of 4 syringes.

Administration for Subcutaneous Injection

e For the administration of 600 mg of casirivimab and 600 mg of imdevimab, gather 4
syringes (see Table 3) and prepare for subcutaneous injections.

e Administer the subcutaneous injections consecutively, each at a different injection site,
into the thigh, back of the upper arm, or abdomen, except for 2 inches (5 cm) around the
navel. The waistline should be avoided.

e When administering the subcutaneous injections, it is recommended that providers use
different quadrants of the abdomen or upper thighs or back of the upper arms to space
apart each 2.5 mL subcutaneous injection of casirivimab and imdevimab. DO NOT inject
into skin that is tender, damaged, bruised, or scarred.

e Clinically monitor patients after injections and observe patients for at least 1 hour.

Storage

Refrigerate unopened vials at 2°C to 8°C (36°F to 46°F) in the individual original carton to
protect from light. Do NOT freeze, shake, or expose to direct light.

Warnings
There are limited clinical data available for REGEN-COV (casirivimab and imdevimab).
Serious and unexpected adverse events may occur that have not been previously reported

with REGEN-CQV use.

Hypersensitivity Including Anaphylaxis and Infusion-Related Reactions

Serious hypersensitivity reactions, including anaphylaxis, have been observed with
administration of REGEN-COV (casirivimab and imdevimab). If signs or symptoms of a
clinically significant hypersensitivity reaction or anaphylaxis occur, immediately discontinue
administration and initiate appropriate medications and/or supportive therapy.
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Infusion-related reactions, occurring during the infusion and up to 24 hours after the infusion,
have been observed with administration of REGEN-COV. These reactions may be severe or
life-threatening.

Signs and symptoms of infusion-related reactions may include:

o fever, difficulty breathing, reduced oxygen saturation, chills, fatigue, arrythmia (e.g.,
atrial fibrillation, tachycardia, bradycardia), chest pain or discomfort, weakness,
altered mental status, nausea, headache, bronchospasm, hypotension, hypertension,
angioedema, throat irritation, rash including urticaria, pruritus, myalgia, vasovagal
reactions (e.g., pre-syncope, syncope), dizziness, and diaphoresis.

Consider slowing or stopping the infusion and administer appropriate medications and/or
supportive care if an infusion-related reaction occurs.

Hypersensitivity reactions occurring more than 24 hours after the infusion have also been
reported with the use of REGEN-COV under Emergency Use Authorization.

Clinical Worsening After REGEN-COV Administration

Clinical worsening of COVID-19 after administration of REGEN-COV has been reported
and may include signs or symptoms of fever, hypoxia or increased respiratory difficulty,
arrythmia (e.qg., atrial fibrillation, tachycardia, bradycardia), fatigue, and altered mental status.
Some of these events required hospitalization. It is not known if these events were related to
REGEN-COV use or were due to progression of COVID-19.

Limitations of Benefit and Potential for Risk in Patients with Severe COVID-19

Benefit of treatment with REGEN-COV (casirivimab and imdevimab) has not been observed
in patients hospitalized due to COVID-19. Monoclonal antibodies, such as REGEN-COV,
may be associated with worse clinical outcomes when administered to hospitalized patients
with COVID-19 requiring high flow oxygen or mechanical ventilation. Therefore,
REGEN-COQV is not authorized for use in patients [see Limitations of Authorized Use]:
0 who are hospitalized due to COVID-19, OR
0 who require oxygen therapy due to COVID-19, OR
0 who require an increase in baseline oxygen flow rate due to COVID-19 in
those on chronic oxygen therapy due to underlying non-COVID-19 related
comorbidity.

Side Effects

Adverse events have been reported with REGEN-COV (casirivimab and imdevimab) [see
Full EUA Prescribing Information, Clinical Trials Experience (6.1)].

Additional adverse events associated with REGEN-COV, some of which may be serious,
may become apparent with more widespread use.

INSTRUCTIONS FOR HEALTH CARE PROVIDERS
As the health care provider, you must communicate to your patient or parent/caregiver, as

age appropriate, information consistent with the “Fact Sheet for Patients, Parents and
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Caregivers” (and provide a copy of the Fact Sheet) prior to the patient receiving
REGEN-COV (casirivimab and imdevimab), including:

e FDA has authorized the emergency use of REGEN-COV (casirivimab and
imdevimab) co-formulated product and REGEN-COV (casirivimab and imdevimab)
supplied as individual vials to be administered together, for the treatment of mild to
moderate COVID-19 in adults and pediatric patients (12 years of age and older
weighing at least 40 kg) with positive results of direct SARS-CoV-2 viral testing, and
who are at high risk for progression to severe COVID-19, including hospitalization or
death [see Limitations of Authorized Use].

e The patient or parent/caregiver has the option to accept or refuse REGEN-COV.

e The significant known and potential risks and benefits of REGEN-COV, and the
extent to which such risks and benefits are unknown.

e Information on available alternative treatments and the risks and benefits of those
alternatives, including clinical trials.

e Patients treated with REGEN-COV should continue to self-isolate and use infection
control measures (e.g., wear mask, isolate, social distance, avoid sharing personal
items, clean and disinfect “high touch” surfaces, and frequent handwashing)
according to CDC guidelines.

For information on clinical trials that are testing the use of REGEN-COV related to
COVID-19, please see www.clinicaltrials.gov.

MANDATORY REQUIREMENTS FOR REGEN-COV UNDER EMERGENCY USE
AUTHORIZATION:

In order to mitigate the risks of using this unapproved product under EUA and to optimize
the potential benefit of REGEN-COV (casirivimab and imdevimab) co-formulated product
and REGEN-COV (casirivimab and imdevimab) supplied as individual vials to be
administered together, the following items are required. Use of REGEN-COV under this
EUA is limited to the following (all requirements must be met):

1. Treatment of mild to moderate COVID-19 in adults and pediatric patients (12 years of
age and older weighing at least 40 kg) with positive results of direct SARS-CoV-2
viral testing, and who are at high risk for progression to severe COVID-19, including
hospitalization or death [see Limitations of Authorized Use].

2. As the health care provider, communicate to your patient or parent/caregiver, as
age appropriate, information consistent with the “Fact Sheet for Patients, Parents
and Caregivers” prior to the patient receiving REGEN-COV. Health care
providers (to the extent practicable given the circumstances of the emergency)
must document in the patient’s medical record that the patient/caregiver has been:

a. Given the “Fact Sheet for Patients, Parents and Caregivers”,

b. Informed of alternatives to receiving REGEN-COV, and

c. Informed that REGEN-COV is an unapproved drug that is authorized
for use under this Emergency Use Authorization.

3. Patients with known hypersensitivity to any ingredient of REGEN-COV must not
receive REGEN-COV.

4. The prescribing health care provider and/or the provider’s designee are/is
responsible for mandatory reporting of all medication errors and serious adverse
events* potentially related to REGEN-COV treatment within 7 calendar days from
the onset of the event. The reports should include unique identifiers and the words
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“REGEN-COV use for COVID-19 under Emergency Use Authorization (EUA)” in
the description section of the report.

e Submit adverse event reports to FDA MedWatch using one of the following
methods:
o Complete and submit the report online:
www.fda.gov/medwatch/report.htm, or
0 Complete and submit a postage-paid FDA Form 3500
(https://www.fda.gov/media/76299/download) and return by:
= Mail to MedWatch, 5600 Fishers Lane, Rockville, MD
20852-9787, or
= Fax (1-800-FDA-0178), or
o Call 1-800-FDA-1088 to request a reporting form
0 Submitted reports should include in the field name, “Describe Event,
Problem, or Product Use/Medication Error” a statement
“REGEN-COV use for COVID-19 under Emergency Use
Authorization (EUA).”

*Serious Adverse Events are defined as:
e death;
e a life-threatening adverse event;
e inpatient hospitalization or prolongation of existing hospitalization;
e a persistent or significant incapacity or substantial disruption of the ability to
conduct normal life functions;
a congenital anomaly/birth defect;
e amedical or surgical intervention to prevent death, a life-threatening event,
hospitalization, disability, or congenital anomaly.

5. The prescribing health care provider and/or the provider’s designee is/are responsible
for mandatory responses to requests from FDA for information about adverse events
and medication errors following receipt of REGEN COV.

6. OTHER REPORTING REQUIREMENTS
e Healthcare facilities and providers must report therapeutics information and
utilization data through HHS Protect, Teletracking or National Healthcare
Safety Network (NHSN) as directed by the U.S. Department of Health and
Human Services.

e Inaddition, please provide a copy of all FDA MedWatch forms to:
Regeneron Pharmaceuticals, Inc
Fax: 1-888-876-2736
E-mail: medical.information@regeneron.com
Or call Regeneron Pharmaceuticals at 1-844-734-6643 to report adverse
events.

APPROVED AVAILABLE ALTERNATIVES
There is no adequate, approved and available alternative to REGEN-COV (casirivimab and

imdevimab) co-formulated product and REGEN-COV (casirivimab and imdevimab) supplied
as individual vials to be administered together, for patients who have mild to moderate
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COVID-19 who are at high risk for progression to severe COVID-19, including
hospitalization or death. Additional information on COVID-19 treatments can be found at
https://www.cdc.gov/coronavirus/2019-ncov/index.html. The health care provider should
visit https://clinicaltrials.gov/ to determine whether the patient may be eligible for enroliment
in a clinical trial.

AUTHORITY FOR ISSUANCE OF THE EUA

The Secretary of the Department of Health and Human Services (HHS) has declared a public
health emergency that justifies the emergency use of drugs and biological products during the
COVID-19 pandemic. FDA has issued this EUA, requested by Regeneron Pharmaceuticals,
Inc. for the unapproved product, REGEN-COV (casirivimab and imdevimab) co-formulated
product and REGEN-CQOV (casirivimab and imdevimab) supplied as individual vials to be
administered together, for the treatment of mild to moderate COVID-19 in adults and
pediatric patients (12 years of age and older weighing at least 40 kg) with positive results of
direct SARS-CoV-2 viral testing, and who are at high risk for progression to severe
COVID-19, including hospitalization or death.* As a health care provider, you must comply
with the mandatory requirements of the EUA (see above).

Although limited scientific information is available, based on the totality of the scientific
evidence available to date, it is reasonable to believe that REGEN-COV (casirivimab and
imdevimab) co-formulated product and REGEN-COV (casirivimab and imdevimab) supplied
as individual vials to be administered together, may be effective for the treatment of
COVID-19 in patients as specified in this Fact Sheet. You may be contacted and asked to
provide information to help with the assessment of the use of the product during this
emergency.

This EUA for REGEN-COV will end when the Secretary determines that the circumstances
justifying the EUA no longer exist or when there is a change in the approval status of the
product such that an EUA may no longer be needed.

CONTACT INFORMATION

For additional information visit wvw.REGENCOV.com
If you have questions, please contact Regeneron at 1-844-734-6643.

END SHORT VERSION FACT SHEET
Long Version Begins on Next Page

! The health care provider should visit https://clinicaltrials.gov/ to determine whether there is an active clinical
trial for the product in this disease/condition and whether enrollment of the patient(s) in a clinical trial is more
appropriate than product use under this EUA.
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REGEN-COQV (casirivimab and imdevimab) co-formulated product and REGEN-COV
(casirivimab and imdevimab) supplied as individual vials to be administered together, is
authorized for use under an EUA for the treatment of mild to moderate COVID-19 in adults and
pediatric patients (12 years of age and older weighing at least 40 kg) with positive results of
direct SARS-CoV-2 viral testing, and who are at high risk for progression to severe COVID-19,

including hospitalization or death.

LIMITATIONS OF AUTHORIZED USE

e REGEN-COV (casirivimab and imdevimab) is not authorized for use in patients:
0 who are hospitalized due to COVID-19, OR
0 who require oxygen therapy due to COVID-19, OR
0 who require an increase in baseline oxygen flow rate due to COVID-19 in those
on chronic oxygen therapy due to underlying non-COVID-19 related comorbidity.
e Benefit of treatment with REGEN-COV has not been observed in patients hospitalized
due to COVID-19. Monoclonal antibodies, such as REGEN-COV, may be associated
with worse clinical outcomes when administered to hospitalized patients with COVID-19
requiring high flow oxygen or mechanical ventilation [see Warnings and Precautions

(5.2)].
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2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

The optimal dosing regimen for treatment of COVID-19 has not yet been established.
The recommended dosing regimen may be updated as data from clinical trials become available.

Patient Selection and Treatment Initiation

This section provides essential information on the unapproved product, REGEN-COV
(casirivimab and imdevimab) co-formulated product and REGEN-COV (casirivimab and
imdevimab) supplied as individual vials to be administered together, for the treatment of mild to
moderate COVID-19 in adults and pediatric patients (12 years of age and older weighing at least
40 kg) with positive results of direct SARS-CoV-2 viral testing, and who are at high risk for
progression to severe COVID-19, including hospitalization or death [see Limitations of
Authorized Use].

The following medical conditions or other factors may place adults and pediatric patients (age
12-17 years and weighing at least 40 kg) at higher risk for progression to severe COVID-19:

e Older age (for example, age >65 years of age)

e Obesity or being overweight (for example, BMI >25 kg/m?, or if age 12-17, have BMI
>85th percentile for their age and gender based on CDC growth charts,
https://www.cdc.gov/growthcharts/clinical_charts.htm)

Pregnancy

Chronic kidney disease

Diabetes

Immunosuppressive disease or immunosuppressive treatment

Cardiovascular disease (including congenital heart disease) or hypertension

Chronic lung diseases (for example, chronic obstructive pulmonary disease, asthma

[moderate-to-severe], interstitial lung disease, cystic fibrosis and pulmonary

hypertension)

e Sickle cell disease

e Neurodevelopmental disorders (for example, cerebral palsy) or other conditions that
confer medical complexity (for example, genetic or metabolic syndromes and severe
congenital anomalies)

e Having a medical-related technological dependence (for example, tracheostomy,
gastrostomy, or positive pressure ventilation (not related to COVID 19))

Other medical conditions or factors (for example, race or ethnicity) may also place individual
patients at high risk for progression to severe COVID-19 and authorization of REGEN-COV
under the EUA is not limited to the medical conditions or factors listed above.

For additional information on medical conditions and factors associated with increased risk for
progression to severe COVID-19, see the CDC website: https://www.cdc.gov/coronavirus/2019-
ncov/need-extra-precautions/people-with-medical-conditions.html. Healthcare providers should
consider the benefit-risk for an individual patient.
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2.2 Dosage

For Intravenous Infusion:
e Casirivimab and imdevimab solution co-formulated in a vial and in individual vials,
including dose pack, must be diluted prior to intravenous administration.
e Administer 600 mg of casirivimab and 600 mg of imdevimab together as a single
intravenous infusion via pump or gravity (see Table 1 and Table 2).
e Clinically monitor patients during infusion and observe patients for at least 1 hour after
infusion is complete.

For Subcutaneous Injection:
e Administer 600 mg of casirivimab and 600 mg of imdevimab using the co-formulated
vial or using the individual vials by subcutaneous injection (see Table 3).
e Clinically monitor patients after injections and observe patients for at least 1 hour.

Casirivimab and imdevimab should be given together as soon as possible after a positive viral test
for SARS-CoV-2 and within 10 days of symptom onset.

2.3 Dose Adjustment in Specific Populations
Pregnancy or Lactation

No dosage adjustment is recommended in pregnant or lactating women [see Use in Specific
Populations (11.1, 11.2)].

Pediatric Use

No dosage adjustment is recommended in pediatric patients who weigh at least 40 kg and are
older than 12 years of age. REGEN-CQOV (casirivimab and imdevimab) is not recommended for
pediatric patients weighing less than 40 kg or those less than 12 years of age [see Use in Specific
Populations (11.3)].

Renal Impairment

No dosage adjustment is recommended in patients with renal impairment [see Use in Specific
Populations (11.5)].

2.4 Dose Preparation and Administration

There are TWO different formulations of REGEN-COV:
e Casirivimab and imdevimab co-formulated solution is available as two antibodies ina 1:1
ratio in a vial.
e Casirivimab and imdevimab available as individual antibody solutions in separate vials:
0 supplied in individual vials, and
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0 dose pack. The dose pack contains individual vials of casirivimab and imdevimab,
configurations that may vary in vial size, strength and appearance and are
available in dose pack configurations that include 2, 5, and 8 cartons [see Full
EUA Prescribing Information, How Supplied/Storage and Handling (19)].

Intravenous infusion is strongly recommended. Subcutaneous injection is an alternative
route of administration when intravenous infusion is not feasible and would lead to delay in
treatment.

If either casirivimab or imdevimab inan 11.1 mL vial is available, you may prepare two
doses of 600 mg of casirivimab and 600 mg of imdevimab simultaneously, either in
intravenous bags or in syringes for subcutaneous injection. Discard any product
remaining in the vial.

Keep any unopened vials of casirivimab and imdevimab in their original carton in the
refrigerator.

Unopened vials may be used to prepare an additional dose.

There are differences in the way the two formulations are prepared. Carefully follow the
preparation procedures below.

Preparation for Intravenous Infusion

The preferred route of administration for casirivimab and imdevimab is by intravenous infusion
after dilution.

Casirivimab and imdevimab solution for intravenous infusion should be prepared by a qualified
healthcare professional using aseptic technique:

1.

o

Remove the casirivimab and imdevimab vials from refrigerated storage and allow to

equilibrate to room temperature for approximately 20 minutes before preparation. Do not

expose to direct heat. Do not shake the vials.

Inspect casirivimab and imdevimab vials visually for particulate matter and discoloration

prior to administration. Should either be observed, the vial must be discarded and

replaced with a new vial.

e The solution for each vial should be clear to slightly opalescent, colorless to pale
yellow.

Obtain a prefilled intravenous infusion bag containing either 50 mL, 100 mL, 150 mL, or

250 mL of 0.9% Sodium Chloride Injection.

Withdraw the appropriate amount of casirivimab and imdevimab from each respective

vial(s) and inject into a prefilled infusion bag containing 0.9% Sodium Chloride Injection

(see Table 1).

Gently invert infusion bag by hand approximately 10 times to mix. Do not shake.

This product is preservative-free and therefore, the diluted infusion solution should be

administered immediately (see Table 2).
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o If immediate administration is not possible, store the diluted casirivimab and
imdevimab infusion solution in the refrigerator between 2°C to 8°C (36°F to 46°F)
for no more than 36 hours or at room temperature up to 25°C (77°F) for no more than
4 hours. If refrigerated, allow the infusion solution to equilibrate to room temperature
for approximately 30 minutes prior to administration.

Table 1: Recommended Dilution Instructions for 600 mg of Casirivimab and 600 mg
of Imdevimab for Intravenous Infusion

Size of Prefilled 0.9% Preparing Using Co-Formulated | Preparing Casirivimab
Sodium Chloride Casirivimab and Imdevimab and Imdevimab Using
Infusion Bag Vial Individual Vials®
Add:
S0 mL e 5 mL of casirivimab
(may use 2 vials of 2.5
mL OR 1 vial of 11.1
mL) and
100 mL Add 10 mL of co-formulated
casirivimab and imdevimab (1 e 5 mL of imdevimab
vial) into a prefilled 0.9% sodium (may use 2 vials of 2.5
chloride infusion bag and mL OR 1vial of 11.1
150 mL administer as instructed below mL)
and inject into a prefilled
0.9% sodium chloride
250 mL infusion bag and administer
as instructed below

2 600 mg of casirivimab and 600 mg of imdevimab are added to the same infusion bag and administered together as

a single intravenous infusion.

Administration by Intravenous Infusion

Casirivimab and imdevimab infusion solution should be administered by a qualified healthcare
professional using aseptic technique.

e Gather the recommended materials for infusion:

o Polyvinyl chloride (PVC), polyethylene (PE)-lined PVC, or polyurethane (PU)

infusion set

0 In-line or add-on 0.2 micron polyethersulfone (PES) filter
e Attach the infusion set to the intravenous bag.

e Prime the infusion set.

e Administer the entire infusion solution in the bag via pump or gravity through an
intravenous line containing a sterile, in-line or add-on 0.2-micron polyethersulfone (PES)
filter (see Table 1 and Table 2). Due to potential overfill of prefilled saline bags, the
entire infusion solution in the bag should be administered to avoid underdosage.
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The prepared infusion solution should not be administered simultaneously with any other
medication. The compatibility of casirivimab and imdevimab injection with intravenous
solutions and medications other than 0.9% Sodium Chloride Injection is not known.
After infusion is complete, flush the tubing with 0.9% Sodium Chloride Injection to
ensure delivery of the required dose.

Discard unused product.

Clinically monitor patients during administration and observe patients for at least 1 hour
after infusion is complete.

Table 2: Recommended Administration Rate for Casirivimab and Imdevimab for

Intravenous Infusion.

gﬁfo?{dzrf;%i?o?{?_Dj?gsuzcégjm Maximum Infusion Rate | Minimum Infusion Time
50 mL? 180 mL/hr 20 minutes
100 mL 310 mL/hr 21 minutes
150 mL 310 mL/hr 31 minutes
250 mL 310 mL/hr 50 minutes

2 The minimum infusion time for patients administered casirivimab and imdevimab together using the 50 mL
prefilled 0.9% Sodium Chloride infusion bag must be at least 20 minutes to ensure safe use.

Preparation for Subcutaneous Injection

Remove the casirivimab and imdevimab vial(s) from refrigerated storage and allow to equilibrate
to room temperature for approximately 20 minutes before preparation. Do not expose to direct
heat. Do not shake the vials.

Inspect casirivimab and imdevimab vial(s) visually for particulate matter and discoloration prior
to administration. Should either be observed, the vial must be discarded and replaced with a new
vial. The solution for each vial should be clear to slightly opalescent, colorless to pale yellow.

1.

600 mg of casirivimab and 600 mg of imdevimab should be prepared using 4 syringes
(Table 3). Obtain four 3 mL or 5 mL polypropylene Luer Lock syringes with luer
connection and four 21-gauge 1% inch transfer needles.

Withdraw 2.5 mL into each syringe (total of 4 syringes) (see Table 3). Prepare all 4
syringes at the same time.

Replace the 21-gauge transfer needle with a 25-gauge or 27-gauge needle for
subcutaneous injection.

This product is preservative-free and therefore, the prepared syringes should be
administered immediately. If immediate administration is not possible, store the prepared
casirivimab and imdevimab syringes in the refrigerator between 2°C to 8°C (36°F to 46°F)
for no more than 4 hours or at room temperature up to 25°C (77°F) for no more than 4
total hours. If refrigerated, allow the syringes to equilibrate to room temperature for
approximately 20 minutes prior to administration.
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Table 3: Preparation of 600 mg of Casirivimab and 600 mg of Imdevimab for
Subcutaneous Injections

Prepare 600 mg of Casirivimab
and 600 mg of Imdevimab

Preparation of 4 Syringes

Using Casirivimab
and Imdevimab Co-formulated
Vial

Withdraw 2.5 mL solution per syringe into FOUR
separate syringes.

Using Casirivimab
and Imdevimab Individual Vials

e Casirivimab: Withdraw 2.5 mL solution per
syringe into TWO separate syringes.

e Imdevimab: Withdraw 2.5 mL solution per
syringe into TWO separate syringes.

For total of 4 syringes.

Administration for Subcutaneous Injection

e For the administration of 600 mg of casirivimab and 600 mg of imdevimab, gather 4 syringes
(see Table 3) and prepare for subcutaneous injections.

e Administer the subcutaneous injections consecutively, each at a different injection site, into
the thigh, back of the upper arm, or abdomen, except for 2 inches (5 cm) around the
navel. The waistline should be avoided.

e When administering the subcutaneous injections, it is recommended that providers use
different quadrants of the abdomen or upper thighs or back of the upper arms to space apart
each 2.5 mL subcutaneous injection of casirivimab and imdevimab. DO NOT inject into skin
that is tender, damaged, bruised, or scarred.

e Clinically monitor patients after injections and observe patients for at least 1 hour.

3 DOSAGE FORMS AND STRENGTHS

REGEN-COQV (casirivimab and imdevimab) is available as:

1. Asingle vial which contains two antibodies co-formulated in a 1:1 ratio of casirivimab
and imdevimab. Co-formulated casirivimab and imdevimab is a sterile, preservative-
free, clear to slightly opalescent, colorless to pale yellow solution available as:

e Injection: 600 mg of casirivimab and 600 mg of imdevimab per 10 mL (60
mg/60 mg per mL) in a single-dose vial

2. Individual antibody solutions in separate vials, which may be supplied in separate

cartons or as dose pack.
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e Casirivimab is a sterile, preservative-free, clear to slightly opalescent, colorless
to pale yellow solution available as:
e Injection: 300 mg/2.5 mL (120 mg/mL) or 1,332 mg/11.1 mL (120 mg/mL)
in a single-dose vial

e Imdevimab is a sterile, preservative-free, clear to slightly opalescent, colorless to
pale yellow solution available as:
e Injection: 300 mg/2.5 mL (120 mg/mL) or 1,332 mg/11.1 mL (120 mg/mL)
in a single-dose vial

e Each REGEN-COV dose pack contains 1,200 mg of casirivimab [REGN10933]
and 1,200 mg of imdevimab [REGN10987] [see How Supplied/Storage and
Handling (19)]. Casirivimab and imdevimab vial labels and carton labeling may
instead be labeled REGN10933 and REGN10987, respectively.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

There are limited clinical data available for REGEN-COV (casirivimab and imdevimab). Serious
and unexpected adverse events may occur that have not been previously reported with
REGEN-COV use.

5.1 Hypersensitivity including Anaphylaxis and Infusion-Related Reactions

Serious hypersensitivity reactions, including anaphylaxis, have been reported with administration
of REGEN-COV (casirivimab and imdevimab). If signs or symptoms of a clinically significant
hypersensitivity reaction or anaphylaxis occur, immediately discontinue administration and
initiate appropriate medications and/or supportive care.

Infusion-related reactions, occurring during the infusion and up to 24 hours after the infusion,
have been observed with administration of REGEN-COV. These reactions may be severe or life
threatening.

Signs and symptoms of infusion related reactions may include:

o fever, difficulty breathing, reduced oxygen saturation, chills, nausea, arrythmia (e.g.,
atrial fibrillation, tachycardia, bradycardia), chest pain or discomfort, weakness, altered
mental status, headache, bronchospasm, hypotension, hypertension, angioedema, throat
irritation, rash including urticaria, pruritus, myalgia, vasovagal reactions (e.g., pre-
syncope, syncope), dizziness, fatigue, and diaphoresis [see Overall Safety Summary

(6.1)].
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If an infusion-related reaction occurs, consider slowing or stopping the infusion and administer
appropriate medications and/or supportive care.

Hypersensitivity reactions occurring more than 24 hours after the infusion have also been
reported with the use of REGEN-COV under Emergency Use Authorization.

5.2 Clinical Worsening After REGEN-COV Administration

Clinical worsening of COVID-19 after administration of REGEN-COV has been reported and
may include signs or symptoms of fever, hypoxia or increased respiratory difficulty, arrythmia
(e.g., atrial fibrillation, tachycardia, bradycardia), fatigue, and altered mental status. Some of
these events required hospitalization. It is not known if these events were related to
REGEN-COV use or were due to progression of COVID-19.

5.3 Limitations of Benefit and Potential for Risk in Patients with Severe
COVID-19

Benefit of treatment with REGEN-COV (casirivimab and imdevimab) has not been observed in
patients hospitalized due to COVID-19. Monoclonal antibodies, such as REGEN-COV, may be
associated with worse clinical outcomes when administered to hospitalized patients with
COVID-19 requiring high flow oxygen or mechanical ventilation. Therefore, REGEN-COV is
not authorized for use in patients [see Limitations of Authorized Use]:

e who are hospitalized due to COVID-19, OR

e who require oxygen therapy due to COVID-19, OR

e who require an increase in baseline oxygen flow rate due to COVID-19 in those on

chronic oxygen therapy due to underlying non-COVID-19 related comorbidity.

6 OVERALL SAFETY SUMMARY

6.1 Clinical Trials Experience

Overall, more than 9,000 subjects have been exposed to intravenous REGEN-COV (casirivimab
and imdevimab) in clinical trials in hospitalized and non-hospitalized subjects.

The safety of REGEN-COV (casirivimab and imdevimab) is based on analyses from,
COV-2067, a Phase 1/2/3 trial of 6,311 ambulatory (non-hospitalized) subjects with COVID-109.
This is a randomized, double-blind, placebo-controlled clinical trial in subjects with mild to
moderate COVID-19 who had a sample collected for the first positive SARS-CoV-2 viral
infection determination within 3 days prior to the start of the infusion. In the phase 3 portion of
the trial, subjects were treated with a single intravenous infusion of 600 mg of casirivimab and
600 mg of imdevimab (n=827), or 1,200 mg of casirivimab and 1,200 mg of imdevimab
(n=1,849), or 4,000 mg of casirivimab and 4,000 mg of imdevimab (n=1,012), or placebo
(n=1,843). REGEN-COV is not authorized at the 4,000 mg of casirivimab and 4,000 mg of
imdevimab dose. The 1,200 mg of casirivimab and 1,200 mg of imdevimab is no longer
authorized under this EUA [see Clinical Trial Results and Supporting Data for EUA (18)].
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In pooled phase 1/2/3 analysis, infusion-related reactions (adverse event assessed as causally
related by the investigator) of grade 2 or higher severity have been observed in 10/4,206 (0.2%)
of those who received REGEN-COV at the authorized dose or a higher dose [see Warnings and
Precautions (5.1)].

Overall, in Phase 1/2/3, three subjects receiving the 8,000 mg dose of REGEN-COV, and one
subject receiving the 1,200 mg of casirivimab and 1,200 mg of imdevimab infusion-related
reactions (urticaria, pruritus, flushing, pyrexia, shortness of breath, chest tightness, nausea,
vomiting, rash) which resulted in permanent discontinuation of the infusion. All events resolved
[see Warnings and Precautions (5.1)].

Anaphylactic reactions have been reported in the clinical program in subjects receiving REGEN-
COV. The events began within 1 hour of completion of the infusion, and in at least one case
required treatment including epinephrine. The events resolved.

The safety with subcutaneous administration is based on analysis from HV-2093, a randomized
double-blind, placebo-controlled trial evaluating the safety and pharmacokinetic profile in
healthy volunteer adult subjects. Subjects were randomized 3:1 to REGEN-COV (n=729) or
placebo (n=240). Injection site reactions were observed in 12% and 4% of subjects following
single dose administration in the casirivimab and imdevimab, and placebo arms respectively; the
remaining safety findings with subcutaneous administration in the casirivimab and imdevimab
arm were similar to the safety findings observed with intravenous administration in COV-2067.

7/ PATIENT MONITORING RECOMMENDATIONS

Clinically monitor patients during infusion and observe patients for at least 1 hour after
intravenous infusion or subcutaneous dosing is complete [see Warnings and Precautions (5.1)
and Clinical Trials Experience (6.1)].

8 ADVERSE REACTIONS AND MEDICATION ERRORS REPORTING
REQUIREMENTS AND INSTRUCTIONS

Clinical trials evaluating the safety of REGEN-COV (casirivimab and imdevimab) are ongoing
[see Overall Safety Summary (6)].

Completion of an FDA MedWatch Form to report all medication errors and serious adverse
events” occurring during REGEN-COV use and considered to be potentially related to
REGEN-COQV is mandatory and must be done by the prescribing healthcare provider and/or the
provider’s designee. These adverse events must be reported within 7 calendar days from the
onset of the event:

“Serious Adverse Events are defined as:
e (death;
e a life-threatening adverse event;
e inpatient hospitalization or prolongation of existing hospitalization;
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e a persistent or significant incapacity or substantial disruption of the ability to conduct
normal life functions;

e acongenital anomaly/birth defect;

e amedical or surgical intervention to prevent death, a life-threatening event,
hospitalization, disability, or congenital anomaly.

If a serious and unexpected adverse event occurs and appears to be associated with the use of
REGEN-COQV, the prescribing health care provider and/or the provider’s designee should
complete and submit a MedWatch form to FDA using one of the following methods:
e Complete and submit the report online: www.fda.gov/medwatch/report.htm, or
e Complete and submit a postage-paid FDA Form 3500
(https://www.fda.gov/media/76299/download) and return by:
o0 Mail to MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787, or
o Fax (1-800-FDA-0178), or
e Call 1-800-FDA-1088 to request a reporting form

IMPORTANT: When reporting adverse events or medication errors to MedWatch, please
complete the entire form with detailed information. It is important that the information
reported to FDA be as detailed and complete as possible. Information to include:

e Patient demographics (e.g., patient initials, date of birth)
Pertinent medical history
Pertinent details regarding admission and course of illness
Concomitant medications
Timing of adverse event(s) in relationship to administration of REGEN-COV
Pertinent laboratory and virology information
Outcome of the event and any additional follow-up information if it is available at the
time of the MedWatch report. Subsequent reporting of follow-up information should be
completed if additional details become available.

The following steps are highlighted to provide the necessary information for safety tracking:
1. Insection A, box 1, provide the patient’s initials in the Patient Identifier
2. Insection A, box 2, provide the patient’s date of birth or age
3. Insection B, box 5, description of the event:
a. Write “REGEN-COV use for COVID-19 under Emergency Use Authorization
(EUA)” as the first line
b. Provide a detailed report of medication error and/or adverse event. It is important
to provide detailed information regarding the patient and adverse
event/medication error for ongoing safety evaluation of this unapproved drug.
Please see information to include listed above.
4. Insection G, box 1, name and address:
a. Provide the name and contact information of the prescribing health care provider
or institutional designee who is responsible for the report
b. Provide the address of the treating institution (NOT the health care provider’s
office address).
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9 OTHER REPORTING REQUIREMENTS

Healthcare facilities and providers must report therapeutics information and utilization data
through HHS Protect, Teletracking or National Healthcare Safety Network (NHSN) as directed
by the U.S. Department of Health and Human Services.

In addition, please provide a copy of all FDA MedWatch forms to:

Regeneron Pharmaceuticals, Inc

Fax: 1-888-876-2736

E-mail: medical.information@regeneron.com

Or call Regeneron Pharmaceuticals at 1-844-734-6643 to report adverse events.

10 DRUG INTERACTIONS

REGEN-COV consists of 2 monoclonal antibodies (mAbs), casirivimab and imdevimab, which
are not renally excreted or metabolized by cytochrome P450 enzymes; therefore, interactions
with concomitant medications that are renally excreted or that are substrates, inducers, or
inhibitors of cytochrome P450 enzymes are unlikely.

11 USE IN SPECIFIC POPULATIONS

11.1 Pregnancy
Risk Summary

There are insufficient data to evaluate a drug-associated risk of major birth defects, miscarriage,
or adverse maternal or fetal outcomes. REGEN-COV (casirivimab and imdevimab) should only
be used during pregnancy if the potential benefit outweighs the potential risk for the mother and
the fetus.

Nonclinical reproductive toxicity studies have not been conducted with casirivimab and
imdevimab. In a tissue cross-reactivity study with casirivimab and imdevimab using human fetal
tissues, no binding of clinical concern was detected. Human immunoglobulin G1 (1gG1)
antibodies are known to cross the placental barrier; therefore, casirivimab and imdevimab have
the potential to be transferred from the mother to the developing fetus. It is unknown whether the
potential transfer of casirivimab and imdevimab provides any treatment benefit or risk to the
developing fetus.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively.
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11.2 Lactation
Risk Summary

There are no available data on the presence of casirivimab and/or imdevimab in human milk or
animal milk, the effects on the breastfed infant, or the effects of the drug on milk production.
Maternal 1gG is known to be present in human milk. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for REGEN-COV
(casirivimab and imdevimab) and any potential adverse effects on the breastfed child from
REGEN-COV or from the underlying maternal condition. Breastfeeding individuals with
COVID-19 should follow practices according to clinical guidelines to avoid exposing the infant
to COVID-19.

11.3 Pediatric Use

REGEN-COV is not authorized for use in pediatric patients under 12 years of age or weighing
less than 40 kg. The safety and effectiveness of casirivimab and imdevimab are being assessed in
pediatric and adolescent patients in an ongoing clinical trial. The recommended dosing regimen
is expected to result in comparable serum exposures of casirivimab and imdevimab in patients 12
years of age and older and weighing at least 40 kg as observed in adults, since adults with similar
body weight have been included in Trials COV-2067 and HV-2093.

11.4 Geriatric Use

Of the 4,567 subjects with SARS-CoV-2 infection randomized in Trial COV-2067, 14% were 65
years or older, and 4% were 75 years of age or older. Of the 974 subjects randomized in Trial
HV-2093, 13% were 65 years or older and 2% were 75 years of age or older. The difference in
pharmacokinetics (PK) of casirivimab and imdevimab in geriatric patients compared to younger
patients is unknown [see Clinical Trial Results and Supporting Data for EUA (18.1)].

11.5 Renal Impairment

Casirivimab and imdevimab are not eliminated intact in the urine, thus renal impairment is not
expected to affect the exposure of casirivimab and imdevimab.

11.6 Hepatic Impairment

The effect of hepatic impairment on PK of casirivimab and imdevimab is unknown.
11.7 Other Specific Populations

The effect of other covariates (e.g., sex, race, body weight, disease severity) on PK of
casirivimab and imdevimab is unknown.
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12 OVERDOSAGE

Doses up to 8,000 mg (4,000 mg each of casirivimab and imdevimab, greater than 3 times the
recommended dose) have been administered in clinical trials without dose-limiting toxicity.
Treatment of overdose should consist of general supportive measures including monitoring of
vital signs and observation of the clinical status of the patient. There is no specific antidote for
overdose with REGEN-COV (casirivimab and imdevimab).

13 PRODUCT DESCRIPTION

Casirivimab, a human immunoglobulin G-1 (IgG1) monoclonal antibody (mADb), is a covalent
heterotetramer consisting of 2 heavy chains and 2 light chains produced by recombinant DNA
technology in Chinese hamster ovary (CHO) cell suspension culture and has an approximate
molecular weight of 145.23 kDa.

Casirivimab injection is a sterile, preservative-free, clear to slightly opalescent and colorless to
pale yellow solution in a single-dose vial for intravenous infusion after dilution available as a
300 mg/2.5 mL (120 mg/mL) or 1,332 mg/11.1 mL (120 mg/mL) solution and must be
administered with imdevimab. The vial stoppers are not made with natural rubber latex.

e Casirivimab: Each 2.5 mL of solution contains 300 mg of casirivimab, L-histidine
(1.9 mg), L-histidine monohydrochloride monohydrate (2.7 mg), polysorbate 80
(2.5 mg), sucrose (200 mg), and Water for Injection, USP. The pH is 6.0.

e Casirivimab: Each 11.1 mL of solution contains 1,332 mg of casirivimab, L-histidine
(8.3 mg), L-histidine monohydrochloride monohydrate (12.1 mg), polysorbate 80
(11.1 mg), sucrose (888 mg), and Water for Injection, USP. The pH is 6.0.

Imdevimab, a human 1gG1 mAD, is a covalent heterotetramer consisting of 2 heavy chains and 2
light chains produced by recombinant DNA technology in Chinese hamster ovary (CHO) cell
suspension culture and has an approximate molecular weight of 144.14 kDa.

Imdevimab injection is a sterile, preservative-free, clear to slightly opalescent and colorless to
pale yellow solution in a single-dose vial for intravenous infusion after dilution available as a
300 mg/2.5 mL (120 mg/mL) or 1,332 mg/11.1 mL (120 mg/mL) solution and must be
administered with casirivimab. The vial stoppers are not made with natural rubber latex.

e Imdevimab: Each 2.5 mL of solution contains 300 mg of imdevimab, L-histidine
(1.9 mg), L-histidine monohydrochloride monohydrate (2.7 mg), polysorbate 80
(2.5 mg), sucrose (200 mg), and Water for Injection, USP. The pH is 6.0.

e Imdevimab: Each 11.1 mL of solution contains 1,332 mg of imdevimab, L-histidine

(8.3 mg), L-histidine monohydrochloride monohydrate (12.1 mg), polysorbate 80
(11.1 mg), sucrose (888 mg), and Water for Injection, USP. The pH is 6.0.
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REGEN-COV (casirivimab and imdevimab solution) injection is a sterile, preservative-free,
clear to slightly opalescent, and colorless to pale yellow solution, in a single-dose vial for
intravenous infusion after dilution. The vial stoppers are not made with natural rubber latex.

e Each 10 mL of solution contains 600 mg of casirivimab, 600 mg of imdevimab,
L-histidine (7.4 mg), L-histidine monohydrochloride monohydrate (10.9 mg), polysorbate
80 (10.0 mg), sucrose (800 mg), and Water for Injection, USP. The pH is 6.0.

14 CLINICAL PHARMACOLOGY

14.1 Mechanism of Action

Casirivimab (IgGlk) and imdevimab (IgG1L) are two recombinant human mAbs which are
unmodified in the Fc regions. Casirivimab and imdevimab bind to non-overlapping epitopes of
the spike protein receptor binding domain (RBD) of SARS-CoV-2 with dissociation constants
Kb =45.8 pM and 46.7 pM, respectively. Casirivimab, imdevimab and casirivimab and
imdevimab together blocked RBD binding to the human ACE2 receptor with 1Cso values of 56.4
pM, 165 pM and 81.8 pM, respectively [see Microbiology/Resistance Information (15)].

14.2 Pharmacodynamics

Trial COV-2067 evaluated REGEN-COV (casirivimab and imdevimab) with doses of up to 6.66
times the recommended dose (600 mg of casirivimab and 600 mg of imdevimab; 1,200 mg of
casirivimab and 1,200 mg of imdevimab; 4,000 mg of casirivimab and 4,000 mg of imdevimab)
in ambulatory patients with COVID-19. A flat dose-response relationship for efficacy was
identified for REGEN-CQV at all doses, based on viral load and clinical outcomes. Similar
reductions in viral load (log10 copies/mL) were observed in subjects for the (600 mg of
casirivimab and 600 mg of imdevimab) intravenous and (600 mg of casirivimab and 600 mg of
imdevimab) subcutaneous doses; however, only limited clinical outcome data are available for
the subcutaneous route of administration for the treatment of symptomatic patients.

14.3 Pharmacokinetics

Both casirivimab and imdevimab exhibited linear and dose-proportional pharmacokinetics (PK)
between (600 mg of casirivimab and 600 mg of imdevimab) to (4,000 mg of casirivimab and
4,000 mg of imdevimab) doses of REGEN-COV (casirivimab and imdevimab) following
intravenous administration of single dose. A summary of PK parameters after a single (600 mg
of casirivimab and 600 mg of imdevimab) intravenous dose, for each antibody is provided in
Table 4.

Table 4: Summary of PK Parameters for Casirivimab and Imdevimab After a Single
600 mg of Casirivimab and 600 mg of Imdevimab Intravenous Dose of
REGEN-COV in Study COV-2067

PK Parameter?! Casirivimab Imdevimab
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Ceoi (MQ/L)? 192 (80.9) 198 (84.8)

C2s (mg/L)3

! Mean (SD)
2 concentration at end of 1-hour infusion
3 observed concentration 28 days after dosing, i.e., on day 29, as defined in the protocol

46.2 (22.3) 38.5 (19.7)

A summary of PK parameters after a single 600 mg of casirivimab and 600 mg of imdevimab
subcutaneous dose is shown in Table 5.

Table 5: Summary of PK Parameters for Casirivimab and Imdevimab After a Single
600 mg of Casirivimab and 600 mg of Imdevimab Subcutaneous Dose of

REGEN-COV

PK Parameter!®

Casirivimab

Imdevimab

Cmax (Mg/L)

55.6 (22.2)

52.7 (22.5)

tmax (day)? 8.00 (4.00, 87.0) 7.00 (4.00, 15.0)
AUCo-28

(mgeday/L) 1060 (363) 950 (362)
AUCinf

(mgeday /LY 2580 (1349) 1990 (1141)
Ca2s (mg/L)* 30.7 (11.9) 24.8 (9.58)
Half-life (day) 31.8 (8.35) 26.9 (6.80)

! Mean (SD)
2 Median (range)

% Value reported for subjects with %AUC s extrapolated <20%
4 Observed concentration 28 days after dosing, i.e., on day 29

>Mean (SD) concentration at 24 hours (C»4) of casirivimab and imdevimab in serum with 1200 SC dosing, 22.5

(11.0) mg/L and 25.0 (16.4) mg/L, respectively

Specific Populations

The effect of different covariates (e.g., age, sex, race, body weight, disease severity, hepatic
impairment) on the PK of casirivimab and imdevimab is unknown. Renal impairment is not
expected to impact the PK of casirivimab and imdevimab, since mAbs with molecular weight
>69 kDa are known not to undergo renal elimination. Similarly, dialysis is not expected to
impact the PK of casirivimab and imdevimab.
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Drug-Drug Interactions

Casirivimab and imdevimab are mAbs which are not renally excreted or metabolized by
cytochrome P450 enzymes; therefore, interactions with concomitant medications that are renally
excreted or that are substrates, inducers, or inhibitors of cytochrome P450 enzymes are unlikely
[see Drug Interactions (10)].

15 MICROBIOLOGY/RESISTANCE INFORMATION

Antiviral Activity

In a SARS-CoV-2 virus neutralization assay in Vero E6 cells, casirivimab, imdevimab, and
casirivimab and imdevimab together neutralized SARS-CoV-2 (USA-WA1/2020 isolate) with
ECso values of 37.4 pM (0.006 ug/mL), 42.1 pM (0.006 pg/mL), and 31.0 pM (0.005 pg/mL)
respectively.

Antibody-dependent cell-mediated cytotoxicity (ADCC) and antibody-dependent cellular
phagocytosis (ADCP) were assessed using Jurkat target cells expressing SARS-CoV-2 spike
protein. Casirivimab, imdevimab and casirivimab and imdevimab together mediated ADCC with
human natural killer (NK) effector cells. Casirivimab, imdevimab and casirivimab and
imdevimab together mediated ADCP with human macrophages. Casirivimab, imdevimab and
casirivimab and imdevimab together did not mediate complement-dependent cytotoxicity in
cell-based assays.

Antibody Dependent Enhancement (ADE) of Infection

The potential of casirivimab and of imdevimab to mediate viral entry was assessed in immune
cell lines co-incubated with recombinant vesicular stomatitis virus (VSV) virus-like particles
(VLP) pseudotyped with SARS-CoV-2 spike protein at concentrations of mADb(s) down to
approximately 10-fold below the respective neutralization ECso values. Casirivimab and
imdevimab together and imdevimab alone, but not casirivimab alone, mediated entry of
pseudotyped VLP into FcyR2* Raji and FcyR17/FcyR2"™ THP1 cells (maximum infection in total
cells of 1.34% and 0.24%, respectively, for imdevimab; 0.69% and 0.06%, respectively for
casirivimab and imdevimab together), but not any other cell lines tested (IM9, K562, Ramos and
U937 cells).

Antiviral Resistance

There is a potential risk of treatment failure due to the development of viral variants that are
resistant to casirivimab and imdevimab administered together. Prescribing healthcare providers
should consider the prevalence of SARS-CoV-2 variants in their area, where data are available,
when considering treatment options.

Escape variants were identified following two passages in cell culture of recombinant VSV

encoding SARS-CoV-2 spike protein in the presence of casirivimab or imdevimab individually,
but not following two passages in the presence of casirivimab and imdevimab together. Variants
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which showed reduced susceptibility to casirivimab alone included those with spike protein
amino acid substitutions K417E (182-fold), K417N (7-fold), K417R (61-fold), Y453F (>438-
fold), L455F (80-fold), E484K (25-fold), F486V (>438-fold) and Q493K (>438-fold). Variants
which showed reduced susceptibility to imdevimab alone included substitutions K444N (>755-
fold), K444Q (>548-fold), K444T (>1,033-fold), and VV445A (548-fold). Casirivimab and
imdevimab together showed reduced susceptibility to variants with K444T (6-fold) and V445A
(5-fold) substitutions.

In neutralization assays using VSV VLP pseudotyped with spike protein variants identified in
circulating SARS-CoV-2, variants with reduced susceptibility to casirivimab alone included
those with E406D (51-fold), V445T (107-fold), E484Q (19-fold), G485D (5-fold), G476S (5-
fold), F486L (61-fold), F486S (>715-fold), Q493E (446-fold), Q493R (70-fold), and S494P (5-
fold) substitutions, and variants with reduced susceptibility to imdevimab alone included those
with P337L (5-fold), N439K (463-fold), N439V (4-fold), N440K (28-fold), K444L (153-fold),
K444M (1,577-fold), G446V (135-fold), N450D (9-fold), Q493R (5-fold), Q498H (17-fold),
P499S (206-fold) substitutions. The G476D substitution had an impact (4-fold) on casirivimab
and imdevimab together.

Casirivimab and imdevimab individually and together retained neutralization activity against
pseudotyped VLP expressing all spike protein substitutions found in the B.1.1.7 lineage (UK
origin) and against pseudotyped VLP expressing only N501Y found in B.1.1.7 and other
circulating lineages (Table 6). Casirivimab and imdevimab together retained neutralization
activity against pseudotyped VLP expressing all spike protein substitutions, or individual
substitutions K417N, E484K or N501Y, found in the B.1.1351 lineage (South Africa origin), and
all spike protein substitutions or key substitutions K417T+E484K, found in the P.1 lineage
(Brazil origin), although casirivimab alone, but not imdevimab, had reduced activity against
pseudotyped VLP expressing K417N or E484K, as indicated above. The E484K substitution is
also found in the B.1.526 lineage (New York origin). Casirivimab and imdevimab, individually
and together, retained neutralization activity against the L452R substitution found in the
B.1.427/B.1.429 lineages (California origin). Casirivimab and imdevimab, individually and
together, retained neutralization activity against pseudotyped VLP expressing L452R+K478T
substitutions found in the B.1.617.2 lineage (India origin). Casirivimab and imdevimab together
retained neutralization activity against pseudotyped VLP expressing L452R+E484Q
substitutions, found in the B.1.617.1/B.1.617.3 lineages (India origin), although casirivimab
alone, but not imdevimab, had reduced activity against pseudotyped VLP expressing E484Q), as
indicated above.

Table 6: Pseudotyped Virus-Like Particle Neutralization Data for SARS-CoV-2
Variant Substitutions with Casirivimab and Imdevimab Together

Lineage with Spike Protein Key Substitutions Tested | Fold Reduction in
Substitution Susceptibility
B.1.1.7 (UK origin) N501Y? no change®
B.1.351 (South Africa origin) K417N, E484K, N501Y® no change®

P.1 (Brazil origin) K417T + E484K° no change®
B.1.427/B.1.429 (California origin) L452R no change®
B.1.526 (New York origin)® E484K no change®
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B.1.617.1/B.1.617.3 (India origin) L452R+E484Q no change®
B.1.617.2 (India origin) L452R+KA478T no change®

2 Pseudotyped VLP expressing the entire variant spike protein was tested. The following changes from wild-type spike protein
are found in the variant: del69-70, del145, N501Y, A570D, D614G, P681H, T7161, S982A, D1118H.

b Pseudotyped VLP expressing the entire variant spike protein was tested. The following changes from wild-type spike protein
are found in the variant: D80Y, D215Y, del241-243, K417N, E484K, N501Y, D614G, A701V.

¢ Pseudotyped VLP expressing the entire variant spike protein was tested. The following changes from wild-type spike protein
are found in the variant: L18F, T20N, P26S, D138Y, R190S, K417T, E484K, N501Y, D614G, H655Y, T10271, V1176F

4 No change: <2-fold reduction in susceptibility.

¢ Not all isolates of the New York lineage harbor the E484K substitution (as of February 2021).

It is not known how pseudotyped VLP data correlate with clinical outcomes.

In clinical trial COV-2067, interim data indicated only one variant (G446V) occurring at an
allele fraction >15%, which was detected in 3/66 subjects who had nucleotide sequencing data,
each at a single time point (two at baseline in subjects from placebo and 2,400 mg casirivimab
and imdevimab groups, and one at Day 25 in a subject from the 8,000 mg casirivimab and
imdevimab group). The G446V variant had reduced susceptibility to imdevimab of 135-fold
compared to wild-type in a pseudotyped VSV VLP neutralization assay but retained
susceptibility to casirivimab alone and casirivimab and imdevimab together.

It is possible that resistance-associated variants to casirivimab and imdevimab together could
have cross-resistance to other mAbs targeting the receptor binding domain of SARS-CoV-2. The
clinical impact is not known.

Immune Response Attenuation

There is a theoretical risk that antibody administration may attenuate the endogenous immune
response to SARS-CoV-2 and make patients more susceptible to re-infection.

16 NONCLINICAL TOXICOLOGY

Carcinogenicity, genotoxicity, and reproductive toxicology studies have not been conducted with
casirivimab and imdevimab.

In a toxicology study in cynomolgus monkeys, casirivimab and imdevimab had no adverse
effects when administered intravenously. Non-adverse liver findings (minor transient increases
in AST and ALT) were observed.

In tissue cross-reactivity studies with casirivimab and imdevimab using human adult and fetal
tissues, no binding of clinical concern was detected.

17 ANIMAL PHARMACOLOGIC AND EFFICACY DATA

Casirivimab and imdevimab administered together has been assessed in rhesus macaque and
Syrian golden hamster treatment models of SARS-CoV-2 infection. Therapeutic administration
of casirivimab and imdevimab together at 25 mg/kg or 150 mg/kg into rhesus macaques (n=4 for
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each dosing group) 1-day post infection resulted in approximately 1-2 logio reductions in
genomic and sub-genomic viral RNA in nasopharyngeal swabs and oral swabs at Day 4
post-challenge in most animals, and reduced lung pathology relative to placebo-treated animals.
Therapeutic administration of casirivimab and imdevimab together at 5 mg/kg and 50 mg/kg
doses to hamsters 1-day post infection resulted in reduced weight loss relative to placebo treated
animals, but had no clear effects on viral load in lung tissue. The applicability of these findings
to a clinical setting is not known.

18 CLINICAL TRIAL RESULTS AND SUPPORTING DATA FOR EUA

18.1 Mild to Moderate COVID-19 (COV-2067)

The data supporting this EUA are based on the analysis of Phase 1/2/3 from trial, COV-2067
(NCTO04425629). This is a randomized, double-blinded, placebo-controlled clinical trial
evaluating REGEN-CQV (casirivimab and imdevimab) for the treatment of subjects with mild to
moderate COVID-19 (subjects with COVID-19 symptoms who are not hospitalized). Cohort 1
enrolled adult subjects who were not hospitalized and had 1 or more COVID-19 symptoms that
were at least mild in severity. Treatment was initiated within 3 days of obtaining a positive
SARS-CoV-2 viral infection determination. Subjects in the Phase 3 primary efficacy analysis
met the criteria for high risk for progression to severe COVID-19, as shown in Section 2.

In the Phase 3 trial, 4,567 subjects with at least one risk factor for severe COVID-19 were
randomized to a single intravenous infusion of 600 mg of casirivimab and 600 mg of imdevimab
(n=838), 1,200 mg of casirivimab and 1,200 mg of imdevimab (n=1,529), 4,000 mg of
casirivimab and 4,000 mg of imdevimab (n=700), or placebo (n=1,500) groups. The two
REGEN-COV doses at the start of Phase 3 were 4,000 mg and 1,200 mg of each component;
however, based on Phase 1/2 efficacy analyses showing that the 4,000 mg and 1,200 mg doses of
each component were similar, the Phase 3 portion of the protocol was amended to compare 1,200
mg dose of each component vs. placebo and 600 mg dose of each component vs. placebo.
Comparisons were between subjects randomized to the specific REGEN-COV dose and subjects
who were concurrently randomized to placebo.

At baseline, in all randomized subjects with at least one risk factor, the median age was 50 years
(with 13% of subjects ages 65 years or older), 52% of the subjects were female, 84% were
White, 36% were Hispanic or Latino, and 5% were Black or African American. In subjects with
available baseline symptom data, 15% had mild symptoms, 42% had moderate, 42% had severe
symptoms, and 2% reported no symptoms at baseline; the median duration of symptoms was 3
days; mean viral load was 6.2 logio copies/mL at baseline. The baseline demographics and
disease characteristics were well balanced across the casirivimab and imdevimab and placebo
treatment groups.

The primary endpoint was the proportion of subjects with >1 COVID-19-related hospitalization
or all-cause death through Day 29, in subjects with a positive SARS-CoV-2 RT-gPCR result
from nasopharyngeal (NP) swab at randomization, and with at least one risk factor for severe
COVID-19, i.e., the modified full analysis set (mMFAS). In the mFAS, events (COVID-19-related
hospitalization or all-cause death through Day 29) occurred in 7 (1.0%) subjects treated with 600
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mg of casirivimab and 600 mg of imdevimab compared to 24 (3%) subjects concurrently
randomized to placebo, demonstrating a 70% reduction in COVID-19-related hospitalization or
all-cause death compared to placebo (p=0.0024). Events occurred in 18 (1.3%) subjects treated
with 1,200 mg of casirivimab and 1,200 mg of imdevimab compared to 62 (5%) subjects
concurrently randomized to placebo, demonstrating a 71% reduction compared to placebo
(REGEN-COQV 1% vs placebo 5%, p<0.0001). In the 1,200 mg analysis, there was 1 death each
in the REGEN-COV and placebo arm (p=1.0); and in 2,400 mg analysis, there were 1 and 3
deaths, respectively, in the REGEN-COV and placebo arms (p=0.3721). Overall, similar effects
were observed for 600 mg of casirivimab and 600 mg of imdevimab and 1,200 mg of
casirivimab and 1,200 mg of imdevimab doses, indicating the absence of a dose effect; therefore
the 600 mg of casirivimab and 600 mg of imdevimab dose is authorized and the 1,200 mg of
casirivimab and 1,200 mg of imdevimab dose is no longer authorized under this EUA (See
Table 7). Results were consistent across subgroups of patients defined by nasopharyngeal viral
load >10° copies/mL at baseline or serologic status.

Table 7: Proportion of subjects with >1 COVID-19-related hospitalization or all-cause
death through day 29
600 mg of Placebo 1,200 mg of Placebo
casirivimab and casirivimab
600 mg of and 1,200 mg
imdevimab of imdevimab
(intravenous) (intravenous)
n=736 n=748 n=1,355 n=1,341
# of subjects with at 7 (1.0%) 24 (3.2%) 18 (1.3%) 62 (4.6%)
least 1 event (COVID-
19-related
hospitalization or all-
cause death)
Risk reduction 70% 71%
(p=0.0024) (p<0.0001)

Treatment with REGEN-COV resulted in a statistically significant reduction in the LS mean
viral load (logio copies/mL) from baseline to Day 7 compared to placebo (-0.71 logio copies/mL
for 600 mg dose of casirivimab and 600 mg of imdevimab and -0.86 logio copies/mL for 2,400
mg; p<0.0001). Reductions were observed in the overall mFAS population and in other
subgroups, including those with baseline viral load >10° copies/mL or who were seronegative at
baseline. Consistent effects were observed for the individual doses, indicating the absence of a
dose effect. Figure 1 shows the mean change from baseline in SARS-COV-2 viral load to Day
15.
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Figure 1: Change from Baseline in SARS-COV-2 Viral Load (logio copies/mL) to Day
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The median time to symptom resolution, as recorded in a trial-specific daily symptom diary, was
10 days for REGEN-COV-treated subjects, as compared with 14 days for placebo-treated
subjects (p=0.0001 for 600 mg of casirivimab and 600 mg of imdevimab vs. placebo; p<0.0001
for 1,200 mg of casirivimab and 1,200 mg of imdevimab vs. placebo). Symptoms assessed were
fever, chills, sore throat, cough, shortness of breath/difficulty breathing, nausea, vomiting,
diarrhea, headache, red/watery eyes, body aches, loss of taste/smell, fatigue, loss of appetite,
confusion, dizziness, pressure/tight chest, chest pain, stomachache, rash, sneezing,
sputum/phlegm, runny nose. Time to COVID-19 symptom resolution was defined as time from
randomization to the first day during which the subject scored ‘no symptom’ (score of 0) on all
of the above symptoms except cough, fatigue, and headache, which could have been
‘mild/moderate symptom’ (score of 1) or ‘no symptom’ (score of 0).

19 HOW SUPPLIED/STORAGE AND HANDLING
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How Supplied

Co-formulated casirivimab and imdevimab injection is a sterile, preservative-free, clear to
slightly opalescent, colorless to pale yellow solution supplied in a single-dose vial. Refer to
Table 8.

Casirivimab injection is a sterile, preservative-free, clear to slightly opalescent, colorless to pale
yellow solution supplied in a single-dose vial. Refer to Table 9.

Imdevimab injection is a sterile, preservative-free, clear to slightly opalescent, colorless to pale
yellow solution supplied in a single-dose vial. Refer to Table 9.

REGEN-COV (casirivimab and imdevimab) injection is available as:
1. Asingle vial which contains two antibodies co-formulated in a 1:1 ratio of
casirivimab and imdevimab.
2. Individual antibody solutions in separate vials, which may be supplied in separate
cartons or in a dose pack.

Table 8: Co-Formulated Casirivimab and Imdevimab
Antibody Concentration Package Size NDC Number
REGEN-COV 600 mg/600 mg per 10 mL 1 vial per carton | 61755-039-01
(casirivimab and | (60 mg/60 mg per mL)
imdevimab)

INDIVIDUAL CASIRIVIMAB AND IMDEVIMAB SOLUTIONS MUST BE
ADMINISTERED TOGETHER.

Table 9: Individual Package Size
Antibody Concentration Package Size NDC Number
1,332 mg/11.1 mL 1 vial per carton 61755-024-01

Casirivimab (120 mg/mL)
REGN10933 300 mg/2.5 mL 1 vial per carton 61755-026-01

(120 mg/mL)
1,332 mg/11.1 mL 1 vial per carton 61755-025-01

Imdevimab (120 mg/mL)
REGN10987 300 mg/2.5 mL 1 vial per carton 61755-027-01

(120 mg/mL)

Each REGEN-COV dose pack contains sufficient number of vials of casirivimab [REGN10933]
and imdevimab [REGN10987] to prepare up to two treatment doses (600 mg of casirivimab and

600 mg of imdevimab). Refer to Table 10.
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Table 10: Dose Pack Providing 1,200 mg Casirivimab and 1,200 mg Imdevimab
Dose Pack Size Dose Pack Concentration Dose Pack
Components NDC Number
1 casirivimab 1,332 mg/11.1 mL
REGN10933 (120 mg/mL)
2 Cartons (NDC 61755-024-01) 61755-035-02
1 imdevimab 1,332 mg/11.1 mL
REGN10987 (120 mg/mL)
(NDC 61755-025-01)
4 casirivimab 300 mg/2.5 mL
REGN10933 (120 mg/mL)
8 Cartons (NDC 61755-026-01) 61755-036-08
4 imdevimab 300 mg/2.5 mL
REGN10987 (120 mg/mL)
(NDC 61755-027-01)
1 casirivimab 1,332 mg/11.1 mL
REGN10933 (120 mg/mL)
5 Cartons (NDC 61755-024-01) 61755-037-05
4 imdevimab 300 mg/2.5 mL
REGN10987 (120 mg/mL)
(NDC 61755-027-01)
4 casirivimab 300 mg/2.5 mL
REGN10933 (120 mg/mL)
5 Cartons (NDC 61755-026-01) 61755-038-05
1 imdevimab 1,332 mg/11.1 mL
REGN10987 (120 mg/mL)

(NDC 61755-025-01)

Storage and Handling

Casirivimab is preservative-free. Discard any unused portion.
Imdevimab is preservative-free. Discard any unused portion.

Store unopened casirivimab and imdevimab vials in a refrigerator at 2°C to 8°C (36°F to 46°F)
in the original carton to protect from light.

DO NOT FREEZE. DO NOT SHAKE. DO NOT EXPOSE TO DIRECT LIGHT.

Solution in vial requires dilution prior to administration. The prepared infusion solution is
intended to be used immediately. If immediate administration is not possible, store diluted

casirivimab and imdevimab solution in the refrigerator at 2°C to 8°C (36°F to 46°F) for no more

than 36 hours or at room temperature up to 25°C (77°F) for no more than 4 hours. If refrigerated,
allow the infusion solution to equilibrate to room temperature for approximately 30 minutes prior
to administration.
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The prepared syringes should be administered immediately. If immediate administration is not
possible, store the prepared casirivimab and imdevimab syringes in the refrigerator between 2°C
to 8°C (36°F to 46°F) for no more than 4 hours or at room temperature up to 25°C (77°F) for no
more than 4 total hours. If refrigerated, allow the syringes to equilibrate to room temperature for
approximately 20 minutes prior to administration.

20 PATIENT COUNSELING INFORMATION

Patients treated with REGEN-CQOV (casirivimab and imdevimab) should continue to self-isolate
and use infection control measures (e.g., wear mask, isolate, social distance, avoid sharing
personal items, clean and disinfect “high touch” surfaces, and frequent handwashing) according
to CDC guidelines. Also see Fact Sheet for Patients, Parents and Caregivers.

21 CONTACT INFORMATION

For additional information visit wvw.REGENCOV.com
If you have questions, please contact Regeneron at 1-844-734-6643.

REGENERON

Manufactured by:

Regeneron Pharmaceuticals, Inc.

777 Old Saw Mill River Road

Tarrytown, NY 10591-6707

©2021 Regeneron Pharmaceuticals, Inc. All rights reserved.
Revised: 06/2021
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BE5T12% (F 1ROE 22R),

o AUMTIXBEEAEKROICE=FI 7L, RlE TR EBINMITEE 28T 5,

B THEROHE -

o NATNIZASTEEHIZLERT D0, DAL T VEMEH LT, casirivimab 600 mg &
imdevimab 600 mg #5935 (& 3&M),

o HEFRBIZBFEZWEMICE=XV 7L, EREDRS L HINMITIBE 28845, KT
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I 5 TE 2\ EE, casirivimab & imdevimab ZFHHL L7232 U > P1% 2~8°C (36~46°F) D
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MIZBE LT, ZHETICHESN TOWRVWEERGEFZOTHERAEFROREELT 2 6
MPENRH 5,

T 7 4 7%= ROVENZ B L 72 fUS % 5 Lo iUiE

REGEN-COV (casirivimab % O\ imdevimab) D& 52XV, 77 4 7% —42 G0 EEME
BUER R DSZ8D BT\ 5, FEIRINCE RZZIBBEIESGRT T 7 4 7 % o — O EOE R 23 &
C728a01E, EHICEG2mik L, @R O/ U LEREERBGTH 2 &,
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REGEN-COV D52 X0, s K OV % 24 RE ] LN IZ NS BEE U 72 BSOS DT BLS TR
DHENTWD, TS DORISTEE X IAEMmE G T ietnd 5,

TEANIZBEE L 72 RS OISR IZIZ L T AT 6 b,

FEEN, WPURINEE, ERRRAREEACTT, EOE, JR97, AR (DEANE), SR, Rk L),
i%%?%@,%ﬁ FEfRREZA L, ELD, SRR, S SOER, (RMnE, mifE, i
, TEMERITE, SRR EDRIE, X ORI, B, mEREMRIERIR (ASTRTO

% , KA L), FREMED F W, FET,

TEACBIE U7 SO RBL L2 561E, RMOREZELS $ 500175 2 2R, @
7R HEANRC SRHRIE 21T 9

F7-, BEAFEHTF IO FToO REGEN-COV O HIZ XL %, MEE4RML BB L Tob o
WBBUE SO DB HE STV D

REGEN-COV #¢ 5-t% DGRy HEAL,

REGEN-COV # 51 ® COVID-19DRRIEAL N ME ST, FEN, KEESEE XX
WEEOB, AEEAR (OB, SR, AR L), 57, Bk b & O AR 2
BT LAREMEDR DD, 2D DFEZO—EHITIAFER LI L I o7, 26 DOFEE) REGEN-COV
OEFICEET 5 6 DR Dh, COVID-19DEITIZ LD b DRONIRHATH D,

HED COVID-19BFIZBITEX%x 7 4 v FOR{ LV 27 o n[Hedk

COVID-19(Z & 9 APz L7-H#4 TlX, REGEN-COV (casirivimab } (" imdevimab) (T K %759

DR T 4 MIFED BTV, REGEN-COV @ X 5 7€ / 7 v —F 41K, COVID-19

IZE D ABEL, EERER TN TR 2 E4 5 BF IR S 5E, BRERZ B

HAREM N B D, Lo T, LU FDOHEE~D REGEN-COV Offi IR S TWARW [T S

AL DHIR) &2,

o COVID-191Z L W ABEL TWA B, XX

o COVID-191C L W a6 x2 3 5 B%, T

o  COVID-191ZBE# L 72 W R RIC L 0 Bl b » TIRFEEILEZZ 1T TV, COVID-19
IZE A TR T A VIFICRF R E O % B 5 B,

EIYEH

REGEN-COV (casirivimab & TV imdevimab) TIIHAEEFRNRE INTWD [ F2M EUA 4L
TG HRD [J5RIZ 517 S iEE 6.11E) ) M,

REGEN-COV |[ZRHHET A IO HEFL (ZOHLO—EITEETHLAREENH D) IX
FERANILREDIZONTHLNI D RHEERNH 5,

ERELE ~DETR
ERREaE 1Y, B3 D REGEN-COV (casirivimab + imdevimab) O 5-% 521 A EilZ, F#Eilc
WU T, UT&aEte, TBBE, #, N#EEMT 777 Fo— 1] & —ET DEREBEIH

WHEEE A2 RIS (777 Fo—hoav—a#fk4+ 252 L),
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)]

2)

3)

4)

FDA %, REGEN-COV (casirivimab } (¥ imdevimab) &7 M X REGEN-COV (casirivimab
K O¥ imdevimab) (FFH$EG-FEBASA 7 UA D B OBRSEHEHZRB T L CED, Zin ol
X, SARS-CoV-2 VA NVADHEEREDERDGETH Y, ABRXIFIECEZEZLEED
COVID-19 ~DHEFTD Y A 7 DI A KR OVNE B (12 5% BL B2 DK 40 kg BL ) DL
M HERE D COVID-19 DIEEZ HEE LTCW5  [138 A S EHEDHIR) 50 ],

B SUTBL i Z1, REGEN-COV O 5% 321F 2 ERT 20 OIREN 52 515,
REGEN-COV D E KRB L OEIER R Y A7 L R_RXT7 4w b, WRNZEFDLHI Y AT L
RAT 4y bR EOREARHATH 50,

BB A2 G e, FARRERBRIEREZTD Y 27 LORRT 4 v MIBET D H,
REGEN-COV % # 5 S/ BF 1L, BHCOMRBEZEEL, CDC OH A KT A AIHE - TG
WFEE (w27 OFH, R, Y—Yx VT 0 AZ A, LYo IaoRikE, Mlihvs Z &
D) FKHOFR LK ONHERE, HBERTFHRNRE) 252 &,

COVID-19 (Z B§ 3# L 7= REGEN-COV O ffi F1 12 >\ CTH#EAT HF O IR B O F # 1%,
www.clinicaltrials.gcov Z &R D = &,

BRAMFEHFZ RO T O REGEN-COV DM -

EUA O FCZDOREBBLAZFEHT Y A7 2898 L, REGEN-COV (casirivimab & %
imdevimab) &#IH 4 & O REGEN-COV (casirivimab &% (" imdevimab) {f A5 FER 1 71
AN B OBAERI /2 _ 2 7 v M E KL 5720, LTOFEENRRD 5D, AKEUA D FT
@ REGEN-COV OfEAIFLLA FIZRE SN D (TRTOEM -T2 L BHBE),

SARS-CoV-2 7 A /L A DEBEREDFERNBEHETH D, ABL XL % e EE O COVID-19
~OEITO Y 27 BE O OVNLEE (12 5% 2L B2 DR 40 kg LA L) OEREED & &
JE£D COVID-19 DIgETH D Z & [/ o] SHEHEDHIR) &R0,
R HEE L, B35 REGEN-COV O 525217 DR, HFEcs U<, TEBE, #, N
FHWT 777 hyr— b & BT DIEREEE IH N#EE 2D 2 b, EERRIEE I
(BRAFREDIRILZ B E L CHRITA[Re /R ®iPH ©), BE /ML IO W TUTOZ L2 BHED
RGO FEER LR T2 6720,
a. [BE, B, NM#EENT 777 Fo— R REHELEZ L
b. REGEN-COV O#HDRIERIZHONWT R &
REGEN-COV 23 AKBRZMHFF Al O F T AN SN RAGREIRML TH D Z Lizo0n
ezl &
REGEN-COV D {4312 xf L CEEEI OIMBUE N & 5 B IZIZREGEN-COV % £ 5. L Cld72 572
A
T U T RIS M OY U RS EE 23840 L7231, REGEN-COV DR IZBIE 3%
AIREMED B 5 T R COHBRFWBR L OEE LA EFL %, FRVEBL T 6 78 B UNICH
ETAEER DD, MEICIE, MEZFOMEMIC —E O & [REGEN-COV use for
COVID-19 under Emergency Use Authorization (EUA) (B # 7 7] (EUA) (245 < COVID-19
\Zxf9 %5 REGEN-COV D) | LW H LEZFHTHZ &,

e LI FDOWEF D J57E T FDA MedWatch (I H EHSME #RHT 5 2 &,
o AT ALDIRODR—V THEEIZFAL, t£HT 5 : www.fda.gov/medwatch/report.htm,
NiE
o WERIEFTINEAD FDA 7 4+ — 23500 (https://www.fda.gov/media/76299/download)
WCRALTERET L Z &, IEITILL T HIETIT I,
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5)

6)

m % (MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787), XiZ

m  Fax (1-800-FDA-0178), 3I%
e (1-800-FDA-1088) THiHEZFHERT 5,
T 2MEEIZIL, 7 4 —/L R4 12 [Describe Event, Problem, or Product Use/Medication
Error (5%, BETRSOMH  BIEHEROFEM) | & 3CF TREGEN-COV use for
COVID-19 under Emergency Use Authorization (EUA) (BEMEHFFAT (EUA) O FTD
COVID-19(Z%f3" % REGEN-COV D) | Z5tfid 2 = &,

FHERAEFROERITILLTOHEY ThH D,

o FETC

o EfmEEINTHERS

o ABESUIBEAF D ABE DI

o KT ST BHE 7ol - HEE R RIS b, # L Il OATEREEEN FE NI AT T
TR HHD

o SR/ RMERR

o B, EmAE BT HESL, APE, BEE, SERMEEZP T ORI A

WL U T2 RS e Y ST =R 2354 L7 1%, REGEN-COV Dz fHi%, FDA 7>
OO EREG L OFREIBRICET A2 HERIBMOESEIZG LT, e T28E13H 5,

Z OO

o SRR K OERIRILE 1T, KRIER A S @ AEE OFFRITHEVY, HHS Protect, Teletracking
MITKEERZ 2SRy VU —27 (NHSN) Z# U T, REERE ORI T —& 2@ L7
TR 5720,

e 51T, FDAMedWatch 7 4 — A0 a B —% 3T, LIFIZIHTHZ &,
Regeneron Pharmaceuticals, Inc
Fax : 1-888-876-2736
T A —/V : medical.information@regeneron.com
X%, Regeneron Pharmaceuticals |ZFE7E (1-844-734-6643) THEHEFRZMET 52 L,

AKRRE A DR I e /2 R IR TE

ABE XTI % G T EE O COVID-19~DHETTD U A 7 HIEWERE ) & 155 5 O COVID-19 44
F 12k LT, REGEN-COV (casirivimab % (" imdevimab) &7/%/ &% 08 REGEN-COV (casirivimab
KON imdevimab) fF &G HMEB]SA 70 A0 B IR 5 i U] THEGRE A OFI H T RE 7o URR
FEIEIT 720,

COVID-19D{RHEIC B3 2 5EMITE # 1L, https://www.cdc.gov/coronavirus/2019-ncov/index.html 7> &
AFTEX D, EFREEHEEIY, https:/clinicaltrials.gov/% 2/ L C, HBE DNIEER~ O BER MRS )
EY a5 L,

EUA 21T OHER

KEREESEAE (HHS) EEIE, COVID-19327 X v 7 O EIE S K OVEY) SR8 o
B2 B4 T 2 %A LOREFEREL ES L7, FDA X, Regeneron Pharmaceuticals, Inc.
DORDIZE Y, FAKREG ThH S REGEN-COV (casirivimab } % imdevimab) & 7784k & OY

REGEN-COV (casirivimab M U" imdevimab) ff FH#& 5 H{EBI A4 7 v A0 &% L,
SARS-CoV-27 A /L A D EHREDFER D EGIETH D, ABE X C 2 G EIE~OH#EITO Y A
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7 RO ROV B (12500 B2 DREE40 kg DL E) ORE) S FEEE O COVID-19D1R
WaHE L TEUA 31T L72, EREMEE T, EUA OMZEE: A E5F LT iE e 570
(EfEzm),

AFAREZRB G RIZE 5TV A0, BIEE TITE b L 2R R RS X
REGEN-COV (casirivimab % U} imdevimab) & %4 it 2 I"REGEN-COV (casirivimab }2 (¥ imdevimab)
DG REBANA T A BGE, K7 727 Fy— MIHRZIN TV LEED COVID-19D
TBRIZHNR AN B D LB X DDONEYL THDH, EFEEUIEE L, SRR REOR
DRI OTE RO A RO OND Z 0D D,

REGEN-COV (Zxf9 5K EUA (%, EUA Z#IE4{LT 2 RMICHIT0R0nE BB W L2
&, TR OEFRMNAZEL LT EUA BRARE L s - EITK T 5,

S lE

BAITEHIE www.REGENCOV.com # BT 5 Z &,
BN B D55 DAL - Regeneron £1 (1-844-734-6643)

BER7 77 ho— KT
FEHRR TR — T K Y Bk

U E PR 1, https://clinicaltrials.gov/IC T 7 & A L, AR REEIZIIT B AR OHITHRO
TBER O K OVEE DIRBR~D SN AK EUA F CTOARBGL O L0 Sl )& 5 2%k
THZ L,
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522k EUA 25158

SELNR EUA 2L 518 : Bk
1 RA &7l A
2 ML - HE
2.1 BEO®BRN
22 #ha
2.3 BRI RERNC I T D ek
24 AR OEE
3 A K Ot
35
5 L EOEEEIH
50 774 7% —ROYEANCBE LG %
& IR BUE
5.2 REGEN-COV % 5-% DGR E(L
53 FEED COVID-19BHFIZBTDHXRT7 1 v b
DIRFE U 27 OR[REM:
6 BRI EEDTER
6.1 JEBRIZH T 55
7 HBEE=X Y ZICET S HESE TR
8 A E UG K O SRR ER D5 B Je OV 5 1
9 ZDOMOPE T
10 3+ HAEH
11 FRRI 22 S~ D # 5
11.1 4Tz

1. RBEISh=ERE

11.2 25
11.3 /N A~OfE
11.4 i ~ofE
11.5 B HErEE
11.6 It neR=sE
11.7 & Ot O KR 22 8
123 B 5
1385 D FEAM
14 [ R FE B
14.1 RS
14.2 HEFHEH
14.3 S EHE
LSBT BE 3 5 1
16 FEF IR A
1TEMWZ IS 1T % SRER 0 e OV T — &
I8IBBR DAL B N VN EUA D EAF T &2 b5 — 4
18.1 BRJE)> &5 HPAEE D COVID-19  (COV-2067)
19 BRSPS R OV R0\ 5 18
0BFE v LT IFHR
21 K S
* SERRLHERN OB INTZ® 7 v a o XEY
TR s va U FRE LT,

REGEN-COV (casirivimab % U imdevimab) & #l%44h &% T8 REGEN-COV (casirivimab & O

imdevimab) PEHA#EEGFEB] A 7V 8EIE SARS-CoV-2T7 A /L A DEERA DOk B3
MTHY, ABEIIFETE 2 ST E D COVID-19~DHEITDO Y 2 7 3@k A R OV N EE (12
ik LA E IR E40 kg LL 1) OEREE) S R FE O COVID-19D75# 2% L C, EUA @ F CTOffi

N

AR TnD,

A SN T BEREORIR

REGEN-COV (casirivimab & O imdevimab) (%, LLFOBRE~OMHEFILFED LTV,

o COVID-191Z &L W ABEL TWAEE, XX

o COVID-191C L W aseibx# 23 5 B%, T

o  COVID-19/ZBi# L 72 W R BRI L 0 B bz » TIRFREIEZZ 1T TV, COVID-19
IZE S TR—RAT A VIR E O EZ B 5 B3,

COVID-19 {Z & W APz L7583 TlX, REGEN-COV (2 X DIRED XK 7 4 v MIZRDH HI TV

72\, REGEN-COV D X 9 72 / 7 v —F LHURIL, COVID-19 12X 0 APBEL, mEii&EfgEsRE X

AN TR 2 35 5 BE IR G S gE, BREREZELS SRR D [ZARD

JEEHIE (5.2 1) 2H],

2. Bix-HE
21 BEDER

COVID-19D{E# BT 2 ficili 72 e 51X E 72/ L Tu ey,
HER O EIEL, 1BROT — 2 N AFA[REIC R > oS THET SN D A[REMELRH 5,
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BE ORI OVEE O Bl 4G

ARIETIE, RAGEES REGEN-COV (casirivimab Mz I8 1mdev1mab) B AIELE & OV REGEN-COV

(casirivimab &% T® imdevimab) fFH# 5 FH{EBI A 7 /LAY \ZBE9 5 HARHY 22 5 ) & R
LTEY, Znbo8hE, SARS-CoV-27 A /LA @rﬁwﬁﬁmi%b% PETH Y, ARSI
CxaEFTDHEED COVID-19~DHEITD U 2 7 3@k A K OV BE (1258 2L 2> DR E40 kg

LI E) OBENGFEE D COVID-19DIEEE HHY & LTCWD [1ZB B S50 H IR %
eI

RN OV B (R 12~17m 0 DR E40 kg LA E) 1%, LT OEFIRIE X2 O
KNZ L 0 EED COVID-19ZHEITT 2 Y A7 N ERTHZLivd 5,

s (B : 65 Ll k)

AEE ST AR (B : BMI 2% 25 kg/m? 8, X% 12~17 DA, BMI 2% CDC DR T v —

I (https:/www.cde.gov/growthcharts/clinical _charts.htm) (232 < i L ORI D 85 /~—t& >

Z ANV L

LEN IR

8 P R AR

B DRI

S B B SIS I L D 1A

CERE e R DERZET) I E mEE

TEPENTEE () - 2 PEPAZEMEG A, Wi [ E~EHE], MEMEMRE, FERMERRKEE,

Jit v 1f i)

SR AR i BRkE

PRI RS (B IMMERREE) SURESRIEHEE 2 b7 672 oo E (B B XIE

REBEMWERE, EE@@%%;@\%)

MR BN~ AE (] - KUEGIBE, B, HE#KR & [COVID-19 L BE L s D))

ZOMOEZFPREESCER (f] : AFEXIIRE) I2X-ThH, fHx OEENEED COVID-19
WCH T DY 27N BRI D AREMENN H U, EUA IS5 < REGEN-COV O FIL, LFitoE
FHPRBECBE T IX R E SR,

HED COVID-19~DHEATY 2 7 EF7-Z 9 EFAVRE R CZERIZ SOV TOREMIE, CDC @
o e THA |

(' https://www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-conditions.
html #Z M35 2 &, EREIEEIL, BHxOBEORRXT 4y N VRTEZBET HLEND
Do

22 ¥%EE

REEEOSA -

SA T IVAY D casirivimab & imdevimab O/ FIEHE, KL OMERIASA T AVNY OZNZE LD
WL, 5NNy 7 23T, REHERNCHRT 268N D D,

Casirivimab 600 mg & imdevimab 600 mg %, N> 7" XL HE /1 &2 FH U CAfEHEEIC L CHIEJF
A#EET 2 (& 1 k0% 28H0),

REFITEE LRI E=2 ) 7L, K& TR ES 1 IRHITBEE LB 5,
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B TERHOBE -

o NAT W AST=EH AT D0, BBIO A T ZMH LT, casirivimab 600 mg &
imdevimab 600 mg Z X FIEHT 2 (& 3 M),

o IEHBITBEZBERMICT=ZY 7L, D b 1 HfIXBE BT 5,

Casirivimab % 0" imdevimab {%, SARS-CoV-27 A /b A DR THHIEDRE RS 7-1%, K OVER
BEBELTHLI0HUNICTE 72T eI REGET 52 L,

23 HAGKHICETLRAERE
SRR S A% 3L

PERRT UL T O LMW T, HERFEIIHERE S [FRRER~DKS (11.1A,
1.227) M),

/N~ D]

KE40 kg LLED D125 Eo/NREBFE CIX, HEFRETHES S, REGEN-COV
(casirivimab } 0% imdevimab) 13, {KEE40 kg A5 /N EBE T 128 A0 O BF I3RS n
RN [FERZ A~ DS (.3H) /),

B RERE

ik

EREREMR S & A 2 BE IS EMREIIHELE S i\ [FRE R [~ DRG (1LBIR) 2/,

24 FRERUVEE
REGEN-COV (Z Xk O2FE¥E D FIFKIN 8 5
e Casirivimab & imdevimab OAFIEIKIL, 2 DDOFURDS 1:1 DHERT 1 KDL T ILIZ A - T
Do
o fEBID/ XA T IIZ A>T~ casirivimab & imdevimab O & HLIARIANR :
o ABID A T AL,
o BHNRy MK E Xy 7121, casirivimab & imdevimab OEBI DA TN E ENT
BY, BERIE, A TAOYA X, T, KOSNEIZL Y B s5680365, 2, 5, KO
SHE LRGNy VRN CTE D [SERMEUA LLL1FHR, 75 IRE K VR D #71>
Tk 19E) M,

RREESB RSN D, RTHEFT, RE#HEN TEIRVWEST, TBNERTHED
BNZORPLHEORBRERBTH D,

e Casirivimab X% imdevimab @ 11.1 mL /3o 7V28 AFA[REZR G AL, §E Ny 7 X3 T
A O ZRT, casirivimab 600 mg & imdevimab 600 mg @ 2 [F]4y & [RIRFICFHEL L CTH Luy,
INA T IVINIZER - T2 AN TS 5,

e Casirivimab & imdevimab OARBHE D /A T IUIL, JLOFIZ AL TEHIRE CRET 5,

o KRMBEONATNEFEHL GENEG AR L TH LU,

2OOMANORBITIET R D, DT OMRFMEICNE > THEICEET L Z L,
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)]

2)

3)

4)

5)
6)

AR E A OFRR

Casirivimab X 1 imdevimab O G881, ARE O SMEHEENLEE LU,

Casirivimab } O imdevimab O s FHEF IR, A& O EHRE PGS0 B E TR 5

ek
N— o

Casirivimab }; T¥ imdevimab D /NA 7 /L& R HELY L, FARENTR 20 40 f, P

fELC=ERIZT D, BEERIZILIRWNWI L, "M TALEERLRNI &,

Tﬁ’ﬂiﬁﬁ 12, casirivimab } OV imdevimab @ /XA 7 VIR IR E LB BB 2V 0 AR ST
BHoe WTNDLDRRBOOENTIHGE, TONRXLTIVERELT, FTLOWAL TILERZHLRIT

X722 6720,

o ZNA T INLOWHRIL, BHNDLDOTDICREHD, EENSEEATHDHZ L,

50 mL, 100 mL, 150 mL X% 250 mL @ 0.9%i b7 U U7 AEFEN A>T 7 L7 4L R

T RS > 7 = HET 5,

Casirivimab % 0N imdevimab % L ZF DA T Him ik =D, 0.9%E/lkF U o A7E

FHERDB A -T2 7 V7 4 v RS > ZICHEAT S (£ 158),

Ny 72T TRI0ED - ) LEERTISE S, ORI &,

AENIBGER 2 H L TRz, HIRLEERITE S ICRET 52 8 (E 28R),

e EHICHEG TERWEEA, casirivimab & imdevimab % AR L 7= #iifk | 2~8°c (36~46°F)
DT CTI6REM LA, XIiXHm25°C (77°F) O =R T4RFMUNGRE T2, @R T L7172
A, BE5-RIZEIR 293050 E i S CRIRICT 5,

# 1 RiEFH T casirivimab 600 mg & U imdevimab 600 mg D #REFRAE

fﬁp 4II;; 'f U/ ;2‘%};‘1 Casirivimab & (X imdevimab & |[B R O N A4 7LV 2 HEH L 7=

N F DY A 2 ! HINRATNVEER U5 casirivimab & (% imdevimab O FH5L 2

50 mL U\T%{fﬁ]w‘é

Casirivimab 5 mL (2.5 mL ®D/3A

TNA2KRXIT11.1 mL D31 T )L

Casirivimab % 1" imdevimab @& %l N
100 mL 0mL (f TIAA) B F LT g 12&%@%@ Y36 \\
L R0.9%H T B U ™ Adigos |- Imdevimab 5 mL (2.5 mL O3 A
I, BLTF ORISR - TN2ARIIEIL.] mL DA T L
150 mL THEEGT2 IRZMEAA]) %

LT 4V R0.9%HEALT R U T A

Wi/ > ZITEAL, BLTOERIC

250 mL > TEE5T5
@ Casirivimab 600 mg &% O imdevimab 600 mg % []— O/~ 7 L, HESHE#HE S LTif
M55 5,
REEEIC L& E

Casirivimab /&% O imdevimab O#iik (%, A EKOEFREMAZNEEBRIETER ST L,

BHAIZHRE SN AU TOME ZHET 5,

o WRNUHEE=/1(PVC), R =F L (PE) TEITH I PVC, IFARY 7 L& (PU)
oOwRE >~ R
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o AVIALXIIT FALRD023 70 DORY =—F VA )Lk (PES) 7 4 /L4 —
e > N E2EHE Sy ZICED T B,

Wik e T IA4 I 7T 5,

R TXFENEN LT BREOA T A FT FACAD 02 1700 DORY =—F L2
VIR (PES) 7 4 NV Z —HIEE LTZHIRN T A b, Ny ZTINOEK 2+ TR 545 (%
1 R OR 22 ), V7 4 v RABRIEK Sy VBRI RE S TW D RIEEEN H A 720,
Ny JNOHEZ T X TR L TGREVEGIZR 60K IcT5 2 &,

FABL L 7= iR L, fh O FEH & [FIRRIC B 5 L 72\ 2 &, Casirivimab & OY imdevimab 5K & 0.9%
HAb T N Y U NEFHE DA O OHEA & OFLA IR TH D,

R TR, LERHAEEHIZICEET 5720, 09%HEbT R U AERIK CF2—T &k
W95,

AAEFHORFNTBERT D,

BHEPIIBELZBRROICE=2Y 7L, A& TEHEDRES 1 FRITREZHBET 5,

¥+ 2 HiEE T casirivimab R U imdevimab D H#EE S 5% E

O N
50 mL? 180 mL/MF 204y
100 mL 310 mL/F 2145y
150 mL 310 mL/F 315y
250 mL 310 mL/Ff 5043

@ FRIFERT S0, 50mL O7 L7 4L K0.9%MEA LT R U w7 AR/ > 7 A RFO casirivimab

)

2)

3)
4)

& imdevimab OPFHIZ X 2 F/MEAR 3200 B0 E & LR T T Ze 57280,

BT ESHOFRR

Casirivimab } O imdevimab /N4 7 /L& WERAFNHELO L, FARENZR2040 1, 1L

LTCHIRICT D, BEERZELERWIZ L, XM TAZEDLRNI &,

¥ BT, casirivimab )& 0" imdevimab D23 A 7 VISR IR D3 22\ ) B RSk

Do WTFNDDBRDONTHE, TONRNATIVEREFLT, FL S, T e LRIT IR
RO, KA T ADOWEIE, BRAPLDOTNCAERAD, BENGHREETHDZ &,

Casirivimab 600 mg }2 U imdevimab 600 mg # 'V > ¥ 4 K& AW THT 5 (& 3), 3 mL
x5 mL ORY e L BT AL T —a s VA RE, 21 VD 1S

AVF I ATy —=—RNVAREMNET D,

KUY (B4R I225mL T8 xHd (& 358, vV Y4 KT XTEFERFIC
S5,

Q07 —=YDNT VAT 7 —=—RV&E 25 7=V XL 27T 7=V O FEHNHAEHIERY %2 5,

AREIIBIERZER LT Z2niew, L2 ) U OIRELICREICHWS Z L, B
IR 5 TE 7254, casirivimab & imdevimab ZiHHRL L7- U P13 2~8°C (36~46°F) O
IR C 4 BFRE LN, i3k 25°C (77°F) ORI T 4 BEHIUINGRE T 5, BB FE L7725
&, BERIZV U YK 20 0 L S TEIRIZT 5,
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£ 3 K T:E5H casirivimab 600 mg & U imdevimab 600 mg 0 5 &4

Casirivimab 600 mg & O imdevimab 600 mg % VU AR T RS

EL

Casirivimab ARDEB DY DI, IRB T2 0 k2.5 mL
KO imdevimab O& &/ NA 7 VOfER FIRERLD,

Casirivimab : 2ARO{ER] DO U I,
IAR B 7= 0 ¥EHR2.5 mL & B D,

2)

Casirivimab . s
K O¥ imdevimab DOERI/NA 7 VOEH + Imdevimab : 2ROfEFIO D 21z,
IARD 7=V IEIR2.5 mL k& LD,
VUV ERMAST,
ETESAO#ES

Casirivimab 600 mg &% " imdevimab 600 mg Z#&5-3 2356, U Y4 R (& 32HW) 24
W, KT EHNAICHRT S,

KER, ERioZM, OIEE OB 2 A > F [5 ecm] #FR<) 12, ZNEEHETNL
% CHifgE L CR PR Z1T 9,

TITA T A LT DL,

B 1ES 21T 9 BRIZ I, casirivimab & imdevimab 45 2.5 mL @ 2 F{ES O ME %2 Z20F 5 72912,
REERIX DU A&, KBE BB, FREOEM E 5T CTHEST D 2 BRSNS, KEOEE, 8
1%, T8, UTHHE O B 2 53T S LT 72 &0y,
HENBIIREZERICE=2Y 7L, Dt | HEITRE2BET 5,

FIfiz B U A

REGEN-COV (casirivimab /% 0" imdevimab) 1ZLL T OATER AFRHETH 5,

2 DOPLK casirivimab & imdevimab % 1:1 DR THEANZ L7z 1 KD/3A 7L, Casirivimab

& imdevimab DA HNE, PHEHIZE E 720, EHLLDOTNICREHO, A SIREED

WHBECTHY, ROXIRETAFTTE D,

o EHAI:10mL 72 Y casirivimab 600 mg } 0¥ imdevimab 600 mg (1 mL & 7= ¥ 60 mg/60 mg)
DHRIE G A T L

&R D /SA T NAZN > Tl 2 OFURERIE T, HBIDOH— h oo by 7 Tt Esh s 2 &
LD,
e Casirivimab 1%, BHIEAIZ & £72\, BN DO TITATEH O B ) 5 98 55 4, 0 HE B VAR
THY, WOLIBRITATTE S,
o JEHHAI : 300 mg/2.5 mL (120 mg/mL) 131,332 mg/11.1 mL (120 mg/mL) @ H[E§E 5.
INA TV
e Imdevimab 1%, BHERIZE £\, FHMNSLOTNICRFERD, A7) HEREGOEER
T"THY, WOLHIRBETATTES,
o JEHIAI 1 300 mg/2.5 mL (120 mg/mL) 131,332 mg/11.1 mL (120 mg/mL) O Hi[a]# 5
ATV
¢ REGEN-COV D& 5,3y 7121, casirivimab [REGN10933] 1,200 mg % U" imdevimab
[REGN10987] 1,200 mg NEEANTWD [H75 RER R Y R Tk (195) =4,
Casirivimab & O imdevimab O/NA 7LD T~V NI — F DT ~)U%, FEH0
\Z REGN10933 }2 O REGN10987 & /R STV D AIREMEN B 5,
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5. EERUVEESEIE

REGEN-COV (casirivimab &% 0" imdevimab) DK T —# IZfE 531 T 5, REGEN-COV Dfif
LT, ZTRETICHREINTOWRVWEERAEFECTHEDEEFTLDRELT 5 e
MR 5,

514 T7F7473F—RUVFEAICEHELEZRICZETBEUE
REGEN-COV (casirivimab } (¥ imdevimab) O 52XV, 77 4 FF%F v —%EGirEE/ME
BUESOG S STV 5, BERIICERZ2IBEIMESINCT 7 4 7 % 2 — OEEOE R N 4
U7=A0E, EbiIcEE2M kL, WY RERE O/ SUIKEHRIEZ AT 2 2 &,

REGEN-COV DO5IZ X0, s K OV £ 24 RE ] AN IC S BEE U 72 BSOS DT BLS TR
DHENTWD, IS DORISTEE I AEmE G T wietEnd 5,

TEANZBEE L 72 ROS OISR IZIZ L T AT 6 b,

o EEN, MPORINEE, BRSRRLANELINE, EUE, ELO, ANIEIR CLEME), SR, Rk ), M
XIFHIEARE, B, AR L, B, SUESOREE, ([RiE, mifE, mAETEE,
WERIRES, SERRIS 22 & OFEIE, X O FEIE, B, M RGERREIEROS (RAFSTRTOIRRE,
Kihip &), FEWEDE W, WYy, RBIT [BARILLEMEDOER) 6.1 7)) ZH,

EANCBE L2 OENECTEEEE, EAREZES S50y 5 2 L amatl, @l
IR O SUIEFRIEEAT D 2 &,

F72, BEAFEHATF IO FToO REGEN-COV O HIZ L %, % 4ML BB L Tob o
WEUE SR DR BN STV 5,

5.2 REGEN-COV # 5 DERKHIEIL

REGEN-COV #5-1%® COVID-19DFRIEALNHE ST, FEN, [KEESEE XX
WEEDB, AEENR (OB, SR, R L), 57, Bk b & O O3ER 2
BT LAREMEDR DD, 2D DFEZO—ITAFER LI L 72> 7, 26 DOFEE ) REGEN-COV
O RIZBEET 5 & D72 DD,

COVID-19DHEITIZ L D L D72 ONIARITH 5,

53 HFEE®COVID-19EBFIZEITHARRT 4y FDRFRE ) R OAJEEM
COVID-19{Z X » ABi L7- 3 Ti%, REGEN-COV (casirivimab } (% imdevimab) (Z X %75
DRFET 4w MIRD BN TV 722V, REGEN-COV @ L 9 72F / 7 o —F /LHifki%, COVID-19
IZE D ABEL, EtERERE TN TR 2 E 5 BF IR S 5E, BRERZ B
HAREMMN B D, Lo T, L FDOHEE~D REGEN-COV Offi IR S TWARW [T S
AL DHIR) &2,

e COVID-19 12L& W ABEL TWAEE, XX

e COVID-19 | & v ik a= BT HEE, XX

e COVID-19 |ZBFH L2 W AR BRI L 0 RISz » TEEREILEZ 517 Tk Y, COVID-19 12
Lo TR—RT A VIFICEEFRIREO NN % B4 2% B,

19/34 ~—



6. ERMLTREEDERN

6.1 JARERIZHITHEER
AP K OFEABEFH OB E Zxt S & L2 TlX, 2K T9,0004 % 8 2 2 #kE n
REGEN-COV (casirivimab } O imdevimab) & EHIEL 21T 7=,

REGEN-COV (casirivimab } (" imdevimab) D%Zz414(%, COVID-19% 3&4E L 726,3116] D44k

(FEABR) BEZEXSRE LIZE123F R TH D COV-2067: 88 DM B ST D,
ZORBIT, WAL, “EHER, 77 B RMRERRECH Y, ARG B UNICRAE
FRELL C SARS-CoV-27 A /L R EGL 36D TRtk & HIE Savdz, BREED O LD COVID-19
EHTOERE AR L LT D, ZORBROFE3HH T, casirivimab 600 mg & U imdevimab 600
mg (n=827), casirivimab 1,200 mg &% UF imdevimab 1,200 mg (n=1,849), casiriVimab 4,000 mg K&
¥ imdevimab 4,000 mg (n=1,012), XIZ7F TR (n=1,843) ZPEERE (IR SR EE L71-,
REGEN-COV |, casirivimab 4,000mg /% (* imdevimab 4,000mg @Fﬁ =Tl ntuj‘ éﬂ’(b VRN,
Casirivimab 1,200 mg } U imdevimab 1,200 mg {34 EUA O | Tl SN rotz [JEED
FERK NEUA DZES117E 7057 —4 (18%) 2HF),

23R O AT TIX, REGEN-COV Z@aSn-HEXIFn Lo THE L
7242060 OERE D 5 H106] (0.2%) (27 L— R2LL EOBEFEE O FECEE LK (G5
EALEMBKRREREH D LMl LB ERR) BDRBO LN [BFEROVEEFHE 6.1H) =
H]

BIRTIE, F1/2/3F5 5723 T, REGEN-COV 8,000 mg % £ 5- L 723f1 &, casirivimab 1,200
mg % (% imdevimab 1,200 mg % #5- L 7= 1512, EAICEE Uiz FERIS, & 9 FEE, W14,
FE, Bk, MEBRchuEk, B, WEM, B MAEBLL, FORR, SEEZKARNITIEL
Teo FBRITITNTHEE LT [BELVEEFE B1E) M,

REGEN-COV Z#& 5 L7-#BRE T, BER 70 7T JMIBWTT T 7 4 7% —an s X
NTWD, ZOFELE, S THRIMUNICSEY, Dl tbifcaex7 ) &b
COMBENNLETH- T, ZOFERIIEE LT,

G027 ME, AT NExSE L TReh R OSRYERE 7 0 7 v A L& F L 7=,
VLA, “EHER, 77 B R RREBR TH 5 HV-20937888 O AT #5 F 12 £5-3 < . REGEN-COV

(n=729) X% 7" 7 7K (n=240) (23:1 THEAEZ | ZHBR 5 2 E] U {417 7=, Casirivimab & (¥ imdevimab
FEL 7T BROEFITEB T, HERER 5ZICENZI012% % O4% DR E (RSBSOS 378
W B ALz, Casirivimab }2 OY imdevimab #£D R T 510 L 550 022N RIL, COV-2067#
BRC o SMERE CRRO b= Z et L R TH - 72,

7. BEEZSVUJICEHT HHRESEE
N TPIEE 2RI E =2 ) 7 L, Wil SUIR T REGK TH D2 L b IRFITES 2
BRI D [BHERNEEFH B1R) RNGERIZEIT SiEk 6.17) M),

8. AERNRUEBEEBROBEEMHRVHRESE

REGEN COV (casirivimab X% O\ imdevimab) DO Z2M: %2 3L+ A BB EITI CTH D [2F5H
L EIEDERG (61H) M,

20/34 N—



REGEN-COV Offi #1253 Bl L, REGEN-COV [ZBE#H T 5 a[REMENH D EE X BN DT T
DOFIGEFE N NEE R EFEL A WET D720 D FDA MedWatch 7 +— L DFLAITMLEATH
0, WG LIEEREEE MO UTEREE S DL LT EMThRiThiER 620, Zhb
DHEBERRLRL, FROBENOTEHLUNICHET DLERNH D,

CHERAEFRROERIIUTOBY TH D,
e L
o EfMEHENTHEFL
o ABESUIBEAF D ABEDIE K

o KBRS TBHE 2 fEE - BSEER RIS b D, A L < IXEH OETEHAED L IIC TZ
AR ALR N

o JEREE /HERVEXRIA

o WL, EmEEnTHES, AR, FEE, XM %15 < T2 O D RS UM I A

HENOTHEOAEEELNHEI L, REGEN-COV Off ICEE L T\ % & BbhbHa,
W U Tz IR e O SRR S 0354 LT, BL R O W3 400D J575 T MedWatch
74— AIZFEA LT FDA T2 M E R H 5,
o FUTALDIRON—UTHEZEIZFHRAL, BT 5 www.fda.gov/medwatch/report.htm, X
1%
o EERMEIANE A D FDA 7 4 — 24 3500 (https:/www.fda.gov/media/76299/download) (ZFCA
LTI Z &, REIFLUTOHETITI,
o Wk (MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787), XIiX
o Fax (1-800-FDA-0178), i
o #Eif (1-800-FDA-1088) T#EHAFH KT D,

EE : MedWatch I(ZAEFHOHRERBRZHRE T I, #FHBFRICOVTTZ +— AT
TIZEEAT D Z &, FDA IZHET 28I, FIEER D M OZETH DI Z LBREETH D,
T EEH .

o HEHEWE (BEOA=vx L, AEHARY)

o B4 2 REMEIE

o AR OYRROREIZESE T A FEH

o (FHEE

e REGEN-COV £ 5|25 5 A EHL DI BN

o [BIRMER YA L AREONEH

o  FHAROIRIF L ONBMOBHHEICET 21EH (MedWatch ERHIC AT RIREZR G A) . BTG
WA SNTHAE, BEHEICET 2 HEROBEHREITY 2 &,

UIFOFIEZ, REMOBHNILERIERZRIT HECEETH S,
1) &7 ar A, KRvyZ A1 [Patient Identifier (FBEFAT) | ICREDOA = ¥ LV EFTLAT
el
2) BV arA Ryr A2, BEOAEEH A I ERHETZAT S,
3) B2 arvB, Ry A5, FEROFEMETLAT D,
a. 147HIZ TREGEN-COV use for COVID-19 under Emergency Use Authorization (EUA) (8%
247 (EUA) @ FCo COVID-19 (249 % REGEN-COV OfEH) | EFAT 5,
b. %ﬁLM&U/Xiﬁ$$%%#ﬂ TGS D, ARRAGRIRD L N B Ak A A S
DIT0E, BEROAESES BRI T 2 MA MR T2 Z ENEETH 5,
ﬁ@ﬁﬁ?m%%ﬁ%%%bf<témo
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4 kBI7varG, RyrZ A1, R4 EEHRERLATS,
a. WMEFOEME THDHALS LT EREEE X EREME 2354 LI O K4 K O
FEFTLAT D,
b.  JREMEEED(ERT (BERIEME O A7 4 ADEFTIERY) 2L AT D,

9. TOMOMERTE
PR E M OV R R 1%, KRER A SEAEE OfERICHEVy, HHS Protect, Teletracking X
IKEERZ SRy hU—2 (NHSN) 2l UC, BRIGMMEOFIHT — & 2@E L g
IRHIRN,

& 512, FDAMedWatch 7 4 —AD 3B —%23_C, LITFICRHTDZ L.
Regeneron Pharmaceuticals, IncFax : 1-888-876-2736

T A —/1 : medical.information@regeneron.com

X%, Regeneron Pharmaceuticals |ZFEaE (1-844-734-6643) THEHEFERZMET 52 L,

10. BMHEEER
REGEN-COV %, 22o®DF / 7 a—F/LHifk (mAb), casirivimab & imdevimab 7>5 72 5 73,
INHOE 7 a—FAHRITE Y ST, F 7 v A PASOEER TRE Sy, LTe o
T, Bt SN D OFHZECT 7 1 A PASORER O FLE, FHEH], FEAICTHLOFHIE L OFEA
TERNAE T D A[REMEIXIEVNEE 2 BN D,

M. FRlGEHA~NDEE

11.1 1R
U AT DFEH
FRIEREE, W, XIIRHERKR RO ~FERIERIZONWT, EANCREHE L2 Y X7 23
s 57 —ZI1E+5I2I3F7E L2\, REGEN-COV (casirivimab }2 Of imdevimab) (%, EFERI72
NRART7 4y SPRHEL ORI KT AEIER 2 U 27 & ERIDGAICO R, ERPICERTS
&,

Casirivimab & imdevimab % H 7o FERR R AEFRFEMERURI T SEME S v TRy, b MRIHRRE
N7z casirivimab & imdevimab OFEAEAR ZZROGMERER TIE, BRIRIIZIEE SN RS 3R S
nienole, B M ue 7l o Gl (IgGl) HriRIIBEEMZ @R T 5 Z EAmoitTnd o
¥, casirivimab } (" imdevimab 1%, R85 BEHOMRIEIZEAITT 2 AlREEA & %, Casirivimab
& imdevimab OBATORIFEMEIC L - T, BEFORIITIHEELEOREX T v U R BRAT
HINE D IIARHTH B,

SR BEEMNCE T D ERERBEE M ONREOHEE Ny 7 7T 7 U RAZFARHTH D,

T RTCOMEYRITIE, FEREE, WE, XXZOMOBEERRFONY 7 77070 R RTR3H
%o KEO—REMTIE, BREAICTRD HIEIRICRIT D E22 00 KB K OREDHEE X
77T R ATE, TNEN2~4%L DN5~20% T D,

11.2 &3,

U R 7 DB

Casirivimab & O/ X imdevimab @ & N FiHt T E I HICEBIT 2 HE, BALREOAL R ~D
WA U PEAE~DORBICET 57 — & 1372\, BHAD IgG 1Tt MHLIHFICHFEET H 2 &
DENHNTWD, FEFLAEE DT E KO FOF AT, R0 REGEN-COV (casirivimab &
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Y imdevimab) (2% 2 K Fo B O REGEN-COV <P REEL O Hfbyk BBz L 5 REFLe S
DFIRA~DOEER 72 BB L CEBE T HIVLENH D, COVID-19THEA L TWAIRILF DL
ML, LD COVID-19IZIRER L7eW K 912, BRIRTA RTA4 NS T ENRETH D,

11.3 /NR~ADEH
REGEN-COV %, 125 SUTARE A0 kg A D/NLEE ~OMEHITFE SO HiuThau,
Casirivimab X 1 imdevimab OZZ2M K O &hENL, #EITHOEBRT, NNEEOFEHORE %
K E LMt Th 5, HERE SN DR EIET, 1280 B >R B 2340kg UL EDOBEICBNT,
BRATRD SN H O & FFRRE O casirivimab & 1 imdevimab D MiEEEZEL> L 7- 59 L FHEIN
D%, ZAVUXFRRREOKREORK AL COV-2067768 & N HV-209338 8k (LA AN HNTZ729 T
H 5D,

11.4 SEHE~DFEH
COV-206755k CHEAEA{L X172 SARS-CoV-2/&G B E4,567H1D 9 5, 14%H365m LA L, 4%7)3
75 LA ETdh o 72, HV-2093588 THAE AL SN72974611 D 5 5, 13%M3655% LA E, 2% 755 LA
EThot-, BEREFE LB LI-GED, BEEBREFIZEBIT 5 casirivimab & U imdevimab D34
FRE (PK) OEVNIARIATH D [JE5E DR O'EUA DZEf I E 225 7 —4 (18.118) =/,

115 EREEESE
Casirivimab & 0" imdevimab [FJRHIZE DO F FHEH S 7729, BFHEEERE )Y casirivimab M
N imdevimab ~DBEFE &I IHEL 52 5 Z LWt E 2 N5,

11.6 FFi&aefES
Casirivimab &% 0" imdevimab @ PK 2% 3 5 AR RERR E DR EIIRHTH 5,

11.7 TN GER
FOMOIEE (PR, A, (K&, EAOEMELE) N casirivimab & ¥ imdevimab ¢ PK
I THBIZIRHTH D,

12. BEKRE
WEPRFABR ClE, #%r=8,000 mg (casirivimab & imdevimab 23 11Z414,000 mg, HELEH B D3fE
) O¥EEITo7-E 25, HEHIREETERD Do Tz, BEEREDOIEEIL, /N1 XL
PA L DE=H ) TROBEDOHERREDOBIE 7 EO— 72 XFFRIETITHIREThH D,
REGEN-COV (casirivimab }2 0" imdevimab) i &5 1Z%F 3 2 K€ O s dIL 720,

13. B R DEHH
Casirivimab 1%, & s/ v 7Y > G-1 (IgGl) €/ 7 n—FAHiik (mAb) THY, Fx
A == ANLAZ =5 (CHO) flfaffELs a8 CH#L 2 DNA HIRIZ L o> TR &7 2K E
B{L2ROBESIN B 72 5 AREE~T B IURIKT, /3813514523 kDa TH %,

Casirivimab JEANE, BIERIZ & £, ERNLDTIIARERO, ) Hikd A0 M
BRI CTH Y, HELEEEFFER A TV A->TW5, 78K L T300 mg2.5 mL (120 mg/mL)
N1%1,332 mg/11.1 mL (120 mg/mL) DO¥EHRIZ L, imdevimab & 5 L7 T iuid7e 57220,
AT NVORRITRIKRALT T v 7 A% L TR0,
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Casirivimab : 2.5 mL O IZ, casirivimab (300 mg), L-B AF > (1.9mg), L-BE AT
Vry kY 27mg), AU VAX—1K80 (2.5mg), A7/ Hr—A (200mg), LKW
WK (USP) & END, pHIZ 6.0 ThH D,

Casirivimab : 11.1 mL O&¥EHEHIZ, casirivimab (1,332 mg), L-E AF 2 (83 mg), L-b A
FV st K (121 mg), HYU Y L_— k80 (11.1 mg), A7 z—A (888 mg),
KOS K (USP) & END, pHIF 6.0 THD,

Imdevimab (%, B k I[gGl mAb TH Y, F¥ A =—ANLZXZ—IIF (CHO) HifufgEissE <
FHHE 2 DNA HATIZ K o THERLS T2 2AR O EH E 2RO 72 2 ILEREE~T v W &K T,
S E1349144.14 kDa Th 5,

Imdevimab {EHFNL, BIEAIZE 720, BN DTS RER O, Bfah 6RO M
FIAI T, AEFEH R 5, T A->TED, #R L T300 mg2.5 mL (120 mg/mL)
N1%1,332 mg/11.1 mL (120 mg/mL) DIFIEIZ L, casirivimab & 5 L7 T uiE7e 57220,
INATNVORRITIRIKRALT T v 7 A% L TR0,

Imdevimab : 2.5 mL O&EHH1Z, imdevimab (300 mg), L-t AF > (1.9 mg), L-t AF
Vvt KT 27mg), WU YV AR—E80 (25mg), A7 1—2Z (200mg), K
HH K (USP) BEEND, pHIL 6.0 TH D,

Imdevimab : 11.1 mL O, imdevimab (1,332 mg), L-EAF Y (83 mg), L-EA
F UL — KR (121 mg), KUY VY A_—180 (11.1mg), A7 2—AZ (888 mg),
R OVES A (USP) 234 %15, pHIZ 6.0 Th b,

REGEN-COV _(casirivimab & T} imdevimab ¥8¥%) HHAIL, PEAZ2 S E 720, BHNGD
TINCARFBHD, AN SREOOBEERIR T, AEFFEAEER G AL T A-TED,
FWRLUTHWD, XA TNAORITKART LT T v 7 A&FEH L TR0,

10 mL O&IEHEHIZ, casirivimab (600 mg), imdevimab (600 mg), L-tB AF T (7.4 mg),
L-b AT ¥ —HERE—KF (10.9 mg), A U Y /L~_— | 80(10.0 mg), A~ 17— A (800 mg),
KOVES K (USP) 93& £ivd, pHIL 6.0 TH D,

14. BRERZEIE
141 1EFR¥ERE

Casirivimab (IgGlx) & O imdevimab (IgG1A) 1%, Fe fEIAMER S AL TV 2 O 5 1
FHHLZ v N mAb Tdh 5D, Casirivimab & U imdevimab 1Z, SARS-CoV-2D A4 7 2 LT ED
AR E R (RBD) OIEMETE F—TITHE L, MEEEHE KD 3T Eh45.8 pM O
46.7 pM T& 5, Casirivimab, imdevimab, M UN casirivimab & imdevimab ®f}f 1%, & F ACE2
ZRRA~D RBD Of& % HE L, ICsoffiXZZ4156.4 pM, 165 pM, K TU81.8 pM Th 7= [#
LB F S MHEIZ B TS R A5 =),

14.2 FEIEEA

COV-2067:ER CTlL, COVID-191THME L 7= RkiEE 2 %512, REGEN-COV (casirivimab & O}
imdevimab) % £33 H B D6.66f% £ TO H & (casirivimab 600 mg & % imdevimab 600 mg,
casirivimab 1,200 mg & UF imdevimab 1,200 mg, casirivimab 4,000 mg % UF imdevimab 4,000 mg) T
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At L72, REGEN-COV O~ TOMET, VA /AR EHKRERIIIESE, AL T
SEAH 70 H ESOGBAFR 3 HERR S 417=, Casirivimab 600 mg % UF imdevimab 600 mg O s §E & Y
casirivimab 600 mg /% UF imdevimab 600 mg ® £ T % 5-CiX, #5# D 7 1 /L A & (logjo= &'—/mL)
RIS Lc, 72720, SEIREH T 2 BFEOIRKICE T 2 T OFREREIZ OV T,
FR O NTZEERAE R DT — & Lvieuy,

14.3 EYHRE
Casirivimab & imdevimab XU\ 9740, H[ELSTHEEHEZ, REGEN-COV (casirivimab M Y
imdevimab) D% & (casirivimab 600 mg } (¥ imdevimab 600 mg 7> casirivimab 4,000 mg & O}
imdevimab 4,000 mgg) @ [ CHEMRKI N H RGN 23Ky EiRE (PK) 2R L7z, &HED
(casirivimab 600 mg } U" imdevimab 600 mg) H[E|FUGHEER D PK /N T XA —Z OEHIZ K 41T
NG I

& 4 COV-2067:tER T REGEN-COV O casirivimab 600 mg & U} imdevimab 600 mg % B [&] &=
#ERE L - D casirivimab & U imdevimab @ PK /X5 * —42 DEHY

PK X5 A —#! Casirivimab Imdevimab
Ceoi (mg/L) 2 192 (80.9) 198 (84.8)
Cos (mg/L) 3 46.2 (22.3) 38.5(19.7)

P ()

2 IRFH O GRS T IRFO R

PIRBRFEMGTEE TER SN RGN B28H% 29H B) (2D bR

Casirivimab 600 mg /% U imdevimab 600 mg ® Hi[E ¢ #2594 D PK /X T A —Z OER A K 512

Y,

& 5 REGEN-COV M casirivimab 600 mg & U imdevimab 600 mg Z#HEK F#&5 L1-%D
casirivimab & U} imdevimab @ PK 785 X —4 DE#

PK /X5 A — 15 Casirivimab Imdevimab
Crmax (mg/L) 55.6 (22.2) 52.7 (22.5)
tmax (H) 2 8.00 (4.00, 87.0) 7.00 (4.00, 15.0)
A([fncgfé D 1060 (363) 950 (362)
A([fncéffH/L) ; 2580 (1349) 1990 (1141)
Cos (mg/L) * 30.7 (11.9) 24.8 (9.58)
R (H) 31.8 (8.35) 26.9 (6.80)

P (Y )
> el ()

3 AMEER ST DY AUC e D20% A D HLERE 12 DUV TR S VB

Y EENB28H% (298 B) TR DR
5 1200 mg DR F 512 K % casirivimab & O imdevimab 248514 O IfiL 15 H A3 (Caa)

Wzs) 1%, ThEh225 (11.0) mgL K050 (16.4) mg/L
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il 72 4L

Blx I db e & (i, &P%U NHE, (K, REOEERE, AHERERE 2 L) 28 casirivimab M
N imdevimab @ PK (2 M3 5228 ;‘CTED?“C%%% 185369 kDa %ﬁzé mADb | LB R A 52 1
BWZ ENRHOLNTWATZD, BHEEE X, casirivimab &% () imdevimab @ PK |Zs2#% 5. %
W THEINS, FERIZ, BTD casmVlmab KON imdevimab @ PK |Z52% 5. 2 7 & 4R
SNb,

K etH AAEH

Casirivimab & % imdevimab 1%, BfHEME 419, T F 7 v A PASORERIC L - TRET SN0
mAb ThH D, L7 -> T, BHEIND0FHIEST 7 v A PASOREE OIS, A, FHEA]
THHUHIE L O AASERAN AL D AREMHITRWEE 2 b D [(EYHEEN 105) M),

15. WAEWZE /THHEIZBET 515k
Pl A v ATEVE

Vero E6GHIIEIZ 31T 5 SARS-CoV-27 A )L AHFFNT v A 28T, casirivimab, imdevimab,
K ¥ casirivimab & imdevimab O 1% SARS-CoV-2 (USA-WA1/2020455EfikR) A HF1L, ECso
fEIXZENEN37.4 pM (0.006 ug/mL), 42.1 pM (0.006 pg/mL), 31.0 pM (0.005 pg/mL) T >
7=,

SARS- COV-zx/w B Ry h RS Tz Jurkat BERUMIE A IV T, SRR AR AL
PRI E (ADCC) K OWUREAFEMIfu & & (ADCP) % #Ffi L 72, Casirivimab, imdevimab,
KON casirivimab & imdevimab OffHIE, & hFF 2T 1FF7— (NK) =7 =7 ¥ —HifEiz X
- T ADCC ##41 U7=, Casirivimab, imdevimab, M U} casirivimab & imdevimab OfffHiZ, b
h~27nm7y—2k->T ADCP %4 L7-, Casirivimab, imdevimab, M T casirivimab &
imdevimab OOFH X, MIE—R2ADT v A CTIEMHEEFEMEMIREE 2B Lo 7,

PUARAF IR G 78 (ADE)

Casirivimab & imdevimab 737 A /L A2 A& 93 % W[ HEM: %, SARS-COV-2 A /A 7 & 23
BaATHBEOMB 2 AKEEONE T A LA (VSV) T A VARRRL T (VLP) ERARGEL
TR I B VT, TNZENOF R ECsofEl OFI107% K0 O mAb J&EE CTREE L 7=,
Casirivimab B3 5 TITEMITE U dy > 72723, casirivimab & imdevimab O {f &% 5 & O
imdevimab B¢ 5-TlE, FeyR2+ Raji ffifi & OF FeyR1+/FcyR2+ THP 1Al ~ DA% D VLP DI
ANZBA U2 (ST O RIEY R 1L, imdevimab HLH| TIEZ 7L 111.34% M 100.24%,
casirivimab & imdevimab T‘ 1L ZF0.69% K TR0.06%) 73, 7Bk 2 L 7= fh O Hifa sk (IM9,
K562, Ramos, U937#lifid) TIXFRH LI -oT,

Bl A L ATt

Casirivimab & imdevimab O ff &G ZMiMEEZ RT U A NV AERKNBATLHZ LI2LY, 1A
RN T DIEMN Y A7 B35 5, AFT HEFERIE 1L, BREOEREEZ BT 28, 7
— 2 NAFARETHIIEZ DHE TD SARS-CoV2ERIKDHRREEBESTHZ &,
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Casirivimab /& imdevimab L Z D IFTE FIZEU T, SARS-CoV-2A /A 7 X LX) G 2
— R L7zM# 2 VSV Ofiassg el Lz & 25, = A — 7 ERIKNFRE SN0,
casirivimab & imdevimab O OFH T C2EIFE L7-5E121E, = A7 —T7EBEEKIIFEE I o
72, Casirivimab HAFI 5126 2 R HENME D - 72 B RAKIZI1E, K417E (1821%), K417N (7
fi2), K417R (611%), Y453F (438(%#8), L455F (80f%), E484K (25(%), F486V (438,
Q493K (438f5HR) IZA/NA 7 2 NI EDT IV BREBRNSH D OMNE EH TV, Imdevimab
BRI 50T DS M DME D - T2 B FLRITIE, K444N (755(588), K444Q (5481%H2), K444T

(1,033f%5#8), V445A (548f5H) DB BEHULNF F4L Tz, Casirivimab & imdevimab O
BeH- T, K444T (6f%) & V445A (51%) i@ L 7m 2 BARA~ DS ERNMED - T2,

FEER SARS-CoV-2 CRIE STz A XA 7 &2 X7 G FARE 43 2% VSV VLP 4% % Flu 7=
7T v A TIX, casirivimab A5 (Z%F T 2 B MK o 722 BAKIZIE E406D (511%),
V445T (107f%), E484Q (19f%), G485D (5f%), G476S (51%), F486L (611%), F486S (715f%
#), Q493E (4461%), Q493R (701%), S494P (51i> DEBRIEOH D HONEENTE Y, imdevimab
AR 59 D S MEDME D o T2 B BARIZIE, P337L (5%), N439K (463f%), N439V (41%),
N440K (28f%#8), K444L (153f%), K444M (1,5771%), G446V (135f%), N450D (9f%), Q493R

(5f%), Q498H (17f%), P499S (206f%) DEHURDH D H DN E EN T2, G476D DiEH
K1, casirivimab & imdevimab OO 5 IC 2 (4fZ) L Tu\i=,

Casirivimab & imdevimab [%, HAIHK G THLOFHKE G TYH, B.1L1L7RHE GRER) TROND
FTRTCDANA T Z NI EOBEBREIBLT 545 VLP, O B.1.1.7%2#°% O OEER R
MTROND N50IY OHZI BT 54 VLP (1259 2 PRiEE 2% L Tz (F 6),
Casirivimab & imdevimab OB EIX, AL 7 X X7 EOT R TOBEBME XL B.1.1351%
BT 7V AR TR OND K41TN, E484K, N501Y D& B A2 3B 4 5145 VLP, IO

[T _RTD RN, 7B BOBEBBRIKIL PIZRHE (77 O08) TR LN D R ERRIK
K417T+E484K WX L CHREEZRE L T, EfRo L 912, imdevimab TiL 72 <
casirivimab HLAI# 5-T K417N X3 E484K Z F8 819 2 {458 VLP (257 DG MEAMKD - 72, E484K
BRI, B1.526%# (=m2—3— 7)) TH R 535D, Casirivimab & imdevimab 1%, HIET
HOFH T, B.1.427/B1.429%%E (B 74 L=7H) TH 5D L452R BEHRIZR 25 0
TEMEZRFF LTz, Casirivimab & imdevimab 1%, BEMTHHFHTH, B.1.6172%% (£ K
) THRON D L452RAK4AT8T (EH R % R EBL3 2148 VLP ([Zxd 2 FRIEMEZ REF L TU e,
Casirivimab & imdevimab (X0f ] C, B.1.617.1/B.1.617.3%#% (1 > NI TH 5115 L452R+E484Q
EHR A2 BT 548 VLP ([ZxF3 5 R EZ REF L Tz —F, imdevimab TlE 72 <
casirivimab HiA# 5T, FLOD B484Q 3BT 545 VLP (257 5 FAINEMEDME D o 72,
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& 6 Casirivimab & imdevimab D% 52 & % SARS-CoV-2ZEEB AN BRI 1 )L AHHI

FhiT—4
ARG BN EBEBEERT D HER LT EREREK BEHEDORFDOET
X
B.1.1.7 (J=[EH) N501Y? AL
B.1.351 (Fd7 7 U A7) K417N, E484K, N501Y® ZEAp7a L
P1 (77 YA K417T + E484Kc a4
B.1.427/B.1.429 (1 U 7 4 /L=7 1) L452R ke L9
B.1.526 (==o—3— /7%l ¢ E484K ke L9
B.1.617.1/B.1.617.3 (A > K7) L452R + E484Q AL
B.1.617.2 (1 FAl) L452R + K478T k7L

a

HARANA 7 B R G RZ BT D48 VLP 2388k L7, BRIKTIE, BAEMA A 7 4
VRTENS DL T DAL R oD o 77 1 del69-70, dell45, N501Y, A570D, D614G, P681H,
T7161, S982A, DI1118H,

BHARANA 7 B R G RZ BT D48 VLP 238k L7, BRIKTIE, BAEMA A 7 4
VNI DLLF DN R o0 - 7= : D80Y, D215Y, del241-243, K417N, E484K, N501Y,
D614G, A701V,

BHARANA 7 B R G RZ BB D4 VLP 238k L7, BRIKTIE, BAEMA A 7 4
VONTIBEINS DLLF DN R, oMo 7=« L18F, T20N, P26S, D138Y, R190S, K417T, E484K,
N501Y, D614G, H655Y, T10271, V1176F,

AL L RS MEDIR T 265 00T,

= a2 — = — 7 RO TR T OSBRI E484K B #1385 DI TidZawy (202142 H BIfE)

7 VLP OF — Z N ERERG & DO L S IZHBE L T A NIRHTH 5,

COV-2067ERDHIE] T — & TIL, 1DDOZEEIK (G446V) D 3 ef SLIBART-BEEE 15% LA 1 TH
HLTBY, ZUIXZ VAT RESIT — % D 5666534 TZENEN1DDORES TR S
T2 EWmREnTe (77 B AREEKL O casirivimab & UY imdevimab 2,400 mg # G- TlXN—2 7 A
VIRFIZ26, casirivimab } OF imdevimab 8,000 mg £ 5-#ETIE25 H BIZ141), G446V 4 HAKIE,
A7 VSV VLP 1 17 v A 128\ T, imdevimab (Zx]d 2 M B AT L 0 13570 >
72723, casirivimab B 5- & O casirivimab & imdevimab O3 51264 5 sz BT AT L T
Ay

Casirivimab & imdevimab O {f FH#&5-12xf 9 2 MBS 28 AKX, SARS-CoV-20D 52 RS A58
A FER) &9 2D mAb (256 U CAS MM 2 7RI AT REMEDN & 5 o F DERIRI 2 BB IR TH
é o

S UG D P

PFURDEEIZ XV, SARS-CoV-21Z%9 2 WNIRMED S UG ES L, BEDFRE L7 <
RAHALWHHER FOY X083 H 5,
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16. JERRIRE T4
Casirivimab & imdevimab % W\ 728 R ME, @inmtE, AFEBMEORBRILSEm I TV,

D=7 A PNt b LI-EERBR T, casirivimab 1 imdevimab @g%ﬁﬁlﬁli&ﬁﬂ%a ZEIVE
MR oo To, AFETIZROAFET R (AST LT ALT O 72 —itEo FA) 233
LT,

b b A K OVIE VAR 2 AV 7= casirivimab & imdevimab DFHRRAS 7 S ME ek Cik, FREERY
WA SNAHAITBE S o Tz,

17. BB T 5EBEHR VAT —4

Casirivimab & imdevimab O ff % 513, SARS-CoV-2EIHED T 1 7P N ) 7 o F—)b
T UNDAL —DIFETET VTR S LTV 5, Casirivimab & imdevimab %25 mg/kg X 1%150
mg/kg TT A7 W (BEERE  n=4) [JEEIBRIBRBNTIHARE LA, &AL
EOT YN T, AfE4H HORIFEAA T 7 L OAERA T THO T ) AR O T7 57 ) 2D
A JLA RNA 251~2 logiold LTHEY, FIvRz2HE L7 7 YL & il L CojRER
Pt JL2ME L Cu 7z, Casirivimab & imdevimab %5 mg/kg & 850 mg/kg D FHE T/NAA X —(Z
B B RICIRIREN TR G L2 2 A, 77 8RR LIz LA X — L bl U CIRE R
DI IR0y, RO T A NV A BT RN RIIA bR oz, ZThb OFT RO
KBS A~OE AT A TH 5,

8. BRODERR UV EUVA DE[ITELET—4

18.1 BEMNSHEED COVID-19 (COV-2067)

Z® EUA ZHEfHT 557 —#1%, COV-2067 (NCT04425629) FRER D E51/2/340 D bt (2 5
SNTW5, ZoRBRE, EEAL —HER, 77 EAMRERKRBRTHY, BENDPE
J£ @ COVID-19 (COVID-19DIERN™H Y, ABE L T 72\W) EBEF DI~ REGEN-COV

(casirivimab } O imdevimab) OFEAICOWTEHMHL 72, =dh— FUZIE, ABRRLTREHY, &
JEFE R LI D COVID-19ER N 1oL, Ed D i N B & %8k L7=, SARS-CoV-27 A /L A&
etk & E ST B3 HUNICIER 2 Bldh LT, B3/ 0 BB AA R IEMAT DY BRE 1%, 2

BT L OIS, HED COVID-19THITT H U A7 BEn & 9 FIEZ 72 LT,

Z OFEIMAER T, BEED COVID-190 U A7 [N 12oLk Ed 54,5676 %, casirivimab 600
mg M (Nimdevimab 600 mg #f (n=838) , casirivimab 1,200 mg & (¥ imdevimab 1,200 mg #f (n=1,529) ,
casirivimab 4,000 mg X U imdevimab 4,000 mg #f (n=700), X377 BAREE (n=1,500) (ZHEAER
ket = VR B NG R=AEI PSR 3 S By i %3*9%%1%5#@ REGEN-COV ® &%, 4 %474,000 mg & 1,200
mg DRI CTH 72, LML, 1/219@%%& PERRHT C45E% 5y O F 84,000 mg & 1,200 mg 73 [FI4%
ThDHIEIREINIZZ LICHSE, FIHTIEANT1,200 mg & 771K, %7600 mg &
77w R EEST D K O ISR R E A S uto

be#giE, REGEN-COV DORFE DM EIZHEIE2 IZHI O AH T 7o gk &, RIS 77 2 ARICHID
T b & TiT o7z,

URZRFPIDOL LD D EEAL SN T R TOHEREIZBNT, X=X T A VREOFHnH
A0 (HEBRTET D13%723655% LA ), HEBRFE D52% 03 2ct, 84% D3N, 36%A3E A=
IRXNLTT R, SUNBEBANTH -T2, X—RAT A VRFORERT — % 0353 b LT T
15% CHEE DIEIR, 42% CHEEOELR, 2% TEEOERZEL O, 2%BNEERTH Y, JiE
KOG OHPRALIFIH, X—R T A VEEOE T A )L A E1$6.2 logip= B —/mL ThH o7z,
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NR— 2T A VO BEE 2 L OVEEEMIX, casirivimab & Y imdevimab ¥ 58 & 77 iR 5
BEL TART U ANEIL TNV,

TR IE H X, EAEALOBICSIFEE (NP) AU 71545572 SARS-CoV-2 RT-gPCR D
FERMNBEIET, BEAED COVID-19D U A7 KNI Ed H888F (T7eb b, EEZORKK
DFFHTRIGAER [mFAS]) 1238\ T, 29H H & TIZ COVID-19B8# 0> AR X IFFER % [ 72\
SETCN A LA B3 EL U724 oIS & L7z, mFAS TlE, F4 (29H H % T COVID-19R5:#
D ABENTFEIR % (B30 72 W FETD) 1, casirivimab 600 mg + imdevimab 600 mg % 5-#F Tl 741 (1.0%)
THRILLIZOIZ L, 77 B RFRICFERICEES (LS L7 giRE Tid24f] 3%) Thh, 77
EARREL D COVID-19B8# O ARt IFFEKR & D72 W T 2R3 70% D72 &R RS 7

(p=0.0024), FHHIX, casirivimab 1,200 mg + imdevimab 1,200 mg # 5-#£ TiX1861 (1.3%) TH
LDkt L, 77 BRI RRHCBIE A L S LR Tidel] (5%) Thh, 77K
BEL D 71% D720 2 L AURE T2 (REGEN-COV #£1%2%F LT 7 B REES%, p<0.0001), 1,200
mg OfEHTClE, REGEN-COV #f& 77 B ARBETENZENIHFINLTE L (p=1.0), 2,400 mg DfiE
HrTi%, REGEN-COV Rt & 7' 7 EARBETENZNIH] L3FIH T LTz (p=0.3721), &K T
1%, H & casirivimab 600 mg }% Uf imdevimab 600 mg &, casirivimab 1,200 mg }% U® imdevimab 1,200
mg TiX, FIREOHENBO b, HEDRN W EXRENT, LzR->T, KEUAD
TCl%, M casirivimab 600 mg }% U imdevimab 600 mg 2332 7] S 41, FI& casirivimab 1,200 mg
J% O imdevimab 1,200 mg 1TF8 A S72< e o7z (F T2, FEHRIE, N—2 T A VRO SIRHEE
A NLAEN06T E—/mLETH D Z &, UTMIELAPREEIC L > TEESNT-HBEDOY 7/
N—THT—E L T\,

&7 29BBETIZCOVID-19BEDNARRIFFERAZMH A NFRTAFEE L -HBREDEE

Casirivimab 7 ¥R Casirivimab 7R
600 mg + 1,200 mg +
imdevimab imdevimab
600 mg 1,200 mg
(F#1E) (F#1E)
n=736 n=748 n=1,355 n=1,341
UL EDFEGHFEE 7 (1.0%) 24 (3.2%) 18 (1.3%) 62 (4.6%)
L 72 g & o
(COVID-19R8# 0 A
Bt XX BE IR % [ 40 72
VVELD)
UAZIKTHR 70% (p=0.0024) 71% (p<0.0001)

REGEN-COV O 512XV, XR—=ZAF7 A4 Vb THEETO LS P A L A& (logio2 B —
/mL) 2%, 7°Z &R &g U CREEHFERIICAH BIZIA L7z (casirivimab 600 mg } Y imdevimab 600
mg T-0.71 logjo= E"—/mL, 2,400 mg T-0.86 logio= £™—/mL, p<0.0001), J8~*1%, mFAS %[
IR, ROR—Z T A D7 A )L AEHN1062 B —/mL BBOPEERE R — A T A TG G
PTHoTWRE R E, MoV 7 7L —7THROLNT, lx DHET B LR NR
B, HAERN W ENRENT, 11X, 15H H £ TORKH 72 SARS-COV-27 A /LA
BOR—=AT A O OFEENEEZRLTND,
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1 R=XF34 N B15BEF TOD SARS-COV-27 1 JLRE (logo3d E—/mL) DZ%Efk

Bh
— 75 LR
~—il——REGEN-COV 1.2 g #iiE
4 REGEN-COV 2.4 ¢ #HiE

7)) 2k

Za
ik

logipA 7 — /L TO YA L ABD VL (HAEHE

7T R i 2
REGEN-COV 1.2 g ##7E |14 689 686
T

REGEN-COV 2.4 g #7E [0

REGEN-COV 1.2 g IV = casirivimab 600 mg %, (} imdevimab 600 mg @ s F#iE
REGEN-COV 2.4 g IV = casirivimab 1,200 mg } (" imdevimab 1,200 mg O /557

TR OJEIR B 3EICREEk SN TEIRTE L £ Co MM o fifiX, REGEN-COV 58 CiX10
HCTHoleDIZHkt L, 77 AEGEETIL14H TH - 7= (casirivimab 600 mg } ¥ imdevimab 600
mg & 77 EAROHETIL p=0.0001, casirivimab 1,200 mg K O} imdevimab 1,200 mg & 77 &R
D TIE p<0.0001), FFAMH L72SEtRIE, BN, I, WHWRE, UK, BUIn R A, R
O, W&, R, B, IRFMSORE, KORA, WSO OMK, W, BRI, #HEL
FEENED O, HiEEIE SR, s, FE, 5892, < Ledk, K, K TH o7z, COVID-19
DIERTER E TOHIMIE, BIER LS, HEE R, 57, TR 2FR< LRRodek (T8
SHEEOREIR) [1R] X HERZe L) [08]) oF_RTUZHWT HERk7ze L) (045) &HE
L7-&@OHFE COMF L EFE LI,
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19. s RER VR Y KWLAE

(3 PR

Casirivimab & imdevimab O& &I DOIEHANL, iEA %2 & F720, BN DO T NICREHD,

) YA DO EEE TH Y, HEREGEAS TV TGS D, £ &M,

Casirivimab EHANL, BHEAIZ & £ 720, BHNSDOTNTAREHO, B 585 0 0

WS TH Y, HEREASL T LTI D, £ 9B,

Imdevimab JEHHNL, PHEAIZ G E 2, BHNS DT ARBIHO, )5 IR D M

WS TH D, HEREASL T LTI D, £ 9B,

REGEN-COV (casirivimab % U imdevimab) {EHFILL T OFFLAFHETH D,
1) 2 DDHUAE casirivimab & imdevimab % 1:1 DR TEHNZ Lz 1 AD AL T,

2) EBID/ISA T VAT %2 OFUFIFE T, BROH— &Gy 7 TSN D T &

bdH D,
% 8 Casirivimab & imdevimab O &l
HiE =353 Rolr—O% A4 X NDC &5
REGEN-COV 10mL %4729 154 7=0 1314 T v 61755-039-01
(casirivimab B O 600 mg/600 mg (1 mL
imdevimab) %72 1 60 mg/60 mg)

fE % ® CASIRIVIMAB & IMDEVIMAB BRI RHHET B2 L,

®9 FRNYT—DOHAX

NS B Rylr—VDFA X NDC &5
1,332 mg/11.1 mL Y7011 T v 61755-024-01
Casirivimab (120 mg/mL)
REGN10933 300 mg/2.5 mL 14 7- 0134 7L 61755-026-01
(120 mg/mL)
1,332 mg/11.1 mL IS0 11T v 61755-025-01
Imdevimab (120 mg/mL)
REGN10987 300 mg/2.5 mL 14 7- 01314 T v 61755-027-01
(120 mg/mL)

REGEN-COV O#&-#¢ 5,3 7 121X, casirivimab [REGN10933] % OF imdevimab [REGN10987]
DA T IBA53 70> TE Y, e R2[E15r DiEH H & (casirivimab 600 mg } ¥ imdevimab 600

mg) ZHETE D, £ 102,
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% 10 Casirivimab 1,200 mg & U imdevimab 1,200 mg D% 5/8v 4

BENRy 7 DOY A X BE/y 7 OHERR BE BENRy 7D
NDC &5
Casirivimab
REGN10933 155 1’3(31228113;/;5@
(NDC 61755-024-01)
25 Imdevimab 61755-035-02
mdadevima
REGN10987 155 1’3(31228113;/;5@
(NDC 61755-025-01)
Casirivimab
REGN10933 445 3(0102?;{1 ;;Lm)L
(NDC 61755-026-01)
858 o 61755-036-08
mdaevima
REGN10987 425 3(0102?;{1 ;;Lm)L
(NDC 61755-027-01)
Casirivimab
REGN10933 155 1’3(31228113;/;5@
(NDC 61755-024-01)
556 Imdevimah 61755-037-05
mdadevima
REGN10987 445 3{’&6“% z/fan)L
(NDC 61755-027-01)
Casirivimab
REGN10933 445 3(0102?;{1 ;;Lm)L
(NDC 61755-026-01)
556 Imdevimab 61755-038-05
mdaevima
REGN10987 145 1’3(3122 ﬁgé/inir)m
(NDC 61755-025-01)
R R OELY

Casirivimab (XA, REHDIZBEIET S Z &, Imdevimab (XPGEAIARFEH, R4HEH

TIXBEETH L,

KEAE D casirivimab & imdevimab D34 7L, STOFIC AN THIZY =620 512, 2

~8°C (36~46°F) THwmEHRGFT 5,

WHERWZ L, BERNWI L, BEHFANRIISILESRWNWI &,

SA T VNI, BEMCART 5 LEN DB,

AL L 72 T E B I D 2 L,

EHICEETE WS, casirivimab & imdevimab % 75 L 728k 132~8°C (36~46°F) D
SR C36BFMILAN, XIEEE25°C (77°F) O =RIR CARMLUINGRE T 5, BT LI5S,
BRI 259305 Fi b S CEIRICT 5,

L=V ) U UIEBICERETAZ L, BEHICRE TE WS, casirivimab & imdevimab

ZIRELL7=2 U o U132~8°C (36~46°F) D #HEJE C4RERILAN, XIdfkE25°C (77°F) D=
TARFR AR 5 BTBARTE L2508, T ERNC Y ) v P 289205 ik S B T=RIRICT 5,
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20. EFHO U UTER
REGEN-COV (casirivimab % T" imdevimab) ## 5 I7=EE&1T, B CORRBEZ#H L, CDC
DIA BT A AN > TRLEHIEHTFE (w27 OEH, Wt Y—Y v LT 4 AZ U, Kb
WoIH OlENEE, T s Z & 02\ REOGER&ONHERE, HERFRWRE) 252 &,
(B, B, TH#EEMT 777 Fy—b) LTSI L,

21, ERFEIER

BAITEHIE www.REGENCOV.com # BT 5 Z &,
BN B D55 DA SE - Regeneron £1 (1-844-734-6643)

REGENERON

BLdEoT

Regeneron Pharmaceuticals, Inc.

777 Old Saw Mill River RoadTarrytown, NY 10591-6707
©2021 Regeneron Pharmaceuticals, Inc. All rights reserved.
ETH @ 20214F6
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ANNEX I (corr. 2) 1.2

CONDITIONS OF USE, CONDITIONS FOR DISTRIBUTION, PATIENTS TARGETED
AND CONDITIONS FOR SAFETY MONITORING ADRESSED TO MEMBER STATES

FOR
UNAUTHORISED PRODUCT

AVAILABLE FOR USE

L A correction was made regarding the shelf life of the medicinal product. In addition, some formatting changes
were introduced (3 March 2021).

Z A correction was made to change the tables and figures references. In addition, some formatting changes were
introduced. (24 March 2021).



This medicine is subject to additional monitoring. This enables new safety information to be identified
quickly. Healthcare Professionals are asked to report any suspected adverse reactions. For information
on reporting side effects, see section 6.

1. MEDICINAL PRODUCT FOR USE

Name of the medicinal product for Use: TBC

Active substance(s): casirivimab and imdevimab (REGN-COV?2)
Pharmaceutical form: Concentrate for solution for infusion

Route of administration: Intravenous infusion

Strength: 120 mg/mL of casirivimab and 120 mg/mL of imdevimab

2. NAME AND CONTACT DETAILS OF THE COMPANY
Name: Regeneron Ireland DAC

Contact details: Roche Registration GmbH

Tel: +49 7624 14 2892

Fax: +49 7624 1015

Email: global.eu regulatory office@roche.com

3. TARGET POPULATION

For the treatment of confirmed COVID-19 in patients aged 12 years and older that do not require
supplemental oxygen for COVID-19 and who are at high risk of progressing to severe COVID-19.

Risk factors may include but are not limited to:

Advanced age

Obesity

Cardiovascular disease, including hypertension

Chronic lung disease, including asthma

Type 1 or type 2 diabetes mellitus

Chronic kidney disease, including those on dialysis

Chronic liver disease

Immunosuppressed, based on prescriber’s assessment. Examples include: cancer treatment,
bone marrow or organ transplantation, immune deficiencies, HIV (if poorly controlled or
evidence of AIDS), sickle cell anaemia, thalassaemia, and prolonged use of immune-
weakening medications.

4. CONDITIONS FOR DISTRIBUTION

Medicinal product subject to medical prescription.

5. CONDITIONS OF USE

Casirivimab and imdevimab may only be administered in settings in which health care providers have
immediate access to medications to treat a severe infusion reaction, such as anaphylaxis.

Limitation in Patients with Severe COVID-19

Monoclonal antibodies, such as casirivimab and imdevimab, may be associated with worse clinical
outcomes when administered to hospitalized patients requiring high flow oxygen or mechanical
ventilation with COVID-19.




5.1 Posology

= Dosing recommendations
The recommended dose is 1200 mg of casirivimab and 1200 mg of imdevimab administered as a
single intravenous infusion.

= Treatment duration and monitoring
Administer as an intravenous infusion through an intravenous line containing a sterile, in-line or
add-on 0.2-micron filter.

The rate of infusion may be slowed or interrupted if the patient develops any signs of infusion-
associated events or other adverse events. Patients should be monitored during the infusion and for at
least one hour after the completion of the infusion.

=  Specific Populations

Paediatric use

The safety and efficacy of casirivimab and imdevimab in children under 12 years of age have not yet
been established. No data are available. No dosage adjustment is recommended in paediatric patients
who are 12 years of age and older.

Geriatric use
No dose adjustment is required in patients > 65 years of age.

Renal Impairment
No dosage adjustment is recommended in patients with renal impairment.

Hepatic Impairment
The pharmacokinetics of casirivimab and imdevimab have not been evaluated in patients with hepatic
impairment. It is not known if dosage adjustment is appropriate in patients with hepatic impairment.

= Method of administration
REGN-COV?2 is for administration by intravenous infusion.

1. Remove the casirivimab and imdevimab vials from refrigerated storage and allow to
equilibrate to room temperature for approximately 20 minutes before preparation. Do not
expose to direct heat. Do not shake the vials.

2. Inspect casirivimab and imdevimab vials visually for particulate matter and discoloration prior
to administration. Should either be observed, the concentrates must be discarded, and new

vials used.
e The concentrates in each vial should be clear to slightly opalescent, colourless to pale
yellow.

3. Obtain a prefilled 1V infusion bag containing either 50 mL, 100 mL, 150 mL, or 250 mL of

0.9% Sodium Chloride Injection.

4. Withdraw 10 mL of casirivimab and 10 mL of imdevimab from each respective vial using two

separate syringes (see Table 1) and inject all 20 mL into a prefilled infusion bag containing

0.9% Sodium Chloride Injection (see Table 1). Discard any product remaining in the vial.

Gently invert infusion bag by hand approximately 10 times to mix. Do not shake.

6. This product is preservative-free and therefore, the diluted infusion solution should be
administered immediately.

o If immediate administration is not possible, store the diluted casirivimab and imdevimab
infusion solution in the refrigerator between 2°C to 8°C for no more than 36 hours or at
room temperature up to 25°C for no more than 4 hours. If refrigerated, allow the infusion
solution to equilibrate to room temperature for approximately 30 minutes prior to
administration.

o



Table 1: Recommended Dosing, Dilution and Administration Instructions for Casirivimab
with Imdevimab for 1V Infusion

Casirivimab with Imdevimab 2,400 mg Dose?. Add:

o 10 mL of casirivimab (use 1 vial of 11.1 mL OR 4 vials of 2.5 mL) and

e 10 mL of imdevimab (use 1 vial of 11.1 mL OR 4 vials of 2.5 mL)
for a total of 20 mL into a prefilled 0.9% sodium chloride infusion bag and administer as
instructed below®

(S':'rzlfoﬁdzrf:\%i?o%g;?g%d'um Maximum Infusion Rate Minimum Infusion Time
50 mL 210 mL/hr 20 minutes
100 mL 360 mL/hr 20 minutes
150 mL 510 mL/hr 20 minutes
250 mL 540 mL/hr 30 minutes

21,200 mg casirivimab and 1,200 mg imdevimab are added to the same infusion bag and administered together as a single intravenous
infusion.
b After infusion is complete, flush with 0.9% Sodium Chloride Injection

5.2 Contraindications
Hypersensitivity to casirivimab or imdevimab or to any of the excipients.

5.3  Special warnings and precautions for use

Traceability
In order to improve the traceability of biological medicinal products, the name and the batch number

of the administered product should be clearly recorded.

Hypersensitivity including Infusion-Related Reactions

Serious hypersensitivity reactions, including anaphylaxis, have been reported with administration of
casirivimab and imdevimab. If signs or symptoms of a clinically significant hypersensitivity reaction
or anaphylaxis occur, immediately discontinue administration and initiate appropriate medications
and/or supportive care.

Infusion-related reactions have been observed with administration of casirivimab and imdevimab.
These reactions may be severe or life threatening. Signs and symptoms of infusion related reactions
may include fever, difficulty breathing, reduced oxygen saturation, chills, nausea, arrythmia (e.g.,
atrial fibrillation, tachycardia, bradycardia), chest pain or discomfort, weakness, altered mental status,
headache, bronchospasm, hypotension, hypertension, angioedema, throat irritation, rash including
urticaria, pruritus, myalgia, dizziness, fatigue, and diaphoresis. If an infusion-related reaction occurs,
consider slowing or stopping the infusion and administer appropriate medications and/or supportive
care.

5.4 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed. Casirivimab and imdevimab are monoclonal antibodies
which are not renally excreted or metabolized by cytochrome P450 enzymes; therefore, interactions
with concomitant medications that are renally excreted or that are substrates, inducers, or inhibitors of
cytochrome P450 enzymes are unlikely.

Immune Response
Concomitant administration of REGN-COV2 with COVID-19 vaccines has not been studied.

5.5 Pregnancy and lactation



Pregnancy
There are no or limited amount of data from the use of REGN-COV2 in pregnant women. Animal

reproductive toxicity studies are not available, however, in a tissue cross-reactivity study with
casirivimab and imdevimab using human foetal tissues, no binding of clinical concern was detected.
Human immunoglobulin G1 (IgG1) antibodies are known to cross the placental barrier; therefore,
REGN-COV?2 has the potential to be transferred from the mother to the developing foetus. It is
unknown whether the potential transfer of casirivimab and imdevimab provides any treatment benefit
or risk to the developing foetus. REGN-COV?2 should be used during pregnancy only if the potential
benefit justifies the potential risk for the mother and the foetus considering all associated health
factors.

Lactation

There are no available data on the presence of casirivimab and/or imdevimab in human milk or animal
milk, the effects on the breastfed infant, or the effects of the drug on milk production. Human IgGs are
known to be excreted in breast milk during the first few days after birth, which decrease to low
concentrations soon afterwards. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for REGN-COV?2 and any potential adverse effects
on the breastfed child from REGN-COV?2 or from the underlying maternal condition. Breastfeeding
individuals with COVID-19 should follow practices according to clinical guidelines to avoid exposing
the infant to COVID-109.

Fertility
No fertility studies have been performed.

5.6 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

5.7 Overdose

There is no human experience of acute overdosage with REGN-COV2. Doses up to 8,000 mg

(4,000 mg each of casirivimab and imdevimab, greater than 3 times the recommended dose) have been
administered in clinical trials without dose-limiting toxicity. Treatment of overdose should consist of
general supportive measures including monitoring of vital signs and observation of the clinical status
of the patient. There is no specific antidote for overdose with REGN-COV?2.

List of excipients:

L-histidine

L-histidine monohydrochloride monohydrate
polysorbate 80

sucrose

Water for Injection

5.8  Shelf life
After opening: Once opened, the medicinal product should be diluted and infused immediately.

After dilution: the diluted solution may be stored for up to 4 hours at room temperature (up to 25°C) or
refrigerated between 2°C to 8°C for up to 36 hours.

Shelf life for unopened vials is 12 months.
5.9  Storage conditions
Store in a refrigerator at 2°C to 8°C in the original carton to protect from light.

Do not freeze.
Do not shake.



5.10 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

6. OTHER INFORMATION

= Undesirable effects

Summary of the safety profile
Overall, more than 2,100 subjects have been exposed to intravenous casirivimab and imdevimab in
clinical trials including healthy volunteers and patients.

The safety of casirivimab and imdevimab are based on analysis of data from study R10933-10987-
COV-2067 a randomized, double-blind, placebo-controlled Phase I/11 clinical trial in ambulatory
adults with mild to moderate COVID-19 symptoms who had a sample collected for the first positive
SARS-CoV-2 viral infection determination within 3 days prior to the start of the infusion. Subjects
were treated with a single infusion of 2,400 mg (1,200 mg casirivimab and 1,200 mg imdevimab)
(N=258) or 8,000 mg (4,000 mg casirivimab and 4,000 mg imdevimab) (N=260), or placebo (n=262).
The adverse events collected were infusion-related reactions and hypersensitivity reactions of
moderate severity or higher through day 29, all serious adverse events (SAESs); and in phase 1 only, all
grade 3 and 4 treatment-emergent adverse events.

Serious adverse events were reported in 4 subjects (1.6%) in the casirivimab and imdevimab 2,400 mg
group, 2 subjects (0.8%) in the casirivimab and imdevimab 8,000 mg group, and 6 subjects (2.3%) in
the placebo group. None of the SAEs were considered to be related to study drug. SAEs that were
reported as Grade 3 or 4 adverse events were pneumonia, hyperglycemia, nausea and vomiting (2,400
mg casirivimab and imdevimab), intestinal obstruction and dyspnea (8,000 mg casirivimab and
imdevimab) and COVID-19, pneumonia and hypoxia (placebo). Casirivimab and imdevimab are not
authorized at the 8,000 mg dose (4,000 mg casirivimab and 4,000 mg imdevimab).

Tabulated summary of adverse reactions

Table 2 shows the adverse reactions ranked under headings of system organ class and frequency using
the following convention: Very common (> 1/10); (Common (=1/100 to 1/10); Uncommon (>1/1,000
to <1/100); Rare (=1/10,000 to 1/1,000); Very rare (<1/10,000); Not known (cannot be estimated from
the available data).

Table 2: Tabulated list of adverse reactions:

System organ class Frequency Adverse Reaction

Injury, poisoning and Uncommon Infusion related reactions?
procedural complications

! Symptoms reported as IRRs are described below in ‘Hypersensitivity including anaphylaxis and Infusion-related reactions’.

Description of selected adverse reactions

Hypersensitivity Including Anaphylaxis and Infusion-related Reactions

Infusion-related reactions, of grade 2 or higher severity, were reported in 4 subjects (1.5%) in the
8,000 mg (4,000 mg casirivimab and 4,000 mg imdevimab) arm. These infusion-related reactions
events were moderate in severity; and included pyrexia, chills, urticaria, pruritus, abdominal pain, and
flushing. One infusion-related reaction (nausea) was reported in the placebo arm and none were
reported in the 2,400 mg (1,200 mg casirivimab and 1,200 mg imdevimab) arm.




In two subjects receiving the 8,000 mg dose of casirivimab and imdevimab, the infusion-related
reactions (urticaria, pruritus, flushing, pyrexia, shortness of breath, chest tightness, nausea, vomiting)
resulted in permanent discontinuation of the infusion. All events resolved (see section 4.4).

One anaphylactic reaction was reported in the clinical program. The event began within 1 hour of
completion of the infusion, and required treatment including epinephrine. The event resolved.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

= Summary of relevant pharmacological properties

Mechanism of action

REGN-COV?2 is a combination of two recombinant human IgG1 mAbs which are unmodified in the
Fc regions, where each antibody targets the spike protein of SARS-CoV-2. REGN-COV2 exhibits
neutralization activity with a concentration of 31.0pM (0.005 pg/mL) providing inhibition of 50% of
viral infection in a plaque-reduction assay (PRNT50). Casirivimab and imdevimab binds to non-
overlapping epitopes of the spike protein receptor binding domain (RBD). The blockage of the spike
protein interaction with angiotensin-converting enzyme 2 (ACE2) leads to inhibition of infection of
host cells.

Antiviral activity

In a SARS-CoV-2 virus neutralization assay in Vero E6 cells, casirivimab, imdevimab, and REGN-
COV?2 neutralized SARS-CoV-2 (USA-WA1/2020 isolate) with a concentration of 37.4pM

(0.006 pg/mL), 42.1pM (0.006 pg/mL), and 31.0pM (0.005 pg/mL) respectively, providing inhibition
of 50% of viral infection in a plaque-reduction assay (PRNT50).

The in vivo effect of REGN-COV2 has been assessed in rhesus macaques and Syrian golden hamsters.
Therapeutic administration of REGN-COV2 at 25 mg/kg or 150 mg/kg in rhesus macaques infected
with SARS CoV-2 resulted in accelerated viral clearance in nasopharyngeal swabs and oral swabs, as
well as reduced lung pathology, relative to placebo-treated animals. Therapeutic administration of
REGN-COV2 at 5 mg/kg and 50 mg/kg doses in SARS-CoV-2 infected hamsters provided a
therapeutic benefit as demonstrated by limited weight loss relative to placebo treated animals.

Antiviral Resistance
There is a potential risk of treatment failure due to the development of viral variants that are resistant
to the casirivimab + imdevimab combination.

Escape variants were identified following 2 passages in cell culture of recombinant VSV encoding
SARS-CoV-2 spike protein in the presence of casirivimab or imdevimab individually, but not
following 2 passages in the presence of the casirivimab + imdevimab combination. Variants which
showed reduced susceptibility to casirivimab individually included spike protein amino acid
substitutions K417E (182-fold), K417N (7-fold), K417R (61-fold), Y453F (>438-fold), L455F
(80-fold), E484K (25-fold), F486V (>438-fold) and Q493K (>438-fold). Variants which showed
reduced susceptibility to imdevimab individually included K444N (>755-fold), K444Q (>548-fold),
K444T (>1033-fold), and V445A (>548-fold) substitutions. The combination of casirivimab +
imdevimab showed reduced susceptibility to K444T (6-fold) and VV445A (5-fold) variants.

In neutralization assays using VSV pseudotyped with 39 different spike protein variants from
circulating SARS-CoV-2 viruses casirivimab individually had reduced neutralization of Q409E
(4-fold), G476S (5-fold) and S494P (5-fold) variants, and imdevimab individually had reduced
neutralization of the N439K (463-fold) variant. The casirivimab + imdevimab combination retained
activity against all variants tested.



The impact of individual mutations identified in either the United Kingdom B.1.1.7 variant or South
African B.1.351 variant on neutralization potency of the individual mAbs, and the casirivimab +
imdevimab combination in the VSV-based pseudovirus neutralization assay were evaluated. The
casirivimab + imdevimab combination retained its highly potent neutralizing capacity against the
B.1.1.7 and the B.1.351 variants. Both individual mAbs retained their potency against the B.1.1.7
variant. Imdevimab retained its potency against the B.1.351 variant.

In clinical trial R10933-10987-COV-2067, interim data indicated only one variant (G446V) occurring
at an allele fraction >15%, which was detected in 3/66 subjects who had nucleotide sequencing data,
each at a single time point (two at baseline in subjects from placebo and 2,400 mg casirivimab +
imdevimab combination groups, and one at Day 25 in a subject from the 8,000 mg casirivimab +
imdevimab combination group). The G446V variant had reduced susceptibility to imdevimab of 135-
fold compared to wild-type in a VSV pseudoparticle neutralization assay but retained susceptibility to
casirivimab and the casirivimab + imdevimab combination.

It is possible that resistance-associated variants to the casirivimab + imdevimab combination could
have cross-resistance to other mAbs targeting the receptor binding domain of SARS-CoV-2. The
clinical impact is not known.

Immune Response Attenuation
There is a theoretical risk that antibody administration may attenuate the endogenous immune
response to SARS-CoV-2 and make patients more susceptible to re-infection.

= Summary of relevant Clinical properties

The efficacy of REGN-COV?2 in 799 outpatient adults with COVID-19 was evaluated in a
randomized, double-blinded, placebo-controlled clinical trial, Study 1 (NCT04425629). Patients were
randomized in a 1:1:1 manner to receive a single intravenous (1V) infusion of 2400 mg of the
combination of casirivimab and imdevimab (1200 mg of each), 8000 mg of the combination of
casirivimab and imdevimab (4000 mg of each), or placebo (n=266, n=267, n=266, respectively). To
be eligible for enrollment, subjects had to have laboratory-confirmed SARS-CoV-2 infection, COVID-
19 symptom onset < 7 days from randomization, maintain O2 saturation >93% breathing room air, not
have prior or current use of putative COVID-19 treatments (e.g. convalescent plasma, systemic
corticosteroids or remdesivir) and not have been previously or currently hospitalised for treatment of
COVID-109.

The study duration was 28 days for each patient. Throughout the study nasopharyngeal (NP) swab
samples were collected; information about any medically attended visits related to COVID-19 was
also collected.

An initial descriptive analysis on virologic endpoints was conducted on the first 275 patients (Analysis
Group 1). To independently replicate the descriptive analyses conducted in the first 275 patients, the
primary virologic analyses were conducted in the next 524 patients (Analysis Group 2). The primary
clinical analyses were conducted in the entire 799 patient population. (Analysis Group 1/2).

The demographics and baseline characteristics of these 3 analysis groups are provided in Table 3
below.

Table 3: Demographics and Baseline Characteristics in Study 1

Parameter Analysis Group 1 Analysis Group 2 Analysis Group

1/2
n=275 n=524 n=799

Mean age years (range) 44 (18-81) 41 (18-89) 42 (18-89)

% over 50 years 32 28 29

% over 65 years 7 7 7

% Female 51 54 53

% White 82 87 85

% Black 13 7 9




Parameter Analysis Group 1 Analysis Group 2 Analysis Group
1/2
n=275 n=524 n=799
% Asian 1 2 2
% Hispanic or Latino ethnicity 56 48 50
% High Risk? (>1 risk factors 64 59 61
for severe COVID-19)

% Obese 42 35 37
Median duration of symptoms 3 3 3
(days)

Baseline Virologic Parameter
% Seronegative 41 56 51
Mean log10 6.60 6.34 6.41
copies/mL
% Seropositive 45 34 38
Mean log10 3.30 3.49 3.43
copies/mL
% Other 14 11 11

2 The Study 1 defined high risk patients with 1 or more of the following risk factors: Age >50 years; BMI > 30 kg/m2 collected via vital
signs CRF; Cardiovascular disease, including hypertension; Chronic kidney disease, including those on dialysis; Chronic lung disease,
including asthma; Chronic metabolic disease, including diabetes; Chronic liver disease; and Immunosuppressed, based on investigator’s
assessment.

Virologic endpoints in Analysis Group 1 were descriptive and were prospectively tested in a hierarchal manner in Analysis Group 2; the
hierarchy continued to test clinical endpoints in Analysis Group 1/2.

For all efficacy endpoints, analyses were conducted in a modified full analysis set (mMFAS) defined as
subjects who had a positive reverse transcription quantitative polymerase chain reaction (RT-qPCR)
test at baseline. In Analysis Group 2, the primary virologic endpoint was the reduction in daily viral
load (log10 copies/mL) from baseline through day 7 (measured as a mean time-weighted-average
daily change). The key clinical endpoint (Analysis Group 1/2) was the proportion of patients who
tested RT-qPCR positive at baseline requiring 1 or more medically attended visits (MAVS) for
progression of COVID-19.

The descriptive virologic endpoints in Analysis Group 1 were hierarchically tested and confirmed in
Analysis Group 2. There was significant reduction in viral load among all patients treated with REGN-
COV?2, as measured in NP samples by quantitative RT-qPCR through day 7, see Figure 1. The largest
reduction in viral load were seen among patients with high viral load at baseline (> 10° or > 10’
copies/mL) and among patients who were seronegative at baseline, see Figure 2.




Figure 1: Reduction in Time-Weighted Average Daily Viral Load (log10 copies/mL) through
Day 7 (mFAS, Analysis Group 1/2)

Group REGN-COV2 Placebo Difference (95% CI) P Value
Time-weighted average change

Baseline Viral Load >1047 copies/mL Mean|StandardErmor)

Combined dose groups vs Placebo [n:ZSS}a -226(0.11) -148(013) ————@— -0.78 (-1.02, -054)  <0.0001

2400 mg vs Placebo (n=174)° -223(0.14) -1.48(0.13) ————8%— -0.75(-1.03,-0.47)  <0.0001

Baseline Viral Load >10*6 copies/mL

Combined dose groups vs Placebo (n=332}b -216(0.09) -1.45(0.12) —a— -0.71 (-0.93,-049) <0.0001
b

2400 mg vs Placebo (n=224) -218(0.11) -145(012) +—H—— -0.73(-0.98, -0.47)  <0.0001

Baseline Seronegative
Combined dose groups vs Placebo (n=360) D -1.89(0.06) -1.19(0.09) —— -069(-091,-048) <0.0001
2400 mg vs Placebo (n=245) -189(0.09) -1.19(0.09) —a— -069 (-094,-045) <0.0001

Baseline Seropositive

Combined dose groups vs Placebo (n=236) -1.34(0.08) -1.34(0.11) '-—"ll-—-1 0.00(-0.27, 0.26) 0.9935
2400 mg vs Placebo (n=156) -1.31(0.12)  -1.34(0.11) ——— @ 003(-028, 0.34) 08519
mFAS

Combined dose groups vs Placebo (n=665]b -1.68 (0.06) -1.32 (0.07) ‘ -0.36 (-0.52, -0.20) <0.0001
2400 mg vs Placebo (n=446) -1.66 (0.08) -1.32 (0.07) , -0.34 (-0.52, -0.15) 0.0005

I T T T 1
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2Primary Virologic Endpoint

® Hierarchically Tested Pre-specified Endpoint

Seronegative was defined as no measurable anti-spike 1gG, anti-spike IgA, and anti-nucleocapsid IgG and seropositive was defined as
measurable anti-spike 1gG, anti-spike IgA, and/or anti-nucleocapsid IgG.

Figure 2: Viral Load Value in Log10 Scale at Each Visit through Day 7 in Nasopharyngeal
Samples (mFAS, Analysis Group 1/2)

mFAS >10"6 copies/ml >10"7 copies/ml Sero negative
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While viral load was used to define the primary endpoint in this Phase 2 trial, important clinical
evidence demonstrating that REGN-COV2 may be effective came from the predefined secondary
endpoint was medically attended visits. Medically attended visits comprised hospitalisations,
emergency room visits, urgent care visits, or telehealth/physician office visits. A lower proportion of
patients treated with REGN-COV2 had MAVs as well as COVID-19 related hospitalisation and ER
visits compared to placebo, see Table 4. Results for this endpoint were suggestive of a relatively flat
dose-response relationship. The absolute risk reduction for REGN-COV2 compared to placebo is
greater in subjects at higher risk of hospitalisation according to the high-risk criteria and in those that
are seronegative at baseline (Table 5 — Table 8).
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Table 4. Medically attended Visits in All Patients, mFAS, Analysis Group 1/2

Treatment N Events Proportion of Risk 95% ClI
patients Difference

Events of Medically Attended Visits

Placebo 231 15 6.5%

2400 mg REGN- 215 6 2.8% -3.7% -8.0%, 0.3%

COoV2

All REGN- 434 12 2.8% -3.7% -7.9%, -0.3%

COV?2 doses

Events of Hospitalisation or Emergency Room Visits

Placebo 231 10 4.3%

2400 mg REGN- 215 4 1.9% -2.5% -6.2%, 0.9%

COoV2

All REGN- 434 8 1.8% -2.5% -6.1%, 0.2%

COV?2 doses

Analysis Group 1/2 is defined as the 665 patients enrolled in phase 1 and phase 2 of COV-2067.

Table 5:  Medically Attended Visits in High Risk Patients, mFAS, Analysis Group 1/2

Treatment N Events Proportion of Risk 95% CI
patients Difference

Events of Medically Attended Visits

Placebo 142 13 9.2%

2400 mg REGN- 134 3 2.2% -6.9% -13.2%, -1.3%

COV2

All REGN- 266 7 2.6% -6.5% (-12.7%, -1.6%)

COV2 doses

Events of Hospitalisation or Emergency Room Visits

Placebo 142 9 6.3%

2400 mg REGN- 134 2 1.5% -4.8% -10.4%, -0.1%

COV2

All REGN- 266 5 1.9% -4.5% -10.0%, -0.5%

COV?2 doses

Analysis Group 1/2 is defined as the 665 patients enrolled in phase 1 and phase 2 of COV-2067.

Table 6:  Medically Attended Visits in Patients Not at High Risk, mFAS, Analysis Group 1/2

Treatment N Events Proportion of Risk 95% CI
patients Difference

Events of Medically Attended Visits

Placebo 89 2 2.2%

2400 mg REGN- 81 3 3.7% 1.5% -13.5%, 16.4%

COV2

All REGN- 168 5 3.0% 0.7% -12.1%, 13.5%

COV?2 doses

Events of Hospitalisation or Emergency Room Visits

Placebo 89 1 1.1%

2400 mg REGN- 81 2 2.5% 1.3% -13.7%, 16.3%

COV2

All REGN- 168 3 1.8% 0.7% -12.2%, 13.5%

COV2 doses

Analysis Group 1/2 is defined as the 665 patients enrolled in phase 1 and phase 2 of COV-2067.
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Table 7:  Medically Attended Visits in Seronegative Patients, mFAS, Analysis Group 1/2

Treatment N Events Proportion of Risk 95% ClI
patients Difference

Events of Medically Attended Visits
Placebo 124 12 9.7%
2400 mg REGN- 121 4 3.3% -6.4% -13.4%, -0.1%
COoV2
All REGN- 236 8 3.4% -6.3% -13.2%, -0.8%
COV?2 doses
Events of Hospitalisation or Emergency Room Visits
Placebo 124 7 5.6%
2400 mg REGN- 121 3 2.5% -3.2% -15.7%, 9.3%
COoV2
All REGN- 236 6 2.5% -3.1% -13.9%, 7.8%
COV?2 doses

Analysis Group 1/2 is defined as the 665 patients enrolled in phase 1 and phase 2 of COV-2067.

Table 8: Medically Attended Visits in Seropositive Patients, mFAS, Analysis Group 1/2

Treatment N Events Proportion of Risk 95% ClI
patients Difference

Events of Medically Attended Visits
Placebo 83 2 2.4%
2400 mg REGN- 73 2 2.7% 0.3% -6.1%, 7.4%
COV2
All REGN- 153 3 2.0% -0.4% -6.8%, 4.0%
COV2 doses
Events of Hospitalisation or Emergency Room Visits
Placebo 83 2 2.4%
2400 mg REGN- 73 1 1.4% -1.0% -16.6%, 14.6%
COV2
All REGN- 153 1 0.7% -1.8% -15.0%, 11.6%
COV2 doses

Analysis Group 1/2 is defined as the 665 patients enrolled in phase 1 and phase 2 of COV-2067.

The median time to symptom improvement as recorded in a trial specific daily symptom diary was 5
days for REGN-COV2-treated patients with 1 or more risk factors, as compared with 7 days for
placebo-treated patients in Analysis Group 1/2. The median time to symptom improvement as
recorded in a trial specific daily symptom diary was 5 days for REGN-COV2-treated patients with 2 or
more risk factors, as compared with 11 days for placebo-treated subjects. Symptoms assessed were
feverish, chills, sore throat, cough, shortness of breath/difficulty breathing, nausea, vomiting,
diarrhoea, headache, red/watery eyes, body aches, loss of taste/smell, fatigue, loss of appetite,
confusion, dizziness, pressure/tight chest, chest pain, stomach ache, rash, sneezing, sputum/phlegm,
runny nose. Symptom improvement was defined as symptoms scored as moderate or severe at baseline
being scored as mild or absent, and symptoms scored as mild or absent at baseline being scored as

absent.

7. CONDITIONS FOR SAFETY MONITORING

This medicine is subject to additional monitoring. This enables new safety information to be identified
quickly. Healthcare Professionals are asked to report any suspected adverse reactions. For information
on reporting side effects, see section 6.

8. DATE OF CHMP OPINION
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MEEENC M TS, B, XIREE, BetE=4%1) v I&Ht

AR AT R L O A

VR ORI HIRNC O W CETEAR T o7, £72, W O0D 7 +—~ v NDOEEEZ{T-7- (2021
#3H3H),

2 KRR OB BT B0 IEZTToT2, £72, WS OO T 3 —~ v FOEFEEIT-
72. (202143 H24H),



-

ARENTENME=H D T OXHRERD, TRV, FHiloBZ RSP ETE D

L9122 %, BEFREEMEIT, BIEANRONLSEITITRET L ZenR0 b5, BIEHD
WEICBET S EHIE, 6eEmABRI Lz,

ERYTIEREM

FRTIERLOLHF . RE

IEMEM'E : casirivimab % 1Y imdevimab (REGN-COV2)
HIF - Hik AR IR

BERE . RIRERE

F3lli : casirivimab 120 mg/mL % U} imdevimab 120 mg/mL

=B R UERKE

£ ¥r : Regeneron Ireland DAC

HH S © Roche Registration GmbH

FERG : +49 7624 14 2892

Fax : +49 7624 1015

- A —/L : global.eu_regulatory office@roche.com

3. XWR&KH

COVID-19THh A Z & N X1, COVID-19ICE KT ArMmBEMpr L ELES, EED

COVID-19IZHSTT 5 U A7 @125k LL_E o B3 OIE# A,

Y 22 ERCEUTFAEERDE, ThBIRESHA,

o il

o It

o BRILE A & 0L BB

o Ui 72 £ O MPERT

o VST 2IBEIR A

o BB & BT IBEERE

o 1BHERTH S

o WITEMROTFANC K-S < SIEMEIRIE, & LT, DA, HHOUIMEBH, SET
&, HIV (22 b a— AR TS A ZOTELA & 25 0), SRARIIKAN, %7237,
RO ) A T &4 % A R 72 £ 58T BB,

[REES e
FEC I Ny U SR RAS: SANERE S

ERSEH
casirivimab M 1" imdevimab 1%, EERMEENT 7 4 7% —7 FOEE OIEASL DGR

HICEBIZT 7B AT ARETOLKRETE 5,



HJE D COVID-19EHF (2%} 2 A iR
casirivimab & (8 imdevimab D X 9 72€ / 7 v —F LHiKlZ, COVID-19IZ LV ABiL, Eiigs

MRS UI N LI 2 9 5 BE IR G- S N6, BIRERRZ B (LSS WREEN H 5,

5.1

RE

HERGE
casirivimab 1200 mg % U" imdevimab 1200 mg O Hi[a] s #EHEIC K A B G NHETE I 5,

BERPBEE=F) 7
MWEDOA L FTA L NET RALRD02I 7 00D 7 4 NE—5HEE UTEIRT A 25 A

RS 5,

EANICBE L2 FRR T OMO A EFEROBIRPBH A LN HEITIE, miEEE 28 <

L2y, BT L72D 975 2 L3 TE 5, miih R ORI TH D72 < &b IRRITEE OREL
FE=HV U TTH L,

sk il

AN A~DLES
125 AR D /NRIZ BT B casirivimab 2 ONimdevimab O Z2 2 M OV Zh 13 fE ST STy,

AFAREZR T — 213720, 125 BL Eo/NREE TIE, HEMEITHERE S v,

B~ D
655 LA b D B CII BRI L IE 0,

EHERES
BRI E 2 A9 2 B CIIHEFBIIHERE IR,

HERENE 2
i RERE 2 2 479~ 5 B T D casirivimab } U imdevimab O IRYyEhRE LM STV, AT

FEREMRE 2 A4 2 BH BT 2 HEFIESET N E 5 NTAHTH 5,

1)

2)

3)

4)

3)
6)

BERHE
REGN-COV2ITZ R FHEIZ L » THRET 2,
casirivimab & U imdevimab D/ A 7 /L& WGIELRAED HELD L, FHRATICH 20 43, FE{k
LCHIRIZT S, EERIILIRWI L, XM TAERLRNI &,
¥ H-HIZ, casirivimab & O imdevimab D /XA 7 AR IR E 0B 3 I W s B AR Sk
Do WTNDPDBRBO ONTHGATE, BMREFEEL, FILWWAATAVEFEHTLZ L,
o KA T INVOEMIIE, FEHNL DT NIIREBHD, HENLRBEETHDL I L,
50 mL, 100 mL, 150 mL % 250 mL @ 0.9%3E k) b U o AEFHERNS A 727 L7 ¢ L Rl
Wy 72 HET 5,
2ARDMEBI DY v (F 1 BHR) ZHWT, K34 7LD 5 casirivimab 10 mL & imdevimab
10 mL 24K B, 0.9%H kT M U U LEFHRIS A -T2 7 V7 4 v Rlgiiio N 7 (R 12 1)
220 mL TR TEEAT D, Ao T ANITFR - 72T 5,
W\ > 7 & TR0 Ed - < D EEEEIRFfISE 5, RS20 &,
AANIBHEAN 2 L ez, FIR L7EiRIEHIcE 35 2 &,
o EHLIZHETX WA, casirivimab & imdevimab % 78R L 7281k 132 ~8°C D&k i T36



RFFRI AN, 3 25 O =R CARF R LANIRE 2, WRAF LI2B G, BGATC ik 2 4
3050 b S & TEIRICT 2,

% 1 casirivimab R U imdevimab SEiTDHERE, FREUVESHZE
casirivimab &% () imdevimab : Fi&2,400 mg*, AT ZHMT 5 :

casirivimab 10mL (11.1 mL O /34 7 VIR X 132.5 mL O34 7 VAR5 FE )

imdevimab 10mL (11.1 mL ®/3A 7 V1A X 1E2.5 mL O3 7 )VaA %)
BF20mL 27 V7 4V F0.9%HALT b U U AR v Z I AR, BUT ORRICHE > THRE§
5 b

ASANAN S LR PRI B/ AR
S0 mL 210 mL/R¥ 204y
100 mL 360 mL/# 204y
150 mL 510 mL/K¥ 204y
250 mL 540 mL/IFF 304y

@ casirivimab 1,200 mg & imdevimab 1,200 mg % [7]— D8k /N » 7\ AdL, BRI EHE & L CORH B
595,
bR T, 0.9%I LT N Y T AESHE CHEET S,

52 ER

IS e

casirivimab, imdevimab, XIIIKIEZANZ T 2 @HUE,

53 FERLOFAGEERVIESEE
hL—He )7 o—
IO N L—E Y T — Rl RS S0, 5 LAy FEE
&R 5 Z &

Infusion-Related Reactions(IRR) % £ & i fEUE

casirivimab &% 0" imdevimab D52 L0, 757 4 T % — %G EE R BBUE OGS A
INTWD, BERMIZERZRIBEBMERIGST T 7 4 T % 0 —OBERIER S AE U 568101%, H
Bz EZPIE L, BEUREREL/ I FRIEEZRRT 52 &,

casirivimab & O imdevimab D& 5125V, IRR RO LN TWD, T O DT EE i
i T RREMEN B D, IRR O L OERIZIE, FEEL, RN, MRfafiElT, =
%, L, REAR (DEMED, SR, IR &), R SUEATRES, B, FEeRiEZ L, SEE,
RUE SRR, IR, mil e, AR, AR, SRS A S0, £ O FEIE, hRE,
FEMWED F N, K, BT RERH S, IRR BAEUESENE, HEAEELZELS T304 5
ZEEmEL, UL O I SRRRIEEITO T L,

54 MOEXRKEDHEEERARVZTOMDOIEDHEEER
A AEAEHFRBR I SEHE STV RV, casirivimab & O imdevimab (%, BHESNT, Fhornm
L PASORERIC L » TR SN2 ) 7 o —F APk Th 5, LR~ T, Bk n s M
O, F b L PASORESR OIE, FHEH, IHERTHLOFHIE L OFAEERANAEL D
BEMEIFIEWEEB X 6N D,

FSE s



REGN-COV2 & COVID-197 7 F > Of & 5 ORI T 305 S v Tuzeny,

55 MHFiRRUREL

IR

R OMEIC I 1T B REGN-COV2OEHIZBI L TlE, 7—Z13720dy, HoTHEROLNT
Wb, BiE gl LAt BIIEE S ey, 72720, b MBRMERE VW
casirivimab & imdevimab OFAFKAZZESOSERER Tl, RIS INA AR S n
ST, B RuEZn 7Yy Gl (IgGl) PRI 2@ 425 2 LN mbNTWDH 0,
REGN-COV2lE, FEENOHEBEFOMRIICHATT 2 AlEMER ®H %, casirivimab & imdevimab @
BATORBEMEIC L - C, BBETORIBIIEELORRT v bRV R BAET D0 E D IR
HTdh %, REGN-COV2I%, BH# I ZMEFEEK A2 T X CTEEL, BIENRRT v MBRHE
KON HRT 2EN /2 U A7 % ERIAGEIZIRY, dHRPICERT2 2 &,

B3

casirivimab & 8/ X% imdevimab @t Nt XITEIHLHICBIT 2 HE, BLREOAL R ~D
WA T AHEAE~ORBICET 5T — 213720, & b IgGiE, A%HEH oML Pk
MEn, 2o% T IERBEICHEHD T Z ENMLNTWS, BELREOIRE BN O Lo
FlEIE, FEBLO REGN-COV2IZ %4 2 K o B & TN REGN-COV2SoREE 0 BLfE e B
L AR EBEOIIE OB /R L - CTEET 5 LN H D, COVID-19Z AL T
LI F O, LT COVID-19IZIRTE LienX 512, BRIRATA RT7A4 20D 2 &N
HThHD,

56 EEGEES
Bl S VERBR N M S TOVARWE S, AREIIMOEIS & Bl f L TiE bl

57 #B=k5

bt MZHIF D REGN-COV2D At E&& 5 DORBR T 72\,

e AR RRBR T, A 18,000 mg (casirivimab & imdevimab 23 412 114,000mg, HELE £ 0D 3(51#)
OFH5 T2 2 A, HERIRBEITZED SnoTz, BEREGOEFEIX, A XA
YOE=F Y ITRBEOBKIREDBILE 2 EO— R IFRIETITORE Th D,
REGN-COV2Dith 4% 512 %13 2 R E DR dE 31T 720,

RAI—E :

L-t AF T

L-t A F v — i — kY
AU Y L_— K80

AT H— A

FES K

58 {REHM
P © BIERIIARB 2 BN L CHEAT D 2 &

FR% - AR U720, =R (E25°C) T4, Xi32~8°C THIE L TR 36HF



AR TE 2,

KEE D/ T AOREHEILI2 0 A TH 2,

59 KREEH

TEDOFEIZANTHICH =D E DT L, 2~8°C THBMRTFTH I &,
WO &
WHRWNWZ &,

510 EEROFGIEEH

AL D FE S PBEED | FHIR D B A » THEEET 5 2 &,

6. TDMDIER

ZE L RWEH

REVET 1 7 7 A4 VDL
s N M OVBE ZA A AT CTiX, 2K T2,10061 % 2 % #5k3# 2% casirivimab &
imdevimab @ S FHEEZ T TV 5,

casirivimab & O" imdevimab D224 1%, R10933-10987-COV-2067788k D T — & Db (2 F
SNWTW5D, KRBIL, BIEA, “EHER, 77 BRAME, F VI FHEERBRCTHY, S
BA4ERT3 H LANIZFRIK 2 £ L T SARS-CoV-27 A /L A JEYE R FI 6D TR &I E S a7z, B
ORISR D COVID-19EREZ AT DM AN REE LR E LTS, #BRHFICIE, 2,400 mg

(casirivimab 1,200 mg + & imdevimab 1,200 mg) (N =258) |%8,000 mg (casirivimab 4,000 mg
+ imdevimab 4,000 mg) (N=260), #L<IZ7 7R (N=262) ZHESHEE L7, NEL
TAEREGT, 290 HE TOHREEL LD IRR K OSEBUER G, WIS T X TOERERAFEHR
42 (SAE) THY, HIHTOI, 7L — R3O L— R4DOIERYIMNCR B LA EFR LT
NTIE LT,

HERAEFELL, casirivimab + imdevimab 2,400 mg #E D44 (1.6%), casirivimab + imdevimab
8,000 mg #ED2%1 (0.8%), 77 HAREED6H] (2.3%) THE iz, WD SAE HIiRHRIE L
ORI NE B X BTz, 7 L— R3S L— FAOFHEFLR L L THE Sz SAE 14,
fitide, g, Bl & OMEM: (casirivimab + imdevimab 2,400 mg) , 1% P ZE K& OV (K] ¥ (casirivimab
+ imdevimab 8,000 mg), COVID-19, JiliZk &k OMEIEFRIE (77 EAR) Th-o7o, casirivimab L
imdevimab |3, 18,000 mg (casirivimab 4,000 mg + imdevimab 4,000 mg) TIXFRAI Z4L TV 72
AN

BIEH O DAY

LT ORI Z W TEIER %2 28 B K00 K OBEERNC S LTt D& R 2007 [FEH
20y QofIFRIBILLE) 1, [0 (1006 F 16 ~10611451) |, T4 7avy (1,000 5 145~ 1004
) ), TEAL (10,00061H 151~ 1,000 H 141) 1, TFEFIZEIL (10,0006 F1F1AKTGE) 1, TR
(AFFA[REZ T — X O HEEARHE) 1.




x 2 BMFRAOKE—E:

SEIMRZHE B BIEMH
EE, PEBIONEAIHE | D7 IRR!

PIRR & LTS SNIERIE, BLTFD 17 F7 40 7% —KONIRR 23 Ee@fuE ] (ZFs S vt
50

R E OEIEH O FEH

77 ZF—RRR &5 E

8,000 mg (casirivimab 4,000 mg 2 U imdevimab 4,000 mg) # 58 TiX, 461 (1.5%) T/ L —
R2LLED IRR A SN2, 25D IRR DFERIFHEIEENFEETH Y, B, HEiE =
W2, & 58, 898, WAL T » 7=, 77 B REET IRR GEL) 28 1S S, 2,400 mg (casirivimab
1,200 mg + imdevimab 1,200 mg) #E CIIMm 1L -7,

casirivimab + imdevimab 8,000 mg % #¢5- X1 7226ClE, IRR (FERKZ, < 28, WKL, FE,
B, Mo, B, Eh) 2R, AERESSEANICHIE Sz, FRITTRD
[ L7z (44EHSH),

WK 7' 0 77 BZEBWT, T 7 4 7F% U —SBMFRE SNz, ZOFEGE, Sk TH%
1RFLANICEAE D, =27 ) o ER EOMBNNLE ThH T, ZOHELRIZIFIE LT,

St LWEHEH OIS

L OEAKIT, DO LWEWEHZRET A2 E0NEETHD, TICLY, O RT
4y R SURITNRG U AEGROICE=2 Y 7 TE 5, EREMFIL, BIEHN DN DS
AL, M VICREOEORES AT L2 WL THRET LI ZLNROOND,

BEE 4~ 5 FKEZERIRE D EHY

TE

REGN-COV2/Z, Fc fHIEAMEL STV 2O &5 i 2 & b IgGl mAb A4
b DOTHY, KHiKRIT SARS-CoV-2D A/XA 7 X X7 E fE) & LT\ %, REGN-COV2
1%, 31.0pM (0.005 pg/mL) DRETHFNEMEEZ/RL, 77— 27 E (PRNTS0) ([Z8W\WT Y
A IV ARG A 50%INHE] 3%, casirivimab }2 O imdevimab (X, A/SNA 7 X X TEOZREKES
RAA 2 (RBD) OIFEHETE h—TIHEET D, AL TR RIBEET VAT B
a2 (ACE2) & OFMAERZEET D Z LIk Y, 5B ~DRRGEB3ImE < b,

oA vV AVER

Vero E6HIEIZ 31T 5 SARS-CoV-27 A )L AHFNT v A TIL, casirivimab, imdevimab, & X
REGN-COV2lZ, Z£4E#137.4 pM (0.006 pg/mL), 42.1 pM (0.006 pg/mL), 31.0 pM (0.005 pg/mL)
DL T SARS-CoV-2 (USA-WA1/202057BfRR) #HFiL, 77— 2k (PRNTS0) T A
I A JEG % 50% ] L7,

REGN-COV2® in vivo TOZEIL, THFYPALKRRN Y T o ad—)LF U ND AR — Tl &
NTW5, SARS CoV-21TJEYe L7=7 41 7 ¥ 11225 mg/kg X1%150 mg/kg & REGN-COV2 % 59
HI)THRG L 24, 778 R28ELETAZYLLHEEL T, RIHEAY 7 K OAKEA
TTTOTANAYZ YT T2 ADNMEES, MiopEar 73 Lz, SARS-CoV-21Zffsx L7-
INIA K —Z5 mg/kg M M50 mg/kg T REGN-COV2Z{RIEHII TR E L& 24, 7T R & &



B Ll A2 — &l U TREBD DA DA, 1BRIRNFED b,

Bl A L AT
casirivimab & imdevimab OG- IZMMEZRT 7 A NV AERENEAT L Z LICLY, 1A
BB KBT D200 LR E WS IBEER Y 27 03 H 5,

casirivimab /¥ imdevimab ZALE LD FAE FIZFUNT, SARS-COV-2A/NA 7 X X7 % 2
— R L7z## 2 VSV Oz sE G2l Lz & 2 A, = A7 —T7ERIRNFEE 7=,
casirivimab & imdevimab O GFH T T2 L7-5E101E, = A —T7EBEREEIIFEE I ho
77 casirivimab HA¥ 55T B Bz M ME D - T2 2B BARIZ X, K417E (1821%), K417N (71%)
K417R (611%), Y453F (438f%##8), L455F (80f%), E484K (25f%), F486V (438f%#), Q493K
(438fFHB) ITANRAL T H L IRTBEDT / FAEHADN B D b DG FI Tz, imdevimab HAl)
&5 (232 R MEDME D > T2 28 BARIZIE, K444N (755(548) , K444Q (5481%H3), K444T (1033
), VA45A (548(5i8) DEHIRI G iﬁ’b“@/\to casirivimab & imdevimab O 5T
MMTwP>&UWMA6H>®W£% (2% D S MEDME DN - 72,

PEER SARS-CoV-277 A L ADIIFEEAD A/NA 7 2 LT E D8 D VSV A Z W =HFT
A TlX, casirivimab HLHI$ 5T Q409E (4f%), G476S (5(%), S494P (5f%) DEFIKOHFN
A L, imdevimab HAIB 5 TlE N439K (4631%) RO FF3WEA LT-, casirivimab &
imdevimab O OFHE 518, B L7127 X TOERMKICK L THEEEZREF L Tz,

BEE O B.ALTEREIIET 7 U B O B.13SIZERKTRIE SNI-H %« DB, VSV ~_—
b pYr-Fi] ‘7/{ JVAFFNT A IZRBT A4 % D mAb &N casirivimab & imdevimab O ¥ 5
OHFFEEIZ B 2 A% 5l L 7=, casirivimab & imdevimab O A& 51%, B.1.1.7) (' B.1.351
ZEBARITH T D @O RIRE ) % FF L Tz, WP o mAb & B.117ERKICT 5% &
fEE L T2, imdevimab 1E B.1.351Z8 BARIC XK 280 2R L Tz,

g R 3R R10933-10987-COV-2067D [l 7 — % Tid, 1DODOEHEIK (G446V) OB RINLER
FHEE15%LA ETRILTEBY, ZuIX 7 LAF REYIT —X O b 5666536 T F il
DORF R TR SN2 EnRSiviz (777 BARREK O casirivimab + imdevimab 2,400 mg $5¢5-
BETIE— A T A EEZ2/1, casirivimab + imdevimab 8,000 mg #: 5-#£ TiX25H HIZ161) , G446V
IERARIZ, VSV BRI A T v B A 128V T, imdevimab (2574 2 @Sz PN B AR L 0 4135
D> > 72203, casirivimab & O casirivimab & imdevimab O ff A 512 x19 A I3 REF L C
W7o,

casirivimab & imdevimab O ff 512 %9 2 MRS H S AR IE, SARS-CoV-20D 5 KNS &8
B2 HEH) &9 B0 mAb (2% U CAZ MMM 2 R 9 [ REMEDN 8 5, F DERKHI 7R 3BT RIATH
éo

0% It DT
PFURDEHIZ XLV, SARS-CoV-21Z%9 2 NIRMED S UG IES L, BEDFRE L7 <
BRABEWHIHBEDI R ITBH 5,

BEE 9~ 2 ERER R DY

COVID-19D A& NS K A 79961 & %52 & L C, REGN-COV2D H 4 %, EAE A L, —EER,
77 v R REER AR TH DR (NCT04425629) & CalAli L7-, WBRE X, casirivimab +
imdevimab 2400 mg (Z#1Z 411,200 mg, n=266), casirivimab + imdevimab 8000 mg (ZiLZ 4l



4,000 mg, n=267), XII77&HR (n=266) % HEEFET SRS 0OHE CHRESIZHE
DAHT HAVE, FRAEC SARS-CoV-2E L 3R S 4L, ME/EZA b 57 H LANIZ COVID-19D iR
DRBLL, BNZEREW - CTREFEMMEIZ%LL EAHERE L, COVID-19DE S 5 iREE (A
wEIMmAE, avFazxTof ROLEEE, VAT VENLRY) ZREFHRAFERLTEL
97, COVID-19D{RIE D 72 DT E IFBUEABE L TV 2 & 298 B gk O 410 & Lz,

BRI S RF IO 28HM TH - 72, IGBRYIMF, SIHEE (NP) AU ZTHKZEIL,
COVID-19(Z B3~ 2% R O 2 2B T A THHR HUNE L 7=,

BAID27561 (FEMTEEL) 12DOWT, v A L AZ2HRENE B (2 B89 2 ORI 50 R HO ST 2 550 L
770 BWID2755 TEME U 7= 50l BOMENT 205 U CHERT 5729, D524 (fihriE2) T A
Jb AR EEARAT & G U7, 9B AR A k5T, FEERERARAT &2 e L7, (FRNTREL/2),

ZNEIODIMTEEDBE G L NR—A T A U E2 T 3R,

® 3 HBRICKETIBEBBEETRRUA-XTAM U

NTA—H FENTREL FEATRE2 FENTREL/2
n=275 n=524 n=799

Rk (HPH) 44 (18-81) 41 (18-89) 42 (18-89)
505 (%) 32 28 29
655t (%) 7 7 7
ZME (%) 51 54 53
HA (%) 82 87 85
BN (%) 13 7 9
TIT %R (%) 1 2 2
E A=y 7RI TT %R (%) 56 48 50
mU A7 (%) * (EED COVID-19
DY AT RFB1oLLE)

e (%) 42 35 37
%ﬁﬁ%ﬁ,ﬂ;ﬁﬁaﬁmﬂ%@ 3 3 3

H
NR—=R T A EED T A )L AR
TA—K

gkt (%) 41 56 51

¥ logio= B —/mL 6.60 6.34 6.41
Mg (%) 45 34 38
¥ logio= B —/mL 3.30 3.49 3.43
Z Ot (%) 14 11 11

a BEE ] CTIE, UTDOURZETFN 1oL EdHBEE

-
—

EBURTBELER LI S0RME, N1 4L

4 > CRF CTUUE L 7= BMIIE A 30kg/m?#E, /& I & & Eo O iU B R AR, BT RS & & T8 R R AR,
Wi 2 B T B VE IR, BEIRI & G T B R R, BRI, TR EEE R ORI S <
o PN RE,

FRBTRE 1 D7 A )V ALHRHIE B I3l e 72 b O TH Y, MATEE 2 TIIPSEA 22 Tk TRl & I2HR
TE LTz, fRNTEE 12 TIXZ O Tkt L CRRIRAVFEMGIE B 2 M€ L7z,

TRTOERMFMER ICHOWNWT, R—Z2 T A VIFICHIEGEERERY A 7 —PEHHRIE
(RT-qPCR) B DG1METH o 19 E & 5 SN TEIER DI KONG4 (mFAS) T
M & it U 7=, FEATER2 TIE, A VA TEFHMBIEH X, X—R2T7 A4 N BHT7HHETOL



A&z DU A VAR (logo= B —/mL) O (KFRIMEFEOLIA S OFEE(hEE L
THIE) & Uiz, BeR EEAmE R (FRHTREL2) 1%, ~— R T A VEfZ RT-qPCR Bt TH -
72HEDH B, COVID-19DEITIZ L > TLREILL EDOEFHE OS2 (MAV) BULEE o7 H
FOEEE LI,

fEATEEL D FEIR A 72 7 A L A LRI IE B 1%, MEATEE2 CHREEAICHE L CHERR L 7=,
REGN-COV2% 5 SN X TOMBF T, 7H H £ TOEEM RT-gPCR THIE S 4172 NP K
FOTANABIZERERBOPRED N (X 158), VA VABEORKOFEIL, ~—RF
A VRO ANV ABNE - T-EE (1002 B—/mL B X1310'2 B —/mL ) KL R—R T A1
RRICIIERRMECTh o7 BE TR LN (M 25H),

1 7TBEHFECOBEMEFEH—BIAM4ILRE (log10a E—/mL) DFEA (MFAS, fEHrEE1/2)

a

b

Group REGN-COV2 Placebo Difference (95% Cl) P Value
Time-weighted average change

Baseline Viral Load >10A7 copies/imL Maan;{StanciaslEre)

Combined dose groups vs Placebo (n=25&5):1 -2.26(0.11) -1.48(013) ———®— -0.78 (-1.02, -0.54)  <0.0001

2400 mg vs Placebo (n=174) 223(0.14) -1.48(0.13) ————=—— 0.75(-1.03,-0.47)  <0.0001

Baseline Viral Load >10"6 copies/mL

Combined dose groups vs Placebo (n=332)b -2.16(0.09) -1.45(0.12) — -0.71(-0.93,-049) <0.0001
b

2400 mg vs Placebo (n=224) -218(0.11) -145(0.12) +——H—H -0.73(-0.98,-0.47) <0.0001

Baseline Seronegative
Combined dose groups vs Placebo (n:380)h -189(0.06) -1.19(0.09) —— -069(-091,-048) <0.0001

2400 mg vs Placebo (n=245) 189(0.09) -1.19(0.09) +——W—— 069 (-0.94,-0.45)  <0.0001

Baseline Seropositive

Combined dose groups vs Placebo (n=236) -1.34 (0.08) -1.34(0.11) —— 0.00 (-0.27, 0.26) 09935
2400 mg vs Placebo (n=156) -1.31(0.12)  -1.34(0.11) ——=®—— 003(028 034) 08519
mFAS

Combined dose groups vs Placebo (n=665)b -1.68 (0.06) -1.32 (0.07) ‘ -0.36 (-0.52, -0.20) <0.0001
2400 mg vs Placebo (n=446) -1.66 (0.08) -1.32 (0.07) 9 -0.34 (-0.52, -0.15) 0.0005

I T T T 1

-1 -0.75 05 0.25 0 0.25

<—Favors REGN-COV2 Favors Placebo—>

U A L AR T EERH
PR RIS RUE L 7S ATEUE O Rz B

MigERerElE, MIERTRE/RPT R %1 7 IgG, FLA/A 7 IgA, MOHIX 7 LA AT R 1gG RV 2 &, migsE

(=

, MERREZRBLA XA 7 1gG, PLA/SA 7 IgA, RO/ NUIHX 7 VATV RlgG b bHZ L LEHR LT,
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2 7BEBZECOEERBIZETERREBEHREEDIAILREDIE (Log10R 7 —IL)
(mFAS, fEHTE£1/2)

LS Mean Value (+/- SE) in log10 copies/ml

mFAS >10"6 copies/ml >10"7 copies/ml Sero negative
\I,‘
i
] L] -
3 5 7 Baseline 3 5 7 Baseline 3 5 7
Day

Treatment _——@—— Placebo ----M---- R10933+R10987 24 gV |

ZOFHREBR TIL Y A NV AEZH O TEEFMEE 232 E L7223, REGN-COV2RHEZTH
% AREME 2 AT 2 EE AR BRRAUREILE, FRIER LI BIRIRHEE H Tb 2 R 0= 2
NHELNT, EFEEMBEOZZIE, AR, e EZR, BETrTORDO%s, IERREE
BEMDA T 4 ATDOZZ E 72> Tz, REGN-COV2Z &5 L7-=EBETIX, 7R Lt
#: L C, MAV, COVID-19B8#H D AP} OB K22 OB E N -7 (£ 4BR), ZOFF
EE OFER» 5%, G FH2HESBERR IR I, 78R LKL
REGN-COV2D#axtiy 72 U A ZARBZh R, @V A7 HUEIZILSWTZ ABED U A 7 3@ O R
F, ROR—=R T A VBEICTEN B THh - - lBRE TREN-72 (& 5~F 8),

£ 4 TRTORE mFAS, BITEIICH 2 ERREOES

BE | N | =& | BEOHE | VAZ0E 95% CI
EREEDZZDOESR

7T R 231 15 6.5%

2400 mg 215 6 2.8% -3.7% —8.0%, 0.3%
REGN-COV2

T _TO 434 12 2.8% -3.7% —7.9%, —0.3%
REGN-COV2#& 5

ABEX i3RI K2 DEL

7T R 231 10 4.3%

2400 mg 215 4 1.9% -2.5% —6.2%, 0.9%
REGN-COV2

T _TD 434 8 1.8% -2.5% —6.1%, 0.2%
REGN-COV2#& 5

FRMTRE 1/2 1Z COV-2067 D5 1 FRFRER L OV 2 ARRRBRIC B &k S L7z 665 Bl & B,
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£ 5 BEURYESE, mFAS, BHEIRIZBTIEERMEDZZ
#h | N | =& | REOEA [ VRI0E ]| 95%CI
EREEOZZDES
7R 142 13 9.2%
2400 mg 134 3 2.2% —-6.9% ~13.2%, —1.3%
REGN-COV2
FT_TD 266 7 2.6% —-6.5% (—12.7%, —1.6%)
REGN-COV2# 5
ABEX i3RI RZDEL
77 R 142 9 6.3%
2400 mg 134 2 1.5% —4.8% -10.4%, —0.1%
REGN-COV2
TRTO 266 5 1.9% —4.5% ~10.0%, —0.5%
REGN-COV2# 5

FRMTRE 1/2 1Z COV-2067 D5 1 FRFER 2 OV 2 ARRR BRI B &k S 7z 665 Bl & B,

£6 BYRITHNEE mFAS, BATHIRICHET ZEMSEORY

BE | N | #=& | BEOEA [ VRIZOE][  95%Cl
ERBEOZZOESR

AN 89 2 2.2%

2400 mg 81 3 3.7% 1.5% —13.5%, 16.4%
REGN-COV2

T _TO 168 5 3.0% 0.7% -12.1%, 13.5%

REGN-COV2#& 5

ABEX 3RS KRR Z OES

7T R &9 1 1.1%

2400 mg 81 2 2.5% 1.3% —13.7%, 16.3%
REGN-COV2

FTRTD 168 3 1.8% 0.7% —12.2%, 13.5%

REGN-COV2#& 5

FRMTRE 1/2 1Z COV-2067 D5 1 FRFRER L OV 2 ARRRBRI B 8k S 7z 665 Bl & B,

x 7 IMFARMEDESE, mFAS, BTE12CETL5ERKEDZZ

BE | N | #=& | BEOEA [ VRIZOE ][ 95%Cl
ERBEOZBOESR

AN 124 12 9.7%

2400 mg 121 4 3.3% —6.4% ~13.4%, —0.1%
REGN-COV2

T RTO 236 8 3.4% —6.3% —13.2%, —0.8%

REGN-COV2#& 5

ABEX RS RZZOESR

7T R 124 7 5.6%

2400 mg 121 3 2.5% -3.2% —15.7%, 9.3%
REGN-COV2

FTRTD 236 6 2.5% —3.1% —13.9%, 7.8%

REGN-COV2#& 5

FRMTRE 1/2 1Z COV-2067 D5 1 FRFER L OV 2 ARRRBRIC B 8k S L7z 665 B & B,
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x 8 IMABMEDESE, mFAS, BE12ET5ERKEDZZ

BE | N | #=& | BEOEA [ VRIZOE ][ 95%Cl
ERBEOZBOESR

7R 83 2 2.4%

2400 mg 73 2 2.7% 0.3% —6.1%, 7.4%
REGN-COV2

T RTO 153 3 2.0% —0.4% —6.8%, 4.0%

REGN-COV2#& 5.
ABEX i3RI k2 DELL

AN &3 2 2.4%

2400 mg 73 1 1.4% —1.0% —16.6%, 14.6%
REGN-COV2

FTRTD 153 1 0.7% —1.8% —15.0%, 11.6%

REGN-COV2#& 5.
FRMTRE 1/2 1Z COV-2067 D5 1 FRFER 2 OV 2 ARRR BRI B &k S 7z 665 Bl & B,

BB O B OEMK B FEIC ek SV ERSGE £ COMIB O REX, UV X7 RT723128 F
® REGN-COV2#E GREDBE TSH, TEEIRO T 7 v R EROBE TIXTH Th-o7-, 185
Mo HORER B IS SN TIERGEE CoOWMO R REIL, VA7 RKRFH2O8 ED
REGN-COV2E HREDBF CTSH, 778 RKEHOBEHE TIZINNA ThH -7z, FHE L 7ZAERIE,
FEEN, EFE WEMETE, MRk, SUIAUCORERRIREE, L, WM, R, R, IRRImSORE, (Ao
A, BRSO O, Yy, BEARIE, S5l FEIED W, R a RSO, M
&, B, %5, <Lk, K, RBKTHoT, JEROUGEIL, N—RT A PSR L
LRI S VTR R A U S EEIl S A, N— R T A RIS S L LRl S
TIERD e L EHisn=Z & EER LT,

7. REMEZR)VITDEN
ARENTBIME =XV T OMG LD, ZRICED, Hil-hZeERNREICRE T 5
F O %, BEREMERE, BEARRDNLZGEITRET L2203 RO N5, BERO
WICET A EHIE, 6EABRENT,

8. CHMP EREmn At
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REGN-COV2 1.7 ARG — 3R Page 3
Moe4 ANH Ra SR 1.9mg T H R SR 1.65mg

AT R e o ESHR3.8mg 77 Ra PR3 3mg

AV R e SR 1 9mg 7 71 R e U EHHR6.6mg
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REGN-COV2 1.7 ARG — 3R Page 4
Moe4 ANH Ra SR 1.9mg T H R SR 1.65mg

AT R e o ESHR3.8mg 77 Ra PR3 3mg

AV R e SR 1 9mg 7 71 R e U EHHR6.6mg
—ARAIAL R TEXYAZS ) VBT AT NS Y T A TEXYVAZS ) VBT AT NG RY T A

9. {HLEREE BRBMEMS [k Bk, kR, . 3 | EE
PERIGSE [RvE, ki, Sk ivE. 1)

10. EEVHEEMRE  BRENEEMRBRO ST IREOWE (R, 27
—&gte)  URERE. kAT, k)
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(R fpiE) LU OBEMERREH I 5 o PR Al & OO ARES
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REGN-COV2 1.7 ARG — 3R Page 5
Moe4 ANH Ra SR 1.9mg T H R SR 1.65mg
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REGN-COV2 1.7 ARG — 3R Page 6
Moe4 ANH Ra SR 1.9mg T H R SR 1.65mg

AT R e o ESHR3.8mg 77 Ra PR3 3mg

AV R e SR 1 9mg 7 71 R e U EHHR6.6mg
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REGN-COV2 1.7 ARG — 3R Page 7
Moe4 ANH Ra SR 1.9mg T H R SR 1.65mg
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FFLAERWEHE SN DEEICORAND Z L,

R, AEBIEMRER, 7 M —RfE2%. -5 - /NS, B4 —
NERE, T OMOMR RS, IEIRPMER G 25, WEITIERREARIE, £ Ol
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Moe4 ANH Ra SR 1.9mg T H R SR 1.65mg
AT R e o ESHR3.8mg 77 Ra PR3 3mg
AV R e SR 1 9mg 7 71 R e U EHHR6.6mg
—ARAIAL R TEXYAZS ) VBT AT NS Y T A TEXYVAZS ) VBT AT NG RY T A

OIRFHZ &

PR - PRS- AR - IRFS O SIEMERBOSHERE (7 F OB, Mk
fege, WA AEJE, Birpigde, IREEANVECSIITS, IR IS R,
IRAGAREL) [ BRIRPNTEST. AP RS ARSI TS, BREREST,
iR]

SMIRED K OVEITHRED 0D SAEMERR FR D SRPERRTE T AR AN R 2 ST AR5 7285
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AT, REIRE TS, Bk A

IRFHEIR O R RIE [k BIRINTEST . FEAIPIESS, R TSR]
OB SRR 8

BE - BMERE S R ERIRNTESS ., sk RGRERIRINTES, sk ARt &
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P, MEEH - RETEA]
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REGN-COV2 1.7 ARG — 3R Page 9
Moe4 ANH Ra SR 1.9mg T H R SR 1.65mg

AT R e o ESHR3.8mg 77 Ra PR3 3mg

AV R e SR 1 9mg 7 71 R e U EHHR6.6mg
— AN FR TEXYAZS ) VBT AT NS Y T A TEXYVAZS ) VBT AT NG RY T A

B SRERMEIR O TN 0% s RIS, sUMERIRINES . AT
T, WO, JRFTENEESR . 27 7 A Y — BENTEA, BllEE
PTEA, SEITNES, WMEEH - [EEA. PTEENEA, AiEEA]
Ot « D Es Bk &

HIAME O R ONER (RFTFRETIER LAV E 0)  [HGAREPI ]
*HEI . TRROBEIZOLHNDZ L

1) EFHRPN TS K ORI BRI 5

B P HRBEME,  BXRRE N OV A PN R S A R

2) FHPIPNTEST

B OB REENRE

*EI  ARBIEAOTORBPAR 57055 H 5 W0IE 0 R e L
BRVWEHESNDIHGARICOHZHANLZ &

I SCEUET B

2021474 H

202047 H




#% 20214 6 ATRET (B 4 1R)
#2021 1 HEgET (58 3 W)

EE — R EE R,

HAEEER D HES

ATiE L EIRRAF
BRI 2 36 H

87625

R T
HR7E R

30200AMX00455000
2020 5 H

MOAILAH
UVLTVEI - 5 FREF IR A

W R ND"’U—Q@ ,ﬁﬁﬁﬁ%iﬂéﬁﬁ 100mg

VEKLURY?® for Intravenous Injection

F) FE—EMEONSBICIVERTSL

¥J GILEAD

2. B2 (ROBECIFZRS LRV E)
2.1 REIOB R UBBREOBHFERE D H 5 BE

3. #ERE - MK
*%3.1 AR

HR7E4 N7V — SR EEA 100mg

BRRS LLT T

ﬁ%ﬁil)

(31 7 ) 100mg

SR ANVATFLI=FLB-JuFFANY ¥ F
N kU 43146mg. pHEREH

1) ARIGESERS BOBEZEE LT, SYBEFRESATWAOT, £REEIT
105mgTaH %,
) EFEEERT .
3.2 HEIDOMIR
HR7E 4 A7)V — S EREA 100mg
R - AT HE~MEHE~FHEOR
pH 3.0~4.0%
1238 91,1 (HRAEEEERICNT SH)

EL) ARELNA 7 A 1IMLOFES K % N2 TE D L7
2) 100mgXi3200mgd L A F S )L 2 AMEER (250mL) 1iED L7l

4. MRESLIFZNR
SARS-CoV-2IC &k B RFHE

*5. FWRENIFFIRICEHET H3FF
BRRABRFICB U 2 E R SRR ZHE X, SARS-CoV-2I2 &
Blfiz e BY HBEEZNRIKRE2TI 2 &, [17.1.1 ZH]

6. BENURZE

WEHL AR OEEAkg EO/NRISIELAF Y ELE LT,
BE5ME1C200mg %, #52H B LHIZ100mg % | H 16 Sk
ET B

EE. (AE3.5kgbl EA0kgRBD/NRICIIL AF Y ELE LT,
BEFMAICSmg/kg® ., BE52HBURE2.5mg/kg % 1 H1ES
TEET 5,

B, BREEEIIEETET 5,

7. BERURHEICEET 2ER
*7.1 ABEERICHM U, 3093251200 20 CHREEET 5 2
Lo [8.2, 14.1 ]
#7.2 BRELT, SHEFTRE L, EROSEFRED SN
BARICZIOHE £ THRET 5,

7.3 NEEBEIIBIT2EMBRIIANATH S, NEEEFICE TS
ENARAE - A1, EHEZNEYHERETVICELST 32
L=y a VICEDOWTRESNIZODTHAH I EICHET S
o [9.7, 16.6.1 ]

8. EELBEANIR
*8.1 HEEEREPHoDLNEZENHHD T, BEHIKOHEGH
BEHIR IO EERE 2TV, BEOREZTDICBE TS
Eo [9.3.1, 11.1.1 2]

*8.2 Infusion Reaction. 777 1 ¥ —2 & BEENSH 5
bNBZENHZOT, BEOREEZTFICBETHLELEBIT,
BESPDOONIGEEICIES IS 20 L, B 208 %
fTHO2 &, /oo ThOOEHFAXEMTZZAREENH L7720,
BRI OBREREE2EERT S L. [7.1. 11.1.2 B]

#¥%8.3 MIFI ALK TFLI—=FILBE-7aFFA MY »F Y
TLIZEDEBERERENDSDNEIBENDNHSD T, %E5H]
KOHBGHITERNICEREREZITV.. BEOREZ+7IC
BEITHT &, [9.2 2]

9. BEDERZHIDEEICHI IR
*9.2 BikHEREERE
BB ALK T F LI —FLR-vZ7aFFA MY F I
LORMENOERICEL D, BERERENEBILTE2BZNDPH
%, FEEFRABTL LT Y ENICERMENOEENBD LN
TW2, BRERELET > EEENRE L BEKRREIIER
LTWwil, [8.3. 15.2, 16.6.2 ]

9.2.1 EENEBHEERE (RA. LR, DRRTNEFeGFRA
30mL/min/1.73m*RiE. [ERAE#MER (7B~288) TRIMAE
JUL7FZImg/dLE) OFE
BRI L 2w, R OB RESEREEE B0 S &l s
NBEEICOHAHE2EZEERTHI L, (9.7, 17.1.1 ZH]

9.3 FHiRERREEE

*9.3.1 ALTH E4EE00 FBRDSEL EDEE
BELEWIENEE L, FREREPELT 28210
%o HERELET HEELWNRE LBKRRBIIERL
Wi, [8.1. 11.1.1. 16.6.3. 17.1 &HE]

9.5 WHw
TEIE AR L C W A RTREE O & 2 R HEICIE, aE LBk
DfEfEEE L5 YT SN ABRICORMEET H T & R
Ty PRI F AWM - REANOKZEBICET 25T,
L AT ENL20mg/kgE T EIRNIRS L-Ha (EEmMHA
(7L Y REEUE) 025BEE (AUC) PENXK
RAERRESRBEROAMEICHES) . IE - BREFEEIHT 5%
R onahr o7z, My bEAVEZEEER YRS
ANOHEIZHT ARBICBWVL T, LAT Y EL10mg/kg % Bk
W5 Lzga (FEOFRHEY (X7 L4 NERIE) o2
HRERE (AUC) PENAZHERSRBEED] . MEICH
o). BIEE - IBERE - EFEREOBDPRDO 5N TV S,

9.6 EI.Im
R EOBREROBAREOERELZER L, RAOMFEX
FEE RS & BMER (T ) IKBWT, VAT
YENLROZOREMDPIITHAEITT 2 ENRDESN TS,

9.7 INR
wERE EoBEREDPEEEL EOS CH SN 5 HEIC0ARE
TH5IL, NEFERRE LBRABEIERL T2V, R’
MFNALATF NI —FILE-YZ7aFTFAN)VF NY T L
FERMEICHLTEEZE L. BREIEEEEICH 208K
HO/NRICK T 2HEBIEIARATH S, (9.2 ZH]
NREBEICBT2FEMHRIIAHTH S, NEEEICHBITSE
WA - HE, FEZNEVHRETLVICESY I 2
L= a3 VIZEDSWTRES Nz, 7.3, 16.6.1 ]

9.8 S
BEOREZBE LAY GEEICKRE TS &, —RICAETER
HBEPETLTHBD, BEECAEMEEZHE > TVRDE I ENZLIA
5N5,



10. MHE{ER =1 WIHOHE (1A=E3.5kghl F40kgFKmD /M)
R EERREEIIER L TWiaw, [16.7.1. 16.7.2 & hE | wAOREE FHBRONA 7L EEEERIC
] (k) (me) BN T | pothEWAE | BINBROLE
#610.2 AR (HAICEBTZTE) & 5 (mL) (mL)
ES Pt BRI - B A E B - R T 3.5 17.5 1 3.5
EROF S /7 unF | LAT Y ELORT A|LALT S CLOEIEAH 4 20 1 4 25
Bl VZIEHEAE RS 2 8 | IO LR OH 7 A LR 5 25 1 5
BN B 5 iR OO AEE 7.5 37.5 1 7.5 %
rvauaFy (ERFREK I AN D 5. 10 50 1 10
) 15 75 1 15
20 100 1 20 100
TR B
WOBHWERNH 6bNB T ENHHDT, BELZTTITITV.
RHAED & NE B IRG £ PIET 5 7% S4B E (T » s 2135 @) Zs
2C&. #£2 2HBLIEORSE (h%3.5kghl F40kgRiGD/NE)

11.1 ch@ﬁilj{’ﬁ@ A EAOkgR D FHEONA 7| AR
#11.1.1 FFHgaEEE B mcBUs | AT | hOHSEAR | EROLE
ALT ERICHIZ T, FFSRREEOMIE I RE[RY (JBaH ke) | wersme (mg) (mL) (mL)

ULy, ALPXIZINROEE) MO SNZHEEICIE. #& 3.5 3.8 1 1.8
Sxdikg 52 &, [8.1. 9.3.1 ] 4 10 1 2 25
*11.1.2 BBUE (Infusion Reaction, 7+ T4 S+ —%Z) 5 12.5 1 2.5
RME. MELF. SEIR. RIR. (KEERIE. FEA. IR R EE, 7.5 18.8 1 3.8
WIS, MEMZE. F2. BO. EE, BT, BEZEPH6D 10 25 1 5 %
NAHZENH 5. [8.2 58] 15 37.5 1 7.5
*11.2 ZDMDEIER 20 50 1 10
1%L _b3% 0.2%L b 1% 25 62.5 1 12.5
ME+H LY =il 30 75 1 15 100
VINRIEE 35 87.5 1 17.5
A5 e ED WErt, {ERL. T 14.2 EZFRIRSEOFE
—f - 25m ARG, 5. FR 14.2.1 ORI EFEICHEE LW &, AHEARERMNE D
ﬁg;@gﬁ HEMIRETH 5.,
i = 14.2.2 RANZRERI 2 E&B Lz, BEBOREHOFR
Hﬂﬁiﬁ%@% %I\*?‘/XYSﬂ‘—‘t’IﬂlTE‘ 3 N P 3 = -
BE. FED S HIE TR OHERZORIKIIEERET 5 &,
X ULE &
= 15. ZOfhDER
R ALTHEM. ASTHEM. |70 hos € BEEE. RS *15.1 BRPRERICE D <15
RS YAT ISV R | LR, SR EE L. SR3KG SARS-CoV-2IC & A EREEE 2R & L-BRRE (NTAID
WEKED, M L7 F = ACTT-1) <iF. 7o boy Py BEEE I EEEE
_ i . MY LS (INR) BIORREGIETS AR E KB L CAARERT
R#tB £ 0% B V7YY FE Birolz. mB. WS THILA N> FORBRITEIR
AR - BNz T,
= Bom. IO EL 15.2 JFRAREBICE I 1EH
FRS TE T A% B 727 H BB IR S 38 0 20me /ke/ BB T
e B, ORI BIICHESTEE. Sme/kg/ B EOBTMHRRESES - /L7
m;ésg‘ﬁg‘: Bk F U OENMEOBEHERE., BREEOHEBEEE. v b
= ROV IAUL28HEEIRNESHERICB VLT, BREEER

14. BRALDFR
14.1 ZEZIFAREOER
*%14.1.1 BIBERICIE. FERAKOAZRWSZ &,

14.1.2 NA 7IVIZI9MLOESAKEMZ . BESIC30RMHERE L.
2~3NTHEE Lk, BHLBHR THA L2 HERT 5 (BE
5mg/mL). WEMPERL Nz ViGEd. ERRUEE
BOIET,

14.1.3 BEHERRICKRING - BES R BRPICHAT2 20
CLEEHBTHIET 5. R - ZESHATFAAL NG
FRHLZVWI &,

14.1.4 FEEFKICIARRE. 20~ 25C C4RERE 132~ 8°C T4/
DIAICERT 2 2 &,

14.1.5 BRA R OMEEAOkg L EO/NRBIZOWTIE, FIHO#ES
(LAFYE L ELT200mg) DEFEEIE. 231 TILERVL, &
NATIHP620mLT D (FEH40mL) %, 2HEDE (LAT
UL ELTIOmE) DESDHEIZ. 131 7LD 520mL%E
0. AEAERICHEINL T2E2100mL3id250mLET %,
{KE3.5kg bl FA0kgRImD/NRICOVWTIE, RIRUE22SE
ICHABT 2,

14.1.6 #2200 ZHRICRESECTRMSESD, RED1F
BB &,

*%14.1.7 EHEERICRING. FHAKTERL T o DR %
E®H T 20~25C TR IE2 ~8C T48M; % #8 2 7= 1B 1
FREITHERT S &,

i (10mg/kg/HELL) TMHERE~Y —7 —RE - RAEH
KOZ LT F =DM, LRIIRFERE - ¥ 2NV RE,
BIRAEOMBESEIRD SNz, BB, H=7AFILEH
W28 HIERFIRNIR 5B ¢ e M E10mg/kgit CBEEIER
BOLNTNZE,

16. E4pENRE
16.1 MRE
*%16.1.1 BRAEAICSIF2EYERE

SHE AR AW BRE (23mg 7 5225mg D FE#IF T L LT > L% 28
B2 CHEFRNES L& &5, LATFT Y ELIIREOEYERE S
a7 74N ERL,.
NEMNEREEREIC. VAT Y ELZRE5HIZ200mg. 2~5HB X
10HE12100mg% 1 H1[E3053 fi 2 1 CRIEFEIRNE S LIz EED L AT
T, REITHE X7 LAY FELUE (GS-441524) KO REIARH
1 (GS-704277) OIEMENHE/ST XA —F IZLIRDOEBD TH -7,

) ENARAE - AR, B%5HI1C200mg% . % 52HBLEIE
100mg# 1 H1[E SHEHETH 5.0

BRI L AT Y L% RIEBIRNES L L 20
MEEFO L LT ENROREM ORI B/ ST X —5

& . N Crnax AUC? t12?
(mg) |PB| WENR | HER ) (g vml) | (h)
200 | 28 IHE |4378 (23.5) 2863 (18.6)] 0.90
100 | 260 | VAT TEN S?OEE%U 2229 (19.2) 1585 (16.6)| 0.9
200 [ 28 [, . | _LHE (143 GLS) 2191 (19.0] -
100 | 26 | AEOUE S?O%Eé“ 145 (19.3) 2229 (18.4)| 27.4
200 | 28 1HE | 370 (29.3) | 698 (25.9) | 1.27
>3 e) N
100 | 26 | TCED SEl'OEEEéU 246 (33.9) | 462 (31.4) | 1.23




FHIME (CV%). — @ L
a) 1HE : AUCo2n. SHERUI0HE : AUCu
b) kil
c) AUCK U't1/213254
d) GS-441524
e) GS-704277
*%16.3 9
In vitroREICBWVWT, LATFTYE LD FMEEHICHT REERIE
88~ THo7ze X7 LAY FELUE (GS-441524) o +MEEEH
IS BREERIIEL 572 (2%).
HLE NBEERLAICMCIZERE L7z L AT 2 E)L150mg 2 B AR %S L 7z
& EE | RASTRED M/ A% 3% 55150 THI0.68TH 0 . i
OFBELBICER L, BESERBTEL.0TH 7z, LATVELR
OREE, MHE T MR R ORI L TR D3 HERT -
*%k16.4 {8
LAFYENVREICHLRFYILIZAF T —F1 (CES]) 12k hiKks
fRsn, —HAHT 7T UA (CatA) RCYP3AIC KRB N B, fik
ARICE D AERSNREREY (GS-704277) EEICEAF IV T
A7 RXZ VAT RiEEY > /878l (HINTL) c&hR#@tEshs, F
BRHMIARZARLT 25— FOREZTNIH ) Y BLIC X D IEHE
BI=1) UEE (GS-443902) &7 5. —H. WU VER(EICK 0. ZhRIC
B VBN WX 7 LAY RREMW) (GS-441524) BHERS N5,
%% 16.5 HEttt
HLE AN BERERL A BRE 1T MCHERE L L 72 ¥ L 150mg % B IR RS L
oL ED | BEBOFREINRIZN% # B A R K OCETIHRIZ
FNENKTA% R OKIN8% TdH > 720 RAUC[EIR S N7z KERT I R
MTHBHRT LAY REBIE (GS-441524, 49%) TH V. 10%H°L L
FYENLTH-T,

¥) BEIRNARAEE - R, %59 HI1C200mg% . #52HHBLEIX
100mg# | H 1 E ST 5 5.

16.6 HEDERZHI DEE

16.6.1 NEEEH
INRIZBT HEBREORBEHIEMR L Tz,
INRIZBTHENKRRE - AR, EHEZNEMBEETILICES Y
3alb—YavVIlEDOTIRES Nz, KEAkgM Eo/NETIE BRA
B SENERAE - AR TARZRE L&, EEREICBITS
LAFYELRUREM THAX 7 LAY NELKOBRERIZ., AL

BBOREEETH S ETFHS NI, —T, AEAOkgRIED/NETIE,

MEREIN-ENARAE - HETHRS L LE. EEREBICBTS
VAT YELOBRBRIIKMALFRBEEFRIS NS, X7 LAY N
PlEOBRBERIIMA EHE L T, BER/NECEREBRTH 5 & TFHlS
nrz.
*16.6.2 BHEEES
EREREE ICB T 2EMBHEBOMEIER L T, [9.2 2]
*16.6.3 FTHERERES
FARERERREE 1B 1 2 EMBNREDOMEHIEMR L TWhav, [9.3.1 B3]
16.7 EYWEEIER
*%16.7.1 In vitrosBRAYIE
LAFYELIEOATPIBIRUP-gpORETH 5. £7-. CYP3A,
UGTIAL. OATPIBIl. OATPIB3RUMATELIZHR LIEEHEERZRT .
FRREREY (GS-704277) 1OATPIBI M UOATPIB3OEE TH 5,
16.7.2 BRIRICH T 2 EYHEE ERER
i PRI B AR F B IESERE L T L7,

17. BRPRRLIE
17.1 BHUERUREMEICET 255
%17.1.1 SARS-CoOV-2IC & 2 BREMEBENROEE LRSS I 185158

(1) NIAID ACTT-1588% (NCT04280705)
18 LL EDSARS-CoV-2IC & 2 BEHERE (1,002, > 5 15FIEEN
REBEEMBHICBVLWTBRESNG) 2RRE LT TR BEEBL
CTEERITHERERBRICB LT, BE5YHICAR200mgE, 2~10H
BICAAII00mg 21 H1E, X 75t REBRAKS LY. %5, B
L7 BEIREERS2mIEd s &N, IBRERSICINATE
EDSARS-CoV-2IZ X 2 BEIEIREICBET 204 R T4 Y FITHE - TR
RO ERAS A REE SNz, FEFMEEEE. BIEALBBHEET
2B 5EE (SEIEFREE) 02a7]1~3IC#Y) ETORETH-
Too ZORER. EMEE TORE (FhRE) 1I2DWT, RARSETI0OH.
T ARABTISHTH Y., AFIBE 7T v RBEEOMHEICB W THET
HICEBRRESRO SN (N —FH 1 1.29, 95%EMHEXME 1 1.12
~1.49, p<0.001. EHlv T > V#5E) .

#58 ARYL NH—RH (95%{SHXRA)
LVLFYEIL (N=541) 399 1.29 (1.12~1.49)
rrrrrrrr TStk (N=521) 352 5

ERIOTSYOME p<0001

@ |~
(I
o :
B
[
024 [ et
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
EERENSEEETORY (H)
VR D55 HERE
LLaFvEL 541 513 447 342 264 214 158 84
F5eR 521 511 463 383 326 272 210 105

M1 BERL,SEES CORBOA XY FEREE
B FHROERBRR - RIERIEITROLEBY TH T,
FaRBIR - PR EE

1. SARS-CoV-2IT & 2 EHRIEN R S N 2R T ABTH
2. LFOVWTAMICEE LTHD., PCREIC L VSARS-
CoV-2B MR ENT VD
« MR AL AT 205 R (S BREL S N7z AR 12 81V CPCR
51
- MR R AL ET7 205 DURTICEREX S N 72 #1258 V) TPCR
BT, BIMOBERIPSHETH 2 2 L0 FEHRS N
TW5, »DOSARS-CoV-2IC L BRPIC L B EEbh
HIERDEITLTWVD
3. A EBUTOVWTNRIONRDL 5N 5 B
< B RERAT R (BEXHR. CTAF v %)
 SpOa"94% (B BIF
cBEWAZET S
« NLIFIRasE

AR

1. ASTXUZALTASEEEF_FR 5%

2. HEARRHIEAEE (eGFR) 2°30mL/minzkis (MiEE
ProfAiE MXIZME B2 ZIFTCWEEEEZET)

3. 1R IR

4. 72RBEDLICR R X EERE T E

BIfEF ™ D830 6 N7z kBE OEI& L, KAKRSE T8% (41/532f1)
THO. FuEWERAIZ Y0 bo Y e VERER2% (9/53261) THho7.

W) 8EIEFRE [(Ra7]  BEELDEEICHIRZ L. 2372 5Bk
POEBPHIRKL O/ IIEEBRBASBE, 2373 ABELT
BOBBRRAZEL 2 WIBEOMGESRE, 2374 Abt. B3R
MAZEL %z WIAEOMGESKLE (COVID-19/:# ik 2 Nl
). Aa 75 ABEPD, BEMAZET S, 2376 ARE,PD
BB ANTIFRES ISR RBRICES2EMHE, 2377 AB»
DECMOXIIEE AN TIFIRERIC K 2EH, 2378 FET]

¥2) RRBETIE. Grade3ll EOBERRPSNE SN, BEEEORE
RS R S 11720 MIA T BEBIERISIZD W TIEGrade2Diakk
HEORRBRIEETERVERLINES N,

(2) GS-US-540-5773:88% (NCT04292899)

12 DL R 18 Rl 2 DR EAOkg L B K18 L LD EEDSARS-
CoV-21Z X2 BEGHUERE (3976, 2B, HAAEBE THAANS N
Bhotz) ERRE L BERCIEEREATRELE S MIB VLT, 5
HE#ESE T, &5 HICAF200mg% . 2~5HEI12100mg% 1 H1[H]
BIRANE S, 10HBR ST #E5MHICARI00mg% . 2~10HHIZ
100mg# 1 H1EERAZES Lz %, 28, B LG ITRBRERS
EHIETAZEEENTZ, WTNOREGELEEBELEOMAZZ I,
FEMEE 3. BEBLRIBEBICTEIERFRES CHHE L7z BEER
e S N7, ERIREOWHEICO VT, SHERSEICHT 2 10H RS
BEO M v XHIZ0.75 [95%(FHEXE0.51, 1.12] TH -tz

#1 EEACBRIBEEICB T 2EFRE (7TEIEFRE)

SHMERSE 10F a5 B
A7 (200f51) (19761)
1 16 (8.0) 21 (10.7)
2 17 (8.5) 33 (16.8)
3 8 (4.0) 10 (5.1)
4 19 (9.5) 15 (7.6)
5 12 (6.0) 12 (6.1)
6 8 (4.0) 3 (1.5)
7 120 (60.0) 103 (52.3)
Hp A > XH 0.75
[95%(EFEX ] [0.51, 1.12]

B (%)
a) BE#. X274 YIROBKRREEZHERE L HAIF Y ZETL



B FHBOELERR - RAERITROEBY ThHh -7,

FEIR - Ry

1. WA LHET4H DIAICSERM L 72 PCRIEE IC 5 1) TSARS-
CoV-2BRN RSN TV S

. AbEH

3. A7) ==V THEIC. SpO2A9%LLR (EAR) Xk
BRRMAZET S

4. Hfg L, M2EEZsROsNS

1. ZEBA2

2. NLMIEEE (V-V ECMO%&ts) #5HRLL .
XIZV-A ECMO% i/ (AR ZEb )

3. ALTXUXAST A EHESF_FIR D 5E#8

fRoVE#E 4. L7 F= - )T T2 AN50mL/minAdl (185% 1L
Lo &3 Cockeroft-Gaultx. 18 RiED B A I1X
Schwartzztz RV CEH)

5. IERRERGE

6. FFHLF
BIER DR 6 N7 wibaE D& &1L, SHE®SHEEVCIOHE®RS#TZ
NZN17% (33/20001) F120% (40/197H1) T -7 ERBWERIZ.
ALTHEM (SHE#HEET2% (4/2000]). 10HRE&S58T7% (14/197
1)) ASTHEM (SHEHRSET3% (5/20004]) . 10HM&%S5 8 T6%
(11/19741)) ROEL (SHERSET5% (9/20061). 10HM&ES5E#T
3% (5/19761)) TH -7z

(3) GS-US-540-5774558% (NCT04292730)
127% DL B 18m R DA EA0kg L B K O18mE LA LD FHEREDSARS-
CoV-212 KB BYUERE (58461, 2B, AAAHEEE THAANSGN
B otz) ERRE LIBREAIEERIATHBLE S— MIBWVT, 5
HEHESRTIE, 590 1CAA200mg% . 2~50B12100mg#% 1 A1
BIRAE S, I0HERSETIX. HEWHICARF200mg %, 2~10HEIC
100mg#% 1 H I EIFIRAIES U, EEFEBEE B L7297, 1B, BIE
LB a B s2thibtd 52 L& &N, WThOKRFIREED
EEEREOMAEZZ -, FEFHEEE X, BIERLEZI0HBICTRER
REER) CEME Ll RREEE SNz, BRREOSREICOVT, -
F v RETFNACED AZEBERICHT 2 EARFIRSBHO I A v TH
[95%(EHAX ] 1%, SHE#ESRTL.65 [1.09, 2.48, p=0.017]. 10H
G clx1.31 [0.88, 1.95, p=0.18] TH -7z,

£ EEABLZRIOBBEICB Y ZEHRIRE (7SIEFRE)

[\

BIEE

2y SHEFXGHE | 0HMESE | SOCH
(191431) (1933) (20031
I 0 2 (1.0) 4 2.0
2 0 1(0.5) 4 2.0
3 5 (2.6) 0 7 3.5
4 737 12 (6.2) 11 (5.5
5 38 (19.9) 4 (22.8) 46 (23.0)
6 7 (3.7) 9 (4.7) 8 (4.0
7 134 (70.2) 125 (64.8) 120 (60.0)
SOCEEIAT 5
; 1.65 1.31
[9&{%&%}&% o | 11,092, 2.483] | [0.880, 1.952] -
pfE” 0.0174 0.1826

BlEL (%), — 1M aL

a) BEBERERE LzRAIA v ZET L

b) HELEOHFEAKEZERAIS%. REEEDZENELHFAET 55 L L CBonferroni
DOFEERAVTEREICB T 2ERKEZER2.5%E Uiz,
BB RABOFELRR - RIMEBITROEBD TH -7z,

FERIF - RLEEE

1. EEAILRTAE DINICEM L 72PCRIFE 12 B 1) TSARS-

COV-2BENHER SN TV D
2. ABhTH 0. COVID-19Ixd 2 RE+2ET 5
3. A7 Y ==V JHFIZ, SpO.hi94%i#E (ENE)
4. B L, HREEIREOONS
1
2
3

BIEE

AT == B ANTEREOHRE A ET 5
. ALTXUZAST A E#EE F_ERR 0558
LT FZy - )T T 2 AN50mL/minAkdl  (187% L
o Ei3Cockeroft-Gaultz=x. 18R DB A X
Schwartz= % Fl W CHH)
4. IR
5. EHH
BIER SRR 6 N B E & &13. SARKRSBECI0EREHRERTE
n2N19% (36/19141) K13% (25/193f1) TdH-7z. FEHEIER I,
BED CHHE&REGETT% (13/1916). 10HME5#T4% (7/19341))
Tho7,

H3) THIEFRE [Ra71:%E. 2: A2 DECMOXIXREEHAT
MERERIC X B EH, 3 AR, OERENBRK X IERERRZICLD
B, 4 ARPOBBEBRRICIZER. 5: ARRLTBYD, BH
A %5 L 72 WASSARS-CoV-212 & B BEYUEICBE D 5 TR 218
EEET D, 6 ARRLTBD., BERAKOMGENZIGEITE L
W (72720, 7 a b a5 AR OB S IERR< ) 7 1 BB

FRoLEE

18. ENEIE

*%18.1 {ERIES
VAFYENRTF ) YR L4y REMEOTa RIy 7 TH b,
LAFYE I, MfaRICO L. Ik R K 2 RE 2T, &k
12V VEBL SN TEBENIOEERZEITH2X 7 LF Y RZ) Y BREIOE
HREMZERT 5. EEREMIT T V> =) VB (ATP) OB
{£& LTy SARS-CoV-2 RNAKEMERNARY X5 —HI2 & > TH I
AR SNARNABICKAEEATPERA L THRVAEN., VA ILADE
B BIF HRNABEOHERIEEZIOAHD» 6L LENTEIESES. 1§
HERBMIE. & PHKODNARY X5 —F¥a. BERURNARY X5 —
YO, BFICI I RYZPDNARY AT =y RO hary Ry 7
RNARY 2T —¥Iicxtd 2HEER (ICsff) EWVdnsd>200MT
Holzs

%% 18.2 In vitrodn > A JL AEME
L AT EIIE. SARS-CoV-2D R BERRICHT LT SEAITRIN48KEH
BICBI 5 MIRBEELRE LEMBETOS0%EMEE (ECs) 1
9.IMMTH o7z, F7z. MRIEEL Ml LR Calu-3% PA549-
hACE2TSARS-CoV-20 18 Z [HE L. ECsold HEAIRINT2EER K& O
48 TENEN280NM KL U1 I5SnMTdH - 729~ 9,

18.3 EAIMIE

L AT Y EILTEDSARS-CoV-2HBRICET KT — 7 I3 6N TV
W, IEF TIZ, in vitroTHOSARS-CoV-20 L AT ¥ EILMHEFIR
RSN TV RV, FoEECOVOYT T ZAFRT AN AZHWZL A
FTELDin vitroft N Tld. RNAKREERNARY X5 —FT2T
DCOVIZREFESNIZHEREIIBWT, 2HFFOER (F476LK% UV553L) A5
RSN, LAFTYELICH LS. 6[50MZHEDBETRZR LIz, O
FRIZin vitroTU A NV ZAEHEMERN Lz, FEEOERE (F480LKE U
V557L) ZSARS-CoVICEA L7z& &, BEMEATL LTI
LCOEDRZFEET %2R L. SARS-COVIEZEY 7 ZEFILIZBWVTY
A N ADIRFEHEDBEF L 7zo

%% 18.4 EBMIETIVICHIT DEEIR
SARS-CoV-28 128 /%D 7 717 HILSARS-CoV-2EHE T ILIC
BEWHIEL LT EL10mg/kg TClLHIE, ZD#%IE5mg/kg TLH1E
EHIRHNA -5 2HBE L& 25, BIEEE HE LT, IFIRERER
DERBIENSSE L MREGR OIRAFT R ONH 7 1 )L ARNAR
PR LTz,

19. BMEI (RT3 E(EZHAR

—MRE9BF - L AT T EIL (Remdesivir)

{£%4 : 2-Ethylbutyl N-{(S)-[2-C-(4-aminopyrrolo[2,1-7][1,2,4]
triazin-7-yl)-2,5-anhydro-D-altrononitril-6-O-yl]
phenoxyphosphoryl}-L-alaninate

PFI - CoyHisNsOsP

DFE  602.58
fbEEE
o EO CH3
MY oy S8 L
HoN " ""‘\O/ \N/<H/O CHj
i k } R
AN T °
HO OH

% KR:pe~HEEXIEEDOEK

BRI AY )=, TRIE RO T I VICETFRTL, TV LI
PRBEIFRT L B Y SO ELITBEFIC WV,

B o 138C

DECARE - log P=3.2

21. AERRMH

2.1 EERY RV EMEAZFREDO L, BYICEHT 2L,

21.2 KANG, EEBEERESSHEEIAEOIEIEOREICE SERA S
RHIERHETH . RS TOFARRIBOTRONATVRA L
5, BERTER. —EHOEICHRS T — ¥ »ERS NS L TOMIT,
AT EEL PR D ARG S N 2REFIC DL CRWERBHRE O AR DR 2
HROENEICET 27— 2 BHICIE L. RRIOBEEBAICLEZ
EEBZHELHZE, To. BonEREZEPRNICRET S &,

21.3 KAHIOLLMEICHET 2BMEICERES N FHllIcEO &, AFIOMIE
HRICKHELREBZH LS &

22. @&
N7V

*E3. FEEt
1) FACT SHEET FOR HEALTH CARE PROVIDERS EMERGENCY
USE AUTHORIZATION (EUA) OF REMDESIVIR (GS-5734™)
2) HNER (L 4T Y EIVRBREMES)
3) #AER (NIAID ACTT-1:5)

_4—



4) HHNER (GS-US-540-577355%)

5) Goldman JD, et al. N Engl J Med. 2020 ; 383 (19) : 1827-1837
6) HHNER (GS-US-540-57747 %)

7) Spinner CD, et al. JAMA 2020 ; 324 (11) : 1048-1057

8) Pruijssers AJ, et al. Cell Rep. 2020 ; 32 (3) : 107940

9) Xie X, et al. Nat Commun. 2020 ; 11 (1) : 5214

24. XEFERERUBEVWEDESE
FUT R ALY TRAR
AF A AN R= Py —
T100-6616 RHFEHTRERAOA—T HIE2S
EPAVEEL VLV SR
7U—=%4 7L 0120-506-295
FAX  03-5958-2959
ZAEER 1 9:00~17:30 (£ - H - HRUSHKHZER)

26. BIERTFEES

26.1 WSHRFIT
FUPR YA AHRAEH
ARG FREZADON1-9-2
IS5 RIF3THIRE T~

_5_ ® : B
04-GS



#x 20214F 4 H SET 2100
#20204F 9 HeET

BREIBRERT 01 RAl

7|'llltl I-D :I®55E§‘ﬁ1-§ 1.9 mg # I fili &% | 19904E12 | 19904E12H | 19904E12H
wispsn s iesosnsowrs  R)YIIFOL #5483.8mg
ANFFO x5 19mg

[P SR Ok a Rl

Wik . SRR

ODNI3

H AR i it 0 A 7
872454

19mg 38mg 19mg

S F 5 | 22100AMX01494000 | 22100AMX01495000 | 22100AMX01496000
Ol I | 20094E 9 | 20094 9 | 20094F 9 H
W 5 B #h| 19694E 9 H | 19624E10H | 19734E8 H

& 38 | 200549 H | 200549 7 | 20054 9 H

ﬁﬂq’ﬁﬂ[’:'!jx'*%wﬁimiiﬁjgﬁ . Orgadrone® Injection1.9mg,
ﬁﬁiiiﬁ RE ;2 FR oo i B BN ) InJBCt‘l‘on 3.8mg & Injection19mg
TS Lo FEIRXTIVUVBIATIVF MU D LS
B &=

= =

AR & GO AR, BEERICT RIS T & A ER
ftrl2 BT, D AALEREREI T AR - AEERE R OLE
M d & T, AFHEDSEY) &HI SN AIEFIZ DOV T DA
FEhs 52 Lo BIBEZOFIRICH 2o TE, ZOFHZEH
DENCEZ SR CTHNEET 5 2 &, £z, GHENG
12D, BE UL T OFRBRIHRIE R O ekt & 05
BHL, HEzRTrbk5T5Z L,

w| [z 2 (ROBENIHMICIIBE LAV E)]

1 RFN DR ZxT UBEE O BEERE D B 5 B

2 JEYHED D B BIHIEP, AR, TR P 3 e P
[(CREMHIERIC LY . BRIYEPEET 2 B2 D

%o ]
3 EVEEPART O PIETEN [BAERAE IR AT 2 B2 W'D
%o ]

4 ROFERN % G EH:
TAET VY VERERIE A (BB DM Z IR
V2 & BT EHIR)
(KR FHRE5DEE)
¥ I A IIERRIE, TAFTLEIL
(RHNELBBE5EDEE (- LHEBRESDIHE #8L))
YLV EEY SRR, VLYY VR - 7 kY
WV TS5 72 FINRTIIIERE - AN I,
FVFZ7SENF ) a - ) LVEYY) ViR
(THEAEH |OmEZ )

[FEIZEZ (ROBEIZEBELEWZ E2FEEIET S

B BCDEETRIBAICIERICHRETEE)]

1 AR BRPUEFOFIE L e WEYE, &5 OEEREDE
HRIEIHIERIC L D | BRAYEDHIET 2 BENADH
%o ]

2 LSS O BB DRROBESERRE DR T L, 1k
PEEDET L BZNDNH 5, ]

3 KEHIE O B (AR EE L, RsHEET 2
BENDH D, ]

4 FEMERBOBEIEIHRIERIC L Y, R EDS
WETLBENDH 5, ]

5 . HhB A e O BE [FEIIHIERIC L D, B
ARSI DEST 2 B8N0 H 5, |

6 TREUNREDEE UK SRR L, BRENEEDS
WESLBENDH 5, ]

7 FFENEOBEIREDS LA L, fNEIEET 2821
Mhb, ]

8 EIMEREDBEZ[F M) v 4 UMKEOEEIZ LY,
BT RS 2 52N hH b, |

9 EMEIVE D ® 5 B MREAYE (I 7 ) 7 2MET)
HICLY, BREREIMETLIBENDSD D, ]

10. MBED B (IR EEFE AEDSTTHE L, MARED TS 5
BENDKD 5, ]

11. 53547 72AIED FATEI O & 5 B [ AV RE GRE S
B RBESTLBENDDH S, ]

12. 2 OfifdEr iR s L2BELDRER S Lz o
EnH D, ]

13,7 AV AVERSI - flspe b, FEREPERR PSR, B PER
g b N OB AR R o BB 2k B IR -
[SOBERIEVERIC L D . SRS DFERDIEEST 5 B2 N
HdHb, ]

14. 2> b a— VR EORERIED B g A E A (pE
i EEEIZL Y BRIRAMEST L BENDH D, |

[#BR - MEIK]

1. #ERR
1B L NA TV, ZNENROWS - &% E
A

W 5¢ %4 BRI ENlikY)
FERIFRT ) VR Ny¥ = ALY
FNUHFE O AT INF MY L 0.05mg
JEERE 1.9mg 2.5mg/0.5mL ¥ F—)13.5mg

(FFHA5 L LTL.9me) | pHFH A

FEFRAY L) UEE | RN E =y AL
FUH OO TAF NG LY L 0.1mg

SRS 3.8 5mg/1lmL FU b=V 27Tmg
FERT 3. Bme | e 5 L C3. 8mg) | pH AR
FXFAY )V | NUE =Y LG

FNH RO T AFVF R L 0.5mg
ST 19mg | 25me/5mL F1) b—)b 135mg
(FHFH 25V L T19mg) | pHiR#EH)
2 MR
- ZiE T
Wit # o pH (3 et 1)
FNA Fa @
EEHE 1.9mg
FH Ka e
AR IS N - 4

VR 3. 8me A0 P BH i 7.0~8.5 %1
TV Ra @
EGHE 19mg

[%hEE - ZHR]

1. AR R VERIE R R bR A ORTEE, Beseth, TIEfk
P, BEEE) U] SRl R E e 2 RIE 2 ) — 1)
(E, w0, 55, BIBERREERREC ) IR
JECHIE] S FURAR R CHIRER (i) 7 ) — B G,
S FTE]. FURIRBEE R O BEEIRERZE HE (* )

2. U FERE BIET) v~ F Uik, BIER). FHEERIE )



v F RFVIREET) ik, BE, ) TR0 T
Pelge & &) CAEHE, 0, 55, U 7 ~ F PS5 U
). SREMERHESE () v~ TS ()

BEE D)7 =T A (SR OETEFIACR) (*

EL R ), &St gk (SEERkgE, HEES
FEEIRIE, BRSNS IEMAT 75, SIeIE RIEASFIELE &
) (R AT Wik, ZFETER % (g ge) [+
BE R WTE) . SREIE ()

BERE A7 - EROCR 70— BRERRC R, T

T i)

JDRE ) oM OAE RHE, R, )
LT LIVE—FRE S SN E G, A, BEGEL. B

WPITES DG O3 53E TR Y 2 E 2R A) . & 7).

Mg M S8 S e U VRIS LRSS S de 2 & ) (5 TE.
7). WEEGEERERRE (BT, M), BRI F ofiofbs
WEIZL AT LIVF— - i (3, dlsr &) (4

HELOFRUIE. YRR IMGERE (R TR, ERE). T
T4 TF— gy y (HE. HE)

CEERRE  HAERGYE (LR ORI 3 %) (HE.

i, * it

CIRERR A (SRR UL SRR OB LS b

O)(FHE. mUH, *Fd), EE (R, S EREn
MR ZPERAL, 18P > SEFLIE) (KR8 PG 2 5 4)
(. mi, *AiE) . MURCERBUAE (ARTEME, Heseth) (i
VE R, *E). SR (MR A M R OV SRR A
) (FHE, s, *FiE). PR GEE, G, 5
V). BRI R T ORI & B IR (R, R, *fit)

9. H bR E RN RO R, *as, *idE IE
W) BRI (* #NE. TR, TR, TER)

10.

11.

12.

13.

14.

15.

16.
17.

18.

SIEHERMRE HEENREIEEEOZ S IREOUEE R
W ATV —%gte) HE A )

FHRE  BIEN 22 (BRIICERE L AR SN b D e ET)
(R, * R0, *Apidk). IFREZS GEEDRL, ML TENEK 2 o
D bO, ) ot R b D) (i)

FiRm  OFF AVERIBVENG 2% (R RRAERE) (RO 7€ 2
EU) HE, A, A7)

WRRR MR (ss, Bz at) (HL, —RIB
RO E I NILTCEIEIRD A S 1L, D MlH] TS
Ator7e & SICHEMEAWS 2 &) (B, m0E, “FiE).
RIHFES (5T > 3L —ERRE 2 & ) (FRHE. * R0,
), FRERIEERE, RUE. AT, SR LE
(AR e &) (. m0E. *Fid). ANERDEC
VED . BETERRERR (i) R I 2% (* it
BEEE EMY O SE () SR, MREAIELRE, R
VR, EREAAEE. BB ANE) K ORI TR
) (BHE. sl “FRIE). FERVEPSFIE GRE, mUH. S
TE). FUE O FFEERRS (M iE)

PN OSBRI 29 2 o BUE RS 5) & o Bf F
23 MG M (i )

MBMEER (Y R T 7 F 24 &) /G2 S EIESRER
(B - @) (FHE. 20E)

K - RERE 15 WA AE (R, s0E, )
SEHERR BB GEE, RGE. M), B - kR
i), RERMKIEEHE, £ 7). BIER AR S
TS BRI ), SV 3 v 7 ROYIRHY
oy 7 BRRREGEE] . PR () s & 5 RITEH
(R SV SOREEE () () - R g (BAED L S
SNEEY) CFik). T IR P 1k (R
BRARHRE SRETEFHEZR () 7~ F S 12fE ) U
IcRAET g (RAER ) BEERJE 9 GREIED & D12 S ) (il
fik, BEE, WEE). MR CREEAED S DIZR ) (ALK,
feth) | g IR0 b OB 2 ) () . s ph 4k (IR
UMD S DIZIR ) (i, B, W3, Wik R
GO L DICIRS) (HFE) . ZIBMEBIEE (JOEERDN L - &
DO HN DY) (BHET), FREGEEERIET S (RAET) . i
JEPERIE S (AR . HERIAA L = 712381 2 1k 2 (R

19.
20.

21.

22.

23.

A & A ) (IEAL) . R IE (BT, AL
ERARHRER WWEER R OEEN L. IikE)
IARESRHERRE AN (oo hv g 2 3 4) C i)
Gt (U ARTE. B2

BEEE 5 L8 A (A, EAE, 1B
5. ElRE g, WEEINEE . BRBIERE S, 7 b E—
F2 0 g5, St/ NEIRE, © 8 —IVEE, 2 DO e
7%, DRIRVER S %5, AR EARAE. EOMOTHRORE
(e 5\ IZILMEE . B OYVEEOLE - E 4%,
BHIRE N O RIELAOWE - g7 L) L, BEEFLAL
BRI G L w2 &) (O ik, QRN UEL, FBiEiiEmE.
BRALOZ L WEORET D)), HBHECNEA o7
A, KGR, BZsEMEE2 &) L, EEFIZHR
%o F77, EEHMSIERENZEE L) (O FE RN,
FEIRRIS (1910 %2 B ) (FESEGNCER S ) (* i, *fis). 2R
T OB (i Mh vz (EER)) . FAREVERZ e, SEmerERIz
SE. DRIEVEECRE, FERVERR RS 25, JBIRIEE . T A
& —REMERE) (O . O R ORI (B E RO M) ),
BN E (BAEGICIR %) (O i3] . T (ESEBICER S )
(O*f57E. OReM). BAEMERIEMERE bE i) . FTHEE (%
TS ERIRE, SRR (L, SRR OLA 1L
TREBNCER ) *ARTE) . REIERZ RE IE T (B P OV S AEA
RE. AFT VA -V ary IR, RN, 7y 7 A5EE
B, N—F v MEIERO WS, Vy Frayva
PERE R ) O i, ) MHIEHEE GRS R %)
(ORN), KAER: EEMFEE, KEIRFHE. Senear—
UsherfiEffe, #EMRIEHE) (0T, k), 7a—1) v 7
JEIE KPS 25 R, IIRMEIEE & &) (F 5. *i)
), RIS (EAEGICER 2) CAE) . FLRE (N7 T ALt
s % &) (O s, O FiE), By o PR EA R
Bii(ORe ), #HER A 7 L L —< (* %)

BRRE IR - BUAE - IR - DRSO SAEME B O xHERR:
(7 Folsige, Mok ge, MBI 7, BiAldede, IR %
VMBI IR T RE el . MRS (s, A
L KGR, BRER. FHRD . ARIRER K OVRTHRER O SSRETER B
SR C IR ASAS S 24 AT A 145 2 By (IR BG4, 5
g%, AR, sREgE, MR BARRSS) (F BT, *ATE. A,
k12| IRBHEIR O Al 4 Sl (B, * i, FEBE, sSIR)
E2RgihRER 2% - B ELCEE. CE
. RE), BT R - BESHECENE, CE T
H. HEH, FE), A =DOWER O A = TOVEEREGEE. 0T
W i), SRR VEEERE (e, SE. i), AR E)
(Fhe) MR FiE, A7, BlE, 8BHA), TLVE—1ha

RUBIE. 470 S SHA). TERRE(R 2 (i, A
7, BIE BHA). RBlARESR - BEUGE, A7 B &
BRI EITVHRIETER R OENE, R, BRE. AT B
. Fl WERDH]. WRUHZC - WRURRIE (FE. S0, BRTE.
7 WEBH). WRBEAR ) — 7 - REERCERE. A0, AR

7 WEBR] FE O S (B A Rl ge, BHESTH ) )
OVEE IRt 2 (e, m0, T, A7, f0E). H SIAnRE
BRI O TNt O BBk (. mGil, Bl Bk, B2
Wy A7, B BlR. B8 WeEE, B H, fE), #E

PRI 28 B OV 25 (BT CiER L 22 v b o) (BRHEE)
GER)
1. %5 5E0BEIROLEBD
oOIE L EIRPIESS WO REIE RS
BT AR PR Bk e BRI
T RN MR R
BB BAEIEPESS T AT TAYF—
ORI © WOHLER P ) S BEPIEA
Jie B RSP EST Fl B RIREREA
WO BENTEA B RS
REfEEAE © WYL RS B3 BENEN
fg e REREMEA MEOGE COMEDE - SUETEA
B RS HoOF I EEREA
POE IR ENEA H & HENEA
OB Il EEA



2 . *xEIITREDOLAEIZORHNLZ L

(1) DR NS K OF i iR P v
FECH GABERE . BA I I O A PGS AN T R

(2) AP RIS ARE Ry

3 OIS A Z IV TOREDSA T BIEED 5 VT 5
RN ARG LA W e SN A GEICOAHWE 2

(A% - HE]

1.8%. BRAICHTI2HE- BEETERDOEHN TH B,

Gd. Fip, EERICKVEEERT %,

# 5 F &

BEBRUBSAH(TxH X2/ L)

i AR N A 4T

1[01.65~6.6mg, 3 ~ 6 %

SR ST

1[01.65~8.3mg. 1 H1~2[

A E At

1[11.65~6.6mg. 3 ~ 6 i 4

I 7 I P

1[10.66~4. Img Bl & L CHe R Z 2 BB ke §52 &

R ik Y T ST

1[el1.65~5.0mg, il & L Tyl z 2 Bl ke §52 8

=

e # I 4T

1[e00.66~2. Img, FiHI & L TRz 2 8L ke §52 8

=

GRLE JOREVN

1[e00.66~4. Img, il & L TRz 2 8L ke §52 8

=

B AL I 4T

1[e1.65~8.3mg il & L CHe R % 2 BBl ke §52 &

=

y

g e N A

1[0]1.65mg

J& Bt B2 Y i Gt

1[0]0.04~0.08mg5i0.83mg F T %34 1 [nl

IR I Y E A

111]0.33~0.83mg

iE 21

1[9]0.33~5.0mg

& BT IR 4T

1[010.33~2.1mg, £ DBOEE130.2~0.5mL &£ 52

ot E &

1 [010.83~4. 1mg, ZDOBOE130.5~1.0mL £ 52

iR

1010.21~0.83mg/mLiE# 1 ~ 27, 103~ 81l

S

A H — [ 180.08~1.65mg, 1H1~3[0

Sefie
N
N

==
Hel

N A [10.08~1.65mg, 1 H1~3[

I 5 e A E A [ 1[010.08~1.65mg, 1 H 1~ 310l

S PSS [ 11000.66~4. Img

111]0.66~4.1mg

H
¥ NE g
9 - SUEVEA [ 10]0.08~1.65mg, 1 H 1~ 310

1[6]0.08~1.65mg, 1 H 1~ 3]l

m| =

1[M0.08~1.65mg, 1H 1~ 3

| 3 | | S| B | A | B | g

pElE! 1[9]0.83~1.65mg

TR & OFLA L RITRIPA OFEE R OBLAIERICE Y, AmEET 5
LISHADTHEETHI L,

2. ZRUEEHEEICH T 2ONBEEEE & OMBEEEICS
\T5RE-HERTROESY TH D,

(v &

#% 5 5 & BEERUBRSRH(GTXHXx2VEL0)

Y s ) AT iR, NE VL E Y CIEERIE
EDOPRIZBWT, G E R UHRGEE, EE
IHETF*¥H 2%V %38Bmg & L, 21H»5
2802127 —NVELT, E1IBE»SHE4HH,
EOHRH»SEIZAH, HITHH A2 58200 H
5 %

B, BOGELUERG AL, Fim. BE ok
BIZE D BEEIRT %o

SRR RS

3. MBHEERI(S XTI F 5 E)BEITHE D HLEER (B
DB ICH T AL - BRI TRDOEHNTH S,

# 5 & BESRUBSRHE(GTXHXx2VEL0)

RN B BE., RAICIE 1 H3.3~16.5mg %, 1 H 11
R XA 2 N E LT 59 %,
7272L. 1 H®AK16.5mg $T&LF 5,

(B - BEICEET 3 FERLDEES
R ONEIS T B OPUEEH] & OB HFEICB T
X, PEHEERIORMACEH LS T 52 &,

(FRLEDEE]

1. BERS (ROBEICIIEECHRETE L)

(1) BIYED B [RENHIERIC X ) | BAYEIE T 55
DL, ]

(2) WEPRH D B Dl AR AR A F (B 57 312 & 0
WRIRPHEEST 2 BZND D 5, ]

(3) BHEED B SRR L) BHERED
WS 2L BZNDH 5D, ]

(4) R0 BH UG - BHILEEIZ X Y, BIEHH 5 b
NABEINDGH 5, ]

(5) FURBASREIN T 0 D 2 BEERISEET 2 B0
5o Tz, MAHBRUIER T % &L OWELRH Y . EIfE
HAXdH b bBENDNH5H, |

(6) o gz CH - BEbEEIC X, BIEH S 5 b
NEBEND DD, |

(7) Beliiro B EEAE R 0 . B ES %
BENDEH 5L, ]

(8) IBzefsE o B RS e
WYL BENDDH D, ]

(9) EIEMEESIIE D EE [ L4, —FRHERIHEEST 5 2
LB D, ]

(10) &g ([ESwE~0& 5 | OESR)

2. BELEAKRREE

()ARAOFRGIC LY, FREBE. MR R ERER
2. HEHEE. FERR. BHEEEOEE LRI
HobNELEZENHDLDT, KEDOHKGIZH72-> TIE,
ROTFENLETDH b,

D FEGICE L Q3R #n, EREZE L, hoimmsE:
2 & o TR R T & 255121, KA
G LR &, T2, BAMES- o lmaIc
&, RETREE T 2L,

2) G HEEWER O MBI L, ®ioT50 2 BlE & @5
BT, Fo, BEEZAMNLALSEITALLHICL,
Hi, TSOYAIIEET 5 % Ewy) 2 LE %17
5Tk,

3) MM, HEGrLACHIET AL, b &5, TE.
BHAIR, BT, WA, BT, > a v 7S50k
BEERDSH S5 bNDZ D bDT, Fhehibt5
WA, IRAICHET 5 7% SEEICIT) 2 b, B
SEIRDIH & b 2AITIE, 15 S I ICE S &
Lk,

A IREHTIZ I B35a R & LT 2 AR L E o R
BTS2k,

(2)RIEREANVE VR ZHRG SN2 BRIFFRY AV A
Xy ) TOEEIIBWT, BREFFEY 1)V ADEHHIZ X
BFEDHSONDZ WD B, REOFEESHIR K
O PE5-HT ik L TR R A iE O T 257 4 L A
N—=HN—DE=Y) T RATH L, BEFLET A VA
W OMBERIEROFEHNEE T 5 2 &, HEIRD
LNHAEITIE, REIOWHELEE L, Jur 1V AH
G TAR LMY RNEZIT) 2, BB, H5H
IR HBsPUR RO BE ICB W, BREIFRY A v
2N X AR FHE L7ER DS HRE ST w b,

(3)MDFEIE R EARNE L HOFGIZ L) | [EmEEED
TGSV E A B S 70 L OWEDH 5 DT, S, £,
IS\ B 2 i BB IR S AW ETH b,

() FFOEMS 5 N3RS hoBE, L35 fikk
6 #» ADANDOEZTIE, RIERESEKTL TS Z 8
HY, BT FrOERIZEY, Uy F koSG
W3R S LB EINDSHLEDT, INLDBREIC
WBET 2 F U EBEL AN &,

(5 ) HFIC, RFFRG-HIRE IS 18T 5 & Btz
a2 8B ENHDLDT, ROFEVPLETH D,

1) AF G-/ 7K SIS O BEER PR 0 4 %
A R

2) K AT DD e WEB 2B W T, A LT
IENDIEG AT < & 9 I e Bl L 1T
Zlo BN EEDON LG AR LG, B
%S THEMEL, Y ALEEZH#ESTL L,

3) KGRI OB ER T -2 L 05 5 /8
HTHo T, AFFRG AL, K IMEEBIET
LR H LD THEET LI L,

L. BERGZERAE D



< ¢« - <

Tl e W ¢

(6)ARAE, ©r 7)) AT CinfkiE.

¥V VIREEE

DA AFIPFHEETIZ, FROFHISEET L2 &,
L)ARBEE, bR 7 — 7V &R E L TT ) LEDS
bHbo AREEELAT ) BIIE, BRIHEDO AR T 5

Z&,

2) I EAT)

LRMEMEDOEED D B, milvd. K

IZEHIREEA RO TIREGHED G IR IR T 5 2 Lo
(7)EAERFZ B B MEE 7 ) — EOZEBFEF, F
BREFVE HEGEETHENEOWEDNDH D, K

# & iR RE B G- A A, M R OV R RE &
HEIZE=S — L, MEEE 27 ) — oML iERD
MBUERET 52, 7, BEFROLNIGEIC

(B Y) 72 WL iE %

3 . HBEfEH

S >

7)) 2k,

AFNE, EIHHCHEERT b 21— 4P450 3A4(CYP3A4)
D@ S L, $72. CYPSMOFEEM % b O,
*(1)HAZRWHALENI L)

EREE

BRI - HBTT

®E - ERETF

FAET LY v

eI
IZY AN
kN (BEEIZBT
B % IRIC
X B EHEIR)

F b)Y ASEDS
BB 2B Thrs
Z)O

B

(KBl HE®]S
NEXE)
Yo 58 AN
preAlrarc
T A
TAFTLEN
AT T
(REl&HE#]S
DEHE(IEL
HAKSDIGE
EBR<))
JLVEY vk
[irar
a2 b
LYy s
BRI - 7/ F €
VT 7 T
I N7 < Vg
H-xab)y
v
TTT7 A
P77 ¥
F R L
VYY) R
pre

Tx IV

IS OFER DI
AT S, 1E
MERmIGSELBZ
n2H 5,

AH D CYP3ALTHE
TEHIZE D, Thb
DIEHN OACH
SN B RETEA B
;Q) o

(2)BREEBRICEETS 2 &)

FEIEE BEIRER - HEEAE | BF - EREATF
NNV — VIR | RFIOVERASHES S | 215 OFHFIATF b
AR HIENWEESNT | 70— 4P450% 5

Tx)NVES = | \WBDT, JEHT S B L, RHOHH D
V77 EY Y BEICRIEIZOW [ES L oL
AWNTEE Y | TEETHIE, AENTW5,
TJr= My | RKRNOERIEES | 7 == b YF b

LI ENHBEENT | 70— LP450%

w5, L, AKFIORE D
S5,

BERICE D, 7= | BFE A

M Y DML EREE DS

FAIETT 5 &

DHEDD 5

I TV R
LS
TAK) vE

DR A% RS
% & MEHROT) F
WK DIED Y
L. ) FVEThE
BRI TBEND D D
DT, BT A%
FHEIC WS T
LTk,

AANL, s 03
Horvrs s A%
BEMEEsEEZL
nTnwb,

B LAl IS OFANOIER | AA ML RE &
FREEELBEN | EO, TS OHH
BdHOT, YT | OPIHHT BT
DREIIRICO |fElr D2 L B
VTHEET AL, |hd,

EOERIRIA | 210 OEAOIER | AANGIFIE T OB

TERAFFIF | 2 IS BEN | EEE L, KB

A2 2) A | D BOT, GRS | BT ORI % [HE
LHECERICD [T,
WTHET A L,

I B A Z RS DFEAN DI | FF A
PRI S L BEN
Bl H DT, AT
LEAEICIEHEICD
WTHET S &,

IR A 2R S DA OIEH | HFEAY
PRI S L BN

MHHDOT, PHT
BT EICD
WCEET LI &,

FURAN (711 77 2
PRFFIER IR A 2
K<)

) L LREA D
LbNbBENDD
LDT, T 55
BRI DWT
EETHI L,

RIEREATOA R
FNI A1) 7 L DR
Ptk 2 Hm s % .

YU BAR) Y

T B Bz AR v €
YHIORERG1Z &
D, BEHL7zv 70
AR ¥ DML
LA 5 L OHE
H 5o

F k71— 4P450
(23 B BEE DO
WrdhsLEZLN
éO

<~ruJ A4 K%
PUEYE

) AURA TV
7= IV RPLE
A
AbF7ar—

BB AV E S H
DOIVEDEETR S b
LDOWEDDH B

AHN O A E S
NLEBENDD 5,

HIVZu7r7—

Y RHE A
FEF N
DINC R =

AKHDAUCDH I 57-%
HVIE TS DA
DCH ARSI,
AUCOME T 3§25 8%
Wb b,

INHERDOF
0 — A P4501Zx 9 4
BEEONHEMED S\
AFNAF b 70— 2L
PASOZFHES 5 2 &
WX BE#EZ NG,

7 RKYv

B A V| A
DACH D S A,
MAEE DR T 5
L OHEDD B,

PN

FYFA R

WM BT, £5
HEEEEIC B 5K
DRI Y,
Fp T P 5 R B S0
(LyelViERERE) 4358
B2 0HEDH
%)o

RPN




4 8IEA
ARFNEAF BT EE O GBIV SR ASBHAE & 70 5§k
FHERL TV,

(1)EXEEER

RO LX) BEWERDRH bbb W HDHDT, FEIRD
HoHbhgad, S edhik L, EYRNE 1T
k.

1)Yay7HERE), 774 5% Y — (JEEARH) :
gt EAkSEd. WRREE, EEAE S, WER TS
JERDH HbNAZ DD LDTHIE L 14712479 2
to

BRI AN . BAEDIEE BHEEAY])
FHIREYAE, BYSEOWENH S bNL Z L WD 5,
F 72, BRI A )V ADOBEEIZ X 5055 5 bh
BIENDHDH, BEEHSITY, BEFROSL
TG AT R LE 1T 2 L,

3 ) R RIS B EEER S GEEEAN) . FERRR BHEZAW])

4 ) EEMEEE AN . EEE R AN . BE&
(BHEEAHT)

5 ) ¥EEESER (S AN) . S DIREE (SAREAH) | 228t (JErE )

6 ) EHREMEHEAN) . KRB RV LiaSEnamER M
IR BHIEAN) . I A/ — (BHEAH]) . BHEEEE
I EEAR) . REOREIT GEEA)

7 )IRARE BHEE R . tREEAARE HEEAY]) BT X
DIRIETCE, fkNBE, BREHNEEZRT I LR H D
DT, EWWIHELZTHZ EDET L,

8 ) MAZERARIE HEEAHH)

9) s BRI HEAW) @ KB E AL Tho Bk
BARNVEZHOHRGIZE WA ER ME S ¢/ L
DHENHLOTHHEERTAI L,

(2)ZDfbDEIEHR
KD X BRIER NI ET 23D & bN2GEI12E, 5%
ik 5 7% St 2 LE AT 2 k.

SA A

[\
~

A5 g
JHAERR i

ZE. AR, BH. ©Fw
. BRI

BRI S

B O R E ALY

I - TEIR - R O BE
BAAN IEETRES

MO ZEHI X ARk (a5

A RREESL, WIS . & R AT,
BEIAIT

FHE, ME RS R )y AT v
Hu— A
iR ARSI PR IR AR B AE SR 12 & B
JrpEsE, ARERZEH

F I ER I £

S, 8. BB, BRILE TR
M, 8B, M. 2O, BHEE.
PEIALBE, #LPE, BIEHRREE, &
JEIEEAL - MEgsft. MRl %

SEEL TR, AT 04 NEE, K
FEN, KB 0O
W, Leod b, F&E(Cy ey L

FEARE R
B - B1R
5B

B - BEHURH

4 - EBRE

B | 3

m
;3

Z Dt

AL LU, O &0 ) AR EY)

DG ERIET 52 &0 IS ORERIZIR G ERICER 200 B
FTERIDRLTVEEINTWLIDT, HH5HIZEEZ LIES L
THIZEEDH T b,

FE2)FFF ALYV VBRI ATV N ATESHE E BRI S
L7zBRiz, BBL72E OHMED D 5,

5. BlENDEKRES
HEIRGT AL [ ICRIPRG L2 ae, BIYED
FHIE. BERIR. BHEE, BILERE., BEANR, BRIk
EDRIWEHD S S5 b v, 1,
6 . 117, Ew. BRABENDEES
(1) AR LT A TTREMED & 2 lmt NS I3E# O
WHEDEEMEE EE b5 L HB SN LA ICOREST
B EERICEIBA SRR T DD D, Tz, 1L
JEESF. OBREOUE ER S 4 OMEN D b, BFE
BR(Z v by =UA) TSR (DE25 04 R)
DVHEENTWD, |,
(2)AFF G- 3z L e By S5 2[Rl ~BBATT 5 2
LB D, o
7 NREANDEE
(1) BIgE 1012479 2 L VNREORFHHIR D b s 2
ENDH D, o
(2) RS- L-54,
7373‘}) Z) o
(3)/NBETix, RN UIRENER G 3 5 XA 2 &
[FR I3 G o R O 2 (Fat) 2l 2 L3, 1
(4) I AAREECL BEERRE, — o JURTL L E 25
CHIENHEEN TS,
8. FRMRERRICRIITHE
(1) A ¥ FA5 vy BEROBHITTF4 25 IR
T ET S L REERDMAREIEC S B L OMEDD
(2)RIERE AV E CHNE, MEEIYEICH T2 = ba T
V= F IV ARBRICEEE RIT L, HERE RS
W2 R 2 DB B,
9. EHLEMIE
(1)BARAESRS | M., HRETRITZLPHH0
Ty INZTHT 5720, B, EHTESEICOW
THEEL, ZOHSHEEIITEL TR THI &,
(2) ERPAPRIESTRE © AL - APk e U\ DB LT 5720,
TREDTICHE T A 2 &,
)AL, 20252 WA IZO AL ER/NRIC
79 2&,
2 ) HREATEA R B X O L CHERT A 2k,
3)#E N W UTEST A5 A, AR 2 R B 2 &
B, NREICGER L 2w L E Ly,
A)EESERIA L7z &, WA FRA 2D, Mo
AT EE, EHIEEIREEME P T2 2 &,
(3)T7>oTIvhy bEEARWET VRV My T T
A THD, 7T NVHy NEICIZRYRAZ T 572
O, Ay MG ELY ) = UETHER L Trs, T
TIWEEERD T R A v b~ — 7 DR HIANT A L,
ZOB, By MG TTREZG DT R L ) It ER
TAHIE,
10. Z DD EE
BB AN E VK P GR 0BT 7 F v (HES) &3
Tl L TR, UKD RINASE & 72 & DS D 5,

[EEpEE] Y

1. MFEE
B ALOBIZ T FF X 7)) VBT AT VF b)) 7 A (F
FH 2LV L LT20mg) ZfE L7z Ga, M0 IOk s
AUCHEEE R 74 2 & S, IAE Pl R 7 4
Ay VIR, P5EK 5 T (58. 1 i6.2/lg/d L)%
IRUS 2134 . 74 +0. 436 T B - 72,

2 .5 Mt

JHEMNETTHEIERD D S5 b b 2 &

TR ALV T XY A7 ) VBT AT IVF Y Y A (F

FH Ry LT20me) ZEHELLEA, £& LTRPIC
PR X A, 24N F TOWERERI T X0 2 8 PRI
5.9840.93%% 75 L7z,

[FERpEIE]
1. 7%z vaansFad Figgl, § Chzsg

e U AN



BEREZ AL, BUE - B v~ T - W7 LV R —(EH RS
Y2 77, SEACHTER AT LRSS W 2 A0 b Tw
(79 FRUTTRA) 2,

2.3 VF a4 NIEEICEY 2 B SR © BLISENE I (HLA 3R
TEMD . WaRRBMEIER, BF 27 =7 V& ER T & A s
NTWAhH(Fy b)3- 4,

(B » R8T 2 EB{E=A9ANR ]

— g4 L TR RSV VI ATV ) T L
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FIVA KO E5%3.8mg ¢ 1 mLX 104, 1 mLX50%
FIVH FAVESHR 19mg ¢ 5 mLX 10254 7v

EXFE VAT I

(EEXH)

1) o ERRIERE 12, 1 (1981

2 ) Thompson, J.et al.:]. Exp. Med.131, 429 (1970)
3)MEETEED L AT a4 FARVEYV ML (1967)
4)Bonta, I. L.et al.:Research Release Report No.2 (1960)
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FAX : 0120 - 788 - 654

SHEARTTTT

FPARY IvIN Va4t
FREBTFRERNEL—TH8E103

http://www.aspenpharma.co.jp



* % 20207 HMET (5E2hR) BAREERROEES
*20204E6 ARET 872454 =
B TR, RIS L
B : 34 1.65mg 3.3mg 6.6mg
JEERETES [22100AMX01399|22100AMX01400|22100AMX01401
BRFERAME | 19634E10H 1970464 19594114
BIBEERILEVA

FEYAIVIVYUVEIZATIVF MUY LEGHER

—"

7 BRI 5051 65mg
7 JI Do 25t7%3.3ng
7 T3 5976 6mg
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最新の添付文書を参照すること


REGN-COV2

1.8

1.8 HAXE ()

1.8.1 EE - R, AL - HEDHXEDRA
1.8.1.1 e - R R UERTER

1.8.1.1.1 *hEE - R

SARS-CoV-21Z X % & YuiE

1.8.1.1.2 ShEE - R DERTERR

BV EST RO, LT EYT (LLF, AAD X, SARS-CoV-2IEYEDIEHE M O T 1% B
ELTARISh 584 FIgGlE /) 7 n—F Ak TH 5, AHE, SARS-CoV-20D A/5A 7
PEER (LR, SEA) CA 2 hinfiisfid # R C 595 0 7 7 AR EEICH 5,

KHFEIZBIT DR T —Z /Ny r—20%, g CFEME S 724 RCOVID-19EBF x5 & L
727 o X LM77 AR T EH S MRIEGRER TH 5 COV-20677 R, &K ONEN TEME L7 A
BEHEZXNGE L7 7RI 2 M HEKR TH HIVA31805R THERK L 7=,
COV=2067TRER 1L, TH T T AT THA LD —AVAREVINNET o Z 267 T RS
HEMERBR TH Y, SARS-CoV-21T L 2 EYIE D BFH 2 5t GUTARHK O F K O Mt %
R Lo, MGEx B L L72BBIRICK T 2 EE MR Z L TICENT 5, 7, LLFOARA
HOM&EIL, WPV ESTEA LT EYTORETRLT DI L &L, AHI2400 mghtidh
VE~ST 1200 mgk A LT EYT 1200 mga 5L, AH1200 mghtiZ vV £~ 7 600 mg
KOS AT BT 600 mgx &5 Lz,

FUAHD 5 B a8 — FTIXSARS-CoV-2H B GHE DA KRBE D 5 6, —DLL EOEE(LY
Z 7K+ (EERSORELLE, BMI30 kg/m2bl b, D REE (EIESTe) |, iR R

(mEade) , HERW (1, 2Y) | BMEEEs (Efrade) |, BUERE, i imflkee

(ERRFEmICHES<) ) ZAH L, 5 >OCOVID-19D5ER A2 A9 5 185k LA LD B 4,567 & it
Gl L,

- AFNTEEIFAGIE B TH HmFASEM (T v & LD BIRHEE 2 U 7 #i& T ORT-qPCRI%
BTEENHDOR—R T A VD7 EB1ODFEIELY A7 N2 BT 58EH L ER) BT
% COVID-191C & 2 ABe ULFLH 2 R R W OEIE 24 BIIK T &8, KFOF LM
AEENTZ, Tb b, AKA2400 mght TlX, T B REEL L CTARREXIIELEDY A7 &
71.3% (95%CI : 51.7, 82.9) , AAI1200 mght TIX70.4% (95%CI : 31.6, 87.1) W/ 7= (%
NZip<0.0001, p=0.0024) ,

« RFNFENIRPFHEEE TH 5 COVID-19ERTE R £ TOWIMZ 77 BRI L T4H R
(FPoufiE) JEkE L7z,

JV43180ikBR 1%, MAEHEE 2 R E LENEHRIRBR TH Y, PREONEEME, ERMEOM
BETFHE Lz, KRBROER, PKVn 7 7 A VN RBR THONZT — X LREETH
0, ML %LT%@%%%&W%;_E BRI THo T,

ARHNOFEDEREIL R B EIRNC L2 BIIZ T W &, KAIDEER 0137 A IV ADS
EHATHDHZ L, &U%m&ﬁﬂﬁﬁfﬁﬂk$%fmﬁ?é&msQNQmﬁﬁ@ﬁﬁ IRE
REBITRD LN EnD, HAACOVID-198BF 2BV T H4HE ACOVID-198E T2
ST AREE FREOAGEN G CTE D LB b,

PLEX Y, W4T & 472COV-20673R THRAE S AV A ZMEN H AN TH [FIERIC
HEEZHN, ENICBT D26 - 2% [SARS-CoV-2iZ L D EYYE|] ERE LT,

728, COV_2067TBRMANKREE Zxtg & LT\ D—F, EWNOUH SCETIIA B IZIR
ELR, TOHHITUTOLEEY THD,

KEDONIHAT A K7 A TlX, BEIEESDE TR OEBIE CH HMild liness TIE, 1FEAEDE
FIIN KR IZIHECTOBFRCEBEERE CEHAELE SN TWD, AETIE, Hiflavrv AL
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1.
1.

)]

2)
3)

1.

1.8

AZFEEPINIIRERYYE L L CED b, BFIIRAIAROEE « #HEOXNRTH-T2, D
#%2020-10 H24 B 1C, @V A7 B, JERDEE IR EEORSE, EMAEARE & HWT 5
FEDNT, BINRE X IETEEZ AR L T 2E DDA « 1T SN, =P AILATREZ2 A
Bedps R U T IO YRR AT T2 Z &, ROABROER & ERiASVEWT 5 Z & e, AR
TOANPEEE ITITRE ) D BEIEE T A REIEEOBEN WL Z EBNEESND, DFED, K
BN X 0 IREN LB BB IIABRBRE IO EEND 20D, IR SCEICK T x5 5 4 kB
FITRE L2 o7,

8.1.1.3 EE - DRICEET HFE L T DHRTERN

8.1.1.3.1 hee - MRICEAET SR
FERRBRIZ 1T 2 E R 5B 2 £ %2, SARS-CoV-2 2 & BYGYWED EIEL Y A 7 N+ %
L, BERGEZELRVEEERIRICEEZITIZ L,
T EIEE UIN TR E B2 B 5 BEICBWTERDEN L L oWERH 5,
AHN O FFTEPEDMEL Y SARS-CoV-2 28 AR IZ % L CTHIARFIOF LN #RF T & 220 af e
B 57-%, SARS-CoV-2 DEMDOIATHROTER A E 2, AFFEGOMEUIMEL RG22 &,

8.1.1.3.2 MhEE - DIRICEET 5FE DR EIRN

1.8.1.1.2 ZhiE « W OB ERMIZFEHE L7z L 512, RAIOFIESKFE S 1L72COV-20677
S 2 AR — M OXRIE, SHEOU AR FOWTn—2%4H7 5COVID-19E23 Th
STz, F77, BIREYEL LT EEMMENB%LL L (KR T) Thhro s LWHIEH
DREINTEY, AFEGERIIE - EOBRIFAMEZ R L TV HBEE~OEGNFEAITH
HEEZ, THRERBRICEIT D L&k 58 AR FE 2, SARS-CoV-2 (2 X 2 EYE D HEiE bV
ATRFEBL, BAERGEZE L WBEERNBIIBRGEZITHI>ZE, | ZRELR,

AN BT, ABECOVID-19/EF %2 5t R ARAN O FoME, etk A EELZ T 2 7
VE LML T ARG R T EEREEGABR (COV-20665880) MNEMIN-, ARk, 747
TATTHFA L DO — AV ABUINIHEHABR TH Y, ah—MiFEI=a—1L, 7o AT X
7 XNTF OfAEEIC L A RIREMBERIEICL Y, BMBHFENR%RB THDLEE, ar— 2T
EIREREALVNEL L, NLPRHEAZESE L TORWEE, ak— P33T A TR 2 55 L
TWHRBEEXGRE L, ok, RRABRIIAFFFEORKT — & Ny r—UIZE TR0,
IR A B8k T D20204E10H29H, MSNLTF — 4 =4 U 7/ FKESE (IDMC) 1%, AHAl
BHIZE DR T 4w b« URTNT UANBELFTIE2WNWT & R OBENR MY 7 ic i
S, ak— b2 (EHEREREERE) LO0ak— b3 (NLFFRGREERE) (2B 558
DR EBRGFATWT 2 X5 8E L, YUiZak— MBI 2 AAOFMEILTW S, Z0%Iic
BRIk e pofe, ZHICESE, e - DRICEET HEE S LT, [miiEsEE XTI A LT
M a2 BT D BHE BV UERPNELL LI LoFERSH D, | Zie#E LT,

51T, 5%, AAOFPFIEMHEIME T 325 ATEEMED & % SARS-CoV-24 BEENFEEBL L =54

ZiES, 5t DSARS-CoV-228 AR DATIRUL & B O M RIS K-S X, AFIR G O UM %
T2 ENBETHDL EEZ LI, WHE - ZIERICBEET 2HE L LT THRAO FFREMEDME
UNSARS-CoV-228 BARIZ % L CIEAR OGIMENR R TE 2V AR H 5 729, SARS-CoV-2
DEFOTATROE R 2B FE 2, AFZRGOBEUINEEZRGFTTL2L, | Z2&ELE,
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1.8.1.2 & - AERUVZDREERH
1.8.1.2.1 R% - BE

WE, AL O2ELL B DR E40kg DL EO/NRIZIE, ) BT GEis /R 2)
BEOA LT E~T (& m%ﬁ@x)&bf%ﬂ%ﬂmm@%%m 2LV B EEEET D,

1.8.1.2.2 A% - BEDRERN

% 111 #/3— + (COV-2067 5XB%) DA%k - A= EIRAL

COV-2067:BRIC I 1T D ARF DML - HEE, FIRNEEES-& L, AHI18000 mg #EIZH U
B~ 74000 mg X O A7 B~ 74000 mg, AFH2400 mg #EI N U B~ 71200 mg KA LT
B~ 71200 mg Z FIRFIC &R G535 2 & & LTz,

§ VI FHOFESR, SWHBEA T 7% TR D A VA EEIRIE L LT U A )V 2 FPHIEME,
K ONEREESZZ Y 27 Zf51E & LTZBRIRIADIMEIC IV T, AHI8000 mg HE M OVAHAI2400 mg
BEL, FREDEINER R LT, ELZEMEICHOWTh, WEHCRERT a7 7 A4 LOEWITER
DO oT, TOMABIZESE, F I HATIERBETICT e ha— v 2%ETL, KA
%mngﬁ%$mb AF2400 mg BEA s M E LS L, FH72ICARH1200 mg FEARE LTz, 72
B, DNRIZRLTE, KRESRBEICEEL52 D52 EMEESNDD, 1252 E2y040 kg LA
FO/RNEOERENRANDIKRE L BHAD 2 L R OBREETH ORI SE, AL FREDH
% - & (ORAI1200 mg % 12400 mg) % 5% 7E L7=,

£ 1 ERAROEMERE, EHE, FUME TRL2UERUREDRE

e

COV-20673ER D T FHTI8LL EORANZ RS & Lz a2k — hOfER, AAI1200 mg,
2400 mg K UM8000 mg 528 H# D NEHMIET U >V B~ T IREIXZN L1462, 78.0, 255
pgmlL THholz, F72, AAI1200 mg, 2400 mg M 8000 mg £ 528 H % DI MiEHF A LT &
~ 7 REIXENEN38S5, 63.8, 207ugmL THholz, WITHORGEIZENTHHEE528H%ZO
SEEMIEF B 2V B~ TIRER A 5T '~ TR EITIRE B EEMIRE & L Tu 220 pg/mL &
M2 52 EPNRENTND, 2B, 12l E240kg LI EO/NE~OEE (AHK11200 mg & Y
2400 mg) MEMINTWND DD, EWEFEOH RITHG O TV, KENIREICEEL
B2 Z ENBEINDD, 125 5240 kg LLEO/NROKREIZRADKELER L7120
RADIRER EFETHD L PHRIND,

D ke

AR EIZLOR=Z2F A M BTHRETO YA VAR (G 3 FHMHE, logl0 copies/mL)
X7 7B RBEL B L C, AEICHEA Lz (1200 mg : -0.71 logl0 copies/mL, 2400 mg : -0.87
logl0 copies/mL ; <0.0001) , F£7=, Z DT A )N AEDFDIE mFAS EHE2RE NR—RF A
D7 AN AERHL SARS-CoV2HUEDH M THHE LI nEMIC W T A bz, 1200 mg
REML U400 mg 5 C, HEDEWIZEZ2DROENIALNT, —E LR NEBD LT,

A2

AHI1200 mg #f, 2400 mg BHEOWTNLORETEH, EEFHHHEE THH mFAS HEHIZEIT D
COVID-191Z & 2 ABE IFHLH # DR W DEIE 2 B EITIK T &8, KA OF M HEE
ST, F£72, AFN1200mg #E, 2400 mg #f & COVID-194ERTE K F TOHIM O R IAE R Z 1
FNOT T2 REEL V4R BEN ST,

A
HERIGE F CRAL-AEZEELOREESIL, 77 R REE10.3% (189/184341) , A#11200
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mg F£7.1% (59/827H1) , AAI2400 mg #£7.7% (142/1849%1) , AHI8000 mg #£8.4% (85/1012
Bl) &, WTFNOARAFEL L TH T 7B RETENI 2T,

BELRAEEESORBEAL, 77 vREE4.0% (74/1843%1) , A#11200 mg BE1.1% (9/827
f) , AAI2400 mg BE1.3% (24/1849%1) , AHAI8000 mg FE1.7% (17/1012631) &, W T LD AHA
FELHBL T 7R TEoTe, EERAEFRDIZEALX, COVID-19XiTIZDE
OHE L BET 5 HLTH o7,

W E ST AERERL, 77 B REETSH], 1200mg AETLHI, 2400mg #E CLHIZFED B
oo FETIFIWTILE COVID-19DHEITAFIN T, Y ERNC X 0 IRBRIEE G & OB X220 &
W X iz,

AESI OFBIEIGIE, 77 BAREE2.8% (51/1843%1]) , AK11200 mg #2.1% (17/82741]) , AHl
2400 mg #£1.6% (29/1849f51) , AAI8000 mg #£1.4% (14/1012%1) &, WTFHOBETHELL, K
Fl O M EFEH TR TR s oT,

ERHNCAFI O BRI RGTHY, BEMT 0 7 7 A VTHFRTRETH D Z EIRENT,

PLEX Y, COV-206750R D M FEIZFUNT, AH1200 mg #f, 2400 mg #E1E R A4F 70 A0 -
BRI a7 A NVERL, WEECETRD bNRhoTo, Lizh-TC, WHRAE - HEE L
TAHFN200 mg (H3V <7600 mg XA LT B~ 7600 mg) , #HRANEEIHRGNER SN
Too ABNOIEMBREITENATEHEIL TV D EEX DR, AT — 2 2/MFRREE B2 bR
L2 ENE, AFIZBWTHARE - HET@EYITHL EEx b, £, EVE~OEE
(CBAL Tix, EPEREOERITVWLO0, et EoRERBELHEINTELT,
KFNOEH) 3 F NI A IVAD S EALARMEOME CTH D Z &, E£HFVETRHRADORENE
SREELIZS W EnD, 40 kg DLEO/NRIZEBWTIE, A ERIEEO R « &S A
BEEEZOLND, 2B, KEICBWTIE, COV-2067 8D iR #E RIS E, 2020411
H21H Emergency Use Authorization (B2MEHFFA) NHEAF SN TWDHDY, £, 18%LL L
O 1/IMAR S— FOFERICTHEES X125 LL ERRHR Lo T D,

INHDOZEDNDL, AFICBWTHRBOMRICHEILTE Db D LEX T, 0k, KFILH
VI EST RO AT B T EFRICAFEE ST 52800, Bk HEE (PEHICED
HE SR EES D) LRtk L7z,

1.8.1.2.3 Rt - BEICEET 5FE

SARS-CoV-2 12 X AUMEDRERDFEEL L T Hlonc 545 2 &, BIRRBRICHB T,
JEARFEIR S8 H H UM IC G2 BME LT BEICBIT 2 H&M 2 B T 57 — 21356 T
ANTAN

1.8.1.24 % - REICEET 2 EEDRERAL

AHNOFPEDRGE S T2 COV-2067: % I fHa AR — M OEIREHETIX, [T 4 41k
AT720FFLANIZ SARS-CoV-20TJi, I3 T2 Witk &5 (SNREE, Sz, DPEHeE, 72972
EOY) IR Z VY, BEES L7z SARS-CoV-2PUF M2, RT-PCR X4y F-2Wiik CHEhE 3
%) | EFRELE, £io, BAEAEL LT 1902 2bO728 W X 0 BNCERE L 72 #{K T,
SARS-CoV-2FL TR XL 70 T2 Wi A 23 Btk ) L% E L, JEG #4720 [ DA ks U 7=
FrRHA LI, o, aAR— MIET7 o F 2MERFRTI8HELL ED COVID-19DIEIR N & 5 B
Xtg L L, SSHEHO Y A7 RNFOWTNHh—2FFTH52LE L,

RGBT 72 R DL BRI U 72 BE TOFDERRIES LTV RWT &, R OVSERRR T T
IEfE7RIE AR RFET D Z E PR TH RN H D Z L &2 E %, k- HEICEET S
HEEE LT, [SARS-CoV-2 |Z X BEGYEDIERDFELL THHHEONICEE T2 L, | &
RE LT,

I HIZ, COV-2067aBRDIBINIEHEN [Z &2 2ERTOTH UINIZ, [ERIA COVID-19 & —E
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THIERERBDDIERNH - 72BE ] EWVWOHANKEINTEY, JERFEHNGSH %L
WG LI-BE TOENMERBIESN TWAWNWT L 2EsE 2, THIKRBRICEB W T, ERIEH
NH8H HURRICER G 2B LT BE ICBIT 282 B2 T 527 — 2135 TV, |
BRTE LT,



REGN-COV2

1.8

182 (HERALOIEDHREDRML

il EokE ()

A FEARAL

2. R (ROBEFEIITHERE LW &)
2.1 RFNO A% U EE 72 B BUE OBEERE O & 5 B

2.1 ARFNIOEA KT LT HEE 2B
JE DBEERE D & 2 B I ITARA O £
20T 5 0NENH DL ENHRE
L7

8. HE R AMEE

81 7T 747X —%2FLEERBEIENS & biILd
ZENRHLDOT, KEBGEFIETF T4 T7F v —vay
I, T T 47X —IIKT 20 e YRR (7 KL
TV BIREEATRA R, fie Ax I U 3E) ©
BMEMEEZEDICEBTEHLOICLTBL I &, £72.
BEMKRTHOIERDRWZ L 2RSS L, (1111 &
]

8.1 BEHHAITHDL Z LML ES
NHEERREHORBELZBIET 5
7202, ARANERGICBT DAL E LS 5
RE LT,

9. FEDY REATHBRFIHET TR

9.5 ifh

IR SOFEEIR LT D AlREME D & D ekl ix, 1R Lo
HISENERRMEE LB &l S D GA OB 55
5L, A TMRBR I FEM L Wiy, —RICE
b IgG T ZEET 5 Z &N b TVW5D,

9.6 %FLla

R EOFRMELR ORI RBOGEMEZZE L, BHO
e I L2 ET 2 2 & REDOE LT ~DBAT
PEIZOWTIIARHATH B, —Ic e b IgG IZFLitF~
BATTHZ ERMLNTWVD,

9.7 /NI

INREEE G L LT B RBRBRIZ SN L TR0,

9.8 G
BEOREZBE LD OEEICRETHZ L, —&IZ
APRREREDME T LT 5,

9.5 g AR FER T D +4y 2l R BN
RN ENBEE LT, 72, 1gG D
feigE I Ml B3 % — B 7 A &
Fhak L7z,

9.6 AKNIDOHNBATEICEI T 25 1F#H
1370 < FEAFRE0608 5 H 151D
TRE LI,

9.7 ARAHID/NREZBET B HIL 2R
WZ EMBIERFEFE60T S (CEa9F4 A
2511 . BARERL R /LE AR
AR CERSIELAITER) (2
HEOXFEE LT,

9.8 AH| ORI T D EEnE
O FRBRIIR 5N TN D 72D E
L7,

11. BIWEM
ROBWERNH 5D Z ENHDHDT, BlELE 0
TV, BEVPRD ONTGAIITRG 2RI 57 EE
Bl7p @& #1792 b

1L1ER2RITER

1L R EOE (5 RE)

TFT7 47X — A EOEERBREUEN D Hbivd Z &
NdDDT, BEETHDITITV, BRENRBD ONZHE
(IIARFN OG- 2 E H ISR U, EYiEHES DR 72 )L

11.1.1-2 A F 2 H v 7= iR R B
(COV-2067788k) (2B CEHERIE
FIRFESI N TS, b L ITFE
LA EERIRRE - EDERIC

Page 7



REGN-COV2

1.8

i EokE ()

A EARAL

EE{TH 2 &, [8.1ZH]

11.1.2 infusion reaction (0.2%)

infusionreaction (FEZL, MWL KIS, FosE AR T, M58,
M, AEENR. Modm. MOds PRk, e, FeikieZ
fb, BER., RUE SRR Rifn)E, minE, WHEEZE, SRR
B, O, iR, OFENWE) BHobhbd I b b,
FEDNRO NG E TR G EEORGE, 51k
FEREGFIEL, 7 RLFY v BIBEEARAT oA R
Pl 24 I VIRERGT 5 EMEO B AT L e
WHER D EE T 5 £ CREOREZ oIl BlT 562
Eo

DT, o e B N ONE ) 70 AL
BT TORE LT,

1458 E oz

14.1 FEAIFAEIEF D E

14.1.1 ARETNZHI207 I =IRICHE LT 2 &,
14.1.2 #ARENCHRI - XZE AR W BERBRE LT O
Z b, B, B, FOMEF ZROIGEEE FH LR
Wwo by,

1413 R14-1% 252, TNENHIOWHE TV VT, B
U B THIAI N O, AT B T REI O TSN
WEAKERY . [F—0 B RAERRERO S 71
PEEBRANTHI L,

14.1.4 1081 % B Z 2SN v 7 2 BRI 5 2
Lo IWVIRERNZ L,

14.1.5 11.1mL /XA 7uicix, 2% 54 (1[ESmL) O
WNEEND, B OEKRERER S T-2% DA TV
1, =|IE (25°CE T) THROKI6H, X32~8°C Th k48
REFRTFAIRE T 5, KNI 2 2 72856 134 H
HITHEETH L,

14.2 FEHIBGRFOEE

1421 02umDA > FA L T4 NA—5EBLTHRETH
N

1422 FWRUI-IWIKITMSI LT A4 v L0 5T 58D
&L, MOEHHA iR ERA LN L,

1423 AR L7 O B GHEE L, £14-11B 10 DR
HHEEZBz 720K T52 L,

#14-1 ) E~7600mg/ A LT E~ 7600mg % L
THHE

NAT NN By | BRI RS | /Mg h
MO DOW S TV | BIERE HE IREfH
G1E-s

77 50mL [180mL/If| 205y

v 11.1mL /3

J A T VA% 100mL [330mL/WE| 205y

e EN

V| AsmL | X

K 2.5mL /3 A

L T IV E42

A PN 150mL |480mL/HF| 2053

Ix

14.1. 1R800 AE L O &, /AL - M
WEIZESEH/E L,

14.1.2 BB S-S
HALARWE ) FEEMEST 272D E
L7,
14.1.3-44K5 O FAYE K OV #, FHLAK -
MRS DS ERTE LT,

14.1.5 AHORFERETEIZONT, X
D2 A R T D - IR E
L7,

14.2 AANOHENOHE, 15k - %
REICHESEFRTE LT,

Page 8



REGN-COV2

1.8

it EoE (R)

A EARAL

250mL [520mL/EE| 304y

N, AN

15. ZDOOEFE

15.1 R RICE S < EFH

TR TN TR E B A B3 5 BEIZB VT,
AN 542 12 SARS-CoV-2JEGHIE D EEECAE IR D AL, (58
B\ KERRIE, PR IR EE, RERIR, 18RV, Rk EZ L
) NG S TS, [5288]

15.1 KANORRREHABRICB D TiRE &
NN OFRE LT,

Page 9



202147 HAERL (BB 1LAR)

B ik 2~8CHRAF

BXHAR - 24 A

T — 55l

BAGEEEADHES

87625

1 SARS—CoV-2 & / 7 1 —F LR

BV eSS GRETHBL) /1 A7 07 GRIETHRL) &
AR, AL

SR N0 | AEREY ) N

ARBES

MR 5T A

Ay Jy—J"EmEsEEE Y 300
Ay JY—J"EEEEE Y k1332
RONAPREVE ® for Intravenous Infusion Set

AET, ABTHARRBSNEZLOTHY ., RRFICHEVTHRRARBBESERBEOANTMS TS AL, AFIOERAIZH -
2Tk, HoMLOBEEXFRFEEICZDEEHRAL. XBICLIRBEFTAHLERET S,

) EE-EAEOMTEICIVERT S L

RD

= BEICIBRELENIE)
1 ARA ORI LB e BUE DR O & 5 B

3. FARL - 1K

3.1 #8mk

Re4 | ur 7)) —7 SEEEE > b 300

Hh 1347V (2.5mL) 1347V (2.5mL)

0%y HI =T (BEEE| A A7 E~T (BE
71’_) 1 300mg 7 2) 71’_) 1) 300mg 7 2)

WAL | 134 71 (2.5mL) 1A T (2.5mL) H
-t 2AF T 1.9mg| L-e AF T 1. 9mg
L-b AF VR KT | L-b ATV R ERE K Fndy

2. Tmg 2. Tmg

FE i b 200mg | F& B B bE 200mg
AY LR — K80 2.5mg| AU VILX—K80 2. 5mg

RE4 | ur 7)) —7 EEEEE > b 1332

Hh 13474 (11.1mL) 13474 (11.1mL)

0%y HI =T (BEEE| A A7 E~T (BB
71’_) 1) 1332mg']{2) Z‘_) 1) 1332mg']{2)

whsl | 1347 (11 1mL) H 1347 (11.1ml)
-t 2AF T 8.3mg| L-b AF T 8. 3mg
L-b AF VR KT | L-b AT R ERE K Fndy

12. Img 12. Img

FE b 888mg | FEHI b 888mg
AY LR — k80 11.1mg| AU Y L_X— K80 11.1mg

D AFNETF v A =— AL 2 Z—PiEMa 2 AV TiE S D,
1 2) AANTEFHEE S OB K2 ZE L T mREARHE STV D,

3.2 HHE DMK

IRt o7V —7 gifEEE v k300

HEhEk sy H Y ewT A LFE=T

bailbig HHAl (AT ) HEHA (A7)

PR S (5~ B (A DR S (5 ~ T B (A DR

pH 5.7~6.3 5.7~6.3

2 1.0~1.5 (ZEEAHERK | 1.0~1.5 (EHAHERK
WZxF3 5 k) WZxF3 5 k)

IRt o7V —7 EilREE v b 1332

HEhEk sy H Y ewT A LFE=T

bailbiz HHAL (AT ) HEHA (17 )

PR S (6~ B (A DR S (5~ B (A DR

pH 5.7~6.3 5.7~6.3

BFEE 1.0~1.5 (ZEEAHERK | 1.0~1.5 (EHAHERK
x5 ) WZxF3 5 k)

4. PEE IR
SARS-CoV-2IZ & % BEEfiE

5. EERIISHRICEET B3R

5.1 BEPRAERICI T D A HRRBR 2 M & % . SARS-CoV-2 T
K DEYSED EIELY A7 WNF%2H L, BBEREEEZELRN
BEEZNGUCEESETH> 2L, [17. 1L 1BH]]

5.2 EERSE I A LIRS ERZ T 5 BT BV TE
KRB LT L ORERDH D, [16.1 5]

5.3 AF| O FITEMEAMEL Y SARS-CoV-2 28 Bk 1256t L CIIAHA!
DOFENIEDYIFETE AR WATREMER & 5 72 SARS-CoV-2 D et
DOFATHROIERE W E 2. REIF G O ERFT5 2 L,
[18.2 & 1R]

6. AR UAE

BE. AR, LD R E40kg UL Lo/, 1Y
v~ GBiaTHiiz) KO AT~ (BaTiiz) &
L CZNEN600mg% A & 0 BEE SHTFET 5,

1 RERVAEICEET 5EE

SARS—CoV-2 T & B REYE DAER A HBL L T H eI 5
T5Z L, BRRBRICBONT, JEREHIS8H B LIS
ZRA L-BREFICE T 28902 BT 2T — 213 B 5N T
Wi, [17. 1. 18]

8 BEELEAMEER

81 77 47X —2FLHEBERMBIENLS LD Z &
NHHDT, KAFEGETIITF745F > —vavy, TF
T4 T X —ICKT R EIRE (7 KUY v R
FEATrA NI, fib 2 ¥ I U 3%) LBRANE L EHIC
EfETExorLoIcL T L, T, HEKTRHRLIERD
RN EEMERT D &, [11.1.1 2]

I RENEREAITHEEICHT HIE

9.5 11

TR SATHEIR LT D ATREME O & 5 &t icid, hHE LA ST
PERMEZ RS RSN D BRI ORRET 5 2L, Al
FEAERMERBUIFEME L T e, —RICE F eGR4 @i
THLILEBRMBEN TN D,

9.6 RELIG

16 EOFIEMER ORI DR iEMEE ZIE L, 53Okl X
IFHIEERFT 2 2 &, RO FLH~OBITHEIZ W
AHTHDA, —fRICE FIeGIANP~BITT D Z & hHD


最新の添付文書を参照すること



T3,

9.7 MR

N R & LT BRI N LTy,

9.8 B#E

BEOREEZBE LN OEEICKET 22 &, —MRICAEME
REAMETLTWD,

11. BI¥ERA

WORIERNH bbb ERNH DD T, BEE 52T,
BENRDONTHAIITR G2 P I 57 Cut) e Lg%
17952 &,

1.1 EXLEIER

1111 EEGBEE BERH)

T 74 7R —EFUEERRBEVERH DN DZ ERH LD
T, BEE 51TV RERRD DN GE AR OS2 H
HIZHIE L, BWIRREOME U@ AEIT S 2 &, [8. 1 5]
11.1.2 infusion reaction (0.2%)

infusion reaction (FEEN, PRURINEE, BesRfufnfE (T, HE,
WA, AEENR, Madm. MR pig, Bk, REemiRrEZ b, BR
. RUE SRR, RIS, WHEESS . SERREB. E O FE.
i, DEVE) BRbEbbhdZ:nbd, BRESRD LN
LA B 5 ORuE, B 5 hlsOT SRk L, 7 Rt
Vo, BIEREAT oA FEE Hle A7 IV EE2RETD0E
WY RE AT D & & BITERDBEIE T 2 £ THREDOREE
T BET S b,

14 FREDEE

141 EFFREFOEER

14.1.1 FRAETTH 20 RIEEICKE L T 2 &,

14.1.2 FHIRENTHRL T SUTE AR 2 W HIEREZIT) 2 &,
B A, FOMBEEAROESEAZ. HEHLRN &,
14.1.3 R14-1%25EBIZ, TNENHNOWE L) > T, I
Ve~ TREIRE O, AT E~ TRHEONAL T AN LEEE
PERY | [F—0 A RAEBREERO ANy ZJICei e AT
HT L,

14.1.4 10[51% BLZIZENTRE NNy Z2imER+ 52 &,
RORERN &,

14.1.5 11. 1mL /XA 7L, 2 B 54y (1 [8] 5mL) OWEHEMN
EEND, | ADORBEERER S THBONAL T VX, Eil
(25°CET) TR 16 KRR, U3 2~8°C TH K 48 BE{RAER]
BETh D, KNIREHE 2B B PEETS 2 &,
14.2 EFIHREHOEE

14.2.1 0.2um DAV IFA LT 4 NE—2E L THETLZ L,
14.2.2 FARWULUZWRIIMSI L7274 v L ov&RETEH5HDE L,
M OEFH, TR ERAG LN &,

14.2.3 TR L 72l O G EE 1%, £ 14-1 ICBT Dk 5K
ErBzrnkrctsz L,

F14-1 I3) ©<7600mg/A LT B~ 7600mg% SRS 545

NATIN| HER HJRARL | R KRG | R/E5
MO ASq T | Bt E | i i3k
gl &
B
D L AnL AT sonn | 180mL/#5| 20 4%
) NNEE 1R
v | % 5mL B'4ES
M 2'5;}%;éﬁgfzb 10 ot m | 20 49

150mL  [480mL/B%| 20 4y

250mL  |520mL/FF| 30 4y

N AN A

15. Z DL DEE

15.1 BREREAIZED <&
EE RS TN IR a & B A 34 5 B 12\ T AR
51212 SARS-CoV-2 (T X 5 FEYYIE DR OB L (R ER,
IKEESRIE, MR, REENR, MBS, RBAREA b)) 2|
HEEhTnwa, [6.25HR]

16. BN AE

16.1 MurhjErE

16.1.1 EE%S

(1) BERANBAMKERE (SARS-CoV-2IZ & B B fif T A LVIRER
&)

A AN AR E (SARS-CoV-21Z J: 2 REYE Tld /e ik Br)
EXRRICH IV ESTROA LT BT ZNZH1200~
4000mg™" % 604y A1) T HAIE] AU £ 1E L 72 BRI B HE < T A
—ZIFUTO@EY Tho7z",

F16-1 HAANRABBRE IS 2 BE SHEEERO ) B
TROA LT B~ T OIRYBHE T A — 4

& Coas ™ Cas™ AUCo-28 tie
(mg) (mg/L) (mg/L) (mg - (day)
day/L)

v 1200 338 86.9 4170 22.0
DR + 44.3 + 9.44 + 524 + 2.55
~7 4000 1130 320 14200 24.3
+ 147 + 81.8 + 2390 + 5.42

FEPN 1200 361 74.9 3870 19.5
FE + 25.8 + 8.46 + 449 + 1.41
~7 4000 1140 266 13200 19.3
+ 142 + 68.2 + 2310 + 2.99

Z6M, S+ R R
H1) AV ERTROA AT BT OEABHEITEN
EN600mgTH D,

2) R R O LT P

H3)  FH28 A %o if i e B
(2) HEANDSARS-CoV-2I1= &k BRELAEEE
187 LA | OO SARS-CoV-21Z K 2 YL iE BE 2RI v U B
TROA LT~ 7 FFLEF600~4000mg™ %6053 7>1F T H[H]
SR EE LT BR O S BIRE T A — X T T O®Y Th 72"
GrNEAT—%),

#16-2 FME AN DSARS-CoV-21Z & 2 Y B 121 % Hilm| s
HEREO D V) BT KOS AT B~ T OERYERE T X —H
)EH% Coe XH,Z) CZS?{:%)

(mg) (mg/L) (mg/L)




Y )] 600 192 + 80.9 | 46.2 + 22.3
e~ [183] [144]
1200 331 + 109 78.0 + 28.6
[(807] [926]
4000 1077 + 323 255 + 88.2
[631] [791]
A4 L7 | 600 198 + 84.8 | 38.5 + 19.7
v=7 [196] [144]
1200 331 + 114 63.8 + 23.9
[846] [926]
4000 1073 + 309 207 + 74.0
[647] [774]

SEEIE RS L5

D YV ESTROA AT EYTORRHARILEN
ZFi600mgTH 5,

2)  AUEEREE S O fE bR

H3) 528 H %o ifiL i i B

17. BRER AL IR

17.1 BEHNERUVREEIZET 5

1711 4038 1/ L/ ISR (COV-2067305%)

18 1% LA 0> SARS-CoV-2 (T & % FRYWIE B & X G, AKH[A]
SRR O M, REMR OBRME TN A2 L 2 BN
LLT, E1/0/IAH, 7T bR IRIEME A (L — ESMRAATRE
M bk B % 0 L 7=, BB S— hTlX, BEiE(LY A7 [’
A UEESREAFIEE 93% (ENR) UL Lo SARS-CoV-2 | L 5 Jki:
JERE G, EEIMEEE TH L MIEAIL% 29 HEE T
? SARS-CoV-2 1T & B REHEIZ BE O & 5 AR I H i % [ b
RVBETL (£ X b)) DR BT OFIA 2R LT,
ARy NEBRAIEIZ, APV EYT 600mg KA AT T
600mg i A #¢ 58 Tl 7/736 Bl (1. 0%) . 77 & REETIL 24/748
B (3.2%) THY ., U AT IWAFRIT 70. 4% (95%FHE X : 31. 6%,
87.1%) (Cochran-Mantel-Haenszel Fi7E. p=0.0024) TdH -7~

2)
o

7 17-1 SARS-CoV-2 (T L B IRYUYEIZ %145 H btk

51U B=7 600mg M O
A7t77§?@H%&5~ 75 R
mFAS # D 4 51 %5 736 {1 748 {4
MAVEZ btk 29 HA
% CD SARS-CoV-2 0.
ANy 47 et e o .
D% NI B WO - o) ot ST 1
ERDRVEE DY b
A 7 Wb
FRaYAN 7 31 24 151
FEBLBIKL (1. 0%) (3.2%)

VE1) mFAS @ R— R T A LEEOD SIHTE R WO E V72 RT-qPCR
TRAAE R A SARS-CoV-2 BRA G CTd - 7= BE L]

7ol RRBRO TR - BRAMEHEITER 17T-2 DY ThoTo,
& 17-2 T8I - Brob LT

B | 1. SARS-CoV-2 Btk (ME{E 2L 72 WeR LAY I ER HL
RAE | K- BEEE, sfPE. O RSN EE MR R A
7 FUR A X% RT-PCR M AR50 L v feaR

2. SARS-CoV-2 IZ & A REYIEIC AT DEREH T
L EIEBREREMESHWT L, 2>, MYEEIRIE
MWAEVEZACET 7 B LAN

3. EEFE AT EE S 93%LL | (EENR)

4. R D SARS-CoV-2 IZ K B JEYLE D HJEL Y 2 7 X
TEDREL—DFTD

+ 50 kLA 1

- JEGE (BMI 30kg/m? LA_L)
CDIMERE (@R EETe)

< lBMERR A (WE A ETe)

- 1A 2 BOBE R

BB EE (BITREEE D)

- BPERTIR

- GRS (GRBRE(TEASE OIS L 5, B :
TEMERERAR, BSOS S, ERE, 2 b
o —/LARREO HIV, AIDS, #$pfk/RmEkEm, 7+
7 S RHIE OE & 5)

B4k | 1. EAEALORTIC SARS-CoV-2 12 & A RYHEIZ X 0 ARt
FEHE | L7 B LR LR CARE R (BRE 2T

DBE

2. MIEFHIMAIZ LV SARS-CoV-2 LA TH S = &
DAL TS B

3. MR ALATO 72 B L 0 ATCERRE Uz Bk 2 v
7= HURAR A X1 RT-PCR AR AT L ¥ SARS-CoV-2 [tk
ThHEHE

4. SARS—CoV-2 12 X D EYMEIZH T H T 7 F v (GKGRD
HiEEMben) ZEEALRTEE L < IXEIEALREC
PERE L7, XUFIEBRIEEE 592 90 A LN CK[E CDC D HE
TN HIVEHE D) (TR T EDBE

ARBR GBIAH S—R) Tk, ERAEFR, 5% 3BEE
T L7227 L—F 2 LLE® infusion reaction, #5%% 28
BRETICRIA LY L— F2 U EOBERER S, 5% 28 H
HECTIZHRALLEAEFR CTERBESZICEEEFLD
HPNE SNz, AEFZOREBRIUIE 17T-3 D@ ThH -7z
9, [5.1, 7. 5]

B, /L — Fo¥IL Common Terminology Criteria for
Adverse Events (CTCAE) ZERFHWH iz,

®17-3 AEFROREILRIL

U E~7 600mg
KOS AT~ T 77 v REE
600mg f Fi % 5.7
Ak 827 {5 1843 44
fiR WrEE
[BikE=
%ig 1 1% 4. 0%
g; (9/827 1) (74/1843 fi))
infusio
n 0. 2% 0
reactio (2/827 )
n
I EOE s
e 0 0. %A% (1/1843 )




M=z
=20
-EE
HG
(SARS-
CoV-2 0
[N )
JEYUE
|2 B
L7
v \) i
2)

[ A B
Z2ITE
ST
HERG
(SARS- 1. 8% 2. 6%
CoV-2 IZ (15/827 #3i]) (47/1843 #31])
L5
JEYELT
Ra5E3
Z)) 7 2)
TE 2) TRBRETIERIZEIZ 10 | SARS-CoV-2 (T & % SR Y (C B3 %

FTRTHDHDEDIHER ST,

0. 3%
(5/1843 #4i])

18. FEhEEIE

18.1 1ER#F

BT BT ROA LT B~ 71, SARS-CoV-2 77 A /L AD A

A0 B R0 B AR L, SARS-CoV-2 D1 MM~ 12 A Z i

EFAZLIZLD, UA LN ROBIEAIH TS EZZ 5T
B, Fiz, AV )BTRS AT E =7 IE SARS-CoV-2 D &

PRA T BRI TR DA R R D 00,

18.2 ZEKRIZXHT MR

In vitrolZHBITF H2HFHIBWT, BaETXELRK (Vo) K&

VDR TR&EERKE (VOI) @ 95, alpha #k (B. 1. 1.7 %#E) .

beta £k (B. 1. 351 % #%%) . gamma £ (P. 1 52#%) .delta Bk (B. 1.617. 2

FH) . epsilon B (B.1.427 KON B.1.429 %#%). B.1.526. 1

A, zeta £k (P.2 %), eta B (B.1.525 %&#). theta #k
(P.3 %&%k). iota B (B.1.526 &#). R.1 ZH. kappa £
(B. 1.617. 1 52#%) M OVB. 1.617.3 B D ANA 7 2 NI E

ORELH L Z O FHAR T 5 U CARFI S i 2 R FF L

TWAIZERTRENET Y, [6.35H]

19. BB A ICET 2 BEZMHME
—fRMAFE : h Y E~T (GEs g )
(Casirivimab (Genetical Recombination)) (JAN)
SFR : CosatlagroNi70102024S 14
FE : K148, 000
B 7 A B OLSRAR & T 3 BEFR 45018 O
HEHOAIN B 72 DHE S 7 B

—MRRIBFR . A AT BT (BB HERZ)
(Imdevimab (Genetical Recombination)) (JAN)
SF = CoasotlassaNieoiOz0155 12
SFE : K147, 000
Big o 7 I A216ME OLSH2AR & T 3 BEFR 45018 O

HEH2AR NS 72 B H X7 &

20. L EDEE
SR BRI L TR 5 2 &,

22. @k

AFJY—JmEEsEt v ~300>
B B T HAE2. 5mL X 134 T L R Y
A LT B~ 7 RHFI2. 5nl X 134 T )L

AFFY—TJaEEEEty 133D
U B 7L InL X 181 T AR
A LT E~ 7 RAFIL InLX 134 7 v

23. EECHK

1) JV431807KH5k J (RCOV-2067 i BRI BN REAL S (202147 A 7K
28, CTD2.7.2.2)

2) COV-2067aRBRAZIPERE S (2021427 A 7GR, CTD2. 5.4. 2)

3) COV-2067aRBRZZ A PERE S (2021427 H 7GR, CTD2. 5.5. 2)

4) ALV ARFIEEE (2021457 H 7KFR, CTD2. 6.2.2.4)

5) KR E F BH B EE % V) 72 SARS-CoV-2  RBD~ O i & i
(20214E7 H 7K., CTD2. 6. 2.2.2)

6) REGN10933 % TRREGN10987SARS—CoV—2 RBDIZ %9~ % WAl
fEAHEME (202147 A 7%E8. CTD2.6.2.2.3)

7) Antiviral Resistance (Section 15) (20214F6H c&EThi.
FDA FACT SHEET FOR HEALTH CARE PROVIDERS EUA OF REGEN-
COV™(casirivimab and imdevimab))

8) REGN10933% UREGN10987 D A /XA 77 & L X7 ' lzxtd B
kR (202147 H &R, CTD4.2. 1. 1-5)

24, XERFERERUBEWEDE L

FAMUSRR S AT A WA VT A= a U
T 103-8324 HURTHR 1 I X B A Z=HT2-1-1

G+ 0120-189706

Fax : 0120-189705

https://www.chugai-pharm.co.jp/

26. BLERFEEEE
26.1 BLERRSETT

o] P BUZTEARN S AL
R RE AR EE] 2-1-]

(leche) OV 2~

® XXk
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1.9.2 ININ L e 2



REGN-COV2 1.9 —AXAIAFRICER 5 30 Page 2

1.9 —fRMIBFRIZRHINE
1.9.1 JAN
SF34E6 H 23 B AT R4 HE I 062354 5 12 L W LT o X H icmm s,

JAN : (HAR%) v e~7 (BlaH#fz)
(#4,) Casirivimab (Genetical Recombination)

(AAR%) 4 L7 E~T7 (GEisH#2)
(¥44) Imdevimab (Genetical Recombination)

1.9.2 INN
WHO Drug Information, Vol. 35, No. 1, 2021, Recommended INN: List 850242 H, 250H(ZFiE
LA O L 9 IZid S e,

(242E) r-INN: casirivimab
(250E) r-INN: imdevimab



HA SRR K 0623 5 4 &
S 34 6 H 23 H

FAEMREAETER (R) & &

JRAETHBAE RS - ETER AL R R SR R A R R
( N F A I )

% 3K 5 D — R YA FRIZ DN T

ERLIC DWW T, TEFES O — KA FRO BRI DWW T (R 18 423 H 31 A3
RIS 0331001 SEAFEEER LM RREH) FIZLOVROFE->TnDHL AT
o A, BAEICET D EEBO—fREIAFR (LLT TJAN] & 9,) 1220 T, #r
RO LBV EDIZOT, WTHO L, HE TREGREEICEMTT LA L HEE
FAEVVE T,

(ZH)

[ H AR — R4 T — 2 X— & | https://jpdb. nihs. go. jp/jan/Default. aspx

BIROIE#RD 5B, JAN AN OEF OB HRIL, YikT —F X—2ADFEHRTHILT D
ZEELTVET)




RIS
(BIZE2) INN [ZUEE S 7=t B OB EICE T 5 ESK S — R4 7R
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Casirivimab is a recombinant anti-SARS-CoV-2 spike protein monoclonal antibody derived from human IgGl.
Casirivimab is produced in Chinese hamster ovary cells. Casirivimab is a glycoprotein (molecular weight: ca. 148,000)
composed of 2 H-chains (y1-chains) consisting of 450 amino acid residues each and 2 L-chains (k-chains) consisting

of 214 amino acid residues each.
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Imdevimab is a recombinant anti-SARS-CoV-2 spike protein monoclonal antibody derived from human IgGl.
Imdevimab is produced in Chinese hamster ovary cells. Imdevimab is a glycoprotein (molecular weight: ca. 147,000)
composed of 2 H-chains (y1-chains) consisting of 450 amino acid residues each and 2 L-chains (A-chains) consisting

of 216 amino acid residues each.
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Recommended INN: List 85

casirivimabum #
casirivimab

casirivimab

Heavy chain / Chaine lourde / Cadena pesada

OVOLVOSGAE VKKPGSSVKV SCKASGGTFS NYAISWVROA PGOGLEWMGR 50
IIPILGIANY AQKFQGRVTI TADKSTSTAY MELSSLRSED TAVYYCARGY 100
YEARHYYYYY AMDVWGQGTA VIVSSASTKG PSVFPLAPSS KSTSGGTAAL 150
GCLVKDYEPE PVTVSWNSGA LTSGVHTEFPA VLQSSGLYSL SSVVTVPSSS 20C
LGTQTYICNV NHKPSNTKVD KRVEPKSCDK THTCPPCPAF ELLGGPSVFL 25C
FPPKPKDTLM ISRTPEVTCV VVDVSHELPE VKFNWYVCGV EVHNAKTKPR 300
EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ 350
PREPQVYTLP PSREEMTKNQ VSLTCLVKGF YPSDIAVEWE SNGQOPENNYK 400
TTPPVLDSDG SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS 450
LSPGK 455

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLSWYQQKP GKAPKLLIYA 50
ASSLOSGVPS RFSGSGSGTD FTLTITSLOP EDFATYYCOO SYSTPRTFGC 100
GTKVEIKRTYV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVOWKV 150
DNALQSGNSC ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 20C
LSSPVTKSEN RGEC 214

Post-translational modifications
Disuifide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  152-208  269-329  375-433
22"-96" 152"-208" 269"-329" 375"-433"
Intra-L. (C23-C104) 23'-88' 134194
23"-88™ 134™-164"
Inter-H-L (h 5-CL 126) 228-214' 228"-214"
Inter-H-H (h 11, h 14)  234-234" 237-237"

N-terminzl glutamine cyclization to pyroglutamyl (pE, 5-oxoprolyl)
HVHQI:
IRk

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

305, 305"

Fucosylated complex bi-antennary CHO-type glycans (GOF predominant) / glycanes de type
CHO bi-antennaires complexes fucosylés (GOF prédominant} / glicanog de tipo CHO
biantenarios complejos fucosilados (GOF predominante).

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte|de lisina C-terminal
HCHS K2:
455, 455"

immunoglobulin G1-kappa, anti-[Homo sapiens severe
acute respiratory syndrome coronavirus 2
(SARS-CoV-2) spike (S) protein, receptor binding
domain (RBD)], Homo sapiens monoclonal antibody;
gamma1 heavy chain Homo sapiens (1-450) [VH
(Homo sapiens IGHV3-11*01 (96.9%) -(IGHD) -
IGHJ4*01 (100%)) CDR-IMGT [8.8.13] (26-33.51-
58.97-109) (1-120) -Homo sapiens IGHG1*01 (100%)
G1m17,1 (CH1 K120 (217) (121-218),hinge 1-15 (219-
233), CH2 (234-343), CH3 D12 (359), L14 (361) (344-
448), CHS (449-450)) (121-450)], (223-214")-disulfide
with kappa light chain Homo sapiens (1'-214")
[V-KAPPA (Homo sapiens IGKV1-33*01 (96.8%) -
IGKJ4*01 (100%)) CDR-IMGT [6.3.9] (27-32.50-52.89-
97) (1'-107') -Homo sapiens IGKC*01 (100%) Km3
A45.1 (153), V101 (191) (108'-214")]; dimer (229-
229":232-232")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, glycoform alfa

immunoglobuline G1-kappa anti-[Homo sapiens
protéine spike (S) du coronavirus 2 du syndrome
respiratoire aigu sévere (SARS-CoV-2), domaine de
liaison au récepteur (RBD)], anticorps monoclonal
Homo sapiens;



casirivimab

Recommended INN: List 85

chaine lourde gamma1 Homo sapiens (1-450) [VH (Homo
sapiens IGHV3-11*01 (96.9%) -(IGHD) -IGHJ4*01 (100%))
CDR-IMGT [8.8.13] (26-33.51-58.97-109) (1-120) -Homo
sapiens IGHG1*01 (100%) G1m17,1 (CH1 K120 (217) (121-
218), charniére 1-15 (219-233), CH2 (234-343), CH3 D12
(359), L14 (361) (344-448), CHS (449-450)) (121-450)], (223-
214')-disulfure avec la chaine légére kappa Homo sapiens (1'-
214") [V-KAPPA (Homo sapiens IGKV1-33*01 (96.8%) -
IGKJ4*01 (100%)) CDR-IMGT [6.3.9] (27-32.50-52.89-97) (1'-
107') -Homo sapiens IGKC*01 (100%) Km3 A45.1 (153), V101
(191) (108'-214")]; dimére (229-229":232-232")-bisdisulfure,
produit dans des cellules ovariennes de hamster chinois
(CHO), glycoforme alfa

inmunoglobulina G1-kappa anti-[Homo sapiens proteina
espicula (S) del coronavirus 2 del sindrome respiratorio agudo
severo (SRAS-CoV-2), dominio de unién al receptor (RBD)],
anticuerpo monoclonal Homo sapiens;

cadena pesada gamma1 Homo sapiens (1-450) [VH (Homo
sapiens IGHV3-11*01 (96.9%) -(IGHD) -IGHJ4*01 (100%))
CDR-IMGT [8.8.13] (26-33.51-58.97-109) (1-120) -Homo
sapiens IGHG1*01 (100%) G1m17,1 (CH1 K120 (217) (121-
218), bisagra 1-15 (219-233), CH2 (234-343), CH3 D12 (359),
L14 (361) (344-448), CHS (449-450)) (121-450)], (223-214')-
disulfuro con la cadena ligera kappa Homo sapiens (1'-214")
[V-KAPPA (Homo sapiens IGKV1-33*01 (96.8%) -

IGKJ4*01 (100%)) CDR-IMGT [6.3.9] (27-32.50-52.89-97) (1'-
107') -Homo sapiens IGKC*01 (100%) Km3 A45.1 (153), V101
(191) (108'-214")]; dimero (229-229":232-232")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO),
forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG LVKPGGSLRL SCAASGFTFS DYYMSWIRQA PGKGLEWVSY 50
ITYSGSTIYY ADSVKGRFTI SRDNAKSSLY LQMNSLRAED TAVYYCARDR 100
GTTMVPFDYW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCQASQDIT NYLNWYQQKP GKAPKLLIYA 50
ASNLETGVPS RFSGSGSGTD FTFTISGLQP EDIATYYCQQ YDNLPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-88'  134'-194'
23™"-88" 134"-194"
Inter-H-L (h 5-CL 126) 223-214' 223"-214"
Inter-H-H (h 11, h 14)  229-229" 232-232"

N-terminal glutamine cyclization to pyroglutamyl (pE, 5-oxoprolyl)
HVHQI:
L1

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

300, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados.

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2:
450, 450"
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imdevimabum #
imdevimab

imdévimab

Sequence / Séquence / Secuencia

IL1RAP-GSG;-Fc

SERCDDWGLD TMRQIQVFED EPARIKCPLF EHFLKFNYST AHSAGLTLIW 50
YWTRQDRDLE EPINFRLPEN RISKEKDVLW FRPTLLNDTG NYTCMLRNTT 100
YCSKVAFPLE VVQKDSCFNS PMKLPVHKLY IEYGIQRITC PNVDGYFPSS 150
VKPTITWYMG CYKIQNFNNV IPEGMNLSFL IALISNNGNY TCVVTYPENG 200
RTFHLTRTLT VKVVGSPKNA VPPVIHSPND HVVYEKEPGE ELLIPCTVYF 250
SFLMDSRNEV WWTIDGKKPD DITIDVTINE SISHSRTEDE TRTQILSIKK 300
VTSEDLKRSY VCHARSAKGE VAKAAKVKQK VPAPRYTVGS GGGDKTHTCP 350
PCPAPELLGG PSVFLFPPKP KDTLMISRTP EVTCVVVDVS HEDPEVKFNW 400
YVDGVEVHNA KTKPREEQYN STYRVVSVLT VLHQDWLNGK EYKCKVSNKA 450
LPAPIEKTIS KAKGQPREPQ VYTLPPCRDE LTKNQVSLWC LVKGFYPSDI 500
AVEWESNGQP ENNYKTTPPV LDSDGSFFLY SALTVDKSRW QQGNVFSCSV 550
MHEALHNHYT QKSLSLSPGK 570

IL1R1-GSG;-Fc

DKCKEREEKI TLVSSANEID VRPCPLNPNE HKGTITWYKD DSKTPVSTEQ 50
ASRIHQHKEK LWFVPAKVED SGHYYCVVRN SSYCLRIKIS AKFVENEPNL 100
CYNAQAIFKQ KLPVAGDGGL VCPYMEFFKN ENNELPKLQW YKDCKPLLLD 150
NIHFSGVKDR LIVMNVAEKH RGNYTCHASY TYLGKQYPIT RVIEFITLEE 200
NKPTRPVIVS PANETMEVDL GSQIQLICNV TGQLSDIAYW KWNGSVIDED 250
DPVLGEDYYS VENPANKRRS TLITVLNISE IESRFYKHPF TCFAKNTHGI 300
DAAYIQLIYP VTNGSGGGDK THTCPPCPAP ELLGGPSVFL FPPKPKDTLM 350
ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR EEQYNSTYRV 400
VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ PREPQVCTLP 450
PSRDELTKNQ VSLSCAVKGF YPSDIAVEWE SNGQPENNYK TTPPVLDSDG 500
SFKLVSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS LSPGK 545

Mutations / Mutations / Mutaciones
STTSC THOSW, KA
YHTSC, THHS L4065 A, FSOISK, YOIV

Post-translational modifications

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Inter-chain: 349-324' 352-327' 477-447'

Intra-chain ILIRAP-GSG3-Fc : 4-102 27-94 117-161 140-192 246-312 384-444 490-548
Intra-chain ILIR1-GSG3-Fc :  3-84' 24'-76' 101'-144' 122'-176' 228'-292' 359'-419' 465'-523'

Glycosylation sites / Sites de gl lation / F de glicosilacio
N37,N87,N91, N98, N 176, N189, N279, N420;
N80', N173', N213', N229', N243', N277', N313', N395'

Other modifications: K570, K545’ clipped

immunoglobulin G1-lambda, anti-[Homo sapiens severe acute
respiratory syndrome coronavirus 2 (SARS-CoV-2) spike (S)
protein, receptor binding domain (RBD)], Homo sapiens
monoclonal antibody;

gamma1 heavy chain Homo sapiens (1-450) [VH (Homo
sapiens IGHV3-30*01 (96.9%) -(IGHD) -IGHJ4*01 (100%))
CDR-IMGT [8.8.13] (26-33.51-58.97-109) (1-120) -Homo
sapiens IGHG1*01 (100%) G1m17,1 (CH1 K120 (217) (121-
218),hinge 1-15 (219-233), CH2 (234-343), CH3 D12 (359),
L14 (361) (344-448), CHS (449-450)) (121-450)], (223-215')-
disulfide with lambda light chain Homo sapiens (1'-216") [V-
LAMBDA (Homo sapiens IGLV2-14*01 (93.9%) -

IGLJ3*02 (100%)) CDR-IMGT [9.3.10] (26-34.52-54.91-100)
(1'-110") -Homo sapiens IGLC2*01 (100%) (111'-216'")]; dimer
(229-229":232-232")-bisdisulfide, produced in Chinese
hamster ovary (CHO) cells, glycoform alfa

immunoglobuline G1-lambda anti-[Homo sapiens protéine
spike (S) du coronavirus 2 du syndrome respiratoire aigu
sévere (SARS-CoV-2), domaine de liaison au récepteur
(RBD)], anticorps monoclonal Homo sapiens;



imdevimab
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chaine lourde gamma1 Homo sapiens (1-450) [VH (Homo sapiens
IGHV3-30*01 (96.9%) -(IGHD) -IGHJ4*01 (100%)) CDR-IMGT
[8.8.13] (26-33.51-58.97-109) (1-120) -Homo sapiens IGHG1*01
(100%) G1m17,1 (CH1 K120 (217) (121-218), charniére 1-15 (219-
233), CH2 (234-343), CH3 D12 (359), L14 (361) (344-448), CHS
(449-450)) (121-450)], (223-215")-disulfure avec la chaine légére
lambda Homo sapiens (1'-216") [V-LAMBDA (Homo sapiens IGLV2-
14701 (93.9%) -IGLJ3*02 (100%)) CDR-IMGT [9.3.10] (26-34.52-
54.91-100) (1'-110') -Homo sapiens IGLC2*01 (100%) (111'-216")];
dimeére (229-229":232-232")-bisdisulfure, produit dans des cellules
ovariennes de hamster chinois (CHO), glycoforme alfa

inmunoglobulina G1-lambda anti-[Homo sapiens proteina espicula
(S) del coronavirus 2 del sindrome respiratorio agudo severo
(SRAS-CoV-2), dominio de unién al receptor (RBD)], anticuerpo
monoclonal Homo sapiens;

cadena pesada gamma1 Homo sapiens (1-450) [VH (Homo
sapiens IGHV3-30*01 (96.9%) -(IGHD) -IGHJ4*01 (100%)) CDR-
IMGT [8.8.13] (26-33.51-58.97-109) (1-120) -Homo sapiens
IGHG1*01 (100%) G1m17,1 (CH1 K120 (217) (121-218), bisagra 1-
15 (219-233), CH2 (234-343), CH3 D12 (359), L14 (361) (344-448),
CHS (449-450)) (121-450)], (223-215'")-disulfuro con la cadena
ligera lambda Homo sapiens (1'-216") [V-LAMBDA (Homo sapiens
IGLV2-14*01 (93.9%) -IGLJ3*02 (100%)) CDR-IMGT [9.3.10] (26-
34.52-54.91-100) (1'-110'") -Homo sapiens IGLC2*01 (100%) (111'-
216")]; dimero (229-229":232-232")-bisdisulfuro, producido en las
células ovaricas de hamster chino (CHO), forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG VVQPGRSLRL SCAASGFTFS NYAMYWVRQA PGKGLEWVAV 50
ISYDGSNKYY ADSVKGRFTI SRDNSKNTLY LQMNSLRTED TAVYYCASGS 100
DYGDYLLVYW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

QSALTQPASV SGSPGQSITI SCTGTSSDVG GYNYVSWYQQ HPGKAPKLMI 50
YDVSKRPSGV SNRFSGSKSG NTASLTISGL QSEDEADYYC NSLTSISTWV 100
FGGGTKLTVL GQPKAAPSVT LFPPSSEELQ ANKATLVCLI SDFYPGAVTV 150
AWKADSSPVK AGVETTTPSK QSNNKYAASS YLSLTPEQWK SHRSYSCQVT 200
HEGSTVEKTV APTECS 216

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 22'90' 138-197'
22"-90™ 138"-197"
Inter-H-L (h 5-CL 126) 223-215' 223"-215"
Inter-H-H (h 11,h 14)  229-229" 232-232"

N-terminal gl ine cyclization to pyrogl 1 (pE, 5-oxoprolyl)

HVHQI:

L

LVLQI:

o

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

300, 300"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO bi. ios complejos fucosilad

C-terminal lysine clipping / Coupure de la lysine C-terminale / Recorte de lisina C-terminal
H CHS K2:
450, 450"
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REGN-COV2

1.10 #H3E - BIEREOREFEEROE L D Page 2

110 BE - BIRFOHEEEEEHMDFTLD

BV e~ T7E, Bin FHEH 2 BT SARS-COV-2ARA 7 B R EE )
2—FAHETHY, B N eGUIHKT D, I ESTETF v A =—
AN ALZ—INRMaIC L pEAE SIS, AT Y B TiE, 45007
JERFEISN D72 H#H (y1 85) 2RLRORIMED T X VBRI 72D L
B (k84) 2R THERR SN AIEZ 78 (& @ £9148,000) TH 5,
B4 ) e~ GBI Z) KO oA

524 A | ) b7t R THMR A SARS-CoV-2 R /A 2 % L NI EE )
a—FAHERTHY, b b IgGUIHKT D, A1 AT EST T v A =—
AINIKAZ —PRBEAIC LV EA SN D, 4 LT B~ 7L, 450 [HOT
SUBERENLR D H # (1 80) 2 AKRORI6 HOT X BREN S 7
HL 8 (WEH) 2 RCHERk S DBEX >0 E (& - § 147,000)0 T
H5,
B4 A LT =T (B z) KOFEORIFA|
# & U BIHRL, 20018
ZhHE -« 2k SARS-CoV-21Z & % & YuiE
WE, AL N2 L By o RE40kg UL EO/RNRIZIE, B Ev T
L - & (Bl z) KOS LT E~7 (Barl#fz) L LTENFN
600mg % {f FIC & 0 HELEHEET 5,
B D
FBiE
IR h )V e~7 (Biarl#z) , A1 2T E~7 Bz HlE#z)
4 LY BH o 7Y =T HEEEE Y 300 (WY U BT (Bl z)
R %oy 300mg KO AT E= T (B fFH##E ) 300mg #4134 7 V) KOFE
C oy E SEEREE > M1332 (YU BT GEEE B Z) 1332 mg KO AT
B~ 7 (BB A x) 1332 mg %131 T )L)
[ZE])
RS DE LR (mg/kg) RN - 2T
H=T AP 8 >150°
a: =2 A Yo 4R RIRAEE 538 0 11 56 O RIS 55 &
b: BTV ERTROA LT E T ORHEE (58 : 300 mg/kg)
[ Auk]
2 M BhH | BE B | BEEtE o
TR e | gk | (meke) | (mgkg) EREI
B =7 | 4R | FIRN| 502 150° 150° |- RKFR T REPFTARA L
A YU GALEL | BT 150°
Ft41ET)
a: NV ETNIA LT EYTOHA, EHEOIRES (b5
100 mg/kg)
b: WLV EXTROA LT U7 OHFHES (5 & : 300 mg/kg)
BIVEH4 FEAE
FEAZLE D KOS 114
Sl 114
B FREhE D F 114
&IEH T 114

7B, COV2067 R ICEB W TEH M #HX— D ak— k1
R10933+R10987 1.2g IV #f 827HNZBNTT—Z A v A 7HEA (2021452
HI8HKFR) £ TIINEE L EEZRBENEMN KO EELL EoO@EUER &
" Infusion Related Reaction, RPi% % U-@IVERH #4E5 LT-,
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BEL (B ) E=7)
T2 BRI KON AL T 4 REES
L #4
DI QUTQSPSS LSASVGDRVT |TCIJQASQD| T NYLNWYQQKP GKAPKLLI YA

I
ASNLETGVPS RFSGSGSGID FTFTI SGLQP EDI ATYYCQQ YDNLPLTFGG
GTKVEI KRTV AAPSVFI FPP SDEQLKSGTA SVVCLLNNFY PREAKVQNKV
DNAL QSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG

LSSPVTKSFN RGEC

H 4
QVQLVESGGG LVKPGGSLRL S(EAASGFTFS DYYMBW RQA PGKGLEW/SY

I
| TYSGSTI YY ADSVKGRFTI SRDNAKSSLY LQWNSLRAED TAVYYCARDR

GITMWPFDYW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK
L

DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSWT VPSSSLGTQT

I
YI CNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP
KDTLM SRTP EVTCVWDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN
STYRWSVLT VLHODW.NGK EYKCKVSNKA LPAPI EKTI S KAKGQPREPQ

VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGOP ENNYKTTPPV
L

I
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSY MHEALHNHYT QKSLSLSPGK

H 8 Q1 : i/’ m 7 L2 I Uk H 84 N300 - FESEAE S 5 H 84 K450 @ 5
STakvs

L #4 C214 —H $4 C223, H 5 C229-H $4 C229, H #4 C232-H #4C232 : ¥ X
T 4 RiGEE

LR OHEE RIS -

GIcNAc - Man Fuc

Galo-2 Man - GIcNAc - GIcNAc

GIcNAc - Man
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BE2 (f A7 =)
T2 RS KON AT 4 REEE
L #4
QSALTQPASV SGSPGQSI TI S(IZTGTSSDVG GYNYVSWQQ HPGKAPKLM

YDVSKRPSGV SNRFSGSKSG NTASLTI SGL @EDEADYYCll NSLTSI STW
FGGGTKLTVL GOQPKAAPSVT LFPPSSEELQ ANKATLVCLI SDFYPGAVTV
AVWKADSSPVK AGVETTTPSK QSNNKYAASS YLSLTPEQAK SHRSYSCQVT
HEGSTVEKTV APTECS

H 4
QVQLVESGGG VWQPGRSLRL SCAASGFTFS NYAMYWRQA PGKGLEWAV
|

|
| SYDGSNKYY ADSVKGRFTI SRDNSKNTLY LQWNSLRTED TAVYYCASGS

DYGYLLVYW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK
L

DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSWT VPSSSLGTQT

|

Yl CNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP
KDTLM SRTP EVTCVWDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN
STYRWSVLT VLHQDW.NGK EYKCKVSNKA LPAPI EKTI S KAKGQPREPQ
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK

L #4 Ql, H# Ql : /i e /v 2 e s H $4 N300 : BEERS S ; H 84
K450 : @iy 7 ety o7

L8 C215 - H8{C223, HH{C229 - HH{C229, HH{C232 -~ HE{ C232 : ¥ &

U e

7o BEEE OHEERES
GIcNAc - Man Fuc
Galo-2 Man - GIcNAc - GIcNAc

GIcNAc - Man



HIEAR G 1

AYBERGRTFEEENHBRBERDOEE

BEEMDFLD

—F)
(RIEAL LRI T % fF
L. ALEES % BARR I Fed)

—i4 BV E~T GEEHEZ)
A LT YT (B H#z)

R7e4 nF 7Y — TSR v R300 R ARBEEE Y b
1332

Hgh b LSRR A S 1

ZNEE - AL SARS-CoV-2{Z K& % JiYLiE

s - A& WE, R ON2EE LA _E o Ed0kgll B/ NI,
BV E~wT (Bariz) KOS LT E~YT (Eix
AL Z) & L TENEIN600mgE OF IS L 0 Bl A
FEd 5,

AWl REMEIOFEROFE | XEHA— FEHALTHEAIE TOMEREA
[ ]~

i L 7= Y i sk JF AR LI HRAmA - Bk, LAk (M, R, & Ofh) |
DAE ) A - AR, 8 kA sy (MK, & o)
FEMEL . F v £ =— R « NAAX—FIEHE (CHO #
fidd)

AW R IFEBF O H #Y X fE EfifE, I, [ oo R Ak
[ 8ARIMY, 12 of ( )

FERBEO B & D N - B | B2 S IR

DA N —= 7 « EHDON

7

W% AW SR IFAM B RTR L AL | B2 2 I

HEDONE :

TAINAT VT T AR | B 2S R

RO

HOETROME (7u—F % | BIHEER2S R




BIEER 2

fili I U 7= A= 9 R SRR JEURE S U3 A4
EE D24 B

F ¥ A =—RX « NARZ—FIRHIE (CHO #llfia)

il U 72 A2 R IURE 334
Bt 5345

CI A kA sy A GRaRERE. ARk . [
NSy (MR, AR TR 2R < b o). 4

Bk Sy DX Eh Y R
LB tkaksy. 2o ( )

AW RIFRESUEH RO | CIRAIAEZsy . X8 i, iRy,

H i L1Z& Ot BLE R IR EE ( N5 S)IL7N
ES2Y )

AR HR SR JEURE SR RO 3R
BN EBDOART ) —=
7 BEONE

VAHA— B R (MCB) KONT—F 7 - &)L -
N> (WCB) OfF EMIlE TH D CHO Hifd

X, MCB KN WCB IZ DWW TR 2 F 0 LRIEN 720 2
EEER LTS (IR OBIFR2EH),

AW R IFCRE SUE M B D & A
Jb A S D ARIEAL K OB 2= AL
EDONE

ML

RO

BOE TROME (7 e —F v — | BIIRISR
~)

(RIEAL R OBREMFRIIEL T

WAELF L, & BRI

#)

Y AINAT YT T AREREE | BIRBR




A1 MCB ORBRKER
casirivimab imdevimab
B i e NS MG
Ak o F 2 | v =X - A . .
. % 5 — ikl HE il
TR AR HEFE L 720 ey ey
~A 27T A2 EEAR R L 7Zau ey ey
shskett 23 Bk (in vitro) FRHL U720 ke ey
RPN 7 A L AHesRakBR (invivo) FRH L7220 Sy ey
NI A B —FURBEA R R L Zauy ey ey
[ HINUNERESEN R L 7Zau ey ey
e EE - BB ARIKEONCHRIL b ke SR
7 A VA B A
%, BE, DRIKN
REIL ke A LA
g an ORA AN
WHRERERTEME (82 PCR) WHRBERERIEME A | WIRERERIENE: | RS RESRTE M
HI 5 DAFAE % Fe7e DAFAE % Fe 7
SUIL TRCA 7= SRS Mn K AFE D RS ke SR
R 2 W3
%o Mg RAFMED
R B SRV 1 A
L7guy
TR R R L 7Zau ke H
[ |
B2 WCB OREBRKE R
casirivimab imdevimab
ST e Ve Ve
AlRERE D[R E FoAf =—X -
NI — R ke ke
e
0 TR AR HEFE L 720 ey ey
~A 27T A< EEAR R L 720 ey ey
kbt 4 23 Bk (invitro) B L 720 ey S




IS
casirivimab JE3K &% O imdevimab [REROBETREO 7 u—F v — b

T TR B

| WCB Ol fif |

|

I, - /1 D
PR B

|
| NA KXY T 72— AN DIEREE

|

~ A aST X<
INAF YT 7 Z—IC L DAEHERE — Attt o A L AR
MVM 5k

|
| IN—~_Z | |

|

ya~ 757 4=k

|
| N - |

|
| I -~ T 7 |

|

v A ) 255 TR

TR VA NVAREL BREICHEES TS T



B2
TANRT YT 5 ARBEROHE

1) UANAZ VT T ZARBRIC K D TR
casirivimab & 0" imdevimab DGR TFEIZ BT, L FO3TFRIZOWT AT — LA 7 T )L
ERWCEBLIZTANATZ VT Z U ARBROEREZNENE 1, £227R7T,
- s
S —  rRaverre
WEMRN TS

casirivimab &% 1" imdevimab O TR OE IO TRICB W T, X-MuLV XX MVM D EVN 7
ANARTEALRER OBREREZA L TWD Z LR SN,

2) L bhoawA AR (RVLP) (245 U 27 5

FMNL RFER SV 71 THifgsB STz RVLP O R KR L X-MuLV O 7 V7 7 o A f5¥i %
FWT, {KE100 kg DB X L T40 mgkg THRE L7IZHAD, L ha oA VARNERATSH Y
A7 el LTz,

Z OFER, casirivimab ORAIEICIBA L 5 % L b e oo gk 5470 [
B B oo icox R TIcMY) LB SR, casirivimab O
FRTEIIL hr AV ADORERE T5ICH LTS Z L DR S Lz,

F72, imdevimab OFAMEICEAL 5 5 L by o a2 g5 247 0 ||
B Bl o oo = R RR) B S, imdevimab

OUTRIIV b e v VADRERZ H2ITALTND Z ERHR SN,

=1 casirivimab DR IEBIZHE T EVAMILAY )T 5 U XE# (Log 10 Reduction)
T X-MulLV MVM

(R FF

rua< 757 40—

AL ABRE

w2 VT 7 AR >13.67" >14.0

MVM: Murine Virus of Mice, X-MuLV: Xenotropic Murine Leukemia Virus

! I > (VA YT T AR E LT MVM DU A VAT YT T
2 f580% X-MuLV (2§ L7236 ok 7 U 7 7 o ZF6803> 19.9 Logio.

=2 imdevimab DFHIFEIZEFTE2VMILAY )T S5 U XiEH (Log 10 Reduction)
T X-MulLV MVM

(R FF

rua< 757 40—

AL ABRE

w2V T TR >13.0" >13.5

MVM: Murine Virus of Mice, X-MuLV: Xenotropic Murine Leukemia Virus
I > U (VA )T T AL LT MVM DY A VR )T T
Z¥EHUE X-MuLV [Z8ME L7256 0% 7 ) 7 F o ZHEIT> 19.1 Logios
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3.2.8 JEdE
CTD No.- & % ESyii RV
B (EWN, Hgsh) ZE DR
3251 —RIEH
32511 |4 PN FEAM
3.28.1.2 |HadE WS Bl
3.25.1.3 | i PN A
3282 #Huyk
3.258.2.1 |HuigsEE NiZAN R
32822 |[BEHERNTaER - ar ba—L 1Eak S
32823 [FAEIOEHE S+ FHAh
32824 |[EEITEMOEEFMIAOEH Mok B2l
32825 |[FrkA - RNUF—1 g,/ 7ot AR NN B i
32526 |HE THEDBHFE DR o A
3.2.8.3 ik
3.28.3.1 |HEiEZ Do Rt O fiREA N i
32832 |[Fiw Mok S
3.28.4 JREOEH
32841 [HIE L ONRER ik o FHAh

Page 1



REGN-COV2
FIE (£ =2—3) EICHETLE RIER R

1.12 IvfHEr—%

3.2.8 JEdE
CTD No.- & % ESyii RV
B (EWN, Hgsh) ZE DR
32842 [RBiE (D HiE) PN A
32843 [RABAGE (k) o) TF—va v ok Bl
325844 |a v ROHT TN A
3.25.45 [Hiks M OGRER 715 D 241k - FHAMh
3.2.8.5 FEAER IIIENEY)E
3285  [AEUEN SIEAEY)E TN S
3.2.8.6 A& Ol R
32S8.6 |F&MkONEe R - Gl
3287 wEM
3.28.7.1 |LZEMDOFE L KOG TN S
3.2.8.7.2 |#&ER% O E MR ERE 1 O VR M OV Hi 2N G i
3.28.73 |&EMET—4% Mok S
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B (£ 2 —13)

112 i HE R

e BICBET O CE MTER R

3.2.P B

CTD No.- 2% HE gﬂéﬁﬁ%’?ﬁ %qzﬁﬁ/
ERLE (N HESh) HE D
3.2.P.1 AR OMLE

3.2P1  (BUA| K QML 1ok AT
3.2.P.2  HIKIBH3E DA

3.2.P.2  |BUKIBAGE DOFEAE 24N R
3.2.p.3 fHuyk

3.2.P31 |HliEH 24N AT
3.2.P.3.2 |#yEaT 4N A
32P33 |METREDSEEA - 22 ho—)L ok 2L
32P.34 |EE TN OEEFEADEHE M4+ B
32P35 |[FukR - RYF— g/ 7otk XM SroYN B
3.2.P.4 WA OEER

32.P41  |HREE R OGRER L HEs- B i
32P42 |REBRFE (O HiE) 4N ]
32P4A3 |RBGIE (HTIE) oY T —va s S A A
3.2.P.44  |HRKE K ONREBR 715 0D 3 24 1 st Ei]
3.2P45 |t N XITEMEIROEINA] BTN AT
3.2.P.4.6 |HETINA 1ES: Ei]
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B (£ 2 —13)

112 i HE R

e BICBET O CE MTER R

3.2.P Bl
CTD No.- 2% HE gﬂéﬁﬁ%’?ﬁ %qzﬁﬁ/
ERLE (N HESh) BEDR|
3.2P5 HAK|DEH
32.P5.1 MR R ONRER A ok AT
3.2P52 |#RBEJE (OHTE) 1S ST
32.P53 [|RBRFGFE (DHHE) ORI TF—v g ok Bl
32.P54 |uv N3 HEFH B2
3.2.P55 |l DRk 2N ER i
3.2.P5.6 |HAE K OGRER 715D 324 s BRI
3.2.P.6 FEES XITEREY)H
32.P6  [FEUES X IAEAEYE 15 ]
3.2.P.7 FaxKkOiire R
32.P7 BRI M Ot R 15+ G
3.2.P8 LEM
32.P81 |ZEMDE &K 1E5: AT
3.2.P.8.2 |/&KFR% D% T AR ER F 1l D 1E AR M OV it ok AT
3.2P83 |ZEMT—Z 1ES: Ei]
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BB (£ 2 —/L3)

1.12 IfHE s —E
BT 2 XE RIER—&

3.2.A =D
CTD No.- g % HE %ﬁﬁ%ﬁﬁ ngﬁﬂj/
Bl (E N HE5h) DRI
32.A1 Bk KX O AN B2l
3.2A2 (S SRMEEGLMEE 0% A HEF- ST
3.2.A3 |&InFAl
3.2.R KR DR E £}
CTD No.- %+ B e Bl L
R = (EIN/ #ES1) BEZ DR
3.2.R F R DB R E R PN R
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F3E (Y2 —L3)

3.3 ZE 3R

1.12 IvfHEr—%

WEICBET 5 30E TR R

M aTu |

CTD No.-
RS

EH

PGS « T oM

51 H
CTD No.

=T
7L
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112 iffH &R Page 7
FAE (EV 2—4)  FERRERBREE NMTER
4.2.1 FEPHEER
CTD No-- % - S H 55T i,/
EHLE %% *E S @y ) | R TOm | e
4211 ZhhaEMT HRER
Determination of Kinetic and Equilibrium
Binding Parameters for the Interaction of
421.1-1 — REGN10933, REGN10987, and 20.2 2-20. A — LAl
REGN10989 with SARS-CoV-2
SpikeProtein and Receptor Binding Domain
Characterization of REGN10933 and
4211-2 - REGN10987 Binding to SARS-CoV-2 ZO.E H -20. yash - ST
o Receptor Binding Domain Using Cryogenic HFQH !
Electron Microscopy
Determination of Competitive Binding
4211-3 - Properties of REGN10933, REGN10987, ZO.E H -20. sash - ST
o and REGN10989 to SARS-CoV-2 Spike &8 F !
IIDr({;gin IT:eceDtor I?]i?:orllinq Domain :
n Vitro Functional Characterization o
42.1.1-4 — REGN10933, REGN10987, and 20.2 2-20. A — A
REGN10989
Assessment of REGN10933, REGN10987,
and REGN10989 Neutralization Activities
4.2.1.1-5 — Against SARS-CoV-2 Virus and Vesicular 20.2 2_20. A — LAl
Stomatitis Virus Pseudotyped with SARS-
CoV-2 Spike Protein
Assessment of Escape Mutations in
Vesicular Stomatitis Virus Encoding SARS-
42.1.1-6 — CoV-2 S Protein Selected in the Presence of Zoliuﬂ H—ZO. WS- — FTAMG
REGN10933, REGN10987, and
REGN10989
Assessment of Antibody-Dependent
Enhancement of Entry of Vesicular
4211-7 - Stomatitis Virus Pseudotyped withSARS- ZOIEF -20. st - =LA
o CoV-2 S Protein in the Presence of F A !

REGN10933, REGN10987, and
REGN10989
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AR (BYa—1a) SRR T AR R
4.2.1 FEPHEER
CTD No.- _ e S i 5 P - R
EER 5 %%L *E . @ | s zow | JU
Assessment of Antibody-Dependent
Enhancement of SARS-CoV-2 Infection of
42.1.1-8 — Primary Human Macrophages in the 20.2 )?5]-20. D YN — AT
Presence of REGN10933, REGN10987,
valuation of Monoclonal Antibody
42.1.1-9 — Treatment for Efficacy against COVID-19in ZOIE % _20. D YN — AT
: FRH
the Golden Syrian Hamster
Graphical Representation and Statistical
Analysis of Efficacy of Monoclonal ol )
42.1.1-10 - Antibodies for the Treatment andPrevention 20 E‘ﬂ WS- — AT
of SARS-CoV-2 Infection in Syrian Golden
Hamsters
Evaluation of Efficacy of Monoclonal
4211-11 - Antibodies for the Treatment andPrevention ZOlfﬁ H fZO. sk ST
o of SARS-CoV-2 Infection in Golden Syrian FRH !
Hamsters
Evaluation of Antibody Dependent
Enhancement of Monoclonal Antibodies for| 20[jF - ; -
421112 the Prevention ofSARS-CoV-2 Infection in 20 E‘ﬂ 7% i
Syrian Golden Hamsters
Evaluation of Efficacy of Monoclonal
Antibodies for the Treatment and 20QF - ; -
421113 Prevention of SARS-CoV-2 Infection in 2&%)@ 7% i
Rhesus Macagues
Graphical Representation and Statistical
Analysis of Efficacy of Monoclonal ol )
421.1-14 — Antibodies for the Treatment and Z&E‘H A Al
Prevention of SARS-CoV-2 Infection in
RhesusMacaqgues




REGN-COV2 112 iR &R —
A (EYa—4)  JERRIRRBRE G E TR R
4.2.1 FEPHEER
CTD No.- g e F i 355 N wFAL
R EE #* M J2 i 1 i) (EIA 1SN fo#iEE « T ofth B2
Evaluation of Spike Protein Variant
Selection in Rhesus Macaques Infected with )
4.2.1.1-15 — SARS-CoV-2 following Therapeutic or ZOlfﬁ A 20. N YN — A
. T F
Prophylactic Intravenous Administration of
REGN-COV?2
Evaluation of Monoclonal Antibody )
421.1-16 — Treatment for Efficacy against COVID-19 ZOlfﬁ = 20. - — A
: FRH
in the Rhesus Macague
Graphical Representation and Statistical
4211-17 - Analysis of Prophylactic Efficacy of ZO.E H - 20. s - SEA
R Monoclonal Antibodies for Prevention of A " !
SARS-CoV-2 Infection in Rhesus
Evaluation of Monoclonal Antibody
42.1.1-18 — Prophylaxis for Prevention of COVID-19 in ZOIE 5 _20. A A
FQH
the Rhesus Macague
4212 FIRAYFER
LR ~ ~ ~ ~ ~
L
4213 MR
L R _ - - - - -
2L
42.1.4 FEI)FHIFEYAR BT RABR
%Y B _ _ _ _
2L
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AR (TYa—1a) SRR T R R
4.2.2 FpEhResABR
CTD No.- e K i ERiEPT . =TAfh
ﬁ%ﬂq’%‘é% %% i% /F_E %ﬁm%ﬁﬁﬂ (W/{ﬁﬂ‘) ﬂ{%%{zmu %@ﬂﬁ 7/}3%@%”
4221 HPTEROANY F— g UiEE
Validation of a Bioanalytical Method for R
42211 _ the Quantitative Measurement of Total 201 1 - Ph egerle_zroln | - = (T
ol REGN10933 and REGN10987 in Monkey | 20«7 armaceuticals, Inc. i
S (Hg51)
erum
4222 WU
A Single Dose Intravenous and
Subcutaneous Pilot Pharmacokinetic ol -
422.2-1 — Studywith REGN10933, REGN10987, ol l - ERE(ii]
REGN10989, and REGN10934 ()
inCynomolaus Monkevs
REGN10933 and REGN10987: A Single
Dose Intravenous and 2ol -
422.2-2 — SubcutaneousPharmacokinetics Study with N EE — A
REGN10933 and REGN10987 Alone or (g5h)
inCombination in Cynomolgus Monkeys
42223 A 4-Week Intravenous, Subcutaneous
(4' 2391 B Toxicology Study of REGN10933 and 20p Q)] - B SEA
k' I'?J'E) REGN10987 in Cynomolgus Monkeys 20+ A "
Followed by an 8-Week Recovery Period
4223 oA
PN ¢ _ _ _ _ _ _
L
42.2.4 R
L R ~ - - - - -
L
4225 HEt
PN ¢ _ _ _ _ _ _
L
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FAT (£EV2—n4) c IERKRBREREE RAER—E
4.2.2 3y dEhRE R

CTD No.- - . g ES iR B . aA
ﬁ%ﬂ%%‘é% %% i% E %ﬁm%ﬁﬁﬂ (m/@%) ﬂ{%ﬁﬁ %@ﬂﬁ 7/}3%@%”
4226 FEWEREFREMAAAEN GEERK)

BAN-¢1 - _ _ _ _ _

L

4227 OO ERERER

BN v
L
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A (EY 2 —4)  JERRIRRBRE G E T E R
4.2.3 TR
CTD No.- - . it T oy A,
R EE #* M ES i (EAN o) BRGSOl B2
4231 H[EERGEMERER
PN ¢ _ _ _ _ _ _
L
4232 IEEG wEMERBR
A 4-Week Intravenous, Subcutaneous
) B Toxicology Study of REGN10933 and 0[] - e B -
4.232-1 REGN10987 in Cynomolgus Monkeys ZOIE H A g
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