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FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR EVUSHELD™ (tixagevimab co-packaged with cilgavimab)

HIGHLIGHTS OF EMERGENCY USE AUTHORIZATION (EUA)
These highlights of the EUA do not include all the information
needed to use EVUSHELD™ under the EUA. See the FULL FACT
SHEET FOR HEALTHCARE PROVIDERS for EVUSHELD.

EVUSHELD (tixagevimab) injection; (cilgavimab) injection, co-
packaged for intramuscular use
Original EUA Authorized Date: 12/2021

RECENT MAJOR CHANGES
Warnings and Precautions (5.2): addition of new warning 05/2022

Dosage and Administration (2.3) 05/2022
Dosage and Administration (2.1, 17): modification of

initial dosage and repeat dosing 04/2022
Adverse Reactions (6.1, 12.3): addition of TACKLE data 02/2022
Microbiology (12.4): updated neutralizing data 02/2022

EUA FOR EVUSHELD
The U.S. Food and Drug Administration has issued an EUA for the
emergency use of the unapproved product EVUSHELD (tixagevimab
co-packaged with cilgavimab), SARS-CoV-2 spike protein-directed
attachment inhibitor, for the pre-exposure prophylaxis of coronavirus
disease 2019 (COVID-19) in adults and pediatric individuals (12 years
of age and older weighing at least 40 kg):
e Who are not currently infected with SARS-CoV-2 and who have not
had a known recent exposure to an individual infected with SARS-
CoV-2 and
e Who have moderate to severe immune compromise due to a
medical condition or receipt of immunosuppressive medications
or treatments and may not mount an adequate immune response
to COVID-19 vaccination or

e For whom vaccination with any available COVID-19 vaccine,
according to the approved or authorized schedule, is not
recommended due to a history of severe adverse reaction to a
COVID-19 vaccine(s) and/or COVID-19 vaccine component(s).

EVUSHELD may only be prescribed for an individual patient by
physicians, advanced practice registered nurses, and physician
assistants that are licensed or authorized under state law to prescribe
drugs in the therapeutic class to which EVUSHELD belongs (i.e., anti-
infectives).

EVUSHELD has been authorized by FDA for the emergency use
described above. EVUSHELD is not FDA-approved for any use,
including use for pre-exposure prophylaxis of COVID-19. (1)

EVUSHELD is authorized only for the duration of the declaration that
circumstances exist justifying the authorization of the emergency use
of EVUSHELD under section 564(b)(1) of the Act, 21 U.S.C. § 360bbb-
3(b)(1), unless the authorization is terminated or revoked sooner.

LIMITATIONS OF AUTHORIZED USE
e EVUSHELD is not authorized for use in individuals:
o For treatment of COVID-19, or
o For post-exposure prophylaxis of COVID-19 in individuals who
have been exposed to someone infected with SARS-CoV-2.

e Pre-exposure prophylaxis with EVUSHELD is not a substitute for
vaccination in individuals for whom COVID-19 vaccination is
recommended. Individuals for whom COVID-19 vaccination is
recommended, including individuals with moderate to severe
immune compromise who may derive benefit from COVID-19
vaccination, should receive COVID-19 vaccination.

e In individuals who have received a COVID-19 vaccine, EVUSHELD
should be administered at least two weeks after vaccination.

See Full Fact Sheet for Healthcare Providers for examples of medical
conditions or treatments that may result in moderate to severe immune
compromise and an inadequate immune response to COVID-19
vaccination, the justification for emergency use of drugs during the
COVID-19 pandemic, information on available alternatives, and
additional information on COVID-19. (1)
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The dosage of EVUSHELD for emergency use is:

¢ |Initial dose: 300 mg of tixagevimab and 300 mg of cilgavimab
administered as two separate consecutive intramuscular injections.
(21)

¢ Dosing for Individuals Who Initially Received 150 mg of
Tixagevimab and 150 mg Cilgavimab
For individuals who initially received 150 mg tixagevimab and
150 mg cilgavimab:
¢ Initial dose <3 months prior: 150 mg tixagevimab and 150 mg

cilgavimab.
¢ Initial dose >3 months prior: 300 mg tixagevimab and 300 mg
cilgavimab. (2.1)

e Repeat dose: The SARS-CoV-2 variants that will be circulating in
the United States when EVUSHELD may need to be redosed are
not known at this time and therefore repeat dosing
recommendations cannot be made; the Fact Sheets will be revised
with repeat dosing recommendations in the future when more data
are available. (2.1)

See Full Fact Sheet for Healthcare Providers for detail on preparation

and administration. (2)

Injection:
e tixagevimab 150 mg/1.5 mL (100 mg/mL) in a single-dose vial. (3)
e cilgavimab 150 mg/1.5 mL (100 mg/mL) in a single-dose vial. (3)

CONTRAINDICATIONS
EVUSHELD is contraindicated in individuals with previous severe
hypersensitivity reactions, including anaphylaxis, to EVUSHELD. (4)

o Hypersensitivity Including Anaphylaxis: Serious hypersensitivity
reactions, including anaphylaxis, have been observed with
EVUSHELD. If signs and symptoms of a clinically significant
hypersensitivity reaction or anaphylaxis occur, immediately
discontinue administration and initiate appropriate medications
and/or supportive therapy. Clinically monitor individuals after
injections and observe for at least 1 hour. (5.1)

¢ Risk of Cross-Hypersensitivity with COVID-19 Vaccines:
EVUSHELD contains polysorbate 80, which is in some COVID-19
vaccines and is structurally similar to polyethylene glycol (PEG), an
ingredient in other COVID-19 vaccines. For individuals with a history
of severe hypersensitivity reaction to a COVID-19 vaccine, consider
consultation with an allergist-immunologist prior to EVUSHELD
administration. (5.2)

¢ Clinically Significant Bleeding Disorders: As with any other
intramuscular injection, EVUSHELD should be given with caution to
individuals with thrombocytopenia or any coagulation disorder. (5.3)

e Cardiovascular Events: A higher proportion of subjects who received
EVUSHELD versus placebo reported myocardial infarction and
cardiac failure serious adverse events. All of the subjects with
events had cardiac risk factors and/or a prior history of
cardiovascular disease, and there was no clear temporal pattern. A
causal relationship between EVUSHELD and these events has not
been established. Consider the risks and benefits prior to initiating
EVUSHELD in individuals at high risk for cardiovascular events, and
advise individuals to seek immediate medical attention if they
experience any signs or symptoms suggestive of a cardiovascular
event. (5.4)

......................... ADVERSE REACTIONS
Most common adverse events (all grades, incidence 23%) are
headache, fatigue, and cough. (6.1)

You or your designee must report all SERIOUS ADVERSE
EVENTS or MEDICATION ERRORS potentially related to
EVUSHELD (1) by submitting FDA Form 3500 online, (2) by
downloading this form and then submitting by mail or fax, or (3)
contacting the FDA at 1-800-FDA-1088 to request this form.



Please also provide a copy of this form to AstraZeneca by Fax at See PATIENT AND PARENTS/CAREGIVER FACT SHEET.
1-866-742-7984 or call 1-800-236-9933. (6.4) Revised 05/2022
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FULL FACT SHEET FOR HEALTHCARE PROVIDERS

1 EMERGENCY USE AUTHORIZATION

The U.S. Food and Drug Administration (FDA) has issued an Emergency Use Authorization (EUA) for
the emergency use of the unapproved product EVUSHELD (tixagevimab co-packaged with
cilgavimab) for the pre-exposure prophylaxis of coronavirus disease 2019 (COVID-19) in adults and
pediatric individuals (12 years of age and older weighing at least 40 kg):
e Who are not currently infected with SARS-CoV-2 and who have not had a known recent
exposure to an individual infected with SARS-CoV-2 and
o Who have moderate to severe immune compromise due to a medical condition or receipt of
immunosuppressive medications or treatments and may not mount an adequate immune
response to COVID-19 vaccination® or
o For whom vaccination with any available COVID-19 vaccine, according to the approved or
authorized schedule, is not recommended due to a history of severe adverse reaction to a
COVID-19 vaccine(s) and/or COVID-19 vaccine component(s) [see Warnings and
Precautions (5.2)].

EVUSHELD may only be prescribed for an individual patient by physicians, advanced practice
registered nurses, and physician assistants that are licensed or authorized under state law to
prescribe drugs in the therapeutic class to which EVUSHELD belongs (i.e., anti-infectives).

EVUSHELD has been authorized by FDA for the emergency use described above. EVUSHELD is not
FDA-approved for any use, including use for pre-exposure prophylaxis of COVID-19.

EVUSHELD is authorized only for the duration of the declaration that circumstances exist justifying
the authorization of the emergency use of EVUSHELD under section 564(b)(1) of the Act, 21 U.S.C. §
360bbb-3(b)(1), unless the authorization is terminated or revoked sooner.

Medical conditions or treatments that may result in moderate to severe immune compromise and an
inadequate immune response to COVID-19 vaccination include but are not limited to:

» Active treatment for solid tumor and hematologic malignancies

« Receipt of solid-organ transplant and taking immunosuppressive therapy

e Receipt of chimeric antigen receptor (CAR)-T-cell or hematopoietic stem cell transplant (within
2 years of transplantation or taking immunosuppression therapy)

o Moderate or severe primary immunodeficiency (e.g., DiGeorge syndrome, Wiskott-Aldrich
syndrome)

« Advanced or untreated HIV infection (people with HIV and CD4 cell counts <200/mm3, history
of an AIDS-defining illness without immune reconstitution, or clinical manifestations of
symptomatic HIV)

o Active treatment with high-dose corticosteroids (i.e., 220 mg prednisone or equivalent per day
when administered for 22 weeks), alkylating agents, antimetabolites, transplant-related
immunosuppressive drugs, cancer chemotherapeutic agents classified as severely
immunosuppressive, tumor-necrosis (TNF) blockers, and other biologic agents that are
immunosuppressive or immunomodulatory (e.g., B-cell depleting agents)

' For additional information please see https://www.cdc.gov/vaccines/covid-19/clinical-considerations/covid-19-vaccines-
us.html. Healthcare providers should consider the benefit-risk for an individual patient.
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LIMITATIONS OF AUTHORIZED USE
e EVUSHELD is not authorized for use in individuals:
o For treatment of COVID-19, or
o For post-exposure prophylaxis of COVID-19 in individuals who have been exposed to
someone infected with SARS-CoV-2.

e Pre-exposure prophylaxis with EVUSHELD is not a substitute for vaccination in individuals for
whom COVID-19 vaccination is recommended. Individuals for whom COVID-19 vaccination is
recommended, including individuals with moderate to severe immune compromise who may
derive benefit from COVID-19 vaccination, should receive COVID-19 vaccination.

¢ Inindividuals who have received a COVID-19 vaccine, EVUSHELD should be administered at
least two weeks after vaccination.

Justification for Emergency Use of Drugs During the COVID-19 Pandemic
There is currently an outbreak of COVID-19 caused by SARS-CoV-2, a novel coronavirus. The
Secretary of HHS has declared that:

e A public health emergency related to COVID-19 has existed since January 27, 2020.
e Circumstances exist justifying the authorization of emergency use of drugs and biological
products during the COVID-19 pandemic (March 27, 2020 declaration).

An EUA is a FDA authorization for the emergency use of an unapproved product or unapproved use
of an approved product (i.e., drug, biological product, or device) in the United States under certain
circumstances including, but not limited to, when the Secretary of HHS declares that there is a public
health emergency that affects the national security or the health and security of United States citizens
living abroad, and that involves biological agent(s) or a disease or condition that may be attributable
to such agent(s). Criteria for issuing an EUA include:

e The biological agent(s) can cause a serious or life-threatening disease or condition;
e Based on the totality of the available scientific evidence (including data from adequate and well-
controlled clinical trials, if available), it is reasonable to believe that
o The product may be effective in diagnosing, treating, or preventing the serious or life-
threatening disease or condition; and
o The known and potential benefits of the product - when used to diagnose, prevent, or treat
such disease or condition - outweigh the known and potential risks of the product, taking into
consideration the material threat posed by the biological agent(s);
e There is no adequate, approved, and available alternative to the product for diagnosing,
preventing, or treating the serious or life-threatening disease or condition.

Information Regarding Available Alternatives for the EUA Authorized Use

There are no adequate, approved and available alternatives to EVUSHELD for the pre-exposure
prophylaxis of COVID-19 in individuals who may not mount an adequate immune response to
COVID-19 vaccination or for whom COVID-19 vaccination is not recommended due to a history of
severe adverse reaction to a COVID-19 vaccine or its components.

For information on clinical studies of EVUSHELD and other therapies for the prophylaxis of
COVID-19, see www.clinicaltrials.gov.
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2 DOSAGE AND ADMINISTRATION

2.1 Dosage for Emergency Use of EVUSHELD

Initial Dosing
Due to decreased neutralization activity of EVUSHELD against the Omicron subvariants BA.1 and

BA.1.1 (BA.1+R346K), the initial dosage of EVUSHELD in adults and pediatric individuals (12 years
of age and older weighing at least 40 kg) is 300 mg of tixagevimab and 300 mg of cilgavimab
administered as two separate consecutive intramuscular (IM) injections [see Clinical Pharmacology
(12.3)]. Refer to Table 1 below.

Dosing for Individuals Who Initially Received 150 mg of Tixagevimab and 150 mg of Cilgavimab
Individuals who have already received the previously authorized initial dose (150 mg of tixagevimab
and 150 mg of cilgavimab) should receive an additional EVUSHELD dose as soon as possible,
with the dose based on the following criteria:
e |If the patient received their initial dose < 3 months ago, the patient should receive a dose of 150
mg of tixagevimab and 150 mg of cilgavimab, refer to Table 2 below.
e |If the patient received their initial dose > 3 months ago, the patient should receive a dose of 300
mg of tixagevimab and 300 mg of cilgavimab, refer to Table 1 below.

Repeat Dosing

EVUSHELD has only been studied in single-dose studies. There are no safety and efficacy data
available with repeat dosing. Longer term data from the study PROVENT indicated that EVUSHELD
may be effective for pre-exposure prophylaxis for 6 months post-administration for pre-Omicron
SARS-CoV-2 variants [see Clinical Studies (14)]. However, the neutralization activity of EVUSHELD
against the Omicron subvariants (BA.1, and BA.1.1 [BA.1+R346K]) versus the reference strain
decreases 12- to 424-fold [see Microbiology (12.4)], and consequently the duration of protection is not
known and is likely reduced. Conversely, the neutralization activity of EVUSHELD against the
Omicron BA.2 subvariant versus the reference strain is minimally impacted [see Microbiology (12.4)].

Because it is unclear which SARS-CoV-2 variant or Omicron subvariant will become dominant in the
United States over the next few months, the recommended timing for repeat dosing cannot be
provided at this time. The Fact Sheets will be revised with repeat dosing recommendations in the
near future when more data are available to determine the appropriate timing of redosing (e.g., a
repeat dose with 150 mg of tixagevimab and 150 mg of cilgavimab 3 months or 6 months after the
prior dose). Any repeat dosing will be timed from the date of the most recent EVUSHELD dose.

To access the most recent EVUSHELD Fact Sheets, please visit http://www.evusheld.com or scan
the QR code:

The recommendations for dosing are based on the totality of the scientific evidence including clinical
pharmacology data, antiviral activity data, and clinical trial data [see Clinical Pharmacology (12.3),
Microbiology (12.4), and Clinical Studies (14)]. EVUSHELD has only been studied for the prophylaxis
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of COVID-19 at the EVUSHELD (150 mg of tixagevimab and 150 mg of cilgavimab) dose. There are
no data available in a prophylaxis setting for the EVUSHELD (300 mg of tixagevimab and 300 mg of

cilgavimab) dose. The clinical safety of the EVUSHELD (300 mg of tixagevimab and 300 mg of

cilgavimab) dose is supported by safety data from a treatment study in subjects with mild to moderate

COVID-19 [see Adverse Reactions (6.1)].

2.2 Dosage Adjustment in Specific Populations

No dosage adjustment is recommended in pregnant or lactating individuals, in geriatrics, and in
individuals with renal impairment [see Use in Specific Populations (8)].

2.3 Dose Preparation and Administration

Each EVUSHELD carton contains two vials; one of each antibody. Each vial contains an overfill to
allow the withdrawal of 150 mg (1.5 mL).

Table 1 Dosage of 300 mg of Tixagevimab and 300 mg of Cilgavimab
Antibody dose | Numberof vials | et
EVUSHELD' Y needed vial(s)
(tixagevimab co-packaged , .
o : tixagevimab :
with cilgavimab) 300 mg 2 vials 3 mL
cilgavimab .
300 mg 2 vials 3 mL
* 300 mg of tixagevimab and 300 mg of cilgavimab are to be administered as separate, consecutive intramuscular
injections
Table 2 Dosage of 150 mg of Tixagevimab and 150 mg of Cilgavimab
. Number of vials Volume to
EVUSHELD’ el needed withdraw from vial
(tixagevimab co-packaged tixagevimab .
with cilgavimab) 150 mg 1vial 1.5mL
cilgavimab .
150 mg 1 vial 1.5mL

* 150 mg of tixagevimab and 150 mg of cilgavimab are to be administered as separate, consecutive intramuscular

injections

Preparation

e Tixagevimab and cilgavimab must be prepared by a qualified healthcare provider.
e Tixagevimab and cilgavimab are each supplied in individual single-dose vials. Do not shake

the vials.

e Visually inspect the vials for particulate matter and discoloration. Tixagevimab and cilgavimab
are clear to opalescent, colorless to slightly yellow solutions. Discard the vials if the solution is

cloudy, discolored or visible particles are observed.
e Administer EVUSHELD as TWO separate, consecutive intramuscular (IM) injections,
1 injection of tixagevimab and 1 injection of cilgavimab.
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e Withdraw the appropriate amount of tixagevimab solution and the appropriate amount of
cilgavimab solution into TWO separate syringes (see Table 1 and Table 2). Discard unused
portion in vials.

e This product is preservative-free and therefore, the prepared syringes should be administered
immediately. If immediate administration is not possible, and the prepared tixagevimab and
cilgavimab syringes need to be stored, the total time from vial puncture to administration must
not exceed 4 hours:

o in arefrigerator at 2°C to 8°C (36°F to 46°F), or
o atroom temperature up to 25°C (77°F).

Administration

e Tixagevimab and cilgavimab should be administered by a qualified healthcare provider with
appropriate medical support to manage severe hypersensitivity reactions.

e Administer the two components of EVUSHELD consecutively.

e Administer the IM injections at different injection sites, preferably one in each of the gluteal
muscles, one after the other.

o Forthe 300 mg tixagevimab and 300 mg cilgavimab dose, ensure that the
administration sites are appropriate for the volume (3 mL per injection).

e Clinically monitor individuals after injections and observe for at least 1 hour [see Warnings and

Precautions (5.1, 5.2)].

3 DOSAGE FORMS AND STRENGTHS

EVUSHELD is available as an individual single-dose vial of tixagevimab as a clear to opalescent,
colorless to slightly yellow solution co-packaged with an individual single-dose vial of cilgavimab as a
clear to opalescent, colorless to slightly yellow solution as:

¢ Injection: 150 mg/1.5 mL (100 mg/mL) of tixagevimab

¢ Injection: 150 mg/1.5 mL (100 mg/mL) of cilgavimab

4 CONTRAINDICATIONS

EVUSHELD is contraindicated in individuals with previous severe hypersensitivity reactions, including
anaphylaxis, to EVUSHELD [see Warnings and Precautions (5.1, 5.2)].

5 WARNINGS AND PRECAUTIONS

There are limited clinical data available for EVUSHELD. Serious and unexpected adverse events may
occur that have not been previously reported with EVUSHELD use.

5.1 Hypersensitivity Including Anaphylaxis

Serious hypersensitivity reactions, including anaphylaxis, have been observed with EVUSHELD [see
Adverse Reactions (6.1)]. Signs and symptoms of hypersensitivity reactions may include: dyspnea,
chills, fatigue/asthenia, tachycardia, chest pain or discomfort, nausea/vomiting, angioedema,
dizziness, urticaria, wheezing, pruritus, flushing, hyperhidrosis, myalgia, vaso-vagal reactions (e.g.,
pre-syncope, syncope), or throat irritation.

Administration of EVUSHELD should be done under the supervision of a healthcare provider with
appropriate medical support to manage severe hypersensitivity reactions. If signs and symptoms of a
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clinically significant hypersensitivity reaction or anaphylaxis occur while taking EVUSHELD,
immediately discontinue administration and initiate appropriate medications and/or supportive care.
Clinically monitor individuals after injections and observe for at least 1 hour.

5.2 Risk of Cross-Hypersensitivity with COVID-19 Vaccines

EVUSHELD contains polysorbate 80, which is in some COVID-19 vaccines and is structurally similar
to polyethylene glycol (PEG), an ingredient in other COVID-19 vaccines [see Description (11)]. For
individuals with a history of a severe hypersensitivity reaction to a COVID-19 vaccine, consider
consultation with an allergist-immunologist prior to EVUSHELD administration.

Administration of EVUSHELD should be done under the supervision of a healthcare provider with
appropriate medical support to manage severe hypersensitivity reactions. If signs and symptoms of a
clinically significant hypersensitivity reaction or anaphylaxis occur while taking EVUSHELD,
immediately discontinue administration and initiate appropriate medications and/or supportive care.
Clinically monitor individuals after injections and observe for at least 1 hour.

5.3 Clinically Significant Bleeding Disorders

As with any other intramuscular injection, EVUSHELD should be given with caution to individuals with
thrombocytopenia or any coagulation disorder.

5.4 Cardiovascular Events

In PROVENT there was a higher rate of cardiovascular serious adverse events (SAEs), including
myocardial infarction (one fatal SAE) and cardiac failure, in subjects who received EVUSHELD
compared to placebo [see Adverse Reactions (6.1)]. All subjects who experienced cardiac SAEs had
cardiac risk factors and/or a prior history of cardiovascular disease, and there was no clear temporal
pattern. A causal relationship between EVUSHELD and these events has not been established.
There was no signal for cardiac toxicity or thrombotic events identified in the nonclinical studies.

Consider the risks and benefits prior to initiating EVUSHELD in individuals at high risk for
cardiovascular events, and advise individuals to seek immediate medical attention if they experience
any signs or symptoms suggestive of a cardiovascular event.

6 ADVERSE REACTIONS
6.1 Adverse Reactions from Clinical Studies

The following adverse events have been observed in the clinical studies of EVUSHELD that
supported the EUA. The adverse event rates observed in these clinical studies cannot be directly
compared to rates in the clinical studies of other products and may not reflect the rates observed in
clinical practice. Additional adverse events associated with EVUSHELD may become apparent with
more widespread use.

Approximately 4,220 subjects have been exposed to EVUSHELD (150 mg of tixagevimab and

150 mg of cilgavimab) in two ongoing Phase Il trials, PROVENT and STORM CHASER, for the
prophylaxis of COVID-19. The primary safety analysis was based on data through to event driven
efficacy data cut-offs, such that individual subjects had variable follow-up times [see Clinical Studies
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(14)], with a median (range) of follow-up of 83 days (3-166 days) for PROVENT and 49 days (5-

115 days) for STORM CHASER. An additional data cut-off was conducted to provide updated
analyses with a median (range) of follow-up of 6.5 months (3-282 days) for PROVENT and
approximately 6 months (5-249 days) for STORM CHASER. The median and range of follow-up times
were similar between EVUSHELD and placebo recipients in each trial.

Four hundred and fifty two (452) non-hospitalized subjects (with the exception of those hospitalized
for isolation purposes) with mild to moderate COVID-19 have been exposed to EVUSHELD (300 mg
of tixagevimab and 300 mg of cilgavimab) in one ongoing Phase lll clinical trial, TACKLE. The median
(range) duration of follow-up was 84 days (1-183 days). EVUSHELD is not authorized for treatment of
COVID-19 [see Limitations of Authorized Use (1)].

In all studies, adults received EVUSHELD administered as two separate, consecutive IM injections of
tixagevimab and cilgavimab or placebo [see Clinical Studies (14)].

PROVENT (EVUSHELD [150 mg of tixagevimab and 150 mg of cilgavimab])

PROVENT enrolled adults 218 years of age who were either 260 years of age, had pre-specified co-
morbidities [see Clinical Studies (14)], or were at increased risk of SARS-CoV-2 infection due to their
living situation or occupation. Subjects could not have previously received a COVID-19 vaccine or
have known prior or current SARS-CoV-2 infection. Subjects received a single dose of EVUSHELD
(N=3,461) or placebo (N= 1,736).

Adverse events were reported in 1,221 (35%) subjects receiving EVUSHELD and 593 (34%)
receiving placebo. SAEs were reported in 50 (1%) subjects receiving EVUSHELD and 23 (1%)
receiving placebo. There was 1 adverse event reported as anaphylaxis among subjects who received
EVUSHELD. The event began within minutes of EVUSHELD administration and was treated with
epinephrine. The event resolved.

Of the reported adverse events (N= 4,507), the majority were mild (73%) or moderate (24%) in
severity. All adverse events, occurring in at least 1% of subjects, were reported at similar incidence
rates among subjects receiving EVUSHELD compared to those receiving placebo (difference <1%).
The most common treatment-emergent adverse events, occurring in at least 3% of subjects receiving
EVUSHELD or placebo are shown in Table 3.

Table 3 Adverse Events (All Grades) Regardless of Causality Occurring in at Least 3% of
Subjects Receiving EVUSHELD or Placebo in Primary Safety Analysis

EVUSHELD Placebo

N= 3,461 N= 1,736
Headache 6% 5%
Fatigue 4% 3%
Cough 3% 3%

At the additional data cut-off (median follow-up 6.5 months), the overall adverse event profile for
subjects who received EVUSHELD remained similar to events displayed in Table 3.

Cardiac Serious Adverse Events
Through the additional data cut-off in PROVENT, a higher proportion of subjects who received
EVUSHELD versus placebo in PROVENT reported myocardial infarction SAEs, one of which resulted
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in death, and cardiac failure SAEs (see Table 4 below). All subjects who experienced cardiac SAEs
had cardiac risk factors and/or a prior history of cardiovascular disease at baseline. There was no
clear temporal pattern, with events reported from several hours after EVUSHELD receipt through the

end of the follow-up period.

Table 4 Cardiac SAEs Regardless of Causality in PROVENT with Onset Prior to Day 183

Using the Median 6-Month Data Cut-off Date

EVUSHELD Placebo

N= 3,461 N= 1,736

Subjects with any cardiac SAE* 22 (0.6%) 3 (0.2%)

SAEs related to coronary artery disease or 10 (0.3%) 2 (0.1%)
myocardial ischemia’

Myocardial infarctions* 8 (0.2%) 1(0.1%)
SAEs related to cardiac failure$ 6 (0.2%) 1(0.1%)
SAEs related to an arrhythmia' 4 (0.1%) 1(0.1%)
Other (cardiomegaly, cardiomyopathy, and 3 (0.1%) 0
cardio-respiratory arrest)

* One EVUSHELD recipient and one placebo recipient had two cardiac SAEs each.

T Includes the preferred terms angina pectoris, coronary artery disease, arteriosclerosis, troponin increased, acute myocardial infarction,
and myocardial infarction.

*Includes the preferred terms acute myocardial infarction, myocardial infarction, and troponin increased (with a discharge diagnosis of
myocardial infarction).

§ Includes the preferred terms cardiac failure congestive, acute left ventricular failure, cardiac failure, and cardiac failure acute.
TIncludes the preferred terms atrial fibrillation, arrhythmia, paroxysmal atrioventricular block, and heart rate irregular.

STORM CHASER (EVUSHELD [150 mg tixagevimab and 150 mg cilgavimab])

STORM CHASER enrolled adults 218 years of age following potential exposure (within 8 days) to an
identified individual with a laboratory-confirmed SARS-CoV-2 infection (symptomatic or
asymptomatic). Subjects could not have previously received a COVID-19 vaccine, have symptoms
consistent with COVID-19, or have a known prior SARS-CoV-2 infection. Subjects received a single
dose of EVUSHELD (N= 749) or placebo (N= 372).

Adverse events were reported in 162 (22%) subjects receiving EVUSHELD and 111 (30%) receiving
placebo. SAEs were reported in 5 (<1%) subjects receiving EVUSHELD and 3 (<1%) receiving
placebo. Of the reported adverse events (N= 777), the majority were mild (75%) or moderate (23%) in
severity.

At the additional data cut-off (median follow-up approximately 6 months), the overall adverse event
profile for subjects who received EVUSHELD remained similar to earlier results. EVUSHELD is not
authorized for post-exposure prophylaxis of COVID-19 in individuals who have been exposed to
someone infected with SARS-CoV-2 [see Emergency Use Authorization (1)].

Cardiac Serious Adverse Events

In STORM CHASER (N= 1,121) no cardiac SAEs were reported (median follow-up approximately

6 months). Compared to PROVENT, the subjects in STORM CHASER were younger (median age 48
versus 57 years) and had fewer baseline cardiac risk factors (24% versus 36% with hypertension,
11% versus 14% with diabetes, and 3% versus 8% with cardiovascular disease in STORM CHASER
versus PROVENT, respectively).
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TACKLE (EVUSHELD [300 mq tixagevimab and 300 mg cilgavimab])

TACKLE enrolled adults 218 years of age with mild to moderate COVID-19 who were within <7 days
of symptom onset. Approximately 90% of study subjects had risk factors that put them at high risk for
progression to severe COVID-19. Subjects received a single dose of EVUSHELD (N= 452) or
placebo (N=451).

Adverse events were reported in 132 (29%) subjects receiving EVUSHELD and 163 (36%) receiving
placebo. Serious adverse events were reported in 33 (7%) subjects receiving EVUSHELD and 54
(12%) receiving placebo. Of the reported adverse events (N= 520), the majority were mild (56%) or
moderate (27%) in severity. There were no reports of anaphylaxis or serious hypersensitivity
reactions.

Adverse events of insomnia (1% vs. <1%) and dizziness (1% vs. none) were reported at a higher rate
with EVUSHELD compared to placebo. No other treatment-emergent adverse events, occurring in at
least 1% of subjects, were reported at higher incidence rates (difference 21%) among subjects
receiving EVUSHELD compared to those receiving placebo.

Cardiac Serious Adverse Events

In TACKLE (N= 903) four subjects reported cardiac SAEs. Acute myocardial infarction was reported
for two subjects who received EVUSHELD (one of whom also experienced cardiac failure leading to
death) and sudden cardiac death was reported for one subject who received EVUSHELD. One
subject who received placebo reported arrhythmia. All subjects who experienced cardiac SAEs had
cardiac risk factors and/or a prior history of cardiovascular disease at baseline.

6.4 Required Reporting for Serious Adverse Events and Medication Errors

The prescribing healthcare provider and/or the provider’s designee is/are responsible for mandatory
reporting of all serious adverse events* and medication errors potentially related to EVUSHELD within
7 calendar days from the healthcare provider's awareness of the event, using FDA Form 3500 (for
information on how to access this form, see below). The FDA requires that such reports, using FDA
Form 3500, include the following:

e Patient demographics and baseline characteristics (e.g., patient identifier, age or date of birth,
gender, weight, ethnicity, and race)

e A statement "EVUSHELD use for COVID-19 under Emergency Use Authorization (EUA)”
under the “Describe Event, Problem, or Product Use/Medication Error” heading

e Information about the serious adverse event or medication error (e.g., signs and symptoms,
test/laboratory data, complications, timing of drug initiation in relation to the occurrence of the
event, duration of the event, treatments required to mitigate the event, evidence of event
improvement/disappearance after stopping or reducing the dosage, evidence of event
reappearance after reintroduction, clinical outcomes)

e Patient’s preexisting medical conditions and use of concomitant products

Information about the product (e.g., dosage, route of administration, NDC #)

Submit adverse event and medication error reports, using Form 3500, to FDA MedWatch using one
of the following methods:
e Complete and submit the report online: www.fda.gov/medwatch/report.htm
e Complete and submit a postage-paid FDA Form 3500
(https://www.fda.gov/media/76299/download) and return by:
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o Mail to MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787, or
o Faxto 1-800-FDA-0178, or

e Call 1-800-FDA-1088 to request a reporting form

In addition, please provide a copy of all FDA MedWatch forms to AstraZeneca:
e Fax 1-866-742-7984

and to report adverse events please:
e Visit https://contactazmedical.astrazeneca.com, or
e Call AstraZeneca at 1-800-236-9933.

The prescribing healthcare 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 EVUSHELD.

*Serious adverse events are defined as:

e Death

e a life-threatening adverse event;

e A persistent or significant incapacity or substantial disruption of the ability to conduct normal life
functions;

e A congenital anomaly/birth defect;

e Other important medical event, which may require a medical or surgical intervention to prevent
death, a life-threatening event, hospitalization, disability, or congenital anomaly;

e Inpatient hospitalization or prolongation of existing hospitalization.

6.5 Other Reporting Requirements

Healthcare facilities and providers will report therapeutics information and utilization data as directed
by the U.S. Department of Health and Human Services.

7 DRUG INTERACTIONS
Drug-drug interaction studies have not been performed.
Tixagevimab and cilgavimab are not renally excreted or metabolized by cytochrome P450 (CYP)

enzymes; therefore, interactions with concomitant medications that are renally excreted or that are
substrates, inducers, or inhibitors of CYP enzymes are unlikely [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are insufficient data to evaluate a drug-associated risk of major birth defects, miscarriage, or
adverse maternal or fetal outcomes. EVUSHELD 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 tixagevimab and cilgavimab. In
a tissue cross-reactivity study assessing off-target binding of tixagevimab and cilgavimab to human

13|Page



fetal tissues no binding of clinical concern was observed. Human immunoglobulin G1 (IgG1)
antibodies are known to cross the placental barrier; therefore, tixagevimab and cilgavimab have the
potential to be transferred from the mother to the developing fetus. It is unknown whether the
potential transfer of tixagevimab and cilgavimab 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.

8.2 Lactation

Risk Summary

There are no available data on the presence of tixagevimab or cilgavimab in human milk or animal
milk, the effects on the breastfed infant, or the effects of the drug on milk production. Maternal IgG 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 EVUSHELD and any potential adverse effects
on the breastfed infant from EVUSHELD.

8.4 Pediatric Use

EVUSHELD is not authorized for use in pediatric individuals under 12 years of age or weighing less
than 40 kg. The safety and effectiveness of EVUSHELD have not been established in pediatric
individuals. The dosing regimen is expected to result in comparable serum exposures of tixagevimab
and cilgavimab in individuals 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 the trials PROVENT, STORM
CHASER and TACKLE [see Adverse Reactions (6.1) and Clinical Studies (14)].

8.5 Geriatric Use

Of the 2,555 subjects in the pooled pharmacokinetics (PK) analysis (Phase | and Phase Il studies),
21% (N= 533) were 65 years of age or older and 3% (N= 81) were 75 years of age or older. There is
no clinically meaningful difference in the PK of tixagevimab and cilgavimab in geriatric subjects

(=65 years) compared to younger subjects.

8.6 Renal Impairment

Tixagevimab and cilgavimab are not eliminated intact in the urine, renal impairment is not expected to
affect the exposure of tixagevimab and cilgavimab. Similarly, dialysis is not expected to impact the PK
of tixagevimab and cilgavimab.

8.7 Hepatic Impairment

The effect of hepatic impairment on the PK of tixagevimab and cilgavimab is unknown.
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8.8 Other Specific Populations

Based on a population PK analysis, the PK profile of tixagevimab and cilgavimab was not affected by
sex, age, race, or ethnicity. Population PK model-based simulations suggest that body weight had no
clinically relevant effect on the PK of tixagevimab and cilgavimab in healthy adults over the range of
36 kg to 177 kg.

10 OVERDOSAGE

Treatment of overdose with EVUSHELD should consist of general supportive measures including the
monitoring of the clinical status of the individual. There is no specific treatment for overdose with
EVUSHELD.

11 DESCRIPTION

Tixagevimab, a SARS-CoV-2 spike protein-directed attachment inhibitor, is a human immunoglobulin
G1 (IgG1x) monoclonal antibody produced in Chinese hamster ovary (CHO) cells by recombinant
DNA technology. The molecular weight is approximately 149 kDa.

Tixagevimab injection is a sterile, preservative-free, clear to opalescent and colorless to slightly
yellow solution supplied in a single-dose vial for intramuscular use. The vial stoppers are not made
with natural rubber latex. Each 1.5 mL contains 150 mg tixagevimab, L- histidine (2.4 mg), L- histidine
hydrochloride monohydrate (3.0 mg), polysorbate 80 (0.6 mg), sucrose (123.2 mg), and Water for
Injection, USP. The pH is 6.0.

Cilgavimab, a SARS-CoV-2 spike protein-directed attachment inhibitor, is a human IgG1x monoclonal
antibody produced in CHO cells by recombinant DNA technology. The molecular weight is
approximately 152 kDa.

Cilgavimab injection is a sterile, preservative-free, clear to opalescent and colorless to slightly yellow
solution supplied in a single-dose vial for intramuscular use. The vial stoppers are not made with
natural rubber latex. Each 1.5 mL contains 150 mg cilgavimab, L- histidine (2.4 mg), L- histidine
hydrochloride monohydrate (3.0 mg), polysorbate 80 (0.6 mg), sucrose (123.2 mg), and Water for
Injection, USP. The pH is 6.0.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Tixagevimab and cilgavimab are two recombinant human IgG1« monoclonal antibodies with amino
acid substitutions to extend antibody half-life (YTE), reduce antibody effector function, and minimize
the potential risk of antibody-dependent enhancement of disease (TM). Tixagevimab and cilgavimab
can simultaneously bind to non-overlapping regions of the receptor binding domain (RBD) of
SARS-CoV-2 spike protein. Tixagevimab, cilgavimab, and their combination bind to spike protein with
equilibrium dissociation constants of Kp = 2.76 pM, 13.0 pM and 13.7 pM, respectively, blocking its
interaction with human ACEZ2, the SARS-CoV-2 receptor, which is required for virus attachment.
Tixagevimab, cilgavimab, and their combination blocked RBD binding to human ACE2 with ICso
values of 0.32 nM (48 ng/mL), 0.53 nM (80 ng/mL), and 0.43 nM (65 ng/mL), respectively.
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12.3 Pharmacokinetics

A summary of PK parameters and properties of tixagevimab and cilgavimab following administration
of a single EVUSHELD (300 mg of tixagevimab and 300 mg of cilgavimab) intramuscular dose is
provided in Table 5.

Table 5 Summary of PK Parameters and Properties of Tixagevimab and Cilgavimab
Following a Single EVUSHELD (300 mg Tixagevimab and 300 mg Cilgavimab)
Intramuscular Dose

PK Parameters Tixagevimab Cilgavimab
Cmax (ug/mL)* 21.9 (61.7) 20.3 (63.6)
Tmax (day)t 14.9 (1.1 — 86) 15.0 (1.1 —8%5)
Cz (ug/mL)* 9.5 (77) 9.1 (80)
Ce4 (ug/mL)8 15 (48) 14 (51)
AUCo.s4 (dayspg/mL)* 1408 (54) 1307 (58)
Absorption
Bioavailability” 1 68.5 65.8
Distribution
Apparent Volume of 7.7 (1.97) 8.7 (2.73)
Distribution (L)*
Elimination
Half-life (days)* 1 87.9 (13.9) 82.9 (12.3)
Apparent Clearance (L/day)* 0.062 (0.019) 0.074 (0.028)
Metabolism Catabolic pathways; Same manner as endogenous IgG
Excretion Not likely to undergo renal excretion

* Geomean (geometric %CV)

T Median (range)

* Observed geomean (geometric %CV) concentration 2 day after dosing

§ Observed geomean (geometric %CV) concentration 84 days after dosing

# Arithmetic mean (SD)

1 Based on a single EVUSHELD (150 mg tixagevimab and 150 mg cilgavimab)

The primary analysis in the clinical efficacy study PROVENT was conducted prior to the emergence
of the Omicron variant; the dominant variants in circulation at that time were Alpha, Beta, Gamma,
and Delta. Pharmacokinetic and pharmacodynamic modeling using cell-based ECso values of
EVUSHELD against Omicron subvariants (BA.1 and, BA.1.1 [BA.1+R346K]) suggest in vivo activity
against these subvariants may be retained at drug concentrations achieved following a single
EVUSHELD initial dose of 300 mg tixagevimab and 300 mg cilgavimab for 3 months [see Dosage and
Administration (2.1)].

Specific Populations

The PK profile of tixagevimab and cilgavimab were not affected by sex, age, race or ethnicity. Body
weight had no clinically relevant effect on the PK of tixagevimab and cilgavimab in adults over the
range of 36 kg to 177 kg.

Pediatric Population
The PK of tixagevimab and cilgavimab in pediatric individuals have not been evaluated.

The dosing regimen is expected to result in comparable plasma exposures of tixagevimab and
cilgavimab in pediatric individuals ages 12 years of age or older who weigh at least 40 kg as
observed in adult individuals [see Use in Specific Populations (8.4)].
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Renal impairment
Tixagevimab and cilgavimab are not eliminated intact in the urine.

Renal impairment is not expected to impact the PK of tixagevimab and cilgavimab, since monoclonal
antibodies with molecular weight >69 kDa are known not to undergo renal elimination. Similarly,
dialysis is not expected to impact the PK of tixagevimab and cilgavimab.

There is no difference in the clearance of tixagevimab and cilgavimab in individuals with mild or
moderate renal impairment compared to individuals with normal renal function. There were
insufficient subjects with severe renal impairment to draw conclusions [see Use in Specific
Populations (8.6)].

Hepatic impairment

No specific studies have been conducted to examine the effects of hepatic impairment on the PK of
tixagevimab and cilgavimab. The impact of hepatic impairment on the PK of tixagevimab and
cilgavimab is unknown [see Use in Specific Populations (8.7)].

Drug Interaction Studies

Drug-drug interaction studies have not been performed. Based on key elimination pathways,
tixagevimab and cilgavimab interactions with concomitant medications that are renally excreted or
that are substrates, inducers, or inhibitors of CYP enzymes are unlikely [see Drugq Interactions (7)].

12.4 Microbiology

Antiviral Activity

In a neutralization assay on Vero EG6 cells, tixagevimab, cilgavimab, and their combination neutralized
SARS-CoV-2 (USA-WA1/2020 isolate) with ECso values of 60.7 pM (9 ng/mL), 211.5 pM (32 ng/mL),
and 65.9 pM (10 ng/mL), respectively.

Tixagevimab, cilgavimab, and their combination showed reduced or no antibody-dependent cell-
mediated cytotoxicity (ADCC), antibody-dependent cellular phagocytosis (ADCP), or antibody-
dependent natural killer cell activation (ADNKA) in cell culture studies. Tixagevimab, cilgavimab, and
their combination did not mediate antibody-dependent complement deposition (ADCD) activity with
guinea pig complement proteins.

Antibody Dependent Enhancement (ADE) of Infection

The potential of tixagevimab and cilgavimab to mediate antibody-dependent viral entry was assessed
in FcyRIl-expressing Raji cells co-incubated with recombinant virus-like particles (VLPs) pseudotyped
with SARS-CoV-2 spike protein, with antibody concentrations at a range of 6.6 nM (1 ug/mL) to

824 pM (125 ng/mL). Tixagevimab, cilgavimab, and their combination did not mediate entry of VLPs
into these cells under the tested conditions.

The potential for ADE was also evaluated in a non-human primate model of SARS-CoV-2 using
EVUSHELD. Intravascular administration prior to virus inoculation resulted in a dose-dependent
improvement in all measured outcomes (total viral RNA in the lungs or nasal mucosae, infectious
virus levels in the lungs based on TCIDso measurements, or lung injury and pathology based on
histology measurements). No evidence of enhancement of viral replication or disease was observed
at any dose evaluated, including sub-neutralizing doses down to 0.04 mg/kg.
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Antiviral Resistance

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

Escape variants were identified following serial passage in cell culture of SARS-CoV-2 or replication
competent recombinant vesicular stomatitis virus (VSV) expressing SARS-CoV-2 spike protein in the
presence of tixagevimab or cilgavimab individually or in combination. Variants which showed reduced
susceptibility to cilgavimab expressed spike protein amino acid substitutions R3461 (>200-fold),
K444E (>200-fold), and K444R (>200-fold). No escape variants to tixagevimab, or the tixagevimab
and cilgavimab combination were selected.

In neutralization assays using recombinant VLPs pseudotyped with SARS-CoV-2 spike and harboring
individual spike amino acid substitutions identified in circulating SARS-CoV-2, variants with reduced
susceptibility to cilgavimab alone included those with R3461 (>200-fold), K444E (>200-fold), K444Q
(>200-fold), K444R (>200-fold), V445A (21- to 51-fold), G446V (4.2-fold), N450K (9.1-fold), or L452R
(5.8-fold) substitutions. Variants with reduced susceptibility to tixagevimab alone included those with
Q414R (4.6-fold), L455F (2.5- to 4.7-fold), G476S (3.3-fold), E484D (7.1-fold), E484K (6.2- to 12-
fold), E484Q (3.0-fold), F486S (>600-fold), F486V (121- to 149-fold), Q493K (2.4- to 3.2-fold), Q493R
(7.9-fold), E990A (6.1-fold), or T1009I (8.2-fold) substitutions. Variants harboring an E484K (2.4- to
5.4-fold), Q493R (3.4-fold), E9Q90A (5.7-fold), or T1009I (4.5-fold) substitution exhibited low level
reduced susceptibility to tixagevimab and cilgavimab in combination.

VLPs pseudotyped with the SARS-CoV-2 spike of variant strains with reduced susceptibility to
cilgavimab included those with R346K:E484K:N501Y (Mu, 21-fold), and those with reduced
susceptibility to tixagevimab included those harboring E484K (Alpha, 18.5-fold; Beta, 3.5- to 15-fold;
Zeta, 7.3-fold). Similar results were observed, where data was available, in neutralization assays
using authentic SARS-CoV-2 variant strains.

VLPs pseudotyped with the SARS-CoV-2 spike of Omicron BA.1 or BA.1.1 (BA.1+R346K) showed
reduced susceptibility to tixagevimab (>600- to >1,000-fold or 460-fold, respectively) and to
cilgavimab (>700- to >1,000-fold or >500-fold, respectively). VLPs pseudotyped with the SARS-CoV-2
spike of Omicron BA.2 showed reduced susceptibility to tixagevimab (>1,000-fold) but not to
cilgavimab (1.9-fold). The effects of the individual substitutions in Omicron spike glycoproteins on
neutralization susceptibility are being investigated.

The neutralizing activity of tixagevimab and cilgavimab in combination was tested against
pseudotyped VLPs and/or authentic SARS-CoV-2 variant strains harboring all spike substitutions
identified in Alpha (B.1.1.7, 0.5- to 5.2-fold), Beta (B.1.351, 1.0- to 3.8-fold), Gamma (P.1, 0.4- to 2.0-
fold), Delta (B.1.617.2, 0.6- to 1.2-fold), and Delta [+K417N] (AY.1/ AY.2, 1.0-fold) variants of
concern, and Eta (B.1.525, 3.1-fold), lota (B.1.526, 0.3- to 3.4-fold), Kappa (B.1.617.1, 0.5- to 3.4-
fold) Lambda (C.37, 0.7-fold), and Mu (B.1.621, 7.5-fold) variants of interest. Tixagevimab and
cilgavimab in combination was also tested against Epsilon (B.1.427 / B.1.429, 0.8- to 3.5-fold), R.1
(3.5-fold), B.1.1.519 (1.4-fold), C.36.3 (2.3-fold), B.1.214.2 (0.8-fold), and B.1.619.1 (3.3-fold) variant
alerts for further monitoring and B.1.616 (0.5-fold), A.23.1 (0.4-fold), A.27 (0.8-fold), and AV.1 (5.9-
fold) variants de-escalated from further monitoring (Table 6).
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Preliminary data for the neutralizing activities of tixagevimab and cilgavimab in combination against
circulating Omicron subvariants are available. VLPs pseudotyped with the SARS-CoV-2 spike of
Omicron BA.1 or BA.1.1 (BA.1+R346K) showed reduced neutralizing activity (132- to 183-fold or 424-
fold, respectively), Omicron BA.2 showed no change in neutralizing activity (3.2-fold). Authentic
Omicron BA.1 (12- to 30-fold) and BA.1.1 (176-fold) viruses showed reduced susceptibility, Omicron
BA.2 showed minimal change in neutralizing activity (5.4-fold).

Data collection is ongoing to better understand how the reductions in activity seen in pseudotyped
VLP assays or authentic SARS-CoV-2 assays may correlate with clinical outcomes.

Table 6 EVUSHELD Pseudotyped Virus-Like Particles and Authentic SARS-CoV-2
Neutralization Data for SARS-CoV-2 Variants
Lineage Country WHO Key Substitutions Tested Fold Reduction in Fold Reduction in
with Spike First Nomenclature Susceptibility* Susceptibility*
Protein Identified (Pseudotyped (Authentic virus¥)
Substitution VLPst)
B.1.1.7 UK Alpha N501Y 0.5- to 5.2-fold No Change$
B.1.351 South Africa Beta K417N+E484K+N501Y No Change$ No Change$
P.1 Brazil Gamma K417T+E484K+N501Y No Change$ No Change$
B.1.617.2 India Delta L452R+T478K No Change$ No Change$
AY.1/ AY.2 India Delta [+K417N] K417N+L452R+T478K No Change$ No Change$
G339D+S371L+S373P+
S375F+K417N+N440K+
BA.1 Botswana |Omicron (BA.1) G446S+S477TN+T478K+ 132- to 183-fold* 12- to 30-fold
E484A+Q493R+G496S+
Q489R+N501Y+Y505H
G339D+R346K+S371L+
; . S373P+S375F+K417N+
Multiple Omicron
. N440K+G446S+S477N+
BA.1.1 country origin [g%‘la()] T478K +E484A+Q493R 424-fold 176-fold
+G496S+Q489R+N501Y+
Y505H
G339D+S371F+S373P+
S375F+T376A+D405N+
Multiple R408S+K417N+N440K+
BA.2 countr F())ri in Omicron (BA.2) S477TN+T478K+E484A+ No Change$ 5.4-fold
yong Q493R+Q498R+N501Y+
Y505H+HG655Y+N679K
+P681H+N764K
B.1.525 Multiple Eta E484K No Change$ ND
country origin
B.1.526 United States lota E484K No Change$ No Change$
B.1.617.1 India Kappa L452R+E484Q No Change$ No Change$
C.37 Peru Lambda L452Q+F490S No Change$ ND
B.1.621 Colombia Mu R346K+E484K +N501Y 7.5-fold ND
S} jé; / United States Epsilon L452R No Change$ No Change$
R.1 Multiple - E484K No Change$ ND
country origin
B.1.1.519 Multiple - T478K No Change$ ND
country origin
C.36.3 Multiple - R346S:L452R No Change$ ND

country origin

19|Page




Lineage Country WHO Key Substitutions Tested Fold Reduction in Fold Reduction in
with Spike First Nomenclature Susceptibility* Susceptibility*
Protein Identified (Pseudotyped (Authentic virus¥)
Substitution VLPst)
Multiple - . 5
B.1.214.2 country origin Q414K:N450K No Change ND
Multiple - . 5
B.1.619.1 country origin N440K:E484K No Change ND
P.2 Brazil Zeta E484K No Change$ ND
B.1.616 France - V483A No Change$ ND
A.23.1 UK - V367F No Change$ ND
Multiple - 5
A.27 country origin L452R+N501Y No Change ND
AV.1 Multiple - N439K+E484K 5.9-fold ND
country origin

* Range of reduced potency across multiple variants of each lineage using research-grade pseudotyped VLP neutralization assays;
mean fold change in half maximal effective concentration (ECso) of mAb required for a 50% reduction in infection compared to wild type
reference strain

T Pseudotyped virus-like particles expressing the entire SARS-CoV-2 spike variant protein and individual characteristic spike
substitutions except L452Q were tested including Alpha (+L455F, E484K, F490S, Q493R, and/or S494P), and Delta (+K417N)
harboring additional indicated RBD substitutions that are no longer detected or detected at extremely low levels within these lineages
* Authentic SARS-CoV-2 expressing the entire variant spike protein were tested including Alpha (+E484K or S494P) harboring
additional indicated RBD substitutions that are no longer detected or detected at extremely low levels within these lineages

§$ No change: <5-fold reduction in susceptibility

# ECs value = 1.13 — 1.83 nM (171 - 277 ng/mL)

ND, not determined; RBD, receptor binding domain

It is not known how pseudotyped VLPs or authentic SARS-CoV-2 neutralization susceptibility data
correlate with clinical outcome.

In PROVENT, iliness visit sequencing data were available for 21 of 33 subjects with SARS-CoV-2
infection (6 who received tixagevimab and cilgavimab and 15 placebo). Fourteen subjects were
infected with variants of concern or variants of interest, including 8 subjects with Alpha (B.1.1.7) (8
who received placebo), 1 subject with Beta (B.1.351) (1 who received tixagevimab and cilgavimab), 3
subjects with Delta (B.1.617.2) (3 who received placebo), and 2 subjects with Epsilon (B.1.429) (2
who received tixagevimab and cilgavimab). Seven additional subjects were infected with B.1.375 (1
who received tixagevimab and cilgavimab) or the A_1 set of lineages containing a constellation of
spike protein substitutions including D614G and P681H or Q677P (3 who received tixagevimab and
cilgavimab and 3 placebo). Additional spike protein RBD substitutions detected at low frequency
(between 3% and 24%) included V503F in the tixagevimab and cilgavimab group.

In STORM CHASER, illness visit sequencing data was available for 19 of 19 subjects with SARS-
CoV-2 infections (12 of 12 who received tixagevimab and cilgavimab and 7 of 7 placebo). At an allele
fraction 225%, 12 of 19 subjects were infected with variants of concern or variants of interest,
including 9 subjects with Alpha (B.1.1.7) (5 who received tixagevimab and cilgavimab and 4 placebo)
and 3 subjects with Epsilon (B.1.427 / B.1.429) (2 who received tixagevimab and cilgavimab and 1
placebo). Seven additional subjects were infected with B.1.1.519 (1 who received tixagevimab and
cilgavimab) or the A_1 set of lineages containing a constellation of spike protein substitutions
including D614G and D138H, Q675H, Q677H, or V1176F (4 who received tixagevimab and
cilgavimab and 2 placebo). Additional spike protein RBD substitutions detected at an allele fraction
23% included S325P, Del342, C361W, Del428, F429V, and F515C in the tixagevimab and cilgavimab

group.
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Evaluation of neutralization susceptibility of variants identified through global surveillance and in
subjects who received tixagevimab and cilgavimab is ongoing.

It is possible that variants resistant to tixagevimab and cilgavimab could have cross-resistance to
other monoclonal antibodies targeting the RBD of SARS-CoV-2. The combination of tixagevimab and
cilgavimab retained activity against pseudotyped VLPs harboring individual SARS-CoV-2 spike
substitutions (K417E/N, D420N, K444Q, V445A, Y453F, L455F, N460OK/S/T, E484D/K/Q, F486V,
F490S, Q493K/R, and S494P) identified in neutralization escape variants of other monoclonal
antibodies targeting the RBD of SARS-CoV-2 spike protein.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity, genotoxicity, and reproductive toxicology studies have not been conducted with
tixagevimab and cilgavimab.

13.2 Animal Toxicology and Pharmacology

In a toxicology study in cynomolgus monkeys, tixagevimab and cilgavimab had no adverse effects
when administered via IM injection.

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

Tixagevimab and cilgavimab have been assessed in rhesus macaque and cynomolgus macaque
models of SARS-CoV-2 infection. Prophylactic administration of tixagevimab and cilgavimab (N= 4
rhesus macaque; N= 3 cynomolgus macaque) three days prior to infection prevented SARS-CoV-2
infection of the upper and lower respiratory tracts in dose-dependent manner. Prophylactic
administration of 4 mg/kg tixagevimab and cilgavimab resulted in a 7-log1o reduction in viral sub-
genomic messenger RNA (sgmRNA) in nasopharyngeal swabs and 5 to 6-log1o reduction in sgmRNA
or infectious virus titer in bronchoalveolar lavage samples at Day 2 post-challenge in all animals
relative to placebo-treated animals. Compared to placebo, prophylactic administration of tixagevimab
and cilgavimab (N= 3 cynomolgus macaque) reduced lung injury associated with SARS-CoV-2
infection.

The applicability of these findings to a clinical setting is not known.
14 CLINICAL STUDIES

The data supporting this EUA are based on analyses from the Phase Il trials PROVENT
(NCT04625725) and STORM CHASER (NCT04625972). Both trials are evaluating the safety and
efficacy of EVUSHELD (150 mg of tixagevimab and 150 mg of cilgavimab) for the prophylaxis SARS-
CoV-2 symptomatic illness (COVID-19).

Efficacy Data from PROVENT

PROVENT is an ongoing Phase Ill, randomized (2:1), double-blind, placebo-controlled clinical trial
studying EVUSHELD for the pre-exposure prophylaxis of COVID-19 in adults 218 years of age. All
subjects were either 260 years of age, had a pre-specified co-morbidity (obesity, congestive heart
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failure, chronic obstructive pulmonary disease, chronic kidney disease, chronic liver disease,
immunocompromised state, or previous history of severe or serious adverse event after receiving any
approved vaccine), or were at increased risk of SARS-CoV-2 infection due to their living situation or
occupation. Subjects could not have previously received a COVID-19 vaccine. Subjects received a
single dose (administered as two IM injections) of EVUSHELD or placebo. The study excluded
subjects with a history of laboratory-confirmed SARS-CoV-2 infection or SARS-CoV-2 antibody
positivity at screening. Once COVID-19 vaccines were locally available, subjects were permitted on
request to unblind to make an informed decision on vaccine timing and to receive COVID-19
vaccination.

The baseline demographics were balanced across the EVUSHELD and placebo arms. The median
age was 57 years (with 43% of subjects aged 60 years or older), 46% of subjects were female, 73%
were White, 3% were Asian 17% were Black/African American, and 15% were Hispanic/Latino. Of the
5,197 subjects, 78% had baseline co-morbidities or characteristics associated with an increased risk
for severe COVID-19, including obesity (42%), diabetes (14%), cardiovascular disease (8%), cancer,
including a history of cancer (7%), chronic obstructive pulmonary disease (5%), chronic kidney
disease (5%), chronic liver disease (5%), immunosuppressive medications (3%) and
immunosuppressive disease (<1%).

For the primary endpoint, a subject was defined as a COVID-19 case if their first case of SARS-CoV-
2 RT-PCR-positive symptomatic illness occurred after administration and prior to Day 183. The
primary analysis included 5,172 subjects who were SARS-CoV-2 RT-PCR-negative at baseline, of
which 3,441 received EVUSHELD and 1,731 received placebo. Only events that occurred prior to
unblinding or vaccine receipt were included. EVUSHELD receipt resulted in a statistically significant
(p-value <0.001) 77% reduction in incidence of SARS-CoV-2 RT-PCR-positive symptomatic illness
(COVID-19) when compared to placebo (Table 7). At the time of analysis the median follow-up time
post-administration was 83 days (range 3 to 166 days).

Similar results were observed for EVUSHELD recipients compared to placebo recipients in the
reduction in incidence of SARS-CoV-2 RT-PCR-positive symptomatic illness or death from any cause
(12/3,441 versus 19/1,731, respectively) with relative risk reduction of 69% (95% CI: 36, 85;

p-value= 0.002), and in the reduction in incidence of SARS-CoV-2 RT-PCR-positive symptomatic
illness regardless of unblinding or vaccine receipt (10/3,441 versus 22/1,731, respectively) with
relative risk reduction of 77% (95% CI: 52, 89 ; p-value <0.001).

Table 7 Incidence of Symptomatic COVID-19 in Adults (PROVENT)
N* Number of Relative Risk Reduction,
events, n (%) % (95% Cl)
EVUSHELD? 3,441 8 (0.2%)
77% (46, 90)
Placebo 1,731 17 (1.0%)

N = number of subjects in analysis; Cl = Confidence Interval
* subjects were censored after receiving the vaccine or being unblinded to consider the vaccine, whichever occurred earlier
T EVUSHELD dose (150 mg tixagevimab and 150 mg cilgavimab)

Among subjects who received EVUSHELD, there were no severe/critical COVID-19 events (defined

as SARS-CoV-2 RT-PCR-positive symptomatic illness characterized by a minimum of either
pneumonia [fever, cough, tachypnoea or dyspnea, and lung infiltrates] or hypoxemia [SpO2 <90% in
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room air and/or severe respiratory distress] and a WHO Clinical Progression Scale score of 5 or
higher) compared to one event (0.1%) among subjects who received placebo.

An additional data cut was conducted to provide post-hoc updated efficacy and safety analysis, the
median follow-up was 6.5 months for subjects in both EVUSHELD and placebo arms. The relative
risk reduction of SARS-CoV-2 RT-PCR-positive symptomatic illness was 83% (95% ClI: 66, 91) with
11/3,441 (0.3%) events in the EVUSHELD arm and 31/1,731 (1.8%) events in the placebo arm, see
Figure 1. These results are consistent with the duration of protection predicted by population PK
modelling. Among subjects who received EVUSHELD there were no severe/critical COVID-19 events
compared to five events among subjects who received placebo.

Figure 1 Kaplan Meier: Cumulative Incidence of Symptomatic COVID-19* (PROVENT)

* Subjects who do not experience a primary endpoint event (and had not discontinued) are censored at Day 183. Subjects who were
unblinded/vaccinated prior to an event are also censored at the earlier time of unblinding/vaccination.

Efficacy Data from STORM CHASER

STORM CHASER is an ongoing Phase Ill randomized (2:1), double-blind, placebo-controlled clinical
trial of EVUSHELD for the post-exposure prophylaxis of COVID-19 in adults 218 years of age.
Subjects who had not previously received a COVID-19 vaccine were enrolled following potential
exposure (within 8 days) to an identified individual with a laboratory-confirmed SARS-CoV-2 infection
(symptomatic or asymptomatic). Subjects received a single dose (administered as two IM injections)
of EVUSHELD or placebo. The study excluded subjects with a history of laboratory-confirmed
SARS-CoV-2 infection or SARS-CoV-2 antibody positivity at screening. Once COVID-19 vaccines
were locally available, subjects were permitted on request to unblind to make an informed decision on
vaccine timing and to receive COVID-19 vaccination.

Of the 1,121 subjects who were randomized and received EVUSHELD (N= 749) or placebo (N= 372),
48 subjects were positive for SARS-CoV-2 (RT-PCR analysis of nasopharyngeal swabs) at baseline.
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The primary efficacy analysis, comparison of the incidence of a subject’s first case of SARS-CoV-2
RT-PCR-positive symptomatic illness occurring post-dose and before Day 183, did not demonstrate a
statistically significant effect for EVUSHELD versus placebo with 23 cases of symptomatic COVID-19
in the EVUSHELD arm (3.1%) and 17 cases in the placebo arm (4.6%) (relative risk reduction of
33%, 95% CI: -26, 65). At the time of analysis the median follow-up time post-administration was

49 days (range 5 to 115 days).

The study did not demonstrate benefit for EVUSHELD in preventing symptomatic COVID-19 in the
first 30 days after randomization, leading to the limitation of use for post-exposure prophylaxis [see
Emergency Use Authorization (1)]. However, there was a higher proportion of symptomatic COVID-19
cases among placebo recipients after Day 29 (see Figure 2 below, data from the post-hoc updated
efficacy analysis with a median follow-up time of 6.5 months). EVUSHELD is not authorized for post-
exposure prophylaxis of COVID-19 in individuals who have been exposed to someone infected with
SARS-CoV-2.

Figure 2 Kaplan Meier: Cumulative Incidence of Symptomatic COVID-19* (STORM
CHASER)

* Subjects who do not experience a primary endpoint event (and had not discontinued) are censored at Day 183.
16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
Each EVUSHELD co-packaged carton contains two vials (Table 8):
e 1 single-dose vial of tixagevimab injection as a sterile, preservative-free, clear to opalescent

and colorless to slightly yellow solution.
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e 1 single-dose vial of cilgavimab injection as a sterile, preservative-free, clear to opalescent and
colorless to slightly yellow solution.

Table 8 EVUSHELD co-packaged carton contents
Components
Carton 1 vial of Tixagevimab 1 vial of Cilgavimab
(2 vials per pack) 150 mg/1.5 mL (100 mg/mL) 150 mg/1.5 mL (100 mg/mL)
(dark grey cap) (white cap)
NDC 0310-7442-02 NDC 0310-8895-01 NDC 0310-1061-01

Storage and Handling

Store unopened vials in a refrigerator at 2°C to 8°C (36°F to 46°F) in the original carton to protect
from light. Discard any unused portion.

DO NOT FREEZE. DO NOT SHAKE.
17 PATIENT COUNSELING INFORMATION

As a prescribing healthcare practitioner, you must communicate to the patient, parent and caregiver
information consistent with the “FACT SHEET FOR PATIENTS, PARENTS OR CAREGIVERS” and
provide them with a copy of this Fact Sheet prior to administration of EVUSHELD.

Dosing

Inform individuals that they may need to receive additional doses of EVUSHELD for ongoing
protection but that the optimal timing of redosing is unknown at this time [see Dosage and
Administration (2.1), and Clinical Pharmacology (12.3)].

Cardiovascular Events

Inform individuals that a higher proportion of subjects who received EVUSHELD versus placebo
reported cardiovascular serious adverse events (myocardial infarctions and heart failure). Advise
individuals to seek immediate medical attention if they experience any signs or symptoms suggestive
of a cardiovascular event [see Warnings and Precautions (5.4)].

For additional information, please visit the website or call the telephone number provided below.

To access the most recent EVUSHELD Fact Sheets, please scan the QR code provided below.

Website Telephone number
http://www.evusheld.com 1-800-236-9933
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18 MANUFACTURER INFORMATION
Distributed by: AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850

Manufactured by: Samsung Biologics, 300 Songdo bio-daero, Yeonsu-gu, Incheon 21987,
Republic of Korea

©AstraZeneca 2022. All rights reserved.
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EREEERITI7ZI Fo—F2X

1 REMEAEFA

FEBREZERE (FDA) (L. SARS-CoV-2 R/I\L 7 B2 VNI B4IBEHE L TEFDHEESEBET S
RARE A TH S EVUSHELD (tixagevimab K U cilgavimab DF§& v k) OBRAFAIZOLT
EUAZHH L1z, RERE. TRICZHITIRARVNME (12FUENDEREI0Kkg LLE) OFER
aAFT A IILRARERE (COVID-19) DBZJAMIFHEZENEL-LDTHS,
o IHFFA T SARS-CoV-2 [ZREZELTHEHT. SARS-CoV-2 [ZREZEL TWAEANDRIIDREL
BEINE-CZEALL, ADOUTOVWTIhMNIHKYET IE
o EFMREXIIEENHENERICIVIEEINCEEDREMRIEERTIKREICHY.
MDCOVID-19 70 F R ' ZT o TH TR LERELENFoNLGVATREEAHSHE
o COVID-19 74U FURUV/XIECOVID-19 T FUDEDIZRT DEEDEIRICELH
B1z8. RBXIEHFASINTWBEIRT D a—)LIZK B FATEEE LT D COVID-19
TOFUoDERBLERINGWE ( (ZERUVEFLDZIE [5.2F] £/HK)

B DEHIZEVUSHELD 205 TZ5MDI%. EVUSHELD AR 9 2EMHDEE (JUREER) DEF
FWHTHEREZETARIIEFNLDNAZHASINTLSERM, SEXEBEEELM (advanced
practice registered nurse) RU T4 O v - FUORAA U MIBRbN D,

EVUSHELD [Z LEEDBREFERZBEME LTFDAN LRI SNz DTHSH, EVUSHELD [&.
COVID-19 MEZRIFHZEH. LAGLARICHLTH FDANGEE SN TAEL,

EVUSHELD [Z. &2EAH#E 21 H5S 5 564(b)(1)1E§360bbb-3(b)(1)Iz & 3%, EVUSHELD D
AFEROHAZELET IRANEFEETHIEVWSEENHEIN TV SHRPICRYFITI SN S, B
MEBEHICRT INEEEXRITIRMYBESNIGEEZDORY THLY,

FEEMNSEEDRBEHEEETRU COVID-19 79 F UIEEICH T 2RECELT TR EKREEX L

oI AN HDIEFHRERITAEEE LTIIUTOLONEITONEN, ChASICBESNAL

L1,

o [ERESRVEMIIZESDBIBHIARE

o [ElHEZRBHER S REINGEE

e FATHEREAR (CAR) THIREEXXEMEBMIBE (BEXILEEIMGHIEENS 2 FLU
")

e HMEEXIEEDRERMEBEFARIE (T4 Pa—VERE, DXy k- FILKFY v ERE
%)

o EITLI=XIEFRAEDHIVEE (HIVEF LHD CDA HIFEEA 200/mmd KiFDE. TA X512
RERELH > TREFBEENLVE, XITERME HIV ZEERMICELTLSE)

e EREINLFaRTOAFR (FLERZVOr20mg/BUEHSZ 2 BRULES) . 7ILFIL
LEE, KEERE. BEEEORENHE, REIFHNEEICHEINLIEILFREE. BEEE

TEMICOWTIX, TREw T 7HA L2588 9 5 2 & hitps://www.cdc.gov/vaccines/covid-19/clinical-
considerations/covid-19-vaccines-us.html, EBERHEEEZBEETORR T4y b - YRV EEETH &,
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REF (TNF) Jovh—, REHERARIIRERGERZET ST 0MOEYMFHEE (B
HMREEEHISE)

RIS =-ERAEOHIR

e EVUSHELD I, UTOBEMTORERIFEHFRI SN,
o COVID-19 MEE. XIE
o SARS-CoV-2 B & IZELICIRERE SN /-& TD COVID-19 DIRZEER T

e EVUSHELD IZ& 5BEFZRIFIE(E. COVID-19 DY FUDBENEEINDSEBIZES>TIVFY
HREICESEDLLIILOTELGWL., 77 FU0EENAEE SN SEE, COVID-19 79 F U DiEE
[CEYUARRT 4y bAFEONDARELNHIPFENCEEDRERBETREICHLIELE
&. COVID-19 IV FUDERBZERITHNETHD,

o BRICCOVID-19 DUV FUDERERITEETE, DI/ FUEER2EBRULZEALTHDL
EVUSHELD & 593 XETh %,

COVID-19NNUTIVvIBICBIT2EELOREFRAOTZ A
IR, R 2OF 94 LA SARS-CoV-2 12k % COVID-19 AEMKEAE LTS, XEREEAE
(HHS) REIFLUTZBHE LT,

e 20204 1 A7 HLE, COVID-19 [CEAET A NRBELDREFEAREL TS,
e TORRZEHEADE. COVID-1INUVTIYIRICETAEERRVEYEHRAORSERH
AIFRETHS (2020455 A 27 HERHA)

EUA X, BEDRETICHAREICEVWTRERE G (bbb, EEm. £MFNEA. ERA
Ha) ORIEAXIBAZREMORAZEC CORSEAZ FDANHFRATHELILDTH S,
COREDKRETICE, HHS REAERZEREX XBNEEORETRORREZEICEZEE
RIFL. EYEHRFDERT . HEAVEZD L S GEYFHRFNCERT MDD HLHHEEL
BRZH O ARBELORSFENRELTVSERATLEBEEIEFEND (CHICRESILA
LV) o EUARHOEEFILUTOELEY THSD,

o AYFHAMNERAT, EELGRIEGRZENTREBORRNFIRSINDAARMELADHDHES,
o AMLREMIET VX2 (AFFRTHNIE, BYHD+0 L LHEEZE LV -FRKRHER
DT—REZEL) ITEDE, UTEEZDDONAREMNTHLEE
o HBHHANEELGXIEMEENTRECHROZHE. BRIXILFHICAENTH SR
TR
o HEHANZZTDLIGTRECHKOZHE. FPHXILERICAVFROBRMEVEBENA
274y bE, EYPFHEANE>THELOINIEXRGERZEREL-HE. H3%E
FIOBAMEUVEBEEN) R & LS,
o ERLGXEFEMEENTREVCHREDZH. Fh. XILEHET 2 -OICFIART6E TEY G EEA
RORBEERNFELLGWVGE

EUVADTCHEANFAT SN S HATRGREEERICHY S1FHK
COVID-19 DU F VB ZT o THL TR LRREEENFONG UV ARMEAHSHE. XIE COVID-19 7
VFUBELLRBREDORBSITHT 2EEDRIRIGENSH H7=6 COVID-19 7 F U OEEASHES L
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TWEIZEIT S COVID-19 DIFFTERTFHZE BRI & L1= EVUSHELD (21> 5 AF R AE THEY) 2 BEARR
DRBEERIEHFELLGL,

EVUSHELD U COVID-19 D FhE B E L-thDABBEEDEEKRARRICET 2ERIZDULNTIE,
www.clinicaltrials.gov #5835 &,

2 & - HE
21 EVUSHELD RRERKOHAE

AEIR S

IO TRRMKTHS BA1 RFERU BA1.1 R (BA.1+R346K) [Zxt L TIL.
EVUSHELD QO FEMIET T 5126, RARU/NDNE (12BUENDARE40kg L) (ST EHAR
F| D #¥)[E FH £ (& tixagevimab 300 mg & U cilgavimab 300 mg T Y. W& Z 5l < IZFRRMIZFFERA
‘595 (TEFEEE) [123F] RUF15HE)

#EIFEZE & L T tixagevimab 150 mg & Uf cilgavimab 150 mg DRE &2 (1 7-5 5
LRTDEFAI#WEIAE (tixagevimab 150 mg & U cilgavimab 150 mg) @?xff’éﬂ'fk— (TH=FIZx L
TlE. UTOEEIZHE-T-AET. AIRKNEOHIC EVUSHELD DEERE XTS5 C
e BE3IHALINIZHEZRSEZI(T1-154 : tixagevimab 150 mg & U C|IgaV|mab 150 mg % %
59% (k288)
e BE3IHAKIYFIZHEIRZREZEZITI-15E : tixagevimab 300 mg & U cilgavimab 300 mg %
#5945 (R158)

ART

CNETOXRBDERABRITIERIIREICEONTLNS, BIRSOREHRUVUEMNET—2 (XL,
PROVENT SHEEORHT—2 T, A/ 0 VURTIOEEKRIZH LT, AFIXEZE®R 6 HARMICHT
YRBRIFPRIICENGAIBEMENTREINT WD ( [EF&HERE) [14E] 5H) ., LM LELAL,
Ao OVUKD TR (BA1 RFEKRU BA.1.1 Zff [BA1+R346K] ) 123t LTIk, HEHRE LK
L T. EVUSHELD O HFlEMMN 12~424 BEIET LTS T &M ( IHMEYFE [124FH] £
) . BREFHEBIETHATHY. BEET HAEELTL. ST L., BA2FRIZDOWTIL, #EkK
BR&E LB LT, EVUSHELD QO FLEHDETIEIERIT/NE W ( IMEYZE) [12.4F] £5H) .
SHRBHADEIZ. LWFHOD SARS-CoV-2 ZEEMIIEA IV OVEEKRNKREIZEWTER LGS
NMIFATH S0, BERT. BEREOHERPICOVTRET S LIEHELZL, BHLVS B
2. BYIGBERERAZROONS K54G RIDESD 3 7 AXIL6 51 A#&IC tixagevimab 150 mg
KU cilgavimab 150 mg #B#%5%) L UEMLET—INEONRICIE. 7279 b — FEHRET
L. BIREDHRFIEFEMT S, WThozsdd. BRSO, &% D EVUSIELD #58%
RRIZERET S,

BHOD EVUSHELD ® 7 7% k< — k&, URL (http://www.evusheld.com) XIZ QR aI— KM 5 SR
=nt=Ly,
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BEICEAYT DR, BREET -4, MM IILRAEET -2 RUBRRBRT—422#8TH¥NIE
T/ZOD’FE%EE’J&@.:E( EOW=1DTHS ( TEFEEE) [12.3F] . #MEHYF) [12.4 F]
RO [EEGgRGEREAE [14E] ) ., CNFETOAREIDERKAERIE COVID-19DFHEBERE L
f= EVUSIELD (tixagevimab 150 mg & U cilgavimab 150 mg) OAEDHREIZRSN TS, FiHHE
B# & L7= EVUSIELD (tixagevimab 300 mg K U cilgavimab 300 mg) D A=ICET 5 T—42 &%
LY, EVUSIELD (tixagevimab 300 mg X U cilgavimab 300 mg) DEERRMIZEMEIZDLNTIX, BEM
SHEFED COVID-19 BEERMRE LIZABERBROREET I EMITAELNATWNDS (/4
Gk TDEIEMAE [6.1F] S4) ,

22 RHGRBAIZETSRAERE

IR ILIEER. SRERUVEHEEEEEE CHT 2REERMITHEREING L ( [HFHLEFADKR
L) [8E] £H) ,

23 REROMERVEREFE

AEIDFEIZIE 1 FBIZBRRABREDONATILBNA KT D, 5 2ERKDNATILHNA->TLNS,

BNATIVIZIE, F5H&E1.5mL (150 mg) ZWREITHEMTELLIICKREDHATEINLTL

B,
=1 Tixagevimab 300 mg B U cilgavimab 300 mg DR &
" = N . AN L i
GHEORE | BEAsq7uy |NTTIVREORE
EVUSHELD’ : : =
(tixagevimab & Ut tixagevimab 24T 3 mL
cilgavimab M8+ v ) Cizoa%iﬁgb
300 mg 2847 )L 3 mL
* Tixagevimab 300 mg & cilgavimab 300 mg % 5l R [ZERMICEHRARR ST 5,
=2 Tixagevimab 150 mg B U cilgavimab 150 mg DR £
- . = N g ( \ I~
GUEORE | RELAqT7Ly | TVEEORS
EVUSHELD’ : : =
(tixagevimab B¢ t|x?geV|mab 1IN T 1.5 mL
cilgavimab OE8 it v 1) C.Ig5a° 9
| VI o
150 mg (AT 1.5 mL

* Tixagevimab 150 mg & cilgavimab 150 mg & 3l R [CERBIZHARNE ST 5,

BE RO
o Tixagevimab R U cilgavimab (3B ZE T HAERERBENAR LG ITNIEE S AL,
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e Tixagevimab R U cilgavimab [FZnZh. ERIOEEFER/NA 7ILICFKESATRHESL
Bo WATIVERELGBNI &,

o HTFRYPELEBLALGLN. NMT7ILEZBHREAET 5, Tixagevimab KU cilgavimab (&30
NoHTMNIRERD., BEHNORERDBRTHD, FRDEAY. ZEXI(IWHFOFEEN
HRIN-BE. TONATIIEEESTEHZ &,

e EVUSIELD (& tixagevimab & U cilgavimab ZZhZh 1 B3 DEE 2 B Z 5l < [SERHIIZHH
ARNEET 5

e Tixagevimab jE51&EE KR U cilgavimab TR BEEZE 2 KD ) U DITHIRIZKEIT S (R 1
BRUEK288) . MM T7ILFORERADKEITREET S,

o AFIIPFEHIZEFEL WO, DU UDICANIZERRIIESLICHRET S L, ELICHRET
EE MRS tixagevimab R U cilgavimab MA =2 ) VO E TROEHTTHRET HVE
AHY. REFHE (WNATIVICHZRL-BFANSEEET) F4BEETEBEATELELA
LY,

o 2~8°C (36~46°F) MAEE. XL
o #xm 25°C (77°F) MER

BE5HE
e Tixagevimab & U cilgavimab [FEEDBHEREICHET 510, BEWRZEZH T HIERKEESE
NxETHIE,

o AHID2FEEDEBHEN ZERMICIRES S,
o FMRDEGEMN, EFLLFEERFHD—A., ROTHAICLEFIRAIFREZHARNKRES
%,
o Tixagevimab 300 mg & U cilgavimab 300 mg [CDWL\ T, RE5E (1 E®OEHH-Y
3mL) ISELIREEETHSZ L ZHERT 5,
o GEFRIFEBERMICE=42V I L. PECEHL1HRIIIERELZHEILSL ( (ZERUF
BLEDEEI [6.1, 5.2 HE] M) ,

3 A RUEE

AFllE., TEED tixagevimab ;¥ 5% & cilgavimab JEFENEFNZENER OBEEFER/NN1 7ILELT
FiRESN-BETHS, Tixagevimab [EFEAMSHTNRER, BEMSRXBBDBFTRTHY.
Cilgavimab [FFEHAMN S HTMNIFEH, BEEHNLREBBDBERTHS. UTOFIELIHEESATL
%,

o ;E5}& : Tixagevimab 150 mg/1.5 mL (100 mg/mL)

e ;E5}%& : Cilgavimab 150 mg/1.5 mL (100 mg/mL)

4 #2Z UToORBICEEBRELGNI L)

KEIDOHEAITH LT, FHFI743FV—2E8CEEOBBERICOBRERLSH DE ( (ZERVEH
LDEE [6.1,6.21F] &)

5 EERUERLOEE
AHEOERT—2 IR oM TS, FFIDFERIZEY, CAETITHESATVEVWERELGEETER
PFHERETERNRRT HARMENAH D,
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51 BBYE (TF7473F2—%8T)

FERERKICEELGBBUERIS (774 5F—280) HEBOoNTWS ( TEEAI [6.1
E] &) . BRMICEZEGBBERSRXIET 714 5F—0O#IE - fERRE L TIIMFREEE, =
K. BER/ENE. K. WEXEFRE, BLMEr, OEFE. OFL. ERD. WK, &BE.
FLE. BFE. iR, MEXREMERE (B KEEPRE. £#) | XETRENEEND,
EEOBBUERIGZEZEEY 7%, EVUSHELD O S (FEYCERKEEDOEE T TITOLEND
%, EVUSHELD O 5H(CERRMICEZELBBUERISXIET F 7 14 X —0OKIE - IERHARDH S
n=BEE. ELICAFIORSZHIEL, BULGERRICEDERRV/ RIIZFREERIIBT S
Eo EFRIFEBERMICEZS2U T L, PG EL 1 KREFEREEZHREI S &,

5.2 COVID-19 7O F L L DREBEBED ) XY

EVUSHELD [ZIZRY VIILR— k80 MEENTILNS, Chlk. —E8D COVID-19 T4 FUIZEE
. D COVID-19 DI FUDRPTHARYIFLUY)a—)L (PEG) EHEEMICEMLTL
5 ( THRE - k) [11 5] $4E) , COVID-19 DO FUICHT HEEDBHERIGDEENSD S
HENDIBE. EVUSHELD £ E5DRIZ7 LILX—EMEADHERERITTE &,

EVUSHELD O 5 HICERRMICEELRBBERIGXIET 7 14 TF—DkKIE - LEKRNEDH N
IGEIE. EBICABIOHREEFZHIEL, BULREERICKIABERV . XIEIXFEEZHBT S
Lo EHRIIERMICEZA2YVTL, DECEL 1 BREIEEZERT S L,

53 EREKMICEEGHMMERE

DFERFSFIERBKIC, FFIZDODWTH, M/MUBDEX EMEREESE 28T HFICITEER
5E952¢,

54 DIERER

PROVENT {88 ®M EVUSHELD H#TIXEELEZTERE L TLHEE (1HIERTCICES-EELGH
EER) RUDLAREV|ESN-BREOBNEN TS RBLLRLTEMN o= ( TEIEA) [6.1
E] £H) . DBOEEGASERVNER LHERELIEGANDED Y R I RFEV/ (T MER
FOREFEZALTEY. Ao GREMWNZI—VEROONGEI ST, FEENODEREDH
REREIER SN TOGL, FEERKRERT, DEEXETNEEEROD T FILIIREShGEAN 1=,

DIEREFROVRAIAGEWVWETIE, VRV ERRT 4y FEBREE L5 ATEAAOKRS ZFHtA
L. FELMNERFRETRT SHEITERNIRR LEGLEELICRZTHL5BELTELC
t o

6 Bl

6.1 ERIRHABRTORIER

4 EUA OEft 1+ & 1 o 1= EVUSHELD OESFREB T, TROBERASBO Shtz, hdOBEKE
RIZH T AATEROXBEL. hOUIOBKFRTORBEL BEEUET S LETES, 1
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FRARRE CORBRZRMLTLWENI LI HY 55, FYLIFERASNDIZRN., FEDELGLHH
EERNACHICLELEREENDH D

A%l (tixagevimab 150 mg K U cilgavimab 150 mg) [& COVID-19 D FRiEBHME LIz ETHDEE I
tHEER 2 3XE% (PROVENT & E& KR U STORM CHASER 5#8&) 2B UWVTERIZ£9 4,220 Bl HERE 2%
ExhTLb,

TEMDEEMRMITIE. eventdriven BOENMET—2HY A ITBREFTODT—FICTEDVTWLST:
. BEAEHRIIELDEREICE > TEEELETHY ( [BESERE [14E] £4) | B

MREAEEARI O R{E (&F) (Z PROVENT HEET83 H (3~166 H) . STORM CHASER & T 49
B (5~115H) THo1=. BMDT—FHY bAT7EEHE L THRIFOEHEZEKL-, AETAD

ERAESMOSRRE (FH) (X PROVENTHERT6.5HH (3~282H) . STORM CHASER 8%
TH#H6AHA (5~249H) THo1=, EHAETHMODRE (FH) (X, £5{8&0D EVUSHELD # &

TS5 RBETHEUL TV,

EITHDE I FAEER (TACKLE BRER) TARBEL TWWEWEEM 5 FFRED COVID-19 £ 452 4
(fzfzL. [REEEMIDABREBEIRRET D) IZKHF (tixagevimab 300 mg & U cilgavimab

300mg) &5 L=, EBHAEHMODRERUVEREIL. 84 H (1~183H) THo'=,

EVUSHELD [&. COVID-19 OAEBEMTOFERIIFTING W, ( ([HFFSIA-EHEEZDFIR)
[1E] &)

WFhDHETEH. BRAIZEHE (tixagevimab 150 mg X U cilgavimab 150 mg) Z#HEREIEE (2 18%E
AR OFERMBNOERMFARNES) RETS5eRE®kE Lz ( [BEREZEE [14F] &
#ﬁ) o

PROVENT i£B& (EVUSIELD [tixagevimab 150 mg & U cilgavimab 150 mq] )

PROVENT :RER CTIX. E# 60 XL LETH S, BFIIHREL-GHE ( /[BFAERE [14E] &
) %89 5H, XIFEFKRRELCITBED-6 SARS-CoV-2 DA JLRIZREET D) R BEL\D
SHENWTMNIZEZLT S 18 RULDBRAEZHANTRE LTz, BEICCOVID-19 DU FUDIEEEZ
(T7=F XL SARS-CoV-2 [ZIRARE L TWABELLITBEICERELE-ZEADM DTS EIIRR
Mo L=, ThODWEREIZIXEVUSHELD XIE TS5 RZEEERE L= (FNAFh N=3,461
KU N=1,736) ,

EVUSHELD B #E&E 1,221 5] (35%) BRU TS EHREOHERE 593 4] (34%) ITELWTHEER
NG SN, EELAETEZNRESINT-DILEVUSHELD # 50 5l (1%) BT 5t REE 23 4l
(1%) THo1zo EVUSHELD D52 IT-HEBETT T 743X —N 1 EH{ESz, EE

RIZEVUSHELD 8 5EM LA LIRNIZHE L, TERT U THRELE, BERIEEXLT-,

RESNEAEER (N=4507) DEFELAERFEE (73%) XIEHFEE (24%) DERTHof=. A
EERDSL, HRED 1%ULTHBEL-ERORIBEILEVUSHELD 3 & T 5 R L TREE
TH2= (EDE1%KHE) . BRERSPICEREIXIFBLLEL-EEFEROS>5. SEICEHLN
1=%%R (EVUSHELD #X(F T HREICE THREEI%RLUL) &K 3ITRT,

%3 REED T EMH T EVUSHELD #X (XTS5 ERBICH T HRIBEMN 3% LULTH- 1=
HEERZEDLEVESTER (£2J9L—F)
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EVUSHELD T51R
(N= 3,461) (N= 1,736)
B 6% 5%
B9 4% 3%
% 3% 3%

EBMT—42Ay 7 GEMRZESMOFPRE6S HA) OFRATY. EVUSHELD D5 %%(+1-

WEREDEMRNGEETER IO I 7AILERIISRLEZEREBAKRTH S 1=,

LDEDEELHEZER

PROVENT BERMDEMT—2 Ay A IJHRETIC, EREGAEERE L TLHEERVLIREN

RESN-HREOE ST TS ARBFELLE L TEVUSHELD BTl <.

DEAEED 1 FIIFFRT LT

(R4ZHR) . DBOEELGETERNIRABLEEEBREDEHIC. X—RS54 VERTDLEN' X
VERFRO/REDMEREDHREIENH o=, BHOMGEEI/ NI —VIEROLNT . FRIT
EVUSHELD &5 QO # &M o EMFAEHFBR TRAET TORICHRESN T,

=4 hRiE6HAZET—42HY 4+ 7BELTPROVENTEHEET 183 HE L YATIZTRIFEL -
REBFRZEHLGEVDEBOEELCHEEER
EVUSHELD 75+t R
(N=3,461) (N=1,736)
DIBNEELAEERORIBHE (%) 22 (0.6%) 3(0.2%)
BIHREEX (TOHEMICEET ZE o .
EhEEES 10 (0.3%) 2 (0.1%)
DA E! 8 (0.2%) 1 (0.1%)
DAREICEET IEELAEETEZR. 6 (0.2%) 1 (0.1%)
TERKICEET IEELAEEER] 4 (0.1%) 1 (0.1%)
E)@ﬁﬂ (MEKR. DEFER D DLHE 3 (0.1%) 0

"EVUSHELD #® 1R U 7S ERED 2 FilX. %h%“h:bﬂﬁwi%ﬁﬁ%%%bf 2HHRB LT,
TREARBORNE., BEIREE. SARE(LIE. I~I:I‘I'\ iEm, AELHEE. DHEEEZST,
TRAREOAMDHERE, DHEE, rORZiEm GEREBZHELNLHERE) 28T,
SEXEDS oMt DAE, AHEEFE. DA, BAUBLFLEET,

TEXRZOLEMS. AERK. REEEETIO VY. MABTEEZST,

STORM CHASER &% (EVUSIELD [tixagevimab 150 mg & U cilgavimab 150 mg] )

STORM CHASER SREZ Tld. #8&EIZ L Y SARS-CoV-2 B (EEFEMXITEEEYE) CHEEZH I
F=HZICEREL-EELNH S 18 RULDOBRATHANTRE LT, BEIC COVID-19 70 F o DiEE
#%1T1=%F. COVID-19 ICEHMT HEKRNHDHE. XILIAEIZ SARS-CoV-2 [TREE L= &Ehhh
STWAEIIREISKEII LIz, T o5DFHERHEIZIZ EVUSHELD X (E TS5 RZ8HEEZEE L (%
nEN N=749 R U N=372) ,
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EVUSHELD B D #EE 162 5l (22%) RV TS EREOHERE 11146 (30%) ITEVWTHEEEZEN
WESNI-, EELEEERIRESNT-DIXEVUSHELD # 56 (1%%iE) RUOTSEAREIH
(1%EKiHE) THofzo MESINF-FEEZR (N=777) DIFEAEIFTEE (75%) XIIHEHFEE

(23%) DERTH>T=,

EBMT—42Ay T GEEMRZEHBOFRES HA) OFRTH. EVUSHELD M5 % Z1H71-1#
BREODEBNMLGEEER IO 74 LELETORR LR TH >, EVUSHELD (&, SARS-CoV-2
RBREFICHEESNEFEICHTSH COVID-19 DIRFERFHZEINE LTIEFFRISNH TG ( /£Z
A [1E] £5) .

LIEDEE L HZFR

STORM CHASER & (N=1,121) Tl&, DEOEELGHEEEFROMEI LN o= CEHFAEHAM
DHRIEFHI 6 7H) . STORM CHASER FHER DK ERE (& PROVENT HAERD#ERE L LB L TES
(FARENENENABBEUVETR) . N—RTA U TLED ) RIVEFHRD oN-HEBREDE
BHLEMN O (ENEN, BIEMN 24% KV 36%. HERFEN 11%KV 14%., DIMERKEN 3% K

U 8%) »

TACKLE 548 (EVUSIELD [tixagevimab 300 mg & U cilgavimab 300 mg] )

TACKLE BHE&TIE. ERREMNS 7 BLUADEIEN 5 PEHED COVID-19 ZEFT % 18 BULLDEA
EHANRE LT, HERBEDH 90%M COVID-19 BFEILD Y RVEAFEREEFEL TV, ChdD
#E&EZ EVUSHELD X (X 75 AR ZEEIKZRE LIz (FhF4 N=452 BT N=451)

EVUSHELD B D #ERE 132461 (29%) RU T 5 HREDHKERE 163l (36%) ITEVLTHBEZRN
eIz, EEGHAESEZIMESNI-DIL EVUSHELD 3 33 6l (7%kKiHE) RU TS HRE 54
Bl (12%KiE) THotzo MESNE=AEER (N=520) DIFELALERFEE (56%) XIEHFEE
(27%) DERTH21=e 7T 74 FFV—PEEDBBIERSDHREIELEMN o1,

EVUSIELD #T 7S tRBEL Y L HRBREENEN >FBETBRIE. FRE (1% vs 1%) RUFEMH
HFELY (1%vs0) THolze CABLUSNI, 1%ULDOHERE TRO SN, EVUSIELDET TS+
RELYLEBRIEN 1%UEEN S IARPOEESRE G o=, &

LIEDEEHHZFR

TACKLE 88 (N=903) TIX. 4ITLROEELGATERIME S NI, ARIE. EVUSIELD #
D2FTRHELHEE (5B 1FIFIRTITESDFLLHEE) . 1FITLRAERSBRESN, T
TAHRED 1 HITTRERMARE SN DBOEELEEEZNARE L -BBRELHIC. R—X34
VERTLDED RV AFRV/ RFDMEREDREENSH 1=,

6.4 ERCAEHRRRUVREBRRICEHTIHERH

WA LEEREEFERV  XEERKEEE L YIER SN=FIX. EVUSHELD IZEEEY S aIREMEN &
BRIRTHDEFRLGHEEEFRRVIRTOBERBLRZE. ERUFENCNODEROREEFZM o2&
EM o 7EBLIAIZ, FDAForm 3500 [CTHET HEHBZAD (KT+—LADT U RFZEIZH
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THRMICOLTIE., TEeESH) . FDAForm 3500 (2K 5 LEBDHEICIIUTEEEZENHSZ &
% FDA[FZEFEL TS,

o BEER (NOMHFHRCHMOEEEDRME) O BEEHNES. EGXIEFAE. %
A, RE. Rk, ABRGLE)

o [HR, BE. REEEAER REBRONE] LHHSRHLOTIC TRALRAA

(EUA) OTFIZ COVID-19 [Zxt LT EVUSHELD Z{£f1 &DE ZiE

o ERELGHETERNEIREGRICEHT HER (B : 8z - ER. BREERBRET—42. &6
fE. HBREFERORELELOBEICKEITIAXFNDERSHBRRA. ARFEROFGR. 4%FRE
BRYAOICLETH ELE - AR, FAFOREHIERITHERICHONE-EZROHE
HEMR., BEBRROEROBHRAR. BREFREE)

o BHICEFIIEFMRERUVHRAREADER

o AFIZET ZIEHR (Bl : AE. R5EE. NDCESLE)

Form 3500 2L A EEZRZRUVREBRODBEEZEIL., UTOHZEOWWTNAMNZEHIVT FDA
MedWatch IZIRHT A2 &,

o FUFTAVETROR—VIZHE SN TVWIREEITVLEREZANLTIRET S -
www.fda.gov/medwatch/report.htm

o EMFEHETIEFHAD FDA Form 3500 (https://www.fda.gov/media/76299/download) IZHEE
HZEALTIRET %, 74A—LDOREIILUTDAETITS,
o MedWatch (5600 Fishers Lane, Rockville, MD 20852-9787) [Z&8%E S %,
o 1-800-FDA-0178 1277 w9 R&EET %,

e 1-800-FDA-1088 IZEBEEL THEEZHEKRT %,

S bl §TOD FDA MedWatch 7 # —LMDE L # AstraZeneca (1-866-742-7984) [T 7 vV R
EELIZS AT, TREREIZEEEREHESINLY,

e AstraZeneca W™ = 744 b+ (https://contactazmedical.astrazeneca.com) %9 5,

e AstraZeneca (1-800-236-9933) IZEEET 5,

WA LEEREEERV / XEERKEELYIER SN=FIX. EVUSHELD RERZRDEEEZRKRV
REBRICET 5158 E FDA K Y RO oN=IHRIZIE, TOEFICHNT LIEBFZED,

CERELGEEREROERRUTOEEYTH S,

A

AEREBNTHEER

KIEHIE L FHEELES - METRICMSI 0. RITBEDEFEHREARENICETTELLLELHLD
EREE A ERMERE

L., AREENTER. Ak, BEE. AREEZH COORARBINBUNAZET HFELEDHDED
WOEELGTEFHMER

o ARXEARHEOERNMLEELDED

6.5 ZFDMOBMEEH
EREGREUVEREESEE. KEREELE (HHS) AT IEXRICHT IERERVERAT—2 28575
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7 EVHEER
M E/ERSERIEER L TULVEL,

Tixagevimab & U cilgavimab [EE#EM SRPICHM ST F 9 AL P450 (CYP) IZ&HREE
20, LA -T, BENASKRPICHM SN SHRAER. XTI CYPEROREE., FEAELL
FFEEFE LTERT H6tREREOHEBEERZE L SAREITIBEWNEEZ oD ( TEEEEE)
[12.3 7] &) .

8 BALGEA~OERE
8.1 TR

YR DEH

FHRAEREE. RE. RIIBHRELLIIBREAODEELEBICOVTERIERE) RV EZHETEST
— BRI+ TRV, LEA-T, IBIRAMDPIE. BEMARR T 4y FOABERURBRRICIX T HBEN
YR % LEAIBIESIZOHAFEZRET B L,

Tixagevimab & U cilgavimab M IEEERAETEFESZ AR (LER L TULVELY, Tixagevimab R U
cilgavimab @ £ FERBBEANDIZEMNES 25T SEBRERIGHERR TIE, BERMIZEEIND
NS DEBADHEEIEROONGELN Tz, ELERESITOTY D G1 (IgG1) HiKILRAEEEEMZ &8
FTEHZEMNALMZENATHY., LE=A>T. tixagevimab B U cilgavimab [ZBAMN S, REF DK
IRIZFITT DAREMEAH S, TSN B tixagevimab B U cilgavimab DFITIZ&L Y. EERDRIR
[THEBELEDRR T4 FRIEVRIDPELEZNESNEIFBEATH S,

FEDEARNRERICEWTELGARERRVRENRET HERVRAVDHEERFTATHD. W
TNOERIZENTE, ERERE., RE. TOMOEFEELERICESIERYRAINEET 5, XED
—MREFTE., BREKMICRDOONHIRICE T HELERRERVREDER) A VEEEXETNE
N2~4%KU15~20%TH 5,

8.2 &I

)R DEH

Tixagevimab X [& cilgavimab ® £ +ELiTE L < (ZEMEA~ADEIT. BEFREOIRICRITTE
2 RURAE£ICRIEFIZEICET ST -2/ oNnTLEL, BAD IgG [FE FELAHICHEE
TEHZENHALMNZIINAT NS, BIAXRBEORZELRVEBELORNRT 4 v ME, BEOXRFIZHT
SEREDBHERRUARFIZ L ZBEIARERANDEBENLGELELZHETCEREITRNETH D,

8.4 /IMR~ADOEE

AENE. 12 BMARBRIEIAE 40 kg RKFBED/MNEADFEAFHFRAT SN TULEL, DMNRICETHXFIDOR
MR VUEMNMEIEHEIL L TLVEL, PROVENT i58&. STORM CHASER 58 & U TACKLE RN
BREICIAEFZAOKGULEWVWS/NRERBODABREDHANEEN TNV S EMD, 12KULEL
DIAREA0kg L LDEICEEEDRAZE - AETERE Lz & Z20MFH O tixagevimab & U cilgavimab @
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BEELRADESERBEICGDEFRSND ( [FIEA) [6.1F] RO LS X#E [14
5] ) .

8.5 ®‘WENDRS

HrEEYEE (PK) B (FIMHRUVE IBEER) OXREE2555HD35, 21% (53341) M
65 MLLLET. 3% (814l) A75MULTH 1=, EHDEE (65 mLLL) [THIT S tixagevimab K
Wcilgavimab @ PKIZ, CNEYEFEDEEF L LR L THRERNICEERDOH D EIEH SN,

8.6 TEHEEES

Tixagevimab & U cilgavimab [ERZEILADEFTRPICHM SN D LIFEL, LE=A->T. Biae
PEE (& tixagevimab B U cilgavimab DIRZBEICEEZRIFSLVEFREIN D, RERIZ. BEFD
tixagevimab & U cilgavimab DIRBEITHE LT RIFS LV EFRIESN D,

8.7 [FHEEEE

Tixagevimab & U cilgavimab @ PK IZRIZ 9 A& REEE D ETBH S M THLY,

8.8 ZOMOIFAILGER

BEM PK fi#fTICE D < &, tixagevimab B U cilgavimab @ PK 7027 7 4 JLIZERI. FE#5. A,
BRURKEHEICKPHEEZ TN oz, BEAPKETILER—RETEHVIaL—Ya VDR,
{RE &R 36 kg~177 kg DRBERAICE L TIRE(L tixagevimab & U cilgavimab @ PK IZERRAIICE
BLREEERIFIHVIENATEINT,

10 BEKRS5

AEDBERESDRET. BEOHRKRREDE=Z Y VIR EO—BMEIFEREICIYVITI L,
FHEDBERSICHT DHEMERE (BER) FaLy,

11 #RE - R

SARS-CoV-2 R84 U B2 N EEFEMNE L TEDREZMET 5 tixagevimab [EF ¥ 4 Z—X/\L
A5 —I&E (CHO) #fEZ AL, X DNARMICKYMERShI-E bREIRT Y > G1
(IgG1x) £/ 9 O—FLHETHD. HFEEH 149kDa TH S,

Tixagevimab ;S FIEPFEFIZEF G L. EAMNSHTHNIREH, BEHNLXBCOERDBFIAEKT
HY. HANZSRAICERERNA ZILICKREBELTRESNS, N TILORERAITLSITIIR
TG,

SESHES 1.5 mL B2, tixagevimab 150 mg. L-ERXF T (24 mg) . L-BERF T UGS KN

(3.0mg) . KYVJLR—F80 (0.6mg) . a3 (1232mg) . RUSESAK (USP) HEFN
TW5, pHIZ6.0 TH S,
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SARS-CoV-2 RINA VB I\ BEEBHE L TETDHEEZMEET 5 cilgavimab [EF v 4 =—X/\ L
AZ—II&R (CHO) #f@ZzFL . fHX DNAEIICE YR EShi-E k IgG1xE/ ¥ B—F /LK
ThHbd, ?TEIFKI152kDa TH S,

Cilgavimab ;S &IEFFEFIZ EF LV, SAMOHOITNFER, BEIMCAXBEROEREDART
HY., HARKERICEBRFERNSFILIZKELTREESN S, N T7ILORERATLSTYIR
HTIEAL,

SESHKRE 1.5 mL B2, cilgavimab 150 mg, L-EXF Y (24 mg) . L-ERXRF 2 UIEREIEKTIY
(3.0mg) . RYVILR—F}80 (0.6mg) . ~3# (1232mg) . RWEHHAK (USP) hNEaFh
T3, pHIX6.0 TH B,

12 [RERZEHE
121 {EA#F

Tixagevimab & U cilgavimab (& 2 FE¥E0DERFHEM A £ ~ 1IgG1«E/ V7 O—FIILIATHY . ik
DEFBHREERSES-HDOT7 I /BER (YTE) TVITHRADI 7/ 7 —HEEEET S, ik
IR HERRERDBEMI XY 26T 5-HD7 2/ BREHER (TM) BEShTULS,
Tixagevimab & U cilgavimab & SARS-CoV-2 DA JLRRINA VB VNV BEDZERAKEE R ALY
(RBD) DIFEHRMEHICRFIZHEET 5 EMNTE S, Tixagevimab BH|, cilgavimab BE&|, RUM
KIGFRATRELIZBEES. RINM I3V BEADFEENA LN, TEHERTEHN (Ko) EThTth
276 pM. 13.0 pM RU 137 pM THo1=0 EBIZ. DA LRAAEEST B DIZEL SARS-CoV-2 Z
BARTHSE FAEC2 LOMEEERBINZ bz, £, Tixagevimab BE#l|, cilgavimab BE#&|, RV
mFIGANEICELY. EFACE2~D RBD #&E&HLBHE SN, ICsofEIEZENEH 0.32 nM
(48 ng/mL) . 0.53nM (80 ng/mL) B 1 0.43nM (65ng/mL) TH 7=,

12.3 EYFiE

EVUSHELD (tixagevimab 300 mg & U\ cilgavimab 300 mg) # B[EFHRIARE5 %D tixagevimab B U
cilgavimab @ PK/AS A —2 RU PKFHEEFK 5 27RT,

=5 EVUSHELD H[EfBRR 5% 0D tixagevimab B U cilgavimab @O PK /85 A —42 R U
PK %1% (tixagevimab 300 mg & U cilgavimab 300 mg)
PK/INS A—4 Tixagevimab Cilgavimab
Crax (Ug/mL)* 21.9 (61.7) 20.3 (63.6)
Tmax (day)T 14.9 (1.1 — 86) 15.0 (1.1 — 85)
Cz (ug/mL)f 9.5 (77) 9.1 (80)
Ca4 (Ug/mL)S 15 (48) 14 (51)
AUCo.s4 (day-ug/mL)* 1408 (54) 1307 (58)
R IR
RAXTFRASEYFT4*T | 68.5 | 65.8
okl
ENTosHhaE L * | 7.7 (1.97) | 8.7 (2.73)
JHEIBTE
EiEE (8) *#1 | 87.9 (13.9) | 82.9 (12.3)
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ﬁif/\g)@#b JTA 0.062 (0.019) 0.074 (0.028)
1t BB, NEM I9G Hifk & B
it BHGH T I NE S THL
THAITHE (% %CV)
TohfE (FEE)

TRE2HRICEOON-ERATHE (EfI%CV)

155 84 HZICRD o= RAFHE (fI%CV)

*HMTFY{E (SD)

TEVUSIELD a5 (tixagevimab 150 mg /& O cilgavimab 150 mg)

EREREBE 314 Z 574f L 7= PROVENT SHEBRO EERNIEA IV O UKL HIBRT HHEICER SN, H
FRITLTWEEEZERETIL I 7. X—8%k. AU, TILEAKTH . I/ D%
THLR#E (BA1 R#FEKRV BA.1.1 R [BA.1+R346K] ) [Zxt9 % EVUSIELD M#REIZE T3 ECso
EZRAWVTPKPD ETILEMZEERLI-EZA, CHDHDOTHRRKIZHT S in vivo SFEIE.
EVUSIELD (tixagevimab 300 mg X U cilgavimab 300 mg) DERIZRETHLNDIEWREICESINT
SHAMITHIEYRESNDAGEENTEINTWS ( [FZ -FE] [21F] £5H) .

51 7 S5

Tixagevimab & U cilgavimab ® PK 770 7 7 A JLIEHR]. E#. ATE. RURKHEICESEEEZ(T
Whotz, AEFF 36 kg~177 kg DR AIZH L TIKREIL tixagevimab K U cilgavimab @ PK [Z
ERRMICERELGEEZRIE S AN o1,

Ak il
INRIZH 1T B tixagevimab K U cilgavimab @ PK [ZEEfi L TULVAELY,

1Z2BUENDEKRE IOk LLEDBICEREDRE - HETERE Lz L EDMFF D tixagevimab BTV
cilgavimab DIEEZEIEIHADZE LRRBEIZLDLEFAIND ( [PE~DRE) [8.41F] &
)

B pEEE
Tixagevimab & U cilgavimab [ERZEALADEFTRPICHM SN B Z £ FARLY,

DFEMNGIKDaZEBASE/ V O—FTILRAKEIBEHFREZEZ TGV ENALNIZESNTEY., Lk
Mo T, BHEEEREE (X tixagevimab R U cilgavimab DB EICHEZRIZSHVWEFTA SIS, [
BRIZ. B4 tixagevimab B U cilgavimab DIRZBEICHEZRIZIHVETFRIEIN D,

BEXIITEEDBTHEREEZTEEICHE T 5 tixagevimab KU cilgavimab D2 ) 75 VU R IZIE, EE
HEBEZETIEFLEBELTEZRFROOAEN, B, EEOBHEREET 25T 5+ HOH%
BENSENTWEL 2126, EEOBHEEZTICOVWTCIIEREE TGN >z ( [BHGEF~
DRE ) [8.6 H] HHE) .

FFEEEER

Tixagevimab & U cilgavimab QD EMEEE (PK) [CRIFTHH#EREZDZEEZRTT 2501 RERIE

EHEL TULEL, FD71=&. tixagevimab K U cilgavimab @ PK 2Rk IX T FFHEEES (XL M TR L
( BRI GEANDRES) [8.7F] M)
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EWRE ERER

EYMHEERAREEREL TULVEL, TELHLERM 5E X T, tixagevimab & U cilgavimab (L&
N SRPICHM SN DHRAER. XIZCYPEBZRORAE. FEFIFE LLIIESHE LTERT H6
REFEDHEEREZELCSAIEEEIBEVNEZEZ NS ( (EYHEEF [1E] SH)

124 WEWMF

M4 ILREN

Vero E6 #IRBIZH 557 v A [ZE LT, tixagevimab E#l. cilgavimab BE&|, &k UYEHIGAL

BTk Y., SARS-CoV-2 (USA-WA1/2020 73 Bfitk) A pFIS . ECsofEILZEZ 4 60.7 pM
(9ng/mL) . 211.5pM (32 ng/mL) . B 65.9pM (10 ng/mL) TH 7=,

patE B ER T, tixagevimab B &, cilgavimab B#|, RUMFIGHALEIZLY ., RAKEERRE
% (ADCC) &M, KKEMMIEER (ADCP) EMXIEHAKRETME NK #A2/EE (ADNKA) (HE
B (FTEI2HFl S t-, Tixagevimab BEHl, cilgavimab BEIRUEFIGFATEILE Y MEEE N
DEFERELTEH. K EFHEHEALE (ADCD) EHIEFRINGM T,

AR R 1858 (ADE)

Tixagevimab & U cilgavimab DA KEFED DA L ADRAZEN T HRIEEMIZDULNT., FeyRIIF

I8 Raji #lifg & SARS-CoV-2 JAILRDRINA VAN BETHEEINIHBBRZ D1 ILAKRAF
(VLP) #H#IEHL., Zh(Z824 pM (125 ng/mL) ~6.6 nM (1 pg/mL) MDEESEFEDIKZERML

THRET L=, TOHER. tixagevimab B H|, cilgavimab B#|, RUEFIFRATRIEL TH. HEBEH

TTVLPDINSDME~NDERAERDENGEMN DT,

ADE O [getEIZDULNTIE. JEE FER#E SARS-CoV-2 ETJL T EVUSHELD Z AU V=SHE L =R L
o DAINRERBRIICMERNREGT S L., BIELLHAIER (MXIEEMEDLD A LR RNA,
TCIDso EIEMEICE D K D BELEME DA LA LA, RITHEBFATEEICED L DEIER VR
H) O T THERENLERENTEO ONT-, 0.04 mgkg ETHIELHMAELEH. BIIL-2H
ETOMIIRAEEEERITEBIEEOIAIEERD NG Mo T,

MM IWREICx T Dt

Tixagevimab & cilgavimab [CiitEZERT VA IILRAEEMRDOHIRIZ K > TEENKRT HBENU R
IDHd, WATHIEEREEIL. FHUAEDERREZRFTHRICIE. T—2HBAFARETHN
(X, HHiHIZFH 175 SARS-CoV-2 VA LAZEERKRICKBZBREDARELEETH L,

Tixagevimab # L < (& cilgavimab &7 F. X[ tixagevimab & cilgavimab EBFTET T. SARS-
CoV-2 D4 )L ADHRaEE XL SARS-CoV-2 ANA U2 N EHERHRINT HES A gL 2 KBS
AR#xIAILA (VSV) OHIEEIC T EDORRIEEZT oL A, IXRT—TEERINRAE
SNtz, Cilgavimab [Zx 3 5 EZHDETAAON-EERE. RIXM V3NV BEOT7/BE
#i R3461 (BAZM4H{ET 200 f&i#8) . K444E (200 f&i#8) R U K444R (200 fEi#8) #HBE L=, —
7. tixagevimab B#| X [F tixagevimab & cilgavimab ffRICH T2 TRy —TERITBIR S WG H -
f=o
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BERIMZF D SARS-CoV-2 74 LA K Y RITE STz SARS-CoV-2 R/ U THREEEh, HR/A
DRAVNVBEDOT I/ BEREETHHEZ VLP ZAW-F 7 v/ IZH LT, cilgavimab B
(2319 BREZHETHAA SNI-ERHIZIE. R3461 (200 f£#8) . K444E (200 15#8) . K444Q
(200 f£#8) . K444R (200 f5#8) . V445A (21~511%) . G446V (4.2 %) . N450K (9.11%) X
[F L452R (5.81%) D7 2/ BREMEF I HIEERKRLG ENH o=, Tixagevimab BEFIIZxtd 5= M4
BTFAHON-ZEHRICIE, Q414R (4.6 ) . L455F (2.5~4.7 %) . G476S (3.315%) . E484D
(7.118) . E484K (6.2~121%) . E484Q (3.01%) . F486S (600 f&it8) . F486V (121~149
f&) . Q493K (2.4~3.2f%) . Q493R (7.91%) . E990A (6.11%) XIFT10091 (8.21%F) D7 =/
MEMZATIETEKRNE TN, —FA. tixagevimab & cilgavimab O HFRIZX 3 B EZMEIZDLNT
(X, BELARNILORZHETHA E484K (24~541F) . Q493 (3.44%) . E990A (5.7 %) XIE
T10091 (4.51%) D72/ BERZE T IEEKRTRDLONT-,

EERD SARS-CoV-2 R/\A U 2 U\ BTHE{E ST VLP TI&. cilgavimab [Zx9 5 EZHE
ThH R346K:E484KINSO1Y D7 =/ FEEMZE T HLEEK (T 2—#% 2118 TRHLH,
tixagevimab (X T B REZMHE TN E484K D7 I/ BEME BT HLTEK (FILT77# 1851, A
— A% 3.5~151%, TILF¥% 7.3 TERDHLNT-, XY (Authentic) d SARS-CoV-2 EE%%#H
W=7yt 4TH, T—2BBONBICIE. REROBERATEINT,

72450 % BA1 REXIE BA.1.1 R (BA.1+R346K) D SARS-CoV-2 R/81f 22 LNy BT
B ffz VLP TIL. tixagevimab [Zxt9 5 RZMHDET (>600~>1,000 X% 460 &) RV
cilgavimab 2% 9 2 BEZHEDET (>700 £~>1,000 X% 500 &) MN@EOHLNTz, FI /O %
BA.2 %D SARS-CoV-2 R/NA U 2 Ny BTHEIL Stz VLP TIXL. tixagevimab IZxt ¥ 55
MHDIET (>1,000 %) HEBEHNT=H. cilgavimab [ZxtF 5RZHEHEDIETIXERO NG 1=

(>1.918) - AV AVKEORNA VBRI VNI BIZEITHERDEBRNPINERZEICRITIEZE
[ZD2LWTIE. RERESRTH S,

Tixagevimab & cilgavimab RO HFIESEEZ. BESINLIEEHROTIL T 7% (BA1.1.7 RZ# 0.5
~521%) . "—Atk (B.1.351 R#t 1.0~381F) . o< (P1R# 0.4~2.01F) RUTILA%
(B.1.617.2 Z# 0.6~1.21%) RUTIILAE [+K4IN] #% (AY.1I/AY.2 R#F1.04%) . TUITSEFBA IR
EEEKRDA—F% (B1.525 R#f3.118) . 14 2% (B.1.526 R# 0.3~3.41%F) . h v/ \tk
(B.1.617.1 Z# 0.5~3.41%) . S LA (C37 R# 078 RUI 21— (B.1.621 R# 7.51%)
TRIESNEANRL DB VNRIBEDITRTOT7 I/ BEREEIT HEBE VLP U/ XIEEYD
SARS-CoV-2 ZEHTHET L1z, Tixagevimab & cilgavimab #FBEOFFEHEICOVNTIX, B S
BEHROEODT7S5—FORETHS A4 T O % (B.1.427/B.1.429 Z$£0.8~3.51%) . R1R#
(3.5f%) . B.1.1.519 R#t (1.44%) . C.36.3 Rt (2.31%) . B.1.214.2 R¥k (0.81%) RV
B1.619.1 &#ft (3.31%) DZEEKRLVIZET 54 HERIZ K Y de-escalation == B.1.616 R&f (0.5
&) . A23.1 R#E (0.415) . A27 ¥ (0.81%) RU AV R#E (5.91%) OEEKTHERELL:
(%&6) ,

FITLTWAA 2/ 0 KD TARRIFICKT S tixagevimab K U cilgavimab #f RO HF1EME T
LFHHIT—2MEON TS, 7737 0% BA1 REEXIEL BA1.1 R (BA.1+R346K) D
SARS-CoV-2 RN U B U\ BTHEE Sz VLP TlE, MFIGFRICHT 2hiFHEDET (%
NEN 132~183 &L 424 15) HREOH LTz, IV O UK BA2 R TIE, PFRUBFEICEILIEER
HohiEh o1z (3.218) . AYPDOA T/ 0% BA1ZMEU BA1 R I A ILRTIE, MmEIGH
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l“TTéL’Z"yi"Iiﬁ'F (ZENEN 12~30 ERU 176 &) BREH LA,
3. BREETIXEEICNESHo= (5468 .

A2/ 0% BA2RHET

A% VLP XIEAYD SARS-CoV-2 91 ILRAER=7 Jt4 TR SN-HFHFHEDIET A ERKER
WTHEHEZZDH1=O

REEDLSICHEEL S HMISD

—ANEEREPTHD.

%6 SARS-CoV-2 ZTE#(ZH([+5. EVUSHELD IZ &k 54E YA ILABREFRUEXY
(Authentic) @ SARS-CoV-2 94 JLRABFIT—4
RAINL B3N | PIHERSE | WHOIZKDE HEBLA-EFHE | BRIUETEH R ETES
VBEDOTF /B nhi-E BERom4 127 ({43 VLPY) (MDA IR
BERERTHE 1)
ERORM
B.1.1.7 EE 7ILD 7 N501Y 0.5~5.2 f& kA LS
DL g | K41TN+E484K # bt LS # bt LS
B.1.351 N—45 F +N501Y
T3S , K417T+E484K Zib# LS Zib# LS
P.1 Ho<H +N501Y
B.1.617.2 4R FIL4 E L452R+T478K b1 LS bt LS
. TILAE K417N+L452R IS Ab Fr .
AY.1/AY.2 > [+KA17N] +T4T8K b7 LS b7 LS
G339D+S371L
+S373P+
S375F+K417N
+N440K+G446
v gl = % S+S477N+ aan e an g
BA.1 Ry I+ BA TA78KAEABAA 132~183 fi# 12~30 {2
+Q493R+
G496S+Q489R
+N501Y+
Y505H
G339D+R346K
+S371L+
S373P+S375F
+K417N+
) FzhOum | NA40K+GA46S
* -—
BA1 A1 *E"‘&@f"m (BA11) +$j;$+ 424 [ 176 2
[+R346K] | +E484A+Q493
R
+G496S+Q489
R+N501Y+
Y505H
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RAINL B3N | PIHERSE | WHOIZKDE HEBRLA-EFLHE | BRIUETEH RZMETER
VEDF7I/ 8 nhi-E BEBRom4 K (4% VLPY) (MDA IR
BERERTHE 1)
ERORM
G339D+S371F
+S373P+
S375F+T376A+
D405N+
R408S+K417N
+N440K+
BHOEICH | #3770 UE | S4T7TN+T478K - s "
BA.2 % (BA2) YEA8AAL A7 L 5.4
Q493R+Q498R
+N501Y+
Y505H+H655Y
+N679K
+P681H+N764
K
* - IsiP |8
B.1.525 *E‘&@f' F A4 —4F E484K ZitwL ND
B.1.526 KE AF7E E484K i LS i LS
B.1.617.1 4R AL L452R+E484Q A LS A LS
C.37 ~RJL— S5 LAE L452Q+F490S A LS ND
R R346K+E484K
-~ = — hvd
B.1.621 QOVETF I, NS0Ty 7.5 & ND
P 1§
oo KE (Fvoum L452R Rzl AL LS
* -
RA *E*mf“m i E484K ik LS ND
* -
B.1.1.519 *E“mf"m - T478K AL LS ND
* -—
C.36.3 *E*mf"m R346S:L452R A LS ND
* -
B.1.214.2 *E“mf“m Q414K:N450K AL LS ND
* -
B.1.619.1 *E*mf"m N440K:E484K P [ B ND
P2 IS vt—4 E484K [ A ND
B.1.616 IS5UR - V483A P | A ND
A.23.1 ®EE - V367F AL LS ND
* -
A27 *E"‘&@f“m ] L452R+N501Y b LS ND
* -
AV.1 *E‘&@f“ i - N439K+E484K 5.9 & ND

HRAT L— FOBEVIP M7 v IC& YRBHON-BERAOEHERKRICHE T EHNET DR, FEE 50%4H0
Fild BDIZHEL mMAb D 50%BMEE (ECso) [CTOVWTHARSHK L LB L -FHEERLEIE (fold change)
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TSARS-COV-2 RINA UV EBRA VNV BEL2ERWERDEFEHBEANA V2N EDOT 2/ BEHR (L452Q #Kk<) #*
HIBTHEBEIAIILABRFERE L=, ThDIZE, 7ILT 78 (+L455F, E484K. F490S. Q493R RV X (%
S494P) HIZTILA ¥ (+K417N) (ChoDZRFEATEHEPRESAEL., HAVEIRESATEEHTELARLT
HHEMEENDRBD 72/ BMERZET HLD) EEND,

FSARS-COV-2 RANA VY EBRA VN BLEKEHKET 5K8MD SARS-CoV-2 I/ LRERE Lz, ChIZX, LI 7
¥ (+E484K X[E S494P) (I bDHRMATHIIOREESINEGL, HAHAWIRESN TEEBHOTELARILTH SENM
IEEDRBD 72X/ BEREETDHLD) NEFEND,

SZEILRL : BRZEDIRTA 5 ERE

*ECsofE=1.13~1.83nM (171~277 ng/mL)

ND : &EIFE. RBD : SBKRFEE KA

AR VLP X[EAYD SARS-CoV-2 7/ LADHFMIZHT HBEZMT— 2 HERKE/RE ED K 5124
B3 oML LMNTEL,

PROVENT EZ TIX. SARS-CoV-2 B&EAVHE U 1= 33 f5ldt 21 ] (tixagevimab & cilgavimab fffF & 6
BIERVOTSEREASH) [CODVTZERDOXY LAF FEIERET—4 (illness visit sequencing
data) ZAFTEHIENTE Rz, U HINBIINIEEMIITEIAREEERICERELTE Y.
ZFORARETILI 7k (BAAT R 86 (TS5AREDBH) . XN—42tk (B.1.351 R#ft) 14l
(tixagevimab & cilgavimab #FRE® 1461) . TIL2% (B.1.617.2 %) 34l (TS5 HRED 3
B) . BRUA T k% (B.1.429 &%) 24l (tixagevimab & cilgavimab $FRE® 24]) TH-
f=o BID 7 FlIE B.1.375 R#FIZEEST B (tixagevimab & cilgavimab FFFHE®D 145 A, HDLIE
D614G B U P681H XX Q677TP Mo 2 —HDANA V2 VN BF7 I/ BEMREET 5 A 1R
[CE&3 L TL = (tixagevimab & cilgavimab RE D 34l. TS RED 3H) ., ZDH.
tixagevimab & cilgavimab R T, EHEE (3%~24%) THRESINFX/\1 U2 2/37ERBD
D73/ BE#HE LTVS503F LBRHLNT=,

STORM CHASER 88 TlX., SARS-CoV-2 BZEM4E L= 19 %I 19 45| (tixagevimab & cilgavimab
BrRB126F 12ROV TS ERETHR 7H) ITOVWTREHOXY LA F FERIIRET—4

(illness visit sequencing data) # AF§T 5 EMTE -, MILBEEFHEE 25% LU ELICHEWNT, Ch
51961 12 FIABEEINSIEEMRIITTIEIREEERICERELTEY ., TORRETILI 7K

(B.1.1.7 %#%) 94l (tixagevimab & cilgavimab fFED 561, TS5 RED4H) &. 41Ty
¥ (B.1.427 /1 B.1.429 %##) 34l (tixagevimab & cilgavimab $tRE® 246l. TS5 ARED 161) T
Hot=. A®D7HILB.1.1.519 RIS T B (tixagevimab & cilgavimab FtFRE®D 1 6) H. HD
LME D614G BT D138H, Q675H, Q677H XIEX VAM176F Mo G 2—FDR/INA O3 NG ET I/
MEH#EZAT S A 1 RHICEFE L TV (tixagevimab & cilgavimab AE®D 4 5l, TS5 wRED 2
f5l) . Z0Ofth. tixagevimab & cilgavimab R TIX., XILERFHEE 3% U LETHRE IR /A
2% N7 ERBD DiEH# & LT S325P, Del342, C361W, Deld28, F429V, RU F515C £3B6H 5
nit=.

EEHI Y —ARA 5 O RITE Y REESNF-ZEEKU VI tixagevimab B U cilgavimab D% 5 % 5 (11=
BIZBE T 5ZEEMOPFEICH T HREZHIZONTIE, REFEFTH S,

Tixagevimab & cilgavimab (2% 3 AT ZE EZ#% (X SARS-CoV-2 M RBD ##Z# & 3 5D E/ 0O
—FILRARIZH L CHEREMME LT BRI SAREELNH S, L L. SARS-CoV-2 D RBD #4EZ/& T
SMDE/ IV O—FILRED IRy —TEEK/REDPNT BRICEE SN i= SARS-CoV-2 R/34( U &
DINDBEDT I/ BER (K4M1T7E/N, D420N. K417E/N, D420N, K444Q. V445A. Y453F,
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L455F, N460K/S/T. E484D/K/Q. F486V. F490S. Q493K/R R S494P) MENENEET 54
I VLP |23t L T, tixagevimab & cilgavimab I & 2 0 #EHE X #EF ST,

13 JEEREREMEHER
131 HARYE. ZERYE. ZHREES

Tixagevimab & U cilgavimab OAARERER. BEsHHR. RUEBRESHRRIEIERSINT
LV LY,

13.2 EMIICHEITH5EMRVEERER

W=V A FILZEAN-EMHER T, tixagevimab R U cilgavimab ZfARNKRE L THLESERIEED
BNIEMNDT=,

BRARURED £ HE#E % AL - tixagevimab & U cilgavimab O#A#ER ZE REHRERIZH VT, B
RMICBES SN EHBADHBEIERE DO NEL o T,

FATHFILRUVA=I A4 F)LD SARS-CoV-2 BFEETILEALVT tixagevimab B U cilgavimab % §F
fli L7=, &3 3 HAIC tixagevimab & cilgavimab = FHMIIZIRE LTz (PATHYILN=4, h=H A
HILN=3) £Z 3, ESERUVTRED SARS-CoV-2 BREMNAEIKEFEMIZEHEI ST, 4 mgkg D
tixagevimab & cilgavimab M FRARIIREIZE Y. TNTOHILZEL., BEFHREZ 2B EHICEHERLE
BRBERTIEDIAINARY TS/ LAyt P v—RNA (sgmRNA) TS5 ERELLELTT
logio DDA BN, [KEZMKFRAFBICEUTE 5~610og10 D sgmRNA DiFD R IL KD
A LA AIDIETHERD 5z,

Tixagevimab & U cilgavimab ZFEEMITHZ VA HFILIEITHZREL-EZ A, TS5 RELLE
L T. SARS-CoV-2 7 A JLRREZEIZH S MDIBENER S =,
NODFMEMNERIZEHTIEESINESMIFATH S,

14  EREESBRALIE

A EUA ZZEfF 15 T—42 (%, 5 I 85182 PROVENT (NCT04625725) &K% U STORM
CHASER (NCT04625972) SERDEMEERICE DTS, i 2HERTIEEHIC, EFEN
SARR-CoV-2 7 A JLRABEERE (COVID-19) MFFFHEHBIT EVUSHELD (tixagevimab 150 mg R Ut
cilgavimab 150 mg) ##&E5L-ELEZDREMRUVEMMEEML TLV S,

PROVENT SHERDEZET— 5

PROVENT &HERIE. 18 LLEDRHAIZE T EH A ILRABREERID COVID-19 DFFZEEMSE LT
EVUSHELD &5 L TL\2ETHOE I BEME AL (21) ZEERT 5 ARG REBRHRTH
%, HEREILE. FRO0BMULTHS. BANIIRELI-EOHE (BB, 5 ~mELTL., 1214
EMmRE, BUHEBRER. BEFRE. REETRE. XEEEAEOVWTIADT I F U EHERIC
EER LLIEELGAESTERORBEHY) 2HI 5. RFEFRKREE L [THEDT- SARS-
CoV-2 DA LRIZRERET DV RAIMNBELD I BT MTEEE L TLM =, BRICCOVID-19T79 F v
DEBEZTEEEIREA SR LTz, HEEICH L TIE, EVUSHELD XIET 5RO HEEIRS %
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T2tz BH. BERREICKYETEZE SNz SARS-CoV-2 BREFEDREREZE T HIHAXIEIRY
1) —= 2T B0 SARS-CoV-2 IAREBMETH > - ANIEKRAEBDOHEANT RN 5 ERHN L 1=,
COVID-19 DU F UL ERNTEEREEICHA >4 b E, BEICKYBREOERZHERKRL. HRICE
DNWTIIFUEBERHICDODWTREL-S5ATCOVID-19 79 F UDEREEZITTEINNI EEL
f=o

NR—RAT4 oOANO#HFHFEE BHEBRESESS) (XEVUSHELD & 75 wARERTHEMNENTL
f=o FREDPRIEILS7 % (HEREBED 43% M 60 mLLL) . THEBRBEDEIEIL 46%T. BAN 73%
5O, TOTA3%, EASTIVARTAVAAAT%, ROERNZY IR/ FT2F15%T

HoT=o WERES17HIDIB, 78%IFIR—RXT A VEFIZHEEEZET 5H. XIEZCOVID-19D

EELEVRINBEWNWR—SA4 UEEEE LT, BEEMICIE, BFE (42%) . ¥ERRE

(14%) . DIMEKEE B8%) . & BIEFEEZEL) (T%) . EHFAEMMEER (6%) . BHEEE

m (5%) . BHFEERE (6%) . RENFEOCFER 3%) RURERMIHISNSEE (1%KiH)

Th-ot=,

FEFHHIEE & LT, SARS-CoV-2 RT-PCR BREBGEDERMED COVID-19 AVEERERE LI, 183
BEFCTOHMICHELI-IHZEIC COVID-19 HEF & Lz, TEBITEINR—X S 4 VD SARS-
CoV-2 74 JLAMD RT-PCRIEENEETH > =1HERE 5,172 HZ xR E L=, TORRIF
EVUSHELD £ 3,441 65|, 75 t/R&E1,731HITH o=, ERMBRRIET I FUEELY L ATICHIR
LA R FOHFEITRERE L=, EVUSHELD D% 5I12& Y. SARS-CoV-2 RT-PCR G4 D fEl%
EREE (COVID-19) 2RETAHVRAINTSERBELE L THAFHIZAEEIZTI%ET L=

(p<0.001) (T7) . GH. BHFFRICEITHIARERSZOEBHIAR P RIEL 83 A (FH 3~
166 H) TH 1=,

EVUSHELD #2611 75t RB & LR LM ZEMICARLIETIE. SARS-CoV-2 RT-PCR 1E&E
B DIEIRYE COVID-19 X (FEFERFETDRTEICLFEBDH b (EVUSHELD F# 3,441 ild 12 451,
ToERE1731 6l 1946 . YRV BEDEL69% (95%Cl : 36~85%) TH o1

(p=0.002) . BERERXILT Y F U EEOHEZR 1LY SARS-CoV-2 RT-PCR RE B D fE %
£ COVID-19 M FIRE(ZH EVUSHELD B THREFMICAELETARO o (EVUSHELD #
34416l 1061, TS EARE 1,731 Gk 224) | M) XV HMDEE 77% (95%Cl : 52~89%)
THho1= (p<0.001) ,

F7 HAIZBIT+5EERYE COVID-19 DHFINE (PROVENT RER)

. o 0 BRI RV BOE, %
N ARy I‘%ﬁﬁ“&( A)) (95%Cl)
EVUSHELDT 3,441 8 (0.2%)
R 77 % (46~90)
TS5tk 1,731 17 (1.0%)

N: fEITOXR E L-HKERERK. Cl: EEXME
*OOFOEBRIET Y F BB ERET S -OOERBEROVTINARNFRATITEUIY & LT,
T EVUSHELD M A= (tixagevimab 150 mg & U cilgavimab 150 mg)

EVUSHELD &5 %% +1-#EEZE L. EEEE (severe/critical) @ COVID-19EH (D74 <

EHimR [FE. X, AFERX(EFEREE, H2E] RISMEBRRE [EAKKRATD Sp02 <90%
RU/RITEEDOFREHE] 2E#8& L. D WHO Clinical Progression Scale Ra 7N 5 LLETH
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% SARS-CoV-2 PC-PRC REGEDIEMEME COVID-19 L ER) [FRHOLNEMFzDIZR LT, T
FEARETIE 14 (01%) BHoht=,

ENMRUVREMDERHERBINEERT S-HEMOT—2hy b4 7&K (T-, RFRTODEH
HAEHAM P REIX EVUSHELD # R UV TS REDOMmMAT6.5 DA TH-1=, SARS-CoV-2 RT-PCR
BREBEDOERYE COVID-19 [ EVUSHELD # T 3,441 f5l5h 11 5 (0.3%) . 7S5 twHREET1,731 4l
F1 3145 (1.8%) [THITWL. fAxt") X 7EADEIL83% (95%Cl : 66~91%) Th-o1- (H1S

) . COKRIZ. BEAPKET) VI TRRSINI-REHEIAMICEEHT 5, EVUSHELD 0%
BE42Z1-1ERETIXEEEE (severelcritical) M COVID-19 BRIFZEHLNEMoF=A, TS
TRESOHEE TIE 5 HEOHLNT-,

= 1 Kaplan-Meier ghfg : fE{&{% COVID-19 D RFEFKIRE" (PROVENT AE)

EVUSHELD % (tixagevimab 150 mg & U cilgavimab 150 mg)
TS5 RE

REERE (%)

BERE (B)
JiE 151 8

EVUSHELD ##
TS tRE

*EEFHEER AN ARBE LGN o (M DBRERIE LGN o) WERET 183 AETHBYIY ET S, 1Y
FRIRATNZERMBIR DI FUOEEEL-BREL. EREBRXEVIFUOEBEOVWT AN ERVRER AT SEY
ET %,

STORM CHASER SREEDEXIET—4

STORM CHASER E8&(&. 18 LEDBAIZEITEH 01 JLRIEEZD COVID-19 O FIE F B %@t &
9% EVUSHELD O#E1THDE I HHEE AL (21) —EERTSAMBERRARTHD, hFE
TIZCOVID- 19DV FUoxHEBLI-IENLGTNEZ, REICKYFHFE IO FT DA IILAREE (EE
M ISEIERN) EHEZHINE-EE~OBZEDOUREEAH =% (8 BLUA) ITHAANT=, #
ERE(Cxt L TIX., EVUSHELD M E[EHKRES Q2 EOHANES ELTHRE) XIETSHRDOERKR
BE#17ot. BH. BREEIZKYHETEZH Shi- SARS-CoV-2 BEEDHERZAT 2B AR
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RO —Z2 D SARS-CoV-2 MFREBHE TH > =-BRAIIARRBOBANTZN SR LT,
COVID-19 DU F UM ERN THEERREIZH =46, BEEICLYHBREOTREZMEKRL. FHRICE
DWTIIFUEBEBIICOWTRELIZSDATCOVID- 199 FUoNEREZTTELNI EEL
T=o

EAE AT SN T EVUSHELD XIE 75t RDE S %3 (+1-#8&%& 1,121 5] (EVUSHELD # 749
BFIRVCTSEREIT2H) D55, 48HIMNR—XS5 4 VD m T SARS-CoV-2 (EHERXT TN
RT-PCR#Z®E) B THo1-,

BN EEMEHTTH S SARS-CoV-2 RT-PCR BREG D IEIEMED COVID-19 HAVARER 5 LK.

183 BEETHOHMICHELE-BREDCDESDOLEIZKDE, EVUSHELD (TT SR E LB L TH

AEMICEELGDRIIEO onigh o=, SEREHE COVID-19 D FEAEHIIE EVUSHELD £ 23 4
(3.1%) RUTStERE17H| (4.6%) TH-oT= (FAxU RV EADE 33%, 95%Cl : —26~

65%) . CDBRITEATHREHEMAETHEODRIEF 498 (8FH : 5~115H) ThHho1=,

RERERTIX. BAEAZM T 30 BURIZE T S EEEE COVID-19 OFB5 T EVUSHELD DR T o
v EIRENT, BERFHCTOERABRGRENSZEIChot ( TEEZREAFA [1E] &

) . LML, 29 HELRBIIERME COVID-19 DEFIEIEN TS5 tRETLIYBLHoTILV - (B
BB RIEN 6.5 HADKATOEMNMEDERHEERBTOT -2 THHIR2ZSH) ,
EVUSHELD [&. SARS-CoV-2 [T L1=FIZERICIRE SN 1=F TO COVID-19 DIRFZ|ERFIHICIEE
RZEFaI SN TLVELY,

X 2 Kaplan-Meier B : fEf%{%E COVID-19 D RFEHEZE" (STORM CHASER FRER)

EVUSHELD # (tixagevimab 150 mg & U\ cilgavimab 150 mg)
TS5 RE#

BEERE (%)

IS BfE (H)

EVUSHELD ##
TS tRE

*ERFBEE AN CHARBE LG, oz (DDBRBREFIELGN o) HEREFIZ183HBTHILUY £T 5,
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16 aXEE. RE. KUKV LOEE
(2E:3

EVUSHELD IZ 1 f8I22& . UTD2ADNA FTIHNA-TWNS (£8) .

e Tixagevimab JI5HRDEEFEA/NA 7L 1 K, Tixagevimab 5K IEHESIZEE AL, HH
NoHTMNIRER, BEHNORERDERDAKRTH D,

e Cilgavimab ;¥5H&DEEFER/N1 7JL 1 &, Cilgavimab 5 RIFFERES T L. BHEH
SHTMNIFER, BENMSKREBROEREDBRTH D,

%8 EVUSHELD ® 1 HENOHE

RNEY
Tixagevimab MO/\1 7JL 1 XK Cilgavimab ®/X1 7 )L 1K
] 150 mg/1.5 mL (100 mg/mL) 150 mg/1.5 mL (100 mg/mL)
(MFE2/, €1 T7ILAY) (=97 L—Dx+vv ) (BEOXxv v )
NDC 0310-7442-02 NDC 0310-8895-01 NDC 0310-1061-01

RERUVEHFEVDLEDEE

KREAFHDNA TILITHARMBFDOFEICANTIRETENL L, 2°C~8°C (36°F~46°F) TABMRET %,
READZERIIEET 5,

BRESELRWNIE, £ BHLAENWIE,
17 HBEIOUE)VTIER

HLEMIE EVUSHELD MR EIZERILL, DAZTIERERELE LT, BF. REBFBRUMNESEIIC
&, REEXEFINEERTI7Z7I Fo— ] ORABIZHESTHAZITL. COTF7I7 F2— D
BELZEERV/ XENEEBCRELETNEGE ST,

5

FHHBEBHE B0, EVUSHELD DEMFEABEL 72 5 AEMAH B, RBELEMBS
OREIFERETRATHSHC LA BEICHNLEE L ( [HE - FE [21F] R [HEE
H) [12.3 8] B/ .

DMERER

EVUSHELD D5 %2 (T-HBBRETE TS tRDREZ2T-HBREICEELT, DOEROEE
BEETEZR (WHBERUVDAE) OREENENM - LEZEFIZMSESE, DINERERE
TET ABIERITERNFEE L-LELEEBICRETEHESBELTHE L ( (BERUFEALD
2B [6.4 ] BH)

EBIMERICOVWTIH, TRV ITYA MITIVERTEHN, XETEROBEESICEFEINL,
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BHDI779 b —rERET HHEE. FTREOQRI—FZXFrrEhfly,

2794k EHEES

http://www.evusheld.com 1-800-236-9933

18  HERTTIRHR
BR5EJT : AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850

&It : Samsung Biologics, 300 Songdo bio-daero, Yeonsu-gu, Incheon 21987,
Republic of Korea

©AstraZeneca 2022. All rights reserved.
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

EVUSHELD 150 mg + 150 mg solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each carton contains two vials:

Each vial of tixagevimab contains 150 mg of tixagevimab in 1.5 mL (100 mg/mL).
Each vial of cilgavimab contains 150 mg of cilgavimab in 1.5 mL (100 mg/mL).

Tixagevimab and cilgavimab are produced in Chinese hamster ovary (CHO) cells by recombinant
DNA technology.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection (injection)

Clear to opalescent, colourless to slightly yellow, pH 6.0 solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

EVUSHELD is indicated for the pre-exposure prophylaxis of COVID-19 in adults and adolescents
aged 12 years and older weighing at least 40 kg (see sections 4.2, 5.1 and 5.2).

4.2 Posology and method of administration

Administration should be under conditions where management of severe hypersensitivity reactions,
such as anaphylaxis, is possible. Individuals should be observed after administration according to local
medical practice.

Posology

The recommended dose in adults and adolescents aged 12 years and older weighing at least 40 kg is
150 mg of tixagevimab and 150 mg of cilgavimab, administered as two separate sequential
intramuscular injections.

There are no safety and efficacy data available on repeat dosing.

Elderly
No dose adjustment is required (see section 5.2).

Renal impairment
No dose adjustment is required (see section 5.2).



Hepatic impairment
No dose adjustment is required (see section 5.2).

Paediatric population

No dose adjustment is required in adolescents aged 12 years and older weighing at least 40 kg (see
section 5.2). The safety and efficacy of EVUSHELD in children under 12 years of age have not yet
been established. No data are available.

Method of administration

For intramuscular injection.

Tixagevimab and cilgavimab must be given as separate sequential intramuscular injections at different
injection sites in two different muscles, preferably in the gluteal muscles.

Each carton contains two vials:

. tixagevimab solution for injection (dark grey cap);

. cilgavimab solution for injection (white cap).

Table 1 Recommended dose

EVUSHELD dose . Number of vials | Volume to withdraw
) ) ) ) Antibody dose )
(tixagevimab + cilgavimab) needed from vial
tixagevimab 150 mg |1 vial (dark grey cap) 1.5 mL
150 mg + 150 mg

cilgavimab 150 mg 1 vial (white cap) 1.5 mL

For handling instructions of the medicinal product before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.
4.4 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 anaphylaxis

Serious hypersensitivity reactions, including anaphylaxis, have been observed with monoclonal
antibodies. If signs and symptoms of a clinically significant hypersensitivity reaction or anaphylaxis
occur, immediately discontinue administration and initiate appropriate medicinal products and/or
supportive therapy.

Cardiovascular and/or thrombo-embolic events

In the PROVENT study, participants in the EVUSHELD arm experienced more serious cardiovascular
adverse events compared to those in the placebo arm (0.7% versus 0.3%), notably coronary events (e.g
myocardial infarction). A smaller imbalance has been observed for thrombo-embolic events (0.8%
versus 0.6%), notably pulmonary embolism. The majority of subjects had cardiovascular risk factors
and/or history of cardiovascular disease that could explain the occurrence of such events. A causal
relationship between EVUSHELD and these events has not been established.

3




The risks and benefits should be considered prior to initiating EVUSHELD in individuals at high risk
for cardiovascular or thrombo-embolic events. Patients should be advised of signs or symptoms
suggestive of cardiovascular event (notably chest pain, dyspnoea, malaise, feeling lightheaded or faint)
and to seek immediate medical attention if such symptoms occur.

Clinically significant bleeding disorders

As with any other intramuscular injections, EVUSHELD should be given with caution to patients with
thrombocytopenia or any coagulation disorder.

Antiviral resistance

The clinical trials with EVUSHELD were conducted when Alpha, Beta, Gamma and Delta variants
were predominant. Efficacy of tixagevimab and cilgavimab against some circulating SARS-CoV-2
variants with decreased in-vitro susceptibility is uncertain (see section 5.1).

Based on clinical data from PROVENT, the duration of protection following administration of a single
EVUSHELD dose (150 mg of tixagevimab and 150 mg of cilgavimab) is estimated to be at least

6 months. Due to the observed decrease in in-vifro neutralisation activity against the Omicron
subvariants BA.1 and BA.1.1 (BA.1+R346K), the duration of protection of EVUSHELD for these
subvariants is currently not known.

COVID-19 vaccines

Pre-exposure prophylaxis with EVUSHELD is not a substitute for vaccination in individuals for whom
COVID-19 vaccination is recommended.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic interactions

No human interaction studies have been performed.

EVUSHELD is not expected to undergo metabolism by hepatic enzymes or renal elimination.
Tixagevimab and cilgavimab are not renally excreted or metabolised by cytochrome P450 (CYP)
enzymes; therefore, interactions with medicinal products that are renally excreted or that are
substrates, inducers, or inhibitors of CYP enzymes are unlikely.

Based on pharmacokinetic (PK) modelling, COVID-19 vaccination following EVUSHELD
administration had no clinically relevant impact on the clearance of EVUSHELD.

Based on PK modelling, immunocompromised condition had no clinically relevant impact on the
clearance of EVUSHELD.

Pharmacodynamic interactions

No human interaction studies have been performed.

4.6  Fertility, pregnancy and lactation

Pregnancy

There are no or limited data from the use of tixagevimab and cilgavimab in pregnant women.
Non-clinical reproductive toxicity studies have not been performed with tixagevimab and cilgavimab

(see section 5.3). In tissue cross reactivity studies with tixagevimab and cilgavimab using human
4



foetal tissues no binding of clinical concern was detected. Human immunoglobulin G1 (IgG1)
antibodies are known to cross the placenta therefore tixagevimab and cilgavimab have the potential to
be transferred from the mother to the developing foetus. The potential treatment benefit or risk of
placental transfer of tixagevimab and cilgavimab to the developing foetus is not known.

EVUSHELD should be used during pregnancy only if the potential benefit to the mother justifies the
potential risk to the foetus.

Breast-feeding

It is not known whether tixagevimab and cilgavimab are excreted in human milk but maternal IgG is
known to be transferred to milk during the first days after birth.

As tixagevimab and cilgavimab directly target the spike protein of SARS-CoV-2, and in view of low

systemic absorption after oral ingestion of antibodies, administration of EVUSHELD whilst breast-
feeding can be considered when clinically indicated.

Fertility

There are no data on the effects of tixagevimab and cilgavimab on human fertility. Effects on male and
female fertility have not been evaluated in animal studies.

4.7 Effects on ability to drive and use machines
EVUSHELD has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The most common adverse reactions were injection site reactions (1.3%) and hypersensitivity (1.0%).

Tabulated list of adverse reactions

A total of 4 210 adult participants have received 150 mg tixagevimab and 150 mg cilgavimab, via
intramuscular injection, in Phase III prophylaxis studies.

The adverse reactions in Table 2 are listed by MedDRA system organ class and frequency.
Frequencies are defined as follows: 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) and not known (cannot
be estimated from available data).

Table 2 Tabulated list of adverse reactions

MedDRA system organ class Adverse reaction Frequency
Immune system disorders Hypersensitivity” Common
General disorders and administration . .y

. .. Injection related reaction Uncommon
site conditions
Injury, poisoning and procedural S D

_ Injection site reaction Common
complications
a Including the preferred terms Rash and Urticaria.

Description of events reported under the preferred term Injection related reaction include headache, chills
and redness, discomfort or soreness near where the injection was given.

¢ Including the preferred terms Injection site pain, Injection site erythema, Injection site pruritus, Injection
site reaction and Injection site induration.



Paediatric population
No data are available for paediatric patients < 18 years old (see section 4.2 and 5.2).

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.

4.9 Overdose

There is no specific treatment for overdose with tixagevimab and cilgavimab. Treatment of overdose
should consist of general supportive measures including monitoring of vital signs and observation of
the clinical status of the patient.

In clinical trials, intramuscular doses of up to 150 mg each of tixagevimab and cilgavimab and
intravenous doses of up to 1 500 mg each of tixagevimab and cilgavimab have been administered
without dose-limiting toxicity.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immune sera and immunoglobulins, antiviral monoclonal antibodies,
ATC code: J06BD03

Mechanism of action

Tixagevimab and cilgavimab are two recombinant human IgG 1k monoclonal antibodies, with amino
acid substitutions in the Fc regions, to extend antibody half-life and to reduce antibody effector
function and potential risk of antibody-dependent enhancement of disease (see section 5.3).
Tixagevimab and cilgavimab can simultaneously bind to non-overlapping regions of the spike protein
receptor binding domain (RBD) of SARS-CoV-2. Tixagevimab, cilgavimab and their combination
bind to spike with equilibrium dissociation constants of Kp=2.76 pM, 13.0 pM and 13.7 pM,
respectively, blocking its interaction with the human ACE2 receptor, resulting in a blockade of virus
entry. Tixagevimab, cilgavimab and their combination blocked RBD binding to the human ACE2
receptor with 1Csy values of 0.32 nM (48 ng/mL), 0.53 nM (80 ng/mL) and 0.43 nM (65 ng/mL),
respectively.

Antiviral activity

In a SARS-CoV-2 virus neutralisation assay on Vero E6 cells, tixagevimab, cilgavimab and their
combination neutralised SARS-CoV-2 (USA-WA1/2020 isolate) with ECso values of 60.7 pM

(9 ng/mL), 211.5 pM (32 ng/mL) and 65.9 pM (10 ng/mL), respectively. These in-vitro values
correlate with in-vivo clinically effective serum concentrations of 2.2 ng/mL of EVUSHELD.

Antiviral resistance

SARS-CoV-2 or recombinant vesicular stomatitis virus encoding SARS-CoV-2 spike protein
(pseudovirus) were serially passaged in cell cultures in the presence of tixagevimab or cilgavimab
individually, or tixagevimab and cilgavimab in combination. Escape variants were identified following
passage with cilgavimab, but not with tixagevimab or tixagevimab and cilgavimab in combination.



In neutralisation assays using recombinant SARS-CoV-2 pseudoviruses harbouring individual spike
substitutions identified in circulating SARS-CoV-2, variants with reduced susceptibility to
tixagevimab alone included those with F486S (> 600-fold) and F486V (121- to 149-fold) and variants
with reduced susceptibility to cilgavimab alone included those with R3461 (> 200-fold), K444E

(> 200-fold), K444Q (> 200-fold) and K444R (> 200-fold).

Tixagevimab and cilgavimab in combination retained full to nearly full neutralisation activity against
pseudovirus and/or live virus SARS-CoV-2 variant strains harbouring all spike substitutions identified
in Alpha (B.1.1.7), Beta (B.1.351), Gamma (P.1) Delta (B.1.617.2) and Delta [+K417N] (AY.1/AY.2),
and Omicron (BA.2) variants of concern. Pseudotyped VLPs expressing spike protein and authentic
SARS-CoV-2 Omicron BA.1 variant (B.1.1.529) and Omicron BA.1.1 (B.1.1.529 [+R346K]) showed
reduced susceptibility to tixagevimab and cilgavimab in combination (Table 3).

Data collection is ongoing to better understand how small reductions in activity seen in authentic

SARS-CoV-2 or pseudotyped VLP assays may correlate with clinical outcomes.

Table 3 Pseudovirus and authentic SARS-CoV-2 neutralisation data for SARS-CoV-2
variant substitutions with tixagevimab and cilgavimab together
Pango Lineage Fold Reduction in
with Spike Characteristic RBD et a ICso (ng/mL)
. L. Susceptibility
Protein Substitutions Tested
Substitutions Pseudovirus * | Live Virus ¢ | Pseudovirus? | Live Virus ¢
Variants of Concern
B.1.1.7 (Alph:
(Alpha, N501Y 13-42 05-14 27-90 4-395
UK)
B.1.351 (Bet:
(Beta, K417N:E484K:N501Y | 2.5-55 0.9-38 5.6-11.4 6.5 - 256
South Africa)
P.1
(Gamma, K417T:E484KN501Y | 0.8-1.7 0.4-2.0 18-27 32-8
Brazil)
B.1.617.2 (Delt
617.2 (Delta, L452R:T478K 1-12 0.6-1.0 19-22 3-75
India)
AY.1/AY .2 (Delta
K417N:L452R:T478K 1.0 ND 1.9 ND
[+K417N], India)
G339D:S371L:S373P:
B.1.1.529 S375F:K417N:N440K:
Omicron, BA.1 G446S:S477TN:T478K: 132 - 183 12-30 51-277 147 - 278
(Botswana) E484A:Q493R:G496S:
Q489R:N501Y:Y505H
G339D:R346K:S371L:
S373P: S375F:K417N:
Omicron BA.1.1
. N440K:G446S:S477N:
(1\/'Iu.1t1ple Country T478K:E484A:Q493R: 424 176 466 1147
origin) G496S:Q489R:N501Y:
Y505H
G339D:S371F:S373P:
S375F:T376A:D405N:
Omicron BA.2 R408S:K417N:N440K:
(Multiple Country | S477N: T478K:E484A: 3.2 5.4 9.8 35
Origin) Q493R:Q498R:N501Y:
Y505H:H655Y:N679K:
P68 1H:N764K




Pango Lineage Fold Reduction in
with Spike Characteristic RBD Suscentibility * ICs0 (ng/mL)
Protein Substitutions Tested P y
Substitutions Pseudovirus” | Live Virus ¢ | Pseudovirus® | Live Virus ¢
Variants of Interest
B.1.525 (Et
25 (Eta, E484K 1.8-3.0 ND 5-95 ND

Multiple country)
B.1.526 (Iot:

-526 (fota, E484K 0.7-34 03-18 1.8-45 1.0-7.0
United States)
B.1.617.1 (K

6171 (Kappa, L452R:E484Q 0.9-3.4 05-13 25-5.1 20-5.0
India)

.37 (Lambd

€.37 (Lambda, L452Q:F490S 0.7 ND 1.1 ND
Peru)
B.1.621 .(Mu, R346K:E484K:N501Y 7.5 ND 13.5 ND
Colombia)
Variant Alerts for Further Monitoring
B.1.427/B.1.429
(Epsilon, United L452R 0.8-29 1.3-35 1.2-44 5.0-14.0
States)
R.1 (Multiple E484K 3.5 ND 4.6 ND
country)
B.l.l..519 T478K 1.0 ND 2.3 ND
(Multiple country)
€.36.3 (Multiple R346S:L452R 23 ND 3.9 ND
country)
B.1.214.2
(Multiple country) Q414K:N450K 0.8 ND 1.6 ND
B.1.6¥9.1 N440K:E484K 3.3 ND 7.6 ND
(Multiple country)
Variants De-Escalated from Further Monitoring
P.2 (Zeta, Brazil) E484K 2.9 ND 10.4 ND
B.1.616 (France) V483A 04-05 ND 1.1-1.2 ND
A.23.1 (UK) V367F 0.4 ND 0.5 ND
A.27 (Multiple L452R:N501Y 0.8 ND 1.8 ND
country)
AV.1 (Multiple N439K:E484K 5.9 ND 13.0 ND
country)

a Range of reduced in-vitro potency across multiple sets of co-occurring substitutions and/or testing labs

using research-grade assays; mean fold change in half maximal inhibitory concentration (ICso) of

monoclonal antibody required for a 50% reduction in infection compared to wild type reference strain.

Pseudoviruses expressing the entire SARS-CoV-2 spike variant protein and individual characteristic spike

substitutions except L452Q were tested including Alpha (+L455F, E484K, F490S, Q493R, and/or S494P),
and Delta (+K417N) harbouring additional indicated RBD substitutions that are no longer detected or
detected at extremely low levels within these lineages.

¢ Authentic SARS-CoV-2 expressing the entire variant spike protein were tested including Alpha (+E484K
or S494P) harbouring additional indicated RBD substitutions that are no longer detected or detected at

extremely low levels within these lineages.

ND, not determined; RBD, receptor binding domain.




It is not known how pseudovirus or authentic SARS-CoV-2 neutralisation susceptibility data correlate
with clinical outcome.

In PROVENT, sequencing data collected at illness visits was available for 21 participants with
COVID-19 infection (6 who received tixagevimab and cilgavimab and 15 placebo). At an allele
fraction > 25%, 14 participants were infected with variants of concern or variants of interest, including
8 participants with Alpha (B.1.1.7) (8 placebo), 1 participant with Beta (B.1.351) (1 who received
tixagevimab and cilgavimab), 3 participants with Delta (B.1.617.2) (3 placebo), and 2 participants
with Epsilon (B.1.429) (2 who received tixagevimab and cilgavimab). Additional spike protein RBD
substitutions detected at an allele fraction > 3% included V503F in the tixagevimab and cilgavimab

group.

It is possible that resistance-associated variants to tixagevimab and cilgavimab together could have
cross-resistance to other monoclonal antibodies targeting the RBD of SARS-CoV-2. Tixagevimab and
cilgavimab together retained activity against pseudoviruses harbouring individual SARS-CoV-2 spike
substitutions (E484D/K/Q, F490S, Q493R, S494P, K417E/N, D420N, K444Q, V445A, Y453F,
L455F, N460K/S/T, F486V, and Q493K) identified in neutralisation escape variants of other
monoclonal antibodies targeting the RBD of SARS-CoV-2 spike protein.

Pharmacodynamic effects

In PROVENT, following an intramuscular dose of 150 mg tixagevimab and 150 mg cilgavimab ,
neutralising antibody GMT at 7 (n= 891), 28 (n=954) and 57 (n= 43) days post-dose were similar to
those observed in the Phase I healthy volunteer study and were 16-, 22-, and 17-fold higher,
respectively, than the GMT measured in convalescent plasma from COVID-19 patients (GMT= 30.8).

Immunogenicity

In PROVENT through Day 183, treatment-emergent anti-tixagevimab, anti-cilgavimab and anti-
EVUSHELD antibodies were detected in 0.8% (6/716), 1.1% (7/644) and 1.3% (10/743) ADA-
evaluable participants who received EVUSHELD. No evidence of an association of ADA with any
impact on efficacy or safety has been observed.

Clinical efficacy

PROVENT

PROVENT is an ongoing Phase 111, randomised (2:1), double-blind, placebo-controlled clinical trial
studying EVUSHELD for the pre-exposure prophylaxis of COVID-19 in adults > 18 years of age.
Enrolled participants were individuals considered to be at increased risk for inadequate response to
active immunisation (due to age > 60 years, co-morbidity, pre-existing chronic illness,
immunocompromised, or intolerant of vaccination) or at increased risk of SARS-CoV-2 infection (due
to their location or circumstances at time of enrolment, for example health care workers including staff
for long-term care facilities, working in high risk industrial settings or living with high density
proximity, including students in dormitories and military barracks). Participants received either

150 mg of tixagevimab and 150 mg of cilgavimab or placebo, administered as two separate
intramuscular injections. The study excluded participants with a history of laboratory-confirmed
SARS-CoV-2 infection or SARS-CoV-2 antibody positivity at screening.

The baseline demographics were well balanced across the EVUSHELD and placebo arms. The median
age was 57 years (with 24% of participants aged 65 years or older and 4% of participants aged

75 years or older), 46% of participants were female, 73% were White, 3% were Asian, 17% were
Black/African American, and 15% were Hispanic/Latino. Of the 5 197 participants, 78% had baseline
co-morbidities or characteristics associated with an increased risk for severe COVID-19, including
obesity (42%), diabetes (14%), cardiovascular disease (8%), cancer, including a history of cancer



(7%), chronic obstructive pulmonary disease (5%), chronic kidney disease (5%), chronic liver disease
(5%), immunosuppressive medications (3%) and immunosuppressive disease (< 1%).

The primary analysis included 5 172 participants who were SARS-CoV-2 RT-PCR-negative at
baseline, of which 3 441 received EVUSHELD and 1 731 received placebo. EVUSHELD significantly
(p-value < 0.001) reduced the risk of SARS-CoV-2 RT-PCR-positive symptomatic illness
(COVID-19) when compared to placebo (Table 4). The median follow-up time post-administration
was 83 days.

Table 4 Incidence of COVID-19
N Number of Relative Risk Reduction,
events®, n (%) % (95% CI)
EVUSHELD" 3441 8 (0.2%)
77% (46 - 90)
Placebo 1731 17 (1.0%)

CI = Confidence Interval, N = number of participants in analysis.
a Primary endpoint, a participant was defined as a COVID-19 case if their first case of SARS-CoV-2 RT-PCR-positive
symptomatic illness occurred after administration and prior to Day 183.

b 150 mg tixagevimab and 150 mg cilgavimab.

Efficacy was consistent across pre-defined sub-groups including age, gender, ethnicity and baseline
co-morbidities or characteristics associated with an increased risk for severe COVID-19.

Among participants who received EVUSHELD there were no severe/critical COVID-19 events
(defined as SARS-CoV-2 RT-PCR-positive symptomatic illness characterised by a minimum of either
pneumonia [fever, cough, tachypnoea or dyspnoea, and lung infiltrates] or hypoxemia [SpO2 < 90% in
room air and/or severe respiratory distress] and a WHO Clinical Progression Scale score of 5 or
higher) compared to one event (0.1%) among participants who received placebo.

An additional data cut-off was conducted to provide post-hoc updated safety and efficacy analyses; the
median follow-up was 6.5 months for participants in both the EVUSHELD and placebo arms. The
relative risk reduction of SARS-CoV-2 RT-PCR-positive symptomatic illness was 83% (95% CI

66 - 91), with 11/3 441 (0.3%) events in the EVUSHELD arm and 31/1 731 (1.8%) events in the
placebo arm, see Figure 1). Among participants who received EVUSHELD there were no
severe/critical COVID-19 events compared to five events among participants who received placebo.

In exploratory analyses of all participants who received EVUSHELD or placebo, including 25
participants who were subsequently found to have been SARS-CoV-2 RT-PCR-positive at baseline,
the relative risk reduction of SARS-CoV-2 RT-PCR-positive symptomatic illness was 78% (95% CI
59 - 88), with 14/3 460 (0.4%) events in the EVUSHELD arm and 31/1 737 (1.8%) events in the
placebo arm at a median follow-up of 6.5 months.
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Figure 1 Kaplan Meier: Cumulative Incidence of Symptomatic COVID-19

150 mg tixagevimab + 150 mg cilgavimab
Placebo

Cumulative incidence (%)

Number of participants at risk Time (days)

EVUSHELD
Placebo

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
EVUSHELD in one or more subsets of the paediatric population in the prophylaxis of COVID-19 (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetics of tixagevimab and cilgavimab are comparable, linear and dose-proportional
between 150 mg tixagevimab and 150 mg cilgavimab and 1 500 mg of tixagevimab and 1 500 mg of
cilgavimab following a single intravenous administration.

Absorption

After an intramuscular dose of 150 mg tixagevimab and 150 mg cilgavimab in healthy volunteers, the
mean (% CV) maximum concentration (Cmax) was 16.5 (35.6%) and 15.3 (38.5%) pg/mL for
tixagevimab and cilgavimab, respectively, which was reached at a median Tmax of 14 days. The
estimated absolute bioavailability after a single 150 mg intramuscular dose was 68.5% for tixagevimab
and 65.8% for cilgavimab.

Based on pharmacokinetic/pharmacodynamic modelling, the time to achieve the minimum protective
serum concentration (2.2 pg/mL) is estimated to be 6 hours following intramuscular administration of
150 mg tixagevimab and 150 mg cilgavimab into the gluteal region.

Distribution

Based on PK modelling, the central volume of distribution was 2.72 L for tixagevimab and 2.48 L for
cilgavimab. The peripheral volume of distribution was 2.64 L for tixagevimab and 2.57 L for
cilgavimab.
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Biotransformation

Tixagevimab and cilgavimab are expected to be degraded into small peptides and component amino
acids via catabolic pathways in the same manner as endogenous IgG antibodies.

Elimination
The clearance (CL) was 0.041 L/day for tixagevimab and 0.041 L/day for cilgavimab with
interindividual variability of 21% and 29% respectively. The estimated population median terminal

elimination half-life was 89 days for tixagevimab and 84 days for cilgavimab.

In PROVENT, following a single intramuscular dose of 150 mg tixagevimab and 150 mg cilgavimab,
the median EVUSHELD serum concentration was 8.3 pg/mL (range 1.3 to 19.5 pg/mL) on Day 183.

Special populations

Renal impairment

No specific studies have been conducted to examine the effects of renal impairment on the
pharmacokinetics of tixagevimab and cilgavimab.

Tixagevimab and cilgavimab are not eliminated intact in the urine, thus renal impairment is not
expected to significantly affect the exposure of tixagevimab and cilgavimab. Similarly, dialysis is not
expected to impact the PK of tixagevimab and cilgavimab.

Based on population PK analysis, there is no difference in the clearance of tixagevimab and
cilgavimab in patients with mild (N= 978) or moderate (N= 174) renal impairment compared to
patients with normal renal function. In the population PK model there were insufficient participants
with severe renal impairment (N= 21) to draw conclusions.

Hepatic impairment

No specific studies have been conducted to examine the effects of hepatic impairment on the PK of
tixagevimab and cilgavimab. The impact of hepatic impairment on the PK of tixagevimab and
cilgavimab is expected to be low.

Tixagevimab and cilgavimab are expected to be catabolised by multiple tissues through proteolytic
degradation into amino acids and recycling into other proteins, therefore hepatic impairment is not
expected to affect the exposure of tixagevimab and cilgavimab.

Elderly

Of the 2 560 participants in the pooled PK analysis, 21% (N= 534) were 65 years of age or older and
4.2% (N=107) were 75 years of age or older. There is no clinically meaningful difference in the PK of
tixagevimab and cilgavimab in geriatric subjects (= 65 years) compared to younger individuals.

Paediatric population
The PK of tixagevimab and cilgavimab in individuals < 18 years old has not been evaluated.

Using population PK modelling and simulation, the recommended dosing regimen is expected to result
in comparable serum exposures of tixagevimab and cilgavimab in adolescents aged 12 years or older
who weigh at least 40 kg as observed in adults, since adults with similar body weight have been
included in the clinical trial PROVENT.

High body weight

Based on population PK analysis, a decrease in EVUSHELD serum concentrations was observed with
increased body weight. The average serum concentration in an adult weighing >95 kg following a
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150 mg tixagevimab and 150 mg cilgavimab intramuscular administration was predicted to be
approximately 37% lower than in an adult weighing 65 kg.

Other special populations

Based on a population PK analysis, sex, age, race, ethnicity, cardiovascular disease, diabetes and
immunocompromise had no clinically relevant effect on the PK of tixagevimab and cilgavimab.

5.3 Preclinical safety data

Carcinogenesis, mutagenesis, and reproductive toxicology studies have not been conducted with
tixagevimab and cilgavimab.

Non-clinical data reveal no special hazard for humans based on studies of tissue binding and a single-
dose toxicity study in cynomolgus monkeys including assessment of safety pharmacology and local
tolerance.

Antibody-dependent enhancement (ADE) of infection

The potential of tixagevimab and cilgavimab to mediate antibody-dependent viral entry was assessed
in FeyRII-expressing Raji cells co-incubated with recombinant virus pseudotyped with SARS-CoV-2
spike protein, with antibody concentrations at a range of 6.6 nM (1 pg/mL) to 824 pM (125 ng/mL).

Tixagevimab, cilgavimab and their combination did not mediate entry of pseudovirus into these cells.

The potential for ADE was also evaluated in a non-human primate model of SARS-CoV-2 using
EVUSHELD. Intravascular administration prior to virus inoculation resulted in a dose-dependent
improvement in all measured outcomes (total viral RNA in the lungs or nasal mucosae, infectious
virus levels in the lungs based on TCIDso measurements, and lung injury and pathology based on
histology measurements). No evidence of enhancement of disease was observed at any dose evaluated,
including sub-neutralizing doses down to 0.04 mg/kg.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Histidine

Histidine hydrochloride monohydrate

Sucrose

Polysorbate 80

Water for injections

6.2 Incompatibilities

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

6.3  Shelf life
Unopened vial

18 months
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Opened vial

Chemical and physical in-use stability has been demonstrated for 4 hours at 2°C to 25°C. From a
microbiological point of view, unless the method of opening precludes the risks of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage times
and conditions are the responsibility of the user.

Prepared syringes

The prepared syringes should be administered immediately. If immediate administration is not
possible, in-use storage times and conditions prior to use are the responsibility of the user and would
normally not be longer than 4 hours at 2°C to 25°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C - §°C).

Store in the original package in order to protect from light.

Do not freeze.

Do not shake.

For storage conditions after initial vial puncture and preparation of the syringes, see section 6.3.

6.5 Nature and contents of container

Tixagevimab vial

1.5 mL of solution for injection in a clear glass vial closed by a chlorobutyl elastomeric stopper sealed
with a dark-grey aluminium flip-off top.

Cilgavimab vial

1.5 mL of solution for injection in a clear glass vial closed by a chlorobutyl elastomeric stopper sealed
with a white aluminium flip-off top.

Pack size: Each carton contains 2 vials: 1 vial of tixagevimab and 1 vial of cilgavimab.
6.6  Special precautions for disposal and handling

Handling instructions

This medicinal product should be handled by a healthcare professional using aseptic technique to
ensure the sterility of each dose.

Inspect the vials visually for particulate matter and discolouration. Both tixagevimab and cilgavimab
are clear to opalescent, colourless to slightly yellow solutions. Discard the vials if the solution is

cloudy, discoloured or visible particles are observed. Do not shake the vials.

Each dose of 1.5 mL of tixagevimab and 1.5 mL of cilgavimab is withdrawn into a separate syringe to
be administered intramuscularly in two different muscles, preferably in the gluteal muscles.

For storage conditions after initial vial puncture and preparation of the syringes, see section 6.3.

Any unused solution should be discarded.
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Disposal

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

7. MARKETING AUTHORISATION HOLDER

AstraZeneca AB

SE-151 85 Sodertélje

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1651/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX II

MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND MANUFACTURER(S) RESPONSIBLE
FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) of the biological active substance

Samsung Biologics

300, Songdo bio-daero,
Yeonsu-gu, Incheon 21987,
Republic of Korea

Lonza Biologics

101 International Drive
Portsmouth, NH 03801,
USA

Name and address of the manufacturer responsible for batch release

AstraZeneca AB
Girtunavigen,
Sodertélje, 151 85,
Sweden

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX II1

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

EVUSHELD 150 mg + 150 mg solution for injection
tixagevimab + cilgavimab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of tixagevimab contains 150 mg of tixagevimab in 1.5 mL (100 mg/mL).
Each vial of cilgavimab contains 150 mg of cilgavimab in 1.5 mL (100 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: histidine, histidine hydrochloride monohydrate, sucrose, polysorbate 80, water for
injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial tixagevimab
1 vial cilgavimab

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intramuscular use
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Store in the original package in order to protect from light.
Do not freeze.

Do not shake.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/22/1651/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

EVUSHELD 150 mg injection
tixagevimab

M

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

150 mg/1.5 mL

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

EVUSHELD 150 mg injection
cilgavimab

M

‘ 2. METHOD OF ADMINISTRATION

| 3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

150 mg/1.5 mL

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

EVUSHELD 150 mg + 150 mg solution for injection
tixagevimab + cilgavimab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before the medicine is given because it contains important
information for you.

. Keep this leaflet. You may need to read it again.
. If you have any further questions, ask your doctor, pharmacist or nurse.
. If you get any side effects, talk to your doctor or nurse. This includes any possible side effects

not listed in this leaflet. See section 4.

What is in this leaflet

1. What EVUSHELD is and what it is used for

2. What you need to know before you are given EVUSHELD
3. How EVUSHELD is given

4. Possible side effects

5. How to store EVUSHELD

6. Contents of the pack and other information

1. What EVUSHELD is and what it is used for

EVUSHELD is made up of two active substances: tixagevimab and cilgavimab. These are both
medicines called monoclonal antibodies. These antibodies are proteins that attach to a specific protein
of SARS-CoV-2, the virus that causes COVID-19. By attaching to this protein, they prevent the virus
from entering human cells.

EVUSHELD is used for the pre-exposure prophylaxis (prevention) of COVID-19 infection in adults
and adolescents aged 12 years and older weighing at least 40 kg.

2. What you need to know before you are given EVUSHELD

You must not be given this medicine
. if you are allergic to tixagevimab, cilgavimab or any of the other ingredients of this medicine
(listed in section 6).

Warnings and precautions

Talk to your doctor, pharmacist or nurse before you are given EVUSHELD

. if you have low numbers of blood platelets (which help blood clotting), any blood clotting
problems or are taking a medicine to prevent blood clots (an anticoagulant).

Tell a doctor, pharmacist or nurse or get medical help immediately:
. if you notice any symptoms of a cardiac event, such as:
o chest pain;
o shortness of breath;
o a general feeling of discomfort, illness, or lack of well-being;
o feeling lightheaded or faint.
. if you notice any signs of a serious allergic reaction, such as:
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o difficulty breathing or swallowing;
o swelling of the face, lips, tongue or throat;
o severe itching of the skin, with a red rash or raised bumps.

Children and adolescents
EVUSHELD should not be given to children under 12 years of age or weighing less than 40 kg.

Other medicines and EVUSHELD

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any other
medicines. This is because it is not yet known if this medicine affects other medicines, or if it is
affected by them.

Pregnancy and breastfeeding
Tell your doctor or nurse if you are pregnant, or if you might be pregnant.

. This is because there is not enough information to be sure that this medicine is safe for use in
pregnancy.
. This medicine will only be given if the potential benefits of treatment outweigh the potential

risks to the mother and the unborn child.

Tell your doctor or nurse if you are breast-feeding.

. This is because it is not yet known whether this medicine passes into human breast milk, or
what the effects might be on the baby or milk production.

. Your doctor will help you decide whether to keep breast-feeding or to start treatment with this
medicine.

Driving and using machines
It is unlikely that EVUSHELD will affect your ability to drive or use machines.

3. How EVUSHELD is given

The recommended dose is 300 milligrams (mg), given as two injections:
. 150 mg of tixagevimab
. 150 mg of cilgavimab

EVUSHELD consists of two separate solutions, one containing tixagevimab and one containing
cilgavimab. They will be given to you by your doctor or nurse who will inject each one into a
separate muscle, usually one into the muscle of each buttock. The 2 injections will be given one after
the other.

Your doctor or nurse will decide how long you will be monitored after you are given the medicine.
This is in case you have any side effects.

4.  Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Side effects
Common (may affect up to 1 in 10 people)

. hypersensitivity reaction (rash or an itchy red rash or raised bumps)
. injection site reaction (pain, redness, itching, swelling near where the injection was given)

Uncommon (may affect up to 1 in 100 people)
. injection related reaction (examples of these include headache, chills and redness, discomfort or
soreness near where the injection was given)
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Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

S. How to store EVUSHELD
Keep this medicine out of the sight and reach of children.

Y our doctor, pharmacist or nurse is responsible for storing this medicine and disposing of any unused
product correctly. The following information is intended for healthcare professionals.

Do not use this medicine after the expiry date which is stated on the carton and vial label after EXP.
The expiry date refers to the last day of that month.

Unopened vials:

. Store in a refrigerator (2°C to 8°C).

Do not freeze.

Do not shake.

Store in the original package in order to protect from light.

Prepared syringes should be used immediately. If necessary, store the prepared syringes for no more
than 4 hours at 2°C to 25°C.

6. Contents of the pack and other information

What EVUSHELD contains

The active substances are:

. tixagevimab — 150 mg in 1.5 mL of solution.
. cilgavimab — 150 mg in 1.5 mL of solution.

The other ingredients are histidine, histidine hydrochloride monohydrate, sucrose, polysorbate 80 and
water for injections.

What EVUSHELD looks like and contents of the pack

EVUSHELD contains two clear glass vials of solution for injection:

. Tixagevimab solution for injection (dark grey cap) is a clear to opalescent, colourless to slightly
yellow solution.
. Cilgavimab solution for injection (white cap) is a clear to opalescent, colourless to slightly

yellow solution.
Each carton contains 2 vials: 1 vial of tixagevimab and 1 vial of cilgavimab.
Marketing Authorisation Holder
AstraZeneca AB

SE-151 85 Sodertilje
Sweden
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Manufacturer

AstraZeneca AB

Sweden BioManufacturing Center,
Byggnad B921,

Girtunavigen,

Sodertilje, 151 85,

Sweden

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bbarapus Luxembourg/Luxemburg
Acrtpa3eneka bwarapus EOO/] AstraZeneca S.A./N.V.
Tem.: +359 24455000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.r.o. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd
TIf: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 40 809034100 Tel: +31 79 363 2222
Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00
E)AGda Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 210 6871500 Tel: +43 1711310
Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 141 29 40 00 Tel: +351 21 434 61 00
Hrvatska Rominia

AstraZeneca d.o.o. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
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island Slovenska republika

Vistor hf. AstraZeneca AB, 0.z.
Simi: +354 535 7000 Tel: +421 2 5737 7777
Italia Suomi/Finland
AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Puh/Tel: +358 10 23 010
Kvnpog Sverige

Aréktop Qappokeutiky Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd
Tel: +371 67377100 Tel: +44 1582 836 836

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu

The following information is intended for healthcare professionals only:

Administration

) This medicinal product should be handled by a healthcare professional using aseptic technique
to ensure the sterility of each dose.

) Tixagevimab and cilgavimab should be inspected visually for particulate matter and

discolouration prior to administration. Both tixagevimab and cilgavimab are clear to opalescent,
colourless to slightly yellow solutions. Discard the vials if the solution is cloudy, discoloured or
visible particles are observed.

) Do not shake the vials.

) After initial puncture vials, if not used immediately, the medicinal product in the vial can be
stored for 4 hours at 2°C to 25°C. In-use storage times and conditions are the responsibility of
the user.

) Each dose of 1.5 mL of tixagevimab and 1.5 mL of cilgavimab is withdrawn into a separate
syringe to be administered intramuscularly in two different muscles, preferably in the gluteal
muscles.

) An additional overfill is included in each vial to allow the withdrawal of 1.5 mL. Discard any
unused portion left in the vial.

) The prepared syringes should be administered immediately.

) If immediate administration is not possible, in-use storage times and conditions prior to use are

the responsibility of the user and would normally not be longer than 4 hours at 2°C to 25°C.

Any unused solution or waste material should be disposed of in accordance with local requirements.
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4. Cilgavimab f#1E T COMREEEREZIC T A — P ERBRNFE S 7203, Tixagevimab 17
£ T X% O Tixagevimab & Cilgavimab [FIRFF(E T TOMAIEEZIITT A 7 — 7B RKITFE
SN moT,

WATH D SARS-CoV-2 VA VALV [RIEESNTZEANRL T AU RIEDT X ) BE AT
% FHH 2 (A5 SARS-CoV-2 U A )V A% W= HFIT » A 128 T, Tixagevimab |2 %}
T ARG TR SN ERERICIL. ARSI 2 R_7EOT I ) iEE# F486S (i
P 600 f58) LKTOVF486V (121~1491%) 2 HTHHLONREEN TV, F7-,
Cilgavimab HLANZ 3~ D RS ME DR T 234 B V- 22 BBR T, R3461 (200 f58) . K444E

(200 f5#8) . K444Q (200 f5#8) K TUK444R (200 f5#8) OT 2 J iz A4 5 2 Bk
EThot,

BEINAERKOT VT 7K (B1.1.7%#) . X—2 (B.1.351%#%) . T~k (P.1
St . TVZEE (B.1.6172%#E) . TVXEE [+K417N]  (AY.V/AY.2 %_#E) ROA I 2
kR (BA2 %) CTRICSNIZANRAL 7R RIEDTRCOT R ) BB Z2 AT 515
B ANV AR NTAET A VA D SARS-CoV-2 2 BARIZ K9 % Tixagevimab & Cilgavimab
PEHRF O R FEPEIIE 2~ IFIE B RICHERF S vz, — . SARS-CoV-2 D AI/XA 7 B /X7
B A REEL S 7247 VLP W N A D SARS-CoV-2 ZHEER DA I 7 v U8k BA.1 %t
(B.1.1.529) KUOA I 7 v Fk BA.1.1 ##t (B.1.1.529 [+R346K]) (% Tixagevimab &

Cilgavimab ff Tk 2 B MEDIR T 23580 vz (R 3)

AW SARS-CoV-2 XITAT VLP W=7 v A TRO LN TN RIEHER TR E D
L O ICEEIRERIFE EAERS T A O Z A LT A 720 0T — ZINENETF TH 5,



# 3 SARS-CoV-2 RO T I ) BEHIC OV TH 7=, Tixagevimab & Cilgavimab B2
X BRI O D SARS-CoV-2 VA NVAHFFIT — &

RAINA T B R

JEOT I/ | ABLE/R2 RBD D RS AR T8 IC50 (ng/mL)
BH®REETHE 7)) BRE#R
RIRDFRIH BEOANAY | EOLAR | BETALRD | ETL LR
BaIh?>EEK
B.1.1.7 %% (7
VT 7 RE, T N501Y 1.3-42 05-14 2.7-9.0 4-395
[£)
B.1.351 %t (X
— XKk, M7 7 K417N:E484K:N501Y 25-55 0.9-3.8 56-114 6.5 - 256
U J7)
e
PARIE (17T E484KNS01Y 08-17 04-2.0 18-27 32-8
., 77 Y0)
B.1.617.2 &%t
(THHER, A L452R:T478K 1-12 0.6-1.0 1.9-22 3-7.5
v R)
AY.1/AY .2 %k
(T2 K417N:L452R:T478K 1.0 ND 1.9 ND
[+K417NJkR, A ' : : :
> R)
G339D:S371L:S373P:
7. Y
13(123"52; jﬂﬂi S375F:K417N:N440K:
BA 1;‘?«%& R G446S:S477N:T478K: 132-183 12-30 51-277 147 - 278
- 7;)"”“‘ E484A:Q493R:G496S:
Q489R:N501Y:Y505H
G339D:R346K:S371L:
S373P: S375F:K417N:
VA=V S
. N440K:G446S:S477N:
BA.1.1 %%t (8 _G S_S . 424 176 466 1147
Nz ) T478K:E484A:Q493R:
G496S:Q489R:N501Y:
Y505H
G339D:S371F:S373P:
S375F:T376A:D405N:
A7 a8k A2 | R408S:K417N:N440K:
Rt (B OE S477N: T478K:E484A: 3.2 5.4 9.8 35
\ZH3) Q493R:Q498R:N501Y:
Y505H:H655Y:N679K:
P681H:N764K
EEITREEEK
B.1.525 %k (1
— &Rk, EED E484K 1.8-3.0 ND 5-9.5 ND
[ENZ k)
B.1.526 %k (1
E484K 0.7-3.4 03-1.8 1.8-45 1.0-7.0
A2k, KIE)
B.1.617.1 &%t
(71w 5Bk, A L452R:E484Q 09-34 05-1.3 2.5-5.1 20-5.0
N




RAINA T B R

JEOTI/)B | RBRLZEZRRBD D RBEMAR TR IC50 (ng/mL)
BWEHTHE 7 I ) BREHR
RIRDFRIH BEREALRY | EoANA | BEELARY | ETALLRC
C37 %% (T A
: \ L452Q:F490 0.7 ND 1.1 ND
Sk, ~L—) Q:F4908
B.1.621 &4t (2
2—Fk, anmy R346K:E484K:N501Y 75 ND 13.5 ND
)
SOHRBPEHRDTZOHDOT 5 — FOXRTH DE R
B.1.427 / B.1.429
B (T nm L452R 0.8-29 1.3-35 1.2-44 5.0-14.0
NZ 7 S S ES )
R.1 %% (oD
E484K 35 ND 4.6 ND
[ENZ k)
B.1.1.519 &%t
(o EIZH T478K 1.0 ND 23 ND
k)
C.36.3 /#t (% )
DEN ) R346S:L452R 23 ND 3.9 ND
B.1.214.2 %%k
(B oEIZH Q414K:N450K 0.8 ND 1.6 ND
k)
B.1.619.1 &%t
(o EIzH N440K:E484K 3.3 ND 7.6 ND
k)
X5 ABEHIZLY de-escalation X L7 B EER
7 YAs >
Rz’ﬁ?tﬁff d E484K 2.9 ND 10.4 ND
B, 790)
B.1.616 %Kit (7 V483A 0.4-05 ND 1.1-12 ND
Z U AR)
7 YA i
A23.1RHE (% V367F 0.4 ND 0.5 ND
=)
A27 RH (K
L452R:N501Y 0.8 ND 1.8 ND
DEIZHE)
AV.1 R (B
N439K:E484K 5.9 ND 13.0 ND
DEHE)

Bt v FORBRRAET 2 RE

BN IR 7 L — R 7 v B K D& Z @ U TREw

SV invitro TORNIVE T OFEE, B % 50%0H]4 2 OIZLE 72 mAb D 50%FHEREE 2OV

THPARIS IR & Lo U 72

I8l (fold change) .

SARS-CoV-2 A XA 7 R L X7 AR O & DFFRENIe ASA 7 B2 R TBEOT X ) RiE
1 (L452Q #Fr<) ZRBLTHBEMUIANAZRE L, TNOLOBMTANVRIZIE, TAT 7

FE (+L455F, E484K., F490S, Q493R KT/ X% S494P) I ONZT V2 kK (+K417N)

AT HITCRH S22 HLWIERE SN THD TR L~V TH 5 1BNHFEE

R BREREETLHD) NEERD,
SARS-CoV-2 A/XA 7 IR K2 L /X 2R E BT 2 KD SARS-CoV-2 7 A L A & fad LTz,

ZIUTIE. T 7 RE (+E484K X S494P)

(Zh B D%H

N T HITPRH Sz,

I ST HED TR L~ TH DIBIFEED RBD 7 X/ BREHEZ AT 25 HD) H"EEn

50

(Zhso
® RBD 7

HDHN




ND : RHIE. RBD : ZFEHES KA A

(BRI )L A IR D SARS-CoV-2 ™7 A L ADHFNZ 5T B IR T — & iR & &
D XD ITHERET 2 25FBH 5 TR,

PROVENT &g CiZ, #rila w7 oA L ZEYE (COVID-19) (ZHEME L 7= #5721 i
(Tixagevimab & dilgavimab ff H#E 6 il &k N7 7 | AREE 15 61]) IZOWTEBIFOX T L AT
RECHIRET — 4 (illness visit sequencing data) # AF79° 25 Z LN CTX 72, B lnHE
25%LL BIZHB W T, 14 BINRE SN DB UTER T REERBRIER L THBY ., £ORN
FULT 7 78K (B.1.1.7 %#4) 841 (FZ7BARBEDH) . ~—2Fk (B.1.351 ) 141
(Tixagevimab & Cilgavimab ff HEED 1 6) | 728k (B.1.617.2 %#8) 361 (77 AREE
D3 . KOS T m ok (B1.429 %#%) 261 (Tixagevimab & Cilgavimab }f FHEED 2
ffl) To-oTe, ZOfth, Tixagevimab & Cilgavimab JfHRETIE, RZER FHE 3%LL E T
HENTZ AL 7 X R ERBD DT R/ fREH#E LT V503F Hidd bz,

fF 5 L 72 Tixagevimab & Cilgavimab (25 U Tl 2 45 L 72 22 548K 1% SARS-CoV-2 ®
RBD ZHEH) &+ AhDT 7 7 1o —F LHURISHKE U T b 38240 A2 154 2 ATREMEN B 5,
L72>L. SARS-CoV-2 ® RBD #HZf) L HMDE /7 0 —F AHKD = R fr— 77 Btk %
RIS 2 BRIC[RIE S 372 SARS-CoV-2 ARA 7 X X707 2 fRiE#: (E484D/K/Q,
F490S, Q493R. S494P, K417E/N, D420N, K417E/N, D420N, K444Q, V445A, Y453F,
L455F, N460K/S/T. F486V KX Q493K) DZNTNEH T HHERI T A )L A% LT,
Tixagevimab & Cilgavimab f}f FIT & 2 HAIVENEISHERF S iz,

HAE A

PROVENT 7% C Tixagevimab 150 mg & (X Cilgavimab 150 mg # fiRAIN#E G- L, 5 7 H%

(n=891) . 28 H#% (n=954) . K57 H#: (n=43) (ZHIE L 7= FFIHUR O i -5 B
(GMT) 135 TR O g CRO LI E L RRETH Y . COVID-19 BAEERF D
[A14 51 D M SOV THIE L2 GMT (GMT=30.8) XY & ZnFih 16, 22. KON 17 &l
Thot-,

o)

PROVENT Bk CIX, 7Bk 183 H H £ COMIMZE U, 1R G HICHEBL L 7251
Tixagevimab fiL{&, $T Cilgavimab HLiA K& OFt EVUSHELD HUA72S, AAF| O 5% = 1T 7= e
Wik (ADA) P Al BESERI O F N FH1 0.8% (6/716 67) . 1.1% (7/644 ) N 1.3%
(10/743 f5l) Tl S 7=, ADA DS RE CTARF OB DI LRI ERNET S LD
TET UVRATRRD HIL TR,

IR R A

PROVENT #l#

PROVENT #B21%. 18 #%LL EDOAICEIT D COVID-19 OIEERT P2 His & LT
EVUSHELD % 5t L CW A ETH O 5 AL (2:1) —EHER T 7 & A xR
Thod, HANOXGRE LIoWBRE X, BB LI T DIGE R R+ THDH U AT BNE
VO (EN A 60 LB, ADHE. BEFT 2 BMEEE, EIK T, U7 F Um0 ARt
RE) EHBr & DN, XX SARS-CoV-2 7 A L AIZEGET 5D U A7 3@y (B[R Bk
D JE {1 Mt -PBR BE) ST S DA (Bl 218, BEIRERR D A X v 7 % 8 L ERIESE
FRO. VAT OFEWVIEERETH O TV DORA, BEOEDO LS TEIRTLFRAERE, BHEL
TRIETAIET HDANE) Tholo, #EREIZXI L TIX, Tixagevimab 150 mg & Cilgavimab
150 mg XL 7' 7 B A% 2 BIOZRMFTANTS & LTERE Lz, ok, BIKREIC XD EE
ZWr 4172 SARS-CoV-2 JEYYE DREFEIE 269 2 AT A 7 U —=2 J D SARS-CoV-2
PURKRAE G TH o T2 AR A IATER DAL ZR D SR LT,
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R—=2AF A O NOAFEHFRRE (WA 5 (X EVUSHELD & & 77 AR T+
B LT e, FEOFRAEIL 57 5% (BB D 24%03 65 LA BT 4%23 75 LA E) |
TEWERE OEIATT 46% T, AAN 3% % 5D, TVT AN3%., BAST7UVNRT AU D
AN17%. FORE R R=w IR,/ TT 0% 15% Th -T2, HRE 5197 0D 5 5, 78%I1F~—
AT A VEEIZ COVID-19 DEFEL Y A7 NWEWIHFRE IR —A T 4 UFEZ2H/ LT
D, FollE LT, B (42%) . HERE (14%) . DIERE (8%) . B (BOETL2E
To. T%) . MR ZEME R R (5%) . IEVEREE (5%) . EBMERFEE (5%) . SR
HEH (3%) . RN SNDEE (1%AK5) 7 ERETF bz,

FBERATIZ N — A T A L FED SARS-CoV-2 7 A /LA D RT-PCR AN 2 TH - 7=
5172 Bl Z 54 & U=, ZOWNERIZ EVUSHELD #f 3441 5], 77 BREE 1731l CTH - 7=,
EVUSHELD ®O#: 512 XV . SARS-CoV-2 RT-PCR [ DJEBIEREYYE (COVID-19) % FEIE
THYRAINT T 2AREEE L CTHEICRB SN (pfE<0.001) (F4) . 7od. T
FESICR T DIRBREEEE 5% 0B M P REIX 83 HF CTH » 7=,

# 4 COVID-19 ODFRIER

N ARy MEHB | FHXY R BOE, %
¥ n(%) (95%CI)
EVUSHELD" 3 441 8 (0.2%)

77% (46 - 90)

77 %R 1731 17 (1.0%)

ClL: XM, N: f#Toxtge L U grE i

a FHEHMEEE, ZDOBADA X2 MBI &1, SARS-CoV-2 RT-PCR M2 [ OSERNED COVID-19 7374
Bk 5L, 183 H B & TOHIMIZHIFE L= COVID-19 FBAERF] & EFRT D,

Tixagevimab 150 mg & O* Cilgavimab 150 mg

B, R, MR BEM. R OYCOVID-19 OFEIELY 27 O FHICE#ET A R— 25
4V®ﬁﬁﬁ$iiﬁé%m;%%ﬁ®%77ww7%ﬁu—ﬁbfwto

b

EVUSHELD O 5.2 5 \F 7-#8FE Cix, HIEHE (severe/eritical) ¢ COVID-19 F4: (/)
7o LB [FEEN, gk, SERER SO IR REE, R SUTERFE [ERXRATO
Sp0s < 90% K T/ T HFE DI g5 ] A & L, 7> WHO Clinical Progression Scale A
a7 5L ETH D SARS-CoV-2 PC-PRC WA G MEDIEMNE COVID-19 & EFR) 1L78D b
Mo T=DIZX LT, 7 vARETIT 1 (0.1%) BHHNT=,

F1% DR OGN OFIERNTT — X 2455720, BIMOT—% 71 v M4 7 % Fii L
77 FOEOBHFHAEE P E X EVUSHELD B N7 T v AREEE S 6.5 W H ThHh o7,
SARS-CoV-2 RT-PCR i & Bt D JE M COVID-19 DA X~ 3ELFI%0% EVUSHELD &
3441 BF 11 6] (0.3%) « 77 BAEE1731 67 3161 (1.8%) 720 FxFU A7/ 3IX
83% (95%CI : 66~91%) Toh-o7= (X1 &) , EVUSHELD O#t 5 %5 1T - 45 Cl3E
JE, B (severe/critical) @ COVID-19 HRIIRBO LMo T-DICk LT, 77 RET
X5 RO BT,

EVUSHELD X377 2R O# 5 %5 -9 E 26 (—AF A K2 SARS-CoV-2 RT-
PCR REGIEToH 72 2 ENZITHIB L7-#BRE 25 Bl 25 t) Zxtge L LI RBEMIMNT %
TGS, 6.5 1 A M OBERHAHRM F 9fE T, SARS-CoV-2 RT-PCR R[5 D JERENE
COVID-19 @1 X k3 HF1%0 T EVUSHELD #f 3460 #5117 14 5] (0.4%) . 77 B &REE 1737
FlE 3161 (1.8%) &7 0 AHxtY A7 31E 78% (95%CI : 59~88%) Th -7,
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41 Kaplan Meire #i#f : SEf&ME COVID-19 D REFIER

tixagevimab 150 mg + cilgavimab 150 mg
77 R

IEE (%)

L

AU 20 Db B BRI PRl (H 20

EVUSHELD#¥
77 2R

/N

PRINEZE R T IE, 1 D FE XLl B/ 8B 2 x5 & L7z COVID-19 O B % JiE it
&9 % EVUSHELD D KRB DR HBE 2 REIC L TWD UNE~OFEIZET 51
HITHOWNWTIT 42 BB

52 EYBRERRE

Tixagevimab % U* Cilgavimab |3 Hi[EI§# RN $ 5-#% . Tixagevimab 150 mg & Cilgavimab 150 mg
75 Tixagevimab 1500 mg & Cilgavimab 1500 mg % T &&iPH T, ZIXFREROME THE
LeBIR) 72 S i A 7R L7z,

P

R g BRE ~ D Tixagevimab 150 mg & OF Cilgavimab 150 mg Hi[a]f5 A N $¢ 5-1% O tixagevimag
e OF Cilgavimab O fz i M35 TR (Cuwd DA (%CV) 1XENE L 16.5 pg/mL

(35.6%) M UN153 pg/mL (38.5%) &£720 T PRAEIX 14 H TH o7z, 150 mg HEIFFHA
W 512 DHEEAMEKRI ) S A F7 XA Z B Y 7 ¢ 13 Tixagevimab (2D TlX 68.5%. Cilgavimab
(ZOWTIE65.8% ThH o7z,

wEe e T ) o IS & | BRI Tixagevimab 150 mg M OF Cilgavimab 150 mg
NN G LG E, RGN A 2 2 RGP (2.2 ng/mL) BZERFHEITIR L 6 I
Mt & HEE SNz,

Gil

5>

PKET U IS &, Hlea i R— |k X2 h~DEH) 5445 F51X Tixagevimab [ 2DV T
1% 2.72 L. Cilgavimab |22\ TIX 248 L ThH -T2, R /3— A2 h~DOSHERITZ
NEN, 2.64L K257L Thotz,
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Tixagevimab } O} Cilgavimab |, PEMOD 1gG Hiik & [FEEIZ, BALRREE 2/ T/ o7
FREOT I VB asng & Fllsins,

Pk

Tixagevimab & U* Cilgavimab 2 U 7 Z - 2 (CL) 13 & $120.041 L/day TH Y | {ERHIZE)
IZENZEIN 21% K T 29% T o 7o, HEEKEARARTE I8 00 REEE ] 1 J 1 Tixagevimab (Z
DWW TIX 89 H., Cilgavimab (Z2W T84 HTH -7z,

PROVENT 7% C Tixagevimab 150 mg & (X Cilgavimab 150 mg z H[aIfiRANE G- L= & 2D
EVUSHELD O [fiLi# F {8 fE i o i3 183 H H ¢ 8.3 pg/mL (#iFH : 1.3~19.5 uygmL) TH -7z

o

eI 72 4 A

B RE &
Tixagevimab } U} Cilgavimab O ZEYEhREIZ KX T B BERERE E O 2 B 2 Wit~ 2 Rkl 725l BR I
Fh L Tuien,

Tixagevimab } O* Cilgavimab |[IARZLAD £ FIRPICHEM SN D Z LT, L2 -> T
S BERE E X Tixagevimab & U Cilgavimab DIREE &I AL RIT S 20 & PHlSN D, [FlER
2. BHTH Tixagevimab K 8 Cilgavimab OIREE BB L2 RIF S /e & PRISND,

REEEN] PR AEHTICHE D < &\ \ESUTPHEOBKERE RS (TNTILN=978 LT}
N=174) Z381F % Tixagevimab } O} Cilgavimab ® 7 U 7 7 > AZ1%, EHF 72 BHELZHT D
B LR L CETREO bR, ks, BEER PK iATET /WITIE, HE OB HERERE
T 50 BOERENREENTWRpo (N=21) 72, EEOBHIEEREIC SN T
(ST A RAS IRy

NFHERENE &

Tixagevimab &% UF Cilgavimab O3EWENRE (PK) 12 M IF I PRGN E O 58 & it 2 Rl 7e
ABR IS L T2, Tixagevimab 2 O Cilgavimab @ PK (2 KX 9 FHERERE E O 2T b
TINThHDH LTRSS,

Tixagevimab % O Cilgavimab | B ELOREME T & o X7 B RO MR A TT 2/ BRIC
o (B S, thoZ o TEIZVY A 7 vEND, LR > T, IF#RelREE
Tixagevimab /&% U* Cilgavimab OBREE &2 B2 KT S 20 L FHIS N D,

B

B PKFEAT Ot Gk BRE 2560 1D 5 B, 21% (N=534) 7% 65 mklh BT, 42% (N=107) 2%
15l ETh o7z, w652l F) ([Z81F 5 Tixagevimab } Of Cilgavimab @ PK {2
W, FEMRERE & i L CERRAIC EE R IR O B,

Y ik
18 ik ATt D /NI I3 1 % Tixagevimab K& OF Cilgavimab @ PK IEFHT L TU 72y,

FEMPK ET A E AWV I a2 b— g i< b, MRS - AE AR A4
n 12 LA O IRE 40 kg LLEOFAEICES- LT-54 . Tixagevimab & O Cilgavimab O [fi i
HIRFEEIIRAICKITDBEE LRSI D ETHIEND, ZORALE LT, PROVENT ik
BUZIXFERRDRE DR AN DLAAN LN TN Z ENRETF LD,
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B K

REEE PK fi#ATIC -5 & . EVUSHELD O i R FE IR BN ARV 95 Z L 23380 &
7=, 1K 95 kg # D A IZ Tixagevimab 150 mg K (X Cilgavimab 150 mg % fi AN G- L7z &

T O MIE IR, R 65 kg DAKA & iz U TR 37% (K & Tl S 7z,

C DM DFFH 2 ZE [T

FHEM PKFRATICEES 2 MEBI. 4. AR, BERME. DM/ BRI & OV s B R
T 1% Tixagevimab & O Cilgavimab @ PK IZERRAYIC EE R B L RITS RN EB X BT,
53 FEERRZEMT—F

Tixagevimab /&% O* Cilgavimab (2 B9~ % 23 A JRMERRER | 28 B R Rl Xk OVE B 38 AR m i akiiR &
i L Tu7ay,

FHARAS SRR K O = 7 A YV HEER G aptEadiR (2t K OV Bl o 51t 2 &
te) ITHESL & KRBT — 2 613 b P OfERIEIIHER S R o T,

PUAMEAF RS 7R (ADE)

Tixagevimab } O Cilgavimab 23 HURIKAF/ 72 0 A Vv 242 N Z S92 ATREMEIZ DU T
&qM(uhgm)~6mM(mym)®%F G OHURDFAE T C FeyRII Z 8L Raji #ifiz
& SARS-CoV-2 VA JVADAINA J B 237 BB S G TR 2 AT D A VA & & HRE5%
L CHET Lo, ZDfER, Tixagevimab ./, Cilgavimab HL#|, & OF Tixagevimab &
Cilgavimab fFHOWT N TRHL L725E S, BT AL 2D 26 OMIE~DRAITZED 5
nipmoiz,

EVUSHELD (Z & % ADE @ A[REMEIZ DWW TIiE, FEe M EH SARS-CoV-2 &€ T V&
725l S SEhE U7, AV ABEREANCARA E MENRE LI 2 A, T XCOFEEE (i

INTEEREREDHE ™ A /LA RNA £, TCID50 IS < ili DRYert o A Vv 2B MRk
E ZHEA L OEE R OJFERFT L) | kwf%iWﬁMﬁ&%ﬁ WO L, 7B, L
W oHE (PAELY FED 0.04mg FTOHEZEGT) ITBWTYH, EYERAT
G NSV (WA IRV

6. EHFIFRIRFIE

6.1 WwmpHY X b
ERAFU

b ATV R — K
> g BE

AU ~X— | 80

S K

6.2 FEISZEE

ﬂ

=
B

A ERBRITER LT\ W= AR o= 3K AL TR B2,
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6.3 AR

REHE DA T L

18 7 A

BHEIE DA T )L

FER R OZEMIZOUVTIE, 2°C~25°C T 4 I, AL R OWBRINCZE Th H Z LN E
AESNTW D, BAEMSFIBLE G BREFIEIC I D AEMDIRAY 27 ZHERTE 2546
FhrE, BEEALONSNAL TVMIEBICERT 22 L, EBICHEH LA2WEA., #HPORE
REE e PRSI E B O BT & 72 b,

HIRFEFHD ) P

HRFHEFAO ) o D01%, V) U VNOEREBEBICHR ST 52 L, BIEEEGTE R0
B, HHT D F TORGERFM R OBRESRMFIIERAEROEFEE 7220 . #E ., 2°C~25°C T4
B A B2 N2 & &T 5,

64 IFELFOEER

WHTRTE (2°C~8°C)

WXT 5720, TOEOFTERETDHZ L,

HfE SN2 &

R LN &,

I T I ~DOYNEI R E OIRESE L Y P OB ONWTIZ 63 HABRO Z &,
6.5 ZRDOEHEEVOHARE

Tixagevimab O34 T )L

Tixagevimab JESHK 1.5 mL 23 &2 7 T 2L TV FRE S L, 7 rnr 7 F /L3 5 Tl
BENT, BPWKEOT LI =L T ) v 7 F 7%y v 7 TEEINLTNS,

Cilgavimab D31 T )L

Cilgavimab K 1.5 mL 3B 7 7 AR AL TOVIZFI S L, 7 1 a7 F )L 3 Lk Thiife
SNT, HEBOTNAVI=U LT Y T FT7F v v P TEEIN TV,

EES A X 1565234 TVAD  (tixagevimb 2 T Cilgavimab D /3 A 7 /L4 1 A)
6.6 BEEROBFZNEDOEE

B R

AFNZ, FHEOERME LR D720, EREEE D ERBIEECTROHES Z &,

NAT NV BERE L, B RYE R OEENRNT & 2T 5 2 &, Tixagevimab & T
Cilgavimab (3 & $ 12, EHADL L DO TNITRER T, EANGREADWIK TH D, A TV
NOEEDE > TV DHERER L TOVLGE IINEEBRL 2RO b D HE, ZDON
AT IIREST D L, NATTRE L TR bkuy,
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fEAI 5 REZIX, S A 7L B Tixagevimab {F41#% 1.5 mL } OF Cilgavimab JESHE 1.5 mL %
Ble D) PPICHREIRY  2EFTORL DEAOMHA (UFE LB NIckET
2.

AT NSORNEIERE DRAFFRMAE RO ) o POFBUZONWTIT 63 HESRO Z L,
ISA T IVNITEE > T D REHOFEFHRIT T R TREET 52 &,

PEHE

ARAE DEEH L SATFEHE TS T, A HURDOZEIFITHE > THEFET D 2 &,

7. BUERGEAREIUSE
AstraZeneca AB

SE-151 85 Sodertilje
Sweden

EU/1/22/1651/001

9. HIEAFH ABEFH
HIEIEGEH -

10. %ETH

AFNZBET D REME ROV TR, BUNEERSTOY =7 A b ETRREWRETSH S -

http://www.ema.europa.eu.
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Core Data Sheet
EVUSHELD, tixagevimab (100 mg/mL) and cilgavimab (100 mg/mL) co-pack, solution for injection
AstraZeneca

CDS

Drug Substance tixagevimab and cilgavimab

Doc ID ]
Version .
Date . - 20.

Core Data Sheet
EVUSHELD, tixagevimab (100 mg/mL) and
cilgavimab (100 mg/mL) co-pack, solution for injection
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17 RS AstraZeneca
AZD7442

F1E BEEFTRERRCREXEICET S1FH
AZD7442

fiEe I

1.7 FEERD&R—E
AZD7442

KEBHIFLH S NG RITR DHERNTT A b T B D HRASHITRE L E 3, Bt FERTOK
R S KERONB ZMICHRT 2 Z L3N TVET,
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17 RS AstraZeneca
AZD7442

EPN

B B AR o D e 1
Bl R oottt ettt ettt ettt ettt ettt e e ettt er e e e e er e s 2
1.7.1 BN EILT -TT TSRS SRS 3
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1.7.1 FiER G —&
BAEENTHERA S TWARERZ O —ERE2FK LITR L,
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1.7 [RFERZh G —E 2R

AstraZeneca

AZD7442
= 1 FERMM—E
BR5E4 INVIILREFEEEY b RE¥OEY Ky SHETUFhTEIL Y E 1T 1 mEEER AFJ)—JFsHEEY Ry L) —mmEEsEA
200mg 500mg ~ 300 100mg
AFJ)—JFsHEEY
k 1332
— %4 FXxY A ~7 (GBET =< FLJLEL, EALXETENL YV hebt~wr (Bl Hy) <=7 B L AT ENL
KHEZ) | VRNV Y2 #z) Wz .
VVE=T (G A4 AT <7 (HEE
#iz) #ix)
=t 7 A 7RSI 7 7 A4 Y —EA a4t MSD 4k TS5 e AI AT TA EEPINI(E S v o FUT KPP A X
A&t MRSt
RE 1T | SARS-CoV-2 (2 X 2 &y SARS-CoV-2 |2 X % Jgkye SARS-CoV-2 |2 X % Jgkye SARS-CoV-2 |2 X % Jgkye SARS-CoV-2 |2 X % Jgkye SARS-CoV-2 |2 X % Jgkle
EIES JiE K N D FEAE T JiE IiE IiE SiE K N D FEAE I JiE
WE | — 2022 A 6 HkRT 2022 A 6 HET 2022 7 HET 2022 7 HkET 2022 - 3 HRET
LETH (%5 2 Jif) (% 3 W) (% 6 ki) (% 4 W) (% 6 ki)

CONFIDENTIAL AND PROPRIETARY

44)




RO GEZZRT L2 &

% 2022476 HELET (452050
20224F2 AR

| 7 — IR R SE S |

BARRESRMEES
87625

B SRR
FRHE 14

A ILZH

ZILT RUILVEILER/Y M FEILEE

JBUSE, ALTTEE RS )

NFOEYRN ‘/7

Paxlovid *PACK T

£ | 30400AMX00026 |
| 2022482 |

PRABZRTHIPOBRETEHE,

KENS, FIMTHFAR SN LDBDOTHY ., ABHFICHVTHMME., ReM. [ECEIFERIIBOSNATSEY ., 5IZREERENEFTH 5,
ZD&. FROERICHEZ->TE, H5»PUHBEXRBAFEEIC. TORLEGICHEIMRVRLMICEET 2EHE T2 ICHBAL. XEICK

) R - ESEOLTEIC L) MHT A L

2. ﬁu(mwﬁ%uuﬁ$btm:a

2.1 FHN OB L SHOE OB D H 5 EE

ZZM@%%%&%*ﬂ%%-?/EU#/ﬁA\EU%&%A‘I
LMY TE o BALKERRE, TELVZVES AT E S X
FEVINW - TELVZDE Y, TIFFOVIERE. X7 UV
ﬁiﬁﬁ‘(ﬂl% TUAA = N, 7 a7 2 VR, =

URRERIEKAIY, UN—a XNy, VT TFy, Tafrtk)

ULV Y RV, YRV R, T)VTH I UIlAERE - ko
Ty - AVTRELNTFE) Y, TNVTRX N <A R
W, e PO VI Y IV AVVERIE, AF VIV IT XN 3L
AV, YVTF T ANV TV (LNFA), ¥ 5T T 40
(T RN NVTF 7 A VREREKAY, 0Is ¥R ATIVER
Wi, XA N7 T A (FEEUIHETEOEME) oo SEEAIE ()
YOSERMEY voNER G ) OFEEHD. D7 ¥ A, suTE
TEEZH) T L, TAT TSN, TIVTESLE R, TV T A,
YT A VFTTT R RVaF =), TIOVE IR, AL
NIYEY, 72 /N)VEY—)b, Jo2= b, RAT7z=hA
CFRNUYTLAKIY, V7T EY Y, kT F RFY Y (St
John's Wort, > b - Ya—rX-g—1) AN [10.1ZH]
2.3 BRERESUIREREDH 2 BH T, IV F r 2k ho
B [9.2.1. 9.3.1, 10.2&H]

3. fERK - R
3.1 #Ark

1§ 1§

N ZA= LY 150mg U rFEL 100mg

Mdheva— A, JUEARR. 7 | aRIE RNy, £ 99 VY
OAANAT—AF M)A, 8| VEY v BEmAKT B, 7~
TR A B, 7Y VEEAT T | VEEAT T )V Y Y AL K
VF R YA 7O A0 —A, | ) YBKEILVTT LA, e TE R
WAL F 5 v, 7 T— 1400, | B— A, B{LF5 v, vruT—
= TRk V400, B Fa¥y 7oLt
O—A, Vs, ¥7uad—)b
4000, &1 v Lx— 180

#& o #

3.2 WA DOHERK

HVIE )

pown S B

LR R

3CL | a— g

Ff£17.5mm. fHfE8.5mm. J£&5.7mm

O E— aNk | DE-fEneo

R T AV AT N
FEA#1Tmm, FEHImm, JES46mm

4. BEERIIHHR
SARS-CoV-2IC & % BEFE
MEER FRRICEIET 2FE

5.1 BRRFERIC BT B E LG RBZ I £ 2. SARS-CoV-212 & %
JEHIEDEIEALY A7 WF2H v 5%, AHOFGPLEEEZEZL

NDBENHGT D b0 T2 AFOHEGHRIZOWTIERTTD
HARITA VOB EIITHI E, [17.1.15]
5.2 FJENE D EVSARS-CoV-212 & 2 JEYE B 120k 5 ARk

WML LT 2w,

6. AERUARE

L AR 125 DL B o E4A0kg L Eo/RRIZIE, =)v< b

LvENE LT1H300mg ) )L & L C1H100mg % [FFF 2

1H2[|, 5HMEZELST %,

BERUVHEICEET 3=

.1 SARS-CoV-2I2 & % JEYIEDFERDIFEH L T 5 #HL 2 IH 5-

ERIMAT A2 Lo BRHRERIZ BT, EIRFEB2 56 H H IR %

GaBGL-BECBT 2NN EMT LT -7 3BTV

Vo [17.1.12H]

7.2 HERE OB FERE EDD%@QW[%%+h¢6Li]%MJ
minPl F60mL/min i) 121, =< b LIV E L & L TLA150mg
T b N E LTlﬂlOOmg%E}ﬁb:lHZlﬁl\ 5HH#EHS-3
5Tk, HEOBKE B (eGFR 30mL/minAkiii) ~OF&5-
IFHERE L 2o, 9.2, 2 9 2 3, 16.6.1%]

8. EELEXNZEE
RANIBEFEEA EMEEN 2RI T2 e H 5720, REFO$X
TOEFEMRT S Lo 7o, RFNTHBEPIH 72 1M EFH]
RS 2846, FECHRT 5 L) BEICIREST 52 &, [10.,
16.7.1%:E]

9. FENHEREHI2EBICHETEE

9.1 AHHE - MEEEDH 2 8E

9.1.1 HIVEESEE

(1) AHNZY P FENVEEDL D, REREXIET Y Pa—VRED
HIVE G B #1235 L 28a, HIVZ 07 7 — EHERNI 0 20
EAE L DU HEHEA D %o

(2 VN FENIFTEY RS v N EETHHIVEDE & ARH %A
B4, ) P FEVORERBIIAETH 5,

9.2 BiEEEERE

9.2.1 BHREEEDHZ2EET. AW FLa2RE5EhDESE
BHGLAawZEk, aveF YOMFPEENEATLIBZNLED 5,
[2.3. 10.2&M]

9.2.2 FEEDEREREDH 5BE (N EF 2BRERDEEERS)
SR MLV ELVEEEL THRGETEIE, VT M LIVELVO
FEER EATLBENEH S, [7.2.14.1.1.14.2.1.16.6. 1=K ]

9.2.3 EENEREREDH S EE (ANELF2i5EhDEEZRC)
WEEHEIE L v, b~ P LVE VO EEA LR 525,
RIS EIIMET S CTu v, [7.2, 16.6.12K]

9.3 FFikEEEERE

9.3.1 FHSEEREZEDH 2 BET. N F L 2ik5HhDEE
TG LanwZ e, aveF yOMHERENSEATLBENWDH 5,
[2.3. 10.2&M]

~N o~



9.3.2 FHSHERZENH 2EE (AN F L 2BE5EFOEEER)
UM FEVIEEICHETRH S NS 20, moIL g s+ 5
BENWDEH L, T2y NI VAT IF—EOLAXEHLTVAE
H TN E L MBS BZNEH 5.

9.5 iTi@

TR SR L T 2 R0 H 2 Ltz it i Eogstts e
ks Rl L HIF SN DS ICOREEGTH L HRY I F
2=~ b LV E VRS L2ERICBW T, BiREBEERE (AUC)
DI0fEIZHE T 5 AR THRIEAEORIDBOSN TS, T/,
RS v MY hFEVEERS LAERICBVWT, BErEsL T
BIEABAITT 2 2 L shTw by,

9.6 2B
B EOB R ORILREOF M E LR L. HALOME L
BT L, =< PLLVELOE MITFANOBITHEIZOW
TWEARHTH L5, ) FF iz PR ~RBITT 5 2 &2
ENTWBY,

9.7 /h 2
NREE R E LRBRBIIER L T, [16.6.35H]
10. #HEEA

AFNICYP3AZ RS HET S, /20 =< FLVEVRDY b
FENVIECYP3ADIEE TH %, MOHH] & OMENEM I, THE%
FTRTOMAEDEIZOWVTHFTEN TV L DIFTIELRVWOT, ff
ML CEHASICEEL THEEICRST5 2L, [8.. 16.7.1,
16.7.22:MH]

10.1 SFAZE BIALAEVWC &)

i

BRPRIEIR - RS 5

B - kKT

NA LT T A

(HFEE TR @) ~
PAYCA =]t I CNVIPAE> < )
>Nl & g ) o FIRGEY)
(X2 LI A%F)

[2.221]

NRA 7T ADFIE NI
TRPEOMEE Y > S IE (
N UREREY) Y8R E D)
O F AR A & O L
7M. TR HEE 5 B 0 5
BASHREND BTN D 5,

KA BCYPSAIZ BT
LA DT T ADM
W EmIZHES 5
T EtEZILRTY
%o

P ZAVA

(v, RYY)
ras eI YL
(XY FY)
TIAY T A
(z—uavy)

PR TAVN A
(Vv A—=1)
FTVT A
ONVyF )
SEAA PN
(FVIHa, 3771 y)
[2.22H]

I JEE D SR R° I W AT ) &5 70 2
CHBENHHLOTHHL
HnZl,

KHFOF b ra—2n
P450IZ K3 % A OB
EfEHICE Y, BEHL
T e b OfiElikEE
HeE L OHUAN SR 0 1l
R EEASRIRIC RS
LI ENTFHMEND,

REST S
(77 5782)
[2.228]

rhaFs—=nvEDRRIZED
)2 77 b ol EEAS B
AL, 2UT7 IV ADPMKT L
L OWEND o

KEOF + 7 a—2L
PASOFREIEM ROV b 7
v AR—=%— (P-gp.
BCRP) BHLEMEHIC &
Y FREDM AR % 56
By b BENW0H 5.

(NEV, TV TF V)

E S ES AR - 518 5 1 B - ek
V2 S=EDZ /PN AR, MR VRS, | AF O F b7 10— 4
(771 2) CNOEHNC L BEELILE | PAS0IC R T 5 AW
Yok A I fEE RIS 8 G | HEERIC LY OFH

HIEBLNNHLOTHML

L7285 2 s o 3EA|

L MY Ty RAKERE | w2k, (2GR 3PN I
(Loxy 7 2) H3HZ &Pl s
TEVZTE Y %o

(Anvzuayz)
FIVAFNVE Y AFFVY3I
Ve TELZVE Y
(LHL & AR SE)
T34y 0 R
(7rHhmr)

N7 D VEREREK A
(N7 a—))

7 L4 = FEERIE

(# v Ra—))
TN T L) YRR
(Fas )

F =¥ R
YoN—a FHINy

A 7FLvh)

VI 7rTFr
(3a75717)
Jutriy v

(o)

VTR R
(5v—=%)

YEY N

TV T IV iEAERNE - K
HTxA AV TRELT
YFEY v

(zV73Y)
INVTA M) LA R
VLRIV TY I AV VIR
AFIVINVITARN) LA
IR

AV Z 2]
SIVTFT ANV TR
(LNF4)

Y5774V

(7 F¥wdh)
INNVTF T 4 VIR KA
(LE+T)
03y E RV OVERE
(Px 7 A7y F)
[2.2z8]

Ry arv—) A I FV = VOMPED | KFIOF b7 a— 24
(T4 722 F) BT L7 DWENDH B DT | PASODTFEEIZ L 2
[2.22H] BERHLZWZ &, LDOEEZEZLNT VD,
EAUZ AN TV E I FOMHEEDS | AKFIHCYP3AIZ L 5 2
(7—=1—=%) L. BITEHA R EN DB | WO OHHONH % 8

[2.22:H]

ENHD D,

F 720 AHN DM ARA S
HTET, Py AWV AER O
ReRMERBLOBEND B %,
AFH) 720 & CYPSAFL # 1 H 0 7%
WHHINOREAERET L2 L,
REE BT A T
NV EIROFEEEET S L
LIS, BEOREREEICH
2L, BfEHOZBRL AR OK)
ROBFHNAFEETH L

HNINT B~
(F7LF=)
[2.2, 16.7.2%0H)]

H NN XY DI EE A
EATIBEND D, T,
ARH O AL EE DA S B 2
LT AV AER O %

BIHE S 57280,
ESANINE (EYOF ST
CYP3A% iFE§ 2 /-
&

R ELBOBENTD 5.
TxINVES =)L By AV AEH O RLWE | 2hsDFEFOCYP3A
(72 78=)) HBOBENDDH L. FEMEHICLY, =V
Tr= bV < hLIWVELVKEO)

(¥ b=V, TLETFV)
KAT = AV F P T A
KA

(RA ML)

V77 rEY Y
(77 v)

A It FFY VY (St
John's Wort, £ b33 —
YR -T—= ) EAEAER
[2.220]

FENDRENET S
BTN D5,




10.2 BHRAER (HAICEET S L) e 41 FGBIEIR - 38 i e - b T
HH % BEHRIEAR - 451 5 B - kT TNIFS—N KH DM EE D LR T 25 | 25 FH# A CYP3A
TEvH= SRS SO LR A5 LT | A ACYPIALC B 1 KAT N IFS =N TNFDZ. =B L AA O

BAINCIHES 5700

IFZIVIANT V=)
TANT VA - VEEERT
ATV

FTABENDNH D, TNHIE
FlOWESLEE T bW ED
H5bo

FEY R 2 58
B EHEZ LT
%o

PEDE AN T T2BENDH D, TNHHE| 2N OIERORHE ol
D FIORWERAFEBL R4 < & | BEWIZHET 5720 LEZBENTWD,
VA VKRR LBENHD L0, ik | LEZBNTVD, yoNa BRI (2 X ) RH O AUCHIRA | #1574
F A = 7 KHI ﬁ’;"ﬁ?%ﬁ\«\&ﬁ‘b‘lﬁiblé’ig TOBETNDH 5,
roAr=T Lo RIS L CHE R ETVY T LI L
=05 = TR KR FOBYLIEEELET L L, DComax X WAUCH ZNZENW, | GERAET L720LH
H;;;f»ﬁu{ FRIUEM: V3B L OHENH L, AHNTWh,
ey T SERYFY SRS FEA O LA A
Yoy A5 Rk SNV T aRgEF )T L TEBEND D%
1) 7 77 KRk AETE Y AH ORI AR T 5B | 7 €T ¥ HCYPIAR
FERY T2y X ST Y FHEHTLOLELS
P37y T R nTws,
X1 A A
i;\zi‘;_;w TTrELYY KH L7 7 €Ly ol | HEA
SRS g HIRER LA T2 BZNWDH
ol Do WML AT E TGS
SLeFy FTHWHREMED D B DT, IR
L5y AT A S BEMSEDE=5 ) ¥ 7 %4F
Ty Rty WS LEEIES TS L,
JIFTE Y7 IVERE = 7 TIX T OMARENEE | AH OP-gpfHE1EH
TUELY) TF AT )VEEE L7z oD L. VL boLEZ LR
V7 KGR TX L VOMAREE=51) Y | Twb,
FATTY YR OVEE FEAIREEETHI L,
YVTT LR i BT 3 F O RS -
ZEnves FaBENSD L.
B A
—7xVEY TITF=TYLA VR 777 F =T O EED L
EROUNNS AL, BEARE LR <
ZUNTEY BBBENN DD, AHILT
N3 LR 77 F T EEEENT 7 7T
Ry vk ZTERGRIIEG T L,
T RWINASF LN L U ZNAYF Y H VL U ANRA S F ¥ O EE DS | K OBCRP &1 H
A FRTABENG DD, PG LT BT R
SUNAEF Y b
;ZS?Z;J’@W FLATLENKEN - €7 | 7 LA FLEVEGE T L | Al 0P-gp L IXBCRP
e R LYy A g AN OMTED ERAT | BEETC L b0k
en BEBENSD S, EXbND,
YNFFT AN TR
OSAT779) [NV 3 b7V Ry oMmRED S L | AAHICYP3AIZ B 1)
¥4 T, HFV, UME, K7 | 5 85 Ko okEE
(57 AL PN 1T BT D BOT, A | A HET 5720
TNTTT A LORHT B a1, BHORE | L#ZHATV S,
TERFRXE Y L. BEIZELTET Y
Fo—% Fr OS2 EETHI 8,
[2.3.9.2.1,9.3.1,16.7.22/i¢] ThIEY Y TR TEY YDA | A O BE R
TNFH Y FOEF VT | 2 S 2 o) Il ep i RE A5 1 5 TLiztOWETH 5. FEEIC L b0 L
AT FTEBENN DD, TS HEAHNT b,
TR FlEDOPHIZBNT, 772y ZOMOHIV T 177 — I | 2 S 4 O M55 L5 | A # 2SCYP3AIZ & 5
[N DS S ZJET&%??T E’J%Jﬁg#%ﬁ'éﬁﬂﬂ I FLBENDD Do Z RS SEH OB R B
ERFWME SN TVLDOT, P 78 OV BHIZIRET 2 7200 &
JHXER EOB DN - S e EALNT VD,
DERFAO GBI E LS wrenz DI
LIS IS S ko SRR
ATNF=T SIS HANO MR L5 B
Iy357:27 L. RIS 2 52 1. =
nHid 5. KHIDHCYPIAKL : BlfEA R o . . ”
E AR O 7 W IEH N L % WORWERD S b d 2 L0850 T, B TmI4TVv., 2
RS ARIS, © b PR & NI A 5 R LT 2 7 EROV A LB 75
BRI, SIS EEH DK —
REHHS L bIC, BED 1.1 EXZEIER
RIE AR B L 11.1.1 FHgReREE CHEARH)
7(} - VAN = pa : ° = . . . .
PRBUTAERT 5L 11.1.2 hEMREIEFERMARAE (Toxic Epidermal Necrolysis : TEN).
NI T TR N 7Ty RO LILEE . S
_ i ¢/
(BRI DB o | BIOBIY > e i (s &’E*ﬁﬁﬂﬁﬁﬂi—ﬁ SStevens JohnsonfEf&EF) (V371 d HHEARH)
SSEEETIR (N > SEREEY | 0 v BRI ) ¥ SR G ) ¥ A3 TF747%>— (HHERH)
VoSlER ) OMEFER G, | MR G DO 2 B 1.2 2OOEIER
S B L) UL LT R 25 . = :
P TUNES K2 3 A 1900 -5%F 19k SRR
B RA LT 7 AOFRIWER k| BT RIS, 7O,
DR EIND BEZNH D DD KLBE, WA
T, XA M T AR HET ST
BELbIT, BEOREEM po— gy E—
T s L. BRI O ST I e Tl REANES TR FV
TEET A 2k, M LT
TNT7) AN T A TNT 7)Y ORI | FE AR O BEE T - HRAE O M AR,
BEHZDBENNDH D, Bl | BEZLNDHPHEFAR i
BIZINRDE=51) > 7475 | W P S ALTES, AST RS
CENEELY, — —
74T A4) 2 Z S HEH O I EE DS | ARF DS T S HH O FF PO AT =
> - -l PR =L S BT
e W B OV A LA 5 A




14. EREDEE

141 EXRAUFOIE

1411 ¥ — PIEUCIEEF R - HEolH 5 (RO 5 O20E455)
D)y~ b LIVEVEE (BHgE) RO M EvEe Gi2ge) 25 &5 F
N5, PEEREEOEFRER SRS 103 2 HEE - HE2Wh Sz
E IR OY TORBSENZNr s, =)~ b LIV E VEEREED
I BRI B E L Y B @ AnCE O Y — )V EBE) fHTC
T HZ L, [9.2.221]

14.2 EHIZABEOER

14.2.1 ¥ — PIAUIZIRIH S GRS HO2005) HEENST-o,
TENIIRA T R E§EH 2 B IIRE T 5 2 b, 7o, HEHEEOFHERE
REREE R 29 2 FEE - HEDSILT SN BH IS — P Ao R
BEREFIVBEPNTHAZE2HIT AL, [9.2.221]

14.2.2 PTPAEEOIEFIIPTPY — SR L TR 5 X 9 i
bZko PTPY— MORAEKIZE Y . ARG ATAS BRI A~RIA L.
WIFZEILE B L TR RSO BER GIHER 3T 52 L0 5,

16. EMENEE

16.1 MRE

16.1.1 BEES

TR I =V = b LIV EV300mg% ) b F EIV100mght € HL AR %
HBLEEDZ V< PLIVELRDY b FELOIEMBHEE ST A — & L TIZ
MR EEHERS % DT IR T2 UHEAT— %),

fEHER A=)V~ b LIV EV300mg% ) k7 E)L100mghf il F CHAFE 1% 5
L2 EDZ V< FLIVELRY b YL OEYEHE NS X —5

B NT A =S

U FLVEL Cumax (1 g/mL) 2.21 (33)
AUCi (ug - hr/mL) 23.01 (23)
Tumax (hr) 3.00 (1.02-6.00)
twz (hr) 6.05+1.79

) hFEL Crmax (ng/mL) 359.3 (46)
AUCur (ng - hr/mL) 3599 (47)
Tmax (hr) 3.98 (1.48-4.20)
tiz (hr) 6.15+2.24

n=12

Tuax FPIAE (EEH) |tz SEAEPIOME + BEEMRZE, ZOMD/ST A =5 RATFIME (CV%)

3
S 3
E £
B
i ki
v 5
Y 2
N Y
= A
5 Z
¥ -
0 &+
4 &
K E
2

G- (hr)

FERER A =L~ b LIV E L300mg#x ) b F ¥IL100mghi T ¢ HL a1
HLL&n=)u< FLVELV KDY b UL oMmiEfiEEfERE (h=12, &
A3 i+ e )

16.1.2 RE#®RS
== b LIVE VTS, 250X 13500mg% 1) b F EOVEERTF (1[81100mg % 1 H 21A])
TIH2ME KER O3S L2 e 2 A%, L= b LIVE Lol iEiz2H H
FCICERIRBEICENE L, HEHE5-EE 2 S AUCw M O Cmax A9 215 12350 L
729 (HRAROHEANT =5 )0

16.2 BRYY

16.2.1 BEOFE
IR ERARIC=Z V< FLILEL250mg (RECUEETD) %Y b Ev100mghf
JAT CHIERE %S L7z L & 2GR 5 & L T=L = b LIV E LD Coa
DFIMEIEHI15%, AUCsDFIGMEIFL.6%HML 729 WHEAT—5). 2B,
Z DFFAMI 7 8RBT & A TH B =)V~ b LV E IV 150mgdEd) & 4
WEERREEEIIERR ST v, ARG BFOF 2D TG TE 5,

16.3 9%
VX FLVELVOE SRR EERIIRI9% TH o720 (n vitro).
) R e, 0.01~30.0 x g/mLOGEEFRPHT v IS FE & 99%LL Fik
HL72.0 M FELV2ug/mLIZBT B M O MERBFTRIZ11.4%TdH >
72V (n vitro)
FEREL A =V~ b LIV EL300mg (RETHRE) %) - Er100mghfH
TCLH2ME3H M RER %S Lz & EDOVz/FOFHfEIX, =L~ LY
JVIZ104.7L. U R FEVIR112.4LTH - 729 FEAT— %),

16.4 X3
In vitroi\B&H» 5. ) M FENVIEBH T Cld= v~ M LIVEVIZFEIZCYP3AS
TR EINL I EAURIEESNZY, =)< LIV ENLEY N EL &GRS
L7zt &, =V~ L VELVORBPHESI NS, EREBEAIZ=LVY MLV
E)L300mg# 1) b F )V (1A100mg# 1 H2[A) B F CHARELOHS Lz e &,
MHEERD S N7 EY B IZ = V< P LIVELDORBILEDATH -
72o BB URBOFERIIIBALABD D TR S NEY JHEATF—5),
EMFI 70y =% HWHEET, U N EILIE58.7%~60.4%H5 L &
. FICSHBEOMALNHWZ KT 2 2 ehmahiz, 72, ) bFEL
DOAHNIEENCCYPSAK U'CYP2D62S 5§ % = £ R 72y (in vitro) o
TR RS ICMCHERR ) M F UV S TRV B ARG L. R, Eho
R % TR L7z B R T O 3 AR O B LA B 2SR S uizY s

16.5 HEtt
VR FELVEHHALZEZOZ V< FLIVE VO FE R IEERSIEEYECH Y, =L
~ FLIVEL300mg (RETHEETL) %) b EV100mg (1E100mg% 1H2[E) ffH
TCHEREIHR S Lz & & ER O 6 Z N2k 55 0#935.3% % 1749.6%
DOIEYAEY DR STz HEMP O R E IR IE =V~ MLV V£
BALRTH Y MK RRE S 2 0FOREWI RO SN HEAT—%),
TR B ZMCEER) N eV D 7 RVAIB00mgx IR G- L7z k &, %54
148BEIF TS, #55- L7 HUNHEDS6.4%h3 3~ 11.3%A R ~Z L2kt s
7o Frow REAUARRIB3.8% M Hr i, #93.5% 8 RpA~FEilE &7z (HELAT—%)s

16.6 BENHREZHT2EE

16.6.1 BikpEEEEE
%% (eGFR 60mL/minkk 90mL/minAiii) . H1%: % (eGFR 30mL/minkk
60mL/minfii) % OEE (eGFR 30mL/minskiif) OB HEREREEHE 2=
V< FLIVEVI00mEg%E ) b F EV100mgh T (=~ b LV E LS
BUI2RER], ¥ 5.0, $E5- 51205 M J 0240 142 5-) CHAREOHES L7z &
O EWAEREEATAMBE LB LT, VY FLIVE LV DOCrak
O AUC D FREE G A8 ME L, 83 O B R E B TUE30% M 1724%.
PRI O B AR BRI 5 A T IE38% L 1°87%.  EE O B AR E B Tl 48% K
O204% =70 - 729 (BMEANT— %) [7.2. 9.2.2, 9.2.3&0#]

EREREREEAT =)L~ b LV BV OSEY BRI T3 R

TR EHAE | R RRRERE | AR e | RS
(n=10) (n=8) (n=8) (n=8)

1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)

Comas (1 g/mL)

AUCu¢ (ug-hr/mL) | 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)
Twax (hr) 2.0(1.0-4.0) | 2.0 (1.0-3.0) | 2.50 (1.0-6.0) | 3.0 (1.0-6.1)
trz (hr) 7.73£1.82 6.60*1.53 9.95+3.42 13.37+3.32

T P (HEFR) Ltz SEAFTIOME = BRSO /85 X — & BTG (CV%)
16.6.2 FrifpemERE
FREEEE O N RERERE R E  (Child-Pugh%#HB) 2=V~ F LIV E)L100mg% Y b
FENM00mgH AT (S~ b LIV E L OFGRT120 M, $5-5, $55-$ 120
IR 24 A 5 CHERRIHE S L7z & &P, 2 )b~ P LIVE VOIS RIL
EH P RE Y A4 285 LA CH - 7210 GHEAT—%),

JFHEREREEAT= L~ b LV E L OIEY BRI T3

1B 7 R R rh AR R A R R
(n=8) (n=8)
Cumax (g/mL) 1.89 (20) 1.92 (48)
AUCi (ug - hr/mL) 15.24 (36) 15.06 (43)
Twax (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
tiz (hr) 7.21£2.10 5.45+1.57

e 9 (FEFR) |tz SEAFEISNE = BTS2 OMD/8T X — & EMEME (CV%)
EEOIEERERE 2R E LABRRBIT IR L T,

16.6.3 NREH
188 F A D /NE 2R RIC =V~ P LIVE LR b ¥ Lo BIHE 13 37l
LCTWie\,
BN DB FHEE BhEE 7OV R OVN R ORE i & VT 125800 Dk
A0kg DL L o/NRBE I U CHESE R - FHE TARAIZ 55 L7z & S 0EHRIRE
BEDMBEF =< FLVELVOBREZRRZIHEE L2 AH, A TRD b0
PP oL~ N LV EVOBEGER ERFRREEIC R 5 LHEE SR, [9.751E]



16.7 EWHEEIER

16.7.1 In vitrosB&
SV MLIVE  P-gpDIEETH Do F 7o, CYPIALH AT I O RE K
FINCHE L, P-gpx ET 2%,
Y R UL CYP3A L HEICERVHIMMEA R LY, CYPSACTRALE N A HE~ 0
PERZER OAH 2 B A TICHES 2, Vs o rvBiag % L. CYPLA2,
CYP2C9. CYP2CI9% T 5 Z L b h o> T b BEMZEK O rf ik %
R S8, SERDET S 2 ¥ A B SR o F s PR S L S & 2 B W RETE
HH oY, [8.. 10. 58]

16.7.2 ERFRZEYMEE/ERAHER
SV RLVELVEY M FEVBEHTTA bF a3y —)b (CYP3AFHESE) X
EA NN EE Y (CYPIAREESE) LMk Lz L 2=V PLIVELV R
) b FENDCoax X CAUCI XS 2 5558 % 5]l L 7285 R % DUF IR 372 9 (4%
EIAT—%), [10.. 10.1. 10.22MH]

ANWNTEE Y IA M T F =B =)< b LIVEL LD b FEL o

WEREIC RIZ TR

- HIWAE S5 A— 5 DI (%)
* (BEF G- W) (90%IEHIX M)
n
< kLY SR RLIVENV DR R 9%
LT S Ay
Com | AUCY | Guw | AUCY
| 300mg 56.82 | 450 | 2550 | 1657
12
MY anaw SOEE/ E)gmg 9| @ro4 | @377, | (876, | (3.32,
16/l ) * 68.62) | 58.65) | 34.91) | 20.60)
fho | 20mg | 300mg/100mg 1857 | 138.82
iy | 10 1H2A 11| (1280, | 12025, | NC NC
(8ll#%5-) (5l 5-) 124.97) | 149.11)

a) D WHEIE100 (%)

b) ANNTEE Y AUC=AUCk. {1 b5 3F V=) 1 AUC=AUCu

c) ANNTEY L3 HGBE8H H2* 5150 H £ TLH2M300mg ¥ THiw (1H H~3HHIZ
100mg# L H2[#%5-. 4H H~7H H13200mg# 1 H 2% 5-)

NC: HHLTwiw

) AHI QKRS R ORI, =)~ MLV EL300mg K 7Y kF ¥ )L100mg %
[ (21 H 2[R 1% 5T % o
17. ERERAGIE
171 B3ERVUREMICE T 55
17.1.1 EREEFSE I/ D588 [C4671005 (EPIC-HR) HER]
18% LL E DSARS-CoV-212 & 2 B E R E X M RIS, =V~ MLV E L
300mg e TN b ¥ )V100mg% P H CLH2M5 H %5 L7z & & O F %K O

TeBGEAER A F G L 7o T EREMIE B EEA{L28H H £ TOSARS-CoV-212
LB EAYEICE DO & B AR T A b WIBTED A X2 RO H L
TWEREOEIE L Uiz RERMBNT TH LM (20214£10H26H 7 — %
Ay bt 7) TIE136141 (HARANIB) stz b s, EEFHMHE (mITT
HH) OFFIE. 2V~ PLIVEVRDY b ELHEREO0.8% (3/38961) I
27T 2 RBET.0% (27/38561) TH ). EIE O 212-6.317% [95%15
HHIXH 0 -9.041, -3.593] TH o7z (El)o WiIE, =V~ FLIVELRD
Vb OV #EC ARE3/38961 (0.8%). FET-0/389%1 (0%) TH . 7T
Y AREETABE27/38561 (7.0%). JET-7/38561 (1.8%) THo7z. b, MEAE
BAL S NI T T OWERE 224661 (HARN6E]) (281 2 MWLM 2@ ToE
TEHMIHEE (mITTHE) OFEEIE. =)< b LIVELRTY b F ELPERE
0.7% (5/697%1) W7 T £ REE6.5% (44/68261) TH V. HE& OB %
13-5.807% [95%EHAIX M @ -7.777, -3.837] TH -7z (£, WFIE, =)
< M LIVEV N b EVBEREET ABES/69761 (0.7%) BFET-0/69761 (0%)
ThHY ., 77 RETAREA4/68260 (6.5%) . JE129/682%1 (1.3%) TH -7,

#1 FEEFHEB ORR

F T FERATT A 2

ZVT P LIVELVEDY
) VBRI

0.8% (3/389%1)

77 R

7.0% (27/385f3)

ARy P EBEG

TIERBEEDE

FRRIRAT DRI FERE L7 SRR S 2§ T ORBRE T OMATHRE R

=NV FLVELVRD

D b G 7R

AN EEEG 0.717% (5/697f1) 6.452% (44/682151)
TR REEL DE
[959% 15 HEIX [H]] =¥

D1Ea\ b) d)

mITTHH -5.807% [-7.777%. -3.837%]

<0.0001

1 L RBLG
mITTUER | 75 ek L o
[959% A5 FEIX ] =)
ANy b EEBEHE
mITT2%M | 75 & x5 L o
[95% 5 HAX ] =)

0.770% (8/1039%1) ‘ 6.310% (66/1046f)

-5.619% [-7.207%, -4.031%]

0.812% (9/1109f1) ‘ 6.099% (68/1115%1)

-5.363% [-6.884%, -3.842%]

a) MECEAIL3AH HoOVisitiz 5\ CUEEAL28H H OFFli % 58 T L 7235 & & i Visith 21T
Z DR IESULBIAGE & 7% o 7 A 3R BRI D 2 T B Y & L7,
b) # M7 13 Kaplan-Meier#: 12 &K W HEE L 724 N> FEBEEG IV EHR L, S
Greenwood D22 D &5 L7z BEKENZEBLEBEIC LY Sl L7z,
¢) Waldifsg. A EAKMENHO.2%, REREEOA BAKMEXMM5%E L, REEETIC L 2400
SBEDLEORE I L L TOBrien-Fleming®l @ a 4 B % Hv72.
d) Wald#sE
mITTHE - AL S I, EBIED L LGS, N—=2 51 %55 8IEAL28H H
FTIA %L ELIEOVisithd ) *, N—2 5 A YIFLTSARS-CoV-2i2 & 2 I
YIEISH T 58 70— F UGS HG SN TELTHGOFEDL & »O.
SARS-CoV-21Z & % EHHE DOFEIRFEH A 6 3H DI TG BRIE D, 5- S 7o e
mITTUER @ (AL S AL, BRSPS S, N—2 51 %0 5 8/EA1L28H B
FTICA R LB IMDVisithid D *, N—2F 1 VI TSARS-CoV-212 & 2 I
YHEIHT 2 70— F MRS SN TB S TG OTIE b Vil
mITT24HE] - IEAL S, HEREEA AL, EH G S, N=Z 5 1 2 %0 5 EIEAIL28H
HETladn & bR Visith d 5 “ Wi
MR RIEITIRE LD Ay ST RIBFIDESFEIZ [N— AT A ¥ e b BF2{L28H H £ I
Al L EBIRDVisithi d B | & Tz,
B, ARERO TR - BRAEERF20 L BY) THh o7z,
+2  FER - PEhf
FEPUEEE | 1 .SARS-CoV-2FtE (B2 ALRTS H LA IZHRIN S L7z Mk & H v 72 PCRE A
H1Z L) HERR)
SARS-CoV-212 & % I&Iefie DAERY SEBIAECEAALHSH N TH ) . 5D
MEVEAALEE 51235 TSARS-CoV-212 & 2 JEHLHE DREIRY A512 DL L3 &
nah
WDSARS-CoV-212 & B EGHEDEHEAL ) A7 T 52 L7 Eb1oHT S
- 60 LA L
- BMI 25kg/m%#
- B (82230 H DI OBYE A S 1) . D A2 100K DL L O BRE S d 5 )
- SRS Y S SR I O Rk S
SRS (WEE, WO A % BT 25D R)
CEIEDOBE 22T b
COAEREEE CORIEZE, Ad, —® RSBmO, =t
7)) AL & N TR TETIAR N A 7S AT R I TEB AR T BT
FEABIR PRI AT SRR/ N A 7S A OB 2T %)
- 1HI A 2B PR
- S R
- PR I ERAE
- AR EREE (PRI, &7 VIEBRESE) SRSB4 53 %
ZOMOEE GEEMERE, A SR v 7 v Y Fu— A BEOHTRERE)
- BRURPER W 25 A % B I BIEO DS A
- IR AN DKL (SARS-CoV-212 & A JE e & M8 B 1% 70 F555E 1y FE 1T
HeiAE)
Byl kit | 1.SARS-CoV-212 & 2 JEYIE DB D 7200 D ABEEDL D 2
N BEAS B 7 IR TE SRV 2 A B2 A T AP ABE DS BRI 72 % 2 & 3 AH
EEND
BUEO R X0 RIS, BUR SRR A1 X ) SARS-CoV-218 e 75
MENZ bbb
AEEEO R (B ULIE B OB SUICHIF 48 7 A b Ak, B3
JEFPEFEZE . Child-Pugh”Z 7 ABXUIC, SMENA L% & LIl Btk IR &
L BTV T — VHEIRIIIFIEER () OBEEEE AT S
CENTR UL R S EE OB RS (A7) —= 2 ZEi67 H N o
2 L7 F = AMiil2 35 { CKD-EPI THit & I 72eGFRA™5mL/min/1.73m?
i) AT D
.7 AV A H3400copies/mLiEE O HIV & Ge i 5 AT HIVIEGIE DG O 72
DI BEEEIESE & M L C v B HIVIEGSE B
7.SARS-CoV-212 & B EHIEIZ XT3 2 7 7 F VHEME = A3 5 LT EE AL
SAHH X D ANICHEMA Z 5 Z EATFHERTVD
8. HEVE 2 LRI 2AME ] LAN O BE BRI EDR02% A (2o, =A%)

[N

w

[N

w

S

w

o

- 0 [ o - 0,
mITTRE | oo e o v 6.317% [-9.041%, -3.593%]
pfie) v © <0.0001
ERATAN T 1.0% (6/607%1) \ 6.7% (41/61261)

mITTURN | 75 1ok & o3

(o596 B ] © -5.765% [-7.917%, -3.613%]
015 A

A XN FEBEG 1.1% (7/661%1) ‘ 6.4% (43/669f1)

mITT2%MH | 75 & RBE L 03
77 RRE O -5.425% [-7.460%, -3.390%]

[95% E R[] »

a) . BN EE, 68 (38TH) M- 1T &%, BRIIEL, EY . MR
IR OSa A TR, O, MR, BUE. IR, ShEEE D SR K

b) EREA, BERRAE. JRISVEGEAAE, CDARPEMINEAS200/ u LA 222 7 A b A
73400copies/mL A O HIV &G B H 55

c) AERHLANEIS0OH IMNIZ14H ML E#EHRT T L F=Y v 20mg/H U EICHNS S 5 a5
A 74 FOHE, REHMANROH NI AEWEK (2 7)F2<T, TATFX
7 7)) L AIRIEREHIE (A N ML EFY— b AVA TN T 2 THEFF T L)
DG AIH AR A 2

d) MCIEREEE A A L. BRIMICHRRER G 22 Cu e, BENICZT W2 EE
BT B A0
R RAT I S O BIE BB X, =V~ PLIVE LR b EOLBEHEE
T7.3% (49/67261) Td . ELEIMEMIE, REARE (3.7%. 25/67261)
BT (1.9%. 13/67261) TH o721, [5.1, 7.15HH]



18. EEhEEIR

18.1 {EA#F
Z)V= b LIVEVIZSARS-CoV-20D A A » 777 —+ (Mpro: 3CL70 7
7 =€ idnspd & HIFEN L) EPAEL (IC»0=19.2nmol/L), KV ¥ ¥ /5
BOYIMi 2 HiE$ 2 28Ty v AV ZAEEZIHT 5,
) R FEOVIIRE Lo i (3umol/L) ¥ TSARS-CoV-212kf L TH™w
ANAEWEZRE o720 U P FENMIEZV FLIVELVDOCYP3AIZ & B
R HE L, mEEhRE BN S 2,

18.2 In vitro$i™y 1 JL X5EME
b R LIV E VISR R E W 23 BRI BV T, SARS-CoV-28 R4
HERR (USA-WA1/20208%) 126k L CTHLY A v 2% 7] L7z (ANHBEMZ™
ECs0 61.8nmol/L)
Z V7 b LV EOVIZSARS-CoV-20i R 7 BE#k (USA-WA1/20208%) T 0N
WAk TdH Halphatk (B.1.1.7%%0) . betatk (B.1.351%#t). gammatk (P.1
AR deltabk (B.1.617.2%%%) MK Ulambdatk (C.37R#) 12xf L TR
FEDHL A NV AWGMEE R L. ECofiiz 2 2N71.2, 170, 217, 204, 82.2)%
093nmol/LCTd - 72 (Vero E6-TMPRSS2Mifia). 72, =~ LKL
13SARS-CoV-2 73 Bidk (USA-WAL/20208k) Je OV Bibk T & % omicron
¥k (B.1.1.529%%%) (2% L CREE DY 1 v A% /R L. ECxoffiid Z
NZN38% 1°23nmol/LTHh > 7= (Vero E6-TMPRSS2HHI)
) HLIER v bR R

18.3 /n vivoii 1 IV Z &M
=V FLIVE VI, v ABIERETdH HSARS-CoV-2-MA10kk % J e S
7o ANZBWTC, BiD T AV ATHEO WA, Y BE thE iAo #iiil
il DIFEE DOCLEATED BTz

18.4 FEHIMHE
fioaaFy A VATHLI 7 AFETANVA (MHV) % Hv 7zl ik
BT, SV b LV EOVEEE &R L 2 AT 5 L0 MRS 28 L 724 5.
MHV-3CL 7 0 7 7 — ¥ 1252 D% R (P55L. S144A. T129M. T50K % O°
PI5A) #REH LI, INOHDOEREHFTLIMHVICH T L=V~ FLILVE L
DHT AV A4 4~4 IEERT L7z,

19. BRI SICEET 2EBb2HMEA

19.1 ZJL<= FNLIJLEL

—fkB9%FE - =< b LVE L (Nirmatrelvir)

L% - (1R, 2S,55)-N-{(15) -1-Cyano-2-[ (35) -2-oxopyrrolidin-3-yl]
ethyl-3-[ (25) -3, 3-dimethyl-2- (2, 2, 2-trifluoroacetamido) butanoy!]
-6, 6-dimethyl-3-azabicyclo[3.1.0]hexane-2-carboxamide

73 F3 0 CsHaFaNs04

et 499.53

PEIR © I~ IcEB LR TH %,

bR
NH
H
H3C H 0 H o
HaC )\ /
Y CN
H "HOH
N
o)
Hee, e
HsC NH
HsC
o F
g F

SrELAREL (logP) ©0.845 (TilfiE)

19.2 U bFEN

— M2 FR 0 ) b EL (Ritonavir)

154 : 5-Thiazolylmethyl[ ( a.S)- a -[(15,35) -1-hydroxy-3-[ (25)-2-[3-
[ (2-isopropyl-4-thiazolyl) methyl] -3-methylureido] -3-methylbutyramido]
-4-phenylbutyl]phenethyl]carbamate

533 CarHasNeOsSe

3 720.94

PEIR © BE~REBEOMEKT, XorWIHEELI L0 H 5,

HaC
O H CHs H ) o]
HsC ; N J\ s
Y N N o W
: ( | Cis ' o H W omM \ N
HaC s 3
21. FREH

21.1 EEan ) A 7 EHEEW 2 FEO b BENIET 5 2 Lo

21.2 AFOFGAEY LI ENDEBOLZHRIZ, 52 LOEELE
REEF AR LTS 2 A CEH 2 b - TR S, CHIZ X
LEBEEEFTPLMOTHEGEND L), BN LTEFT LI L,

21.3 EHERBEFBEIFERTHAIEAS5IED CERORMOM T HIRIE, &
BIEPSEFELCTr AL 2, F7z, RBSNBREICL Y, KESR
HAZHS 5 LEDTRO SN E1E, B ERERR SRS T4% 0253
THIZHD EKRFHOEE AT LI ENHDH I L,

22. ‘@
3058 (=~ M LIVEVEE 48K V) b EvEE : 288 (PTP) x5]

23. EEBXH

1) /7 —E7%¢ 100mg #A3CH (20214F6 HLLET) . 7 v 7 1 ARG

2)  Section 6.3.4 Study 1014 - Carbamazepine DDI, EUA Application.
Pfizer Inc. November 2021

3) Section 6.3.2.2.2 Part 2: MAD, EUA Application. Pfizer Inc.
November 2021

4) Section 6.3.2.2.1 Part 1:SAD, EUA Application. Pfizer Inc.
November 2021

5) Section 6.1.1.4 Pharmacokinetics, EUA Application. Pfizer Inc.
November 2021

6) Section 11.1 Pharmacokinetic Results, Clinical Study Report for
C4671015. Pfizer Inc. November 2021

7) Section 6.3.2.2.4 Part 4 : Metabolism & Excretion, EUA Application.
Pfizer Inc. November 2021

8) Kumar, G. N., et al. : J. Pharmacol. Exp. Ther. 1996 : 277 : 423~
431

9) Section 6.3.3 Study 1011 - Renal Impairment Study, EUA
Application. Pfizer Inc. November 2021

10

=

Section 12.3 Fact Sheet for Healthcare Providers : Emergency Use
Authorization for PAXLOVID™ . Pfizer Inc. December 2021
11) EIFILE 4 T/ MAHRER [C4671005 (EPIC-HR) #thk]

24, XEFKRERVBEVEDES
77 AR S RadEilt sy —
T151-8589  WUEUHRUEA XA 4 AR3-22-7
FAMIHHR S A YV 0120-664-467
FAX 03-3379-3053

26. BUEHRERES
26.1 BLEIRSETT

7 7 A — kit .,\
o aoks 27 - ﬁzer

R FH IR
002



RO L EZSZRT D L

#%20224F 6 HET (58 3 i)

R — RHBIR RS |

*20224F 3 AT (8 2 k) B EEERHEES
87625
R - SRR oA ILAEA] EGRES [30300AMX00467000
HSHEAR : 2405 F BRFSRRME | 20214E12A
EILRESEILATEIL

> Y] \\7\\'J7,|'®77 7+ J)1200mg

LAGEVRIO® Capsules 200mg

PEAREFECHSIFESTDI L,

A&, FMTEHPIEESNCBDTH Y., ABFICSVTENE. T2 REICRIBREFBSNTEY. 5|EHETFERENEFTHD.
ZO1eH. FEIDFEAICHES T, SN UHEBEENERBEEIC, ZOEULVICHEMERVTREMICET B ERZT7ICHAL, XEICK

s
ISR | RSO & DT 5 &

2. 2R (ROFBEICIFZRSULBEVTE)
2.1 KHIDRRT I UIBBIEDBHERED 5 % B
2.2 BIRXIIHIR L C L B ATREE D H 5 K1 [9.5 BH]

3. #8RY - MR
3.1 #8m
HrzE 4 47 Z%H 7 )L200mg
ARG ELXESE)L
nE ELXESEILELT200mg
HNEY e FoF>Fuoiltilo—2, Rt
LH—A, JAHAHNLAT—AF )T L, AT
eIl TU VBT TR L
A7 e Tuxa—2, Z2EbEk. BbF
5
3.2 EHFIDMIK
HR7e 44 F 47 71) *®H 7+ I1200mg
Sz T 7 LA
Al - & A TSE
Mala—r L 82
e () (@8 )
S 0
E#£ (mm) 21.7
587 (mm) 7.64
T IVAEY
DOEE (mg) 285.7

4. FHREX SR
SARS-COV-2IC & B BHE

5. FEEN [FXRICEHET DF=
5.1 BRHERICH T 2 F oG5B E . SARS-CoV-2ic &
BEAHEDERELY AV AT 2ET 5%, AROKRESHEE
EZONBEHEIRET S, T2, KFOHRSHRIZON
TREHDOHA I HBEICTEHI &, [17.1.1 S]]
5.2 HIEEDEWSARS-CoV-2IC & 5 BYWERE 1I0d 2 A 501
IIHENL L TV,

6. BENUAR
WH ., 18 EOBHFICIZ, TLXES L E LTIES00mg
Z1H2[E, SHEEO#RST 5.

7. BERUHEICEEYT 332
SARS-CoV-2IC & 2 BISEDERPHI L T o HP P IS
BT A &, BRABRICBWT, EBREHED» S6HHEHLEIC
BEZMBLIBEICBI2E0EZ2EMI 275138 6N
Tz, [17.1.1 ]

0. HEDHRZHI SFREICHT IR
9.4 LJEREZ BT 2E
TEARTTREZ 2SS0 L Tl ARG H R O REIR SR —E
HRIET 2 21T K OB I S 2 L, [2.2, 9.5 5]

1=

1%L _E5% At 19%A: 1 SR
BaEE TR EBD Mg et
MIEREE | EHEOF, R
ke | B2 R OB R, e |hEEKE.
Lk KL
sk | JEBURE JlINEgERED:

€9 MSD
9.5 WEim

HESIIIFIR L T WA AEERE O H B I IZHRE LiEnwT &,
HYMEBRTHRREEEIREShTVS, HRS Y FOBREER
BHICENLIXES L ZHRE L-ERICBWT, N-e FaF
v FYr (NHC) OERBZEROSMBICHLUT 5HETHE
HEHER O - FRIBHIEA. 3G EICHY T 2HETHE
DOREEBENZDS5NT WD, $/-, FREYVHFOBRBERR
HICELIXEIT UL ZEE L-EERICBWT. NHCOEKE
BEOISHBICHY T 2HETHRREAEORKEIZD ShTW
%, [2.2. 9.4 ]

9.6 =H.E
BELEOAEFEROCBIKBOERE2ZZEB L. BALOMK
gk BEd 52 &,
FMICBVWT, ELXEIELOATBITRBIIERL TS
579, & MHTHANOBITOFRKOATEENDZEICH
ITHT—HFITE0,

9.7 INR%H
18/% AR 2 0t & U7z BRI X S LTz,

11. BIfER
WOEWERABH6bNBZENHHDT, BERZ 7TV,
BEDPRD 6 NIZGEIERES 2 IR T 5 7% S 2 0B #1T

T &

%111 EXGEIEA

TPFIT4S5FY— (BHEARH)

£ 11.2 ZDMDEIER

15. ZDMMODFE
15.2 FEBRIREBR ICE D < B3R

15.2.1 L XIS ELKRUNHCOMEZ A= ZREERE D
WREBETH oz, L L. ToHREZHVW2EDE
FFMRER (Pig-ailBi Xk U'Big Blue®* r 5> AV =v
8 E W cIDBIZTFREICHB T 5 RER) 2L -k
B, ERFEREIEDSNEL 5. In vitro/MEREBR KO
Z v hEAWAIGRBORBRIIEETH - 72,

15.2.2 3» AMBSHEERBRICB VT, NHCOAUCIZE DL [E
REBZBREOS.MEIHELYT 2HBORETEEICKELT
W53J v bOREEROEE ICEREKERERDEES
BoHoni, AKEOZILIZ. v b1y ARHRSRE
(BEZEE LEABEREE) Tty A (BREBEZEE
D19EE TR » ARES) KU1 X (BKRBZEED1.6
EETx 14HMEHRE) ORMEBRTIERD 5N TR,

15.2.3 4 XIZNHCOERBRBEOO.MELL EICHYS T 2 HE 2%
S UBCHERED D 2 FHEE (TNToOEIMRME
ICEE) PR LN, LIS YL Z7THE®REG L
B I AE B 000 D I BR SR A B 28R OF I/ AR B B S D 3D A8
A5, 14HHEOBE THEBEMIC LV EEOELFAS
Nize ERROELIZMMOEYETIIFRD 5N T2,



16. EYHNRE
16.1 MEE
16.1.1 RERRLA
ELXETENEINHCOTU RT v 7 ThH D, EHFEHRAZET
DRI EBEREY TDH 2 NHCAMAKSFE S WATRNICE D A Z
. WHBETHHIRX LAY REY VEgEE (NHC-TP)
1oy VEEkEn s,
(1) BOigs
LA E L X ©F E)L800mg 2 HalfZ [1#% 5 L 7z EONHC O
MmEEFEEHER 2 X1IC, MEEFREYBIEIT XA -5 2R1ITITRT,
ELRXETEIL50~1600mgD i T, NHCD Crnaxk FAUCIEIH
LCHEICkFILTHEmML: BEAT—%),

M1 EERAICELXETENL800mgx BEEOKES L ED
NHCO MEHREHRY (FIafEHRERZE)

£1 EEERAICELIETEILE00mg % BEREO#KS L7-BEONHCO Il
BEREEME R T X — 5

TmaxT Cmaxi A[JCO—IZhri
i (hr) (ng/mL) (ng - hr/mL)
6 1.75 2770 8190
(1.50-2.50) (13.3) (21.5)
TR fE (HE)

TR (ZEH55%)

(2) Rig®ES
R AICEILX 5 EIL800mg % 1 28/ & & I RERZE 5 L7z
BEONHCO MRSy B/ 8T X — 4 13F20EB D Th -7, 1H
2[E D RAEFRE 5 T/ 5 N7 NHCHOAUCo- 126D BFEHEL (1.09)
ICED L BREEEIE3.3B-TH > 72 FHEAT—%).

16.6.2 FTHEaEEEE
FHEBEREEE I B 5 BV X S EIL KR UNHCO Y B HE O Sl
WML TV, JEERRBOMERE. NHCOFEE 2 HIERIZ
FR#cEEVWEEZ OGN, /2. ELXETEIIEEICHEL
BR OB TNHCARB SN B —TF. ELIXET VDK R
B REBER RGBT OH LTV A, FFHEREREE
BELIETELKRUONHCOBRERICHEZ KT T REMIZE Y,

16.6.3 Sip&
RHEEFEY BB ORER, W& 128 2 NHCOREY BR8I35
FEERETH->7 GHEAT—%),

16.7 EYREER

16.7.1 In vitroXBRR&E
ELXETENLNKONHCIEFE 2 BYRBERRL S T > AR—
Y —DEETIZ RV, 77, ELXEIELKRUNHCIEEE 23K
MRBBERRO LT > AR—F =129 2 HEER IFEEM
EINSED DTz,

16.7.2 BRIRICH (T 2 BB EFRFER
i AR SRR AR FA BRI LS L T L\,

F) AAlOERRShI-AEKRCHARIE. 1[EH800mg# 1 H2[E5HEEO#KS
TH%o

17. ERIRRLAE
17.1 BIMERURLMEICET B35
17.1.1 ERHREZE D THE3ER [MOVe-OUT (002) HER]

18/%LL EDSARS-CoV-21C & 2 BIWERE Z M RIT. ELXET
Lot BetEE2FMTsL2BANELT. IR
SRR AL EE MR TR OGRS U 7o BBl IE
Hik. BIEAL29HE £ TOHBZB DR VT T ARBEIIFE
T UEHBREDOE G E Uiz, BN/ — FTIE. ELXETEL
800mg# 1 H2[E (12K &) SHERO®REG Uiz, FER M
TdH 5 HPHEENTCIR7750 7 BAERE D 1 Sh, BIERL29H
HEToBEMZZET LS (HAAMBREEEEN G2 o7)
TOFEFMEEOKERIE. ELXESEL800mght7.3%
(28/385Hl) RUTFvAREE14.1% (53/37761) THV. EED
PERIZE13-6.8% (95%MEMEXA : -11.3, -2.4) TH-7= (FEl)o
%B. EBEABED TS NZ143300 (HARAGEBRESH 2 &)
2B B HREN BT COEEFMMERORERIZ, ELIXYE
S EL800mgHE6.8% (48/709H1) RV T 5L AEI.7%
(68/699%) TH D . HEOBMZEIX-3.0% (95%EHXM :
-5.9, -0.1) THo7z. WFRIE. TLXETELS00mgEETARE
48/70961 (6.8%). FEL-1/7096] (0.1%) THV. T REET
ABE67/6996 (9.6%). FET-9/699% (1.3%). AHBI1/6994l
(0.1%) TH -7z

£1  PREFETOFEFHEEE OFER (Modified Intent-To-Treat®H)

F2 EEREAICELIETELE00mg % 1 215H & & I RIEZEOH S L7z &

DEFIREICH T 2NHCOIMEFEDFRE/ ST A —5

Trmax T Crmax* AUCo-120:
hia (hr) (ng/mL) (ng - hr/mL)
5 1.50 2970 8330
(1.00-2.02) (16.8) (17.9)
TrRE ()
TR (ZEEERE%)
16.2 IRIY

16.2.1 BEO#E
TR ICEIL X BT EL200mg % BERR O 5E LB, S8
i BEARE A 15 5 ClE 2R 512 AR TNHC D Crnaxld 35% 384 L
AUCRWEHETTCREBETH > 7= WEAT—%). FHlIZ. &
HEFBRREERETH D,
16.3 91
NHCoO b +MEERICHT 2EARIIO%TH -7z (in vitroT—4 ) o
16.4 {38
ELXESENLRNHCOTT RS 7 ThHD. 2HERAZET S5
WCEERBEY TH ZNHCANIKARE NS, NHCIEHNREREL ) 32
CORBERUEBTYY DUV ROTVF I AR SN, HET S,
16.5 it
TEEERRAIC L X 5 ¥L800mg#% 1 H2[E5.5H M KERO#H 5T L
72B%. NHCORFHERRIZZ% TH -7z BHEATFT—%),
16.6 FREDNERZHITDEE
16.6.1 BikEEEEE
EILXETENKRUNHCOEE R HREE I TlE Wi,
BHmERES NS 0P E 2 RIFT TR RV, BEFE
BB REFRAT OFER . BEROPEEOBHEREPNHCOZEY
BRERICRIEITEKOD 2HEIAON LGP BHEAT—%),
BEETHRERERE (eGFR 30mL/min/l1.73m2RKiH) XILBEHT
EREETHEFICBITSELIES ELKRUONHCOEYHED
FHMi X SEME L T WL,

ELXESEIL _ N
soomgtt | 7 7omF lmeomms |
(385(f) st oy | (O5lRIEX)
B% (%)
WIFRIL2OHE
FTOMHZR 28 53 -6.8 0.0012
DHRVWTRTD (7.3%) (14.1%) (-11.3,-2.4) |
ABESUIFET S
- 28 52
A (7.3%) (13.8%)
0 8
s (0%) (2.1%)
AR 0 !
(0%) (0.3%)

TSARS-CoV-2IC & 2 BIYEDTERFER » & BAEREIF I HE TofifE (3
HELLR,/3HM#8) 25K T & L7zEHlMiettinen and Nurmineni.
AR OARKEIF{12.5% T, PREBITIC L 2 RSMFTED ZEEDOH

#F1k & LCGamma family®! (y=-1) OWHEBEHZR W (

Fr#10.0092) .
T R #IPfE,

Rk

SIS ARE RIS (Bl FEREHE) 128V T24RH D Lo 2tk
BRI IR EER LTz,
|| 2 1L29H B ORI GERE 3. AREFETICB LT, ABRXIZ
HEELTHY Y bEhiz,
I EERL29B B TICLE L2 I RTOEMIZ. ABRBROELCTH -7,

B RHBOELRR - BROERIBR20EBO TH -7,



F2 BN — b+ OELBIR - Ry HEEE

BFUERE 1. SARS-CoV-2/5tE (HEMEZEINT 815 H BIPICPREL U 7 1A
Z V- PCRIFESFIC & D HERR) o

2. SARS-CoV-21C & 2 BYEDREIRY FB A MAEAE (T FIS
HUATH Y. »OEIERLRRIZB L TSARS-CoV-212 &
B RGHEICBIE S HHERY A1IOLERD 5N,

3. UTFOERICB T 5. BERE IIHEERE.,

SARS-CoV-212 & 2 BYEDEREE DHEICH O SN/ ER
U TRDEBD,
[#5E] ORTQ%IH-9
OROFTRTHROHND
IR A3 2008,/ 93 K DHEAI0E, 53K, SpO2Ah°
93%it8)
QIROVWTNHERD SN
R XIFER OBV, FIRREY, >3 v 7ikE £
B REA 2
[F&hE] O~®% T N7z g
OIDH> 5, 12D ErEOsNS
FERE D BET. FEIREAT 2000,/ 43 LU E30[E], /4. D
%A% o0IE] /43 DLk 125M], 43 Kl
QD> B, WINPPRHEND
- SpO2#893%ii
+ SpO2AcBbH 57, SARS-CoV-21Z K BEHRED 720 1T
AL/minblL FOBHERG 2 HT 5
PRODVTNHED SNV
ZHEEOBYIN., HIERED, >3 v VRE, ZREIERMES
£
4. ROSARS-CoV-212 X 2 BIREDHREL Y A7 HF % 1D
+ET 5,
« 61lmblE
C EEHHEOSA (GEIMHIEEWIRCRZ bR WA AR
<)
- 1B R
- 12 {EPAZEE TR S
« AEf (BMI 30kg/m2Ll |)
- BELOEER (0%, SEIREEULDHE)
- WA

BROVERE | 1. AR USRI EZ &I % 48RRI DI ICSARS-CoV-2I1c & %
BEED 72 DI AR RBEE 55 2 ENTFEINS,

2. SARS-CoV-2IC & 2BIHEICN T 57 7 F > % MAE R IR
BICEERE L, NIEERL29HEETICEEZ TELTL
2o

3. RRBAOHMANIH & 7% > /-5 B DOSARS-CoV-21C & 5 &

PIEIOHT BE/ 70— FILFURIC K 2I6BIEEET 5.

a) BARRZEROBE S L

b) W%, WHEEE. EPA. BUK. HERO BN SUIMIREE, HHANXI3ED
A JETT. FEL (38.0CH). B, M. ED. MERE. TR REHE
ESU AR

EHNKXIESARS-CoV-2IC & 2 BEHELISN OB TRAKREG SN THED
SARS-CoV-2I & 2 BIUEDERFERLFICHRAEVHERS ATV L
REBIZ BT 2 HE

ROO~@% 12D EHT 256 : OXENHFERCATIFRZE. Q&Y
Za—LzAvcEnERFEEE (RE20L/mint, BREE0.58 L),
OFERBIIGEMHRS. @ECMO

BITERFBSEE X, ELXETENL800mgHtT12.4% (48/386
fl) THO. ExBMEM GEBREG1%E) & FR3.1%
(12/386f)\ FiD2.3% (9/386M1). FEMEDE111.3% (5/386
fl)\ BEfE1.0% (4/386fl) Td-7z. [5.1. 7. ]

18. IR
18.1 {EFER

ELXEITENITE RT Y 7 THD . NHCICRH S UifamicEL D
RAFENE, EHERTHANHC-TPICY YB{bEN 5., NHC-TP»
7 AV ABHRRNAKEERNAKR Y X 5 —XI2k D 74 )L ZARNAIZHL
DRAENTFER, TAINVAT ) LOTS—SHENEML. 7 A ILAD
WhATHES NS 2,

*18.2 In vitroi o+ JLAER
NHCl&Vero E6#fifa% H 7z Ml fla ks # 2 TSARS-CoV-2 (USA-
WAL/2020%k) IR LUTHIANAERAZR L. 50% B RE
(ECsofl) 120.78~2.03 umol/LT& - 7. NHCIZSARS-CoV-2MD
PESkE (USA-WAL/2020%) . MICERKTH Salphatk
(B.1.1.75%#%) . betatk (B.1.351%#t). gammatk (P.152H) KO
deltatk (B.1.617.2%%%) (Xt L CREBEOHY A IV AEHZR L.
ECsofiidZnZhn1.41. 1.59, 1.77. 1.32%0'1.68 umol/LT&d -
7zo E72v NHCIZSARS-CoV-2D5Ek#E (USA-WAL1/2020%k). 3if:
CICEBRKTH Homicrontk (B.1.1.529%#) OBA.1ZHERY
BA.L LRI H L CHEBE O Y A L AER 2R L. ECsoDFH1HEIZ
ZhZh0.87. 1.09%02.61 umol/LTH -7z,

N

C

d

=

18.3 In vivoin o« JL A1ERA
SARS-COV-2IBYEY 7 A, NARY =RV 7zl y FEFILZRANVT
ELXETELOITA N AMEAZHER LIz YT ATlE, ELXYE
FENIET AN Az HERE L-BERe Nfif#TcDSARS-CoV-20 3L
H AN 2BEZRF DSz, SARS-CoV-2EES7 = Ly M ETILTIE.
ELRET I ELKETHOSARS-CoV-2D @G 1 )L 28 % #d
S¢, FES YAV AIEEEREY IR SEY TOBREET A LA
2 (BRE7zLy M2 SREE%RIEE) IHHRARBTH > 720
SARS-COV-2IBHE> V) 7 U NLAY —EFL TR, ELIETELIR
i TO7 A IV ARNAR OREGE Y A )V A B 2D Sz, BRI
H U 72 iR O SRR 2 R E . BARBE B L TELIXES Y
JLEETIESARS-CoV-20 77 A )L ZAHRE DK T K UHHifRZE O BEA TR
Hohiz,

18.4 Z=H|ME
MR R TDSARS-CoV-2ONHCIZH T 2 it D FHEIZ OV TIE
BEfLTWwiaWn, fhioaa+ 71 A (MERS-CoV) %M Witk
FEAR T, MAEREER TI0MMENA L 2R 2BEEOEZ LD
ERPRD 5Niz. TD30EFER LAZMERS-CoVTIZST J L& (ki
FUFTLIERPRD SN,

19. BRI (CRAT 2ELZNHR
—MREIRH  ELXE T (Molnupiravir)
£ % %:{(2R,3S,4R,5R)-3,4-Dihydroxy-5-[(42)-4-
(hydroxyimino)-2-oxo-3,4-dihydropyrimidin-1(2H)-yl]
oxolan-2-yljmethyl 2-methylpropanoate
2 F I CisHN3O7
7 F 2:32931
RIABOWMERT, XF ) —LIBETFPT <, KITPPHT®
T BRI FILISETIC W,

HO
N

21. EEREM

21.1 EER Y 2V EHREERED L, BYICEET L L.

21.2 KR OFSGH#EY) AT ENDREF DA ZNRIT, 5 CHBEN
BREEE AR OREEICHET 2 BRI EZ S > THAS N,
XEILLDARZBTLOMWOTHRESND KD, EAIIIHN U TEFHE
THIE,

21.3 EHFEREESRFEHITHRAEALRICE D S BRORE O THRKIZ.
ARG, oREAELTOrHET 2, /o, RESNABREFICLD,

REEL2EET ZBENRD SNIHEITIE, BEMBERERSE
BTAZD2EIBIHE D EARRBHOEE2MTHIENH DT &,

22. @&
407N [l AT

23. T2

1) Crotty S, et al. Nat Med. 2000 ; 6 : 1375-9.
2) Tejero H, et al. Curr Top Microbiol Immunol. 2016 ; 392 : 161-79.

24. XEFBERERUEVEHLEE
MSD#st&#t MSDA RS 7 —HH— k> —
REETREXUEAEL-13-12
ERBIFEDT 71— 5 1 Tl 0120-024-961

26. RIEIRFTRESE

26.1 BGEERITIT

MS DHRAESH

RREFAHRNEIL1-13-12
26.2 7OE—v 3 vigE

BMEERIARH

RRBMTCHXHEEL ST BOEH

E-TEMPO1-03



*
* %

RATDIRMN L EEZSZRT D2 L

% % 20224E7 AET (BE6HR) ‘

HE-BOARKRERS |

* 20226F4FTET (H5H%) B EERRSEES
% 1 2~8C TR HSARS-CoV-2E / 7 O0—FILHfk H62
BEMER : 18% A vV hOEY D EBICFHEIRR) RERES | 30300AMX00434
. EE L] . AR5SRAYA | 20214E9A
-, 7 SiEERE 500
AR, J 1 R mg
WA EEERY L
XEVUDY forintravenous Injection
omicron#k (B.1.1.529/BA. 2% #. BA.ARHERUBA.SRM) (CDWVTIE. AFIDBENENRIET 2HBZNHHDENS. fhDEES

WMERATERVSSICHARIDRSZRFNTHI &,

F) ER-EMEOMSZICLVERT S L

2. B2 (ROBHEICIFZES LBV E)
KAIDBE N UEE L BEBED RO H % B

3. 48R - IR
3.1 #8m
H7e 4

a7« FEER500mg
N7V (8mL)

A Vioew7 (EETHE#EZ) 500mg™
L-tXFT > 12.08mg
L-e 25 Y VIERIEARY  17.2mg
WAl |EEEE  560mg

ARYVILAR—180 3.2mg

L-XFF =Y 6.0mg

FANE, Fv A = —2ANLRY -z AVTR]ES NS,

F) FEEREEIROBREZE L. N1 7IL7H 5500mg % £ 59
BICESEZMERT H7-OITHBTRTASN TV S,

3.2 SHEIDHER

fR7E 4 PY a7 1 AEEERS500mg

AITE - R [HEE ~ B ENISEEEHD TSR

pH  [55~6.5

BREEH 0.8~1.2 (EHEIERICNT 2H)

4. FHEENIFFNR
SARS-CoV-2IT & 5 R

5. MEENIFHRICEHET BiFR

5.1 BRRFHBICBU 2 ELHBREGRERZIE X SARS-CoV-212 &
DREEOEIENY AVEFZH L, BREABRSZH L L VWER
ERRICEEEITH 2 & [17.1.128H]

5.2 flidHSARS-CoV-2E /) 7/ u —F A E S NS E
BRI ANLIPREGEHEZE T 2BEICBVLUERPEL L
LOWENDH B, [15.15H]

5.3 KA OHFHEEPEVSARS-CoV-2ZE RN U TIEARAID
BUESERTCE L WATREED S 2720, SARS-CoV-20&#H
DFATHRDOIER ZHE 2. FRRGOBEIEZHE T2 &
[18.2%84]

6. FENUHE
B RAKRCI2RE B> EEAOkgML Eo/NRICIE, vV o
v~ 7 (BEEFHEBEZ) &L T500mg% BE REERET 2.

7. BERUHEICEEYT 5FR
SARS-CoV-2IZ & 2 BIUEDIERPHR L TH 5 EPL IR E
THE ERAEADP S LEREEZ T2ERIIRETHI &N
EFE LW, [17.1.15H]

8. BEELGELRIER
TF747FV—%25CEELRBIESNHODONEZZENDH S
DT, KERERIZTF 74 5F Y —Yav s, 7H745%
TN A EYIAE (T RLFY v, BIBREEAT O
A RE, MRy IVEE) PREMNBELEBICERTES &
HIILTBLT &, F7z. BERTHOVERD W & %2 HER
T5H5Z &, [11.1.1%01]

9. HEDERZHIZEEICAHT IR
9.5 ¥Ti%
G SUIEIR L T W A AR D d 2 k1213, 18R LB N
DfElEtE % BE5 SRS NG EICOREET ST &, £l
FAEBERBIIEBRL T, —RICk MgGidiaizi@EiEd
BIEPHSNT NS,
9.6 1R7LIW
BREOBEEROCRAREOREEZER L. FAL ORI
b2 RET 5 2 Lo RAIDE MHIHTAOBITHICOWTIIAAT
HBW. —RIE MgGRFITHAEITT 22 EPFEN TS,
9.7 IR
NRFEZNRE UBRHBRIIE” L Than,
9.8 S
BEOREZBELLPSEREIIRET S L,
HREMETL TV,

1. IR
WROEWERD S 6bNBHT ENHHDT, BEETHIITV. BE
WRDSNTAGEIIREEFIET 22 EHEY 2 MBE2{TH 2 &,

1.1 EXBEIER

1.1.1 EERBEE SEERH)
TH74IF % ECEERBBIENHSDONEZIENHZD
T BEEZIDITV. BEDPDBOSNBEICRERORS
FEBICHIEL, EYRESOMEYZMBZITO &, [8.2E]

11.1.2 Infusion reaction (JEREREA)
Infusion reaction (F#\. MIREZE, BRREANEERT. EE,
MBS AEEAR. M. MOSRRipEk. Bk, fEeeikreZ (k.
B, RETRS, KIME. SME. WIER, SRS, 58,
. OFVE) Phobns I erdbd,. BEENRD SN
BEICIREEEORM®E. HEFRIEESHIEL. 7 RLF
Yo, BIBEEATOA RE, e Ay I VEERRET SR L
WYL ME 21T & EBITERDPEIET 2 TEEDRELZ+
DIBERTBH &,

11.2 ZDfthDEIER

—fgic, A=

193
EHOE 5. KRG
BEEE D)
—i% - 2EEEB LV FEAMERR. B
G OIREE
MmAERBIERD. C-RISHEEAE
g PRAR AR fn. ASTHEHN, ALP#EHN. y-GTP#
. BREAMERT
AR RIEE R, WEAS
TEMEE NHRAE

14. ERALDFER

14.1 FRIFEREFOER

14.1.1 RANGAFERIER XII5% 7 B EESHR CRBRML T
AT & FNANICAEIARRII5% T B 7 EESR O N
/Ny 7 (50mLXIE100mL) > 58mL%E 3 5% LR EE > T
BLT &,

14.1.2 BEIABD INA TILEBEEP SO H L. HIRFTIC
TR THEE L THISHHEERET 22 &,



14.1.3 BIRICKTFREED W & NA TIVICRIED 2nWT &
ZERCHRTAIE. TNODORENRD SNBEEIHEH
LT &,

14.1.4 [UEPTERVWESIZEBRPIINA 7Lz B E R S .,
BMLIRES Lz &,

14.1.5 XA 7L 68mLERD . SE/N Y FANRINT 52 &,

14.1.6 HiE/NN Y 72D IC3~SEFMEZICEVE » 3. SE/N Y
TOREEILET. [RIEPTELZNEIICT ST &,

14.1.7 KENIFABL T AR ICEERET 52 &0 BRBOER
ZIRET AL EIZ25CU R TRFE L. 6B LINICREGZ7 TS
5L, KR (2~8C) THRELLGAEIL. HARKICEREE
BICR U AR 524 EDNICHR G 2R T 52 &,

14.1.8 N TILVORBIIFEET 5 &,

14.2 ERIZSEROER

14.2.1 MOEH EFRICEES L2 W &, AEAEERII5% T
R SR DAL & OE A IR TH 5,

14.2.2 % 237 BEFERED0.2umA > 51 > 7 4 V¥ — (KY
I—FI)VANKRVEE) 2EHTAEIENEE LU,

14.2.3 HEEEIZER TP ITTUTH T &,

15. ZOf0FER

15.1 ERRERICE I 1&5k
DOHSARS-CoV-2E /) 7 u—FLHEF KRG SN - ERER
FXIF AL REREELZE T HEBEICHB LT, SARS-CoV-2iC
KB BEHEOMIEPIER OB GE2. ERFE. WRRE. &
IR, R, BREE(LE) PREShTVD, [5.22R]

16. F4ENRE

%16.1 MORE

16.1.1 BEERREA
HARMNERBRAICY b < 7500mg %305 7>\ ¢ B[a S EE Lz B0
MiEFEEEREZ XIS, BYERRST X —& 2RUIRT,

300 4

- 250
E
2 200
i
b
N 150
»
hy)
o 100 ]
S
& 50
T
L=
0
0 7 14 21 28
B (day)
K1 vV hOEYI500mgZEBEEARRRA CEERFEEL EIFOMME
HREHE (HIE+EEREE. o)
=1 VY hOEYI500mgZBARANERRBEA ICEBRERE U RIF0EY
HEEINS X—5
BLyE) Cmax Cag® AUCo-s
INTA—% (pg/mL) (pg/mL) (day * pg/mL)
T E IR R E 24244 72.2£10.1 2715+309
9%

) HE528HBOMIERE
16.1.2 SARS-CoV-2[C & B RAFEEE
18/ L EDSARS-CoV-212 & ZEFUERE 1TV M1 B~ 7500mg % 1R
\J C BB AR L7 R OB BIRE ST XA — 5 2 RUTTRT SHEAT—%).
£2 VY hOETI500mgZESARS-CoV-2IC & 2 REAHEEE [C OIS
EURROEMERENS X—9 NEAT—9)

Ry E) ] Cmax Cas™V AUCo-™ ti2
ST RX—% (ug/mL) | (ug/mL) |(day - pg/mL)| (day)
FHE R ERZE| 219£100 | 25.8+8.3 1529147 49.3+£7.3

9%
1) 36301
¥2) 8

17. BRRRAGHE

17.1 BHMERURSMHICET H5HER

17.1.1 ;89445 1/ M4BER (COMET-ICESER. 214367:15%)
18/ LI EDSARS-COV-2IC K 2 BPFEREZ R E L 7T ARG R
EAL_EERATHEEERBETHD, vV buE<7500mgXid 7o
AR 2 B 2 BB SR L. FEMIIEE R EEAL%29HE
£ TICSARS-CoV-2I2 & 2 BESUE DR BHEIT (A5 DEBOZME
DD D2EEBO AL, LIIHEAZEOZ VT EER) O RV
NSRS SN BB O G L SN, RRIRIT Q021438405 —%

* *18.2 In vitrol=BIF B 1 IV R5E

Ky MET) BT AEEHOEE ORI, YV ba < T7EE1% (3/291
Bl) "ROT TR REET% (21/2926]) TH 0. FAEMER) A 7 ETRIE
85% (97 .24%(SHEXM : 44%, 96%) TH Y. HBIIFHMAEDFHIESH
7o (p=0.002) 2. Fiz. BT (2021FE4F27THT =4y b4 7) 12
BULFEFHEEE ORI, vV ha < TEL% (6/5286) RUTI&
AREE6% (30/52961) TH V. FEAT Y A ZETRIZT9% (95%(5FX
B :50%, 91%) TH-7= (p<0.001) Vs

w1 ITTEBICS T2 EEHEER DFER
VAN =Raaravy 75t REt
T | AR M HBEES 1% (3/29161) | 7% (21/292f)
A 27
(ETRRED, #2) 085% )
(97.24%(EHXR) * (44, 56%)
pIE® 0.002
BACREIT | AN NRBEISE | 1% (6/528061) | 6% (30/529)
A Y 2 7 .
{&‘Fg@il% E2) 79%
o . (50%, 91%)
(95% (5 HE < fHl)
plE <0.001

ED) (1= baEv THOA XY MNEREG/ 7T 2RO XY MHEHR
El4&) X100

H2) BEE. ERER, O, Fin, HHELEEEE LEERT
Y UERET IV

FUKYEMIMI0.02758, AABAEADFERE/KEILMEMA0.05& L, HEfE

TIC & 2 REEE O Z EHEOFES % & L CHwang-Shih-DeCani
(y=1) BloLan-DeMets®aiEEBIEAHWV 517z,

5B RHBROFELBR - RIMEEIIR20EB D TH -7,

R2 FER - [ROE%E

1.SARS-CoV-2[51E (HANFI7HWICERE S N7z ik %
FW7zRT-PCRIEE. HURHESICKDIER)

2.SARS-CoV-21 &K 2 EFHEICEET HEKRZE L. 2D,

MEEIRFE A NEISH LA

3 EREMME MU E (BENR)

4. RDSARS-CoV-212 &K 2 BIEDERE(LY X 7 KWTF %D 7%
EHL—DFT B

- 55k bl B

- EYNEE BT HHERE

- B3 (BMI 30kg/m%#)

- BHBEE (eGFRA60mML/%3/1.73m*Ai)

- I oI LAE (NYHADKRESE 7 5 AT DL E)

- BHERAEMERTER (BEHEKEZ R, BHEFAEEMEE
13055 VI 0 I MR R 8 2 1 S fii 1)

- HEELS SEREOME BRIy Fu—LD7®IRA
2704 REEF 2 VSHANFELRIREORT O A
RPWF SN TN 5HE)

ABFHOBRE., BEBREEEMICK DHEAAND 524K
DRI AR ZE T gt EWE L IZ7THBWIZFETIC
ELAREEAE VL RSN B BE

2. EEDSARS-CoV-2IC & BBPUEIC—ET HFER (LFHEFD

Bin, WLghE, BRESAETHEER) 2T L8

3. EEOREARIRED BE

4.SARS-CoV-212 & B BEUEICHT 57 7 F > % BIEA(LETIC

BERLEE, NNaBRERSRAERLNICEETEDRE

BIEFRFBESAE LY ba < 7TBET2% (8/523fl) TH-o7zo TDOMNER
. FE. RERIS. BD. EARMERE. B, MHRERBERD.

C-RIGHEREM, ASTHEM, MAALPEM,. v-GTPE., BRaaf

TR, BREARE, HE. NRETVWINS1%RE (£1/52361) THh->

Jzo [5.1. 7. 28]

18. ESHEIR

18.1 RIS
Y FEETTIE. SARS-COV-22A/84 7% VST EDOZEMAEAE R A A
v EOACE2ZBARFEEERML & X B2 A ERALICHE A L. SARS-CoV-21Z
NI BHFHER %2R £72. in vitrollBWT. SARS-CoV-22/841 7
7Ny aFRRT M LR REERESE (ADCC) EHER
UHiikkF &R (ADCP) EiE2FHE L2,

*3)

RIEE

PROVEEHE |1

YV PO BT 7IESARS-CoV-20 R M2z AW R BEICB W, B
£RL (USA-WAL/20208%) 1Iort L CRBERENZFRMEHRZR L
(Vero E6#fifa : EC50% O'ECO0MDFHME 1% 2 21 100. 1% 0186.3ng/
mL).

SARS-CoV-20ZE R OERIR 7Bk Z AV 7288 IC B\ T, alpha
# (B.1.1.7%%). betatk (B.1.351%#). gammatk (P.1H#H).
kappatk (B.1.617.1%#). deltatk (B.1.617.2%#) & Uomicron
R (B.1.1.529/BA. 1% UBA.1.1%#%) 1ot LT HHAERAZR L
(Vero E6#ifa1ZVero E6-TMPRSS2#f : EC50IE B AR D0.4~



435, ECOOIZH AR D0.6~4.66%). —7F. omicrontk (B.1.1.529/
BA.2%#E) (o9 2HFIERHIFE RS 22 EREBES Nz (Vero E6-
TMPRSS24fif@ : EC50% ECO0DFHEIZ Z N ENBFARDI5. 7T/
35.14%) .
¥ 7z, alphatk (B.1.1.7%#t). betatk (B.1.351%#%). gamma
(P 1R#) . deltatk (B.1.617.2. AY.l. AY.2KTFAY.4.25%4%)
B.1.427%%%. B.1.429%#%. etatk (B.1.525%#%). iotatk (B.1.526
#i##) . kappatk (B.1.617.1%#t). lambdatk(C.37%#t). mutk
(B.1.621%#%) K Uomicrontk (B.1.1.529/BA.1K%UBA.1.15%) I
HENDANSA VYISV BOEEERZPEA LY 2 — Ry T4
LA U CHRRIESE 2R LTz (Vero E6ffifia @ EC5013 4R
D0.35~3.3f%), —7%. omicrontk (B.1.1.529/BA.2. BA.2.12.1.
BA.3. BA.4KUBA.SRHE) ICHALGNEANAL 7 VSV EDOTELR
FEALRLY 12— R A 74N R 2HAEHIME T T 5 2 AR
ansz (Vero E6#ifi : EC50IZF N ZNEHFAR D16, 16.64 7.3, 21.3
R U22.66%). [5.3208]

18.3 ik

18.3.1 FEERAREXERRLIE
LIRS YR % Wil & 8 CEME L 7zin vitroTt B IREABRICB LT, £/ 2
O —FIUHAMMEZE R E UTEM0ALRIES Nz, VY A ETTOIYE b
—TRERZBEALLY 2— R4 74V ADORERTIE. E340. P337
B UK3S6NDERE AN & D EZEDE T A SNz (FAEEDECS0
EEFAERIDS5.13~297(5#8)
) YV haEY T OFCHEBIC3T IV BERENMA 5N T WAL E—

LESEIREANEN

18.3.2 BREREERALHE (2021551887 —9Aw b4 7)
COMET-ICERER TIZ. N—2 51 Y RITEERTIBHTATRETH - 72
V MO T TEOEBRESHDOS L, R—=2A54 VLBRIIIE =T D%
H [7LIHEE (%)] 251061 [E340K (299.7%) : 4%, S359G (12.2%
KU8.3%) 1 261, A344V (6.2%). R346G (5.2%). K356R (7.5%)-
C361T (6.0%) : &141] ITEHS Nz,

19. BRI ICET 3EELFHNAR

—REERR D Y b ey (EEERL)

Sotrovimab (Genetical Recombination)

i BV baev 7B E R ZFISARS-CoV-22341 7 & >
NIEE) Z7u—F VA TH D, b MgGLIZHRT 5.
HEHD43B K U 444FEB D7 2 ) BEEIL. ZnFhleuk )
SeriCBH#ENTWVWD, VY aETTIE, Fy A4 =—ZANLA
25 —PIEMIRIC XV EESND, YV haE T TiE, 457
O7 3 BEBEEN SR AHHE (yI#H) 2RKO24EO 7 I
JBEEN S HL8 (MH) 2RTHERSNAEY VU E
(4rF& : £9149,000) TH %,

5 F R CeaHiosoN17440203S0 (BESHE D =& F 72 \0)

5 F & #9149,000

20. BURWL EDER
BAEZBT TRET 5 Lo FMERBERITEL L TRET 22 &,

*21. R

211 EFERY AV EHAEEZRED L. BYICEET S &,

21.2 FREBEROFRIT VRS ENSHE. LRREBRICH S 2 PARIEES
ZEPPICHRT L. T OMBREBEEHBHEICRET S L.

0.3 RAIOEWENBEITT 2B NP5 2EEZRDPTIT LTV 25E1E.
FORZBRRIIN T 2 PANENE. FTRZBROMIKC & OFRITRIIE 2 £
Z B RBEIOT L THREY 2 LD BEMICH L TEFET 54, KAHD
BERERAPHERIND LODELEBEHELH L,

22. G
8mL [1/34 7)L]

*23. EEHR
1) FEARD, fh: BEEZHGE. 20225 96 : 39-45
2) Gupta A, et al. : N Engl ] Med. 2021 ; 385 : 1941-1950
3) Gupta A, et al. : JAMA. 2022 ; 327 : 1236-1246

24, WEREERERUHELEDES
50 AIRT T4 UHRREH
AR X R -8-1
HNAZT— 7 -ty —
TEL : 0120-561-007 (9 : 00~17 : 45/t H# H RO L HKEH 2k <)
FAX : 0120-561-047 (24m#R8524t)

26. BHSARFEERES

26.1 SHERRSTT
950J-A=ZR9514 7 kA &tt
RRHBXRR 1-8—1
http://jp.gsk.com



B OWMLEESMS D &
|

® % 2022457 A Eﬁ§1<%4ﬁli) | TEEE — ) AR S e HFAEEERIRES
% 20214F 123 AT 87625

- e DUSARS-CoV-2E/T0—FILifk

nﬁ i : 2"’80C R e ~ XY W /ach J— —_ S —_ W N /el p— — S

o oy NYYVER T EEFHEBRR)E A LTEYT (BEFERR)

ZEES SN T
A ° o E%\\@ HEAEE 2 1300 | HEAH 11332
m 7'7 U — FgBEtEYs 300 AFBES | 30300AMX00459 | 30300AMX00460
) QY BRSERIIA 2021471 20214E7 1
O30 V=0 asimeyr 1332
®
RONAPREVE Injection Set
* 5| omicrontk (B.1.1.520/BA.27k. BA4RMKUBA SRH) 120VTlt, ARIOHMEAHIST 5 B2AL4°

HDHIEDD, MOBFEEPHEHTER VL EITARFOHR G EMETT 5L %8B, SARS-CoV-212 & %4
FEDFEFREFIFN DO WCIE, AFEOR GF AT R MM OWGHETEN 2 N2 Lph, HEIHRGEMET52 L,

M

) EE - ERS 0TI XV ERT 2 & Ova JIL—7
| ma bH  |57-63 5763
(SARS-CoV-2IC & 3 BEfesE DR AEME] BT I 1.0~15 (AR AW I | L0~ 15 (ARF AR 2k §
SARS-CoV-2ic & B BREDFHOERRT I/ F LI LB F A 1t) A 1t)

B5CHhl) . KRNETIFUICBEZBRDZEDTIIEL,

2. B2 (ROBHEIZEH/ELRWN &)
2.1 AR OB LB 2 B EUE OB E O & 2 B

3. HERK - MK
3.1 #8mk
Woes | v 7)) — 7t v F300
y— N4 7V (2.5mL) H N4 7V (2.5mL) H
,&_;\ DYV ERT GEIZTAYE |1 AFEYT GREET A
) D 300mgt? z) ™ 300mg™?
N4 7V (2.5mL) H N4 7V (2.5mL)
L-LAFT 1.9mg|L-L AF T~ 1.9mg
- L- AF D VIR | L-v AF D VSRR
N
2.7mg 2.7mg
FESL b 200mg | 554 F 4 200mg
ARV NVR—180 2.5mg|KR") V)I~X—1+80 2.5mg
W4 | OJ 7 — 7EFHEE v 11332
(VAT (11.1mL) & |14 7 (11.1mL)
m% BYVETT GEETHHR | AFET GRIETH
/'2.) 1) lggzmgii’ﬂ) X’_) 1) 1332mgﬁ‘2)
N4 7))V (11.1mL) H N4 7v (11.1mL)
L-LAFT 8.3mg|L-BE AFT ¥ 8.3mg
- L-b 25T VIRERIEAKFNWY) | L-e AT 2 VIR
AyIE:
12.1mg 12.1mg
eSSk 888mg | A5 A 888mg
K1)V R—=180 11.1mg | AV V)b xX— 180 11.1mg

WD AHNET v A == AN A A8 =PRI A W THEE S NS,
112) AHNITEGESG R OIREZ ZE L T, #EAE I TV 5,

3.2 BEI DMK
5% |07 — 7iEENEE v 300
By | Ay )< A LFERT
| O T ) HEHFEI ON A 7 V)
TR | SO~ RGO D~ L OV
pH 57~6.3 57~6.3
B I LO~15 CEB AR 9 | 1.0~1.5 (B Aok 5
%) A1)
W4 | 0J 7 — 7EHE R v 11332
HRES | ) ExT 1 LFERT
I | EHFI OS] T ) WA ON 1 T v)
PR | Ea RGO A8~ L DV

(1)

4. RHEERFFHFR
SARS-CoV-2IC & 2 BFIER UV T DFREIEIH

5. MMEEX IR ICEET 3FE

(SARS-CoV-2IZ & % BZHfE)

5.1 BRRHBRIC BT 5 E 0T GRERE B E 2. SARS-CoV-212 L %
WRIEDOEIEALY A7 RTA2EF L, BERGTZE L 2VWEZE L
SUTHEGERTH 2k, [17.1.1581]

5.2 Bt EEEFE I AN TIFR L 2 9 2 BE 2B WV CERAE
L7 & DREDD L, [15.1.15H]

(SARS-CoV-2IZ & % REZE D FAE M)

53 UTOTRTEGAZTHEIIKGTHI L, $72. KH OG5
BUIZOWTRERFDOHTA R4 b BEI2TH2 L, [7.32H]

- SARS-CoV-212 & % [E&guhiE 38 O [al 5 AL L [ AR TG 55 g
JEHEE . T MEER DOSARS-CoV-20FAR A [17.1.25 1]

- JEH]E LT, SARS-CoV-212 & B &g O EhEfL) A 7 N1 %
HYHE

- SARS-CoV-212 £ B BHEICK § 5 7 7 F Y HEMIEE A L2
H. XxT 0 F BB E T LA TEOWRIA TS EE
AN

(GhEEHE)

5.4 KH|OHFHITEEDMRNSARS-CoV-22 BER IR L CIEARFI O A %N
PEASHIERC X 2 WITREMED S B 728, SARS-CoV-20 8 H DF T4k
OIEME BT 2 AF G- OBYEE BT 5 2 &0 [7.3.18.2811]

6. RERUVAE
W AL CL2 DL L DR H4A0kg L ED/NBIZIZ, A ¥
X7 (BIETHIRZ) RS L7 7 GEETFMRZ) LT
ZNZN600mg % BF I & O B RGEEHE UL BB TR 5.0

7. BERUVCRAEICEET 3FE

(SARS-CoV-2IC & % BAAE)

7.1 SARS-CoV-212 & % BYLE DIEIRDFEH L TH S E 1245
T5Z L, BRRERICB VT, ERFER A H8H B LIS % 5

AL7ZBEIIBT2HMMEEZEMNT L7213 6N T,
(17.1.1%H]

7.2 RIS L DG A . HEEHEIC L ARG AERTE S
LU R VA IO TEFIC L 2852552 & iR
BRI BT TR X 2B GO F R IR ST ie v,

(SARS-CoV-2IZ & % REZiE D FEAEMH])

7.3 AFIOFG-A3@ ) & W S NI HPe»Ic&kS T4 L,
(5.3, 5.4%H]

7.4 $51230H BUBEOH X FAT 27— 71355 N T,
[17.1.2&H]




8. EELEAREER

8.1 7F 74 7F v —2GOEELBBUENSGLDONLZLDVH D
DT, KRG HETF 74 9F%Fv—Yav sy, 774 5% —
IR B R E R (T RLFY v, BIBRREATOAL R
WPl AY I UHE) PRALEBLAELICERTEL L)L
TBLZE, Tz BHGHTHRUEROZVWZ L2 HRT LI L,
[11.1.1z]]

9. REDNERZEIIREICHTIER

9.5 1117
TR SR L T A T REME O & 2 k2 id, (G OB YD
fEltEx L% LB SN 2HEICOARKG T 52 &, EIlSEE
FHRBIIFERL Ty, —fkize MGl bk d @iy s 2 &
PHIHENT W5,

9.6 RILB
HHFE LOBFHER IR EOREEE EE L. ZILOME L
ik MRET 2 2 b, KDL FIITANOBITIEIZ DWW TIZAH
TH DM, Iz MaGRIITH~BITT 2 2 s T b,

9.7 NRZE
12/ A DO/NBEE 2 b G & L 7 BRRRBRIEEN L T e,

9.8 Sl
BEORELZBIR L 2D OMEEICHS 52 L, —iICAEFFAE
PMMETFLTWwWh,

1. BIfER
WROBWEHDH 5D Z EHHEDT, BlELE 5127w
AR LN G2 Ik 5 74 Y R LE 1T 2 L.

1.1 EXAEIER

.11 EELBBIE GEEAH)

T 747X —%EGCEERMEERH SOOI LEBH LD
T, BEE 51TV, BEFRO S N2HEICEARFIORYS %
BEHIHIE L, EYERESEOBY) 2LEZ1T) 2 &, [8.12]

11.1.2 infusion reaction (0.2%)
infusion reaction (FE&h. PR IRIYE, BRSEAOFIEACT, BIE, AL
AEENR R, BdBASPu, B, RERIRREZb, BE. AUE

LA RIME ., M. W%, SRS, €0 %, Wi, ©oF
WEE) BB ObNL I ENH D, BENFRD L NIEEIIEES
W ORME, G PHOUIES I L, TRV R v, BIBEE
ATuA FE#E Jie Ay I VEERG T 5 % S#E) R RE 1T
&L BIERANET % F CTREDIRELY T ICBET 52 L,

1.2 ZOOEHER

B A
N FT

BREEA
2ol TEATERALAOS (RLBE. 2 9 #E.
LKL PRI P S5 55
FEHHEEILCOV-20673UHk > & H25t L 720

14. BALEDEFE

141 FHAMNBFOITE

(REH@)

14.1.1 FABFHTH200 B ERICKEL TB 2 &,

14.1.2 FARFNIBAL T OIE LD e W BERE 1T 2 & 2,
25, FOMEE 2RO EE. BHLZV E,

14.1.3 11.1mL/N 1 7 vicid, 2055 (1E5mL) OERED & F
NDo 1NGOEREIRE o 72034 7Ivid, =i (25C % T)
THKL6EERH] . X132~8C T K4S IRAF T RE T %o I KR
R 22 72 A e SRS L 2 &,

(HERT)

14.1.4 Rl4-1%2BEI2, ZNENHORFE L) > VT, #¥ )L~
THHKNF A L TFTER THENONAL T NS LEEZERET)
[—oHRBAEBREERO Ny 7wt AT 5HI L,

14.1.5 10181 % HZCH D I BiE Ny 7 2 BBIRMT A 2 &0 RV R
FhVnI L,

(BTxHD

14.1.6 713 Ex THH RO AFE TEEADNA T2 5 ZI
ZNHIOWH ) v VE2R (FHAR) 122.5mLy O EMS 2 Lo
FOE, BT ERTEHAR A AT THAZRE RN &,

14.2 EHIBRSEOXE

(R EFHE)

14.2.1 0.2umD A >S54 v 74 V¥ —%@BLTHGTHI L,

14.2.2 AL 2T L7254 Y XG5 Th60E L, o
TEHH, WS ERE LAV L,

14.2.3 WML 7203 5-HE X, R14-LI B iRz 5-HE %
ABWVWEIHIITTHI L,

(BTFEsD

14.2.4 JESHBALIE, JEEE. KRB U BB A SOy, P L 7254
RKOTY) v PR A OWFTIHEG T 5 2 Lo AL NUG 2SS
ENTVLOT, F—REIT~EY R LERT 22 &8, #i7:
T FEHTERAL L A B O ESERAL 2 5 4 7 < & b 5emiEd = &,

14.2.5 FJEDSHURAR AL, FREICRE DD LA (B, 585, Fk,

TEARSE) ICIEES L awnwa &,
#14-1 53 ¥ 7600mg/ 1 &5 ¥~ 7600mg% FHH 4 2 B4
(O=REaE)
INATNHEHD DA HRAR | e K5 | /e
s | & INA T OVEL | R R e i
) 50mL  |180mL/f%| 205
11.ImL/NA
1%
B v smL |V EFIR| 100mL |330mL/B| 2057
A ALATERT 5mL Xid
7EXT omL |, o v s | 150mL [480mL/BE| 2043
VI -FKN
250mL  |520mL/R%| 304

15. ZOMOEE

15.1 ERAR{EMA ICED (1R

1511 IR I N TP EHEH 2 559 2 BB 2B VT Al
$2 55 #21ZSARS-CoV-212 X % EHHIE OB R iR OEBAL (GE#k,

IRRRFAE . PR, AREIR, R, RHRAEZILAE) Dyt

ENTWw2, [5.22H]
15.1.2 BRIRFERIC BT AFN S 3 PR D EEDHE STV 5,

16. EMENRE
16.1 IMiEE
16.1.1 HERS
(1) BARARA#ERE (SARS-CoV-2IC & B BSHfE Tld LB E)
HA AR AR (SARS-CoV-212 & & e T 2 Wi ERE)
ERIRIZH V) R T RS 5 FEY 7T ZNEN1200~4000mg™
%6053 7201 CHATIHEE L 72 B OB BIE/ T 2 — SV R ER
ZN600mg % B[R TS L 2BROEYBhEE S5 2 — 713U o
H)ThHo7z,
F16-1 AR AR APERE (2 BT B HA i EHER O
HYNERTRUA LATFTEY T OHYBRE SS X —

= Crnax ™2 Cog™ AUCo-2s tz

(mg) | (mg/L) (mg/L) |(mg-day/L)| (day)
71>1) | 1200 | 338+44.3/86.9+9.44| 4170+524 |22.0+2 .55
<7 | 4000 |1130+147 | 320+81.8| 142002390 | 24.3+5.42
A L7 | 1200 | 361+25.8/74.9+8.46| 3870+449 |19.5+1.41
v~ | 4000 [1140+142 | 266*68.2| 13200+2310 |19.3+2.99

Bofl. I = A
#16-2 HARNEAEEE BT A ) EX TR, LATFET T
ZNZFN600mgHL T Bz T IESTHE O3 BRE /X5 X — ¥

T max Crnax ™ Cog™ AUCo-2s t12
(day) (mg/L) | (mg/L) |(mg-day/L)| (day)
71 7.08
v | (7.08-7.10) 64.0+13.9|37.4%£6.81 | 1360+285 |27.0+£3.67
T (6] (6] (6] (5]
(6]
LT .
Z_y; 3 02_0780% 62.1£16.0 |32.5+8.07| 1290+329 |24.0+£4.67
’ [6]' (6] (6] (6] (6]

TIgE + AR (B (Twadd, HIME GRAME-RKH))



(2) SEADSARS-CoV-2IC & 3 B fERE
COV-2067z%Ek12 3517 5 187 LL_E DSARS-CoV-212 & 5 i 2%
ERRICH ) ETTROA LT YT ENZN600~4000mg™
% 6043701 CHE S EHE L 72 B O BHEE S5 X — & 1ZLUT 05F
DCTHo7V BHEAT—5),
#£16-3 HHEI AN DSARS-CoV-212 & 5 & Yefie B 12 35 1) 5 HAl
RO ) Ex T RS A FEY T OEYERE ST 2 — ¥

- Cmaxﬁ:Z) Czsﬁ‘3>
A& (mg) (mg/L) (mg/L)
ATV ERT 600 192+80.9 46.2+22.3
[183] [144]
1200 331 =109 78.0+28 6
[807] [926]
4000 1077+ 323 255+83.2
[631] [791]
PN 600 198+84 8 38.5+19.7
[196] [144]
1200 331+ 114 63.8+23.9
[846] [926]
4000 1073+ 309 207+74.0
[647] [774]

SFHfE = AR A (B4
D) EEEHER O TESVITICBWTh, A EY TR
A4 LT ER T ORBEHEITZZNZN600mgTH 5o

TE2) RUMHEHEE SR O MG iR
%15-28 H 0 LI ikt e
TE4) BTGB o f i L ke e

7E3)

17. BRPRRGHE

17.1 HEHERUOREMICET 2558

(SARS-CoV-2IC & 2 BEEHE)
17.1.1 BHEE 1/ 1/ M#EER (COV-2067:E%)

18/ A EDSARS-CoV-212 & % EIEEE 23T 12, AH|H |
SIEEHER O AR, REM R OREFEEFMT A 2 H L

TR 7 it L 720 FIMAH S— FCTld, TRELY AZKRFE24 L
M AAEI% (EHA) LLEDSARS-CoV-212 £ % B E B &
ARG, FEIHEE Th 5 HIEAELEZ29H H F TOSARS-
CoV-212 & % YA B D 5 ABE XAZHH % b 2 WIEL (1
N M) DR SNTWERE OBG ZFG L 720 A X MBI
Bz, #3290~ 7600mglk N1 47 ¥~ 7600mght it 5-#C
137/73660 (1.0%). 75 & REETI324/748%1 (3.2%) TH Y., 1)
A7 WAEILT0.4% (95%EHX M © 31.6%. 87.1%) (Cochran-
Mantel-Haenszel#5E. p=0.0024) TdH 727,
#17-1 SARS-CoV-212 & % EGYEIZ RT3 5 HR1E

#) T T600mg kA &
7V~ 7600malb s R | 0 L
mFASTV LR F1% 7361 748151
e LFR29HE F T
DSARS-CoV-2 12k % 70.4%
JEYEICBIE D B D A (95%fEHEX [ : 31.6%. 87.1%)
B U HE % R 7 (p=0.0024)
FEED Y A 7 A ERE)
" N 751 24151
o IR (1.0%) (3.2%)

b, RRBROELER - BRIMEEILERIT-20 ) TH - 726

(3)

FK17-2 TE7EIR - BRYIEE

B 1. SARS-CoV-25 1 (M2 LTI 7205 1 APTICERIN S v/
FLE \WRGE, SV, CUPENREE SRR 2 Bl 72 PSR S LR T -
PCRIEAEE 12 X V) FfERE

2.SARS-CoV-21Z & 2 EGEIC AR T 2 EIRE AT 5 L iRBRE
TREERBSEASHIE L. 200 YRS AEIRISE AV A A LTI T H LA
3. BEERAEAI93% L (EHR)

4. WDSARS-CoV-212 & 2 G hE D FEEAL ) A 7 JF % 7
Eb—2HF 5

- 50% LL_E

- JE (BMI 30kg/m2BA L)

DM RER (EIE % &)

ClEMERTEE (WEE EE)

- 1B 270 PR 5

CEREEE BITEREEET)

BRI

- HIEHIHIIREE GREEATEMEOHWIC L 5, 6] EIEE
Poin e, BRI, REALE, I PO—VARRD
HIV. AIDS. $fPRIMEREM. 5t 37, REMHFOE
W% 5)

B k|1 e 2L ORTIZSARS-CoV-212 & B ESEIC & ) AR L 72
Fhite | B T IAE AL T AR (B Z D) o

2 M AR 12 & ) SARS-CoV-28UkB 1t CTdH 5 = & H7H)
L TwaEE

3 AEMEAALRT O T2 X 1 BTCERI S N7tk 2 o 72 PR
FiAr LIIRT-PCRIIA 12 & ) SARS-CoV-2[5 1T d %

4 .SARS-CoV-212 X 2 RYEIZx T2 7 7 F » (GRFEO A i
b)) REMERLETRE L EEMER LRI CHA L 72,
AXIGBEES: 5590 H DL CREICDC O S 25 8 U137
9) BT EORE

KRR CGEIAH/S— M) TlE, EELAEFESL, K5®H3IHEET
W25 L7227 L — F2LLl E@infusion reaction, #5280 H ¢
B L7277 L — P2V L o@E B, %5728 H H £ TIZFE3L
L7 EFRGR CTEHFEEESZICE > A EFRROADIE S NIz,
HEFRROFEBURDUIELIT-30 ) TH - 720, RABECHE S
7-EIWEFH L. infusion reaction 2 (0.2%) Td -7, [5.1. 7.15:4]
B, 7 L— F4#E1ZCommon Terminology Criteria for Adverse
Events (CTCAE) 2w 617z,
F17-3 HEREROFIIRKN

H3) € 7600mgh A A
PV~ T600mgBE i GRE | L
LAV SE I BIEL 82714 1843/l
EELEEHRR 91 74451
(1.1%) (4.0%)
infusion reaction 21 0
(0.2%)
TR SO 0 1151
(0.1%:1%)
EFEREZZICE S
HERR 0 56
(SARS-CoV-212 & % J& (0.3%)
YfiE (2RI L e vy) )
EEREZZICE ST
HFEEGS 1541 4711
(SARS-CoV-212 X % (1.8%) (2.6%)
YIRS 5)

(SARS-CoV-2IC & % BHLE D FEAEIF])

17.1.2 B EMAERER

(COV-2069:t5%)

FIEN TR DSARS-CoV-24# & [FfE 3 5 SARS-CoV-212 &
2 EHE DRERA 2 V125 DL L OBEBRE & o0 RA . AFIHA 2 T
RS OEE R e 25T 5 2 L 2 B E LT, I,
77 b AR B R AL AT R LR & FEE L 720 A
AT, FEEHIEE TH 2 MAEZ L2290 H £ TIZSARS-
CoV-212 & 2 BAYEDIEIRADFRD S v, e IRFEHART-gPCR



Bk & 72 o 72 MREREUH 2 5 14 H LN Td A Wbt (A
Ny N OFEIEEFHEL 7,
Ik —FA (N=2ZF 4 > DORT-qPCRAIEN) 2B WVT,
ARy FEBBIIES ) B T600meg L A AT T
600mg Bt % G- TI1x11/75361 (1.5%). 77 & REETIE
59/75261 (7.8%) THH . VA7 HAZHIL8].4% (95%15
FAX [ 1 65.3%. 90.1%) « & v X130.17 (95%EFEX M -
0.090, 0.332) (T A7« v 7 EFEGH. P<0.0001) T
Hol?y TFR— B (R—=2ZF A > DRT-qPCRHFE)
IZBWT, A XY MEEFEIE Y ) €< 7600mg i O A
L7 < 7600mgft F#%5-3 T1329/10061 (29.0%). 7
7 L REETIZ44/10460 (42.3%) THYH ., V) A7 @AHEE
31.5% (95%fZHAEX [ - 0.3%. 53.4%). # v AXIkix0.54
(95%AZHEX ] : 0.298, 0.966) (T ¥ AT 1 v 7 [MUEHT.
P=0.0380) T»H - 72",

F17-4 FREMN THRY DSARS-CoV-2iEdet L Ff§ 5
SARS-CoV-212 & % JEYLHE DAEIRDS 2 R E 12 0h 5 %

EEpilcd

7131 U7 7600mg
LA LTFE~T 7T R
600mg % 5B
ak—MA
AN N IEHEE 1.5% 7.8%
(11/753f1) (59/752/1)
) A 7 R ERE) 81.4%
(95%FEFEX [ © 65.3%. 90.1%)
F v XD 0.17
(95%fZHEX [ : 0.090. 0.332)
(P<0.0001)
J%k— B
AN b SEHES 29.0% 42.3%
(29/10041) (44/10411)
1) A 7 AR 31.5%
(959%AZTEIX ] 0.3%. 53.4%)
F o XD 0.54
(95%(EHAIXIH - 0.298, 0.966)
(P=0.0380)

B RRERO T 78R - BRAVEHEILRLT-508 ) TH -
72
#17-5 F 70BN - PryfAie

i
=

EIRL. REN TR DSARS-CoV-20&4e# (M5EH]) & W
S B MHEBROWERE . b, WFEBIZB WV TSARS-

CoV-2Bs M ATHERR & 72 MR O FRHLZ 5 96K i LA L2

WERFE DA R AL SN D LB D B

2 MR LIR29H H ETMRpl L Aim e sy 52 &

HHRATNS

S HEEB R OIA 7 ) — = VOB EICHED ZIRERE

FEEMSICE D ERTH L LTSNS (B O%

ELIHERE B 285 &)

be

B 1 B o B I 3k0 % . SARS-CoV-2DORT-PCRF
Feite SR MEF B EGE Ch - 722 e h3d b

2 W5 % Br & . SARS-CoV-2I& S DR % A3 5
FHLFEE LI EHDH D LIESARS-CoV-2&4e# L [H
L Twb
3.SARS-CoV-21Z & 2 EAEIZAF T LIk (FPds
FEIRICER S ) #H§ 5

4. A7) == 7Hi6H HLUHIZSARS-CoV-212 £ %
JEGE DREAR & 1 ) IR B OBEHE 2 3 5

5.7 =7 R—=LIZAFELTWES
6.SARS-CoV-212 & BIEGEICK 57 7 F » (KGR
DL D) ORHEEND 5

aR— MAICBISEIER OSBRI, ) E~T
600mg % U4 & 7 ¥~ 7600mghf F4% 584 .3% (57/1311
B). 75t REE2.5% (32/130661) TH - 720, FHE
1%L EORIERIZ. 713 1) ¥ 7600mg Kk N A A F

Y~ 7600mg P I #% G- (LIRS S84 .0% (53/1311

Bl 77 REESEGEAS1.3% (17/130661) Td -

720 IAR— FBICBITAEMEHOEBURIIZ. 72V EY

7600mg US4 4 7 ¥~ 7600mghf #5554 .5% (7/155

Bl). 75 LKL 5% (7/15661) TH o729, FEHEIEH

1%L FORWERIZ. 729 Ex7600mgk 4 A7~

7600mg i F 4% 5- B 1 3557 BUE3 . 9% (6/15561) . 7

7 & RBEIZCOVID-197%51.3% (2/15661) Td -7z [5.3,

7.42H]

1) mFAS : N— 25 A V@ &IETHA WK E H v
72SARS-CoV-2DRT-qPCRIGZAE R TH -
Ad e x|

#2) (1-#3 1) Ex7600mglk U° 1 & 7 ¥~ 7600mgff
MTEGHED A XY MEBEE/ T T2 RBEO A XY
MEEBEIA) <100

113) REREEEMSEC X ). SARS-CoV-212 & % &L
B AR TH B EDPAHM & Nz,

H4) VR, b CREL CREIDAL) . s (12500 1
SOREA B0 LA L) 2R R E L7z P AT 4 v

7 [l
18. FIHFIE
18.1 {fER#F

YUY TROIA LT T, SARS-CoV-27 1
ADAISNA 75 87 % Bk L. SARS-CoV-2D1E £
MFNOBRBAZHET LI LICED ., w4V ADORIH %
WHIT B EEZONTVAEY, /2, BV ETROA
LTV TIESARS-CoV-20 A /54 7 % 28 7 BIZxt L
T DA % R 599,

T 182 BREICHT 2HR

(4)

In vitrolZ B\ HHEHI BT, alphatk (B.1.1.7%4%).
betatk (B.1.351%#%). gammatk (P.1R#). deltatk
(B.1.617.2%#%) . epsilontk (B.1.427 KU B.1.429%
%), iotafk (B.1.526%%%). kappatk (B.1.617.1%#%).
lambdakk (C.37%#M) ROmutk (B.1.621%%K) D A/SA
75 YN EOERIN NG ZFDOEBEER B2 21—
B A )V ZRTFAZ L CARBIDFRIE 2 R L T b 2
EAURIE EN Tz (Verofilfd © ECsold B4 4 L < 13D614G
ZEFEDO.60~3.07%) VW, —7J5 Tomicrontk (B.1.1.529/
BA.l, BA.1.1, BA.2, BA.2.12. 1/ U'BA.4/BA .5%
W) DAL 7 & T EOER BEA L2y 2 — K
AW ZFLFAXF T A PRGN T 35 2 L 2RI E N
7= (Verofilid : ECsold # N2 D614GZE 2D 101365 LA L
14616500 by 32565, 27505 R UN20145%) 10, [5.4%:0#]

19. B2 ICEAT BIBLFERIENR

— MR ) e~ T GEE TR L)
(Casirivimab (Genetical Recombination))
(JAN)

43 F3% ¢ CoastHoorsN170402024S

45 1 148,000

M 7 3 BRI O LA L 7 3 BEEESL4501H

OHSE2R B 3 MY VX7 ]

— BB A AT T GRRTHIRZ)
(Imdevimab (Genetical Recombination))
(JAN)
T3 CososHosszN169102018S 42
g3 147,000
W TR ERRIL216MH OLEH2A & 7 3 BRRFE4501H
OHSE2R B MY VX7 ]

20. RV EDEE
IMERIE RITE L CIRIF S 2 2 &



*21. AEREM
211 EHS) A 2 SHEH A S0 b, MY ERT 5 2
ko

21.2 PFHARKROBT PRSI N DG, BRIARBRIIK
I B PANG RS 2 s I IRET L 2 Of R 2 ARS8

BB HZ L,

21.3 AH DAL RIS 5 B2 N d B ZLFFRDTHAT L
TV R EIE, B8RSR 2 FREG . HriZ s
BROMIE T L OWATIRIE 2B 2, @Y% EF L
THGT 2 L) B LTEEFT 5% L, AHlOMIE
DRSNS L) LELIEEEZE L Lo

22. AE
(OF7Y—JEsHEE Yy b300)
B2 ) BT EHK2 5mL X 13 TV RO
A4 LT R THHA2 5mLx 131 7
(AF 7 —T7x5EE Y 1332)
A1) e TEALL ImL X 1IN 7V RO
A LT 7THEAIL. ImL X 151 7

23. FEX@

1) JV43180:5% [ "COV-2067 s bR B AE#E K (20214F
TH19H AR, CTD2.7.2.2)

2) JV43180A B B EERE R (20214E11 H 5 H KGR,
CTD2.7.2.2.2)

3) COV-20675 A BTERER (20214E7 H 19 H AR,
CTD2.5.4.2)

4) COV-2067# Bz e hAs 5 (20214E7 H 19 H AKGE,
CTD2.5.5.2)

5) COV-2069580A B PR A (20214E11 H 5 H KGR,
CTD2.5.4.3)

6) COV-20695tlf7 e PEAE A (20214E11 H 5 H AGE.
CTD2.5.5)

7) AV AHFIEER (20214E7 H 19 H AKRE.
CTD2.6.2.2.4)

8) (R E - HHMEE % F\ 1 72SARS-CoV-2 RBDD#E&
etk (2021457 H19HARE, CTD2.6.2.2.2)

9) REGN10933 % O'REGN10987»SARS-CoV-2 RBD
W23 B e BAE S EE (202147 H 19 H KRR,
CTD2.6.2.2.3)

10) Antiviral Resistance (Section 15) (20224F1H &
fit. FDA FACT SHEET FOR HEALTH CARE
PROVIDERS EUA OF REGEN-COV® (casirivimab
and imdevimab))

11) REGN10933 % O"REGN10987D A 234 27 & 787 I Zxf
2o RIEEE (20214E7H19H A&FE, CTD4.2.1.1-5)

24, XEEERERUVEOVEDESE
IS AT A ANA 2 Tk A=Y 3
T103-8324 HUHUHR AP X H AAEZ HT2-1-1
a0 0120-189706
Fax 1 0120-189705
https://www .chugai-pharm.co.jp/

26. WERTREF
26.1 SGEARSETT

m AR A e S

RREPRXBABZEET2-1-1

ova HL—7

R F.h7~vy T -0vatt (AL R) BEmmh

(5)



202207A



*%7.

BAOWMNLEEZSHTHZ &
*% 20224F 3 HEET (58 6 hR) T IR HAESEEm D EES
% 20211 AEkET (58 5 ) | B RRE e
ik SRR
BRDHIME 36 A ARFES [30200AMX00455000
BR7E R A 20204£5 A
Fi9 A IV RH

VLTV EI « E5FREIRSH

SRR ND’IJU_® RUREER 100mg

VEKLURY?® for Intravenous Injection

F) FE—EMEOLFBICLVERTSL

¥J GILEAD

2. B2 (ROBECFBELEBEWVWT &)
2.1 REN DRI LBBIEDBERED & 2 BE

3. fARK - IR
3.1 f8R%
HR7e 44 N7V — SiiERERA 100mg
CLby VAT EL
é%i\il)
(134 7 1uh) 100meg
SRR ANRTFLI=FLB-Y TUTFFAN) ¥ F
kY L3146mg. pHEAHIA

D) ASIGESREG ROBEELZE LT, SHBEFTHSIN TS0 T, EREHREIX
105mgTH %o
2) ETTEBEEIRG

3.2 REIDOMIR

HR7E4 N7V — i EEA100mg
AR - AITE HE~MERE~HEOH
pH 3.0~4.0%
BEEEL 1.1 (HRAEEEERICHT )

ED) AEINA T A 19MLOTESFKZ X TED L7
1#2) 100mgXiE200mgd L AT ¥ )L EFAIER (250mL) 1D L7k

4. FEENIFHHR
SARS-CoV-2IC Kk B EHHE

w45, FWREMIIZRICEEYT 27ER

RRRBEICBT 2 EaRGRBEEE A, LTOBZEZNR

IHBRET5Z 8. o KAIOHRERNRIZOWTIIEHD T A

RIA40bBFEICTHT &, [17.1.1, 17.1.2 ]

cHEFEBREGEELLWEETH > T SARS-CoV-2IC & 2 HESE
EQEEL) AVETF2HT 2%, FRIOKREPBEEER
SNBEE,

+ SARS-CoV-=2I & B fifint 2 H I % EE.

6. FIERUHE
WHE . A CEREAOkg EO/NRICIE VAT ELE LT,
BEAHIC200mg % #52HBLIREIZ100mg % 1 H 1[0 SR
PR S
WH . (AE3.5kgll FAOkgRIEO/NRICIE L ATV ELE LT,
BEAIHICSmg/kgZ . B E52HHLFEIZ2.5meg/kgz L H1EIH
THEET 2o
7B, BHREHEIZIOHETET %,

7. FBERUHBEICEET 33

7.0 AEEERICHEM L. 309725120000 CEEEET 5 2

Lo [8.2. 14.1 B8]

2 SARS-CoV-2IZ K2 BISEDIERMPFEIR L TH 5 HE P I

ExMmBL. 3BHEE %59 %, 7272 L. SARS-CoV-2iZ

LHifikxHETAH2EETIE. HXE LT, SHEETHES L. E

ROBBHRD 5N WEEICIZIOHE E THRET %,

7.3 NREZEICB T AEYERIIAHETH S, NEEZFICBITS
ENARAE - HE1X. £EZNEYHEETIVICLS T I 2
L=y aVIlEDVWTHREEN D TH A EICHET A
L, [9.7. 16.6.1 Zf&]

#
IS

8. EERBEARNIIER
#%8.1 FFRERENHSDNDL I ENH DD T, BERIK B EH

%% 8

O O

O O

2.1 EEDOBHEERES (A, FLIE.

% ITEMICHEERE 2TV, BFEOREZT2ICBET
52 &, [9.3.1, 11.1.1 2]

.2 Infusion Reaction. 777« ¥ —%2GTBEIENDH 5

DNBEIENHBHDT, BEOREBLZTDICEETHELBIT,
REPRDOSNIBEITZES ICREGEZHIEL, BYLAEE
T22&e Eley ThOoDORERZERTZ LRSI H D720,
KB OB R HGE2ERT 2 L. (7.1, 11.1.2 ]

S EMBFIALKTF LI —FILB-YZ7aFF A ) »F Y

VLK) BREBESDSDNEIBENNHHDT. HE5H]
R OFSHE%IERMICBHEREEZ TV, BEOREL+
FICBET S L, [9.2 BHE]

. BEDHERZAI SBRBICHT IR
2 BieRERE

WMBNALARTFINIT—FILE-v7aFFA M) YF R
LORMENOEREICKLD, BRERENSE LT IBENID
%o KRB TLULAT Y ELICERAEADEENZED SN
TWb, BHREREZET2BEZNRE LBERRBRIZER
LTWwWi, [8.3. 15.2, 16.6.2 %f#]
SRR VIR IFeGFRA
30mL/min/1.73m*>KiiE. IEEAEfHER (7TH~28H) TIXINE
JU7FZImg/dL L) DEE

BEIFHERE L2V, BELOBGRENERIES LR 2 &l s
NBGHICOAZEEZEET S L, [9.7. 17.1.1. 17.1.2 =
H&]

3 P EEs
3.1 ALTAYEESEEEE_HRROS(ELL DB

BELBWIEPET LW, FREREIELLT2BZNMPDH
%o MEEREZE T H2EEFELZNRE LHRRBRIIERL T
Wiz, [8.1, 11.1.1, 16.6.3. 17.1.1, 17.1.2 ZHd]

.5 1EiE

TR AT IR L C LW AR RO & 2 4ctkIc 13, 1B LB RE
DEEEE LR E RS NAHEEICOREET ST &, TR
Ty MROTHFERVI - REANORZEICET 55T,
L AT ENL20mg/kgE T B@IRNHEE LzHa (FELFR
B (X7 LAY NERUE) 02BBHEE (AUC) PENA
THERSHKBZEROAMSIHES), IE - REFREIOTT 228
ERO NG P ol MET Y NERWZBEROTHRRE
ANOEEICET HRBEICBWVLT. LAT Y EL10mg/kg % Bk
WG Lziha (FZEmHREY (X7 LA > FVEOE) o2
HBEE (AUC) V"ENADRHERSHKEZZED].3MGEICH
H) . B - RERE - EERBORBDPED 5N T VS,

.6 RIR

BELOERERUBARBEOEREZZE L. BILOMEX
AR TS5 &, BER (T ) IKBLWT, LAT
TEWKOZ ORI DPFITHAEITT L EPROLEN TN S,

7R

R EoBARESEEEZ ER S EHET S 2 EEICOAERE
TEHZE NRERNRE UBERRBRIIERL Tk, R
MEIALARTF LI —FLR-Y7a8FFAMN)F MY T L
BEBRMEICNLTEEEZE L, BEISHRERIEICH 225K
HWO/NRICN T 2 HEIARHATH %, (9.2 3]
NERBREICBT 2EYBRIIAHTH S, NEBHEICBUY2E
WARRHE - A, SHEZNEYPHEETVICLS VI 2
L—a VIEDSWTHRES N, [7.3, 16.6.1 &]



9.8 EEE
BEOREZEBE LA S HMEIRET 5 &, —MRICEER
HAETLTHY., BEECAMELE->TLHIENE A

5N %,

10. #HEEA
HRREMHE ERFEBRIIER L T, [16.7.1, 16.7.2 &
]

10.2 HAEEER HAICERTSZ L)
AL E BRARAEIR - fEET R
vRogForaax | LATYELDOHRT A
Pilicert NV ZIEEAPE TR 2 A
RS D 5.

W - fEkERT
L AT Y ELOEEAR S
MOV A LA
EEE 7o F LA HE
THAREEN D B,

yua*ry (ENFRE

®)

1. 8eA
WOBWERDEH6DONB I ERHAHDT, BEETDITITL,
BEDPRD SNGEIIIEEE2RILT 572 SHEY) 2B % 1T
3T &,

1.1 EXRBEIEA

11.1.1 BrgaerE=
ALT EFICIIA T, FBEREOBZE N IHEEEY
YLy, ALPIZINROEE) HRH o NGEITE.
Szthikg s &, [8.1. 9.3.1 ]

11.1.2 BBUE (Infusion Reaction. 7+ 74 SFY—%ZD)
EME, ME LS. $EIR. HAR. KERRAE. FEEL. FRORIA #.
BHIE . MEMEE. 32, BO. B BT BEESH5D
N5 ENHH, (8.2 2]

*%11.2 ZOfDEI{ER

(Eor=yi
2iE. ¥

191 _E4% A1 0. 1%L k1%
MmEH &Y F=quil
v NRIEE
BiaEE ED Mg, {ERh. T
—f - 25k AR, Y. FE., EE
EBLUERSE
ERALODIRRE
FFREGE R IR E BhI VAT IS —VYINE
B R ALTHA0, ASTHEAN o brurEURHEER. FER

LR, FHEREE LR, RIRkME
AR, M7 L7 F=
. ey L o 8Em. 5
A7 IF—YER

(I ESENIOR S =Y 7)Y FIE
EEE

EERB & B &E

O & M

=

RERMEE . FEEo F v

FE RS NBRAE

Rl X UK L. TOEE. BREZ
T E

I PR BRIR 2

14. BAEDER

14.1 ZRIFARBOER

14.1.1 BB IS BEHAKOAREZRH WS Z &,

14.1.2 NA 7 IIMLOES K ZMZ . ESIZ30MHEERE L.
2~3nTEEE LIk, BHZBR THAH LE2HERT 2 (BE
5mg/mL). NEAMINEHR L ENZVIEAIE. HERUHESL
0T,

14.1.3 BEHRRICKRNE - BEF L, BRPISEATF2 720
ZEEZERTHRT 5. KIE - BESHMAN T ABNTIBET
FRLZVWI &,

14.1.4 FETRKICEME. 20~25C CARERI 132 ~8C T4 R
DINICERAT 52 &,

14.1.5 AR OAEAOkgL EO/NRIZOW T, IHO#ES
(LAFTYELELT200mg) OBEE. 231 TILVERN, &
NA T 520mLT D (FEH40mL) #. 2HEE (LAT
B ELTIOmE) DEEDHEIE. N1 7L 520mLE
L0, EEAEHRICHEMNL TEE%100mLX13250mL &3 5,
{AE3.5kg bl _EA0kgRiEmD/NRIZOWTIE, BIRUVE2LZSE
ICHABT B,

14.1.6 #21220H %2 BLICRESECREMSESD, RED1E
BETB T &,

14.1.7 AEEERICHRME . EHEHAKTHERL T, 5 OB %
EH T, 20~25C TR/ 132 ~8C TARME R %2 #8 2 7- AR I
HEHETREET S &

£l WHOHSE ((KE3.5kg bl E40kgAimD/NR)

= FFBONATIV| EFREERIC
ﬁi Waﬁﬁfi SATVE | hOREMBR | FIEOLR
(mL) (mL)
3.5 17.5 1 3.5
4 20 1 4 25
5 25 1 5
7.5 37.5 1 7.5
10 50 1 10 50
15 75 1 15
20 100 1 20
25 125 2 25 (20+5) 100
30 150 2 30 (20+10)
35 175 2 35 (20+15) 250
£2 2HHDEOKS ((AE3.5kghl L40kgFRima/NR)
& R EAOkg AR D ) %ﬁ%@ﬂfﬁg i@gﬁﬁu
(kg) NRIZBITZ | NTUE | »oikEMASE | BRIBRO2E
FEFFHE (mg) (mL) (mL)
3.5 8.8 1 1.8
4 10 1 2 25
5 12.5 1 2.5
7.5 18.8 1 3.8
10 25 1 5
15 37.5 1 7.5 50
20 50 1 10
25 62.5 1 12.5
30 75 1 15 100
35 87.5 1 17.5

14.2 FRRRSEOER

14.2.1 hOZEA EFRICKREG LW & ABRABRHRISED
BHEHIINHATH 5.

14.2.2 KANIREFEAZEE Lk W20,
BROERROKRRIIFERES 5 &

i

B ORMEHO AR

15. ZDMDER
15.1 BRERERICE DB
SARS-CoV-2IC & 2 BEEREZ # xR & L-iEREEE (NIAID
ACTT-1) Tld, u bu v v EEEE I3 EEEE (L
(INR) #INORREESI STt RBEE B L TARBIHREEHT
S ol BB, MIERSEETHMmMA X2 bOFRICEITR
SNz -o7,
15.2 FEBRPRELERICE D < IEHR
7RI E LT H BEIRA S SR8 0 20meg/kg/ HEECE
BHICHEST, Smg/kg/HY EOBCTIMHARFEER - 7 LT
FoUOEMEOBHERSE. BRAZEOHMESE. v b
AW 1430328 H B IRN B SHEBRICB VLT, HRBER
i (10mg/kg/BHUIE) CMHBHEY—H—B2E - REESR
ROZ L7 FZ o, XOICRVERE - ¥ 2 IS7 BRE.
BRMEOEBEEEI RO SN, B, WA TILEH
Wz 28 AR NI 5B T R A E10mg/kg/ B C&EH
HEIZEBD 5N TR,

16. EYENRE
16.1 MoEE
16.1.1 BEEAICSIT DEYERE
HHE N ERERL A B8 12 3mg > 5 225mg DI BHIF T L L 7Y B L 2208
R CREIBIRARS L& &0, LATF Y ELIEEOEyEE S
a7 7 AI)ERLT.
SENBERBREIC, LAT Y EL AR5 HIZ200mg. 2~5HE X
10H E12100mg# 1 H1[E305 A 1) T REBRFZS Lz EED L ALT
UL, REMITHAHX 7 LAY FERIE (GS-441524) T OVFhRIMR#
¥ (GS-704277) OEMFEEISNS A —FIZLTFDOEBY TH -7,

W) ENARHE - A2, B59H1C200mg#% . #52H BRI
100mg# 1 H 1 ElSMHE T H 5.

BREBAICL AT VL% REFBRNES L&D
MEFEFDO L LT Y ELRORED QR FENT A~

= N . Chmax AUC? t12?
(mg) Az AR A (ng/mL) |(ng-h/mL)| (h)
200 | 8 IHE |4378 (23.5) 2863 (18.6)] 0.90
100 | 269 VATVK”Siiéuzm9uam1%5ua® 0.9
200 [28 1, . | LEE 143 GLS) 191 (9.D] -
100 | 26 | KEBUEY SEiféléf} 145 (19.3) |2229 (18.4) | 27.4
200 | 28 IHE | 370 (29.3) | 698 (25.9) | 1.27
2t me) N
100 | 26 | TCED Sﬁiféﬁif} 246 (33.9) | 462 (31.4) | 1.23




THE (CV%). — @ #HaL

a) 1HH : AUCo2n. SHERUI0HE : AUCtau

b) HRE

¢) AUCKU't1/21 256

d) GS-441524

e) GS-704277

16.3 9
In vitroREEICTB W T, LATYELOL MIEERIINT 2EARIL
88~ TdH-o7z. X7 LAY NHELEUE (GS-441524) Ot +MFEEH
10t g BIEARIZEDP 572 (2%)o
AENBRERAICHCIER# L7z L AT > E)L150mg % BEEERMI S L7
& EW | RIESTRED MR/ M F I S BIR 1574 TH90.68TH D . B
DFFBEEEBHICER L, BHESERBZBTIXI.0OTCH /s LATVEILK
ORENE. M ME R OMAIE I L TR 25/ %2 RS,

16.4 X34
LAFYENIZEICHLAFYILI AT 5 —F¥] (CES]) 1& D hnksy
s, —#NT T VA (CatA) CYP3AICK D R#END, HIK
TR K DA S N HRREAHEY (GS-704277) WEICLRF VU T
AT KXV F REEEY 82781 (HINTL) ickoR#Etasns, &
BB ZRRNLT I ¥ — bOgfREZTNICH LY VBB LI X DEE
BI= VR (GS-443902) &7%5. —AH. B VEELIC kD, 2RI
HYUVBLSh 2w 7 LAY FREW (GS-441524) BERS N5,

16.5 HEitt
SHE AR A SR E I UCIERR L A T 2 BV 150mg & B EER RN 5 L
Jo L& HEBOFHREINERIZ2% E A IRE & UEPHE R
FNENKTA% R TKIN8% T > 720 IRAIZEIN S N7z KERT I R
MThBHX T LI RERUE (GS-441524. 49%) TH V. 10%H L L
FIELTH -7z,

) ENARAE - AR, B%E5HIC200mg% . %520 B
100mg# | H 1A SE#ETH 20

16.6 HENEREEITDEE
16.6.1 NREBEE
NBIZB BB RE DRI L T LR,
NEICBTBENARAE - AR £EZOEMBHEET LICES Y
Ralb—va iIlEOVWTRES Nz, FELOkgM ED/NRETIX. BRA
ICBI2ENERRHE - AETARIZRE L L&, EFREBICIBITS
VAT YELRUREM TH AR 7 LAY FERAOBRERIZ, AL
BBOREARETH S ETFHIE Nz, — T, FEAOkgRIED/NETIE.
AEBRESNENERHE - AETRE L L. EFREICIBIS
VAT VELVOBRERIIRALFEREEFRISNZDS, X7V F T NE
PUAOBBEEIIRA & B L T, EER/NETEREMERTH S LTS
niz.
16.6.2 EEEEEE
BHAEREE ICB T 2EMBROBFTIEHEL T, [9.2 B3]
16.6.3 FHgEERES
FFHERERRE R 10 BT 2B BRROMETIIER L T2, [9.3.1 2]
16.7 EYIEEIER
16.7.1 In vitrosBRmiE
VLT YENIZOATPIBIRUP-gpDEETH 5, £72. CYP3A.
UGTIAL. OATPIBl. OATPIB3RUMATELCH LIHEEAZTRT .
FRRIREM (GS-704277) 1ZOATPIBIRUOATPIB3OEE TH %,
16.7.2 BRIRICH T DB EEARER
i RERMAR B EF AR BRI S L C 2o,

17. BRIRRLIE

17.1 BHERURLMEICET H5HE

17.1.1 EEHEELE B

(1) NIAID ACTT-1588& (NCT04280705)
18 Ll EDSARS-CoV-21c &K 2 BEWESRE (1,00261. > 5 15FIEEN
REEMHRICBLTERSNL) 28R E LET T RNBEERL
CEERIATRRM LSRR ICB VLT, #5MEICAFI200mg %, 2~10H
BIZAHI00mgZ 1 H1E. Xz 75t REBRNZS L2V, 8. B
Lz EidiaBRERS2hitd sl L& sz, BRERSICNA TR
EDSARS-CoV-212 & 2 BYERBICET 201 RI4 Y HEIE > 7o 1E
ERIBOERP L SNz, FEFHMEE L. BIEALBBEEET
ICBIFAEE SEIEFRET 022 71~31CEY) FTORETH -
Joo ZOFER. BEE TORE (FRME) 12OV, REFEEGETI0H.
TS RBTISATH Y., REBE T RE L OMHEICB W THRET
FERCERRENRO SN (NTF—REH 1 1.29, 95%FEXME :1.12
~1.49, p<0.00l. @RIT 7T > 7HE)o

w58
ULFYEIL (N=541)
TSt (N=521)
BRIDZSY 7% p<0.001

ANVN NY—RE
399
352

(95%{SHARXR)

1.29 (1.12~1.49)
E

4
- e
o
s | I
04+ PR
024 [ gt
[ 2 4 6 8 10 12 14 16 18 20 22 24 26 28
RERIENSEEXTORRE (B)
URIDHBHHE
LaFvel 541 513 447 342 264 214 158 84
ISR 521 511 463 383 326 272 210 105

M1 E(EHLDSEEE TORBO L N2 MERAE
B, RRBOFELER - RAEREITROEBD TH -7z,

F BRI - PRyf A
1. SARS-CoV-2IC & 2 BHEN R S N BER T AR
2. UTFOWTARICEHE L THED. PCREIC L VSARS-
CoV-2BH RSN T VD
- MR AL AT 20 RS | BREL S M7 {R12 B8 1L CPCR
25
- R AL A7 28 B DURT I SR S M7 i {R12 B8 10 CPCR
BT BIMOBARIARETH 5 2 ENEIRSN
TWwb, 7»DSARS-CoV-2Z L BRI L 5 EBbh
DIERDEITLTVD
3. DL ELUTROVTARIOARD 5 N2 EE
- FAE SRR (BEXAR. CTA+ v %)
« SpOut94% (ZEAR) LI
cBRBAZET S
- NLIFIRasEs
1. ASTXUZALT S EHEEF ERO5EH
2. HETERER(A A @B (eGFR) A°30mL/minskifi (Mm%
WXIZMK A BEZ T TS EEEED)
3. iR AR LR
4. T2RB LIRS BB T E
BIER™ MR 6 NI HEBE OEIE T, RERSEET8% (41/53241)
THY. EEWERIZ SO ba v Y U ERIEE2% (9/5326]) TH -7

F) SHIEFRE [(Aa7] BREADEHICHIRZ L. 2372 Bk
POEBDHIRKL O/ IITEEBRBANSBE, 2AT73: ABELT
BOBEMRAZEL L W-IGBEOMGEIRE, 2374 AR, BR
MAZZEL % W-IGBEOMGE S BE (COVID-19B# %z n bl
). Aa75: ABEhD, BEMAZET S, A276: ABErD
JERBMA TR IEREBBRICKAEE, 2377 AE»
DECMOXIREER N TIFIRERIC L 2 &, 2378 L]
AHEETIE, Grade3ll LOBEREMSNE SN, BBEELORR
BB S Nz, MIA T @EUERISIC DWW TIdGrade2Digkk
HEDRREFEASEETE R VWERDIES N,

(2) GS-US-540-57735t8& (NCT04292899)

125 DL B 18A& A > DA E40kg L . U 18R EDERED SARS-
CoV-2Ic K2 BGERE (39761, &H. HAAERE IHAANS N
Bhol) ENRE L EBERCIFERLATRELE - MiZBWVLT. 5
HE#H ST #E5FHICAF200mg% . 2~5HE12100mg#% 1 H 1[5
BIRAI S, 10HMBRER TR, BREMHICKA200mgz . 2~10HHIC
100mg#% 1 H1EERAE S Lz 9 28, Bk LEEIRRRERRS
EFHIET A &SN, WTNOBRSHLIEERBEOMAZZ T2,
FEMEEB L. FEBZRIBEHBICTSIERRES THHE L 72 BERR
el Eni-, EEREOWMEICOWT, SHERSEICNT 5 10HRRS
BEOHMIA v RHIZ0.75 [95%(F#EXE0.51, 1.12] TH o7z,

B

PRyl

*2)

#1 EEBRIBEHBICBT SERRE (THIEFRE)
SHE& 58 10H 58
Aar (200f) (197f)
1 16 (8.0) 21 (10.7)
2 17 (8.5) 33 (16.9)
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)
HAp A > XH 0.75
[95% S HEI< ) * 0.51, 1.12]

% (%)
a) |5 R—27 1 VROBERREZ{ERE LG+ v ZET IV



B FHBOEZER - RAERITROEBO Th -7,
ERREIR - PRILERE

1. HE(ERLRT4H DIAIC FEHE L /- PCRIFEIZH L TSARS-
CoV-2BRNMRSNT VD
. Abgrh
3. A7 ==V TRIZ, SpOAP¥MBLLT (EAR) Xid
IRFEMAZES B
4. BEifg b, REZPBOS5NS

(OS]

BIRAEE

1. ZliggEAs

2. ANLIFMEEE (V-V ECMO% &) ZS5HREIDIEER.
X13V-A ECMOZ{#ER (ERHREZ b2

3. ALTXUZAST S EHEFFE R 5EH#E

[ROVEME |4, L T7F= - 7T T2 AN50mL/minkdm (18751
L& iECockeroft-Gault=. 18F KO H A &
Schwartz= % F W\ CEH)

5. R ER

6. A

BERPRRD s N #ERE OEl& 13, SHERSH L UI0HE®RGETE
NZN17% (33/20001) KO20% (40/19761) T -7z EBIWERIX,

ALTH#n (SHRE#®EET2% (4/2006]). 10HMHEESET7% (14/197

B1)) . ASTHEIM (SHEHSE T3% (5/20061). 10HH#&Z 58 T6%
(11719761)) KROEL (SHRERSET5% (9/20061). 10HMZSEET
3% (5/19761)) TH -7z

(3) GS-US-540-5774z8% (NCT04292730)
12/ L B 18R A DA EA0kg Ll by R OI8R L LD HEFREDSARS-
CoV-2IZ KB BEHERE (58401, 7. HAAWEEZ THAAN SN

mirofz) EMRE U EERLIEERIATRH LB S — MZBWT, 5

HE#EESE T, #E5HICAFR200mg%. 2~5HHIC100mg# 1 H1ME
FIRNIY S, 0BRSS, BE50HICAR200mgz . 2~10HEIC
100mg#x 1 HI1EFIRAIRS U, RERERFE B L7 25, B
LB EREEES2RIET o Enz. WThOARRREED
BEREDOHAZZ I /2. EEFHEEB X, BEALRIOHBICTHER
REER) Tl Lz RREEE Sz, BRREBOREICOVT,
F oy RETFIMNCED AZEFEBICN T 2 EARARSEO LA v XL
[95%(EREX ] 1%, SHEE#ESETL.65 [1.09, 2.48, p=0.017]. 10H
SR Clx1.31 [0.88, 1.95, p=0.18] TH -7,

F2 EIER(LZI0HBICHB T SERIRE (750EFE)

297 SHHE# 58 10H f# 58 SOCE#
(1914) (19331) (200f3)
1 0 2 (1.0) 4 2.0
2 0 1 (0.5) 4 2.0
3 5 (2.6) 0 7 (3.5
4 73.7 12 (6.2) 11 (5.5)
5 38 (19.9) 4 (22.9) 46 (23.0)
6 7 (3.7) 9 (4.7) 8 (4.0)
7 134 (70.2) 125 (64.8) 120 (60.0)
SOCEHZHT 5
; 1.65 1.31
[gg(%gﬁl’z%t o | 11,092, 2.483] | [0.880, 1.952] -
piE> 0.0174 0.1826
B (%), — BAEL

a) BEREHERE LHAIAF Y XETL
b) HEEEAEDOHEBKEZEmRAS%. REREDZEMEZFET 575% L L CBonferroni
DFFERANTEHEICB T 2EEKEZTR2.5%&E Lz,

mB. RRBOELBRR - BRAERITROEBD TH -7

FEEIR - FROVEEE

1. EERCRTAE DIMIC R L 7 PCRIEEICZH L TSARS-

CoV-2BRPMRESNT VD
2. ABEHTaH D, COVID-19Icxtd 216842 2T 5
3. A7) ==V FHEIC. SpOA94%i#E (ERE)
4. Bf L, REESREOS5NS
1
2
3

BIRAEEE

AT ==V T A TR OFER A BT S

. ALTXUZAST v EL¥ESF_RIR D 5%

LIV TFZr - 77T 2 AHS0mL/minkdil (185 2L
L& iECockeroft-Gault=. 188K OB A &
Schwartzzt# RV CEH)

4. MIRAEERS

5. #ILAF

BIERARR 6 N7 HBRE OEI& 3. SHRMBRSRECI0EMREETE
NnEN19% (36/19141) ZO13% (25/193%1) TdH-7z. ELEIERIX.
B CHE#BERTT% (13/19141). 10HMESEET4% (7/1934))
ThH-o7.

F3) 7TRIEFRE [ZRa71 3L, 2 Ak2»DECMOXIZREN AT
MIRERIC X HEH, 31 ARE» DIFREBIMASUIERERRICL S
B, 4 AP OBRERBRICLLSEE, 5: ABRLTHD, BHR
M A% B2 L 72 LW ASSARS-CoV-21C & 2 EUWEICBID 5 3 Mk 72 7R
BEET D, 6 ABRLTED., BAMAR ORI ZIBRIIE L
W (72720 78 b 2SS 7 ARRI OGRS L 7 R

Frol

*3%k17.1.2 BHE MEHER

GS-US-540-9012588% (NCT04292730)

125 DL B 187& AR A DR E4A0kg L E XL 18 L LD ERE(LY R 7 K+ %
—2O P FE T HSARS-CoV-21C & 2 EHREEE (562]) 2% e L
T AN BEERSC ZEEHRUAATHELERBRICB LT, #E5MHIC
KA200mg % 2K U3HBICAF100mgZ 1H1E. X375+ K% 8k
A5 L7z, IR S ICMA THEEDSARS-CoV-21C K 5 BEIYEE
FEICHT 24 RIA VST - - EEEEOEBATTREE SNz, X
FEEMEIEE E. BEAL%28H B & TOSARS-CoV-21C & 2 BHHEICfF
I ABEXIIFERZ M DRV (X2 b)) RO 6 NIHEREDOEHE
LENTz, TORE ARV FORBEEGIE. KEREEHT0.7%
(2/27961) . 75t RBET5.3% (15/283f) TH V. KAFRSEEICH T
BENEAL%28H E E TOSARS-CoV-212 & 2 BEGLREIZ S AR IEFE
HZEMDZWFELEPRD S5 NIHBEEOEI &L, TSI RBEHERLT
87T%ME TR L7z (WY —FH :0.134. 95%(E#X M : 0.031~0.586.
p=0.0076) s WINOHEGHTHEIEALBBHEE TIHTIERD S
Nigh ot

£3 EIER(LBBHEICBT 21XV MHBEEE

KA 58 75t REE
(279%1) (283f51)
AN RRE 2 0.7) 15 (5.3)
NG 2 0.7) 15 (5.3)
FER & D7 VIEL 0 0
T RBIINT AN FHEBE TR 87%
N R 0 [95% (SRR 0.134 [0.031, 0.586]
plE” 0.0076
s (%)

a) BEMBAOARRI, Fs, &0 HE
b) BEMEHAOARBRIL, F, HEEHERE LCoxBIFET IV

B, FEBROELRR - RIERBITROEBY TH T
FEIR - TRILEEE

1. 18/ ML B 127 DL B 18k o> D1k E40kg L BTy &
DSARS-CoV-2IC & 5 BIWEDEELY X 7 AT %4
B EBL—DHETD
- BHEREER (RUEFEEMZRE, REED S BEO N

B BERIMERREE. IHEE)

I (2B USAE)

< DIME R ININE RRE (BBIRRE, £RIE DR
B DAZ, DEE. WEHE, ODFEME. SEL
fiE)

CHERRRE (18, 28U, #EiRA)

- JEi%  (BMI30kg/m2l k)

- RERAREE (B, MEBE. T EHEED
BEEEH D). @BEAL (HIVIC K O CDAMRE DK
EXIFHIVICH LTHRIERE) . ILFIRATAA RO

BREW 1 1 D S S D

- BE ST EEOBEB R
- BHEATER
C T A
- BRI M BREE
X, 60 L ETEREL) AT OBEZEE b N

2. A7) ==V ZHI4HDNICER L0 T2l (R
# [l : PCR] IIHiFEHE) 1B TSARS-CoV-2
BRANFERS N TS

3. F v ¥ LEEITHLMICCOVID-191C & B5EH (568,
. Y. BYn. WEE. R, SRR - BETEL
L) Bl Lb—oMRsNnTnd

4. BERMAZZEL 72\

5. Ak Q4ABRL EosEeE) #ELALL

1. COVID-19I2 & % ABt (4RI LD &G B

2. SARS-CoV-2ICEEEAT 2V 1 L AEEZHET 5
NIEZOHEE S AMOEH 2HE. HELLIE
SARS-CoV-2 (XIECOVID-19) 77 F > % &

3. A7 Y -V B AZY — =2 FHIE LA D
ALTXUXASTASE ¥ Hi P _EFR 5%

FroVERE 4. ISR EDFAIE. ATV -V TBEXIE AT ) —=

JHIOHMHNOZ L7 F=> « 7V 75 > AH30mL/min
Kiifi (Cockcroft-Gault=\ &2 W THH) . 18 KDL
Bld. ATV ==V TEXIIA T ) —= 2 ZHI90H A
ICHEE R ERA A B E (eGFR) A'30mL/min/1. 73m?Aii
(Schwartz= % FV CHH)

5. #Alf

BUFADR® 6 - HBE OEI&IE. AR ESEETI2.2% (34/2794)
THO. ERBEIERIZEDN6.5% (18/279f) MUEFEL 2% (6/2794)
THh-ol,



18. BERpEIE

18.1 {ERHR
LVAFYELNRTT ) Yo7 LAY REMMED T RSy 7 THh 5,
LVAFYENME, MRANICHME L. ISR X 2 RE2 R T RKY
1Y VB ES N TEEENIOEREEZETAX 7 LA Y FEY VBB
HRBEWZERT 5. EERBMIT T/ V=0 VB (ATP) 0L
A& L. SARS-CoV-2 RNAKRFEHRNARY X5 -2k > THzIC
B SNARNABICKAEEATPEHA L THVAEN. VA LADE
BLZ BT HRNABOMHERIGZE D AAN 5D LBNTEIESE S, i
HRBEPIZ. & NERODNARY XF—Fa, BRURNARY XF—
YO, HLFICI FIY RYTPDNARY AS—Ey RO Fa» Ry 7
RNARY X7 —VIiodd 2HEERA (IC»fE) EWndhd>200uMT
Holo

*18.2 In vitrofno A L A&
L AT, SARS-CoV-20 R BERRICRT LT AR IN488F
BICBI 5 MIRISEERE LR TOS0%EMIEE (ECso) 1
9.9NMTH o7z T/, MAREE L Mt LMK Calu-3% FA549-
hACE2TSARS-CoV-2D0 8L FHE U, ECsold EAITRINT 20 KX O
48RRI TENZN280NME O'1ISNMTH - 72995 BB, 71 ILA
RNAREHERNARY 2 5 —¥ 2 KT HNspl20 7 3/ BRE#P323L%
&t SARS-CoV-2ZERIED R HEM (alphatk (B.1.1.75%#). beta
¥ (B.1.351%%). deltakk (B.1.617.2%%). gammatk (P.LR#)
K Uepsilontk (B.1.429%4%)) (o9 275 -2 7 vt RU/IEN
% 2 )SZ7EELISAT vt A Tld. Th S EKRDEERDECs D
SARS-CoV-20%# (ARM) LHEL T0.4~1.5[TH > 7210,
% 18.3 EEIME

VAT Y ELTMEDSARS-CoV-2HBICET KT — 7 I3BF 6TV
W, EEMEATIE. LATF Y ELITHT 22 HEAET L-SARS-
CoV-2P BEvE P TERR SN 7zo GS-441524 (LATF Y ELOREMTH %
X7 VY RELUE) ZRAOHERRRBEICBVLT, LATYELIC
g AHMELEEE LTNspl20 7 3 BE#VI66A. N198S. S759A,
V7921, C799F R U'CTIIRPRE S Niz. SEBHAZZEA L /MR 2
SARS-CoV-2TlE. LAFYENICH LTL.7~3.5ZDEZHE T 2R
L7z, Nspl2o 7 3 J BB #:P323L%H 3 5SARS-CoV-24 Btk % A
WL ATYENICE M HERRABE TIE, Nspl2o7 3 BREHR
VI166LAEE S N7z PI23LEMIIP323L+VI66LEE B ZEA L7
$#2Z SARS-CoV-2TIE. LAFYELITH L TERZENLIMERSL.S
BEOREZHEELER LY, FoBWBECOVO~ T AR A LR %HWn
7L AT Y ELOIn vitrofittE i Tld. RNAKREERNAR Y X5 —+
TE2TOCOVILREENLEREIIBVT, 2HFOER (FAT6LE D
V553L) AHER SN, LAFYENLICR LT5.6[EDBZMHER2R L.
COERMEIZIN VitroTT ANV AEMENET L. AFEOER
(F480LF UNV557L) %SARS-COVICHEA L7z & &, EEMBEATL LT
TENACH L TOREDEZMEME R ZZR L. SARS-CoVER~Y T ZAET I
IZBLTTA NV ADRFEED RS L7z. F72. Nspl2iZF480LK& U'V557L
DEERZEA LM ZSARS-CoV-2TIE, LAF Y ELIZH L T2
REOBZHEETZRLEW,

18.4 EMIETIVICHIF DBEHR
SARS-CoV-2#7 12814 D 7 717" )L SARS-CoV-2EYLE 7 )L I,
BEMHIZL LT 10mg/kgTlHIEL, ZD#%I35mg/kg TlIHIE
EEIRANR—F 25 L& 25, BEMBEHE LT, HRSRER
DEERBIESSE L, MRIEERE OCHRER R I~ 1 )L ARNAE
PR Uiz,

19. BRI ICET 2EEZHHR

—REIBTE : L AT YL (Remdesivir)

{£%4 : 2-Ethylbutyl N-{(S)-[2-C-(4-aminopyrrolo[2,1-1][1,2,4]
triazin-7-yl)-2,5-anhydro-D-altrononitril-6-O-yl]
phenoxyphosphoryl}-L-alaninate

DFR ¢ CuHzsNsOsP

DFE :602.58
s
o b CHs
f CN_H v HPHs
HaoN ¢} ~P 0. CH3
N o N
N, ! (¢]
=N H H
HO OH

H R AE~MEAEXEECOEE

BB XY =)L, TFIE RO T UICHEITRTL, Y —LIiC
PRBEIFRT L, B Y o EMIcBEFIc v,

B om0 138C

DEARE - log P=3.2

21. AEERRM
2.1 EHER Y AV EEAEAFED b HYICERT 5 L.

21.2 KANG, EEBEERESSHEEIAEOIEIEOREICE SERA S
ERHERMETHD . BFSTOFEARBRIBOTRONATVNAZ L
o, BUERFER. —EROREICHRS T — ¥ »ERS NS E TOMIT,
AIEEL PR O ARG S N 2REFIC DL CRWERBHRE O AR DR 2
HEROENEICET 27— 2 RHICNE L. AFIOBEFHICHNEZ
EBZHELHE, $o. BoNEREZEHRNICRET S &,

21.3 AEIOREEICET 2BMOICER S N FHMIcE S &, AFIOBIE
HRICHELREBZH LS &

22. @&
INA T

*E3. FEE
1) FACT SHEET FOR HEALTH CARE PROVIDERS EMERGENCY

USE AUTHORIZATION (EUA) OF REMDESIVIR (GS-5734™)

2) HNER (L AT Y IR EE)

3) #ANER (NIAID ACTT-1588%)

4) HHER (GS-US-540-57735%)

5) Goldman JD, et al. N Engl J Med. 2020 ; 383 (19) : 1827-1837

6) HNERE (GS-US-540-5774:%5%)

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

10) #AER (PC-540-202675%)

11) #N&ER (PC-540-202875%)

12) #A&ER (PC-540-202975%)

13) Gottlieb RL, et al. N Engl J] Med. Published online December
22, 2021. doi : 10.1056/NEJMoa2116846

24. XEREEKRERUREWLWEDEE
FUYT K- YA 10y KRS
ATFTL AN R— b T —
T100-6616 HEETFREXAON—T HIE2S
T RNIFIaIYIAYT—
79U —=%47) 0120-506-295
FAX 03-5958-2959
AR 0 9:00~17:30 (£ - H - HHEOSHAHZBRL)

26. BUEIRERES

26.1 SLEERFETT
FUT7RHYAI O txA B+
RREF RERADK1-9-2
D5 NIEITHIRET—

® : BEEE
06-GS
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1.8 ARIXEFE (%)
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KEBHIFLH S NG RITR DHERNTT A b T B D HRASHITRE L E 3, Bt FERTOK
R S KERONB ZMICHTRT 2 Z L3N TVET,
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1.8 WfHE (%) AstraZeneca
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EP/J
B B AR o D e 1
=B 2
oy A O N == o 4
1.8.1 MEER IR () BRUFDEETEIEML oo 5
1.8.1.1 Y- A ) - I == KR 5
1.8.1.2 EERUETNE () DEETEARI oo 5
1.8.1.2.1 S AR S -C OV -2 T R D B I oot 5
1.8.1.2.2 SARS-CoV-2 [Z & AR E D RIENNE 6
1.8.1.2.3 T O 7
1.8.1.3 MEERIEHMRBRICEET 5FE (F) DFRTEIRM ... 7
1.8.1.3.1 S AR S -C OV -2 | R D B oot e 7
1.8.1.3.2 SARS-CoV-2 [Z &k B R D FIENIE . oo 7
1.8.1.3.3 Y T3 . F TR 7
1.8.2 FZERUVEE () RUFDEEIRI oo 8
1.8.2.1 R B T B R (BE) oo ettt 8
1.8.2.2 =By RO kit L 8
1.8.2.2.1 S AR S -C OV -2 T R B B oo ettt e 8
1.8.2.2.2 SARS-CoV-2 |2 &k B R E D RN o oo, 9
1.8.2.3 FAZERUVHZICEET HEE (F) OFTEIRM ..., 15
1.8.2.3.1 SAR S -COV -2 T R D B oot 15
1.8.2.3.2 SARS-CoV-2 |2 &k B R E D RN oo 16
1.8.3 FRALEDEE (F) BRUFDETEIEML oo 16
1.8.4 I ST (B e —————— 19
E =P/
= 1 THLRHE BA.2, BA.2.12.1. BA.3 RU BA4/BAS IZxtT B AZD7442 O F]

D LR 10
=2 ATI)—RIOEEEREEAE (XEHEREAFNERER) : TACKLE iRE...... 14
=SP4
1 AZD7442 300 mg AN S ZOMFS AZD7442 REHUNIZBEES SN EE

¥R BA2 RU BA4BAS 1T/ T BFIHEAR ..o 11
2 AZD7442 600 mg fiAINIR 5 ZDMFEH AZD7442 REMUICBES INLIER

¥R BA2 RU BA4BAS 1T/ T AT IHRAR ..o 12
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3 BEREEBEEEEZRRELIZAJurdi 5DOL FARRY T4 TREIZEIT S
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1.8 WfHE (%) AstraZeneca
AZD7442

B ERUVEMRE &
ARTECHES 2% Wt B OV A & L R LR T,

BERUVEMAE FAEEDEREA

CCDS Company Core Data Sheet : {E¥EHET —% v — b

COVID-19 Coronavirus disease 2019 : SARS-CoV-2 |Z & % J&YLIE

IgG Immunoglobulin G : #% 7 17U ' G

SARS-CoV-2 Severe acute respiratory syndrome coronavirus 2 : BUE U IR SR E G RE =
2FARA2
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1.8 WfHE (%) AstraZeneca
AZD7442

1.8.1 MRERIFHR (F) RUZDHRERL

1.8.1.1 MEXITHE (F)
AZD7442 (LIRE, AAD) ORREUTIE () WONTBHE TR RICEE T 2 ERII T O &
BOBIE LT,

4. FEEXIIRh R
SARS-CoV-2 |Z & 2 [EYLIE K N DFEIE ]

5. PRSI RICEEST HER

(SARS-CoV-2 |Z & % J&YIE)

5.1 FERRBRIC BT 2 B/ 5B A B E 2. SARS-CoV-2 |Z Xk B EYYE D HEIE(L Y 2 7 K+
AL, BERELZEL2VERIIRET S22 L, [17.1.1 2]

5.2 ftdHT SARS-CoV-2 &/ 7 1 —F NUGUR3 & b: S fviz miin 3R T N L Bl 4
T HRFICBOVTERPELLIZEOMENRH D, [15.1.1 2]

(SARS-CoV-2 |Z & 2 JEHLIE DFEJE N HI)

5.3 SARS-CoV-2 |Z X D IEYEICKRIT 2 U 7 F U R HELE S U7 W03 XU BERE IR T 2RI
£V SARS-CoV-2 (T & B BYEIZKT 2 U 7 F R T4y 2 i A 3 S B 22 Al RE
WNRHLFIHEEGETDH L,

5.4 SARS-CoV-2 |Z X % J&YUE FBF D [RE F R AT L [F ATE 5 O Bt Tldanaicix
H47% 2 L, SARS-CoV-2 |Z L 2 JEYSIE A O [RJE S ST R A 16 855 O R IR Bl g |2
B 2HEDEIRSATWZRY,  [17.1.2, 17.1.3 ]

5.5 AFNOBERGIZONWTIIHRF O A KT B EBIZTH T L,

(Zhiedtim)

5.6 ARFN O HFFEMEDMEY Y SARS-CoV-2 B AR U TIAKI OB ZIEN IR T 220 il REM:
W D728, SARS-CoV-2 DEFDTATRDONE WA B E 2 . AFE G O EINEE MEH 2
Z k., [182 ]

1.8.1.2 AEXIEHR () DRERM

Alal, AFNIORBEX TN E () % [SARS-CoV-2 (T & B KYLE K O DOIIEINH] ] EFRE L
77o ARIETIEL. SARS-CoV-2 |2 X BJEYYE, W TNT SARS-CoV-2 (T X 2 JBYLIE D FIEHNH] D Z
LAUCHO W TR ERIZ T, 72 BERRRBRAE R OFEMIE, SARS-CoV-2 12 X DEYYEICEST 5
CTD 2.5.4 ), 10 2.5.5 T (FRAEFEREAT OAE) | WU SARS-CoV-2 (T L 2 JBEYLE 0 F& i # il
\ZB99 % CTD 2.5.4 T K T 2,55 T (BRAREEFERHEOARK) ZZ2nEnSE iz,

1.8.1.2.1 SARS-CoV-2 [Z & B fE

ARHND SARS-CoV-2 1T K D GLEIZ X9 2 A 0T, HBE & OV AEE D SARS-CoV-2 12 K 2 J
YIE DB Zxtg & Uz EBEILFES 11 AHRER (D8851C00001 7% : TACKLE #k) O FH/of
MR L v REN T,
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1.8 WfHE (%) AstraZeneca
AZD7442

TACKLE iR DO *f 5% ﬁ%ﬁknmsHuwuﬁﬁéntﬁﬂf&msawz\%&E(#

JEIRERE) D R S, FHLAFUG AT SARS-CoV-2 (2 & 2 RYE ORI 2y 7 B LI
(r%®%ﬁﬁ[f%ﬂﬁ@um%%ﬂtﬁ]%tﬁ)f%w 7> Day 1| (JRBREESG-H) Al
D 24 FELINIZHFE DIERDFRD DT AIREE (18 kbl k) & Uiz, E85E D 60%
VL BIZIRBR I 3 E CEFRE SN D SARS-CoV-2 12 L A BEYYEDEIED Y AV R+2 /T 54
(SARS-CoV-2 (2 £ 2 JEYYEIZ B9 2 CTD2.5.4.1.3 18 [HHEHMEOAK] 2HR) ZHAAND Z L
& LTz, BMED EEFHIE H X, Day 29 £ T SARS-CoV-2 (2 K 2 EYLIE O BEEL IR %
bW OEAFHMIEE Tho7-, HE - HEIZ600mg (FFH 7 v~7 Bz
LA~ T Baffifiz] & LTERZEN300mg) OHEIFHFENE S TH -7z,

TACKLE 3B D FEEEMIE H Tdh 5 SARS-CoV-2 (2 & 2 YWIE O BIEAL SRR 2 B 24
FLEORBIZBWNT, AANIT 78R L TRRY A7 2 FEIIET &7, AITICE £
NT-#BRE D KERSY (K 90%) 1% SARS-CoV-2 |Z K A EYMEDEIEL Y A7 K+%24 L T\,
JERFE B BHNC AR 2 B 5 LIRS CRORDORR 7 ¢ v MRS DT, EAKIEGHTIE
T TR AR LT, MR RSREL L 7o ERE OFIS DY, Day 3 MO Day 6 (Z81F D S
AT T DA N AEDND, SARS-CoV-2 |2 X DIEYYE K OF OEOHEIZ X D ABEDORD, A )Y
|2 Day 29 F TIZFEENIEMIE Y SARS-CoV-2 Bt & 72 o -9t OWD 13380 bz,

TACKLE B B RN, WONT A AR NEFEHERFE 2 %15 & L7581 AHER  (D8850C00005
RER) TROONIEAFOLREMN T a7 7 A Vi, AAEANEHALLARETRDLNT., BAA
(R DM EORBEITRD b/ oT-, F72. D8850C00005 ki & A4 E A fEHEWLER A % %f
%kbt Imﬁ%<mwmmmnﬁ%)%whbt%%\EKA&%EA@%T%%@%&U
WHET a7 7 A VPO DNREZRRO BT, & 512 SARS-CoV-2 12 X B EYYEICRIT % CTD
m42@(%ﬁﬂﬁﬁL)TTLth%&U%lﬁR%%%ﬁ@@%ﬁ%ﬁ%é<&\K%@
H 50 M V22 VT BRI BN L 2 28 % 2 T Iz < W B Il S 7z, fiE> T, TACKLE Rk
iW%ITM@%ht%F&U¢ r®cmmm9mﬂ¢éﬁﬂ®ﬁ%ﬁmaxkﬁl (ZAME AT
BREEZLNTZ LD, SARS-CoV-2 |2 & 2 EYYE 2 AKIONHE XTI R ET D Z L iXA]
%&%%Lko

1.8.1.2.2 SARS-CoV-2 [T & & B fE ) FE N

SARS-CoV-2 (2 & 2 JEYE D FEFEMHNT KT 2 ARAN DG ZhIEDRILIL, B OV e % 5T
fili U7= %6 T AHERER 2 58k (D8850C00002 7k [LAF:, PROVENT #kBR] M O D8850C00003 7k
(LI, STORM CHASER i&f&] ) mHELN TV,

H@WWT%&T@%%%%%@%%%I&LT 18 WL EOR AT, HURIC L D@ mn
DREZZT2 LW SNDHE & LT, BEEEICK L THORKIEBEL NN T 27 BEN
(U7 F U ~ORIEPMEN T T 7 F NCARMETH D) # XIE SARS-CoV-2 J&G Y A 7 B
GHANEED U 2 7 FEffiIc H & | SARS-CoV-2 ~DHEFE MK Y SARS-CoV-2 12 X 2 EYEICx L
THON R U RT3 H 55 XIAXRWICEIND) HBEHHEANTZ, A7V —=" JHFTlE
SARS-CoV-2 DILIERENEMET, V7 F U 2L CWRWI E20HEE L,

STORM CHASER B Tlx %%&?%®ﬂ%%lkbf 18 WL LD AT, RAEIZLD
&ms&vzmmﬂ%uéht%(ﬁ%@ﬁﬁimb@w) Z 8 HUWICHEEfh L= mTREMEN H Y |
FANEED Y 2 7 3 %o%&mswvzaié@mf%%ﬁﬁé%LﬁOtny%ﬁ#é
FrRHIANT-, 27 ) —= ZH Tl SARS-CoV-2 DIMIEMRENEMET, U7 F o 24 L
TEHT, BRI GAT 10 HLANIZ SARS-CoV-2 (2 X DEYYEDIERN RN L2 MELE LT,
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1.8 WfHE (%) AstraZeneca
AZD7442

PROVENT il & STORM CHASER iR D[] 55 C. A ZhED FEAHEE B IIAA K G5% 05 183
H H £ TIZ RT-PCR A CHHPED RS S L7215 DIEWEN: D SARS-CoV-2 (2 K 2 EYLIE DFEBL T
»Hol,

PROVENT &g D EZREAM I H & ORIR AR B DTSR 6. K 300 mg (FFH7E
~7 (BIETH#Z) KO e~T (BEFHIEX) & LTENZEI 150 mg) OFANTER
H[E 512 L D . RT-PCR MR CHMED RS SALTAEMEME D SARS-CoV-2 12 X 25 ERYYE DI HL %
il L, AFHEE%1C SARS-CoV-2 X 7 LA 7L RHURICH 5 SS1A 6 - R E DE1E
DFEFN B AAIT SARS-CoV-2 DIEMGENEREGLTZ 1T T < BIEBEMERGE DY) 27 IR T SE5 2 &
PRSI N7z,

STORM CHASER #BrTld, FEZEME B I OWTAFIREDS 7 TR &l U TR FZIICE
BRIETIERBO N7, L L, FANSEE S 0BT OFE RN S, X—R T4
VIRED SARS-CoV-2 @ RT-PCR FRA 32 XX KM T - 73508 (PROVENT sk O R4
M [AIHR—RF A VIFIZ SARS-CoV-2 Y ZFR0 2] EHEEIL TV 5 E& 2 b H58ER)
IZFBWT, KAl 300 mg HIRPNESHEEGIZ L2 T 1 v FBRBI NI,

EINE T FHERER & Vs g 1 AHERER  (D8850C00001 #BR) Z bk L7-f55H., HAAN &L AMEADR-
THYEIRE N QSRS )T 1 7 7 A VA B0 20X m@%n¢ F 72 NIRIME K OVOR [RI P R e e B
RIORERE RIS < &, AR OB INEITERFER SR K 5 852 Z o< W Sl & iz,

L7223 T, HEAMES 1L AHRBR TR H 7= AFI D SARS-CoV-2 (2 X 2 JRYLIE O F JE M2 5
X HARANER %ﬁTAk%i%né LD, SARS-CoV-2 1T K 2 RRYLIE DISREINH] &2 AH| D
NRE ST D TN B E v RE & HIT L7z,

1.8.1.2.3 FEH

il &Y SARS-CoV-2 (2 K BKRYLE, I ONZ SARS-CoV-2 12 K 2 EYLIE D FEFEINHI DU
T ARFONEE X ITLRICHET D Z LITRES HI L=, D Z2HAE L, AFlDLhke
% TSARS-CoV-2 |2 L D JEYLE o OV OFIERH] ] & 38 LT,

1.8.1.3 DEXFHRICEET HFE () DHRERNL

1.8.1.3.1 SARS-CoV-2 IZ & % BE

TACKLE iRBRICE T 5 T 5B A2 E 2 5.1 HARE Lz, £7-Mo$Hl SARS-CoV-2 £/
I —F NVHURICBIT D WE A E 2 52 HARTE LS,

1.8.1.3.2 SARS-CoV-2 [Z & % B&9E D FAEHNF

SARS-CoV-2 |Z & 2 JEYYE DIIEMHN X T 585 —@RIKITV 7 F o TH Y | KANTZE OREE
TIERNWZ EZ2EBE L, AFORERNGIT, VIF U CEDERNAR o EEZ NS E,. Xt
77?/7b§?é ESNBRNEETHZENEUIEHIRT L2 & D S3THAKRTE LT, /&%F@ﬁﬂa%

BT HEMEEZRTT — XI5 BEIOABRBERE R TIIEONTWRNWIZ &N D 54 THEHR
toitﬁﬁ@ﬁgﬁ%LOWTi\Wﬁ@ﬁ4ﬁ74/%§% ITDHIENEREIND Z kw
OSSHERE L,

1.8.1.3.3 ShRetE

ARHFNOHFIEPEDME Y SARS-CoV-2 & BERIZx L CIEAR OB ZIIEDS IR TE 2V A[REMEDR &
BHZEMDS6HEERE LT,
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1.8 WfHE (%) AstraZeneca
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1.8.2 RZERVAE (B) RUZDHRERN

1.8.2.1 BERUHEE ()

FELORAE () EONCHER OHARICEEST2EEITLULTO LBV RE L,

6. AERUOHE

(SARS-CoV-2 |Z & % J&YIE)

W AR 12 LA B IRE 40kg LA EO/NRIZIZ, FERIP S e~T (Ein )
KOV~ (#\affz) & LTENEN 300mg 20 X 0 iANERT 5,
(SARS-CoV-2 |Z & 2 FEYIE D FAEIHI)

W AR 12 L B IRE 40kg LLEO/NRICIE, FR VS E~T (BInFHl#z)
EOv e~ (EEfiz) & LTEREN 150mg 2 0PI X 0 HANERT S, 72
F. SARS-CoV-2 ZRKDOFATIRMEITIE LT, FXVre~7 B HEfz) KOV ILy
t~7 (B r#iz) L LTENTN 300mg Z0FHICE D HANERT2 2L TE 5,

7. REEROCHRICEET ER

(SARS-CoV-2 |T X % KYLIE)

7.1 SARS-CoV-2 |2 £ B EYUEDFEAR N FBHL L T L& G425 2 & BRERBRICB W
T, JERFEHS 8 B HURRICK G ZBtE L2 EBE BT 202 =T 55— 2 1345
HAILTUNRUYN,

(SARS-CoV-2 T L 2 JEYLIiE O J&SEHH])

72 RFNOREL O HEIEL, 17, THRKRBRE ] OHEORNRREZRE L, KEIOH MK OVZ ek
Z o ZBRE U7e G, SARS-CoV-2 BEEREDOWATIRINE 2 F 2 TE®IRTH Z &,
[17.1.2 ]

7.3 RGO L2V OB M2 BT 5T — 2135 TRy,

1.8.2.2 RZERUVAZEDERTE RN

1.8.2.2.1 SARS-CoV-2 [Z & B fE

1.8.1.2.1 HITFEH L7= £ 350 . TACKLE #RER CTAR 600 mg Hi[RIff AN 512 K 2 BIE K OV %
JED SARS-CoV-2 (2 K 2 EYYEIZ KT 2 ARFI DA MEN R ST, FIRBRCTAK O L - s
L T 600 mg H[AIfF AN G4 2R L 72 R LT SARS-CoV-2 (2 X BIRYYEIZRI9 5 CTD 2.5.4.1.2
H (BRSO ARE) 2RIz,

TACKLE B C. SARS-CoV-2 (2 X 5 ERYLED BEIE(LD Y A 7 K+ %49 HEM 2 & Tl A%
BB 2B HAA] 600 mg FAINERG-OBFMITRIFTH -2, BEIR O FREITK 84 BT
BHoT=, KK 600 mg i ANEGRFDOZENVET 1 7 7 A V1T, SARS-CoV-2 |Z X 2 JEHYIE O FJEH
H (B ZWEd 2EBEIE 7 1 7T A TR HTZAA] 300 mg RPN SRR &L LT
7=
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1.8 WfHE (%) AstraZeneca
AZD7442

TACKLE B B AR ANEMICB W TABFOIZFMEIM L CRIFCTH-oT2, EHICHAANT
SARS-CoV-2 1T X DIEGUEDHEIE(LD U X 7 [N+ %2 H 3 MBI IBIT D AR K O 227 1
77 AR, BARNOREVERAT R R 4 %&H%T%otJm%mmmsﬁ% ZBWT, A
#1300 mg % O 600 mg D FHANEES-, 1 ONZ 300 mg K& TY 1000 mg O FARN B 5- 0 B ML B4 C
H, BHEZICRDONIZAEFZINTNLRE TH 72, WRBRICSM LT B ARAGIEUIIR
EMTH DN, BARABREF B CHERZRMEOMBEITE S e > 7= (SARS-CoV-2 (T
K DREYYEICBIT % CTD2.5.5.1 B [BHERHMEAIE], I NS SARS-CoV-2 (12 K 2 EYLE DI IEH]
HIZBE 45 CTD 2.5.5 T [MEEFEMAHIE] 1) |

LI k. TACKLE &R O 2 REER OFE ST HS < AHK) 600 mg HBIFHANE G- O BIF /2~ 7 4 v
ke UR7 777 A0, HRANDEBIE KR NHFEIED SARS-CoV-2 12 L 2 EYGYEDIREIZK L
THRERIGRO bID EEZ BV,

i a B E 2. SARS-CoV-2 (T X DIEYUEDIERIZEBIT HAA O HEKR OHEX. @, Ak
AMOY 12 LA B RE 40kg DL EO/NRIZIE, FX 3 e~7 (Blarifiz) KOy
~7 (BaH#fz) L LTERER 300 mg Z0FHICE D HANENT %, | 2360 &L
7=,

1.8.2.2.2 SARS-CoV-2 [Z & % B 4E O FAEHNH

1.8.1.2.2 THIZFLHL L7z & DT, A T FEEER D> 5 A 300 mg ) A PN VRS BB % 512 &
SMmawzcié@mﬁ®%ﬁm%®ﬂ%ﬁ%®6nto@%%mmﬁ%f$ﬂwm@%@
TS 233 IR S V7R LT SARS-CoV-2 12 K 5 EYE O FIEMHIZEI 2% CTD 2.5.4.1.2 T (FfR
BEFEREM OAAR) BRIl

55 I AHERER 2 BBRIC IV T BRABERE 12 381F D A4 300 mg 7% A NS HiL[B] 5 - D R M 1
BlfThotz, ok, BEMAFERICKIT 2@EHE O EMEITN 6 W H Tho7z, Mk
BWTLZENEERMEE A RETREINT . AFREOLR 2T a7 7 A4 VX7 7 vk L
L CWe, ARAIORIER & U CGRBUE. 1ESHBALL G, EFHTEE D BOSMFE S viz, & T
BTl W@EUESSITIW TN OEERELE 1.0 %OMEE TR LN, 25 OISV
HERE I EETHY, BEERAEFRL L TRE SN o7z, EREN GO BEE X
AFEEL 7T B REHEOMTHEEL L TR Y, BEREEICEITRD DR,

[EINE 1 HHER  (D8850C00005 #lER) (235 T, AH 300 mg & T 600 mg D fif AN 530 TNT
300 mg J Y 1000 mg OFARNEE G- 21T o7 & 2 ORRMITRLF T, RO LN FEFEEFZIINT
ﬂ%%};@f%@ N E%f£ﬁ$$% u»u@%j’biﬁﬁ”)ﬁ_o

[ENRER & SRR TR DN AFI DR BN T 1 7 7 A4 VITITHA LR EITR D 5T, B
AKMNEEOREME FORBEITIRD N hoT-, F7-. ENE 1 HRBREWIE 1 s
Gm%mmmlﬁ%)%wﬁbt#% AARN ESNE AN DO CHEYBIRE R =T 0 7 7 A v
(2B B 7R m@%n¢ F 72 NIRME R ORI B EIR ORGP RIS < & ARl D%
APEITRBEAZERIC L 2 B2 2TV &l S iz,

WAL T FEERER 7> © Al 300 mg /7 AN TEST HiEI#% 512 L % SARS-CoV-2 |2 X 2 JEYYIE DR E
TH OBERFRO SNEEET 0 7 7 A VR OBRFMIIRIF TH o270, BHEMAE - AEs L
TAHFIZ00mg (FXFHre~r7 (Bariifiz) KO v~ r (Bra#iz) L LTER
A 150 mg) FHRNTES N ER Sz,

EIP5 T AHRRER & o5 1 FRARBR 2 Ll L 7ot 2R, AFI OB IE M OV PR X RIRRIZE RIS &
LB FIZ W BT ST 2 E D EAVE MHRRBR OG0T — 213 AR NERIZ B W
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1.8 WfHE (%) AstraZeneca
AZD7442

TIMERRETH D . AU T DERARHELEE - HE LI EFRE T2 ENTEDHLEEZD

NnNd, £z, BANEMIZBIAARNOREXT 4 vk« URTZ T 77 A%, N EFREEICE
HFchirtEZLND,

Fio, AFO 12 5L E 18 FRm O H D FEA~ORGIZE L TiE, EUEREBORRITR2NE DD,
ARFNOIEHISS T-DBIKIEDOE CTH D TANAD AN, 72 RIETH DL, FHEM Ry E)
RRITICH S U 2 b— g U OfE R (SARS-CoV-2 (T X 2 E&YE D FIEMHICEE9 % CTD
2.5.3.1.3 T FEFEAEE M OAAK, I ONC CTD 2.7.2.3.2.1 1H FEREHABRSR) 225, 12 Lk
DOIRE 40 kg PLEO/PRIZEBWTIE, R L REROHE - HENEISHEELE S bND, 2B,
KENZBWTIE, 18 LA LD AN Z 3G & U721/ eE T ARRBR OFE RIS X 2021 412 A 8
A (24D Emergency Use Authorization (BTEMFFA) Z#HfF L TR Y . AL 12 mlh B
DIRE 40 kg L EDO/NRERI G L LT 5,

FREAESE X, SARS-CoV-2 |2 K 2 EYHEDIFIEMBENI1T 2 AF O FEK O &EIX,  THRA
SO 12 kL B DR E 40kg BLED/NRITIR, FXR e~ T (BiaFiz) kO aies
7 (B Fz) & LTENEI 150mg Z ORI K 0 AN T 5, | 235600 &k L7z,

F 72 AANT SARS-CoV-2 ZHEIKDOFEATIRILAEIZIE U T, 600mg O RNER DB AEETH D, %
DRI LIRS,

BicieA I 7k ESILDERK) (2T 2ARFN D invitro TOHRFNEMEIL, TERRIZXS
THRFEEL Y BIEWEBESND (R 1) ., 2O, FATH RO IS HEBLT 528 BRI
KT LAEMHABEZRET LI EAAME LT, HRAMICES L > TNDHA I 7 v RO AR
MERWE=TT ) 7 2 E LT,

= 1 THI %R BA2, BA.2.12.1, BA.3 RU BA4/BAS [Zxt9 5 AZD7442 D F0;E M
SARS-CoV-2 variant; ICso (ng/mL)
Victoria
. ) BA.2 BA.2.12.1 BA.3 BA.4/BA.5
(original strain)
AZD7442
(pseudotyped) 1 9.8 10.7 34.5 65-69.4
AZD7442
(authentic) 10 35 NA NA NA

ICso, half-maximal inhibitory concentration; NA, not available; SARS-CoV-2, severe acute respiratory syndrome
coronavirus 2

HIEfE % ICgs (ICsox4) . NLF/IfiGoEcth% 1.8% & L. invitro FFAERIZ E-S < Ifig T AR
RED PK £T VT &2 To7o & 2 A, KA 300 mg OFFANEG#IZ BA4/BAS IZx4 % MPC
(Minimum Protective Concentration) % #A 2 D IIENHEFRF S LA WML, BE5HZRN3 W HAMOAT
bz EMRENE (K 1; T VTR LGRS 3. 6. 12 4 A B S 0MiE AR A
MPC UL E & 72 2 8% 55 OEIG 11X, BA4/BAS IR L TEILEIL58%., 1%L TN 0%, BA2IZX LT
ZNZI 100%, 93%M N 1%) . —J7. AAK| 600 mg % fHANEE L-HE, MigHAAIRED
L X BA4/BAS 12595 MPC 28 5% 6 W AHRliCblz> T ERD E TPl (K2 ; €T
TR L7 54% 3, 6, 12 I HREE O MG P AANRED MPC UL | & 72 5% 5451 0FIG 1,
BA4/BASIZH L CENEIL 7%, 61% K% TN0%, BA2IZK L TEIEI 100%, 100%K (1 34%) |
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1.8 WfHE (%) AstraZeneca

AZD7442

1 AZD7442 300 mg BHRIRZRESEDIMED AZD7442 BEEH VRS SN EHEEK
BA.2 U BA4/BA.5 2319 5 FRHEAR

Solid line, median PK; Ribbon, 10% to 90% prediction interval of PK; Blue dashed horizontal line, serum target
concentration for BA.4/BA.5 calculated using ICgo from pseudotyped VLP assay and NLF partition ratio of
1.8%; Brown dashed horizontal line, serum target concentration for BA.2

ICso (ICs0 % 4), 80% maximal inhibitory concentration; NLF, nasal lining fluid; PK, pharmacokinetics; VLP,

virus-like particle.
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1.8 WfHE (%) AstraZeneca
AZD7442

X 2 AZD7442 600 mg FHRIRZRSEDIMED AZD7442 BEEH VICBRE SN EHEEK
BA.2 U BA4/BA.5 2319 5 FRHEAR

Solid line, median PK; Ribbon, 10% to 90% prediction interval of PK; Blue dashed horizontal line, serum target
concentration for BA.4/BA.5 calculated using ICgo from pseudotyped VLP assay and NLF partition ratio of
1.8%; Brown dashed horizontal line, serum target concentration for BA.2

ICso (ICs0 % 4), 80% maximal inhibitory concentration; NLF, nasal lining fluid; PK, pharmacokinetics; VLP,
virus-like particle.

AH 600 mg Z RN EE LTz & & OFIRh R 2 M5t U7 BRRRBRII T L TRy, 2 4o
U R AT T ¢ THZEIZEBWT 600 mg FRNEEG- %2 &L ARKFOF T — % BNl ShvTn
% (Young-Xu et al 2022 K T Al Jurdi et al 2022)

Young-Xu 5%, KEBHEHEANGICBWTRFI SV b AT 7 0 TRITIZES < Aok
T2 W LTS (Young-Xu et al 2022) , FH HIL, AFIOHmHANEK L% 1 BILLEZT7-
18 HELL EoiBARE A 1848 Bl (1 91%) D adk— b~ (KRAIEE) &, KEREEAE OERY;—
EAEZIT TV DHEAREITZDOMOPRIZ LY SARS-CoV-2 |2 X B EYMEDFRIE Y A 7 5
WEBFE 251,756 B DIREEORFE A FFOBE NS b ak— b GfRREE) Zi%E L., %z 1T-
7oo 2022 4F 1 A 13 BIZKERREEAE TARBN D RN O 52Tl SARS-CoV-2 1T K 5 ikl
JiE, SARS-CoV-2 T X DYEIZBE L7 APE, M OHHR A DORVIECTH LR DEAET V7 M
LDOFRIEEI G, XFREEL D L AR GREO F MK - 72 (1733 Bi1H 17 61 [1.0%] vs 6354 47
206 5l [3.2%] ; HR 0.31 [95% CI:0.18-0.53] ) , F7=., A X2 I THAIZHE S, SARS-CoV-
2 12X D% YE (HR 0.34 [95% CI : 0.13-0.87] ) . SARS-CoV-2 (Z & 2 JE&YE B L 7= ARz
(HR 0.13 [95% CI: 0.02-0.99] ) MK OEEH %7220 3E1 (HR 0.36 [95% CI: 0.18-0.73] ) @
TRTUIBNWT, A X FREARIAFE GO T NE -T2, Z OB, U7 F o BEfEIC
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1.8 WfHE (%) AstraZeneca
AZD7442

BWTHAAINEN THDL Z L2 BT TS, A, FRERERD 2% mEREEH L,
FIT M (95%) DNAF|EG-HIIZ COVID-19 mRNA U7 F o 0L &b 2 |, XX
Ad26.COV2 O % 1 BTz, 2o OfERIE, eI+ (2022 41 A 1 H~2022 4F
4 H30H) IZWATLCWEA I 7 v UKL BALL 28 TeE O FALRRIZKT 2 AH] 600 mg O
B a Rt 560 THD (2022 4 2 HIZAAKID FE2S 600 mg | ﬁ%éhﬁ)oGBMD?w
22K D EL ZOWIRICKET SARS-CoV-2 (2% L7z 622,878 il 9 B 1T 4% (49.5%) »
BA.1.1l ZRERIZEYE L TEB Y., BA.l, BA2, KTU'BA.1.15 DEIE i%ﬂ%ﬂﬁu%f%oto

AlJurdi 5%, vV Fa2a— v VRERHPETL AT T ¢ 7 ak— MFEZ2 3 L7z (Al
Jurdi et al 2022) , MREEATTBH & U CARAZ &5 LB B 222 il & . AFIZ 5 LT
WRWEHERR D U 7 F AT 2 B e as i 222 2 el L7z & & @ 300 mg fi AN G- &
600 mg HARINE G OFMET — X ZHE LT\ 5D, ERE O FEBEMIRIE 67218 H TH - 7=,
2022 42 H 24 HIZ FDA EUA fact sheet 232GT S4L72#% ., 600 mg = Ax— k73 300 mg =2 Ax— K24
LN CRth ST,

AlJurdi 513, BA.1 X O'BA2 IZ LD AT, REERT PRI L L CARIZ &G LY 7 F
A 2 [E N A T, $ﬁ%%5b@@ot77%/ﬁﬁﬁﬁlﬂ*“%&%kw@L
T, SARS-CoV-2 7 U A 7 A)—[ZYe)3 L ipinolz L fiE LTS, 7 LA 7 Z— RG] I3 A
FIFEETIZ 1161 (5.0%) ThHo7zDlTxt L, BT 3241 (144%) Tholz, 7L A7 A/N—
BN D 72y 12 Z LTz, TEEHIRIE 300 mg #5561 (93 # A) &l L CAAl 600 mg
561 (4 W ALLE) TR»o7 (HM3) .

3 B ESEBEEEERRELIZAJurdi 5OL FAXRY T4 TREIZEIT S
SARS-CoV-2 T LA 7 RJL—REEDEH

Tixagevimab/cilgavimab dose

en
g

Log-rank
P =0.025

g
o

el
(=]
L

Cumulative incidence of COVID-19 (%)

Days of follow-up
No. Low 90 87 86 77 28
atrisk High 131 130 100 27 T

COVID-19, coronavirus disease 2019; SOTR, solid organ transplant recipients
Source: Al Jurdi et al 2022
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1.8 WfHE (%) AstraZeneca

AZD7442

AHA] 600 mg FFAINE 5O X, TACKLE RERICK W TRFT ST\ 5D, ARRBRCl, #
Brar D 88.7%7% SARS-CoV-2 |2 & 2 EYYE D EIEL UL Om U A7 L D 0HFREZ 1 DLL
EHLTWE, 2021 8 A 21 BOETEMFTOT —4 1> N T ETORET 07 74 )VOE
ZUTICRT, KT =57y NA7IZBIT 54 600 mg FiRWNEGEE L 77 B ARBEOBHRNY R
P fElL 84 H TH o 72,

TACKLE #REk D EZfENT D DCO R T, &RE L THEEFSR, EERAEFR, HLIZE-

THEFES, BRPIEICE>7-HEHFS, Grade3 T4 DAEFZRLOEHTREFEHELORE
BRT, 772 REEE LT, AK 600mg FiANESEETLR2 00, IFRRECTH -T2
(F2) ., FRIC, REBKRS Y OFEFEFLOBBE LR GHB CRIRZETHY . KEHEEREH Y
EHIlr SN EE R ABEFRORE T Rl IRREMEMICL Y REEGRH D Ll
FECHNE e <, TRBREMTERIC X 0 IRBRK & ORIRRR S D &l 472 Grade 3 Xk 4 OFE
FRL)NoT7, Grade3 T4 DIEH T REFEFRLRD LN -T,

KL ME INT-AEES (MedDRA HAFE) 1 COVID-19 ik THY . T 5%LL ET
BOOLNTEME—DHEEFEZ Th oo, BEEIT, AAI 600 mg FHANEGHE (26 il [5.8%] ) @
TN T T EREE (496 [109%] ) & H#k L CTEh -7z,

TACKLE B2 CAA| 600 mg 5 ANEE 5% 84 BIE (FFfi) OBHFHE CRRO LN HeET
17 7 A /Ui, PROVENT ik & O STORM CHASER &% TAHK| 300 mg fINEE G2 12580 5
N7 a 7 7 A4 v Efn—8 L T,

*x 2 ATV —RDEEEZRREMH (REUBTHREH) : TACKLE HER
Number (%) of Participants @
Primary DCO (Median FU 84 days)
AZD7442
600 mg IM Placebo Total
AE Category (N =452) (N =451) (N =903)
Participants with any AE 132 (29.2) 163 (36.1) 295 (32.7)
Any AE with outcome = death 6(1.3) 6(1.3) 12 (1.3)
Any SAE (including events with outcome = death) 33(7.3) 54 (12.0) 87 (9.6)
Any AE leading to study withdrawal 5(1.1) 7 (1.6) 12 (1.3)
Any AESI 15(3.3) 15(3.3) 30 (3.3)
Any related AE ® 23 (5.1 21 (4.7) 44 (4.9)
Any related SAE ® 0 0 0
Any related AESI® 15 (3.3) 15 (3.3) 30(3.3)
Any Grade 3 or 4 AE 27 (6.0) 43 (9.5) 70 (7.8)
Any Grade 3 or 4 AESI 0 0 0
Any related Grade 3 or 4 AE® 0 0 0
Any related Grade 3 or 4 AESI® 0 0 0

a Participants with multiple events in the same category are counted only once in that category. Participants
with events in more than one category are counted once in each of those categories.

b Possibly related, as assessed by the Investigator.

Includes AEs that occurred through the DCO. Percentages are based on the total numbers of participants in the

group (N).
MedDRA version 24.0.
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1.8 WfHE (%) AstraZeneca
AZD7442

AE, adverse event; AESI, adverse events of special interest; DCO, data cut-off; FU, follow-up; IM,
intramuscular; MedDRA, Medical Dictionary for Regulatory Activities; N, numbers of participants in the group;
SAE, serious AE.

Source: Table 14.3.1 TACKLE Primary CSR

TFT7 4 7F R OEERBEUE, DIEFES L e ZERFRIT, AFIOBIER Y 27T
%éo;ﬂ6@$%%@%n&m%%@ﬁﬁ? S ufpat Lo & 2 A, Bl e BmEp e VT i
pm L0 Eﬂfcﬁﬁ)o 7:_0

TEETERAL SO TEFHTEE 9 B, W ONI R 2 K OIS 2 & Tl BUE R E. ARIORTE S
72URTTHDH, EKBBMREERAORBET — 2 2Rt L& 2 A, AREBIZEET 2 BHAEDOFHS
MEDD Z Ll oTz, 202245 A 31 HRFA T, #2220 EITHER S Tu7Zeny,

PLE, B D7 — 41 SARS-CoV-2 IZ & 2 JEGIE O FIEMHNZ I3 17 5 AA] 600 mg il AN
HORRXTZ 4w b VA Ta 7 7 ANVBRETHD I EEZEMTTND, 2B, KAl 600 mg
AN 503, 2022 452 H LIRE, KIE O EUA HllEIZ 3-S5 % SARS-CoV-2 |Z & 2 JERYIE OURFE A
TRIE L COFBRATFRI 25T 5,

5| Ak
Al Jurdi et al 2022

Al Jurdi A, Morena L, Cote M, Bethea E, Azzi J, Riella LV. Tixagevimab/cilgavimab pre-exposure
prophylaxis is associated with lower breakthrough infection risk in vaccinated solid organ transplant
recipients during the Omicron wave. Am J Transplant. 2022 Jun 21. doi: 10.1111/ajt.17128. Epub ahead of
print. PMID: 35727916.

Young-Xu et al 2022

Young-Xu Y, Epstein L, Marconi VC, Davey V, Zwain G, Smith J, et al. Tixagevimab/Cilgavimab for
Prevention of COVID-19 during the Omicron Surge: Retrospective Analysis of National VA Electronic
Data. Posted 29 May 2022. Available from: https://doi.org/10.1101/2022.05.28.22275716.

1.8.2.3.1 SARS-CoV-2 IZ & % BE

TACKLE 352 TITAH A 5T COVID-19 JER OFEHHIM 2 7 B LINDOR A EBE 25 %R E Lz,
FERHITE B (2B 2 BEMNT T, SEIRORE DS 7 HUNDOR AN REBE TARAZR G 7
7R & U CHEE COVID-19 XIFRK Z D72 W T ORELY X 7 DR T HRFRD bivl,
F 72 SARS-CoV-2 Y% [HE T 2 AKKI O ) FHIER L BFET 57D D 7 A )V ABREE T /VIT i

&, JEEME COVID-19 BB, VA NVABRNE —271ZET HA1 CEHTREB O 7 B) |
AH 600mg ZAFANKEEGT DL, = UL LZRERBD L, AL ZADOMEENRE D & FHIE
N7z (SARS-CoV-2 |2 & B RYEICEI+ 5 CTD2.54.2 H MG OARK] ) , U LEEEE
Z. 11 HEIZEBWT [SARS-CoV-2 12 £ DU MAFERR S VT D0/, o, FERAFEEL LT
ME T HUNICERET 2L LW IHEEEZHRE L,

CONFIDENTIAL AND PROPRIETARY 15(19)



1.8 IRAF3CE (%)
AZD7442

1.8.2.3.2 SARS-CoV-2 [Z

WRWZ EnD T3THARTE LT,

AstraZeneca

& B B RAE D FEAE HIH

ARAENOFFIEMIL SARS-CoV-2 ERRIZL W B DZ LG 72 HERTE LTz, FAROH
B 5 L DR Z MR OB 2 AT 27— X 134 Bl o A&AGR

1.8.3 FALDIEE () RUZOHRTEIRML
FREDIE () R ERML
1. ik SARS-CoV-2 |2 X D REYED FRIDOHAIL, U

(SARS-CoV-2 IZ L 2 FEHYLE D FEAE HIH])
SARS-CoV-2 |2 £ B EGED T D FEEARIZT 7
FAZKDTRITHY, KENXT 7 F @B X
o5 H DO TR,

TF AL DT THY ., SARS-CoV-2 12 LD
JEYE OFTEPNHNC B D B 2 5 E L
7=,

2. R (ROBEIITHRE LnwZ L)
AHND AT H U EE 72 BUE DR D & 5
=

EHMERICBIT 5 N FEEFHTH 5,
AFN DT & » TEEOBBUENS (7

TA4TX—EEL) ERELEZERHLE

I, AFNOFE G L0 FEEEOIER Z 5 & 23
WERMENDH D Z EMERE LT,

8. HE/RHARNES

TF7 47X — G EERBEIEND D
NHZZERHLDT, 7TF74 7% —ay
7. TFT 4T xR Y 2 K E R
(7T RLvFUr, RIBEEATeA R ik
AH I M) PBANEEEBICETE D
oLt zt, £, BEKTHLIER
DN EafERTHZ L, [11.1.1 ]

CCDS Kk OEFE DR LEESZITRE LT,
I GRIZT T 74 TX B0 EER
EHUEN B LB, BB ISy 2Rk 2
LT HMNENDH D ENBERE LT,

9. FFEDE AR T HELICHT I EE

9.1 AHHE « BRSO H 5 HBE

9.1.1 DMI/SERO Y 27 544 5F L0
EIRBOIERED H 5%

B EoAWRENEHRIEE Bl D LRSS
LRI OAREETHZ L, Fi2, EE5EHZIDOLML
BRI B 2 i SUTIEIR D3 ERD B i= 4
AL, EODCZR T L HYBELRLESTHZ
Lo VAV TIARERER (PROVENT #&BR) 120
TOMFEZE, DAREOBEERLNERELRD
BHEIGN T 7 v R EEH (03%) (2, K
K 551 (0.7%) TEVMEBRAHRESHTE
D AREFRGHICRENRE SN ERE RV
NHLMERBOV A7 243 5EF LLIME
EHROMAROH5EHE ThoT-,

AHKN DGR ABRAE RN D TR E LT,

WA ETAEEAER (PROVENT #BR) 128\ T,

7T R EGHN R ARF B G5 T AR

E, DARSEDOEERONE RFROREES
DEVVEB A ERE SN TWDAZEMLREL

Too TRB. ARAIE Z S OFG L OB I
SEELTUVRWY,

9.5 Utfar

U SUTIEIR L T2 ATEPE D 8 % 2o PRI,
160 EoA R fattz BRl S LHErsh s
G\ OB 5 2 L, AR AT

PEIR U AR L T2 ATREPED & 2 2ePEI %
D7 —ZIIMON TR Y eI L Tk
S R, BRESUIHAERA~OREB AT
b5 EIPBRE L, 72k, b Maltiike
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1.8 IRAF3CE (%)
AZD7442

AstraZeneca

Fhi LTV, — RIS E b IgG I3 IAE & i
THZENMBEATND,

P AHRRAZ 2 PO PERRER T, IR IEAERR &
(EREN BSOSV gAY

9.6 ZFLIw

B EOFRMER ORAREOAIEMEE B E

L. BAOHEG TP I 2R 25 2 &, AFH|
Dt MAHA~OBIATHEIZOWTIARHTH D

M, —IZE B IgG IR~ T 5 2 &R
MHENTWVD,

AT DL EMEITL L TE LT, B b
TOMILTORICEIT 2B+ 5 2 &N
TERVWIEMNORE LT,

9.7 /NIEEE
INREE B3t G b U T2 iR RRER 125206 L T/
AN

I8 AR 26 G & Lzl BRIIE i L TR 5
LB ERMICIIT 27 —Z I RN LpbER
E L7z,

1. EIEH
WORHWERN®H bbb Z LN D DT, 5
ATV, BE RO BTG AR S
LT 570 CEU R E AT L,

11.1 ERZ2EIEH

11.1.1 EFEZmEyE (FEEAH)

TFT7 47X B UEERIBEUEN D D
NH5ZENBHLOT, BEELHZITITV, B
DRO LN GAIIIAR OB 2B B2 Ik
L., EWiaREOBYREZITS 2 &, (8.
2]

11.2 =0 FEIVER

1%L4 E 1%Ai
JRPFHE IR VESHERAT I
(RS | IS
BEOE i - HIFRDB
Z i VEFHTPE S

BWER OBE « AFF S & ORI RIR S H
A% (RIWEA) 13 CCDS K OUAHKI D ik R ER
FERICESERE LT,

SEHUBEIE DR - FBUSEEEIX PROVENT 7Rk,
STORM CHASER 5 & ) TACKLE B DA%
2L EROREBIRFGIZ ISV TAA E D
BN T ETE RV SRR SN -FRICES
<HELLCHEELE G—%hy 470 :
PROVENT 5% 2021/6/29. STORM CHASER 3%
BR 2021/6/19. TACKLE #B& 2021/8/21),

14. WA EORE

14.1 JEAIFHRIR O F B

14.1.1 HEEN ST HLERICELTELZ
L,

14.1.2 SEHRTNCAEE RSB EN 2N &%
BHICEVERTZZ L, WY, X
IIRAETER D RO B DA L
A AN

14.1.3 A TIVIRE L7V Z &,

14.1.4 ZNENRNOWHE Y > VT, FXH7
B~ ZHREI R RNV H B T REF DS A
TIINGIRERD Z &,

14.1.5 KANIRGA =G £ 20T, v vy
ICHRE D BT c 545 2 L,
U U DNCHRE R % ICE AR

s SRR, CCDS. K UOEE O H
LOREESEIRE L,
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1.8 WfHE (%) AstraZeneca
AZD7442

T 584, 2~8°C XIT=iR (25°C *
T) TRAFL. 4 FFBILINICHHT 5 2
&o

14.1.6 "A T AHOFEIKIIFEET L2 L,

14.2 SH| B HRFOTER

142.1 Bz DU D28 & Blo - & 5455 %
Bl 2 DERRLIZHER B ANER 325 Z &,
BHEESNITEADERLETHZ &,

14.2.2 B DBURIRTENL, FRIEIZRE O H D HE
N (B, 95, FOR, WAEEE) T3S

L7pnZ &,
15.1 BRARE AN IS < 15 fliDHT SARS-CoV-2 £/ 7 v —F AHUKIZ 1T
(SARS-CoV-2 (T & 2 JEYLIiE) DG EHE ABRE LT,

15.1.1 fho#Hi SARS-CoV-2 & / 7 1 —F /LHiE
G- T S SR T N TR 2%
BPRA I A BEIZ BT, SARS-CoV-
2|2 & D EYE OBECER O AL (58
B\ ARERSEAE, PEURIREE, REEAR, R
B, RBARIEE L) AmEShTwn
%, [5.2 58]
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1.8.4 REXE (F)
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EVU-1.0

202246 AR (RERHIFER)

1
il

HLSARS-CoV-2E /) 7 u—F L Hifk

BOWNLEEZZRT L&

BAEEER TS

87625

FFH YT GBI BA VL he 77 (E{E TR X ) BA

fr %1 2~8CTHRE
BRI 1 187 A

INITIVKszevr

EVUSHELD’ intramuscular Injection Set

AR AL R )

300mgE T BT ERRAETBT &

omicron# (B.1.1.529/BA. 4% RUBA.SRER) [COVTIF ARIDFEHMNEDNREE T 2BZNNBD I LD 5. MDBEENERATERZN
SEICARIDRSZEIRETT 5 T & 1385.SARS-CoV-2(C & ZRBFAEDFRIEMHIC DV T I ERROITRE [CEFRTTEER DEBEREN TN T
ENSBEICKSZERINTSIEE L. ZOBDORAER. FF Y/ EY D (BIEFHERR) RUVILAEYT BIEFHRIERX) E LTZENZEN

F)ER-EMEOLLTRICKVHERTSI L

1. B
- =0

(SARS-CoV-2 [T & % BRRIEDFAEHNE
SARS-CoV-2[C KB BRRIEDFHHDERIED I F 2V IC L BT
THY FRFTIFVICEETEDZBDTIFEL,

2. B2 (ROBECIFIFBS LBV &)
KA DRI LB E R BEEOB RO H 5%

3. #ER% - MR
3.1
HR7E4 INY )V REiEE Y b
BEES | 1N 7L (1.5mL) 1N 7L (1.5mL) =
FERYTrEYT YLVHE<T
(EfE TR )ED GEE TRz ) ED
150mgi2) 150mg2)

NN

134 7 )L (1.5mL)H

L-t XF Y 2.4mg.L-
b 2 F Y VIEBIEKY
3mg R ERE 123.2mg.

INA 7 v (1.5mL) H

L-tX5Y ¥ 2.4mg.L-
2 F Y VIEBIEKY
3mg EHEME 123.2mg.

RYVILR—180 0.6mg|HRYVIILR—1+80 0.6mg

ELDEEFEBIABEMICE D F v £ =—ANL Y — IR %
nwcHlEI N,

2) RFNIESHEIRG B OE&Z2EZR L COBEREShTW5,

3.2 RFIDMHR

HR7E4 INT L RfHEEY b
BRI FEHTrETT YLHERT
R | BE~HECOBHA~A|RE~HMACOEH~A
HXt%227 2% BEX%2 29 2]
pH 5.5~6.5 5.5~6.5
B 1.0~1.5 1.0~1.5
(EFEEIERICN T HH) | (EHEAERIONT 5 H)

4. FHEEXFFHR
SARS-CoV-2IC & % BRFAER U2 DFAEHNHI

5. MEENIIHRICEHET BER

(SARS-CoV-2(Z & 2 EHHE)

5.1 BRHERICB T 5 FE 5B EZH* 2 .SARS-CoV-2ic &2
BEEORENL) AVRFE2E L BRBRELE L EVEEICH
5352 &,[17.1.13H]

5.2 fiD$HSARS-CoV-2E& /) 7 a —F LHAEP RS SN BRE
BAENZALHRRERELZET2BFICBVCERPEL L &
D|END 5.[15.1.1281]

(SARS-CoV-2IC & % REZAE D FEAEHNH)

5.3 SARS-CoV-2IC &2 BIEICXIT 2T 7 F U EREPHERES N
BRVEXIIREBEEETEIC XD SARS-CoV-212 & 5 BYHEIC

ARES

HRFERR LG
e BT T F BT RBBISENE S N WAL D B
HIKETHZ &,

5.4 SARS-CoV-2IZ & 2 BHEERE ORIERE I HRALEEF
DREFEME TII R WEITREG T S L£.SARS-CoV-2IT L B
FUERE ORBRBE I HALEFEFEOREEME ICB T 265
HIIRENTVWARNL[17.1.2,17.1.35H]

5.5 KHIOBRENMFRICOVTREHOHA RT3 bBEICTHT
&

(GhRELLE)

5.6 AF|OHFEEAEVSARS-CoV-2E BRI L TIRAAID
BRI T E R WATRENE A S 5 729 . SARS-CoV-20 &#H D
RITHROEHRZ B £ X ARFREG OB 2 HET 5 2 £.[18.2
2]

6. RiENURE

(SARS-CoV-2IC & % BEZE)

EEVRAKR L2 B2 EE40kg Lo/NRICIE FF 55
U 7 GRIETHIA) ROV LAY 7 BIETHIZ) & LTE
nZNn300mgz HHAIC & D ERNESRT 5,

(SARS-CoV-2(C & B BEFAEDFEAEHNHID
BEVRAKR 128 B> EEA0kg Eo/NNRICIE F 35
Ex 7 GREFHERZ) ROV VY 7 BEFERZ)ELTE
NZEN150 mgzHRIC K D HRNESH T 5,74 3B.SARS-CoV-
2EBEROTHATRHZIIS U F R Y7~ 7 GRIE TR &
CYNVAE~7 (BEFEBEZ) & LTERZN300mg% fiHIC
LOHANTEHT S EBTES,

7. BERURAZICEET %38

(SARS-CoV-2IC & % REHE)

7.1 SARS-CoV-21C & B BIEDFERAREIL L THh S ERL P IcH
593 L HERRBICB L TIERRER» 58HE KI5 %
P L - BEICB T2 A2 BN IS T —Fi3Boh Tk
Vi,

(SARS-CoV-2IT & % REZHE D FEENFI)

7.2 RRIORAEXR AR 17.[HERRE] OEONE 2 BHA L AR
A OBRE R R LM 2+ B U7 ET.SARS-CoV-2E &
MOTATRINSE 2B E L TRIRT 52 L. [17.1.250]

7.3 BHREROZEMEROCENEEBM IS T -7 3B5hT0i
W,

8. EEREXNEE
TF747F Y —2G5CEELBBESN LN ENHHD
T T+ 745F—=2av I 774 7F =19 28 7%
FYNER (7T FLF) U BIBEREXT oA FE e A I U
FE)PHEBUNBEZEBICEMBTELILOICLTELL 2 EF %
5/ THUBEROBTN E2HRT A& [11.1.12H]

9. HEDERZF I IREICHTIER
9.1 GHHE - MEEEDNHZEE
9.1.1 DIIERBD U R T ZE T BEX IS DMERBDEHEEDH
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&
B LB RESEREE EE S S HE SN S5EICORRET
% 2 & E 1 BRERITDIMEREBICEE Y 2 #E SUIAEIRAER
SNIHEL EPPICZBRTH LI BERIEET 5 L80E
III#HEE% (PROVENTERER) I B WL TOFIEE DALEDEE S
DMERBROFERENE D TS5 £ R EH(0.3%) 12 A ARHH
E61(0.7%) TRWHEREDHE SN TH 0 ARSI THRE S H
HINLEBFTVT L LDOEREOY A7 2H 9 5F Xid00
ERBOBEROHHETH -7,

9.5 Him
TR SUSIER U C WA ATREME O & 5 Ltk 11 iR Lo Bkt D
fefEttz LE 5 CHE SN BBRICOAKRET 5 Z EALHFEE
BERBIEER L T v, —Kick FMgGlkia @Ry 25 2
EMHISENT WD,

9.6 EE.E
B LORREROBIARBOGREL R L BAOME X
HIEERFT 2 2 L AR DO NATFANOBITHIC DOV TIEARH
TH BN —Ice MgGRATHABITT S EAFLNTWL
%o

9.7 INR
NREE NG E UIZERRHERIEER L T,

11. BIfEA
ROBWEAPH o DND I ENHLDTBELZTIIITV.BE
PROONIBEICZREGE2PIET 5% EHET L LEZITS
&

11.1 EXZEIER

11.1.1 ERTFBEE GHEAH)
TFI747F -2 ECEBLBRESHSDNLIENFH LD
TBEZTDITV BEPRD SNISBEICR3RAOREZE
BICHIE U YIRS OB 2 LB 21T 2 L. [8.2]]

11.2 Z0ftDEIER

1%Lk
SR RG

1%

JEATREIR (ISR AL)

EBUE P - G
Z DAt EHHTHE S RIS

14. BELOFER

14.1 FRANFOF=

1411 BIEE» SO HLERIELTEL 2 &,

14.1.2 ERRNICABEENSLEAN RN L2 BRICK VERT
5 &80 EAXIINEERMARD SN DHGEIZHER L2V
Z&,

1413 N TIIBE LW &,

14.1.4 #NZNRBHOWEES Y > VT FFIFET THAIR OV L
HETTHEIONA TP SHERB &,

14.1.5 KBIZREF 2 S E V2D 2V U DICH I B ITESD
PICBET A L) Y IICHREMD BT SICHERAETRET
58 2~8CITEIR (25C E T) THRE L ABRIDIPICEA S
5T &,

14.1.6 N T LHOBRIZERET 5 &,

14.2 EFHZSHOER

1421 Jlx D) ¥ IR ER - 1= &84 %2 B % DAL B IR
WREST 5 2 LA EHMITEGOBIET S &,

14.2.2 FEP BB ERAL BB IS BH D B 580 (8. 5895 Rk il
BE) I3 LAENnT &,

15. ZOfthDFER

15.1 ERRERICE I 1B

(SARS-CoV-2IC & 2 REHE)

15.1.1 {1 DHSARS-CoV-2E J &7 0 —F Ll #% 5 S N5
REFA I ATIFRAEEZET 2 BEICHB L T.SARS-CoV-2
12 & 2 BRGUE D BB PR OB b (A (EBRFRAE W IR IR A

RS EMRBRLSE) PRE SN TV 5, [5.250]

16. FEMENRE
16.1 MRE
R AICAR300mg (FF 977 7150mgR T IV HTE Y
7150mg) % BEHANES L 72 B0 M1 i8R &k 05 8)
BNRIA—FIZUTOEBY TH-Iz(BHEAT—5),
25

—— FEHF T 150mg
==0== L H E 7T 150mg

(pg/mL}

15
FHEHRERE (FE106)

10

miFEFRE

-----

mEEEE (B

B16-1 A BT % BE ;AP 5 o I R EHERS
HEANT—%)

#£16-1 HERAICB T 2 BEHANRSROENHEINF X —5
BHEAT—%)

AUCo-
ﬁﬁﬁ’ Tmax Cmax 0 T1/2
mg | day | qgmn MBI (day)
mL)
N 13.96 16.52 2526 87.76
el 1
FRITERT >0 [3.05-29.99] | (35.56) (29.75) (14.56)
NN 13.98 15.27 2130 79.78
YIVAHE
sMAHEY7) 150 [3.05-60.23] | (38.53) (31.25) (9.649)

10 AT PIE (L7529 ) « Tmax * HFRAE [HFA] T2 - BAPEIME (B
HefF2E)

HAMNMERBEAICAAO00mE (FF ¥ 7 < 7300mgk > L
HE<7300mg) = BEFHANKRS Lz BEOEMBENT A -5
BUTOEBY TH 72,
#16-2 HARABREBRAICE T 2 REIFHANRSROENERE NS
A—=%

& Tmax Crmax AUCo-30d
(mg) (day) (ng/mL) | (ug-day/mlL)
FEHFET 300 10.54 39.29 1021
[5.04-14.03] (36.37) (34.70)
YVHEST 300 14.03 37.90 963.7
[3.09-30.05] (42.84) (43.04)
BOff] AR T E (B RE%) « Tmax © HHofE [#EE ]
16.2 DRI

HAR AN BRI AF600mg (FF 44 €~ 7300mgKk > b
¥~ 7300mg) % BEIFHARNES L7z BEOMIINA 7 RAF
YT 4 FFHTFETTROVILAETTIZOVWTENRTN
57.84% 1% 1054.04% Td - 722,

16.5 HEittt
REMEYBEMENT THE L FFITETROVILATES T
DOWEFEHH (FRE) 1EZ N ZN8IH K UBAHTH U (ERIRNT
SOV 7 I AE0WTNH0.041L/dayTHh o 7z (SAEA
T—=%4)3
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17. BRPRRYIR
17.1 BHMMRUREHEICRT HHER
(SARS-COV-2IC & 2 BHRE)
17.1.1 ERSLEISEIIHEEER (TACKLEER)
1875 EDSARS-CoV-21c X 2 BYMERE MR E LT ¢

(FF9 7 < 7300mghk UYL E< 7300mg % Bk 5) X
77 R ZBEHANERS Uz FEFHER L. RX—2 51 >~
BHCABRE L TE ST ERFEE Y S7THUNICRBREZ S Ui
5E (InFAS) 12 B 5108FER 5%29HH £ TOSARS-CoV-2
& BBYSEDO EEL I 2 b 2 W OB (R +)
WCED A Y R BAR[(1-AREBOA XY N RREE/ 75
L RBEOA XY MREBREE) X100]1TH -7z,
FEEZFN (B EREHE O PREIARFBH RO TTEREE S
IZ84H) Tld A N> M HIE & IIAAIEEL.4% (18/40761) . 75
L ARBEL.9% (37/41561) TH U AR A 7 HAEIZ50% (95%1F
XM 1 15%, 71%) TH -7z (p = 0.010).mFASIZBIF 2 HA
N9 (AFI600mgRE6fl. 75 £ RBE3M) TH D . W ITh O
BETHANRY MIBD SN Lh o7,
F17-1 FEIMEB IS AL (EEET)

(SARS-CoV-2[T & % RRZHE D FEAENF

17.1.2 ;B85 5EIIMEEHER (PROVENTSERER)
SARS-CoV-2IC X BRBIEICNT BT 7 F 2 ORI A+7 &
EZoN5E LITEREPHERSI NV, XIESARS-CoV-20D &
) 27 R WIS L IETRIICB 2 N 2 1858 DL Lo #EE
ENRE L 7T 2 A BRI R L E BT R L 5RO
TH D AF300mg(FF VT T150mghk T ILHETT
150mg% F R E) Nx 7T R 2 BEHANKS Ui, FEF
BB X IR 5% 183HH £ TOSARS-CoV-2IC & 5 &Y
FEDRERDOFEHL, » DRT-PCRIGMEDOHESE (1 X M) ICED <A
R ZBAR[(1-REBEOA XY NFHEHEIE/T TR BEOA
N b RBEE) X 1001 TH > 7z,
FE@EN (B E5ZEFABORREIARFRST T T REES
IZ83H) T RN—=ZF 1 VEFDSARS-CoV-2ORT-PCRIFE A
Bt I KRB OBERE (FPAS) IZB W T A N M FBEIEI1IA
AIEF0.2%(8/344161) . 75 REE1.0% (17/173141) TH 0 4
XY A7 WARIZTT% (95%BEFEXM : 46%, 90%) TH -7z (p
<0.001),

F17-3 EEFHMEBEICNT 56501

| AAI30OmgEE 75 AR

ARHI600mgHE 75 REE
4.4%(18/40741) 8.9% (37/4154)
AR 2 7 A SRIELD 50% (95% 5 4EX[E : 15%, 71%)
DIEE2) 0.010
FELERFER, S OB (SHLR.SHE) R USARS-CoV-212 & 2 BEHRED
HELY 27 (B &) 2 @HIEF & L7-Mantel-Haenszeli% 2 & 0 #E5E
F2)BBKETRAS% ERFER PS5O (SHLUT.5HEB) RUSARS-
CoV-2i2 & 2 BYWEDEREL ) 2 7 (B &) 2 BHIK T & L7zCochran-
Mantel-Haenszel#& 7€

7B AFHBOELRR - BRIEERIRIT7-20EBDTH -7
R17-2 FBIR - BRI

ARy S FEBE S

R—2 71 YFEDSARS-CoV-2DRT-PCRIEH 2Bt I3 R HI (FPAS.
e D)

SRy ERES 0.29%(8/344161) | 1.0%(17/173141)

BRI 1.SARS-CoV-2/51% G A N AT3 H AP HREL S 7z CIWRER.
SRIREE. B R T 7 B S O MR & O 7o BUR R S A%
FEARERIC & D TERR)

2.WHO®Clinical Progression Scale X a7 #>1»>
<42

3BED 5 FEREDSARS-CoV-21T & 2 BEHWE DRERD FB
PRI SHI7H LN TS D DB S a1 24K 2L
WIZHB W TSARS-CoV-2IC & 2 BEHEDFERO 1 DLl |k
wHoNhD

4IRBRER G RI24R I DIN O B R BB A 92% DL L (EH

)9

k) X 7D 77% (95%{EHAXTH : 46%, 90%)
Pl <0.001
N—251 Y BDSARS-CoV-20RT-PCREZA
ARy P RBEE 15.8%(3/196) | 0%(0/6f1)
R 2 7 bR Hiicsy
EXL3
ANV PEREE | 03%(11/34606) | 1.0%(17/1737f)
1R X 7D 68% (95%{EHIXH : 32%, 85%)

FRoEEHE 1.SARS-CoV-2IC & 2/BPUEIC £ 5 AREEN B % XL ARE

FTH 5 (RBBE UIBIILEBTIEOBEE O 4 T DAL

ZF<)

JABREE(DHE)EMICE D ARXEERECHBETO

HRBEPRLETH D LTSNS

3.SARS-CoV-2IZ K2 BHIEICH T BTV F >V &8/ Zu—
FIVHAE IS AR (RO A 2 b wn) OiE
JBE L BBREENH 2. XIFHANZICHERES L I3%
592FENDHD

[\S)

a) AT 7> 10D <4IFEABED DIEMRM: D B 73445

b) EBAIFEE NS FEER MK LR EE XL 55 R R 00 B 8T 40 S I I PRI T
WERE 1A D Jid o AL A P I 5 TR TR BERZE N R EA B BT
BRELTH S S IR B 2% D SR IE R . 3R f41837.8°C/ 100 FilB ¥ 7= 72
$EL (60 L0 &) \ BRARIZERRED (60 Lo A) BRES
DOREBOEIM(N—2 51 VBICRERSZZTITOLEBEDR)

©) PZ Bk MER RS | 0 B S 97 1 e oD L) L S PR I R 8 (R oD 97 o U A Y
YT TR TR BBAZE BB BT D U NE: R B 7 A R
BRI E

d)OEBEEL2E L. EHNICEBEBREZZI L IEELZRKRL
KB O X BT e (RS %EH RO REIZ84H) D FEIE
FOFEBENA155.1%(23/45261) TH 0 HEBEEH 1%L EOFE
VeI RSB AR 1.8% (8/452f1) TH - 72,

1) B SRR O RIREUS R O (605821 _E. 605 TH) % L2 8 BRI
OMBEBEE A 72y FVERE LEZONR MIERWEZRT Y VE
JREFTIMIC K DHEE

TE2) A BKHETHIS%

X0 BB OB 23T 5 7201217 - 728N (54858
RO R RERZAFERT TS RBEEHIZI96H) TIE.
FPASIZBWT A XY MHBEIGIEARFR0.3% (11/344141)
TS5 REEL.8%(31/173161) TH 0 MY 2 7 WA RIZ83%
(95%EMEX : 66%, 91%) TH 7= (p <0.001).

BB ARBROELBER - RIAEEIRITADEBYTH o7z,



K17-4 EER - RIVERE

K17-6 EER - FRIERE

BFEE I UTOVWTIAAICHYET S
Q@QUTOEREET 277 F L OWEIAT+FEEZ LN
B EEESEER SN WE
- 60k
- I (BMI30kg/m2LL k)
- D o I OARE
- BIERAZEERR R
- 181 B g% (GFR30mL/43/1.73m25 )
- BHERER
- SaE I HIR A (B TR RS Rl L i S B B SR
SEHIV.IVF AT 0 A R XIEZ DOt sl
DOfER)
CHEROTIFUICH L TEEOEEERNIEELH
EHROBREED B S
(b)LLFICE%24 9 5SARS-CoV-2/EHt Y A7 A WEFT X
WRIRICE» NS EH
- RIS (BEEEhS. T EhS. SR EAES)
DEEZGUCEBEREL
- SARS-COV-2/&GtY 2 7 DEWERICHERT 5% (BN
T IT354%)
< RMEU 2B (RS EAE OIS RS TR
FEETOEAN
- HEEREITORE
© ZOMFERICESE U USRM LRI TAET 5
2. A7) — = ZHIZSARS-CoV-2 MG ME D &M T H
%
3MANHTLA HDNICEBREBROEIC K 2IBBEOEKR
HEEXIIARESZ < AN IOREORBZZLAF 2
W EIRBREE () BRfiic K D Hi s h D

BIRERE | | BRI TR TSARS-CoV-2BEA R & N 7z# (iER
OEBIIE DL WV)ICSHBIPNICER U TREESH D |
SARS-CoV-2IC KB BIUEERFIET 22 LB AT %
FT2LUTICHEYT 2E EER)

- RIS (BEEEHS. TSGR BRERAEES 0
ANBE ERENEEERVZOMOIEE
+ SARS-CoV-2BHY 27 OFWERICHET 2% (RAM
T T i)
- ERGROMER (K& EAE ROBSRES) ICVL A EAK
UO— R
- BRSO BEEEE R EDOMMOBE
- BEAEEEITO %A
cFIRBELREL TV A EZEGRENEME
© FOMLFERRICESE U7 SURRME L7 BRIRIC WA E

2RI S HT10H LLNIZSARS-CoV-212 & % BRYLE D RE
RA

3. A7) == T HIZSARS-CoV-21MiEEMRE A EME TH
%

PROVEE®E | 1.2 7 ) —= 2 J I, SARS-CoV-2/B§ X IZSARS-CoV-2
FUABHEOBEEY B 5

2.SARS-CoV-2IC K2 BYYEICNT 2T/ F &/ a—
FIVHAR IS AR (KR OF 2 b2 w) OHE
JBE L BBREENFH 5 ILBHHE R IcsE=EE LI

BETHTENH S

PROVEEHE | 1LEEERLORTH UIHHIC 32 (37.8°Cl) 2 & GEHKR
BEVEX 3 Z DO SEIREN H 5

2. A7) == ZH§IC.SARS-CoV-2/EH X IZSARS-CoV-2
FURBEOBEEN H

3.SARS-CoV-2IC K B BYHEICHT 2TV F V. €/ 7 u—
FIVHUE IS AP RH CREBOEE 2 b v) OFE
BE L BRERENH 5 UBHAMPIcEEE LI
B’ETLTEN DB

AFIEED B ANFENT R e (B 5128 B O R EIX137H) O FIfE
FDFEIRENA138.5%(293/346141) TH D FKHE AP 1%L L
OFIVEREIER1.7% (59/346 1 i) R UEH51.2%(43/34616) T
Hol.

17.1.3 i85 EE1I4B5EER (STORM CHASERERER)
SARS-CoV-2d¥ed & #fil U 72 Al #EHE A3 U . SARS-CoV-21C
K HBYYEZFIET B Y A7 B H 5 18R EOWERE 2 R &
L7z 7T R BEEAL _EERITHEBEEHBREDTH D
AHI300mg (FF 442 7150mgR U L H ¥~ 7150mg %
BRHEE) X377 2R & BEHRANES U7 FEFMHEE .
BERHEI 512183 H H £ TOSARS-CoV-21C & 2 BEYLE DFER
DOFEBL »ORT-PCRIGHEDHERE (1 XY P IcE DAY 22
BOR(1-FRHBEDOA XY N RBEE/ T RBEDOA XY b
HEIE) X 1001 TH > 7=,

FERENT (12 51%8 B O R REIZARFBE49H ., 7T & REE48
H) TIZ 28R (FAS) IZBWT A X2 MRS & I3 ARH R
3.1%(23/74961) . 75 & KEE4.6% (17/37261) TH D AR Y 2
7D RIE33% (95BEMEXM 1 -26%, 65%) TH -7z (p =
0.212).

£17-5 FEFHMEE T B A (FERET)

AAI300mgEE 75 ¢ KB

A XY hFBUEIS 3.1%(23/749¢f) 4.6%(17/3721)

R R 7D HRED 33% (95%fEHIXH : -26%, 65%)

pfEE2) 0.212

FEDBEGH2 LR GEFHMONBEREL2 A 7y VERE LizaN R
FEROWERT Y VERETIVICEK D HEE
2) B E/KEER 5%

BB RHEBROFELBER - BRIMEEIIRI7T-60EBDTH -7,
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AFIRE OB R R (B S EHAR O R EIX 121 H) ORIE
DO FEBE5134.5% (34/74961) TH 0 FERE G 1%L LD
VEFIZ BRI 1.2% (9/74961) TH - 7z,

18. ENFEIE

18.1 {EREE
FEHFETTREVILAE T TIE.SARS-CoV-27 1 L AD A
NA D5 NI HDOREMEES N XA (RBD) EOBFUENE
WIZER L7 WERRLICFERICHE S U SARS-CoV-21c %9 2 Hrfl
e 2R 8910, 2B, in vitro 128V T HMEFEMEE
(ADCO) \fifd ik M le & & (ADCP)  FURK i (R VLS
(ADCD) R OFUAKEN F 7 2 5L * 5 —#lfaiEtE (ADNKA)
IZITRD Sz h 572810,

18.2 In vitro ICB1F 391 )L AhFTEE
LR DSARS-CoV-2D R 7 BEME (USA-WA1/2020%%) 1%t
LT FFHFETTREVILFTE Y 7 HE R IEE RN 72 Thfl
fEF %R L.50%E %8 (ECs0) 1&10ng/mLTd - 7z (Vero E6
HHifiz) 812
alpha#k (B.1.1.7%#%) . beta#k (B.1.351 %#%) . gammaikk (P.15%
). deltatk (B.1.617.2%%) .iotatk (B.1.526:%#%) . kappatk
(B.1.617.1%#%) & Uepsilontk (B.1.427/B.1.429%#%) D& K5
BERRICR LT F e T RO VLA E < T HH O hRIEE
DECsold AR D0.3~3.85TH - 7213, % 7z . alphatk (B.1.1.7
R#%) betatk (B.1.351 % #) . gamma#k (P.1 R7#) . deltatk
(B.1.617.2.AY.1/AY.2%#t) etatk (B.1.525%#%) .iotatk
(B.1.526%#%) kappatk(B.1.617.1%#%) .lambdatk (C.37%
) .mu#k (B.1.621%#%) epsilontk (B.1.427/B.1.429 &%) &
Uzetatk (P.2RM) DANA 7 ¥ VRV BOFEEREEFT 5
Ya—RIANVARFIH LT FFH XS TROEVLAER
TR O FREEDOECsold FER D0.7~7.5(5TH 5 7213,
Omicron#k (B.1.1.5295%#%) ® 5 5.BA.1.BA.1.1 X' BA.2%
MOBRAHERISF LT FFYTFET TRV LAY THA
OHFFEHEDECs0ld FNEFNFERD12~30,176 X UV'5.4(5T
Ho7z19,£7:.BA.1.BA.1.1.BA.2.BA.2.12.1 . BA.3% U'BA.4
/BASRREDANA I H VNV BOFBEERAEF TS 2a— Y
ANARTFIR LT FFHTFES T ROVILATES THADH
MEEDECsold Zh Z AR D132~183.424.3.2.5. 16 %
U'33~65f&TdH - 7219,



18.3 it

18.3.1 JEERFREBRAIE
SARS-CoV-2XIESARS-CoV-2D Z)NA 7% VN7 B % FIRT
B ZAKEEONRIA N A2 F FHTFETTROVILAE R
THATTHRERZEL-ECARBLERBIAES 2L -
7*:15),16)0

18.3.2 BRFREAERANIE
TACKLERERICB W T RN—2 5 1 VEERRBRERERICE
17 5SARS-COV-2ANAL 7 % VXV EDOIEREHF— ¥ H1ES
NI=ARRBED18HID S 5., 66 TAHRANIE 55127 LIVHE3%LL T
DT ERDPEIBSEERD SN ZDI B l6BEOER 2 %
NENETEHY2—FIAMNAKRFIIR LT FFITFET TR
YA THHOFRHITEE S S N ECsold FAERD 1045
KitiTh>72%,

19. BRI CEET 2 IB(LFMAR

19.1 FFYFEI D (BIcFHIER)

—RREIBFN
FEFHV T~ 7 GBIEFHEER) JAN)
Tixagevimab (Genetical Recombination)

Py =]
FFY Y 713 GBE B ZHISARS-CoV-2 281 7 7 )%
JBEE) 7u—FVFETH D & MgGLIZHRT 5. HEHOD
240.241.258.260.262K% U337FEEHD 7 I J BERE L. ThZ
1Phe.Glu. Tyr. Thr.GluR USeric B SN TV 5. FF 47
RTEF v A == ANLAY —JIEMAIC KV EES NS F F
P TI1E 46 1O 7 I BBFRE, 5 2 2HEH(y 18) 28 K%
V16D 7 IV EBERED 52 5L (K 8H) 2R THEER S h 255
VST E (TR H149,000) TH B,

19.2 YILHER D (B FHEIREX)

e
VLA T GEETHEZ) JAN)
Cilgavimab (Genetical Recombination)

P:N=]
VA E Y 7 GEBEFHEEZHISARS-CoV-2 281 7 5 2 )%
HE/7u—FIHAETH . & MgGLICHRT %.H $#HD248,
249.266.268.270 % U'345FE DT I ) BEEIZ. FNnEh
Phe.Glu. Tyr. Thr.GluKX U'Seric B SN TV 5. YL HEY T
BT v A Z—ANLRY —IBMIRIC L VEBES NS VLAY
<7 A61ED T I BEFRED & 4 AHEH (7 185) 2K K% U219
BO7 I BREN, S5 5 L#H(k #H) 2R TR SN2 HES >3
78 (5 FE :$9152,000) TH %o

20. BURL\ EDEFR
20.1 WG AT B &S LZBE R LAV &,
20.2 SV FEBAEHRIEE L TRET H 2 &,

22, @&
FEFY S TEANSmLX 1IN, T ILERY
VAT TEAILSmLX 1N 7L

23. EEER

1)+ ER S E TR R (D8B50C00001 #ik%) (2022EMM
HADDH#?#R.CTD2.7.6.2.2)

2)#NER : EINEEIHREE (D8850C00005845%) (2022FMM
ADDH##.CTD2.7.6.2.1)

3)HNER 1 AZD74420F B RE (1H%) (20224EMMADDH
%#R.CTD2.7.2.3.1.5)

HNER - ERRHEFESIIERE (TACKLERER) (20224MM
HADDHAE.A#ECTD2.7.6.2.2)

5\WHO Working Group on the Clinical
Characterisation and Management of COVID-19
infection. Lancet Infect Dis. 2020;20(8):e192-7

6)Levin MJ, et al. N Engl ] Med. 2022;386(23):2188-200

7)ENER - WA EIIHEFER (STORM CHASER#RER) (2022
FEMMHADDHZGE.CTD2.7.6.2.4)

8)Loo YM, et al. Sci Transl Med. 2022;eabl8124

9)Zost SJ, et al. Nature. 2020;584(7821):443-9.

I10)#HHNER  FEEF T 1 7 A EERABF (MCBS7442-0001
#ER) (2022#EMMADDH %R CTD2.6.2.2.1)

IDHENER : FCOTMB#ICX AFcT 727 % —#EEKT
(MCBS7442-0007#5%) (2022 EMMADD H & &
CTD2.6.2.2.9)

12)#AER : SARS-CoV-2izxtd 2 hflliEE (MCBS7442-
00035E%) (2022EMM ADDH &2, CTD2.6.2.2.5)

13)#W&*} . Antiviral Resistance Information(20224MM
HDDH%&#.CTD2.6.2.2.10.1.CTD2.6.2.2.10.3)

14) N ERL © Omicrontkic Rt 92 dFliE

I5)HNER : WEIcEET 527 I BEROREEZHNE L
RRERICHT 2T A7 —TEEROEH (MCBS7442-
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1.9 —MARICLR D S0 AstraZeneca

AZD7442
1.9.1 JAN
AHEO— AL TR JAN) (ZOWT, BR34F 10 A 12 A SRASER 10125 1 5l2 LV LL
T oY wmH ST,
g 1 303-2-B1
— KAV TR
[AA4] vnie~T GEiE T/ z)
[% 4] Cilgavimab (Genetical Recombination)
VN

[AARA] AT~ TIE, BISFHBLZHT SARS-CoV-2 AN 7 XX EE ) Ju—F )b
PUATHY, & bIgGlLICH¥RT S, H #0248, 249, 266, 268, 270 (X345 &
Ho7 2 BiEilx, £ Phe, Glu, Tyr, Thr, Glu } O Ser (ZiE Xt T
L. YNAHERTNE, FrA =—ANLAZ—IRHIIZ LV EESND. VT
=%, 461 HO7 X ERERIEN GO H 8 (v 8) 2 AKRU219 DT
JERIREEIN O L (k¢ 8D) 2 ATHRSHhDOHES 28 (0F&E )
152,000) TH%.

[# 4] Cilgavimab is a recombinant anti-SARS-CoV-2 spike protein monoclonal antibody derived
from human IgG1. In the H-chain, amino acid residues at positions 248, 249, 266, 268, 270
and 345 are substituted by Phe, Glu, Tyr, Thr, Glu and Ser, respectively. Cilgavimab is
produced in Chinese hamster ovary cells. Cilgavimab is a glycoprotein (molecular weight:
ca. 152,000) composed of 2 H-chains (y1-chains) consisting of 461 amino acid residues each
and 2 L-chains (k-chains) consisting of 219 amino acid residues each.

g 303-2-B2
— KAV TR

[(AAR%] F¥Hre~7 (Binfiz)

[ 4] Tixagevimab (Genetical Recombination)
VN

[AAA] FRITE~ 7, BIAFHEBZHSARS-CoV-2 AN 7 2RI EE ) 7 a—F
AR THY, b FIgGLICHET 5. H $HD 240, 241, 258, 260, 262 K (X337
FHOT I JEEFRIIX, Z1E4 Phe, Glu, Tyr, Thr, Glu T Ser [ZE#i X1 T
Woh., FXVTESTIL, FrA=—ANLRZ =R LV EEIND. T

YT TUL, 461 HMOT I BRIEENGRD H 8 (v 8) 2 AKRO 216 f#
DT I RN OR L L $H (k $H) 2 RCHEBSLIEY V8 (OF&E:
#J149,000) TH 5.

[5¢ 44 ] Tixagevimab is a recombinant anti-SARS-CoV-2 spike protein monoclonal antibody derived

from human IgG1. In the H-chain, amino acid residues at positions 240, 241, 258, 260, 262
and 337 are substituted by Phe, Glu, Tyr, Thr, Glu and Ser, respectively. Tixagevimab is
produced in Chinese hamster ovary cells. Tixagevimab is a glycoprotein (molecular weight:

CONFIDENTIAL AND PROPRIETARY 2(3)



1.9 —MARICLR D S0 AstraZeneca
AZD7442

ca. 149,000) composed of 2 H-chains (y1-chains) consisting of 461 amino acid residues each
and 2 L-chains (k-chains) consisting of 216 amino acid residues each.

1.9.2 INN

AFEDERE M4 (INN) 12D TlE, Recommended INN: List 85. WHO Drug Information Vol.
35,No. 1,2021 [ZI# STV D,

[EIR—ft44 : Cilgavimab
[EIBE— %4 : Tixagevimab

CONFIDENTIAL AND PROPRIETARY 3(3)
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( N Ffl ) S )

= H 5 O — R FRZ DN T

TR OWTIE, TEHEGHO—EIAFROEHANZOWT (CFAL 18 423 A 31 H3E
BIF 0331001 FEAFEHE EERMFHEEH) JFBIZLOVROVFE->TNWDHEZAT
o A, BAEICB T DEIELO AL FR (BLF TJAN] &0v9,) 1220 T, #
ZICHRD E BV EOHT-O T, M THO E, &% TEMGRESITE MG LA L HBLE
JFEVNE T,

(Z0R)
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(BJZF 1) INN & OBEAENRK SD AREEDH D H D

(CERk 18 4 3 A 31 HIEAFAIE 0331001 B 54558178 B3 A b R R A4 Bl

Bk 303-1-A4
JAN (HA4) AR TIAF=7
JAN (& 4) : Pirtobrutinib

o
F \ O\ nH,
H
? \\\ NH,
CHs N—nN  F
"
HyC”~
H F

C2H21F4N503

NS

ARRIRANC R TR 1)

57 2 ) B-{4[(5-T N A B2 A RFIANURT I ) AF AT = = -1[QS)-L11- B U TG T E R

V2 ANH-¥ T — 4TIV ARF T IR

5-Amino-3-{4-[(5-fluoro-2-methoxybenzamido)methyl]phenyl}-1-[(25)-1,1,1-trifluoropropan-2-yl]-1 H-pyrazole-4-

carboxamide



(BZZ 2) INN [ZULEE X7t B ORI ENCI T 5 B K — 4 7
Rk 18 4 3 A 31 HIRMAFAIE 0331001 Z/EA 5 @E ER AN RFEEEHMEE BN THIE2)

BHEkd s 303-1-Bl

JAN (HARA) + NARER
JAN (3% 44) : Bempedoic Acid

HOchCOZH

H3C CH3 OH H3C CH3

Ci9H3605
8-t N %-2214,14-7 N T AF N 2T 00 "R

8-Hydroxy-2,2,14,14-tetramethylpentadecanedioic acid



gk 303-1-B4
JAN (HAA4) : ZEBALF =7 A VBRI
JAN (3% 44) : Lazertinib Mesilate Hydrate

CHs =~ °N
H3C\N X J\
7 N

I
—N

® H3C_SO3H * H20
C30H34N303 * CH403S * HzO

N-{5-[@-{4-[(TATFNT I ))VAFN]3-T == )L-1H-EF S —L-1-A W EY I V24 )T X ) ]4-A B
FV2(ENRY Vb A N T 2=y T B R2- T IR — AR RLIR R — K F)

N-{5-[(4-{4-[(Dimethylamino)methyl]-3-phenyl-1H-pyrazol-1-yl} pyrimidin-2-yl)amino]-4-methoxy-2-(morpholin-

4-yl)phenyl}prop-2-enamide monomethanesulfonate monohydrate



Bk 303-1-B5
JAN (AAR%) : UxpUFI Ny b
JAN (3  4) : Linerixibat

C23H33N207S

3-({[BR,5R)-3-7 F /N-3-F )L-T-A X -1,1-VAF V-5-7 = =)L-234,5-7T F T & Ra-1H-1A4->2
FTTRBEL A NATNNT I ))& "

3-({[(3R,5R)-3-Butyl-3-ethyl-7-methoxy-1,1-dioxo-5-phenyl-2,3,4,5-tetrahydro-1H-1A%,4-benzothiazepin-8-

yl]Jmethyl}amino)pentanedioic acid



ek 303-1-B7
JAN (AA%) :FvEhrro772A
JAN (3 4) : Navitoclax

Cl

C47H55CIF3N506S3

4-(4-{[2-(4-7 m 1 7 = = )V)S55-FAF T T a T Y- A VA TF L EART U -1-A JL)-N-[4-
{[QR)-4-(FE VIR Y v b W)-1-(T = =)V AT 7 )T H QA VT 2 ) 33«(h U Tt m A H AL
R NR B U ZANVR=Z VR AT IR

4-(4-{[2-(4-Chlorophenyl)-5,5-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-N-[4-{[(2R)-4-(morpholin-4-yl)-

1-(phenylsulfanyl)butan-2-yl]Jamino } -3-(trifluoromethanesulfonyl)benzenesulfonyl [benzamide



iR 303-2-Bl
JAN (AAR4) v He~T (BB TH#Z)
JAN (3% 44) : Cilgavimab (Genetical Recombination)

>

74

L £H

DIVMTQSPDS
KLLMYWASTR
LTFGGGTKVE
VOQWKVDNALQ
VTHQGLSSPV

EVQLVESGGG
IKSKIDGGTT
AGSYYYDTVG
GGTAALGCLV
TVPSSSLGTQ
GPSVFLFPPK
AKTKPREEQY
SKAKGQPREP
PENNYKTTPP
TQKSLSLSPG

LAVSLGERAT
ESGVPDRFSG
IKRTVAAPSV
SGNSQESVTE
TKSENRGEC

LVKPGGSLRL
DYAAPVKGRF
PGLPEGKEDY
KDYFPEPVTV
TYICNVNHKP
PKDTLYITRE
NSTYRVVSVL
QVYTLPPSRE
VLDSDGSFFL
K

JBBEAI SN AV T 4 RS

INCKSSQSVL
L

YSSNNKNYLA

WYQQKPGQPP

SGSGAEFTLT
FIFPPSDEQL
ODSKDSTYSL

SCAASGFTER
L

ISSLOAEDVA
KSGTASVVCL
SSTLTLSKAD

DVWMSWVRQA

1
IYYCQOQYYST
LNNFYPREAK
YEKHKVYACE

PGKGLEWVGR

TISRDDSKNT
WGQGTLVTVS
SWNSGALTSG
SNTKVDKRVE
PEVTCVVVDV

LYLOMNSLKT
SASTKGPSVFE
VHTFPAVLQS
PKSCDKTHTC
SHEDPEVKEN

I—l

TVLHODWLNG
EMTKNQVSLT
YSKLTVDKSR

KEYKCKVSNK

CLVKGEYPSD
I—l

WOQOGNVESCS

H 8 N311 : FESHAE S ; HE{ K461 : S~ aky 7

L& C219—H #{C234, H#{ C240—H 1 C240, HH{ C243—H 1 C243 : AV T 1 FfEH

F 7R BEH OHEEREIE

(B1-4)GIcNAC(B1-2)Man(a1-6) \

Gal0_2

EDTAVYY&TT
PLAPSSKSTS
SGLYSLSSVV
PPCPAPEFEG
WYVDGVEVHN
ALPASTIEKTI
IAVEWESNGQ
VMHEALHNHY

Fuc(o.1-6)

Man(B1-4)GIcNAc(B1-4)GIcNAc
(B1-4)GIcNAc(B1-2)Man(a1-3) /

Co626H10218N175002078S4s (¥ > /X7 557, 4 REH)
H#H  C254H3474N5040604S15
L#H  CiosoH16390N2810345S7



e TN, BE TR Z P SARS-CoV-2 AXA 7 2RI EE ) 7 a—F AUk TH Y, B bk IgGl
\ZHKT 5. HEHD 248, 249, 266, 268, 270 K N345 FH DT I/ fEikHIL, £4Z 4 Phe, Glu, Tyr,
Thr, Glu X' Ser IZEHLIN TS, L HESTE, Fy A =o—ANDLAX—JREMBIC LV EESN
L. UNATESTIE, 461 HOT X BREEN GRS HE (vl $0) 2 KRR ON219HOT 2/ BREREN S 72
L8 (k8 2 A THERR SN DHEY VX0 (518 K 152,000) THD.

Cilgavimab is a recombinant anti-SARS-CoV-2 spike protein monoclonal antibody derived from human IgGl. In the
H-chain, amino acid residues at positions 248, 249, 266, 268, 270 and 345 are substituted by Phe, Glu, Tyr, Thr, Glu
and Ser, respectively. Cilgavimab is produced in Chinese hamster ovary cells. Cilgavimab is a glycoprotein (molecular
weight: ca. 152,000) composed of 2 H-chains (y1-chains) consisting of 461 amino acid residues each and 2 L-chains

(x-chains) consisting of 219 amino acid residues each.



BEkds  303-2-B2
JAN (BEA%)  FXV%7re~7 (GEiaHHfz)
JAN (3= %)

T2 BRI RN AV T 4 REES

L &4

EIVLTQSPGT
GASSRATGIP
GQGTKVEIKR
KVDNALQSGN
QGLSSPVTKS

H 8
OMQLVQSGPE
IVIGSGNTNY
1
CSSISCNDGF

LVKDYFPEPV

LSLSPGERAT
DRFSGSGSGT
TVAAPSVFIF
SQESVTEQDS
FNRGEC

VKKPGTSVKV
AQKFQERVTI
DIWGQGTMVT
TVSWNSGALT

LSCRASQSVS

: Tixagevimab (Genetical Recombination)

SSYLAWYQOK

DFTLTISRLE
PPSDEQLKSG
KDSTYSLSST

S?KASGFTFM

PEDFAVYYCOQ
TASVVCLLNN

PGOAPRLLIY
HYGSSRGWTF
FYPREAKVOW

I—l

LTLSKADYEK

SSAVQOWVRQA

HKVYACEVTH

RGORLEWIGW

TRDMSTSTAY
VSSASTKGPS
SGVHTFPAVL

MELSSLRSED
VFPLAPSSKS
QOSSGLYSLSS

1
TAVYYCAAPY
TSGGTAALGC
VVTVPSSSL&W

TQTYIéNVNH
PKPKDTLYIT
QYNSTYRVVS
EPQVYTLPPS
PPVLDSDGSF
PGK

H8H Q1 : #/RE e 7 L& 3 8 H 8 N303 @ BESHAS S  HEH K453 - o 7atwsy o7
L& C216—H $4 C226, H 44 C232—H $4 C232, H &4 C235—H $4 C235 :

KPSNTKVDKR
REPEVTCVVV
VLTVLHQDWL
REEMTKNQVS

VEPKSCDKTH
DVSHEDPEVK
NGKEYKCKVS
LTCLVKGFYP

TCPPCPAPEF
FNWYVDGVEV
NKALPASTEK
SDIAVEWESN

I—l
FLYSKLTVDK SRWQOGNVES CSVMHEALHN

F 7R BEH OHEEREIE

(B1-4)GIcNAc(B1-2)Man(a1-6) \
Man(B1-4)GIcNAc(B1-4)GIcNAc
(B1-4)GIcNAc(p1-2)Man(a1 -3)/

Gal0_2

EGGPSVFLEP
HNAKTKPREE
TISKAKGQPR
GQPENNYKTT
HYTQKSLSLS

Fuc(o.1-6)

CoassH10034N174602038S50 (¥ > 737 B 557, 4 REH)
H#H  C09H3417N5890684520
L#H  Cio3sH1604N2840335Ss

AT 4 REES



F XV~ 7, BB T X HUSARS-CoV-2 AXA 7 B2 LRI EE ) 7 a—F PR TH Y, B |k IgGl
\ZHKT 5. HEHD 240, 241, 258, 260, 262 X N337 FHH DT I/ fEikHIL, £4Z4 Phe, Glu, Tyr,
Thr, Glu X' Ser IZEHLIN TS, FXHFE~T1L, Fr A =—ANAAX—JIEMIC L EAS
N5, FXH e~ TE, 461 HOT I BRI D5 HEH (y1 85) 2 KK 216 DT X/ FRFREED
5725 L# (k) 2 K THEINDIES 7 (OF& K 149,000) THD.

Tixagevimab is a recombinant anti-SARS-CoV-2 spike protein monoclonal antibody derived from human IgG1. In the
H-chain, amino acid residues at positions 240, 241, 258, 260, 262 and 337 are substituted by Phe, Glu, Tyr, Thr, Glu
and Ser, respectively. Tixagevimab is produced in Chinese hamster ovary cells. Tixagevimab is a glycoprotein
(molecular weight: ca. 149,000) composed of 2 H-chains (y1-chains) consisting of 461 amino acid residues each and

2 L-chains (k-chains) consisting of 216 amino acid residues each.



iR 303-2-B3
JAN (AAA) <7 ANY7—% (B TH#R)
JAN (3% 44) : Pegvaliase (Genetical Recombination)

VA il

K10, K32, K115, K145, K195, K301, K335, K413, K493, K494, K522 : 372 PEG fA ML

MKTLSQAQSK

TNNTDILQGI

QTNLVWELKT

LNAGVTPYVY

TALRQLNLSP

ALDIQALNGT

KHDYRDHELT

DVDNQASYHG

GLPPSLLGNR

NONINSQGYT

RASLSPATER

AGGVIVQAVQ

TSSQQFSFTG

QOASCDYINNA

GAGNKLPLAD

EFGSIGASGD

LTLLPKEGLA

NOSFHPFIHN

ODRYSLRCLP

GNFLGQYVGM

ERKVNMGLKG

SATLARRSVD

LYSAVRHVVG

DILPSLH

NSSANVIIGN

VESGEPIYGV

VRAAMLLRAN

LVPLSYITGS

MMNGTSVMTG

SKPHPGQLWA

QYLGPIVDGI

GMDHLRYYIG

LOICGNSIMP

IFONYVAIAL

QOKPTSDRPYI

A167-S168-G169 : A F VT A I X ALENL

KU ZF L2 a—LoiEakER

0]

H,
O N—Lys
H3C/ \P/\OM

“LysiEEDe-7 = / £

AFVF oA IX 0 oS

Gly166~

H |

H CH,

N

CH,

0]
0)

Asp170

QKLTINDVAR

TSGFGGMANV

SHMRGASGIR

LIGLDPSFKV

IAANCVYDTOQ

ADQOMISLLAN

SQIAKQIEIE

LLAKHLDVQI

LLTFYGNSIA

MEFGVQAVDLR

WNDNEQGLDE

VARNGTLVSL

ATSREQASEL

LELTKRMEIF

DFNGKEMDAP

ILTAIAMGVH

SQLVRDELDG

INSVTDNPLT

ALLASPEFSN

DRFPTHAEQF

TYKKTGHYDA

HIARISADIA




C10904H17284N305203312880 (& > /N7 BBy, 4 2AR)
HEK  CaraeHaz21N7630528520

NIRRT —YL, BRI % Anabaena variabilis 7 = =)V T =T =T U T7—E (EC 4.3.1.24)
FRIATHY, 503 LN565 FHDOT I /I ENEI Ser ICEHR S 4L, 167~169 F H O Ala-Ser-Gly
MHAF VT oA IXTa BRI, VT a=y FETEDEEIEOA FF R =F L7 a—
VEE (31 59 20,000) DI R=VEEENS L THA LTS (FE7 PEG A ERL : Lys 78&8) . X7
NYT—EX, 67HMOT I JBEENL LY T =y N AN OERIND PEGILY VX7 (41
B £ 917,0000 TH5D.

Pegvaliase is a recombinant Anabaena variabilis phenylalanine ammonia-lyase (EC 4.3.1.24) analogue, whose amino
acid residues at positions 503 and 565 are substituted by Ser, respectively, and in which methylidene imidazolone is
formed from Ala-Ser-Gly at positions 167-169, in addition, to which an average of approximately 9 methoxy
polyethylene glycol polymers (molecular weight: ca. 20,000) per subunit are bound via carbonyl groups (major
pegylation sites: Lys residues). Pegvaliase is a pegylated protein (molecular weight: ca. 917,000) composed of 4

subunits consisting of 567 amino acid residues each.
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Recommended INN: List 85
International Nonproprietary
Names for Pharmaceutical
Substances (INN)

RECOMMENDED International Nonproprietary Names: List 85

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of
Recommended International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId
Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution
EB115.R4 (EB115/2005/REC/1)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International
Nonproprietary Names does not imply any recommendation of the use of the substance in
medicine or pharmacy.

Lists of Proposed (1-117) and Recommended (1-78) International Nonproprietary Names can be
found in Cumulative List No. 17, 2017 (available in CD-ROM only).

Dénominations communes internationales des Substances pharmaceutiques (DCI)
Dénominations communes internationales RECOMMANDEES: Liste 85

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue
du choix de Dénominations communes internationales recommandées pour les Substances
pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10
(résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les dénominations ci-dessous sont
choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d'une dénomination dans les listes de DCI
recommandées n'implique aucune recommandation en vue de l'utilisation de la substance
correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-117) et
recommandées (1-78) dans la Liste récapitulative No. 17, 2017 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales para las Sustancias Farmacéuticas (DCI)
Denominaciones Comunes Internacionales RECOMENDADAS: Lista 85

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas [Act.
Of Mund. Salud, 1955, 60, 3 (Resolucion EB15.R7); 1969, 173, 10 (Resoluciéon EB43.R9); Résolution
EB115.R4 (EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el presente anuncio
que las denominaciones que a continuacidon se expresan han sido seleccionadas como
Denominaciones Comunes Internacionales Recomendadas. La inclusion de una denominacion en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacién alguna en
favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-117) y Recomendadas (1-78)
se encuentran reunidas en Cumulative List No. 17, 2017 (disponible sélo en CD-ROM).



Recommended INN: List 85 WHO Drug Information, Vol. 35, No. 1, 2021

Latin, English, French, Spanish: Chemical name or description; Molecular formula;
Recommended INN Graphic formula
DCIl Recommandée Nom chimique ou description,; Formule brute;

Formule développée

DCI Recomendada Nombre quimico o descripcion; Férmula molecular;
Formula desarrollada

Please find the names from proposed INN List 124 - COVID-19 (special edition) that have reached the status of recommended INN in annex. Veuillez
trouver les noms de [a Liste 124 des DCI proposées - COVID-19 (édition spéciale) ayant atteint le statut de DCI recommandées en annexe.  Por favor, abajo se
encuentran los nombres dela Lista 124 de DCl propuestas - COVID-19 (edicion especial) que han alcanzado el estatus de DCl recomendadas.
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Recommended INN: List 85

cilgavimabum #
cilgavimab

cilgavimab

cilgavimab

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 (1-461) [VH (Homo
sapiens IGHV3-15*01 (96.0%) -(IGHD) -IGHJ4*01 (100%))
CDR-IMGT [8.10.22] (26-33.51-60.99-120) (1-131) -Homo
sapiens IGHG1*03 G1m3, nG1m1, G1v21 CH2 Y15.1, T16,
E18, G1v39 CH2 F1.3, E1.2, S116 (CH1 R120 (228) (132-
229),hinge 1-15 (230-244), CH2 L1.3>F (248), L1.2>E (249),
M15.1>Y (266), S16>T (268), T18>E (270), P116>S (345)
(245-354), CH3 E12 (370), M14 (372) (355-459), CHS (460-
461)) (132-461)], (234-219")-disulfide with kappa light chain
Homo sapiens (1'-219") [V-KAPPA (Homo sapiens IGKV4-
1*01 (96.0%) -IGKJ4*01 (100%)) CDR-IMGT [12.3.8] (27-
38.56-58.95-102) (1'-112") -Homo sapiens IGKC*01 (100%)
Km3 A45.1 (158), V101 (196) (113'-219")]; dimer (240-
240":243-243")-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;

chaine lourde gamma1 Homo sapiens (1-461) [VH (Homo
sapiens IGHV3-15*01 (96.0%) -(IGHD) - IGHJ4*01 (100%))
CDR-IMGT [8.10.22] (26-33.51-60.99-120) (1-131) -Homo
sapiens IGHG1*03 G1m3, nG1m1, G1v21 CH2 Y15.1, T16,
E18, G1v39 CH2 F1.3, E1.2, S116 (CH1 R120 (228) (132-
229), charniere 1-15 (230-244), CH2 L1.3>F (248), L1.2>E
(249), M15.1>Y (266), S16>T (268), T18>E (270), P116>S
(345) (245-354), CH3 E12 (370), M14 (372) (355-459), CHS
(460-461)) (132-461)], (234-219")-disulfure avec la chaine
légére kappa Homo sapiens (1'-219") [V-KAPPA (Homo
sapiens IGKV4-1*01 (96.0%) -IGKJ4*01 (100%)) CDR-IMGT
[12.3.8] (27-38.56-58.95-102) (1'-112") -Homo sapiens
IGKC*01 (100%) Km3 A45.1 (158), V101 (196) (113'-219")];
dimeére (240-240":243-243")-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 union al receptor (RBD)],
anticuerpo monoclonal Homo sapiens; cadena pesada
gammal Homo sapiens (1-461) [VH (Homo sapiens IGHV3-
15*01 (96.0%) -(IGHD) - IGHJ4*01 (100%)) CDR-IMGT
[8.10.22] (26-33.51-60.99-120) (1-131) -Homo sapiens
IGHG1*03 G1m3, nG1m1, G1v21 CH2 Y15.1, T16, E18,
G1v39 CH2 F1.3, E1.2, S116 (CH1 R120 (228) (132-229),
bisagra 1-15 (230-244), CH2 L1.3>F (248), L1.2>E (249),
M15.1>Y (266), S16>T (268), T18>E (270), P116>S (345)
(245-354), CH3 E12 (370), M14 (372) (355-459), CHS (460-
461)) (132-461)], (234-219")-disulfuro con la cadena ligera
kappa Homo sapiens (1'-219") [V-KAPPA (Homo sapiens
IGKV4-1*01 (96.0%) -IGKJ4*01 (100%)) CDR-IMGT [12.3.8]
(27-38.56-58.95-102) (1'-112") -Homo sapiens IGKC*01
(100%) Km3 A45.1 (158), V101 (196) (113'-219")]; dimero
(240-240":243-243")-bisdisulfuro, producido en las células
ovaricas de hamster chino (CHO), forma glicosilada alfa
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVKPGGSLRL SCAASGFTFR DVWMSWVRQA PGKGLEWVGR 50
IKSKIDGGTT DYAAPVKGRF TISRDDSKNT LYLOQMNSLKT EDTAVYYCTT 100
AGSYYYDTVG PGLPEGKFDY WGQGTLVTVS SASTKGPSVF PLAPSSKSTS 150
GGTAALGCLV KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV 200
TVPSSSLGTQ TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPEFEG 250
GPSVFLFPPK PKDTLYITRE PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN 300
AKTKPREEQY NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPASIEKTI 350
SKAKGQPREP QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ 400
PENNYKTTPP VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY 450
TQKSLSLSPG K 461

Light chain / Chaine légére / Cadena ligera

DIVMTQSPDS LAVSLGERAT INCKSSQSVL YSSNNKNYLA WYQQKPGQPP 50
KLLMYWASTR ESGVPDRFSG SGSGAEFTLT ISSLQAEDVA IYYCQQYYST 100
LTFGGGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSENRGEC 219

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-98  158-214  275-335  381-439
22"-98" 158"-214" 275"-335" 381"-439"
Intra-L (C23-C104) 23'-94'  139'-199'
23"-94" 139"-199"
Inter-H-L (h 5-CL 126) 234-219' 234"-219"
Inter-H-H (h 11, h 14)  240-240" 243-243"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

311,311"

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:
461,461"

dazcapistatum
dazcapistat rac-N-[(2R)-4-amino-3,4-dioxo-1-phenylbutan-2-yl]-4-
(2-fluorophenyl)-2-methyl-1,3-oxazole-5-carboxamide

dazcapistat rac-N-[(2R)-4-amino-3,4-dioxo-1-phénylbutan-2-yl]-4-
(2-fluorophényl)-2-méthyl-1,3-oxazole-5-carboxamide

dazcapistat rac-N-[(2R)-4-amino-3,4-dioxo-1-fenilbutan-2-il]-4-(2-
fluorofenil)-2-metil-1,3-oxazol-5-carboxamida

C21H1gFN3O4

and enantiomer

0]
H2N />——CH3 et énantiomére
N

y enantidmero

eclitasertibum

eclitasertib 5-benzyl-N-[(3S)-5-methyl-4-ox0-2,3,4,5-
tetrahydropyrido[3,2-b][1,4]oxazepin-3-yl]-1H-1,2,4-
triazole-3-carboxamide
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subasumstatum
subasumstat

subasumstat

subasumstat

tixagevimabum #
tixagevimab

tixagévimab

{(1R,2S,4R)-4-[(5-{4-[(1R)-7-chloro-1,2,3,4-tetrahydroisoquinolin-1-
yl]-5-methylthiophene-2-carbonyl}pyrimidin-4-yl)amino]-2-
hydroxycyclopentyl}methyl sulfamate

sulfamate de {(1R,2S,4R)-4-[(5-{4-[(1R)-7-chloro-1,2,3,4-
tétrahydroisoquinoléin-1-yl]-5-méthylthiophene-2-
carbonyl}pyrimidin-4-yl)amino]-2-hydroxycyclopentyl}méthyle

sulfamato de {(1R,2S,4R)-4-[(5-{4-[(1R)-7-cloro-1,2,3,4-
tetrahidroisoquinolein-1-il]-5-metiltiofeno-2-carbonil}pirimidin-4-
ilJamino]-2-hidroxiciclopentil}metilo

C25H2CIN5O5S2

Cl

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;
gamma heavy chain Homo sapiens (1-453) [VH (Homo sapiens
IGHV1-58*01 (98.0%) -(IGHD) -IGHJ3*02 (93.8%)) CDR-IMGT
[8.8.16] (26-33.51-58.97-112) (1-123) -Homo sapiens IGHG1*03
G1m3, nG1m1, G1v21 CH2 Y15.1, T16, E18, G1v39 CH2 F1.3, E1.2,
S116 (CH1 R120 (220) (124-221), hinge 1-15 (222-236), CH2 L1.3>F
(240), L1.2>E (241), M15.1>Y (258), S16>T (260), T18>E (262),
P116>S (337) (237-346), CH3 E12 (362), M14 (364) (347-451), CHS
(452-453)) (124-453)], (226-216")-disulfide with kappa light chain
Homo sapiens (1'-216") [V-KAPPA (Homo sapiens IGKV3-20*01
(98.9%) -IGKJ1*01 (100%)) CDR-IMGT [7.3.10] (27-33.51-53.90-99)
(1'-109'") -Homo sapiens IGKC*01 (100%) Km3 A45.1 (155), V101
(193) (110'-216")]; dimer (232-232":235-235")-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;

chaine lourde gamma1 Homo sapiens (1-453) [VH (Homo sapiens
IGHV1-58*01 (98.0%) -(IGHD) -IGHJ3*02 (93.8%)) CDR-IMGT
[8.8.16] (26-33.51-58.97-112) (1-123) -Homo sapiens IGHG1*03
G1m3, nG1m1, G1v21 CH2 Y15.1, T16, E18, G1v39 CH2 F1.3, E1.2,
S116 (CH1 R120 (220) (124-221), charniéere 1-15 (222-236), CH2
L1.3>F (240), L1.2>E (241), M15.1>Y (258), S16>T (260), T18>E
(262), P116>S (337) (237-346), CH3 E12 (362), M14 (364) (347-451),
CHS (452-453)) (124-453)], (226-216")-disulfure avec la chaine légére
kappa Homo sapiens (1'-216") [V-KAPPA (Homo sapiens IGKV3-
20*01 (98.9%) -IGKJ1*01 (100%)) CDR-IMGT [7.3.10] (27-33.51-
53.90-99) (1'-109') -Homo sapiens IGKC*01 (100%) Km3 A45.1 (155),
V101 (193) (110'-216")]; dimére (232-232":235-235")-bisdisulfure,
produit dans des cellules ovariennes de hamster chinois (CHO),
glycoforme alfa
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tixagevimab 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 (1-453) [VH (Homo
sapiens IGHV1-58*01 (98.0%) -(IGHD) -IGHJ3*02 (93.8%))
CDR-IMGT [8.8.16] (26-33.51-58.97-112) (1-123) -Homo sapiens
IGHG1*03 G1m3, nG1m1, G1v21 CH2 Y15.1, T16, E18, G1v39
CH2 F1.3, E1.2, S116 (CH1 R120 (220) (124-221), bisagra 1-15
(222-236), CH2 L1.3>F (240), L1.2>E (241), M15.1>Y (258),
S16>T (260), T18>E (262), P116>S (337) (237-346), CH3 E12
(362), M14 (364) (347-451), CHS (452-453)) (124-453)], (226-
216")-disulfuro con la cadena ligera kappa Homo sapiens (1'-
216") [V-KAPPA (Homo sapiens IGKV3-20*01 (98.9%) -
IGKJ1*01 (100%)) CDR-IMGT [7.3.10] (27-33.51-53.90-99) (1'-
109') -Homo sapiens IGKC*01 (100%) Km3 A45.1 (155), V101
(193) (110'-216")]; dimero (232-232":235-235")-bisdisulfuro,
producido en las células ovaricas de hamster chino (CHO),
forma glicosilada alfa

Heavy chain / Chaine lourde / Cadena pesada

QMQLVQSGPE VKKPGTSVKV SCKASGFTFM SSAVQWVRQA RGQRLEWIGW 50
IVIGSGNTNY AQKFQERVTI TRDMSTSTAY MELSSLRSED TAVYYCAAPY 100
CSSISCNDGF DIWGQGTMVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG 200
TQTYICNVNH KPSNTKVDKR VEPKSCDKTH TCPPCPAPEF EGGPSVFLFP 250
PKPKDTLYIT REPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE 300
QYNSTYRVVS VLTVLHQDWL NGKEYKCKVS NKALPASIEK TISKAKGQPR 350
EPQVYTLPPS REEMTKNQVS LTCLVKGFYP SDIAVEWESN GQPENNYKTT 400
PPVLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEALHN HYTQKSLSLS 450
PGK 453

Light chain / Chaine légere / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSYLAWYQQK PGQAPRLLIY 50
GASSRATGIP DRFSGSGSGT DFTLTISRLE PEDFAVYYCQ HYGSSRGWTF 100
GQGTKVEIKR TVAAPSVFIF PPSDEQLKSG TASVVCLLNN FYPREAKVQW 150
KVDNALQSGN SQESVTEQDS KDSTYSLSST LTLSKADYEK HKVYACEVTH 200
QGLSSPVTKS FNRGEC 216

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 101-106  150-206  267-327 373-431
22"-96" 101"-106" 150"-206" 267"-327" 373"-431"

Intra- H (CDR3) 101-106

101"-106"
Intra-L (C23-C104) 23'-89' 136'-196'

23"-89" 136"-196"
Inter-H-L (h 5-CL 126) 226-216' 226"-216"
Inter-H-H (h 11, h 14)  232-232" 235-235"

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:

303, 303"

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:
453, 453"

tozinameranum #

tozinameran messenger RNA (mRNA), 5'-capped, encoding a full-length,
codon-optimised pre-fusion stabilised conformation variant
(K986P and V987P) of the SARS-CoV-2 (severe acute
respiratory syndrome coronavirus 2, GenBank: MN908947.3)
spike (S) glycoprotein, flanked by 5' and 3' untranslated regions
and a 3' poly(A) tail; contains N1-methylpseudouridine instead of
uridine (all-U>m'y).
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1.10.1 W17

%4 - jl4 | TR E~ 708, B A2 HT SARS-CoV-2 ARA 7 H NI EE ) 7
72— AHETHY, B N IgGlLIZHKRT S, HE{D 240, 241, 258, 260, 262
K337 FEBHDOT I 7 WEFRIEIL, £ E 4 Phe, Glu, Tyr, Thr, Glu & T\ Ser (2
ERINTWS., FXH 57~ T71E, Ty A =—ANLAFZ—JIEHRIZE Y
FEREIND. FXHFEe~TIE, 461 HOT I JEBELENG2 D HEE (v 184)
2ARKLO26HDOT X /BN L D L (k) 2 K THER S DR X
78 (Gr 18 49 149,0000 THD.

UNAETNL, BGRTHLHLZ BT SARS-CoV-2 A/RA 7 X NI ) 70—
FTAHERTHY, & N IgGlLITHET 5. H 4D 248, 249, 266, 268, 270 K&
W345 ZFHOT I 7 BEFEIIX, Z£Z4 Phe, Glu, Tyr, Thr, Glu & T\ Ser |2
BN TWD., AT ES T, FrA=—ZANLAZ—FIEHIIIC LV E
EEND. YATE~TIE, 461 HOT X EEEENGRH 8 (v1 81 2
AEOR219 HOT X/ EEFEEN GRS L 86 (k¢ $8H) 2 KTHRIh DY v
SR8 Gy K9 152,0000 THD.

o X | 7T BESNIRIRO LY

ZhHe » #h R | SARS-CoV-2 (T L 5 JEYLIE DFESE Ml

Mk - H&E @, RAKD 12 5 B2 2R HE 40kg BL Eo/NRIZIE, TR/ e~7 (B
BrHz) KO A Ee~T (B TH#LZ) & LTEnEh 150 mg #0FH
IZ X O IANERT S, 723, SARS-CoV-2 ZFRIEDOWATIRIEFIZIE LT, FF%
P =T (BETHIEZ) RO ATE~T (BiaTHifz) L LTEnRe
A1 300mg Z N XD FANIERT 22 L6 TE 5,

S 55 D F5 7

R4 KO | B4 = =L Rt v k
BN« v &

13470 (15mL) hFFHre~7 GElaTHfz) 150mg &F
13470 (1.5mL) oAb e~7 GEIF##Z) 150mg &4
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& (N AR
EULZLnd eyl e 52 e P OFOER
(mg/kg) (mg/kg)
FIRA 600 * 600 i
H=7 AV | M
AN 150° 150 #8
a: FF 7 =7 300 mgkg KOSV A B~ T 300 mg/kg % B ARG R AR % 5
b: FXH T~ T 75 mgkg KOV AH B~ T 75 mg/kg & H[EIFH NS
pAg 5w
ML
glfE A | RIERRESEER (ERRERTZET)
PROVENT 5 : AHIHE 3461 517 293 i (8.5%)
RIVEF OFEHH Bi%K
G 59 4
st 43 15
STORM CHASER i : AAIHEE 749 151 34 #1] (4.5%)
HEFG O Bi%K
G 9 |
= o | 72 p P xmatat BE  BA
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FFHre~7 (Bin i)

X1
L 84
EIVLTQSPGT
GASSRATGIP
GQGTKVEIKR
KVDNALQSGN
QOGLSSPVTKS

H $4
OMQLVQSGPE
IVIGSGNTNY
1
CSSISCNDGF

LVKDYFPEPV

LSLSPGERAT
DREFSGSGSGT
TVAAPSVFEIF
SQESVTEQDS
FNRGEC

VKKPGTSVKV
AQKFQERVTI
DIWGQGTMVT
TVSWNSGALT

LSCRASQSVS

T/ BBEINRUVCRILT 4 FiEE

SSYLAWYQQK

DFTLTISRLE
PPSDEQLKSG
KDSTYSLSST

SCKASGFTFEFM
L

PEDFAVYYCQ
TASVVCLLNN
LTLSKADYEK

SSAVQWVRQA

PGOAPRLLIY
HYGSSRGWTF
FYPREAKVQW
HKVYACEVTH

RGORLEWIGW

TRDMSTSTAY
VSSASTKGPS
SGVHTFPAVL

MELSSLRSED
VEPLAPSSKS
QOSSGLYSLSS

TAVYY&AAPY
TSGGTAALGC
VVTVPSSSL&W

TQTYIéNVNH
PKPKDTLYIT
QYNSTYRVVS
EPQVYTLPPS
PPVLDSDGSF
PGK

H#Ql :

X 2

KPSNTKVDKR
REPEVTCVVV
VLTVLHQODWL
REEMTKNQVS

VEPKSCDKTH
DVSHEDPEVK
NGKEYKCKVS
LTCLVKGFYP

TCPPCPAPEF
FNWYVDGVEV
NKALPASIEK
SDIAVEWESN

I—l
FLYSKLTVDK SRWQQGNVFES CSVMHEALHN

FRREHOEERE
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EGGPSVFLEP
HNAKTKPREE
TISKAKGQPR
GOPENNYKTT
HYTQKSLSLS

AstraZeneca
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UV E~T GBIG R Z)

X 3
L 4
DIVMTQSPDS
KLLMYWASTR
LTFGGGTKVE
VOWKVDNALQ
VTHQGLSSPV

EVQLVESGGG
IKSKIDGGTT
AGSYYYDTVG
GGTAALGCLV
TVPSSSLGTQ
GPSVFLFPPK
AKTKPREEQY
SKAKGQPREP
PENNYKTTPP
TQKSLSLSPG

T2/BEINRVTORILT «

LAVSLGERAT
ESGVPDRFSG
IKRTVAAPSV
SGNSQESVTE
TKSFNRGEC

LVKPGGSLRL
DYAAPVKGRF
PGLPEGKFDY
KDYFPEPVTV
TYICNVNHKP
PKDTLYITRE
NSTYRVVSVL
QVYTLPPSRE
VLDSDGSFEFFL
K

INCKSSQSVL

Sat.On
[=]=

YSSNNKNYLA

WYQQOKPGQPP

SGSGAEFTLT
FIFPPSDEQL
QODSKDSTYSL

SCAASGFTFER
L

ISSLOAEDVA
KSGTASVVCL

IYYCQQYYST
LNNFYPREAK

I—l

SSTLTLSKAD

DVWMSWVRQA

YEKHKVYACE

PGKGLEWVGR

TISRDDSKNT
WGQGTLVTVS
SWNSGALTSG
SNTKVDKRVE
PEVTCVVVDV

LYLOMNSLKT
SASTKGPSVF
VHTFPAVLQS
PKSCDKTHTC
SHEDPEVKFEN

I—I

TVLHODWLNG
EMTKNQVSLT
YSKLTVDKSR

KEYKCKVSNK

CLVKGFYPSD
I—l

WOQGNVESCS

H & N3 : BESRSS  HEH K461 : 57ty o7

L 4 C219 — H #4 C234, H#{C240 - HH{C240, HH{ C243 -HE{ C243 : Y ANV T 1 NiES

X 4

FRREHOEERE
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EDTAVYYCTT
PLAPSSKSTS
SGLYSLSSVV
PPCPAPEFEG
WYVDGVEVHN
ALPASIEKTI
TAVEWESNGQ
VMHEALHNHY
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1.10.2 P
{4 - B4
W R

ZhHeE 2 B | SARS-CoV-2 1T & 2 JEYYIE K& OV DFSE P

M - & (SARS-CoV-2 IZ & 5 J&YLiE)

HE ., AL N2 Ll B DR E 40kg UL EO/NRIZIE, FX 3 e~T (8
Bf#iz) ROV Te~7 (BIaT#z) & LTZEZ1 300mg 20 H
XV HARNTERT 5,

(SARS-CoV-2 |T & 2 Y D FEAEHNTHI)

W AL N2 %L B DR 40kg PL EO/NRIZIE, XS e~ (B
BTHz) KO E~T (B TH#LZ) & LTZENER 150 mg & FH
ICE VNS T 5, 7235, SARS-CoV-2 ZBMKOWATIRUAFIZIS LT, F%
Hre<wT (B riiz) ROV AT e~ (B rfiz) & LTERE
AU 300mg ZPFHIC L O FRANERT 22 L5 TE 5,

P S 55 D F5 7E
[ )

DY - SR
# P

BB | BIERRBE (R R 2 G )

TACKLE #&Bx : AFIEE 452 B0 23 1] (5.1%)
HEREGOMEEA %
e SR VAZ ST 8 il

bl

o

CONFIDENTIAL AND PROPRIETARY 6(6)



110 AW REE ST RE A BRSO ER RO E L o

AstraZeneca

AZD7442
BRERAE 1
AW i SRS ST R E A B SR OFE EE B O £ L

— 4 FRVre~7 (Bl z)

Ve~ T (B z)
544 TRy )V RiFEE » b
GH T T AT ¥R RS
HHE « ZhiE SARS-CoV-2 T & 2 JEYLiE D I8 E N
ik - HE W AR ON 12 L E R 40kg LI Eo/NRIZIE, T

e ~T Eaffiiz) KOV Te~T (BIETH
faz) & LTCENRTN 150 mg 2 OFHIC L W HANERT D,
723, SARS-CoV-2 ZEKKOFATIRIEFEIZIS LT, FHY7E
~7 (BETHEZ) ROV ATE~T (BETHR:) &
LCTENZEN 300mg ZPFHICE 0 HANER T Z L TX
%o

A B SR IFURL S O ] 0> A 1

WAL T 258 T oM & A
WENCY

{EALEREDNE

i U 7= AW sk OBk Ot~k - ik, O Mlskaksyy ik, R, 0
) . MEMHE SRR - MER. OBk (K, = o
1)
FEME4 © F v A =— XN DA X —PIIEHIE  (CHO #jia)

AW SRIFCEFE O B /Y W7E e, DRI, OF oMo BE R R, D8
whi, OFofth ( )

FEEOHEE D b - @) | BIHEERX 2 2R

MDA T ) —= 7 « EHD

N :

EW) R SRIFCRFEE 6 AT | BIREEES 2 &

TAINAY )T T ARERES
RO

NIk 2 Z

ROETROBE (7 u—
Frv—"h)

(RNTEALALPRIZ I T AR A A
L. PRS2 BARRYICRD
i)

HAE 1 2
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Fr=7) kOFE?2 G Fe<7) [RT,

=1 FEHHSFETITREQOHETIEDIAMNILRAI Y TS ORRBOHER (LRV +95%
Cl)

Purification Step
Low pH Treatment

Anion Exchange Chromatography

Cation Exchange Chromatography

Virus Filtration
Cumulative LRV

~18.30 ~16.74
Cumulative LRV
LRV =log1( reduction value; _

a

=2 UIWHERTREDEETIEDIAILRY ) TS URAKHBROFER (LRV £95% CI)

Purification Step
Low pH Treatment

Anion Exchange Chromatography

Cation Exchange Chromatography

Virus Filtration
Cumulative LRV

>20.49 >16.82 >10.49
Cumulative LRV

LRV =logi( reduction value; _

ULk
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