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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ELREXFIO safely and effectively. See full prescribing information for
ELREXFIO.

ELREXFIO™ (elranatamab-bcmm) injection, for subcutaneous use
Initial U.S. Approval: 2023

WARNING: CYTOKINE RELEASE SYNDROME and
NEUROLOGIC TOXICITY including IMMUNE
EFFECTOR CELL-ASSOCIATED NEUROTOXICITY
SYNDROME
See full prescribing information for complete boxed warning.

. Cytokine Release Syndrome (CRS), including life-threatening or
fatal reactions, can occur in patients receiving ELREXFIO.
Initiate treatment with ELREXFIO step-up dosing schedule to
reduce risk of CRS. Withhold ELREXFIO until CRS resolves or
permanently discontinue based on severity. (2.2, 2.5, 5.1)

. Neurologic toxicity, including Immune Effector Cell-Associated
Neurotoxicity Syndrome (ICANS), and serious and
life-threatening reactions, can occur in patients receiving
ELREXFIO. Monitor patients for signs and symptoms of
neurologic toxicity, including ICANS, during treatment.
Withhold ELREXFIO until the neurologic toxicity resolves or
permanently discontinue based on severity. (2.5, 5.2)

. ELREXFIO is available only through a restricted program called
the ELREXFIO Risk Evaluation and Mitigation Strategy
(REMS). (5.3)

--------------------------- INDICATIONS AND USAGE
ELREXFIO is a bispecific B-cell maturation antigen (BCMA)-directed CD3
T-cell engager indicated for the treatment of adult patients with relapsed or
refractory multiple myeloma who have received at least four prior lines of
therapy including a proteasome inhibitor, an immunomodulatory agent, and an
anti-CD38 monoclonal antibody.

This indication is approved under accelerated approval based on response rate
and durability of response. Continued approval for this indication may be
contingent upon verification of clinical benefit in a confirmatory trial(s). (1)

ELREXFIO Dosing Schedule (2.2)
Dosing Day ELREXFIO Dose
Schedule
Step-up Dosing Day 1 Step-up dose 1 12 mg
Schedule
Day 4 Step-up dose 2 32 mg
Day 8 First treatment 76 mg
dose
Weekly Dosing | One week after first 76 mg
Schedule treatment dose and Subsequent
weekly thereafter treatment doses
through week 24

ELREXFIO Dosing Schedule (2.2)
Dosing Day ELREXFIO Dose
Schedule
Biweekly Week 25 and every Subsequent 76 mg
(Every 2 weeks thereafter treatment doses
2 Weeks)
Dosing
Schedule”

"Responders only week 25 onward.

o Patients should be hospitalized for 48 hours after administration of the first
step-up dose, and for 24 hours after administration of the second step-up
dose. (2.1)

e For subcutaneous injection only. (2.2)

o Administer pre-treatment medications as recommended. (2.3)

o Sece Full Prescribing Information for instructions on preparation and
administration. (2.6)

Injection:
e 76 mg/1.9 mL (40 mg/mL) in a single-dose vial. (3)
e 44 mg/1.1 mL (40 mg/mL) in a single-dose vial. (3)

CONTRAINDICATIONS
None. (4)

----------------------- WARNINGS AND PRECAUTIONS --—-----memmeeme e

o Infections: Can cause severe, life-threatening, or fatal infections. Monitor
patients for signs and symptoms of infection and treat appropriately. Do not
initiate treatment in patients with active infections. (5.4)

¢ Neutropenia: Monitor complete blood cell counts at baseline and
periodically during treatment. (5.5)

o Hepatotoxicity: Can cause elevated ALT, AST, and bilirubin. Monitor liver
enzymes and bilirubin at baseline and during treatment as clinically
indicated. (5.6)

e Embryo-Fetal Toxicity: May cause fetal harm. Advise females of
reproductive potential of the potential risk to the fetus and to use effective
contraception. (5.7, 8.1. 8.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >20%) are CRS, fatigue, injection
site reaction, diarrhea, upper respiratory tract infection, musculoskeletal pain,
pneumonia, decreased appetite, rash, cough, nausea, and pyrexia.

The most common Grade 3 to 4 laboratory abnormalities (>30%) are
decreased lymphocytes, decreased neutrophils, decreased hemoglobin,
decreased white blood cells, and decreased platelets. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer Inc. at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

----------------------- USE IN SPECIFIC POPULATIONS --------emmeemmemeeeee
Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 8/2023

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION

WARNING: CYTOKINE RELEASE SYNDROME and NEUROLOGIC TOXICITY including IMMUNE
EFFECTOR CELL-ASSOCIATED NEUROTOXICITY SYNDROME

e Cytokine Release Syndrome (CRS), including life-threatening or fatal reactions, can occur in patients
receiving ELREXFIO. Initiate treatment with ELREXFIO step-up dosing schedule to reduce the risk of CRS.
Withhold ELREXFIO until CRS resolves or permanently discontinue based on severity [see Dosage and
Administration (2.2, 2.5), Warnings and Precautions (5.1)].

e Neurologic toxicity, including Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS), and
serious and life-threatening reactions, can occur in patients receiving ELREXFIO. Monitor patients for signs
and symptoms of neurologic toxicity, including ICANS, during treatment. Withhold ELREXFIO until the
neurologic toxicity resolves or permanently discontinue based on severity [see Dosage and Administration
(2.5), Warnings and Precautions (5.2)].

e Because of the risk of CRS and neurologic toxicity, including ICANS, ELREXFIO is available only through a
restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called ELREXFIO REMS
[see Warnings and Precautions (5.3)].

1 INDICATIONS AND USAGE

ELREXFIO is indicated for the treatment of adult patients with relapsed or refractory multiple myeloma who have received
at least four prior lines of therapy, including a proteasome inhibitor, an immunomodulatory agent, and an anti-CD38
monoclonal antibody.

This indication is approved under accelerated approval based on response rate and durability of response /see Clinical
Studies (14)]. Continued approval for this indication may be contingent upon verification of clinical benefit in a
confirmatory trial(s).

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosing Information

Administer ELREXFIO subcutaneously according to the step-up dosing schedule to reduce the incidence and severity of
cytokine release syndrome (CRS).

Administer pre-treatment medications prior to each dose in the ELREXFIO step-up dosing schedule, which includes
step-up dose 1, step-up dose 2, and the first treatment dose as recommended /see Dosage and Administration (2.2, 2.3)].

ELREXFIO should only be administered by a qualified healthcare professional with appropriate medical support to
manage severe reactions such as CRS and neurologic toxicity, including ICANS [see Warnings and Precautions
(5.1, 5.2)].

Due to the risk of CRS, patients should be hospitalized for 48 hours after administration of the first step-up dose, and for
24 hours after administration of the second step-up dose.

2.2 Recommended Dosage

For subcutaneous injection only.



The recommended dosing schedule for ELREXFIO is provided in Table 1. The recommended dosages of ELREXFIO
subcutaneous injection are: step-up dose 1 of 12 mg on Day 1, step-up dose 2 of 32 mg on Day 4, followed by the first
treatment dose of 76 mg on Day 8, and then 76 mg weekly thereafter through week 24.

For patients who have received at least 24 weeks of treatment with ELREXFIO and have achieved a response [partial
response (PR) or better] and maintained this response for at least 2 months, the dose interval should transition to an every
two-week schedule.

Continue treatment with ELREXFIO until disease progression or unacceptable toxicity.

Administer pre-treatment medications prior to each dose in the ELREXFIO step-up dosing schedule, which includes
step-up dose 1, step-up dose 2, and the first treatment dose as recommended [see Dosage and Administration (2.3)].

Table 1. ELREXFIO Dosing Schedule

Dosing Schedule Day ELREXFIO Dose
Day 1* Step-up dose 1 12 mg
Step-up Dosing Schedule Day 4*° Step-up dose 2 32 mg
Day 8*¢ First treatment dose 76 mg
. One week after first treatment dose and | Subsequent treatment
Weekly Dosing Schedule weekly thereafter! through week 24 ! doses 76 mg
Biweekly (Every
2 Weeks) Dosing Subsequent treatment
Schedule Week 25 and every 2 weeks thereafter? d 76 mg
*Responders only doses
week 25 onward

Administer pre-treatment medications prior to each dose in the ELREXFIO step-up dosing schedule, which includes step-up dose 1, step-up
dose 2, and the first treatment dose /see Dosage and Administration (2.3)].

b. A minimum of 2 days should be maintained between step-up dose 1 (12 mg) and step-up dose 2 (32 mg).

¢. A minimum of 3 days should be maintained between step-up dose 2 (32 mg) and the first treatment (76 mg) dose.

d. A minimum of 6 days should be maintained between treatment doses.

Note: See Table 2 for recommendations on restarting ELREXFIO after dose delays.

2.3 Recommended Pre-treatment Medications

Administer the following pre-treatment medications approximately 1 hour before the first three doses of ELREXFIO in the
step-up dosing schedule, which includes step-up dose 1, step-up dose 2, and the first treatment dose as described in Table 1
to reduce the risk of CRS [see Warnings and Precautions (5.1)]:

e acetaminophen (or equivalent) 650 mg orally

e dexamethasone (or equivalent) 20 mg orally or intravenously

e diphenhydramine (or equivalent) 25 mg orally

2.4 Restarting ELREXFIO After Dosage Delay
If a dose of ELREXFIO is delayed, restart therapy based on the recommendations listed in Table 2 and resume the dosing

schedule accordingly [see Dosage and Administration (2.2)]. Administer pre-treatment medications as indicated in
Table 2.



Table 2.

Recommendation for Restarting Therapy with ELREXFIO After Dosage Delay

Last Dose Administered

Time Since the Last Dose
Administered

Action for Next Dose

Step-up dose 1 (12 mg)

2 weeks or less (<14 days)

Restart ELREXFIO at step-up dose 2
(32 mg).? If tolerated, increase to
76 mg 4 days later.

Greater than 2 weeks (>14 days)

Restart ELREXFIO step-up dosing
schedule at step-up dose 1 (12 mg).?

Step-up dose 2 (32 mg)

2 weeks or less (<14 days)

Restart ELREXFIO at 76 mg.?

Greater than 2 weeks to less than or
equal to 4 weeks (15 days to <28 days)

Restart ELREXFIO at step-up dose 2
(32 mg).? If tolerated, increase to
76 mg 1 week later.

Greater than 4 weeks (>28 days)

Restart ELREXFIO step-up dosing
schedule at step-up dose 1 (12 mg).?

Any treatment dose (76 mg)

6 weeks or less (<42 days)

Restart ELREXFIO at 76 mg.

Greater than 6 weeks to less or equal to
12 weeks (43 days to <84 days)®

Restart ELREXFIO at step-up dose 2
(32 mg).* If tolerated, increase to 76 mg
1 week later.

Greater than 12 weeks (>84 days)®

Restart ELREXFIO step-up dosing
schedule at step-up dose 1 (12 mg).?

a.  Administer pre-treatment medications prior to the ELREXFIO dose [see Dosage and Administration (2.3)].
b. Consider benefit-risk of restarting ELREXFIO in patients who require a dose delay of more than 42 days due to an adverse reaction.

2.5 Dosage Modifications for Adverse Reactions

Dosage reductions of ELREXFIO are not recommended.

Dosage delays may be required to manage toxicities related to ELREXFIO [see Warnings and Precautions (5)].
Recommendations on restarting ELREXFIO after a dose delay are provided in Table 2.

See Table 3 and Table 4 for recommended actions for adverse reactions of CRS and ICANS, respectively. See Table 5 for
recommended actions for neurologic toxicity excluding ICANS and Table 6 for recommended actions for other adverse
reactions following administration of ELREXFIO. Consider further management per current practice guidelines.

Management of CRS. Neurologic Toxicity Including ICANS

Cytokine Release Syndrome (CRS)

Management recommendations for CRS are summarized in Table 3.

Identify CRS based on clinical presentation /see Warnings and Precautions (5.1)]. Evaluate and treat other causes of fever,

hypoxia, and hypotension.

If CRS is suspected, withhold ELREXFIO until CRS resolves. Manage CRS according to the recommendations in Table 3
and consider further management per current practice guidelines. Administer supportive therapy for CRS, which may
include intensive care for severe or life-threatening CRS. Consider laboratory testing to monitor for disseminated
intravascular coagulation (DIC), hematology parameters, as well as pulmonary, cardiac, renal, and hepatic function.




Table 3. Recommendations for Management of CRS

Grade® Presenting Symptoms Actions
Grade 1 Temperature >100.4 °F (38 °C)® e  Withhold ELREXFIO until CRS resolves.®
e  Administer pretreatment medications prior to
next dose of ELREXFIO.
Grade 2 Temperature >100.4 °F (38 °C) with e Withhold ELREXFIO until CRS resolves.©
either: e Monitor patients daily for 48 hours following
e Hypotension responsive to fluid and the next dose of ELREXFIO. Instruct patients to
not requiring vasopressors, and/or remain within proximity of a healthcare facility,
e Oxygen requirement of low-flow and consider hospitalization.
nasal cannula® or blow-by e Administer pretreatment medications prior to
next dose of ELREXFIO.
Grade 3 Temperature >100.4 °F (38 °C) with e Withhold ELREXFIO until CRS resolves.¢
(First either: e Provide supportive therapy, which may include
occurrence) | ¢ Hypotension requiring one intensive care.
vasopressor with or without e Patients should be hospitalized for 48 hours
vasopressin, and/or following the next dose of ELREXFIO.
¢ Oxygen requirement of high-flow e Administer pretreatment medications prior to
nasal cannula’, facemask, next dose of ELREXFIO.
non-rebreather mask, or Venturi
mask
Grade 3 Temperature >100.4 °F (38 °C) with e Permanently discontinue therapy with
(Recurrent) | either: ELREXFIO.
e Hypotension requiring one e Provide supportive therapy, which may include
vasopressor with or without intensive care.

vasopressin, and/or

e Oxygen requirement of high-flow
nasal cannula’, facemask,
non-rebreather mask, or Venturi

mask
Grade 4 Temperature >100.4 °F (38 °C) with e Permanently discontinue therapy with
either: ELREXFIO.
e Hypotension requiring multiple e Provide supportive therapy, which may include
vasopressors (excluding intensive care.

vasopressin), and/or

e Oxygen requirement of positive
pressure (e.g., continuous positive
airway pressure [CPAP], bilevel
positive airway pressure [BiPAP],
intubation, and mechanical

ventilation)

a. Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading criteria for CRS.

b. Attributed to CRS. Fever may not always be present concurrently with hypotension or hypoxia as it may be masked by
interventions such as antipyretics or anti-cytokine therapy.

c.  See Table 2 for recommendations on restarting ELREXFIO after dose delays.

d. Low-flow nasal cannula is <6 L/min, and high-flow nasal cannula is >6 L/min.

Neurologic Toxicity Including ICANS
Management recommendations for [ICANS and neurologic toxicity are summarized in Table 4 and Table 5.

At the first sign of neurologic toxicity, including ICANS, withhold ELREXFIO and consider neurology evaluation. Rule
out other causes of neurologic symptoms. Provide supportive therapy, which may include intensive care, for severe or
life-threatening neurologic toxicities, including ICANS [see Warnings and Precautions (5.2)]. Manage ICANS according
to the recommendations in Table 4 and consider further management per current practice guidelines.
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Table 4.

Recommendations for Management of ICANS

Grade® Presenting Symptoms® Actions
Grade 1 ICE score 7-9¢ e Withhold ELREXFIO until ICANS resolves.*
e  Monitor neurologic symptoms and consider consultation
Or depressed level of with a neurologist and other specialists for further
consciousness®: awakens evaluation and management.
spontaneously. e (Consider non-sedating, anti-seizure medications (e.g.,
levetiracetam) for seizure prophylaxis.
Grade 2 ICE score 3-6¢ e Withhold ELREXFIO until ICANS resolves.*
e Administer dexamethasone® 10 mg intravenously every
Or depressed level of 6 hours. Continue dexamethasone use until resolution to
consciousness?: awakens to voice. Grade 1 or less, then taper.

e Monitor neurologic symptoms and consider consultation
with a neurologist and other specialists for further
evaluation and management.

e Consider non-sedating, anti-seizure medications (e.g.,
levetiracetam) for seizure prophylaxis.

e Monitor patients daily for 48 hours following the next dose
of ELREXFIO. Instruct patients to remain within proximity
of a healthcare facility, and consider hospitalization.

Grade 3 ICE score 0-2¢ e Withhold ELREXFIO until ICANS resolves.®
(First e Administer dexamethasone® 10 mg intravenously every
occurrence) | or depressed level of 6 hours. Continue dexamethasone use until resolution to
consciousness’: awakens only to Grade 1 or less, then taper.
tactile stimulus, e Monitor neurologic symptoms and consider consultation
with a neurologist and other specialists for further
or seizures’, either: evaluation and management.
e any clinical seizure, focal or e Consider non-sedating, anti-seizure medications (e.g.,
generalized, that resolves levetiracetam) for seizure prophylaxis.
rapidly, or e Provide supportive therapy, which may include intensive
e non-convulsive seizures on care.
electroencephalogram (EEG) e Patients should be hospitalized for 48 hours following the
that resolve with intervention, next dose of ELREXFIO.
or raised intracranial pressure:
focal/local edema on neuroimaging?
Grade 3 ICE score 0-2¢ e Permanently discontinue ELREXFIO.
(recurrent) e Administer dexamethasone! 10 mg intravenously every

or depressed level of
consciousness’: awakens only to
tactile stimulus,

or seizures?, either:

e any clinical seizure, focal or
generalized, that resolves
rapidly, or

e non-convulsive seizures on
electroencephalogram (EEQG)
that resolve with intervention,

or raised intracranial pressure:
focal/local edema on neuroimaging®

6 hours. Continue dexamethasone use until resolution to
Grade 1 or less, then taper.

Monitor neurologic symptoms and consider consultation
with a neurologist and other specialists for further
evaluation and management.

Consider non-sedating, anti-seizure medications (e.g.,
levetiracetam) for seizure prophylaxis.

Provide supportive therapy, which may include intensive
care.




Table 4.

Recommendations for Management of ICANS

Grade?

Presenting Symptoms”

Actions

Grade 4

ICE score 0°

Or, depressed level of

consciousness either:

e patient is unarousable or
requires vigorous or repetitive
tactile stimuli to arouse, or

e stupor or coma,

or seizures?, either:

e life-threatening prolonged
seizure (>5 minutes), or

e repetitive clinical or electrical
seizures without return to
baseline in between,

or motor findings®:

e deep focal motor weakness
such as hemiparesis or
paraparesis,

or raised intracranial

pressure/cerebral edema, with

signs/symptoms such as:

o diffuse cerebral edema on
neuroimaging, or

e decerebrate or decorticate
posturing, or

e cranial nerve VI palsy, or

e papilledema, or

e  Cushing’s triad

Permanently discontinue ELREXFIO.

Administer dexamethasone! 10 mg intravenously every
6 hours. Continue dexamethasone use until resolution to
Grade 1 or less, then taper.

Alternatively, consider administration of
methylprednisolone 1,000 mg per day intravenously for
3 days.

Monitor neurologic symptoms and consider consultation
with a neurologist and other specialists for further
evaluation and management.

Consider non-sedating, anti-seizure medications (e.g.,
levetiracetam) for seizure prophylaxis.

Provide supportive therapy, which may include intensive
care.

a. Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading criteria for ICANS.
Management is determined by the most severe event, not attributable to any other cause.

c. Ifpatient is arousable and able to perform Immune Effector Cell-Associated Encephalopathy (ICE) Assessment, assess: Orientation
(oriented to year, month, city, hospital = 4 points); Naming (name 3 objects, e.g., point to clock, pen, button = 3 points); Following
Commands (e.g., “show me 2 fingers” or “close your eyes and stick out your tongue” = 1 point); Writing (ability to write a standard
sentence = 1 point); and Attention (count backwards from 100 by ten = 1 point). If patient is unarousable and unable to perform ICE
Assessment (Grade 4 ICANS) = 0 points.

. Not attributable to any other cause.
e. See Table 2 for recommendations on restarting ELREXFIO after dose delays.
f.  All references to dexamethasone administration are dexamethasone or equivalent medications.

Table 5.

Recommendations for Management of Neurologic Toxicity, Excluding ICANS

Adverse Reaction | Severity Actions
Neurologic Toxicity | Grade 1 e Withhold ELREXFIO until neurologic toxicity
(excluding ICANS) symptoms resolve or stabilize.

Grade 2 e  Withhold ELREXFIO until neurologic toxicity

Grade 3 (First occurrence)

symptoms improve to Grade 1 or less.
e Provide supportive therapy.

Grade 3 (Recurrent)
Grade 4

Permanently discontinue ELREXFIO.
e Provide supportive therapy, which may include
intensive care.




Table 6. Recommended Dosage Modifications for Other Adverse Reactions

Adverse Severity Actions
Reactions
Hematologic Absolute neutrophil count less e Withhold ELREXFIO until absolute neutrophil count
Adverse Reactions | than 0.5 x 10°/L is 0.5 x 10°/L or higher.®
[see Warnings and
Precautions (5.5)] | Febrile neutropenia e Withhold ELREXFIO until absolute neutrophil count
is 1 x 10%/L or higher and fever resolves.’
Hemoglobin less than 8 g/dL e  Withhold ELREXFIO until hemoglobin is 8 g/dL or
higher.®
Platelet count less than e Withhold ELREXFIO until platelet count is
25,000/mcL 25,000/mcL or higher and no evidence of bleeding.

Platelet count between
25,000/mcL and 50,000/mcL with

bleeding
Infections and Grade 3 e Withhold ELREXFIO until adverse reaction improves
Other to <Grade 1 or baseline.
Non-hematologic | Grade 4 e Consider permanent discontinuation of ELREXFIO.
Adverse Reactions® o If ELREXFIO is not permanently discontinued,
[see Warnings and withhold subsequent treatment doses of ELREXFIO
Precautions (3.4, (e.g., doses administered after ELREXFIO step-up
5.6) and Adverse dosing schedule) until adverse reaction improves to
Reactions (6.1)] Grade 1 or less.

a. Based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI-CTCAE), Version 5.0.
b. See Table 2 for recommendations on restarting ELREXFIO after dose delays.

2.6 Preparation and Administration Instructions

ELREXFIO is intended for subcutaneous use by a healthcare provider only.

ELREXFIO should be administered by a healthcare provider with adequate medical personnel and appropriate medical
equipment to manage severe reactions, including CRS and neurologic toxicity, including ICANS [see Warnings and

Precautions (5.1, 5.2)].

ELREXFIO 76 mg/1.9 mL (40 mg/mL) vial and 44 mg/1.1 mL (40 mg/mL) vial are supplied as ready-to-use solution that
do not need dilution prior to administration.

ELREXFIO is a clear to slightly opalescent, and colorless to pale brown liquid solution. Parenteral drug products should be
inspected visually for particulate matter and discoloration prior to administration, whenever solution and container permit.

Do not administer if solution is discolored or contains particulate matter.

Use aseptic technique to prepare and administer ELREXFIO.

Preparation
ELREXFIO vials are for one-time use in a single patient and do not contain any preservatives.

Prepare ELREXFIO following the instructions below (see Table 7) depending on the required dose. Use a 44 mg/1.1 mL
(40 mg/mL) single-dose vial for step-up dose 1 or step-up dose 2.



Table 7. Injection Volumes

Total Dose (mg) Volume of Injection
12 mg 0.3 mL
32 mg 0.8 mL
76 mg 1.9 mL

Remove the appropriate strength ELREXFIO vial from refrigerated storage 2 °C to 8 °C (36 °F to 46 °F)]. Once removed
from refrigerated storage, equilibrate ELREXFIO to ambient temperature [15 °C to 30 °C (59 °F to 86 °F)]. Do not warm
ELREXFIO in any other way.

Withdraw the required injection volume of ELREXFIO from the vial into an appropriately sized syringe with stainless steel
injection needles (30G or wider) and polypropylene or polycarbonate syringe material. Discard unused portion.

Administration
Inject the required volume of ELREXFIO into the subcutaneous tissue of the abdomen (preferred injection site).
Alternatively, ELREXFIO may be injected into the subcutaneous tissue at other sites (e.g., thigh).

Do not inject into tattoos or scars or areas where the skin is red, bruised, tender, hard or not intact.
Storage of Prepared Syringe

If the prepared dosing syringe is not used immediately, store syringe between 2 °C (36 °F) to 30 °C (86 °F) for a maximum
of 4 hours.

3 DOSAGE FORMS AND STRENGTHS

ELREXFIO injection is a clear to slightly opalescent, and colorless to pale brown liquid solution available as:
e 76 mg/1.9 mL (40 mg/mL) in a single-dose vial
e 44 mg/l.1 mL (40 mg/mL) in a single-dose vial

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Cytokine Release Syndrome (CRS)

ELREXFIO can cause CRS, including life-threatening or fatal reactions [see Adverse Reactions (6.1)].

In the clinical trial, CRS occurred in 58% of patients who received ELREXFIO at the recommended dosing schedule
[see Dosage and Administration (2.2)], with Grade 1 CRS in 44% of patients, Grade 2 CRS in 14% of patients, and
Grade 3 CRS in 0.5% of patients. Recurrent CRS occurred in 13% of patients. Most patients experienced CRS after the
first step-up dose (43%) or the second step-up dose (19%), with 7% of patients having CRS after the first treatment dose
and 1.6% of patients after a subsequent dose. The median time to onset of CRS was 2 (range: 1 to 9) days after the most
recent dose, with a median duration of 2 (range: 1 to 19) days.

Clinical signs and symptoms of CRS may include, but are not limited to, fever, hypoxia, chills, hypotension, tachycardia,
headache, and elevated liver enzymes.

Initiate therapy according to the ELREXFIO step-up dosing schedule to reduce risk of CRS and monitor patients following
administration of ELREXFIO accordingly /see Dosage and Administration (2.2, 2.5)]. Administer pre-treatment
medications prior to each dose in the step-up dosing schedule to reduce risk of CRS /see Dosage and Administration

2.3)].
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Counsel patients to seek medical attention should signs or symptoms of CRS occur. At the first sign of CRS, evaluate
patients immediately for hospitalization. Manage CRS according to the recommendations and consider further
management per current practice guidelines. Withhold or permanently discontinue ELREXFIO based on severity
[see Dosage and Administration (2.5)].

ELREXFIO is available only through a restricted program under a REMS [see Warnings and Precautions (5.3)].
5.2 Neurologic Toxicity, Including Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS)
ELREXFIO can cause serious or life-threatening neurologic toxicity, including ICANS /[see Adverse Reactions (6.1)].

In the clinical trial, neurologic toxicity occurred in 59% of patients who received ELREXFIO at the recommended dosing
schedule [see Dosage and Administration (2.2)], with Grade 3 or 4 neurologic toxicity occurring in 7% of patients.
Neurologic toxicities included headache (18%), encephalopathy (15%), motor dysfunction (13%), sensory

neuropathy (13%), and Guillain-Barré Syndrome (0.5%).

In the clinical trial, ICANS occurred in 3.3% of patients who received ELREXFIO at the recommended dosing schedule
[see Dosage and Administration (2.2)]. Most patients had ICANS after the first step-up dose (2.7%), 1 (0.5%) patient had
ICANS after the second step-up dose and 1 (0.5%) patient had ICANS after subsequent dose(s). Recurrent ICANS
occurred in 1.1% of patients. The median time to onset was 3 (range: 1 to 4) days after the most recent dose, with a median
duration of 2 (range: 1 to 18) days. The most frequent clinical manifestations of ICANS included a depressed level of
consciousness and Grade 1 or Grade 2 Immune Effector Cell-Associated Encephalopathy (ICE) scores. The onset of
ICANS can be concurrent with CRS, following resolution of CRS, or in the absence of CRS.

Counsel patients to seek medical attention should signs or symptoms of neurologic toxicity occur. Monitor patients for
signs and symptoms of neurologic toxicities during treatment with ELREXFIO. At the first sign of neurologic toxicity,
including ICANS, evaluate and treat patients immediately based on severity. Withhold or permanently discontinue
ELREXFIO based on severity per recommendations [see Dosage and Administration (2.5)] and consider further
management per current practice guidelines.

Due to the potential for neurologic toxicity including ICANS, patients receiving ELREXFIO are at risk of depressed level
of consciousness. Advise patients not to drive or operate heavy or potentially dangerous machinery for 48 hours after
completing each of the 2 step-up doses and the first treatment dose within the ELREXFIO step-up dosing schedule and in
the event of new onset of any neurological toxicity symptoms until symptoms resolve [see Dosage and Administration

(2.2)].
ELREXFIO is available only through a restricted program under a REMS [see Warnings and Precautions (5.3)].
5.3 ELREXFIO REMS

ELREXFIO is available only through a restricted program under a REMS called the ELREXFIO REMS because of the
risks of CRS and neurologic toxicity, including ICANS [see Warnings and Precautions (5.1, 5.2)].

Notable requirements of the ELREXFIO REMS include the following:
e Prescribers must be certified with the program by enrolling and completing training.
e Prescribers must counsel patients receiving ELREXFIO about the risk of CRS and neurologic toxicity, including
ICANS, and provide patients with ELREXFIO Patient Wallet Card.
e Pharmacies and healthcare settings that dispense ELREXFIO must be certified with the ELREXFIO REMS
program and must verify prescribers are certified through the ELREXFIO REMS program.
e  Wholesalers and distributers must only distribute ELREXFIO to certified pharmacies or healthcare settings.

Further information about the ELREXFIO REMS program is available at www.ELREXFIOREMS.com or by telephone at
1-844-923-7845.
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5.4 Infections

ELREXFIO can cause severe, life-threatening, or fatal infections. In the clinical trial, in patients who received ELREXFIO
according to the recommended dosing schedule, serious infections, including opportunistic infections, occurred in 42% of
patients, with Grade 3 or 4 infections in 31%, and fatal infections in 7%. The most common serious infections reported
(>5%) were pneumonia and sepsis [see Adverse Reactions (6.1)].

Do not initiate treatment with ELREXFIO in patients with active infections. Monitor patients for signs and symptoms of
infection prior to and during treatment with ELREXFIO and treat appropriately. Withhold or permanently discontinue
ELREXFIO based on severity [see Dosage and Administration (2.5)]. Administer prophylactic antimicrobial and anti-viral
medications according to current practice guidelines. Consider treatment with subcutaneous or intravenous
immunoglobulin (IVIG) as appropriate.

5.5 Neutropenia

ELREXFIO can cause neutropenia and febrile neutropenia. In patients who received ELREXFIO at the recommended dose
in the clinical trial, decreased neutrophils occurred in 62% of patients, with Grade 3 or 4 decreased neutrophils in 51%.
Febrile neutropenia occurred in 2.2% of patients /see Adverse Reactions (6.1)].

Monitor complete blood cell counts at baseline and periodically during treatment. Provide supportive care according to
current practice guidelines. Monitor patients with neutropenia for signs of infection. Withhold ELREXFIO based on
severity [see Dosage and Administration (2.5)].

5.6 Hepatotoxicity

ELREXFIO can cause hepatotoxicity. In the clinical trial, elevated ALT occurred in 36% of patients, with Grade 3 or 4
ALT elevation occurring in 3.8%; elevated AST occurred in 40% of patients, with Grade 3 or 4 AST elevation occurring in
6%. Grade 3 or 4 total bilirubin elevations occurred in 0.5% of patients [see Adverse Reactions (6.1)]. Liver enzyme
elevation can occur with or without concurrent CRS.

Monitor liver enzymes and bilirubin at baseline and during treatment as clinically indicated. Withhold ELREXFIO or
consider permanent discontinuation of ELREXFIO based on severity [see Dosage and Administration (2.5)].

5.7 Embryo-Fetal Toxicity

Based on its mechanism of action, ELREXFIO may cause fetal harm when administered to a pregnant woman. Advise
pregnant women of the potential risk to the fetus. Advise females of reproductive potential to use effective contraception
during treatment with ELREXFIO and for 4 months after the last dose [/see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed elsewhere in labeling:

Cytokine Release Syndrome [see Warnings and Precautions (5.1)].
Neurologic Toxicity, Including ICANS [see Warnings and Precautions (5.2)].
Infections [see Warnings and Precautions (5.4)].

Neutropenia [see Warnings and Precautions (5.5)].

Hepatotoxicity [see Warnings and Precautions (5.6)].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in
practice.
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Relapsed/Refractory Multiple Myeloma

MagnetisMM-3

The safety of ELREXFIO was evaluated in MagnetisMM-3 [see Clinical Studies (14)]. The safety population described
(n = 183) includes patients who received the recommended dosage regimen of 12 mg subcutaneously on Day 1, 32 mg on
Day 4, and 76 mg once weekly starting on Day 8. Among patients who received ELREXFIO, 42% were exposed for

6 months or longer and 9% were exposed for one year or longer.

The median age of patients who received ELREXFIO was 68 years (range: 36 to 88 years); 48% were female; 61% were
White, 10% were Hispanic/Latino, 9% were Asian, and 6% were Black or African American.

Serious adverse reactions occurred in 68% of patients who received ELREXFIO at the recommended dosing schedule.
Serious adverse reactions in >2% of patients included pneumonia (25%), sepsis (13%), CRS (13%), upper respiratory tract
infection (4.4%), acute kidney injury (3.8%), urinary tract infection (3.3%), COVID-19 (3.3%), encephalopathy (3.3%),
pyrexia (2.2%), and febrile neutropenia (2.2%). Fatal adverse reactions occurred in 10% of patients including

pneumonia (3.3%), sepsis (2.7%), acute respiratory distress syndrome (0.5%), cardio-respiratory arrest (0.5%), cardiogenic
shock (0.5%), cardiopulmonary failure (0.5%), COVID-19 (0.5%), failure to thrive (0.5%), and pulmonary

embolism (0.5%).

Permanent discontinuations of ELREXFIO due to an adverse reaction occurred in 17% of patients. Adverse reactions
which resulted in permanent discontinuation of ELREXFIO in >2% of patients included septic shock (2.2%).

Dosage interruptions of ELREXFIO due to an adverse reaction occurred in 73% of patients. Adverse reactions which
resulted in dose interruptions of ELREXFIO in >5% of patients included neutropenia, pneumonia, COVID-19, upper
respiratory tract infection, thrombocytopenia, and anemia.

The most common adverse reactions (>20%) were CRS, fatigue, injection site reaction, diarrhea, upper respiratory tract
infection, musculoskeletal pain, pneumonia, decreased appetite, rash, cough, nausea, and pyrexia. The most common
Grade 3 to 4 laboratory abnormalities (>30%) were decreased lymphocytes, decreased neutrophils, decreased hemoglobin,
decreased white blood cells, and decreased platelets.

Table 8 summarizes adverse reactions in MagnetisMM-3.

Table 8. Adverse Reactions (>10%) in Patients with Relapsed or Refractory Multiple Myeloma Who Received
ELREXFIO in MagnetisMM-3

System Organ Class ELREXFIO
Preferred Term N=183
All Grades Grade 3 or 4

(%) (%)
Immune system disorders
Cytokine release syndrome 58 0.5
Hypogammaglobulinemia® 13 2.2%
General disorders and site administration conditions
Fatigue” 43 6"
Injection site reaction’ 37 0
Pyrexia 21 2.7%
Edema’ 18 1.1%
Gastrointestinal disorders
Diarrhea 36 1.1
Nausea 22 0
Constipation 15 0
Vomiting 14 0
Infections
Upper respiratory tract infection” 34 4.9
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Table 8. Adverse Reactions (>10%) in Patients with Relapsed or Refractory Multiple Myeloma Who Received
ELREXFIO in MagnetisMM-3

System Organ Class ELREXFIO
Preferred Term N=183
Pneumonia® 32 19
Sepsis® 15 11
Urinary tract infection” 12 4.4"
Musculoskeletal and connective tissue disorders

Musculoskeletal pain” 34 2.7
Metabolism and nutrition disorders

Decreased appetite 26 1.1
Skin and Subcutaneous Tissue disorders

Rash® 25 0
Dry skin 13 0
Skin exfoliation” 10 0
Respiratory, thoracic and mediastinal disorders

Cough” 24 0
Dyspnea” 15 3.3%
Nervous system disorders

Headache 18 0.5
Encephalopathy 15 2.7
Sensory neuropathy® 13 0.5"
Motor dysfunction’ 13 2.2%
Cardiac disorders

Cardiac arrhythmia® 16 2.2
Vascular disorders

Hemorrhage” 13 1.6
Psychiatric disorders

Insomnia 13 0
Injury, poisoning and procedural complications

Fall 10 0.5

Adverse reactions were graded based on CTCAE Version 5.0, with the exception of CRS, which was graded based on the ASTCT 2019 criteria.

*  Includes other related terms.

#  Only grade 3 adverse reactions occurred.

a. Pneumonia includes COVID-19 pneumonia, lower respiratory tract infection, lower respiratory tract infection viral, pneumocystis jirovecii
pneumonia, pneumonia, pneumonia adenoviral, pneumonia bacterial, pneumonia cytomegaloviral, pneumonia fungal, pneumonia influenzal,
pneumonia pseudomonal, pneumonia viral.

b. Sepsis includes bacteremia, device related bacteremia, device related sepsis, escherichia bacteremia, escherichia sepsis, klebsiella sepsis,
pseudomonal sepsis, sepsis, septic shock, staphylococcal bacteremia, staphylococcal sepsis, streptococcal sepsis, urosepsis.

c. Rash incudes erythema, palmar-plantar erythrodysesthesia syndrome, rash, rash erythematous, rash macular, rash maculo-papular, rash
pustular, symmetrical drug-related intertriginous and flexural exanthema.

d. Encephalopathy includes agitation, altered state of consciousness, cognitive disorder, confusional state, delirium, depressed level of
consciousness, disorientation, hallucination, lethargy, memory impairment, mental status changes, metabolic encephalopathy, somnolence,
toxic encephalopathy.

e. Sensory neuropathy includes burning sensation, dysesthesia, hypoesthesia, neuropathy peripheral, paresthesia, parosmia, peripheral
sensorimotor neuropathy, peripheral sensory neuropathy, polyneuropathy, sensory loss.

f.  Motor dysfunction includes ataxia, balance disorder, gait disturbance, motor dysfunction, muscle contracture, muscle spasms, muscular
weakness, peripheral motor neuropathy, peroneal nerve palsy, tremor.

Clinically relevant adverse reactions in <10% of patients who received ELREXFIO included ICANS, febrile neutropenia,
Guillain-Barré syndrome, abdominal pain, acute kidney injury, COVID-19, cardiac failure, congestion, and thrombosis.

Table 9 summarizes laboratory abnormalities in MagnetisMM-3.
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Table 9. Select Laboratory Abnormalities (=30%) That Worsened from Baseline in Patients with Relapsed or
Refractory Multiple Myeloma Who Received ELREXFIO in MagnetisMM-3*

. ELREXFIO"
Laboratory Abnormality All Grades (%) | Grade 3 or 4 (%)
Hematology
Lymphocyte count decreased 91 84
White blood cell decreased 69 40
Hemoglobin decreased 68 43
Neutrophil count decreased 62 51
Platelet count decreased 61 32
Chemistry
Albumin decreased 55 6
AST increase 40 6
Creatinine increased 38 33
Potassium decreased 36 8
ALT increase 36 3.8
Alkaline phosphatase increased 34 1.1
Creatinine clearance decreased 32 10

a. Laboratory tests were graded according to NCI-CTCAE Version 5.0.
b. The denominator used to calculate the rate varied from 181 to 183 based on the number of patients with a baseline value and at least one
post-treatment value.

7 DRUG INTERACTIONS

For certain CYP substrates, minimal changes in the concentration may lead to serious adverse reactions. Monitor for
toxicity or drug concentrations of such CYP substrates when co-administered with ELREXFIO.

ELREXFIO causes release of cytokines [see Clinical Pharmacology (12.2)] that may suppress activity of

cytochrome P450 (CYP) enzymes, resulting in increased exposure of CYP substrates. Increased exposure of CYP
substrates is more likely to occur after the first dose of ELREXFIO Day 1 and up to 14 days after the 32 mg dose on Day 4
and during and after CRS [see Warnings and Precautions (5.1)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Based on the mechanism of action, ELREXFIO may cause fetal harm when administered to a pregnant woman

[see Clinical Pharmacology (12.1)]. There are no available data on the use of ELREXFIO in pregnant women to evaluate
for a drug associated risk. No animal reproductive or developmental toxicity studies have been conducted with
ELREXFIO. Elranatamab-bcmm causes T-cell activation and cytokine release; immune activation may compromise
pregnancy maintenance. In addition, based on the finding of B-cell depletion in non-pregnant animals, elranatamab-bcmm
can cause B-cell lymphocytopenia in infants exposed to elranatamab-bcmm in-utero. Human immunoglobulin (IgG) is
known to cross the placenta after the first trimester of pregnancy; therefore, elranatamab-bcmm has the potential to be
transmitted from the mother to the developing fetus. Advise women of the potential risk to the fetus.

ELREXFIO is associated with hypogammaglobulinemia, therefore, assessment of immunoglobulin levels in newborns of
mothers treated with ELREXFIO should be considered.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
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8.2 Lactation

Risk Summary
There are no data on the presence of elranatamab-bcmm in human milk, the effects on the breastfed child, or the effects on

milk production. Maternal IgG is known to be present in human milk.

Because of the potential for serious adverse reactions in a breastfed child, advise women not to breastfeed during treatment
with ELREXFIO and for 4 months after the last dose.

8.3 Females and Males of Reproductive Potential
ELREXFIO may cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)].

Pregnancy Testing
Verify the pregnancy status of females of reproductive potential prior to initiating treatment with ELREXFIO.

Contraception
Females

Advise females of reproductive potential to use effective contraception during treatment and for 4 months after the last
dose of ELREXFIO.

8.4 Pediatric Use
The safety and effectiveness of ELREXFIO in pediatric patients have not been established.
8.5 Geriatric Use

Of the 183 patients with relapsed or refractory multiple myeloma treated with ELREXFIO in MagnetisMM-3 at the
recommended dosage, 62% were 65 years of age or older, and 19% were 75 years of age or older. No overall differences in
safety or effectiveness were observed in patients 65-74 years of age compared to younger patients. Clinical studies did not
include sufficient numbers of patients 75 years of age or older to determine whether they respond differently from younger
patients.

11 DESCRIPTION

Elranatamab-bcmm is a bispecific B-cell maturation antigen (BCMA)-directed CD3 T-cell engager. It is a bispecific,
humanized immunoglobulin 2-alanine (IgG2Aa) kappa antibody derived from two monoclonal antibodies (mAbs), an
anti-BCMA mAb and an anti-CD3 mAb. Each of these mAbs contributes one distinct heavy (H) chain and one distinct
light (L) chain to the bispecific elranatamab-bcmm. The resulting 4-chain bispecific antibody is covalently linked via five
inter-chain disulfide bonds. Elranatamab-bcmm is produced using two recombinant Chinese hamster ovary (CHO) cell
lines, one that contains the DNA encoding the sequence for anti-BCMA monoclonal antibody (mAb) and one that contains
the sequence for anti-CD3 mAb, which are grown separately in suspension culture using chemically-defined (CD),
animal-derived component-free (ACF) media. The molecular weight of elranatamab-bcmm is approximately 148.5 kDa.

ELREXFIO™ (elranatamab-bcmm) injection is a sterile, preservative-free, clear to slightly opalescent, and colorless to
pale brown liquid solution for subcutaneous administration. ELREXFIO (elranatamab-bcmm) is supplied at a
concentration of 40 mg/mL in either 76 mg/1.9 mL or 44 mg/1.1 mL single-dose vials. Each mL of solution contains
40 mg elranatamab-bcmm, edetate disodium (0.045 mg), histidine (1.12 mg), L-histidine hydrochloride monohydrate
(2.67 mg), polysorbate 80 (0.2 mg), sucrose (85 mg) and Water for Injection. The pH is 5.8.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Elranatamab-bcmm is a bispecific B-cell maturation antigen (BCMA)-directed T-cell engaging antibody that binds BCMA
on plasma cells, plasmablasts, and multiple myeloma cells and CD3 on T-cells leading to cytolysis of the
BCMA-expressing cells. Elranatamab-becmm activated T-cells, caused proinflammatory cytokine release, and resulted in
multiple myeloma cell lysis.

12.2 Pharmacodynamics

Cytokine Concentrations

Transient elevation of circulating cytokines 1L-2, IL-6, IL-8, IL-10, TNF-0, and IFN-y was observed at dosage levels of
30 ug/kg (0.03 times the approved recommended dosage) and above. After administration of the approved recommended
dosage of ELREXFIO, the highest elevation of cytokines was generally observed within 72 hours after first
elranatamab-bcmm dose at 12 mg on Day 1, and generally returned to baseline prior to the administration of the first full
dose 76 mg on Day 8.

12.3 Pharmacokinetics

Pharmacokinetic parameters are presented as geometric mean (coefficient of variation [CV]%) and are based upon
subcutaneously administered unless otherwise specified.

Elranatamab-bcmm exhibits dose proportional pharmacokinetics over dose range from 6 to 76 mg (0.079 to 1 times the
approved recommended dosage). Elranatamab-bcmm maximum concentration [33.6 mcg/mL (48%)] is achieved at the end
of weekly dosing regimen (i.e., at week 24 of 76 mg weekly dosing). Pharmacokinetic exposures are summarized for the
recommended dosage of ELREXFIO in Table 10.

Table 10. Pharmacokinetic Parameters of Elranatamab-bemm in Subjects with Relapsed or Refractory Multiple

Myeloma
Parameters
Tlmep()lnt Cavg Cmax Ctrough
(mcg/mL) (mcg/mL) (mcg/mL)
First full 76 mg dose 3.1 (94%) 3.8 (94%) 3.3 (102%)
End of weekly dose (week 24)* 32.7 (49%) 33.6 (48%) 31.2 (50%)
Steady state (biweekly dosing)*® 18.4 (57%) 20.1 (55%) 15.9 (64%)

a. In patients who have achieved a response.
b. Steady state exposure of elranatamab biweekly dose is approximated at week 48.

Absorption
The mean bioavailability of elranatamab-bcmm was 56.2% when administered subcutaneously. The median (min, max)

Tmax after elranatamab SC administration was 7 (3 to 7) days.

Distribution
The steady state volume of distribution of elranatamab-bcmm was 7.76 L (33%).

Elimination
The half-life of elranatamab-bcmm is 22 (64%) days at the 76 mg dosage, with clearance of 0.324 L/day (100%) following
24 weeks dosing.

Metabolism
Elranatamab-bcmm is expected to be metabolized into small peptides by catabolic pathways.
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Specific Populations

No clinically significant differences in the pharmacokinetics of elranatamab-bcmm were observed based on age (36 to
89 years), sex, race (White, Asian, or Black), body weight (37 to 160 kg), mild or moderate renal impairment (estimated
glomerular filtration rate [eGFR] by Modification of Diet in Renal Disease [MDRD] method: 30 to 89 mL/min), or mild
hepatic impairment (total bilirubin 1 to <1.5 x ULN or any AST greater than ULN).

The effects of severe renal impairment (¢GFR 15 to 29 mL/min), end-stage renal disease (¢GFR <15 mL/min), or moderate
to severe hepatic impairment (total bilirubin >1.5 times ULN and any AST) on the PK of elranatamab-bcmm are unknown.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and specificity of the assay.
Differences in assay methods preclude meaningful comparisons of the incidence of anti-drug antibodies in the studies
described below with the incidence of anti-drug antibodies in other studies, including those of elranatamab-bcmm or of
other elranatamab products.

In the MagnetisMM-3 study, of the 168 participant who received recommended step-up and full dosage of ELREXFIO for
up to 24 month and are evaluable for presence of ADA against elranatamab-bcmm, 8.9% (15/168) of patients tested
positive for anti-elranatamab-bcmm-antibodies. Among the 15 patients who tested positive for ADAs, 60% (9/15) tested
positive for neutralizing antibodies against elranatamab-bcmm. The effect of these antibodies on the pharmacokinetics,
pharmacodynamics, safety, and/or effectiveness of ELREXFIO products is unknown.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity or genotoxicity studies have been conducted with elranatamab-bcmm.

No animal studies have been performed to evaluate the effects of elranatamab-bcmm on fertility.
14 CLINICAL STUDIES

14.1 Relapsed or Refractory Multiple Myeloma

The efficacy of ELREXFIO monotherapy was evaluated in patients with relapsed or refractory multiple myeloma in an
open-label, single arm, multi-center study (MagnetisMM-3, NCT04649359). The study included patients who were
refractory to at least one proteasome inhibitor (PI), one immunomodulatory agent (IMiD), and one anti-CD38 monoclonal
antibody. MagnetisMM-3 included 123 patients naive to prior BCMA-directed therapy (pivotal Cohort A) and 64 patients
with prior BCMA-directed antibody drug conjugate (ADC) or chimeric antigen receptor (CAR) T-cell therapy (supportive
Cohort B). Patients had measurable disease by International Myeloma Working Group (IMWG) criteria at enrollment. The
study included patients with an Eastern Cooperative Oncology Group (ECOG) score of <2, adequate baseline bone marrow
(absolute neutrophil count >1.0 x 10%/L, platelet count >25 x 10°/L, hemoglobin level >8 g/dL), renal (CrCL > 30 mL/min),
and hepatic (AST and ALT <2.5 x ULN, total bilirubin <2 x ULN) function, and left-ventricular ejection fraction >40%.
Patients with a stem cell transplant within 12 weeks prior to enrollment and active infections were excluded from the study.

Eligible patients received subcutaneous administration of ELREXFIO at step-up doses of 12 mg on Day 1 and 32 mg on
Day 4 of treatment, followed by the first treatment dose of ELREXFIO (76 mg) on Day 8 of treatment. Thereafter, patients
received 76 mg once weekly. After 24 weeks, in patients who achieved an IMWG response category of partial response or
better with responses persisting for at least 2 months, the dose interval was changed from every week to every 2 weeks.

The 123 patients enrolled in pivotal Cohort A had received a median of 5 prior lines of therapy (range: 2 to 22).
Ninety-seven patients who were not exposed to prior BCMA-directed therapy and received at least four prior lines of
therapy comprised the efficacy population. Among the 97 patients in the efficacy population, the median age was 69
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(range: 46 to 89) years with 18.6% of patients >75 years of age. Forty percent were female; 59.8% were White, 13.4%
were Asian, 7.2% were Hispanic/Latino, 5.2% were Black or African American. Disease stage (R-ISS) at study entry was
20.6% in Stage I, 53.6% in Stage II, and 17.5% in Stage III. The median time since initial diagnosis of multiple myeloma
to enrollment was 79.6 (range: 16 to 228) months. 96.9% were triple-class refractory, and 94.8% were refractory to their
last line of therapy. 69.1% received prior autologous stem cell transplantation, and 7.2% received prior allogenic stem cell
transplantation. High-risk cytogenetics [t(4;14), t(14;16), or del(17p)] were present in 22.7% of patients. 34.0% of patients
had extramedullary disease at baseline by BICR.

Efficacy was based on response rate and duration of response (DOR), as assessed by BICR based on IMWG criteria.
Efficacy results from BCMA-directed therapy naive patients are shown in Table 11.

The median (range) time to first response (TTR) was 1.22 (0.9 to 6.5) months. With a median follow-up of 11.1 months
(95% CI: 10.6, 12.0) among responders, the DOR rate at 6 months was 90.4% (95% CI: 78.4%, 95.9%) and at 9 months
was 82.3% (95% CI: 67.1%, 90.9%).

Table 11. Efficacy Results from BCMA-directed Therapy Naive Patients

N=97
Objective Response Rate (ORR: sCR+CR+VGPR+PR), n (%) (95% CI) 56 (57.7%)
(47.3,67.7)
Complete response (CR) or better® 25 (25.8%)
Very good partial response (VGPR) 25 (25.8%)
Partial response (PR) 6 (6.2%)
Duration of Response (DOR) (months)
Median (95% CI) NR (12.0, NE)

Abbreviations: CI = Confidence interval; NR = Not reached; NE = Not estimable.
a. Complete response or better = Stringent complete response (sCR) + complete response (CR).

Among the 64 patients enrolled in Cohort B who previously received a PI, an IMiD, an anti-CD38 monoclonal antibody,
and a BCMA-directed therapy, 63 patients received at least four prior lines of therapy. Patients had received a median of
8 prior lines of therapy (range: 4 to 19); 73% and 32% received prior BCMA-directed ADC and CAR T-cell therapy,
respectively.

Confirmed ORR by BICR was 33.3% (95% CI: 22.0, 46.3). After a median (95% CI) follow-up of 10.2 (9.9, 11.0) months
among responders, median DOR was not reached (95% CI: NE, NE) and the DOR rate at 9 months was 84.3% (95% CI:
58.7,94.7).

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
ELREXFIO™ (elranatamab-bcmm) injection is a sterile, preservative-free, clear to slightly opalescent, and colorless to

pale brown liquid solution supplied as follows:
e One 76 mg/1.9 mL (40 mg/mL) single-dose vial in a carton. NDC: 0069-4494-02
e One 44 mg/1.1 mL (40 mg/mL) single-dose vial in a carton. NDC: 0069-2522-02

ELREXFIO is supplied in a single-dose glass vial sealed with a rubber stopper (not made of natural rubber latex) and an
aluminum seal with a flip-off cap.

Storage and Handling
Store refrigerated at 2 °C to 8 °C (36 °F to 46 °F) in the original carton until time of use to protect from light.
Do not freeze or shake the vial or carton.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
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Cytokine Release Syndrome (CRS)

Discuss the signs and symptoms associated with CRS, including fever, hypoxia, chills, hypotension, tachycardia, and
elevated liver enzymes. Advise patients to immediately contact their healthcare provider if they experience any signs or
symptoms of CRS. Advise patients that they will be hospitalized for 48 hours after administration of the first step-up dose,
and for 24 hours after administration of the second step-up dose [see Dosage and Administration (2.5), Warnings and
Precautions (5.1)].

Neurologic Toxicity, Including Immune Effector Cell-associated Neurotoxicity Syndrome (ICANS)

Discuss the signs and symptoms associated with neurologic toxicity, including ICANS, including headache,
encephalopathy, motor dysfunction, sensory neuropathy, and Guillain-Barré Syndrome. Advise patients to immediately
contact their healthcare provider if they experience any signs or symptoms of neurologic toxicity. Advise patients to refrain
from driving or operating heavy or potentially dangerous machinery for 48 hours after completing each of the 2 step-up
doses and the first treatment dose within the ELREXFIO step-up dosing schedule and in the event of new onset of any
neurological toxicity symptoms until symptoms resolve [see Dosage and Administration (2.5), Warnings and Precautions

(5.2)].

ELREXFIO REMS

ELREXFIO is available only through a restricted program called ELREXFIO REMS. Inform patients that they will be
given an ELREXFIO Patient Wallet Card that they should carry with them at all times and show to all of their healthcare
providers. This card describes signs and symptoms of CRS and neurologic toxicity, including ICANS which, if
experienced, should prompt the patient to immediately seek medical attention [see Warnings and Precautions (5.3)].

Infections
Discuss the signs and symptoms of infection [see Dosage and Administration (2.5), Warnings and Precautions (5.4)].

Neutropenia
Discuss the signs and symptoms associated with neutropenia and febrile neutropenia [see Dosage and Administration (2.5),

Warnings and Precautions (5.5)].

Hepatotoxicity
Advise patients that liver enzyme elevations may occur and that they should report symptoms that may indicate liver

toxicity, including fatigue, anorexia, right upper abdominal discomfort, dark urine, or jaundice /see Warnings and
Precautions (5.6)].

Embryo-Fetal Toxicity

Advise pregnant women and females of reproductive potential of the potential risk to a fetus. Advise females of
reproductive potential to inform their healthcare provider if they are pregnant or become pregnant. Advise females of
reproductive potential to use effective contraception during treatment with ELREXFIO and for 4 months after the last dose
[see Warnings and Precautions (5.7), Use in Specific Populations (8.1, 8.3)].

Lactation
Advise women not to breastfeed during treatment with ELREXFIO and for 4 months after the last dose [see Use in Specific
Populations (8.2)].

Manufactured by:
Pfizer Inc.

NY, NY 10001

US License No. 2001
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MEDICATION GUIDE
ELREXFIO™ (el-reks-fe-o)
(elranatamab-bcmm)
injection, for subcutaneous use

What is the most important information | should know about ELREXFIO?

ELREXFIO may cause serious side effects, including:

e Cytokine Release Syndrome (CRS). CRS is common during treatment with ELREXFIO and can also be serious,
life-threatening, or can lead to death. Tell your healthcare provider or get medical help right away if you develop
any signs or symptoms of CRS, including:

o fever of 100.4 °F (38 °C) or higher o headache

o trouble breathing o increased liver enzymes in your blood. See “What are the
o chills possible side effects of ELREXFIO?” for more information
o dizziness or light-headedness about the signs and symptoms of liver problems.

o fast heartbeat

Due to the risk of CRS, you will receive ELREXFIO on a “step-up dosing schedule” and should be hospitalized for

48 hours after the first “step-up” dose and for 24 hours after the second “step-up” dose of ELREXFIO.

o During the step-up dosing schedule:
= for your first dose, you will receive a smaller “step-up” dose of ELREXFIO on Day 1 of your treatment
= for your second dose, you will receive a larger “step-up” dose of ELREXFIO, which is usually given on Day

4 of your treatment
= for your third dose, you will receive the first full “treatment” dose of ELREXFIO, which is usually given on
Day 8 of your treatment

o If your dose of ELREXFIO is delayed for any reason, you may need to repeat the step-up dosing schedule.

o Before each dose of ELREXFIO you receive during the step-up dosing schedule, you will receive medicines to
help reduce your risk of CRS. Your healthcare provider will decide if you need to receive medicines to help
reduce your risk of CRS with future doses.

o See “How will | receive ELREXFIO?” for more information about how you will receive ELREXFIO.

¢ Neurologic problems. ELREXFIO can cause neurologic problems that can be serious or life-threatening. Tell your
healthcare provider or get medical help right away if you develop any signs or symptoms of neurologic problems,

including:

o headache o problems walking, muscle weakness, shaking

o agitation, trouble staying awake, confusion or (tremors), loss of balance, or muscle spasms
disorientation, seeing or hearing things that are o numbness and tingling (feeling like “pins and
not real (hallucinations) needles”)

o trouble speaking, thinking, remembering things, o burning, throbbing, or stabbing pain
paying attention, or understanding things o changes in your handwriting

e ELREXFIO is available only through the ELREXFIO Risk Evaluation and Mitigation Strategy (REMS) due to
the risk of CRS and neurologic problems. You will receive an ELREXFIO Patient Wallet Card from your
healthcare provider. Carry the ELREXFIO Patient Wallet Card with you at all times and show it to all of your
healthcare providers. The ELREXFIO Patient Wallet Card lists symptoms of CRS and neurologic problems. Get
medical help right away if you develop any of the symptoms listed on the ELREXFIO Patient Wallet Card.
You may need to be treated in a hospital.

Your healthcare provider will monitor you for signs and symptoms of CRS and neurologic problems during treatment
with ELREXFIO, as well as other side effects, and will treat you if needed. Your healthcare provider may temporarily
stop or completely stop your treatment with ELREXFIO if you develop CRS, neurologic problems, or any other side
effects that are severe.

If you have any questions about ELREXFIO, ask your healthcare provider.
See “What are possible side effects of ELREXFIO?” for more information about side effects.

What is ELREXFIO?
ELREXFIO is a prescription medicine used to treat adults with multiple myeloma who:

e have already received at least 4 treatment regimens, including a proteasome inhibitor, an immunomodulatory agent
and an anti-CD38 monoclonal antibody to treat their multiple myeloma, and

e their cancer has come back or did not respond to prior treatment.

1




It is not known if ELREXFIO is safe and effective in children.

Before receiving ELREXFIO, tell your healthcare provider about all of your medical conditions, including if you:
¢ have an infection.
e are pregnant or plan to become pregnant. ELREXFIO may harm your unborn baby.
Females who are able to become pregnant:
o Your healthcare provider should do a pregnancy test before you start treatment with ELREXFIO.
o You should use effective birth control (contraception) during treatment and for 4 months after your last dose of
ELREXFIO.
o Tell your healthcare provider right away if you become pregnant or think that you may be pregnant during
treatment with ELREXFIO.
e are breastfeeding or plan to breastfeed. It is not known if ELREXFIO passes into your breast milk. Do not
breastfeed during treatment and for 4 months after your last dose of ELREXFIO.
Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

How will | receive ELREXFIO?

e ELREXFIO will be given to you by your healthcare provider as an injection under your skin (subcutaneous
injection), usually in your stomach-area (abdomen). Your thigh or another area of your body may also be used.

e See “What is the most important information | should know about ELREXFIO?” for more information about
how you will receive ELREXFIO.

e After you receive your first full “treatment” dose, ELREXFIO is usually given 1 time each week through Week 24.
e Starting on Week 25, your future doses will usually be given 1 time every 2 weeks.

If you miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment. It is
important for you to be monitored closely for side effects during treatment with ELREXFIO.

What should | avoid while receiving ELREXFIO?

Do not drive, operate heavy or potentially dangerous machinery, or do other dangerous activities during treatment with

ELREXFIO:

o for 48 hours after completing each of the 2 doses of ELREXFIO that are part of the “step-up dosing schedule” and
your first full treatment dose, and

e atany time during treatment with ELREXFIO if you develop any new neurologic symptoms such as dizziness,
confusion, shaking (tremors), sleepiness, or any other symptom that impairs consciousness, until the symptoms go
away.

See “What is the most important information | should know about ELREXFIO?” for more information about signs

and symptoms of neurologic problems.

What are the possible side effects of ELREXFIO?
ELREXFIO may cause serious side effects, including:
e See “What is the most important information | should know about ELREXFIO?”
¢ Infections. Upper respiratory tract infections and pneumonia are common during treatment with ELREXFIO.
ELREXFIO can cause bacterial and viral infections that are severe, life-threatening, or that may lead to death.
o Your healthcare provider may prescribe medicines for you to help prevent infections and treat you as needed if
you develop an infection during treatment with ELREXFIO.
o Tell your healthcare provider right away if you develop any signs or symptoms of an infection during treatment
with ELREXFIO, including:
fever of 100.4 °F (38 °C) or higher = chest pain
chills = sore throat
cough = pain during urination
shortness of breath = feeling weak or generally unwell

e Decreased white blood cell counts. Decreased white blood cell counts are common during treatment with
ELREXFIO and can also be severe. Fever can happen with low white blood cell counts and may be a sign that you
have an infection. Your healthcare provider will treat you as needed.

e Liver problems. ELREXFIO can cause increased liver enzymes and bilirubin in your blood. These increases can
happen with or without you also having CRS. Tell your healthcare provider if you develop any of the following signs
or symptoms of liver problems:




o tiredness o dark urine
o loss of appetite o yellowing of your skin or the white part of
o pain in your right upper stomach-area (abdomen) your eyes

Your healthcare provider will check your blood and monitor you for signs and symptoms of these serious side effects
before you start and during treatment with ELREXFIO and may temporarily or completely stop treatment with
ELREXFIO if you develop certain side effects.

The most common side effects of ELREXFIO include:

e tiredness e decreased appetite
e injection site reaction, such as redness, itching, pain, e rash

bruising, rash, swelling, tenderness e cough
e diarrhea e nausea

e muscle and bone pain e fever

The most common severe abnormal lab test results with ELREXFIO include decreased white blood cells, red blood
cells, and platelets.

These are not all of the possible side effects of ELREXFIO.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of ELREXFIO.
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your
pharmacist or healthcare provider for more information about ELREXFIO that is written for health professionals.

What are the ingredients in ELREXFIO?

Active ingredient: elranatamab-bcmm

Inactive ingredients: edetate disodium, histidine, L-histidine hydrochloride monohydrate, polysorbate 80, sucrose, and
Water for Injection

Manufactured by: Pfizer Inc., NY, NY 10001

US License No. 2001

@Pﬁzer

Distributed by
Pfizer Labs

Division of Pfizer Inc.
New York, NY 10001

LAB-1551-1.0

For more information on ELREXFIO, go to www.ELREXFIO.com
For more information on Pfizer, go to www.Pfizer.com or call 1-800-438-1985

This Medication Guide has been approved by the U.S. Food and Drug Administration. Issued: August 2023
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3<,

b. L EEEDOEVERICESZUEZRE L, ICANSUSDFRICER LW & 2R 5,

c. HBEMNEEAHECTHRET Y =7 ¥ —HIlaBERE (ICE) Oz R TE 554, DTZiHMIT5 : &
Lk (B, A, B4, FRAEHERTE D =450 , @4 Boowik B KEH, Rv, REY) ©
LW EZFET D =380, FBRICEDY Bl NRAOEZAE T ZEW] 723 THZBALTEEZEESH
LTLEEEN) =14) , B (EEHRXFELZESZIENTED =14, BLOEE (10025107
OWNHZ D =140 . BEEARRET, ICERHli% £ TX 20 iA (7 L— K40OICANS) =041,

d. ICANSLADJRIRNZER L2VWERTH D Z &,

B 5 IEH% O AR OBBICE T A HEEFIHIZ DWW TS, Table 25RO Z &,

£ FTEVRAEZVUFREICHETIERITTRTC, TEIAL Y UERIIRSOERN 2T,

@

Table 5.  ICANSUANO#REFMEOEHIZEE 3 5 HESR IR

BI1ER HERE LB
fhiREEE 71— K1 o HRERFMEDOIERPMERKELIILET D F
(ICANSLIS}) T, ARENOEG & KT 5,

7L — 2 o FRBIEDIERN 7 L— F1LAFIC ik

7 L— K3 (9)%) 5ET, AFOFKGZ T 5,

o KFREIEEITOH,
7 L—R3 (F%) o AAHlIOEHEFIET D,
7 L— R4 o KFHEIE ENIRFREEUDHANRD D) %
119,

Table 6. ZODMOBIVERICK L THEIN 2 AEFE

BIVER HEE AL
MR FERRIWER | i EREA30.5 x 10%/LA o HFHEREAN0.5 x 10%LLL B2 72 D F TAA
[ Ot O % hlrd 50,
M DNHE FEEM: i R el E o  TFPEREAN x 10%LLL & 720, FEEGN
(5.5) =M ] 1159 % £ TARAIOE 5% F i3 50,
ANE 0B N8 g/dLAT o ~NEZ BBV gALU EIZR D ETAKA
O % hlrd 50,
I/ A3 25,000/ uL A o I/ ELA25,000/uLLL | & 72 Y, HILAS
M/ ER A325,000/uL~ RO NI L 72D FTAREIO B % Hilr
50,000/uLC HiIf & ££ 5 T 5b,
BYSER L O%F | 71— K3 o RIEHNZ L—FRILLFEIIR—RX T
DAt I MK 5 A ORBEICSET D ETARANOE G %
A REIE e HTg 50,
[B 5 L Ot
H EDIEE 7 L— K4 o  AKHlOEHHILEZKREFT 5,
(5.4, 5.6) , o  ARHIDOEHZFIELIAWEAIE, =®ITEH
HERN (6.1) N7 L— RILLFICESGET 2 £ TLAROR
ey B 5. (] KEND AT » FT v THE.
A a— VO Y) Rl 5,
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Table 6. ZODMOBIVERICK L THEIN 2 AEFE

| BIEA | B | i

a.  KEESNDSAMEITOAEFZILEMTER®E (NCI-CTCAE) FS5.0MIZHES<,
b.  BGIEH% OARK ORI T 2 HEEEIHIZ DWW CIY, Table2Z& D = &,

2.6. ARLE L OB 5 I A
AANIE TRERAITH Y, ERNEEFEOHRNKET D,
CRS B X OVICANS # & T eiR SO EE OIS OEEO =D, WUIRERA X v 7k X ObHE

O ERESe A T O EREFEED AR e R ET D Z& [BEHELL O Lo (5.1, 5.2)
2 .

AH) 76 mg/1.9 mL (40 mg/mL) /A 7L LN 44 mg/l.1 mL (40 mg/mL) 3o 7 ViE, BEH-Ai
DOARAE TR L L7 WRIRHE H ATRE 7RIS T 5,

AANTIE A~ OEA~DT NI AN E R T2 TH D, BRMERNTRER G A T4,
BERNTRL A3 L OB AR 72 W IAR 2 BIR CHERT 5, B FITR 3580 b =561%
BE LW L,

AFNTIERE RIS L0 B L ORE95 2 &,

KENDASAT T T EERERATHY, REFITEEN TR,

VRIS C T, UFORTRICHE > TAAIZ#HIS % (Table7 22 M) , AT v 77 v
HE1EREFAT 77 vy 7HE 2 121X 4 mg/1.1 mL (40 mg/mL) D H[E[$# 531 7 L 2
‘a_‘éo

Table 7. EHBEORE

WHE (mg) BEHBEOE
12 mg 0.3 mL
32 mg 0.8 mL
76 mg 1.9 mL

AN OO 2 G B DA T IV EETRIE [2°C~8°C (36°F~46°F) ] 72O H L, Hik
[15°C~30°C (59°F~86°F) ] 12T, ORI &,

AT L AROFERE B0GLLE) BXORY YL ol E IR h—ARpr— D>
VoD HNWT, KEIZ AL TANSLEREREIRS, BRIIFERETS,
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&5

FEER D K2 FRAMR (HELZEGHERAL) (ORI 2 MR- 2 &, HDHWIE, o (B : K
FBER) R FiEH LTH Ly,

BRgICRIE (2 b v—) , R, R, 5, R, B, G2rH55051%, TO5ATILEET
THEHT 2,

RGOS ) P ORE

WEBEOBGH YY) » VEEBIHH LW EE, Bk T 4 R[] 2°C~30°C (36°F~86°F) T
RETE D,

AR LUER

AANTIE O~ BIBAEHA~ DT NCAAXEZET DR TH Y, DT OARRH S

o HiEEH A 7 LH 76 mg/1.9 mL (40 mg/mL)
o HAE[F G4 7L 44 mg/1.1 mL (40 mg/mL)

4. %5

2L,

5. LB IR LEORE
5.1. %A b A VEHEBRE (CRS)

AFNE, CRS Z5|EE T HEEMENH VY, CRSIZAEMEZENTERIIHTICELIREENH D
[HERK (6.1) ZH]

BEIRERER TlE, R G R 7Y 2 — L CARBIDO G 25 T 1= BF D 58%IZ CRS NFH. L [
e i 2.2) M, BED A% T L — 1, 14%lC 7 L — K2, 0.5%IC7 L — K3 D
CRS NFHLLT-, BED 13%\THEE D CRS 238D Hiviz, 1FEAEORETIL1EEDA
ToTT v TEE (43%) FTRIE2EBEORT v T T v 7RG (19%) D% CRS 23%81 L,
T%DEETIL 1 BB OEAEHERE%, 1.6%0BE TILE D% OEEHIC CRS BNFREH LI,
CRS 8l £ COMMOHFRAEIL, EEOEENSH 2 H @ : 1~9 H) % THV, RO
hoefiEiX 2 B (#iPH : 1~19 H) Tho7=,

CRS DR R L OMERITIE, FEEL, (RMeFRAE, B, (RiLE, BUK, B KON L
ANEENDN, ZNHITRLARU,

CRS DY AV ZIKWT D7D, KENDAT v T T v TERE AT D 2 — Wit -> TG % Blih
L, AEIBEGZICEBEREETS=X ) TT 528 [HLE - HE 22, 2.5) 4], CRSDY
AY BRI T B2, AT v 7T v T ERERIIE R GRNCAR G217 2 & L - A
2.3) ZH]
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CRS DR ECITERDB IR LG E1L, BMOZRE2ZT 5 &0 BFHITHET 52 L, CRS
DEANDOEEDFRD BT RERT, ABEDOMEMEIZHSOWTELICEBE Z7HMEd 5, HEIEFIHEIC
W->TCRS ZEHL, BUTOBRIRITA RIA - T BMOEREZBET D, EEEITST
T, AR ORGETWEIIPILTD L k- HaE 2.5) 2/H]

AHKNET REMS IZiE > - AHIRE T v 75 A COREAFRETh D [ZEE 7 I ONMEH D) EE
(5.3) =]

52. T 7 = 7 X —Hia B E AR EIEEGAE (ICANS) % & tethiR it

AFNLICANS 250, EEREIIAEMEEG N THRFEEZSISER T ENDD [HEL
6.1) =H]

BEPERBR CIE, HER G A7 Y 2 — )V CAREI OG- %52 1 T2 B8 D 59% a2 385 L
[ - i 2.2) 2], BEDT%IT L— R 3 £721% 4 OMREMENRE LT, #RasEr:
ELTC, BEE (18%) , BE (15%) , EEjRERREE (13%) , BR==o—8uXF— (13%) B
FOFT - NU—JERERE (0.5%) DRD LT,

EEREER ClL, #ELER G5 A7 Y o — )V CARAI OG- % 51T T2 B3 D 3.3%IZ ICANS 3 FEEL L7
[ - i 2.2) 2], 1 ZFEAEDOBRETIZIRABORAT v 7T v FHE#IZ ICANS 235%
BHL 27%) , 16 (05%) TE2EIEORT v 77 v 7 EE%IZ, 16 (0.5%) TIXZEDOHD
BHA%IZ ICANS 238 BL L7, BE D 1.1%IZHEEIO ICANS 2353890 HiLiz, JEBLE TOHM D
O fElx, ELEOEENS3H @ 1~4 ) % THV, REMMOFRfEIT2 B (P
1~18 H) Th o7z, ICANS OERBEHRIERIL, BRIV OERTEITL—FR1 £ 71—
R2 0fET 7 = 7 2 —faEE (ICE) 227 Tho7-, ICANS L, CRS & [RIFEFEH4
LA, CRS OEIERIZHIET 254, CRS 2EbTICRIT L5501 H D,

TR FEME DB £ /I IEIR AT L 723580E, EMoRE2%10 5 k) BEICHRETLZ L,

AFN OG5 FL, #RFEEOBER XL OERICOWTEELE=Z ) /452 L, ICANS &
G AR DI A DA ZERD ST ST, EHICEEKE IS < Gl L OVE# 21T

9, HESRERIFICHE - - EHIEE IS &, ARl 2 hkrE i3 L % - HE 25) =
M, BUTOBIENA RTA N T2 BMOEREBETH &,

ICANS % & ek T E N BT B alBEMEDN B D 728, KRB GH-%521F 5 BEIITE®R L ~L
DIKTFDOIV RTINS D, AT v T T v TEGAr Y a—VHH (TR0L2HEOAT v
7y THEBIOWIREEH &) OFRRGO5E 7% 48 I, 3 L O MR 2N 7= (8B
L7 AIHEIR AT 5 £ T, HEIHEOEIRRR L OVEECHERE A BRIE L2V X 5 B
g T A S HE 2.2) H)

AHKNEI REMS IZiE > - AHIR T 2 75 A CORTHERHAIRETH D [ZE45 T OMEH | o)
(5.3) 2H]
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5.3. ELREXFIO REMS

AFE, CRS L OICANS Z &tk U 27 @7-%, REMS (ELREXFIO REMS) |
W-T-HEHEIR Y 0 7T ATORTHEHARETH D [BLELLOMRH EoME (5.1, 5.2) =
H]

o

ELREXFIO REMS CHHET R BRI TR H D

o WEFIX, BEBIONL—= T %ETTHIEIICED, 70/ T L0EEZIT
TFHUEZR S 720,

o WLFFIX, AFKIOE AT HHEFIZ CRS BLOICANS Z 5 To Rk EMED Y 2 7 #1{x
Z, ELREXFIO OEHEHER H — R 2 BA TR LR T 570,

o ARANZIITT HEFI L OEREFEENL, ELREXFIO REMS 7' 7' J ADOREE=TF, AL
55773 ELREXFIO REMS 7' 10 7' J ADFBEZZITTWD Z & 2R LTl 672
U,

o HIFEEFBIOVLHEESL, VI REEZITHEF I IXEEEEIC O AAHF 246G L
BT 5700,

ELREXFIO REMS 7' &2 7" F ADFEMIZ OV TIE, www.ELREXFIOREMS.com 705, F721X&ERE
(1-844-923-7845) TAFTZ 5,

5.4. JRYLIE

AENE, FEE, AME BT 3B RYYEZ 5| S E TR H 5, BIRRERT
1%, HESER G R ¥ o — VIt > TARBI OG- % 50T T2 B3 D 42%\2 B Fn Y % & T e B 7n
JERYSENFBLL, 31%I27 L— K 3 7213 4 DEYYE, T%ICEIEM 72 EYYEN RO bz, #H
HEINTEREEREGYE GEBLIEIE 5%LLE) 1%, Wik XOWMUWE Ch o7 [FERI
©6.1) =]

TREWERYYE 29 5 BEICIE, AROREEZBG LN &, AR GRS L O 5-H

I, EYYEOBER LOVERICOWTEEABE L, @MUITRFET 2 2 &, EEEIILUT,

AENOF G2 PWr £ 7213 k3252 & [ HE 25) 2], BUTOREIA K74 1T
Do THIHEIEB L OPLY A VA A TIMICEGET 5 2 &, REIZNLT, ®EI7/a70 0o
R EIITFRIRN B G- 2 a4 5 2 &

5.5. fF BRI E

AAN A P ERIAE RS I OFEBWEAF HHERIBVE 2 5 S e 2 3 m[REMEN & 5, BRARFER CHESEH
BORFN OG22 T T2 BE D 2%\ ERJ D 3B L, 51%I27 L— R 3 7213 4 O
ERIBVD DI IEER U=, BB D 22%IREWELF P ERIBIEN IR LT [HERES (6.1) 2]

N=RF A B LORGHITEMNICEnRKEET=2 ) 795 L, JUTORREIA K
TA NN THRRIEZAT O 2 &0 HFPERBAMEZ AT 2BHITHONVTIL, BEEDHIEE
T=Z VT H L, BIEEICRUT, ARloRkGE2PETD 28 UFk - d 25) =
]

o
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5.6. frEE

AFNIFEEE G SR TN S 5, BRFBR TIX, BED 36%I2 ALT #1, 3.8%I27
L— R 3 &E77=13 4O ALT B, 40%IZ AST B3, 6%Il2 7 L— R 3 £7213 4 ® AST #1, 0.5%
W27 L—R3 FT4 D EVLVE BN RIBL LT [FFK 6.1) 244] . FFEESEENT
CRS LRIFFIZHRBLTHZ L0 H D,

NR—2 T A VB LT ORESETIIEER FOMEVEIZ ST CHBERS LU v E v 2E=X )
ITHZ e, BIEEIONUT, AFREORErE Tk 2 med a2 H% - HE 2.5)
2]

5.7. & - JRIREM:

TERBEFICHE S < &, AR 2254 25 L RIRICEZ LT AREMDR & 5, Em i iTa R
(ZHRFT DIMEY 27 2142 2 &, IR AR ZMEIT LTI, AR OG- Hi LU 544
T4 ARIEY LB ZAT O X OB S 5 2 & [HRELN~DORYS 8.1, 83) =

W

o

6. B EX
UTOHFERRIZOWTIE, I CEOMIETIRARS,

o YA MUA UIRHYERRE [ L O LOMEE (5.1) 2]
o ICANS ZF etk it [ZHL L OMEH Lo E (5.2) ZH]
o RYYE [EBHB LM EoEE (.4) BH]

o WFHERIUDIE [BES L O EorE (5.5) 26

o WFEME [BELLOMWEN EoME (5.6) /]

6.1. HRPRERBRBE

BRRTRER IR 2 e S T TR S D720, & 2 HHF ORFIRRER TR0 b 2 FEIEH DR HE
BE, B ORI OERABR TORBRIE & EHZLR T 5 Z LIITEY, FLDRETROLND
FEEENG 2 SR L2 W ATRENEDN 8 %

PR3 & 7o (3R R SV B B

MagnetisMM-3 7%

AFHN DLV % MagnetisMM-3 FRBR CRE L7 [Bikatlt (14) M) o VRN R EH]

(183 B) (2T 1 A HIZ 12mg, 4 AHIZ32mg, 8 H HELREIZ 76 mg 23 1 [RIE #5535 HEdd
BEVOAORGZZTLBENGEND, AROREGEZTTBED D5, 42%0 6 1 AL
B, 9%08 1 UL B 52T T,
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AHN OG- % 50T T2 BE OFEMmO P IAEIL 68 i (FPH : 36~88 %) TH Y, 48%»N &M, 61%
BDEN, 10%NBEe 2= 7/ FT 0%, %R T TN, 6%NENTT7VIRT AV HANT
o7,

HELERe 52 5 2 — )V CARBN OB 5% 52 T T2 BE D 68% \CEE A ESN B LT, 2%% i@
25 BEICHE SN EELRAEROMIME (25%) , BuiiE (13%) , CRS (13%) , LF&%GHE
Y (4.4%) , SMEERESE (3.8%) , R (3.3%) , COVID-19 (3.3%) , MiE

(3.3%) , FEN (22%) I L OFBPELFHEEAE (2.2%) THhoTo, BED 10%IZEFERI 72
BERSHFEHL, WNiRITE 33%) , BiE (2.7%) , 2AVEMEREsaEmRE (0.5%) , O
fiits 1k (0.5%) , DFEMET a v 27 (05%) , DA 4 (0.5%) , COVID-19 (0.5%) , BEAE
(0.5%) XL OWHFERIE (0.5%) TH o7z,

BED 1T% 0B ERISC L VAR OB G20 LT, 2% 52 B2 5EFETCAFOE R IEICE S
FAEERSL, BUEES 32 v 27 22%) ThoT-,

HBE D B3%NAERSC L O ARFN OB 2k L=, BED 5%8 CARIOR G h W E -7 F
EIIE, FPERME, 28, COVID-19, EXGERYE, [Mm/MBIMER L OE I THh- 7=,

FEREEKL CGEBEIEG 20%LL E) 1%, CRS, %, ESHEBALISG, TH, bEXGEY:, e
¥edm, Mg, BEBELEE, 35, Wk, BLBIORATHH-7Z, T L— F 3~4 OIEKEBAE
fESEE EEEIA 30%LL L) 13V v RERd, fFhEkED, ~e7 v e @ld, Ak ks
L O/ MR T - 7=,

MagnetisMM-3 5Bk THEL L 72 A FH UG % Table 8 (22K 5,

Table8.  MagnetisMM-3 BER CAK| DOH 52321 2B E 2 I3ER L R FHIERE 1T
RALTAERG (BEEE 10%2L 1)

FEBIRGHE A
HEARZE N =183
/A% JV—FR3%FkiT4

(%) (%)
YA N B A R IEERE 58 0.5
Ky 707U gE* 13 2.2¢
—i - £FEER X OS50
DIRKRE
o 43 6"
S RO 37 0
&N 21 2.7
T AET 18 1.1#
BBEE
T 36 1.1#
EV 22 0
XA 15 0
M - 14 0
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Table8.  MagnetisMM-3 BB CAK| OH 5% 31T - BR E 72138 E L R FHIERE I
R LTAERG (BBEE 10%2L 1)

FEBIXRGHE AH
HEARZE N =183
/A% JV—FR3%FkiT4

(%) (%)
RRYIE
AR 34 4.9
fitiZs 2 32 19
FAC I © 15 11
PR Y 12 4.4%
HEERE X O ARREE
S 34 2.7%
KRR L OREEE
BBRIHE 26 1.1#
B2 E X OV FREAR R E
95 c 25 0
B G w5 13 0
B & FI 10 0
R R, MIERE K OWERREE
I ik 24 0
R [ 15 3.3%
PRRREE
SR 18 0.5
bdgiE d 15 2.7
JE = 2 —m F—e 13 0.5%
TEE AR E 13 2.20%
DfigfEE
S A 16 2.2
& EE
H i 13 1.6
ErpREE
ANRSE 13 0
BE, hELSIONEAPHE
HAAE) 10 0.5

HEREDZ L — RiX CTCAE 5 5.0 HRIZFESW T L7z, 72721, CRS O & ASTCT 2019 OFEHEZ IS0

THFELT,

*  ZOMoOBETIHEEED D,

# TRTTL—FR3,

a. Mg, COVID-19 Jifids, FEEmYL, wA LA FRERYL, —a—FPAF R « f BT 1 ik,
fitige, 7T ) UANVAERS, MEMERZ%, A b AT a AL AERR, BN, ATy
P, v =— REFTREME, TANVAEMRBEEND,

b, BUMSEIZIE, BEfE, B RME, RSB RUnE, KW VR E, RBEPERIE,
7 V7 v I WMIE, v — REFAMRUIE, BuiE, BUEMSES 2 v 7, 7 8o ERE MR IE,
7 RO EREMERUAE, LoD EREMERUME, JRESMEMEN S E D,

c. FBITIX, ALEE, FE - RERBRHRASIEGER, 2, ABEMERE, BRRKZE, BRRTERES, 1B
JEPERS, *ERMESRAME R X VBB RIB & £ D,
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Table8.  MagnetisMM-3 BRER CAK| OHR 52321 2B E I TER L R FHIERE T
R LTAERG (BBEE 10%2L 1)

FEBIXRGHE AH
HEARZE N =183
/A% JV—FR3%FkiT4
(%) (%)

d. BAEICIE, Pl ERRZEACIRER, RRANREE, SEELIRRE, ¥R, BRkLVLVOIKTE, KRRMEEE, 2R, vE

W, FEAEREE, FHRRELIL,

HIERE, R, hEMERES S Eh D,

e. BRE==a—u"F—l2i, WBUR, RERGE, B, REtE=2—u o F—, BRI, BIEHRA,

KRR BB = = — 1 ST —, KRR = =

%

—uAF—, FR=a—m AT, BREMEDNEER

. EBMERERRTE I, EBGH, PR, SMTIETE, EBKERTE, i, P, SR, KRR
PEES) = 2 — a3 F—, PEEhRRE, RN S END,

ARFNOFE G- 25T T2 BE D 10%AE I ZFR O B IV BRRANC B G E L, ICANS, FEEE
IR ERE, X7 0 « NU—JEBERE, 189, AMEREE, COVID-19, A4S, 9 ->IMBLW,

MmARFETH o7z,

Table 9 |Z, MagnetisMM-3

PR T2 O T BRI AL S & &2 240 5.

Table9.  MagnetisMM-3 REX CAK| OF 5-% 31T - BR E 72 13TERE L BB IERE I
BIFHRX—R 74 VnbBEL LT EEDBKRREERTY (REREHE230%) °

At Al b
BB R R 27 V—F (%) | JU—FK3EkT4 (%)
MRFRIRE
U oREREE D 91 84
1 Bk ek 69 40
~NES TR 68 43
I TP BR S ) 62 51
1/ N 61 32
EFERE
TNT I 55 6
AST #80 40 6
s VT F=rv b5 38 3.3
VRN ) 36 8
ALT #4701 36 3.8
TIHVKRART 7 X —PHE 34 1.1
pilll
JVTF=r 2 UT T 32 10
A Pk

a.  ERPRMEEIX NCI-CTCAE % 5.0 iU HE > TR L 7=,
b. N—=RTALOWWEMBIODRL L 1 DIFREHEONEMEN D 5 BERERNGE LT-T-D, FIHE|
AOEEIZHANZS R 181~183 Bl TH 5,
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7. W EEH
—EDF 7 —2 P450 (CYP) HEE TIX, b I REEOTINEELRAE NN &K
THREEMEDN D D, AR LTI, CYP RE OB E-ITBEL =X L7 T5H &,

KNIV A N IA O EIEE T [HFFERE (12.2) 4] , VA N4 13 CYP BER
OIEMEZIHI L, FERE U TAKNT CYP E ORFE 2S5 /fEERH 5, CYP BE D
PR EOHINL, AFlowEEs (1 BH) 725 32mg#5 (4 HH) © 14 B4 £ TOMIZ,
B L OVCRS OIH 72 S ONTIIBZITAE U D ATREMEN L 0 @V [ZEE5B L OMEH FOEE
G.1) 7.

8. KRR EEF ~D# 5

8.1. iE4E

U 27 OB

AFNIIER IR G LT2E, TOEAEEN ORI ELZ KT TREEN S 5 [
(12.1) M) . AFNOEIRF OB T 2FAN DOV 27 12OV TR L7=T7 — X 13720, &K
% N T AR TR A TR ERRBR I3 520 S T2, ARFNT T il 215 b LT A b A Vi
HZET 28, S DOIRMEITEIROFRGIE A7 O TRetEn’ & 5, F7=, FEEIRE C B My
BRI TEY, FENTAFNCIESE L7~ HAERIZAFNCEE L7 B Y o SERRUE
ERBTAHAREMERD S, b Mg a7 Y v (IgG) 1%, fEIRE 1| =M% I BmEEtEN H
HZEMMBNT WD, LI > T, AKFNTRHA SR IRICBITT 2 A ReMn H 5, &ihicix
JEIRICHT DI (E Y A7 B+ 5 2 &,

AENIEy 707 ) VIJEZBI SR Z T Z LD D720, AAIZEKG LI G HA L7208
ARORE T 07 ) AEOREZ BT L5 L,

KEO— LR TORBERIICHER SNIERICBW T, BERAERMEREBR X OWEOHEE X
NOERY AZIE, EREI 2%~4%3 KO 15%~20%Th 5,

8.2. 3.
Y 27 DS

AFNDE I A~DOBLIT, WER~OEEL L O EEIC R ET BT T — 21378
W, B MIBWTEHAD IgG IZHHFICBIT T2 Z Enmboin T s,

HE IR EERRWERA N T DA REMEN H D720, MEICIIARF O G F B L O EK& T
4 5 AR L2WE S ictgE+ 4 b

8.3. AHEER AT H B L
KFNDIFIF~DOF51%, BRICEL RITTRIREMEN G D [FEHREM~DRL (8.1) M

PENRAR AT
PERATREZR ZCMEIT R LTI, AR OG- 2 Fba 4 DN IIRO A AR5 2 &,
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RELTYE

prgia

AR RTRE 722 PRIz %t LT, AR OGP L O G TH 4 » ABNITEY 72058821795 X 9
BE45Z L,

8.4. /NERE~DOEE

INREBEICB T D ABN O L EVER X OHE IS STV R0,

8.5. BimE ~DOF5-

MagnetisMM-3 #RER CAFIOHESEH B O B G- %5 1T 72 %68 F 72 13RI 2 38 M B AE FE S 183 14
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ANNEXI

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

ELREXFIO 40 mg/mL solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

ELREXFIO 40 mg/mL solution for injection
Each single-dose vial contains 44 mg of elranatamab in 1.1 mL (40 mg/mL).
Each single-dose vial contains 76 mg of elranatamab in 1.9 mL (40 mg/mL).

Elranatamab is an IgG2 kappa bispecific antibody derived from two monoclonal antibodies (mAbs),
an anti-BCMA mAb and an anti-CD3 mAb. Elranatamab is produced using two recombinant Chinese
Hamster Ovary (CHO) cell lines.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection (injection).

The solution is clear to slightly opalescent, colourless to pale brownish liquid solution with a pH of 5.8
and osmolarity of approximately 301 mOsm/L (40 mg/mL solution for injection).

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

ELREXFIO is indicated as monotherapy for the treatment of adult patients with relapsed or refractory
multiple myeloma, who have received at least three prior therapies, including a proteasome inhibitor,
an immunomodulatory agent, and an anti-CD38 monoclonal antibody, and have demonstrated disease
progression on the last therapy.

4.2 Posology and method of administration

Treatment with ELREXFIO should be initiated and supervised by physicians experienced in the
treatment of multiple myeloma.

ELREXFIO should be administered by a healthcare provider with adequately trained medical
personnel and appropriate medical equipment to manage severe reactions, including cytokine release
syndrome (CRS) and immune effector cell-associated neurotoxicity syndrome (ICANS)

(see section 4.4).

Posology

Recommended dosing schedule

The recommended dosing schedule for ELREXFIO is provided in Table 1. The recommended doses of
ELREXFIO subcutaneous (SC) injection are step-up doses of 12 mg on Day 1 and 32 mg on Day 4
followed by a full treatment dose of 76 mg weekly, from week 2 to week 24.



For patients who have received at least 24 weeks of treatment with ELREXFIO and have achieved a
response, the dosing interval should transition to an every two-week schedule.

Treatment with ELREXFIO should be continued until disease progression or unacceptable toxicity.

Pre-treatment medicinal products should be administered prior to the first three doses of ELREXFIO
in the dosing schedule, which includes step-up dose 1 (12 mg), step-up dose 2 (32 mg), and the first
full treatment dose (76 mg) as described in Table 1 (see below).

ELREXFIO should be administered subcutaneously according to the step-up dosing schedule in

Table 1 to reduce the incidence and severity of CRS and ICANS. Due to the risk of CRS and ICANS,
patients should be monitored for signs and symptoms for 48 hours after administration of each of the
2 step-up doses within the ELREXFIO dosing schedule and instructed to remain within proximity of a
healthcare facility (see section 4.4).

Table 1.

ELREXFIO dosing schedule

Dosing schedule Week/Day Dose
) Week 1: Day 1 Step-up dose 1 12 mg SC
Step-up dosing®®
Week 1: Day 4 Step-up dose 2 32 mg SC
Weekly dosing®©4 Week 2-24: Day 1 Full treatment dose 76 mg SC once weekly
. de ) 76 mg SC once every two
Every 2 weeks dosing® Week 25 onward: Day 1 | Full treatment dose weeks

Abbreviation: SC=subcutaneous.

Pre-treatment medicinal products should be administered prior to the first three doses of ELREXFIO.
A minimum of 2 days should be maintained between step-up dose 1 (12 mg) and step-up dose 2 (32 mg).
A minimum of 3 days should be maintained between step-up dose 2 (32 mg) and the first full treatment (76 mg) dose.

For patients who have achieved a response.
ote: See Table 2 for recommendations on restarting ELREXFIO after dose delays.

a.
b.
c.
d. A minimum of 6 days should be maintained between doses.
e.
N

Missed doses

If a dose of ELREXFIO is missed, the dose should be administered as soon as possible, and the dosing
schedule should be adjusted as needed to maintain the dosing interval as needed (see Table 1).

Recommended pre-treatment medicinal products
The following pre-treatment medicinal products should be administered approximately 1 hour prior to
the first three doses of ELREXFIO in the dosing schedule, which includes step-up dose 1, step-up
dose 2, and the first full treatment dose as described in Table 1 to reduce the risk of CRS (see section

4.4):

e paracetamol 500 mg orally (or equivalent)
e dexamethasone 20 mg orally or intravenously (or equivalent)
e diphenhydramine 25 mg orally (or equivalent)

Restarting ELREXFIO after dose delay

If a dose of ELREXFIO is delayed, therapy should be restarted based on the recommendations listed
in Table 2, and ELREXFIO should be resumed according to the dosing schedule (see Table 1).

Pre-treatment medicinal products should be administered as indicated in Table 2.

Table 2.

Recommendations for restarting therapy with ELREXFIO after dose delay

Last administered dose

Duration of delay from the
last administered dose

Action

Step-up dose 1

Any duration

Restart ELREXFIO at Step-up
dose 2 (32 mg).* If tolerated,
increase to 76 mg 4 days later.




Step-up dose 2 More than two weeks Restart ELREXFIO at Step-up
dose 2 (32 mg).* If tolerated,
increase to 76 mg 1 week later.
Any full treatment dose More than four weeks Restart ELREXFIO at Step-up
dose 2 (32 mg). If tolerated,

increase to 76 mg 1 week later.
a. Pre-treatment medicinal products should be administered prior to the ELREXFIO dose.

Dose modifications for ELREXFIO
Dose reductions of ELREXFIO are not recommended.

Dose delays may be required to manage toxicities related to ELREXFIO (see section 4.4).
Recommendations on restarting ELREXFIO after a dose delay are provided in Table 2.

See Tables 4 and 5 for recommended actions for adverse reactions of CRS and ICANS, respectively
(see section 4.4).

See Table 3 for recommended actions for other adverse reactions following administration of
ELREXFIO.

Table 3. Recommended dose modifications for other adverse reactions
Adverse reactions Severity Actions
Haematologic Adverse Absolute neutrophil count e Withhold ELREXFIO until absolute
Reactions less than 0.5 x 10°/L neutrophil count is 0.5 x 10°/L or
(see section 4.8) higher.®

Febrile neutropenia e  Withhold ELREXFIO until absolute

neutrophil count is 1 x 10%/L or higher
and fever resolves.”

Haemoglobin less than e  Withhold ELREXFIO until

8 g/dL haemoglobin is 8 g/dL or higher.”
Platelet count less than e  Withhold ELREXFIO until platelet
25 000/mcL count is 25,000/mcL or higher and no

evidence of bleeding.’
Platelet count between

25 000/mcL and

50 000/mcL with bleeding

Other Non-haematologic | Grade 3 or 4 e Withhold ELREXFIO until recovery to

Adverse Reactions® Grade 1 or less or baseline.’

(see section 4.8) e Permanently discontinue if recovery
does not occur.

a. Based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI-CTCAE), Version 5.0.

b. See Table 2 for recommendations on restarting ELREXFIO after dose delays (see section 4.2).

Special populations

Elderly (65 years of age and older)
No dose adjustment is necessary (see sections 5.1 and 5.2).

Renal impairment
No dose adjustment is recommended in patients with mild to moderate renal impairment. ELREXFIO
has not been studied in patients with severe renal impairment (see section 5.2).

Hepatic impairment
No dose adjustments are required for mild hepatic impairment. The effects of moderate to severe

hepatic impairment on the pharmacokinetics of elranatamab have not been studied (see section 5.2).

4



Paediatric population

There is no relevant use of ELREXFIO in the paediatric population (below 18 years of age) for the

treatment of multiple myeloma.

Method of administration
ELREXFIO is for subcutaneous injection only.

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

4.3 Contraindications

Hypersensitivity to the active substance 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 medicinal product should be clearly recorded.

Cytokine release syndrome (CRS)

CRS, including life-threatening or fatal reactions, may occur in patients receiving ELREXFIO.

Clinical signs and symptoms of CRS may include, but are not limited to, fever, hypoxia, chills,
hypotension, tachycardia, headache, and elevated liver enzymes.

Therapy should be initiated according to ELREXFIO step-up dosing schedule to reduce risk of CRS
and patients should be monitored following administration of ELREXFIO accordingly. Pre-treatment
medicinal products should be administered prior to the first three doses of ELREXFIO in the dosing

schedule to reduce risk of CRS (see section 4.2).

Patients should be counselled to seek medical attention should signs or symptoms of CRS occur.

Management of cytokine release syndrome

CRS should be identified based on clinical presentation. Patients should be evaluated and treated for

other causes of fever, hypoxia, and hypotension.

At the first sign of CRS, ELREXFIO should be withheld and patients should be immediately evaluated
for hospitilisation. CRS should be managed according to the recommendations in Table 4 and further
management should be considered per local institutional guidelines. Supportive therapy for CRS
(including but not limited to anti-pyretic agents, intravenous fluid support, vasopressors, IL-6 or IL-6
receptor inhibitors, supplemental oxygen, etc.) should be administered as appropriate. Laboratory
testing to monitor for disseminated intravascular coagulation (DIC), haematology parameters, as well
as pulmonary, cardiac, renal, and hepatic function should be considered.

Table 4. Recommendations for management of CRS
Grade? Presenting symptoms Actions
Grade 1 Temperature >38 °C° e  Withhold ELREXFIO until CRS resolves.

Grade 2 Temperature >38 °C with either:

e Hypotension responsive to fluid
and not requiring vasopressors,
and/or

e Withhold ELREXFIO until CRS resolves.*

e Monitor patients daily for 48 hours following the
next dose of ELREXFIO. Instruct patients to
remain within proximity of a healthcare facility.




Table 4.

Recommendations for management of CRS

e Oxygen requirement of
low-flow nasal cannulad or
blow-by

e Hypotension requiring multiple
vasopressors (excluding
vasopressin), and/or

Oxygen requirement of positive

pressure (e.g., continuous positive

airway pressure [CPAP], bilevel
positive airway pressure [BiPAP],
intubation, and mechanical
ventilation)

Grade 3 Temperature >38 °C with either: Withhold ELREXFIO until CRS resolves.¢
(First e Hypotension requiring one Provide supportive therapy, which may include
occurrence) vasopressor with or without intensive care.
vasopressin, and/or Monitor patients daily for 48 hours following the
e  Oxygen requirement of next dose of ELREXFIO. Instruct patients to
high-flow nasal cannula, remain within proximity of a healthcare facility.
facemask, non-rebreather mask,
or Venturi mask
Grade 3 Temperature >38 °C with either: e Permanently discontinue therapy with ELREXFIO.
(Recurrent) | o  Hypotension requiring one e Provide supportive therapy, which may include
vasopressor with or without intensive care.
vasopressin, and/or
e Oxygen requirement of
high-flow nasal cannula?,
facemask, non-rebreather mask,
or Venturi mask
Grade 4 Temperature >38 °C with either: e Permanently discontinue therapy with ELREXFIO.

Provide supportive therapy, which may include
intensive care.

a. Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading for CRS.

b. Attributed to CRS. Fever may not always be present concurrently with hypotension or hypoxia as it may be masked by
interventions such as antipyretics or anti-cytokine therapy.

c. See Table 2 for recommendations on restarting ELREXFIO after dose delays.

d. Low-flow nasal cannula is <6 L/min, and high-flow nasal cannula is >6 L/min.

Neurologic toxicities, including ICANS

Serious or life-threatening neurologic toxicities, including ICANS, may occur following treatment
with ELREXFIO.

Patients should be monitored for signs and symptoms of neurologic toxicities during treatment with

ELREXFIO.

Patients should be counselled to seek medical attention should signs or symptoms of neurologic

toxicity occur.

Due to the potential for ICANS, patients should be advised not to drive or operate heavy or potential
dangerous machinery during the ELREXFIO step-up dosing schedule and for 48 hours after
completing each of the 2 step-up doses within the ELREXFIO dosing schedule and in the event of new
onset of any neurological symptoms (see sections 4.2 and 4.7).

Management of neurologic toxicities




At the first sign of neurologic toxicity, including ICANS, ELREXFIO should be withheld and
neurology evaluation should be considered. Other causes of neurologic symptoms should be ruled out.
Patients should be immediately evaluated and treated based on severity. Supportive therapy, which
may include intensive care, for severe or life-threatening neurologic toxicities, should be provided.
General management for neurologic toxicity (e.g., [ICANS) is summarised in Table 5. Patients who
experience Grade 2 or higher ICANS with the previous dose of ELREXFIO should be instructed to
remain within proximity of a healthcare facility and be monitored for signs and symptoms daily for
48 hours following the next dose.

Table 5. Recommendations for management of ICANS
Grade® Presenting symptoms® Actions
Grade 1 ICE score 7-9¢ o Withhold ELREXFIO until ICANS resolves.*

e  Monitor neurologic symptoms and consider
Or depressed level of consciousness: consultation with a neurologist and other
awakens spontaneously. specialists for further evaluation and management.

e Consider non-sedating, anti-seizure medicinal
products (e.g., levetiracetam) for seizure
prophylaxis.

Grade 2 ICE score 3-6¢ o Withhold ELREXFIO until ICANS resolves.*
e Administer dexamethasone® 10 mg intravenously
Or depressed level of consciousness®: every 6 hours. Continue dexamethasone use until
awakens to voice. resolution to Grade 1 or less, then taper.
e Monitor neurologic symptoms and consider
consultation with a neurologist and other
specialists for further evaluation and management.
e Consider non-sedating, anti-seizure medicinal
products (e.g., levetiracetam) for seizure
prophylaxis.
e  Monitor patients daily for 48 hours following the
next dose of ELREXFIO. Instruct patients to
remain within proximity of a healthcare facility.
Grade 3 ICE score 0-2¢ e Withhold ELREXFIO until ICANS resolves.*
(First e Administer dexamethasone’ 10 mg intravenously
occurrence) | or depressed level of consciousness®: every 6 hours. Continue dexamethasone use until
awakens only to tactile stimulus, resolution to Grade 1 or less, then taper.
e  Monitor neurologic symptoms and consider
or seizures’, either: consultation with a neurologist and other
e any clinical seizure, focal or specialists for further evaluation and management.
generalised, that resolves rapidly, | e  Consider non-sedating, anti-seizure medicinal
or products (e.g., levetiracetam) for seizure

e non-convulsive seizures on prophylaxis.
clectroencephalogram (EEG) that | o Provide supportive therapy, which may include
resolve with intervention, intensive care.

e Monitor patients daily for 48 hours following the
or raised intracranial pressure: next dose of ELREXFIO. Instruct patients to
focal/local oedema on neuroimaging* remain within proximity of a healthcare facility.

Grade 3 ICE score 0-2¢ e Permanently discontinue ELREXFIO.
(Recurrent) Administer dexamethasone’ 10 mg intravenously

or depressed level of consciousness®:
awakens only to tactile stimulus,

or seizures?, either:

e any clinical seizure, focal or
generalised, that resolves rapidly,
or

e non-convulsive seizures on

every 6 hours. Continue dexamethasone use until
resolution to Grade 1 or less, then taper.

Monitor neurologic symptoms and consider
consultation with a neurologist and other
specialists for further evaluation and management.
Consider non-sedating, anti-seizure medicinal
products (e.g., levetiracetam) for seizure
prophylaxis.




electroencephalogram (EEG) that
resolve with intervention,

or raised intracranial pressure:
focal/local oedema on neuroimaging®

Provide supportive therapy, which may include
intensive care.

Grade 4

ICE score 0°

Or, depressed level of consciousness*

either:

e patient is unarousable or requires
vigorous or repetitive tactile
stimuli to arouse, or

e stupor or coma,

or seizures?, either:

e life-threatening prolonged seizure
(>5 minutes), or

e repetitive clinical or electrical
seizures without return to baseline
in between,

or motor findings®:
e deep focal motor weakness such
as hemiparesis or paraparesis,

or raised intracranial pressure /

cerebral oedema?, with

signs/symptoms such as:

e diffuse cerebral oedema on
neuroimaging, or

e decerebrate or decorticate
posturing, or

e cranial nerve VI palsy, or

e papilloedema, or

e  Cushing’s triad

Permanently discontinue ELREXFIO.
Administer dexamethasone’ 10 mg intravenously
every 6 hours. Continue dexamethasone use until
resolution to Grade 1 or less, then taper.
Alternatively, consider administration of
methylprednisolone 1,000 mg per day
intravenously for 3 days.

Monitor neurologic symptoms and consider
consultation with a neurologist and other
specialists for further evaluation and management.
Consider non-sedating, anti-seizure medicinal
products (e.g., levetiracetam) for seizure
prophylaxis.

Provide supportive therapy, which may include
intensive care.

a. Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019 grading for ICANS.
Management is determined by the most severe event, not attributable to any other cause.

c. If patient is arousable and able to perform Immune Effector Cell-Associated Encephalopathy (ICE) Assessment, assess:
Orientation (oriented to year, month, city, hospital=4 points); Naming (name 3 objects, e.g., point to clock, pen,
button=3 points); Following Commands (e.g., “show me 2 fingers” or “close your eyes and stick out your tongue”=1 point);
Writing (ability to write a standard sentence=1 point); and Attention (count backwards from 100 by ten=1 point). If patient is
unarousable and unable to perform ICE Assessment (Grade 4 ICANS)=0 points.

. Not attributable to any other cause.
e. See Table 2 for recommendations on restarting ELREXFIO after dose delays.

f. All references to dexamethasone administration are dexamethasone or equivalent medicinal products.
Infections

Severe, life-threatening, or fatal infections have been reported in patients receiving ELREXFIO
(see section 4.8).

Treatment with ELREXFIO should not be initiated in patients with active infections. Patients should
be monitored for signs and symptoms of infection prior to and during treatment with ELREXFIO and
treated appropriately. ELREXFIO should be withheld based on severity as indicated in Table 3 (see
section 4.2). Prophylactic antimicrobials and anti-virals should be administered according to local
institutional guidelines. Treatment with subcutaneous or intravenous immunoglobulin (IVIG) should
be considered, as appropriate.




Neutropenia
Neutropenia and febrile neutropenia have been reported in patients receiving ELREXFIO
(see section 4.8).

Complete blood cell counts should be monitored at baseline and periodically during treatment with
ELREXFIO. Supportive therapy should be provided according to local institutional guidelines.
Patients with neutropenia should be monitored for signs of infection.

Treatment with ELREXFIO should be withheld as indicated in Table 3 (see section 4.2).

Hypogammaglobulinaemia
Hypogammaglobulinemia has been reported in patients receiving ELREXFIO (see section 4.8).

Immunoglobulin levels should be monitored during treatment with ELREXFIO. Subcutaneous or
intravenous immunoglobulin (IVIG) therapy should be considered if IgG levels fall below 400 mg/dL
and patients should be treated according to local institutional guidelines, including infection
precautions and antimicrobial prophylaxis.

Concomitant use of live viral vaccines

The safety of immunisation with live viral vaccines during or following treatment with ELREXFIO
has not been studied. Vaccination with live virus vaccines is not recommended within the 4 weeks
prior to the first dose of ELREXFIO and during treatment with ELREXFIO.

Excipients
This medicinal product contains less than 1 mmol (23 mg) sodium per dose, that is to say essentially

‘sodium-free.’
4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed with ELREXFIO.

The initial release of cytokines associated with the start of ELREXFIO may suppress cytochrome
P450 (CYP) enzymes. The highest risk of interaction is expected to occur during the step-up dosing
schedule for ELREXFIO and up to 7 days after CRS. During this time period, toxicity or medicinal
product concentrations (e.g., cyclosporine) should be monitored in patients who are receiving
concomitant sensitive CYP substrates with a narrow therapeutic index. The dose of the concomitant
medicinal product should be adjusted as needed.

4.6 Fertility, pregnancy and lactation
Women of child-bearing potential/Contraception in males and females

Women of child-bearing potential should use effective contraception during treatment with
ELREXFIO and for 5 months after the last dose.

Pregnancy
There are no human or animal data to assess the risk of elranatamab use during pregnancy. Human

immunoglobulin (IgG) is known to cross the placenta after the first trimester of pregnancy. Based on
the mechanism of action, elranatamab may cause foetal harm when administered to a pregnant woman
and therefore ELREXFIO is not recommended for use during pregnancy.

ELREXFIO is associated with hypogammaglobulinaemia, therefore, assessment of immunoglobulin
levels in newborns of mothers treated with ELREXFIO should be considered.

The pregnancy status of women of child-bearing potential should be verified prior to initiating
treatment with ELREXFIO.



Breast-feeding
It is not known whether elranatamab is excreted in human or animal milk, affects breastfed infants or

affects milk production. Human IgGs are known to be excreted in breast milk. A risk to the breastfed
child cannot be excluded and therefore breast-feeding is not recommended during treatment with
ELREXFIO and for 5 months after the last dose.

Fertility
There are no data on the effect of elranatamab on human fertility. Effects of elranatamab on male and

female fertility have not been evaluated in animal studies.
4.7 Effects on ability to drive and use machines
ELREXFIO may have major influence on the ability to drive and use machines.

Due to the potential for ICANS, patients receiving ELREXFIO are at risk of depressed level of
consciousness (see section 4.8). Patients should be instructed to refrain from driving or operating
heavy or potential dangerous machinery during and for 48 hours after completing each of the 2 step-up
doses within the ELREXFIO dosing schedule and in the event of new onset of neurologic toxicity until
resolution of any neurological symptoms (see sections 4.2 and 4.4).

4.8 Undesirable effects

Summary of the safety profile

The safety of ELREXFIO was evaluated in MagnetisMM-3 (see section 5.1), which included

183 adult patients with multiple myeloma who received the recommended dosing regimen of
ELREXFIO. The median duration of ELREXFIO treatment was 4.1 (range: 0.03 to 14.9) months.

The most frequent adverse reactions of any grade in patients were CRS (57.9%), anaemia (53.6%),
neutropenia (44.3%), fatigue (42.6%), diarrhoea (35.5%), thrombocytopenia (35.0%), lymphopenia
(29.5%), decreased appetite (26.2%), rash (25.7%), arthralgia (21.9%), nausea (21.3%), hypokalaemia
(21.3%), pyrexia (21.3%), injection site reaction (21.3%), and dry skin (20.8%).

Serious adverse reactions were reported in 57.9% of patients who received ELREXFIO, including
pneumonia (25.1%), sepsis (13.1%), CRS (12.6%), anaemia (5.5%), upper respiratory tract infection
(4.4%), urinary tract infection (3.3%), dyspnoea (2.2%), and febrile neutropenia (2.2%).

Tabulated list of adverse reactions

Table 6 summarises adverse reactions reported in patients who received ELREXFIO at the
recommended dosing regimen. The safety data of ELREXFIO was also evaluated in the all-treated
population (N=265) with no additional adverse reactions identified.

Adverse reactions observed during clinical studies are listed by frequency category. Frequency
categories are defined as 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) and very rare (<1/10 000).

Within each frequency grouping, where relevant, adverse reactions are presented in order of
decreasing seriousness.

Table 6. Adverse reactions in multiple myeloma patients treated with ELREXFIO in
MagnetisMM-3 at the recommended dose

System organ class | Adverse reaction Frequency N=183
(All grades) Any grade | Grade 3 or 4
(o) (“e)
Infections and Pneumonia® Very common 31.7 19.1
infestations Sepsis® Very common 15.3 10.9
Upper respiratory tract Very common 344 4.9
infection®
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Table 6. Adverse reactions in multiple myeloma patients treated with ELREXFIO in

MagnetisMM-3 at the recommended dose

Urinary tract infection? Very common 12.0 4.4
Blood and Neutropenia® Very common 44.3 42.6
lymphatic system Anaemia’ Very common 53.6 42.1
disorders Thrombocytopenia® Very common 35.0 25.1
Lymphopenia® Very common 29.5 27.3
Leucopenia Very common 15.8 10.9
Febrile neutropenia Common 2.2 2.2
Immune system Cytokine release syndrome Very common 57.9 0.5
disorders Hypogammaglobulinaemia' | Very common 13.1 2.2
Metabolism and Decreased appetite Very common 26.2 1.1
nutrition disorders | Hypokalaemia Very common 21.3 8.2
Hypophosphataemia Common 6.0 0.5
Nervous system Immune effector Common 33 1.1
disorders cell-associated
neurotoxicity syndrome
Peripheral neuropathy* Very common 13.7 1.1
Headache Very common 18.0 0
Respiratory, Dyspnoea! Very common 15.8 3.8
thoracic and
mediastinal
disorders
Gastrointestinal Diarrhoea Very common 35.5 1.1
disorders Nausea Very common 21.3 0
Skin and Rash™ Very common 25.7 0
subcutaneous tissue | Dry skin" Very common 20.8 0
disorders
Musculoskeletal and | Arthralgia® Very common 21.9 1.1
connective tissue
disorders
General disorders Injection site reaction? Very common 37.2 0
and administration | Pyrexia Very common 213 2.7
site conditions Fatiguet Very common 42.6 5.5
Investigations Transaminases increased" Very common 15.8 4.9

Adverse events are coded using MedDRA Version 25.0.

a. Pneumonia includes pneumonia, COVID-19 pneumonia, bronchopulmonary aspergillosis, lower respiratory tract
infection, pneumocystis jirovecii pneumonia, pneumonia adenoviral, pneumonia bacterial, pneumonia.
cytomegaloviral, pneumonia fungal, pneumonia influenzal, pneumonia pseudomonal, pneumonia viral.

b. Sepsis includes sepsis, bacteraemia, device related bacteraemia, device related sepsis, escherichia bacteraemia,
escherichia sepsis, klebsiella sepsis, pseudomonal sepsis, septic shock, staphylococcal bacteraemia, staphylococcal
sepsis, streptococcal sepsis, urosepsis.

c. Upper respiratory tract infection includes upper respiratory tract infection, sinusitis, acute sinusitis, pharyngitis,
rhinitis, rhinovirus infection, viral upper respiratory tract infection, bronchitis viral, chronic sinusitis, nasopharyngitis,
sinusitis bacterial, bronchitis, respiratory tract infection viral.

d. Urinary tract infection includes urinary tract infection, cystitis, urinary tract infection bacterial, escherichia urinary
tract infection, urinary tract infection enterococcalurinary.

e. Neutropenia includes neutropenia, neutrophil count decreased, neutrophil percentage decreased, cyclic neutropenia,
agranulocytosis, granulocytopenia, granulocyte count decreased.

f. Anaemia includes anaemia, haemoglobin decreased, red blood cell count decreased, haematocrit decreased,
normochromic anaemia, normocytic anaemia, normochromic normocytic anaemia, aplasia pure red cell.

g. Thrombocytopenia includes thrombocytopenia, platelet count decreased.

h. Lymphopenia includes lymphopenia, lymphocyte count decreased, lymphocyte percentage decreased, CD4

lymphocytes decreased, CD4 lymphocyte percentage decreased, CD8 lymphocytes decreased, CD8 lymphocyte
percentage decreased.

i Leucopenia includes leucopenia, white blood cell count decreased.

J- Hypogammaglobulinemia includes participants with adverse events of blood immunoglobulin G decreased,
hypogammaglobulinaemia, immunoglobulins decreased.

k. Peripheral neuropathy includes peripheral sensory neuropathy, paraesthesia, peripheral sensorimotor neuropathy,
dysaesthesia, neuropathy peripheral, peripheral motor neuropathy, guillain-barre syndrome, hypoaesthesia, neuralgia,
polyneuropathy.
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Table 6. Adverse reactions in multiple myeloma patients treated with ELREXFIO in
MagnetisMM-3 at the recommended dose

—

Dyspnoea includes dyspnoea, dyspnoea exertional, respiratory distress.

m. Rash incudes dermatitis exfoliative, dermatitis exfoliative generalised, erythema, palmar-plantar erythrodysaesthesia
syndrome, rash, rash erythematous, rash macular, rash maculo-papular, rash pustular, symmetrical drug-related
intertriginous and flexural exanthema.

n. Dry skin includes dry skin, skin exfoliation.
0. Arthralgia includes arthralgia, pain in extremity.
p- Injection site reaction includes injection site reaction, injection site erythema, injection site pruritus, injection site

rash, injection site induration, injection site pain, injection site urticaria, injection site dryness, injection site
haemorrhage, injection site inflammation.

q- Fatigue includes fatigue, asthenia, malaise.

Transaminases increased includes alanine aminotransferase increased and aspartate aminotransferase increased.

=

Description of selected adverse reactions

Cytokine release syndrome (CRS)

CRS occurred in 57.9% of patients who received ELREXFIO at the recommended dosing schedule
(see section 4.2), with Grade 1 CRS in 43.7% of patients, Grade 2 CRS in 13.7% of patients and
Grade 3 CRS in 0.5% of patients. Most patients experienced CRS after the first step-up dose (43.2%)
or the second step-up dose (19.1%), with 7.1% of patients having CRS after the first full treatment
dose and 1.6% of patients after a subsequent dose. Recurrent CRS occurred in 13.1% of patients. The
median time to onset of CRS was 2 (range: 1 to 9) days after the most recent dose, with a median
duration of 2 (range: 1 to 19 days) days.

Among patients who developed CRS, associated symptoms included fever (99.0%), hypoxia (11.4%),
and hypotension (21.0%). Among patients who received ELREXFIO at the recommended dosing
schedule, 19.1% received tocilizumab (or siltuximab) and 8.7% received corticosteroids for treatment
of CRS.

Immune effector cell-associated neurotoxicity syndrome (ICANS)

ICANS occurred in 3.3% of patients following treatment with ELREXFIO at the recommended dosing
schedule (see section 4.2). The majority of patients had ICANS after the first step-up dose (2.7%),

1 (0.5%) patient had ICANS after the second step-up dose and 1 (0.5%) patient had ICANS after a
subsequent dose. Recurrent ICANS occurred in 1.1% of patients. The median time to onset was

3 (range: 1 to 4) days after the most recent dose with a median duration of 2 (range: 1 to 18) days.

The onset of [CANS can be concurrent with CRS, following resolution of CRS, or in the absence of
CRS. The most frequent symptoms of ICANS included a depressed level of consciousness and
Grade 1 or Grade 2 Immune Effector Cell-Associated Encephalopathy (ICE) scores. Among patients
who received ELREXFIO at the recommended dosing schedule, 2.2% received corticosteroids, 1.1%
received tocilizumab (or siltuximab), and 0.5% received anakinra for treatment of I[CANS.

Immunogenicity

During treatment in the pooled safety data (up to 24 months), 20 out of 240 participants evaluable for
immunogenicity (8.3%) treated with ELREXFIO at the recommended dose developed
anti-elranatamab antibodies. There was no identified clinically significant effect of anti-drug
antibodies (ADA) on pharmacokinetics, safety, or effectiveness of elranatamab.

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.
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4.9 Overdose

No participant reported an elranatamab overdose in the clinical trial program and the maximum
tolerated dose has not been determined. In clinical studies, doses up to 76 mg QW have been
administered.

Treatment
In the event of an overdose, the patient should be monitored for any signs or symptoms of adverse
reactions and appropriate supportive treatment should be instituted immediately.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: {group}, ATC code: <not yet assigned>

Mechanism of action

ELREXFIO is a bispecific B-cell maturation antigen (BCMA )-directed T-cell engaging antibody that
binds BCMA on plasma cells, plasmablasts, and multiple myeloma cells and CD3-epsilon on T cells
leading to selective cytolysis of the BCMA-expressing cells. The anticancer activity of ELREXFIO
involves selective therapeutic targeting and activation of T cells re-directed against BCMA-expressing
malignant plasma cells. ELREXFIO activated T cells, caused proinflammatory cytokine release, and
resulted in multiple myeloma cell lysis.

Pharmacodynamic effects

Exposure-response relationships

Serum concentrations of cytokines (IL-2, IL-6, IL-8, IL-10, TNF-a, and IFN-y) were measured before
and after administration of step-up dose 1, step-up dose 2, and the first three full treatment doses of
ELREXFIO. Time of the maximum cytokine concentration generally occurred during the step-up
dosing and concentrations continue to decrease over the course of the first month of treatment.

Clinical efficacy and safety

Relapsed or refractory multiple myeloma

The efficacy of ELREXFIO monotherapy was evaluated in patients with relapsed or refractory
multiple myeloma in an open-label, non-randomised, multi-centre, Phase 2 study (MagnetisMM-3).
The study included patients who were refractory to at least one proteasome inhibitor (PI), one
immunomodulatory agent (IMiD), and one anti-CD38 monoclonal antibody. MagnetisMM-3 included
123 patients naive to prior BCMA-directed therapy (pivotal Cohort A) and 64 patients with prior
BCMA-directed antibody drug conjugate (ADC) or chimeric antigen receptor (CAR) T cell therapy
(supportive Cohort B). Patients had measurable disease by International Myeloma Working Group
(IMWG) criteria at enrolment. The study included patients with an ECOG score of <2, adequate
baseline bone marrow (absolute neutrophil count >1.0 x 10%/L, platelet count >25 x 10°/L,
haemoglobin level >8 g/dL), renal (CrCL >30 mL/min), and hepatic (AST and ALT <2.5 x ULN, total
bilirubin <2 x ULN) function, and left-ventricular ejection fraction >40%. Patients with a stem cell
transplant within 12 weeks prior to enrolment and active infections were excluded from the study.

Eligible patients received subcutaneous administration of ELREXFIO at step-up doses of 12 mg on
Day 1 and 32 mg on Day 4 of treatment, followed by the first full treatment dose of ELREXFIO

(76 mg) on Day 8 of treatment. Thereafter, patients received 76 mg once weekly. After 24 weeks, in
patients who achieved an IMWG response category of partial response or better with responses
persisting for at least 2 months, the dosing interval was changed from every week to every 2 weeks
(see section 4.2).
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Among the 123 patients treated in pivotal Cohort A, the median age was 68 (range: 36 to 89) years
with 19.5% of patients >75 years of age. 44.7% were female; 58.5% were White, 13.0% were Asian,
8.9% were Hispanic/Latino, and 7.3% were Black. Disease stage (R-ISS) at study entry was 22.8% in
Stage I, 55.3% in Stage II, and 15.4% in Stage I1I. The median time since initial diagnosis of multiple
myeloma to enrolment was 72.9 (range: 16 to 228) months. Patients had received a median of 5 prior
lines of therapy (range: 2 to 22); with 96.0% who received >3 prior lines of therapy. 96.7% were
triple-class refractory and 95.9% refractory to their last line of therapy. 68.3% received prior
autologous stem cell transplantation, and 5.7% received prior allogenic stem cell transplantation.
High-risk cytogenetics [t(4;14), t(14;16), or del(17p)] were present in 25.2% of patients. 31.7% of
patients had extramedullary disease (presence of any plasmacytoma (extramedullary and/or
paramedullary) with a soft-tissue component) at baseline by Blinded Independent Central Review

(BICR).

Efficacy results were based on response rate and duration of response (DOR), as assessed by BICR
based on the IMWG criteria. Efficacy results from pivotal Cohort A are shown in Table 7. The median
(range) follow-up from initial dose for responders was 10.9 (3.6, 20.1) months.

Table 7. Efficacy results for MagnetisMM-3 in pivotal Cohort A

BCMA-directed therapy
naive patients
(pivotal Cohort A)

All treated (N=123)

Objective Response Rate (ORR: sCR+CR+VGPR+PR), n (%)

75 (61.0%)

Rate at 6 months (95% CI)
Rate at 9 months (95% CI)
Rate at 12 months (95% CI)

(95% CI) (51.8, 69.6)
Stringent complete response (sCR) 16 (13.0%)
Complete response (CR) 18 (14.6%)
Very good partial response (VGPR) 34 (27.6%)
Partial response (PR) 7(5.7%)

Complete Response Rate (sSCR+CR), n (%) 34 (27.6%)

(95% CI) (20.0, 36.4)

Time to First Response (months)

Number of responders 75
Median 1.22
Range (09, 74)

Duration of Response (DOR) (months)

Number of responders 75
Median (95% CI) NR (12.0, NE)

90.0 (80.2, 95.1)
84.4 (72.7,91.4)
71.6 (45.2, 86.9)

MRD-negativity rate® in patients achieving CR or sCR and
evaluable for MRD [N=22]

n (%)

95% CI (%)

20 (90.9%)
(70.8, 98.9)

Abbreviations: CI=Confidence interval; NR=Not reached; NE=Not estimable; MRD=Minimal residual disease.
a. By threshold 103, Next Generation Sequencing clonoSEQ assay (Adaptive Biotechnologies).

Among the 64 patients treated in supportive Cohort B (BCMA-exposed patients: BCMA-directed
ADC and/or CAR T cell therapy), the median age was 67 (range: 41 to 84) years with 18.8% of
patients >75 years of age. 53.1% were female; 68.8% were White, 10.9% were Hispanic/Latino; 3.1%
were Black and 1.6% were Asian. Disease stage (R-ISS) at study entry was 17.2% in Stage I, 56.3% in
Stage II and 23.4% in Stage III. The median time since initial diagnosis of multiple myeloma to
enrolment was 102.6 (range: 23 to 219) months. Patients had received a median of 7.5 prior lines of
therapy (range: 3 to 19); 96.9% were triple-class refractory and 51.6% were penta-drug refractory
(refractory to at least 2 Pls, 2 IMiDs, and 1 anti-CD38 antibody); 87.5% were refractory to their last
line of therapy. 71.9% and 32.8% received prior ADC and CAR T cell therapy, respectively. 82.8%
received prior autologous stem cell transplantation, and 3.1% received prior allogenic stem cell
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transplantation. High-risk cytogenetics [t(4;14), t(14;16),or del(17p)] were present in 20.3% of
patients. 57.8% of patients had extramedullary disease at baseline by BICR.

Efficacy results in supportive Cohort B include confirmed ORR by BICR of 34.4% (95% CI: 22.9,
47.3); 7.8% of patients achieved CR or better, and 32.8% achieved VGPR or better. Median TTR was
1.92 (range: 0.92, 6.74) months. After a median (range) follow-up of 10.2 (6.4, 12.3) months in
responders, median DOR was not reached and the Kaplan-Meier DOR rate was 85.1% (95% CI: 60.5,
95.0) at 6 months and 85.1% (95% CI: 60.5, 95.0) at 9 months.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
elranatamab in all subsets of the paediatric population in multiple myeloma (see section 4.2 for
information on paediatric use).

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited.

The European Medicines Agency will review new information on this medicinal product at least every
year and this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties

The Cmax and AUC,, of elranatamab after the first subcutaneous dose increased in a dose proportional
manner over the evaluated dose range via SC administration (~ 6 to 76 mg). The mean accumulation
ratio after 24 weeks of weekly dosing relative to the first subcutaneous dose of elranatamab 76 mg for
Cmax and AUCy,, was 4.8-fold and 8.0-fold, respectively. The Cmax, Cirough, and AUC,, of elranatamab
are presented in Table 8.

Table 8. Pharmacokinetic parameters of elranatamab at the end of the
weekly dosing (week 24) at 76 mg

Pharmacokinetic parameter Geometric mean (CV%)
Cmax (mcg/mL) 25.8 (67%)
Cirough (meg/mL) 23.9 (72%)
AUCa (mcg*day/mL) 173 (69%)
Absorption

The mean bioavailability of elranatamab was 56.2% when administered subcutaneously. The median
Tmax after elranatamab SC administration across all dose levels ranged from 3 to 7 days.

Distribution

The mean (coefficient of variation [CV]%) central volume of distribution of elranatamab was 4.78 L
(69%).

Elimination

The geometric mean (CV%) of elranatamab apparent clearance was 0.44 L/day (69%). Patients who
discontinue elranatamab after Week 24 are expected to have a 50% reduction from Cpax at a median
(5™ to 95™ percentile) time of 25 (9.6 to 70) days after Timax and a 97% reduction from Cinax at a median
time of 130 (43 to 275) days after Tmax.

Special populations

No clinically relevant differences in the pharmacokinetics of elranatamab were observed age (36 to
89 years), sex (167 male, 154 female), race (193 White, 49 Asian, 29 Black), and body weight (37 to
160 kg).
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Renal impairment

No formal studies of ELREXFIO in patients with renal impairment have been conducted. Results of
population pharmacokinetic analyses indicate that mild renal impairment (60 mL/min/1.73 m?
<estimated glomerular filtration rate (¢GFR) <90 mL/min/1.73 m?) or moderate renal impairment
(30 mL/min/1.73 m? <eGFR <60 mL/min/1.73 m?) did not significantly influence the
pharmacokinetics of elranatamab. Limited data are available from patients with severe (eGFR less
than 30 mL/min/1.73 m?) renal impairment.

Hepatic impairment

No formal studies of ELREXFIO in patients with hepatic impairment have been conducted. Results of
population pharmacokinetic analyses indicate that mild hepatic impairment (total bilirubin >1 to

1.5 times upper limit of normal (ULN) and any aspartate aminotransferase (AST), or total bilirubin
<ULN and AST>ULN) did not significantly influence the pharmacokinetics of elranatamab. No data
are available in patients with moderate (total bilirubin >1.5 to 3.0 x ULN and any AST) or severe
(total bilirubin >3.0 x ULN and any AST) hepatic impairment.

5.3  Preclinical safety data
Carcinogenicity and mutagenicity

No animal studies have been performed to assess the carcinogenic or genotoxic potential of
elranatamab.

Reproductive toxicology and fertility

No animal studies have been performed to evaluate the effects of elranatamab on fertility or
reproduction and foetal development. In a 13-week repeat-dose toxicity study in sexually mature
cynomolgus monkeys, there were no adverse effects on male and female reproductive organs
following subcutaneous doses up to 6 mg/kg/week (approximately 6.5 times the maximum
recommended human dose, based on AUC exposure).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Edetate disodium

L-histidine

L-histidine hydrochloride monohydrate
Polysorbate 80

Sucrose

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

Prepared syringe

The prepared syringe should be administered immediately. If immediate administration is not
possible, in-use storage time of the prepared syringe should be no longer than 24 hours at 2 °C to
30 °C.
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6.4 Special precautions for storage

Store in a refrigerator (2 °C to 8 °C).
Do not freeze. Do not shake.
Store in the original carton in order to protect from light.

For storage conditions after first opening of the medicinal product, see section 6.3.

6.5 Nature and contents of container

1.1 mL solution in a single-dose vial (Type 1 glass) with a stopper (butyl rubber) and an aluminium
seal with a flip-off cap containing 44 mg of elranatamab.

Pack size of 1 vial.

1.9 mL solution in a single-dose vial (Type 1 glass) with a stopper (butyl rubber) and an aluminium
seal with a flip-off cap containing 76 mg of elranatamab.

Pack size of 1 vial.

6.6  Special precautions for disposal and other handling

ELREXFIO is intended for subcutaneous use by a healthcare provider only.

ELREXFIO should be administered by a healthcare provider with adequate medical personnel and
appropriate medical equipment to manage severe reactions, including CRS and neurologic toxicity,

including ICANS (see section 4.4).

ELREXFIO 76 mg/1.9 mL (40 mg/mL) vial and 44 mg/1.1 mL (40 mg/mL) vial are supplied as
ready-to-use solution that do not need dilution prior to administration.

ELREXFIO is a clear to slightly opalescent, and colourless to pale brown liquid solution. ELREXFIO
should be inspected visually for particulate matter and discoloration prior to administration, whenever
solution and container permit. The solution should not be administered if it is discoloured or contains

particulate matter.

Aseptic technique should be used to prepare and administer ELREXFIO.

Preparation instructions
ELREXEFIO vials are single-dose and do not contain any preservatives.

ELREXFIO should be prepared following the instructions below (see Table 9) depending on the
required dose. It is suggested to use a 44 mg/1.1 mL (40 mg/mL) single-dose vial for step-up dose 1 or
step-up dose 2.

Table 9. Preparation instructions for ELREXFIO
Required dose Dose volume

76 mg (Full treatment dose) 1.9 mL

32 mg (Step-up dose 1) 0.8 mL

12 mg (Step-up dose 2) 0.3 mL

Once punctured, the vial and dosing syringe should be used immediately. If the prepared dosing
syringe is not used immediately, store syringe between 2 °C (36°F) to 30 °C (86°F) for a maximum of
24 hours. ELREXFIO is available as a single-dose vial. Any solution remaining in the vial should be
discarded after single withdrawal.

Administration instructions
ELREXFIO should be administered by a healthcare provider.
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The required dose of ELREXFIO should be injected into the subcutaneous tissue of the abdomen
(preferred injection site). Alternatively, ELREXFIO may be injected into the subcutaneous tissue at
other sites (e.g.,thigh).

Disposal
The vial and any remaining contents after withdrawal of a single-dose should be discarded. Any

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

7. MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles
Belgium

8. MARKETING AUTHORISATION NUMBER(S)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: {DD month YYYY}
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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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Wyeth BioPharma

Division of Wyeth Pharmaceuticals LLC
One Burtt Road

Andover, MA 01810

USA

Name and address of the manufacturer responsible for batch release

Pfizer Service Company BV,
10 Hoge Wei,

1930 Zaventem,

Belgium

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURSs 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:
e At the request of the European Medicines Agency;
e 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.

<An updated RMP shall be submitted by { CHMP agreed deadline}.>
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) Additional risk minimisation measures

The MAH shall ensure that in each Member State where ELREXFIO is marketed, all patients/carers
who are expected to use elranatamab have access to/are provided with the Patient Alert Card which
will inform and explain to patients the risks of CRS and neurologic toxicities, including I[CANS. The
Patient Alert Card also includes a warning message for healthcare provider treating the patient that the
patient is receiving elranatamab.

The Patient Alert Card will contain the following key messages:
e A description of the key signs and symptoms of CRS and ICANS
e A description of when to seek urgent attention from the healthcare provider or seek emergency
help, should signs and symptoms of CRS or ICANS present themselves
e The prescribing physician’s contact details

E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14a(4) of Regulation (EC) No
726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description Due date
In order to confirm the efficacy and safety of elranatamab indicated as June 2027
monotherapy for the treatment of adult patients with relapsed and refractory
multiple myeloma, who have received at least three prior therapies, including
an immunomodulatory agent, a proteasome inhibitor, and an anti-CD38
antibody, and have demonstrated disease progression on the last

therapy, the MAH shall submit the results of study C1071005 a Phase 3
Randomised Study of Elranatamab Monotherapy and Elranatamab +
Daratumumab Versus Daratumumab + Pomalidomide + Dexamethasone in
Participants with Relapsed/Refractory Multiple Myeloma who have received at
least one prior line of therapy including lenalinomide and a PI.
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ANNEX III

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

OUTER CARTON (44 mg/1.1 mL)

1. NAME OF THE MEDICINAL PRODUCT

ELREXFIO 40 mg/mL solution for injection
elranatamab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 1.1 mL single-dose vial contains 44 mg of elranatamab (40 mg/mL).

3. LIST OF EXCIPIENTS

Excipients: L-histidine, L-histidine hydrochloride monohydrate, disodium edetate, polysorbate 80,
sucrose, water for injections.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial (44 mg/1.1 mL)

‘ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For subcutaneous use only.

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

Do not shake.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
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Store in the original carton in order to protect from light.

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

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/0/00/000/000

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 (44 mg/1.1 mL)

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

ELREXFIO 40 mg/mL injection
elranatamab
SC

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

44 mg/1.1 mL

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (76 mg/1.9 mL)

1. NAME OF THE MEDICINAL PRODUCT

ELREXFIO 40 mg/mL solution for injection
elranatamab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 1.9 mL single-dose vial contains 76 mg of elranatamab (40 mg/mL)

3. LIST OF EXCIPIENTS

Excipients: L-histidine, L-histidine hydrochloride monohydrate, disodium edetate, polysorbate 80,
sucrose, water for injections.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial (76 mg/1.9 mL)

‘ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For subcutaneous use only.

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

Do not shake.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Store in the original carton in order to protect from light.
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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

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/0/00/000/000

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 (76 mg/1.9 mL)

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

ELREXFIO 40 mg/mL injection
elranatamab
SC

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

76 mg/1.9 mL

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

ELREXFIO 40 mg/mL solution for injection
elranatamab

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 you are given this medicine because it contains important
information for you.

e Keep this leaflet. You may need to read it again.

e If you have any further questions, ask your doctor or nurse.

e Ifyou 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 ELREXFIO is and what it is used for

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

4. Possible side effects

5. How to store ELREXFIO

6. Contents of the pack and other information

1. What ELREXFIO is and what it is used for

ELREXFIO is a cancer medicine that contains the active substance ‘elranatamab’ and is used to treat
adults with a type of cancer of the bone marrow called multiple myeloma.

It is used for patients who have had at least three other kinds of treatment that have not worked or have
stopped working.

How ELREXFIO works

ELREXFIO is an antibody, a type of protein which has been designed to recognise and attach to
specific targets in your body. ELREXFIO targets B-cell maturation antigen (BCMA), which is found
on multiple myeloma cancer cells, and cluster of differentiation 3 (CD3), which is found on so-called
T cells of your immune system. This medicine works by attaching to these cells and bringing them
together, so that your immune system can destroy the multiple myeloma cancer cells.

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

You must not be given ELREXFIO if you are allergic to elranatamab or any of the other ingredients
of this medicine (listed in section 6).
If you are not sure if you are allergic, talk to your doctor or nurse before you are given ELREXFIO.

Warnings and precautions
Tell your doctor or nurse about all of your medical conditions before you are given ELREXFIO,
including if you have had any recent infections.

ELREXFIO and vaccines
Talk to your doctor or nurse before you are given ELREXFIO if you have had a recent vaccination or
are going to have a vaccination.

You should not receive live vaccines within the four weeks before your first dose of ELREXFIO and
while you are treated with ELREXFIO.
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Tests and checks

Before you are given ELREXFIO, your doctor will check your blood counts for signs of infection. If
you have any infection, it will be treated before you start ELREXFIO. Your doctor will also check if
you are pregnant or breast-feeding.

During treatment with ELREXFIO, your doctor will monitor you for side effects. Your doctor will
regularly check your blood counts, as the number of blood cells and other blood components may
decrease.

Look out for serious side effects.
Tell your doctor or nurse right away if you experience any of the following:

e Signs of a condition known as ‘cytokine release syndrome’ (CRS). CRS is a serious immune
reaction with symptoms such as fever, chills, nausea, fast heartbeat, feeling dizzy, and
difficulty breathing.

e Effects on your nervous system. Symptoms include feeling confused, feeling less alert, or
having difficulty speaking or writing. Some of these may be signs of a serious immune
reaction called ‘immune effector cell-associated neurotoxicity syndrome’ (ICANS).

e Signs and symptoms of an infection.

Tell your doctor or nurse if you notice any signs of the above.

Children and adolescents
Do not give ELREXFIO to children or adolescents below 18 years of age. This is because it is not
known how the medicine will affect them.

Other medicines and ELREXFIO
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
This includes medicines you can get without a prescription, and herbal medicines.

Pregnancy and breast-feeding
It is not known if ELREXFIO affects an unborn baby or if it passes into breast milk.

Pregnancy-information for women

Tell your doctor or nurse before you are given ELREXFIO if you are pregnant, think you might be
pregnant or are planning to have a baby.

If you become pregnant while being treated with this medicine, tell your doctor or nurse straight away.

Contraception
If you could become pregnant, you must use effective contraception during treatment and for 5 months

after stopping treatment with ELREXFIO.

Breast-feeding
You must not breast-feed during treatment and for 5 months after stopping treatment with

ELREXFIO.

Driving and using machines

Some people may feel tired, dizzy, or confused while receiving ELREXFIO. Do not drive, use tools,
operate heavy or potential dangerous machinery, or do things that could pose a danger to yourself until
at least 48 hours after each of your 2 step-up doses, or as instructed by your healthcare provider.

ELREXFIO contains sodium

ELREXFIO contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free.’
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3. How ELREXFIO is given

How much is given
You will receive ELREXFIO under the supervision of an experienced healthcare provider. The dose of
ELREXFIO solution for subcutaneous injection is 76 mg, but the first two doses will be lower.

ELREXFIO is given as follows:

You will receive a ‘step-up dose 1’ of 12 mg on Week 1: Day 1.

You will then receive ‘step-up dose 2’ of 32 mg on Week 1: Day 4.

You will then receive a ‘full treatment dose’ of 76 mg on Week 2: Day 1.

You will then continue receiving a ‘full treatment dose’ once a week from Week 3 to

Week 24, as long as you are getting benefit from ELREXFIO.

e You will then continue receiving a ‘full treatment dose’ once every other week from Week 25
onwards, as long as you are getting benefit from ELREXFIO.

You should stay close to a healthcare facility for 48 hours after each of the first two doses in case you
have side effects.

Your doctor will monitor you for side effects for 48 hours after each of your first two doses.

How the medicine is given
ELREXFIO will always be given to you by your doctor or nurse as an injection under your skin
(‘subcutaneous’ injection). It is given in the stomach area (abdomen) or thigh.

Other medicines given during treatment with ELREXFIO
You will be given medicines 1 hour before each of your first three doses of ELREXFIO, which help to
lower the chance of side effects, such as cytokine release syndrome. These may include:

e Medicine to reduce the risk of fever (such as paracetamol)

e Medicine to reduce the risk of inflammation (corticosteroids)

e Medicine to reduce the risk of an allergic reaction (antihistamines such as diphenhydramine)

You may also be given these medicines for later doses of ELREXFIO based on any symptoms you
have.

You may also be given additional medicines based on any symptoms you experience or your medical
history.

If you are given more ELREXFIO than you should

This medicine will be given by your doctor or nurse. In the unlikely event that you are given too much
(an overdose) your doctor will check you for side effects.

If you miss your appointment to have ELREXFIO

It is very important to go to all your appointments to make sure your treatment works. If you miss an

appointment, make another one as soon as possible.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

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

Get medical help straight away if you get any of the following serious side effects, which may be
severe and can be fatal.

33



Very common (may affect more than 1 in 10 people):

e Serious immune reaction (‘cytokine release syndrome’) that may cause fever, difficulty
breathing, chills, dizziness or light-headedness, fast heartbeat, increased liver enzymes in your
blood

e Low levels of a type of white blood cell (neutropenia)

e Low levels of antibodies called ‘immunoglobulins’ in the blood (hypogammaglobulinaemia),
which may make infections more likely

e Infection, which may include fever, chills, shivering, cough, shortness of breath, rapid
breathing, and rapid pulse

Common (may affect up to 1 in 10 people):

e Effects on your nervous system. These may be signs of a serious immune reaction called
‘immune effector cell-associated neurotoxicity syndrome’ (ICANS). Some of the symptoms
are:

o Feeling confused
o Feeling less alert
o Having difficulty speaking or writing

Tell your doctor right away if you notice any of the above-listed serious side effects.

Other side effects
Other side effects are listed below. Tell your doctor or nurse if you get any of these side effects.

Very common (may affect more than 1 in 10 people):
e Low levels of red blood cells (anaemia)

e Feeling tired or weak

e Diarrhoea

e Low levels of blood platelets (cells that help blood to clot; thrombocytopaenia)

e Infection in the nose, sinuses, or throat (upper respiratory tract infection)

e Lung infection (pneumonia)

e Low levels of a type of white blood cells (lymphopenia)

e Decreased appetite

e Pain in your joints (arthralgia)

e Fever

e Feeling sick (nausea)

e Skin reactions at or near the injection site, including redness of the skin, itching, swelling,
pain, bruising, rash, or bleeding

e Low level of ‘potassium’ in the blood (hypokalaemia)

e Dry skin or skin rash

e Headache

e Increased level of liver enzymes ‘transaminases’ in the blood

e Low number of white blood cells (leucopenia)

e Being short of breath (dyspnoea)

e Severe infection throughout the body (sepsis)

e Nerve damage that may cause tingling, numbness, pain, or loss of pain sensation (peripheral

neuropathy)
e Bladder infection (urinary tract infection)

Common (may affect up to 1 in 10 people):
e Low level of ‘phosphate’ in the blood (hypophosphataemia)
e Low number of a type of white blood cell with a fever (febrile neutropenia)

Reporting of side effects

If you get any side effects, talk to your doctor 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
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Appendix V. By reporting side effects, you can help provide more information on the safety of this
medicine.

5. How to store ELREXFIO
ELREXFIO will be stored at the hospital or clinic by your doctor.
Keep this medicine out of the sight and reach of children.

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

Store in a refrigerator (2 °C to 8 °C). Do not freeze.
Do not shake.
Store in the original carton in order to protect from light.

Medicines should not be disposed of via wastewater or household waste. Your healthcare provider will
throw away any medicines that are no longer being used. These measures will help protect the
environment.

6. Contents of the pack and other information

What ELREXFIO contains
e The active substance is elranatamab. ELREXFIO comes in two different package sizes:
o Each 1.1 mL single-dose vial contains 44 mg of elranatamab (40 mg/mL).
o Each 1.9 mL single-dose vial contains 76 mg of elranatamab (40 mg/mL).
e The other ingredients are L-histidine, L-histidine hydrochloride monohydrate, disodium
edetate, polysorbate 80, sucrose, water for injections (see “ELREXFIO contains sodium” in
section 2).

What ELREXFIO looks like and contents of the pack
ELREXFIO is a solution for injection (injection) and is a colourless to pale brown liquid.
ELREXFIO is supplied as a carton pack containing 1 glass vial.

Marketing Authorisation Holder
Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Belgium

Manufacturer

Pfizer Service Company BV
Hoge Wei 10

B-1930, Zaventem

Belgium

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

Belgique/Belgié/Belgien Lietuva
Luxembourg/Luxemburg Pfizer Luxembourg SARL filialas Lietuvoje
Pfizer NV/SA Tel: + 370 52 51 4000

Tél/Tel: +32 (0)2 554 62 11
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Bbarapus
[aitzep JlrokcemOypr CAPJIL, Knon bearapus
Ten.: +359 2 970 4333

Ceska republika
Pfizer, spol. s r.o.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +45 4420 11 00

Deutschland
Pfizer Pharma GmbH
Tel: +49 (0)30 550055 51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EArLGoa
Pfizer EAMGG ALE.
TnA: +30 210 6785 800

Espaiia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tel: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0)1304 616161

island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21
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Magyarorszag
Pfizer Kft.
Tel: +36-1-488-37-00

Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer bv
Tel: +31 (0)800 63 34 636

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.
Tel: +48 22 335 61 00

Portugal
Laboratoérios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel: + 386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organiza¢na zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 43 00 40

Sverige
Pfizer AB
Tel: +46 (0)8 550-520 00



Kvnpog United Kingdom (Northern Ireland)
Pfizer EAAGG A.E. (Cyprus Branch) Pfizer Limited
TnA: +357 22 817690 Tel: +44 (0) 1304 616161

This leaflet was last revised in <{MM/YYYY}><{month YYYY}>.

This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine.

The European Medicines Agency will review new information on this medicine at least every year and
this leaflet will be updated as necessary.

<Other sources of information>

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu, and on the website of {name of Member State Agency (link)}>.

<This leaflet is available in all EU/EEA languages on the European Medicines Agency website.>

< >

The following information is intended for healthcare provider only:
ELREXEFIO is intended for subcutaneous use by a healthcare provider only.

ELREXFIO should be administered by a healthcare provider with adequate medical personnel and
appropriate medical equipment to manage severe reactions, including CRS and neurologic toxicity,
including ICANS (see section 4.4).

ELREXFIO 76 mg/1.9 mL (40 mg/mL) vial and 44 mg/1.1 mL (40 mg/mL) vial are supplied as ready-
to-use solution that do not need dilution prior to administration.

ELREXFIO is a clear to slightly opalescent, and colourless to pale brown liquid solution. ELREXFIO
should be inspected visually for particulate matter and discoloration prior to administration, whenever
solution and container permit. The solution should not be administered if it is discoloured or contains

particulate matter.

Aseptic technique should be used to prepare and administer ELREXFIO.

Preparation instructions
ELREXFIO vials are single-dose and do not contain any preservatives.

ELREXFIO should be prepared following the instructions below (see Table 9) depending on the
required dose. It is suggested to use a 44 mg/1.1 mL (40 mg/mL) single-dose vial for step-up dose 1 or
step-up dose 2.

Table 9. Preparation instructions for ELREXFIO
Required dose Dose volume

76 mg (Full treatment dose) 1.9 mL

32 mg (Step-up dose 1) 0.8 mL

12 mg (Step-up dose 2) 0.3 mL

Once punctured, the vial and dosing syringe should be used immediately. If the prepared dosing
syringe is not used immediately, store syringe between 2 °C (36 °F) to 30 °C (86 °F) for a maximum
of 24 hours. ELREXFIO is available as a single-dose vial. Any solution remaining in the vial should
be discarded after single withdrawal.
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Administration instructions
ELREXFIO should be administered by a healthcare provider.

The required dose of ELREXFIO should be injected into the subcutaneous tissue of the abdomen
(preferred injection site). Alternatively, ELREXFIO may be injected into the subcutaneous tissue at
other sites (e.g.,thigh).

Disposal
The vial and any remaining contents after withdrawal of a single-dose should be discarded. Any

unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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American Society for Transplantation and Cellular Therapy (ASTCT) 2019DICANS® 7' L — R3¥AICHES <,
ROEEEDOEVERICESZTLUEZREL, MOFKICER L2VERTH D Z & 2R 5,
BENREEATRE CICEFHMli 2 M T & 2456, ATAFMET 5 ¢

RME (4, A, &4, WREATHRTE S =48) , 4% Boowmik (R, Xy, F&%0%) O
LRREZET D =381, RIS (THBER2ARRE TS ) £k THZMAUCHERZZEEHLTL
IV E =1R) , B (FENANEEAEC LN TED =18) , BIOWEE (10025103
ZHAD =15) o HEEARET, ICERliZ I T& 20 5E (7 L— R4DICANS) =04,

L DJRERICER LA WERTH D Z &,

BGHEHIR AR OF G- % BB T 2 % & OHERR IOV T, Table 522 MD 2 &,

TXYRAZ Y UEBICET AREHITTNT, TR AF Y CELIFRIEOEERREZ T,
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Table 4. ZOMMOBFERINIR L THE I AE
FERRG HIiEE JLE
MR E I ERHE R EA30.5 x 10°/L | @ HFFRERHEXRTEL230.5 x 10%LLL L2725

(4.8TEZ )

RN

A

FCTHREZTWT 50,

FEBNELT BRI iE

IR S T x 10%LEL | & 7
v, FBENHEET L ETRE L
T 50,

~NE T 1 E UM g/dLA

~EZBEUR8 gdLLL EiZ/e D F
THGZ2 T4 55,

I/ N 325,000/ LA i
I/ £325,000/pL~
50,000/uLC HiIf & ££ 5

1/ R A325,000/uLLh & 720,
MARHENRL b ETHREELH
Wrd 20,

OO FEM IR FHH
Ern
(4.8TEZ )

RN

7 L— R3F 72134

U= RIUATELFIR—=ZT A 1
[[159 % £ THREEZ W55,
[B1E L2 WG a3k b 2 k4 %,

a.  KEESNDS AT OA EFZILEMATER®E (NCI-CTCAE) FS5.0MIZHES<,
b. BHIEMZIZAAO®R G 2 FHHT 258 OHEFEIC OV T, Table SO & 42HEESH)

*  CRSE L NICANSLISL,

P 5-GE % D AFH O FBR

BE 2T 2350F, Table 5 IR THERFIE I > TIHREGAHBEL, BE5EAFrYa2—L
(Table 1 Z2fR) ZFBIT 5 2 &, Table 5 12”7 X D IZAHEEGE1T 9,

Table 5.

BELEHRICAF OREZFHRT 556 OHRER

HiLo#&EE

ELEDEE-H> b O HARK

AL

AT 7T v HEL
(12 mg)

2ZAMLIAN (14HLLF)

AT 7T v 7HE2 32mg) TEK
H2HBT 5, BEMENRSHNIZE, 4H
#1276 mglZ &’ T 5,

2:AME (14H8)

ATy 7T v 7HEL (12mg) M5
AT TT v TREAT Y 2— %
AR 5%

AT Ty T HE2
(32 mg)

2N (14H L)

76 mg TH G-z BT %,

2B ~4HEI LN (15~
28HLLT)

AT v 7T v FHE2 (32mg) TH
528t 5 AEERHIUE, 18
#1276 mglZ &I 5,

4AME (28 H )

ATy 7T v 7HEL (12mg) M5
AT TT v TREAT Y 2— %
B 2%

FRYEH & (76 mg)

6IEMLIN (42HLLTF)

76 mg CARANOE 5% FET 5,

6308 [ ~ 1208 [ LA

2Ty 7Ty 7HE2 32mg) TH

(43~84HLLF) HGaHRT 5 AEMENHL, 18
#1276 mglZ T 5,
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Table5.  REEHRICAFIOREGZHRAT 56 OHRER

B OHE& EEOHEH O DIEHHE | LB
1248 (84 H i) A7 v 77T v 7 HEL (12mg) 715
AT TT o TGRS 2 — L%
R 54,

a. AHIOREGANCHIHRG 21T 9,

RGH
B G REIT E R IX A CERVEENRD b D F T 5,
FIE S RFYD L T E 0200 5848

FEINTZEENTE o2 5/80E, WRERR D ELICERET 2 & &b, BE5MEEH#
145770, VEISUTESAY Y a— L2+ 25 - & (Table 1 M)

Fepl 22 4R

B A

I

MEFTHIIAETH S C1HBIOS52HSH) |
B RENE

L B PR OBRERER S (TR ERMEE & (eGFR) 23 30 mL/23/1.73m> 2 2 5] &Hf
I BAEIX T D A EHETIIHER SR, B OBERERR T B IS OV TIRIRIEN 2 T — &
LB THZRN (52 HBH)

FFERESE 2
RS DATHEREREE (ASTEZ RO TR E Y L E B ULN >1~1.5 £ 7-13RE U L E AfEN

ULN LLFCTAST A ULN 282 %) AT 5BEICTHHERGIIAETHD (52HS
1N

ANIEZEM]

ANRAEHITIE, 23R BEIE ORI OV T OARA OB 728 7 513720,

85 D71k

AFNIR TEFHEATHY, LFEREEMNENKREGT 5,

VB A (HESRE) F 7213 R o B T HEAR IS TS 3 5,

PLREIZHEAR, A, I, B, R ®H L25HE1E, L OGETIIRES TARZER 5,

B E-HIDOAR OEFRMIES T 2 F/RICOWTIL, 6.6 BAZSRODZ L,

PFIZER CONFIDENTIAL
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4.3. 25

AFN DS £ 1213 6.1 IR TIRAA OV L b BUE,

4.4. BRI EEB ITOER LoBER
rL—H%EUT ¢

EWFRAIO P L—H U T 4 2 BT D7D, &G LEERLOATRE L0y FE 5
ZAfEIZ LT 5 2 L,

YA I A R HERRE (CRS)

AKBN OG- %51 5 HBETIX, CRS WRELTHA[REMENH Y, CRS ITAEMEE T E7-1T5EIC
ELLEAEND D,

CRS OGRS S L OVERIZIE, B, KEEEAE, I, (Kii)E, 48R, 9805 L ONFEEE -
BWEENAD, ZHBIZESRN 4.8 HEBM) |

CRS DY A7 HIKWT 570, AT v T T v T RREAFY 2 —)VIHt> TRGZBRBL, AF
BHEHICHERELZE=FY 7 T52 L, CRSOY 27 #5720, &YID 3 EOEE
BICRT 2179 2 & 2HBW) |

CRS DM L7 IHERDFER L2 5HEI1E, EHICEMOZEEZIT 5 X 5 BFITHEET 52
&o

CRS DR DOMWAGENZRD HALIZHEE T, AFIOFG2 W L, BEFDOABRIZ OV TE ST
T5HIZ &, CRSIF 42 HOHEERIAICNE > CTEE L, EIFREBEDO T A R T4 ZWE-T2BIND
BHAZET D, CRS X 23FpRIE (REVA, Wik, SR, IL-6 F721% IL-6 AR E
W, BBMAEEEN, THOICRLARW) M EET 5, FEEDENEERE (DIC) , I
WFHIRT A=K IO, O, BER L OREiEE T =% ) 79 5 O DG FERE
DFERMERFT 5 Z &,

ICANS % & Ttk st

AHN D541, ICANS & G EE F-I1TAME2E 0T HREENRET D EErH 5 (4.8
THEMR) , &EPI, #REEOSES LOYER B~ VoIRT, BI1E, EESHME T (12
DOWTHEREZEEE=FXY L TTAHZ L,

PRREFEIE DB £ T ITIERD R LI HE1E, EBIZEMOREEZT 5 & 5 BEITHEET S
ZE,

ICANS % & T et Ttk D P DD ZRD SN T-HE R C, AF OG- 2 hrd 5, 72, ik
PR O EEAZEE T H 2 L, MREN (ICANS %) O 72 & R 715X Table 3 128K
5 (42mEME) |
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ICANS R BH T 2 AIReMEN b D720, AT v 77 v 7REMHY, 2FEDOAT v 77 v 7
ETOREGOFET % 48 Kfil, 3 LOMRIERASH 72 ISR L 72561, BB OE RS LU
HCIERAEROBRIEZPEX D L0 BEZREST 5 W2 HB LU 4THSH)

TERYLIE

AHNOF G AZ T -2, BE, Emr2Eird, EENRRYYENRE STV
(48 THBM) , AFIFEEFITHH O T A NV AJEGE =137 A NV AR DFIRN I ST~ F
7=, ARFEGRICHETHESREEAEME (PML) ORBL AL TWVWD,

IEEMMME A AT 2 BEI2IL, BEAHB LW &, AFIORERTB L O 5P, K
JEDBEL L OYERICOWTHREZBIE L, WUNIIHETHZ L, Tabled ([ZFiH STV D

[ZOMOIEMEFEIFERS] OLBY, JEGWED B2 U TAFIOR -2 Filrd 5

(42 TEHSM) |

BIEEID T A RIA N> THIEE (a2 —F L RAF R « £ B _XF A RO TR B
FOFLT A NRE (RSB HIRO TE%E) OT&R5%2179,

A PERIBDIE

KENOF G2 2 1 T2 BB, AP BRI IESS K OSEBVEAF P ERBDIED N i ST s (4.8 1H
ZH)

R—=A T4 VB L OAF OB G P ESRMICEmEREEZE=%2 1) 74252 L, Tabled DL
BY, AROEGEZFET 5 G2HEBR)  GHHERBDIEN A DD BFEICOWTE, JEYE
DB BET D, EEEEDOH A RT7A Nt CTRERIERITH 2 &,

Ky 7 a7V e

KENOE G 223728, Ry 7e7 ) VIUERHRE S TVWD @G-8 HBH) |

BHERIZ, RE7u T ) REEZE=F) 7T 5T 8, 1gG IREDY 400 mg/dL A IR T L7z
BalE, a7 Y OB TFERITHIRNE G 2L, EREEREO T A R 1 I2iE-
T, BYIED TIHOMEEO TR 54250 THIRE1T I,

A NVADT 7 F OO

AR OG- R E 13T EHBDOET A VAT 7 F N2 L A O eI mE ST g
VW, #IEE ST 4 EBLN, BSPB LRGSRV ES 4 ENE, EVANVRTTF D
PRI HERE S L0,

INAl

ARNEETHFT Y AT EESHZY Immol 23 mg) K TH Y, FEEMIZT Y 7L
B ERND,
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4.5 thoEZES L OMHEERB L OZEoMOEEIEA
RN D FRM R AR FRRBR 1T 320G L Ty,

AFNOFGBIRZAE D DY A NI A I LY, F b7 v—A5P450 (CYP) BESE AN
SNLFRENR DD, KENDOAT v T T v TEGHRNOAT v 77T v 70 14 A ETH X
N CRS OFEHLHF /D CRS BELD 14 B ETIZ, EWHEERAO U 27 R EbEL 25 L& T
SNb, ZOMEFE, HEES R EELZ TV CYP ORE L 72 534 (7 v AR
Vo, Zz=hAY, va bR, UL77 U %) ZFHLTOHEETIE, HEELETEK
MREZ =2 ) T T HMERD D, LEIZSCTIFHEOHEZRHE T2 &,

4.6. ZJ58E, HIRE L UMREL
VEHR AT RE 70 2 REAE:

JERATRE 72 ISR L TAAN 2 3 59 2 5613, HEGBIMGANEIRRELZTT 9 2 &,
IR T RE 72 2oL, AFIOFRE- I L OB GH T 6 » HEITEY) 2L 2175 Z &,
b

RO T T2 7HERICET 2 A7 2Lt PR XUEWOT =X 1320w, B b
w77 (IgG) 13, MRS | =R ICHEEEENH L Z LB TWD, AHIO
ERBEF 0, RIBICHZ KT T AN DH D720, IR LR EREE LY,

AENIEy 707 ) VMJENR D SN D Z LR DT, AAIZERG LIZREEG A L8
AROHE T 07 ) AEOREZRFT L5 L,

TNTFE~T DO BLUOEMOIITF~DOBIT, WER~DOREL X ORI EAIZRITT
EEIIAHICTH D, b b IgGIERILTICBITT 22 ENmbN TS, MERICXT DU 2
IR ETERNWED, AFOBRGHRBIOEGETHZ 6 » AMITRA LW ENREE LY,

A HE

TNTFTERT D FOZMRREIZMITTREIHET 27 — 21300, MMEOZREEIC N5
VT T = T DR R Tl D AR AR TR L S M S TV ey,

4.7. BBIEOEER X UHEBERIERN T 5%
AFN T B BN H O RIS L UBIRIERE N IC R & e 2 KIF T,

ICANS BT B [REMEDN B 572, AFIOE G %25 1T HEFITEFHR L~V TO U A7)0
b5 A8HZW) , 2EDOAT v 7T v 7EEOHIMFP B I OENEND AT v 7T v TG
SE T4 48 R, B L OMREMEDN 2SR L2551, MREERNEAET 2 ET, BB
HOEELE L OEESER OB EELEZ 5 L O BFITHRET 22 L 2HBLU441H
ZH)
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4.8. ZFE LL RVWEH
VT 2 7 7 A L DEH

FEREENT CRS (57.9%) , Alfl (54.1%) , &FHERBE (44.8%) , ¥ (443%) , E
ROBEY (38.8%) , TEHHEIAIEOL (38.3%) , T (37.7%) , MiZk (37.2%) , M/IMRIB/AE
(36.1%) , U U /NERBAME (30.1%) , BABOR (26.8%) , FEL (27.3%) , HE

(26.2%) , BAHER (25.1%) , &4V 7 AMAE (23.0%) , Bl (21.3%) B I OR &R
(21.3%) Th 5,

EHERAERISITIMNE (30.6%) , WMUE (15.3%) , CRS (12.6%) , & (5.5%) , FXOERK
Y (4.9%) , REEY: (3.3%) , FEMELFHERBAE (2.7%) , FFRREE (2.2%) 3 K OFEEL
(22%) ToH D,

BERIG—EE

HELER 5. L2 AV CARBN OB 5% 5 F o BFITHE SN AHF)G% Table 6 IZZ549 L7z [183
B, 55 64 5153 BCMA FrEAGUAEME AR (ADC) F£7013x 2 T HURZAEMA (CAR) Tl
RRIEC X B REEEZ A LTz (ak— kB, &7 —%) ], &5HMODREL 4.1 »
A (&R 0.03~20.3 » H) ThHoto, RAIDOZENET — 5 132 G58EM (265 #1) THRHbS
M, Bzl HERGIHER SN2 o T,

A EREZ MedDRA OB BIRSFERNCR BTG Z LIl 5, BEREE T TV —IT,
very common (>1/10) , common (>1/100~<1/10) , uncommon (>1/1,000~<1/100) , rare
(>1/10,000~<1/1,000) , veryrare (<1/10,000) 35X U notknown (ff 5N TWNDT —# 0 5H3EE
FEOHEENEERIGE) LERSND, FRBEFGHENTIE, %4 T256, EEEOS
WIIRIZA B RS2,

Table 6. MagnetisMM-3 RERIZB W CHIRA R TR OKR G5 22 T 2R FHIEREIC

B 2HERKG
FEBIRGHE BHERG ey N =183
(&Z7V—F) | &Z7V—F| ZL—1F3
(%) ik 4
(%)
BRYER X OFAER | ik very common 37.2 24.6
JiE L L) ® very common 18.0 12.6
b GE R very common 38.8 5.5
FR % Rk Y very common 12.6 4.4
MR L RY % | ek E very common 44.8 432
= A i very common 54.1 42.6
/N very common 36.1 26.2
U o RERIEDSE very common 30.1 27.9
M ER s very common 17.5 12.6
FEEEAT T BRI E common 2.7 2.7
SREREE YA NhA R R very common 57.9 0.5
Ky Z w7l v mfE very common 14.2 2.7
PFIZER CONFIDENTIAL
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1.6 BRI B dn e EAE ZE AR

Table 6. MagnetisMM-3 SREBRIZB W CTHIEAE TAROR 5 22 1T - 2R EHEREIC
B 2H5EMKG
B KGE BERG ey N =183
(&7L—FR) | &7Vv—F | ZJL—1F3
(%) E3er g
(%)

KRB L OREBES | AAEOE very common 26.8 1.1
&H U v AIGE very common 23.0 8.7
&V IfgE common 6.6 0.5

R REE KM= = — 1 ST —c very common 15.8 1.1
SR very common 19.1 0
HIET 7 = 7 X —HlifRESEE | common 33 1.1
rrig A EEMERE (ICANS)

PR AR, MOZRE KOV | IR0k A HE very common 19.1 4.9

MERRRE S

EEEE T very common 37.7 1.1
L very common 21.3 0

KREBLUORTMHE | B2 very common 26.2 0

= i i v pi very common 21.3 0

HEERRBIOHA | Bfw very common 25.1 1.6

HRELRR PR

—i - 2FEEB L | ESAL OGS very common 38.3 0

O 53R Ar D IR 8 T EN very common 27.3 3.3
W 57 very common 443 6.0

R N ATIF—F LR very common 16.9 5.5

a.

MtigeiziL, Mige, COVID-19 Jifid, REZNT ALV A0E, MEME TROERYY, WA LA T RIE R
Yo, Za—F VAT R - fuXF AN, TT A NAERR, MEERE, A4 ATy A LR

PSS, BEEMEMR, A T o ERIR, Yo — REF AR, A AR, BAgK, =

A NVAHERR, ~F T 4V AVERZ, MREREMEMIZ, RS VA NVAMRBEEND,

b, BUMSELCIE, BOME, BEME, [EREHSUS R e, AR e, KM L, K
BUSE, 7 V7 v THBUIE, 2 — R AMRUE, BUIEMES 2 v 2, 7R o BRE M fE,
7 N EREMEROIAE, Lo YRR MERIE, RERMERCUIE, B v noNs Z—EIIENE E1 5,

c. KM= 2 —m ST 2L, RS = o —n 8 —, BERGE, SRR ER = 2 — R F—, R
WA, KM= 2 —m T —, REMESESI= 2 —a 8T —, £F 0« SU—SEERE, BOEHURK, MR
i, 2R-a—nRFREEND,

d. BB, HIBLMERE S, SEMERBMER ER, B, P - RERFEE R SEGER, 95, FEM
235, BRREGE, BEIRMBIREE, IEMAS, MR, RS, RN EEh
%,

e OB FERIG DR

VA PO HHHEGRE (CRS)

HESERE 52/ ¥ 2 — )V CARBN O 5% 51T T2 FBE D 57.9%I2 CRS BAREL L, 43.7%I2 7 L— K

1, 13.7%I27 L —R2, 05%I27L—R3DCRS BFEH L, IFLALOBETIZIREIBEDA
F T v TEE (432%) ERII2BIED AT v T v 7L (19.1%) D12 CRS 233
L, 7.1%0OHBETIL 1 B HOEAEHER 5%, 1.6%DHEE TILIF DO/ OFKE%IZ CRS 2338 L
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77o BAE D 13.1%2# 581D CRS 23588 H L7z, CRS BE E COHR O FIfiIL, EITOHE
M52 H (#FH:1~9H) %CTbhV, HEWMOPREX2 B (P : 1~19 H) ThoT,

CRS #ZHL L2 8BE TlX, CRSICHED GBI & L THREN (99.0%) , KifJE (21.0%) , KERFEE
(11.4%) 2NF8H B2, CRS DIEWED = 33%M b U X~7 (F721% siltuximab) DO H-%

ZF, 15.1% 0B avFaxTaf ROKEE2ZIT71-,
TET T = 2 S — B R A T EIE IR (ICANS)

HELERe 52 5 ¥ o — )V CARAN O 5% 52 1T T2 BF D 3.3%I2 ICANS BAFBLL, 0.5%I27 L— R
1, 1.6%I27 L— K2, 1.1%IZ7 L— K3 ®ICANS 23 H L7z, KE/SDOBETIE L EIH DR
T TT y TEEGHITICANS BREBLL 2.7%) , 1§61 (0.5%) TIEX2BIEORAT v 77 v 7
H#%12, 161 (0.5%) TIZZDHOEEHIZ ICANS 2338 L=, BED 1.1%\28 580
ICANS 2338 & Hivlz, HBLE CoOMMOFIEIX, ELoOEENS 3 H @ : 1~4 H) %T
b, HEMMOFREIX2 B G 1~18 ) Tho7To,

ICANS %, CRS & FRIFRRETH5ESC, CRS OEIERICHIT LA, CRS b PIoRwE4
HEAENE A, ICANS OERIERIL, B#L~VOETET L —R1 £33 L — K2 Ot
T 7 =7 X —HABEME (ICE) 227 Th-o7z (Table3 M) . ICANS 2RI LI-BED
95, ICANS DIEEDTZDIZ 66.7%N2/VF a2 AT A R, 333%08 U X~v7 (E1T
siltuximab) , 33.3%75 L _XFF& X L, 16.7%7)° anakinra D525 1T 7~

AERICD G DN D FBIDHE

A DOAGRRICAFERISH RO L FH 2R ET D5 LITERETHD, Z2 kY, EEG
DRRXT 4 VAT NG U ZABGHNC T = ) U P THZ LN TE S, BRI,
fHk VISR SN2 ERRE VAT 220 LT, AERCBEDN D 2 MET 25 2 Lok
DHID,

4.9. BE#K 5
SR J O

FERRBRICB VT, BERSIIME SN TR, T TF ¥~ T ORKIMETRE ST
oW, BEREEBRCIE, #1876 mg EFTOHENEE I TW5,

IBRIE

WERGOLEE, AFSOBEE TIERIZOWTEE 2B L, EHICEY) 2R SFHRE
ZRRT D 2 L,
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TNTFET

1.7 R [R5 hn—Fa 3k

117 5 A|TZALTAARETE | ATV AT BN | ATV T ARG | X7V Ly 7 A8 | ¥ 7 X 2 —nre®iG K | h—7 U et
44mg Img EAd FH300mg FE100mg TE 100mg
TNV T4 AR FIE | R~V A I TN |2 ATV UTF 4 ®ETH | ¥ T7FL v 7 ARATE P—7 U P EE
76mg 2mg ##E FH400mg F#{FE400mg 500mg
A~ U R @K 7TENL
3mg
A~vU R M@K 7RV
4mg
— o /| ATFTE~T (BB | AU RIR Y AT (Bt |FT7VLe~vT7 BERET|¥7VLvT7 @ET|AMPYFo~T (#Es
FHAHLZ) HAHLZ) HAHLZ) KA Z) - AR T | TR )
o=4—¥ TILT77
(GB{n 1/ z)
£ H | TrAYHAEE [TV R LAY — | TV RV A — | YTy —<H | Yok Ty —~ | 7 o # A
X 27 A THRAEHE | X 274 TS | &t =t
e - ) B | AR SUTEHEMEDOL R | BRESUTENEMED L3 | BRI UTEHAMED L3 | R E RS OZ 3 A HifiE BRI ST O 2%
PEE IR (BEMER 7R | B P B A O&HMALT 2 v | MEBEE
DR 2R G AT IR R—=32
%)
TERE « ETHEA | — 2023fF4 A G (BE3IR | 202247 A 3T (83 | 2022423 A SkiT (B54R | 2023424 A il (BB5HR | 20214E11 A G (363

)

)

)

)

fi
)

ER O B2
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TNTFET

1.7 R [R5 hn—Fa 3k

Az 5 2| TR~ ® IR H—E T T 4 @I

— B NATFTHTEF L BT Lra—8L SNEBTRE L F— L a—EL

= #: G| TVAR 2, Y—R 27 A4 THRAEH | Yoy 77—~ XS4

% HE o B | BRTEHEEO SR E R, 720, R TEEEO SR REIE, 72721,

v M ke LTFOWTFN b= T35 AIZR 5, UTFOWTN b= 3HEICR5,

Sl « BCMABHURZFEM L L= A FHFZE | - BCMAFUR AR & Uiz 2 FHURZ A

RS BT AR IR L ORI AN 720 PRFE L THI R B ORI E DN 220
- GEPHEER, Yo T T Y —AHERED | - REREER, Yo7 7 Y —AHERKEO
PICD38E / 7 u—F A HilkilAl 2 &3> | HICD38E / 7 u—F L HilkilAl % & e3>
U EORNGHEBEEZA L, o, ELOFNE | EORNEREZHA L, Mo, ELORR
FRICxE L ORI T 338 DT XUTTRIR | RICxh L TN E Do 7= XTIk
BIZEHFRE LTz BIZHFRE LTz

VERL « BCETAEA | 20224E7THEGET  (5520R) 202211 A SLET (Bf2hR)
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5. MEERIHRICEET EE

5.1 KANZ X B0, D% < & H 1o DR L inH A K
BINTHEREICTHHE L BB R ETH I L,

5.2 BRRERICHLA AN & N7z BH OWHREEE IOV T,
(17 BRREGE ] OHONEZRM L. AR OARER
LM T L7 BT BIBEEOERNEITH 2
o [17.1.1-17.1.55H]

6. RERUVAE

(FxH X2V 6/
HHE, BRAIEART Y FIFELTIHA4mg% 21 H fi
HiEH G Ltk THHRKRIET 2, Thelvy A rve L
THEG BV RS b, BEOREIZ X D EHMHRT 5.

KIWVFIITROETXH X2V 40
W, AEART Y FIFELTIHLE4mg% 14 H il
HfEL G- L7cte, THRKRES 5, Theld e L
THGEHV RS B, BEOREIZ L D EAHET 50

7. BERUCHABICEET 515

7.1 KHl %2 &AL, 17 HFREE] oEOW
7w, M- HEZTOICEMB L LTI 2k,
[17.1.1-17.1.581]

7.2 RAEGIZ X Y EIERAARR L 251013, T£%E25%
AR OS2 EZBT A2 L, [8.2, 9.1.2, 11.1.3
2]

FIER IO RFI ORI, e idhik Lo HE

FIER R QL iE
MM | 25,000/ w2 G 12 9% | 50,000/ uL L EAZ EfE$ %
A ORI ZRIEL, FHHIX
KRIET OFe 5= A 5 Imgii
W5,
TR LI OB L7
WA DMEEE L. ImglliK
i L7z RICH ORIVER 5358
BL72%6120% ARlok
Gamikysl k.
1,000/uLLl EicmIfES 5 F
THRAEZRFE L, FHIEMAK
EETOF G- = A S Imgik =
?_Z) Z <‘:.o
G-CSF## i L Tw
WA, oW
TEETHI L,
HELBICHORBL .
WA bFEE Ly Imgll i
i L7212 IS ORIVER- A358
LA AFl ok
Gaemikyal k.
Grade 1LLFICHIIEY % &
TARAZRIEL., FHIEKR
T OP G2 A b 1ImgiiE
THT L, HBEHMIE. B
HOWREIZIE U THWT %
&,
TR L 22 OB L 72
WA LHBE Ly Imgllik
& L7 RICHORITEM 255
HLWEICIE, KAl oK
Gadikds e,
Grade 43 IEKH | KR OG- 2§25 2
% s
Grade 3X 134 Grade 2L M2l T % £
TARAZRIE L, FRIEK
SEHT OG- 5 Imgii =
THZ L, BBHAZ R
FOIREEIZ L U TR 5
k.
LRI HOREBL7:
WA bHMEE L Imgll ik
i L 72 RICHORITEM 255
H L7881, RAoH
Haevgikdaz e,

B ERIR A | 500/ uL A 2 3
i

I BT PR ER IR A E
(WF P BR %A% 1,000/
uL &bl Ty Ao
TH38.3CE2MZ 5
SAFTIE ) 2 2 T
ke 3 538C L ko
FEE)

Grade 3

ERDSLD
HIfEH®

) GradeldCTCAE V401235 <,

8. EELEANEE

8.1 AHFG-FAEH S G4 %A T Tl Wi, KT
RO g nwa b, [16.3581K]

8.2 ARADOPEGAZ & V) T 7 U P ERIAE T OV I/ N A iE
SEDBMIFI RIS 5 2 03 5720, EWMICImE
FEREET ) 2k, T2 AFOFKGICH 72 T,
G-CSFE Al o @Y AL EET 5 2 &, [7.2,
9.1.2, 11.1.3&MH]

8.3 WpAMERAERICB VT, BIR, #5EL, JEY7. EEkL v
DT, DTV MEENTVWLDT, KHFKGHOHE
EAMEIEE)E RORiL e SN R R i AQY YU i WS
IEETHI L,

8.4 AV EENSEET LI LD L0, EHICILE Y
L' 75 =, BUNEOBEEMRA, R K O 5
M2, BEOIREZ BB L,
[11.1.8&M]

8.5 IBYENDH SN DI EDHHDT, MIEFRIMA 2 O
WA 2479 e &, BIgE2 1121 2 &, [11.1.4
7]

8.6 JEEMELEBEREDD S bNE I ENHHDT, EEED
L IBF T, I R TR R K OB R e A &
Fo%E, BEOREZTHICHRTLZ L, [11.1.6
%]

8.7 LA, AEIRAH SbNDB I EDNHLDT, LEERER
# (bra—, LEXNE 2479 %L, BgE 54T
Tk, [11.1.72R]

8.8 KRB E, I AH HhND T EAH L DT, ElMIC
WMAZAT) & BIgEE T0247H) 2 & [11.1.128 1]

9. HENEEZHITIEREICHET AR

9.1 &HHE - BEEZENH2EE

9.1.1 FEPRRRIMBIEDN Y XV 2 FT 8%

TR IR AR IE AN 6B, WET 5 223D %, [1.6,
11.1.1=M1]

9.1.2 BHMFIDDH 2 BE

W AR I P ER IR AE J ORGP IE DS TSRS 5 Z L %
%o [7.2, 8.2, 11.1.35H1]

9.1.3 HURTA NRXIELFURINICKIEELBBIED
BREROH 5 EE

9.2 BHpEEERE

[16.6.1Z 1]

9.3 FTieEEERE

[16.6.22% 1]

9.4 £EREEH T B2 E

9.4.1 IR AW HREMED & 5 LIk, AFIP% 5 BlAG4E R
i K AR FIH5- B IA3 H 1 A S % 5- Bl 4G 1 1T ¥ T2
FERAZERL, HBIRLTWEWS & 2 MERRICHRE
BT AT Lo T REOFHBHITAER %2
VT, KA OFZLGHT OB ARFIFE G- T &
O ARHN P G- T AR B IRIR A 2 45 2 &,
BG5BT EGEMET 2 SRS R TGEM %G £ ¢ IR
W AT ) HEd/ S — b — & IR THRD 2 AT
DOFEMEEHE BHEILTIY F—225H) S,
WIFEZBFLTVWBEIEEZFDICHRAT LI L, &
B, RA OGS W IR S DN D A2, E
HLIZAK OS2k L, ER%ICE%T 5 &) BE
ZIRESTHZE, [1.3. 9.58H]

9.4.2 Wik, HERTLEMK T . WRBETHIYE
38D THR MR O FEE = MUK (BHkgesa v
F—2%%H) S8, BEZEFLTWLZ L2145
WCHERT A2 &, F720 OB AT & DM
BAThE R & KA IR 5, (1.4
16.32H]

9.5 1T4®

TR SRR L T W B REME D & B I I3 G- L e wnw S
Lo THFEFRYT v b TOAEGEAEFERE T, R
WZER<Y) F I P2 Sz BEY ok RIS AR
DHNT, K<) FI ik M CHRSENZ AT 5 ik
»dH5HY, [1.1-1.3. 2.1, 2.2, 9.4.1, 11.1.13H]

9.6 R3ILIF

BAPOLHIIIRG LI LT Lnds, b ai
TSGR AL L, Ty FORLH
PSRBT 5 2 i S Tw by,






B OGO RAERORG Lz & S OREYHE T XA -5

- 0.5mg”‘" ng‘ii.) 4mg

R (6f1) (6fA) )
e b 1HH 1HH | 10HH" | 1HH | 10HH"
Cunax 9.1 35.6 37.6 70.2 71.2
(ng/mL) (18.8) (15.9) | (20.9) | (49.7) (40.6)
AUCx: 84.9 364.4 411.5 685.7 713.8
(ng-h/mL) | (14.9) (20.3) | (17.7) | (43.1) (40.1)
AUC. 92.6 411.0 463.6 750.1 764.3
(ng-h/mL) | (14.6) (26.4) (19.4) (44.8) (40.8)
o () 2.0 3.0 3.0 3.0 4.0
e (0.9,4.0)((2.0,6.0)|(1.0,4.0)|(1.0.5.8) [ (2.0, 4.0)
e () 6.4 6.9 7.3 6.0 5.5
v (12.4) | (20.7) (8.8) (1.1 | (24.4)
CL/F 5.4 4.9 4.9 5.3 5.6
(L/h) (14.6) (26.4) 17.7) (44.8) (40.1)
V./F 50 48.2 45.6 46 41.6
(L) (18.5) (15.9) (15.4) (37.4) (42.0)

ATy (LBRE%)

a P (/M SRR Ail)

b 10HH &3, 1H HIZH MG, 2H HIZKREL, 3~10HH I8
ARG Le7— %

16.2 DRI
16.2.1 BEOHE

ERERN (2761) ([CAHK4mgZE &R - Bru ) —ZOERIC
B E L 72 & & DOCuuxld27% T L. AUCIZ8%ILF L722" (4F
FEAT—%),
16.3 2

RV FI FNETL3IMkTH b, In vitroTHESY) FI Foe b
MR RS A RIS ISR L (SR ) v F 4+~ —42.2%. R
hrF v F4<—15.8%CTh 7" GHEAT—%),

7o, EHERA (8B1) \CAKI2me™ &4 H BB 5 L7
P GARE B OB O R~ F I FIEER, 550 H oMK
HTOMMPETILEEDRET%TH - 72" FHEAF—%)o [1.4,
8.1, 9.4.25:H4]
16.4 o3

[MCI-F~< 1 F 3 Fomg™ & fHER A RS L7z & &, i
BHIE I UCREIRDAEAE L (LA o 3 B 1 0 %)
70%) . 10%% @82 BAHWIE o720 Y HEATF— %),
16.5 Hhitt ‘

[MCI-F=1U F3 Fo2mg™ Z MR A ICHERES Lz &, #
L148H H F TITRAICIZR G BEORT3%AS, FH A IZ135915%
PR S N, 72, BH%3HH F TORP RO G%4H H
FCOFMHICB VT, CYPIRAFEORH I, RS iz
HEHEYED#943% T ) . CYPIRAKAENE DI 3 1A A3
25%. RZALEAHIL0%TH - 72" "V FHEAT— %),
16.6 FHENEREEF I 28EF
16.6.1 BiEEEEE

25V RNE R (6361) \CARH A ARG Lz L ol
Herh SRR 7 — & % MO 72 B B SR B RESRAT O R, IR
HHRE (L7 F=r 29U 75 A (Cle) >60mL/min) %
BF) x5 % A A E BB AR BE & (30<eGFR<45mL/
min/1.73m?) B & (1561). B A5 B 2 5 E B gk b &
(CL&<30mL/min X 1ZeGFR<30mL/min/1.73m?) & (30%1)
B OEHT H3 375 BB S (CLe<30mL/min) E# (10
Bl) TOAUCDHHIZZF N Z410.98, 0.995% U¥1.38Td - 7=
MEANT—%). [9.22H]
16.6.2 FFi%EEREERE

TR N B2 (Child-PughZ#A). W& (Child-Pugh%-$i
B) KU HEE (Child-Pughs8C) O HEGERE E%2 A3 2 & (%
8Bl) \ZAHAmgZ HBREIH G- Lz & &, RIS 3 1%
B, PEEEROEEONEEREL AT 5 BEDCoud LIz Z
N Z10.942, 0.948J%2 T0.758CTdH . AUCH Iz ZhEh
1.512, 1.575% 0°1.715CHh -7z FHEATF— )P, [9.3581K]
16.7 EWIBEIER
16.7.1 ZIVRXH I LA U EBIE

RN (14B1) 127 VKRFH I <L A4 VB (50mgl H2
) KRS H%ICAR K dmg % B 5- L7z & S ORADAUCK
U Cumaxldy AFAmgHAHHLE B2 51 & T Z R 2 Nf125%
V24%3m L 72" BHEAF—%). [10.2. 16.7.35H]
16.7.2 S rhaFJ—Jb

R (1661) 124 F a3+ —)b (200mgl H2MH]) [ AE#% S
BICAFAmgZ K35 L7z & EOARFDAUCHK PCuaxid, A
HlAmg HH L ) P 5. & e _CTE R ENR19% B OS7%3Em L
729 EATF— %), [10.2, 16.7.358]

(4)

16.7.3 ZIWVRXHIDIT LA CBERVYT FaFV—-ILOGH
&5
fEgER N (1261) W7 VEARFH Iy~ LA Vi (50mgl H2
) RO kv — b (200mgl H2M) B F #5512 A F
dmgZx {5 L 72 & & OARF O AUCK PCoaslds AHKl4mghi
T % Gl & T2 B NR146% K OS21%84 0 L 72 (M
FEAF—%), [10.2, 16.7.1, 16.7.2%8]
16.7.4 Z DLDZEH]
LR IR B (1461) 1SR 4mgZ F3H 2 ¥ v (20~
40mg) & OPFHCTHEDUIRERS Lz L & RAldmgHipiig
[ A& AR G- & R TAHI DO AUCK O Crax \ BN FRD 5
Neho2® WEAF—%),
e A (1661) 125 VA< € ¥ ¥ (100~200mgl H1~2[al)
A G- % S AR Hldmg % W G- L 72 & & OARF OAUCK O
Cmaxld ARH)4mgH AU ] 5-8F & X TENZEN8920% & O
25%k P L7z (SHEAF— %)

W) AR QKR - HEE [1TH1E4mg% 21 H B8 H #1485 L 72
By THHWKREST 5, Thzld A7 ve LTRGEHYET. ] T
H5bo

17. ERERRLIE

17.1 BHHERCRL2MHICREY 28R

(FRY X2 HA)

17.1.1 EAEE I 1H:ER
AUFVITROLVFY FI FICL2EEBTET, 2OMIE
DEFEH UL IEFE T 1460 H ISR ST L - F3 0% 561t
BREERE 2 IS L% TR (MM-011308%) % %05,
AHIE T MG H e 7 %4 2 & VB e 5- 0 A7 5P B OV 4
PE& G L 7z ZOfGHR. FEFFMIE 0 B3 1L, 25.0%
[95%fE M IX 1] © 10.9~39.1%] (5e&Z&h1H1. 55 2 %h861)
"G&)Of:”)o
GEVERFMERNIC B VT, 3661H3261 (88.9%) (ZEIVER (i
KRR 2 &) o b, EREWER. o b Bk
A FE25BI (69.4%) . L/ BL IR A SE1261 (33.3%). 5E 3564
(16.7%) HIMLERIRAFESH] (13.9%). FE#SH] (13.9%). #Ii
40 (11.1%) V) ¥ 28 ERIRAREAR (11.1%) A A P 7 E451
(11.1%). ME4H (11.1%). RIREAB (11.1%) Th - 72",
[5.2, 7.1&M1]

D) AFORE - HEIE280 2194 7 v & L, 1H1H4mg%1~21
HHECREIRS S5, 2B, EAR SRR R TIX, AH
BPRGENDETORAIIN LT, AF o5 FlakR A o fiil
T UIHUB I HE 2 53 2 HETH o 72,

H2) TR ALYV oMY ARIE28H 2194 27 v L, 1H1E
40mg (750 % 2 5 B #121320mg) %1, 8. 15, 22H HIZ#&
H#%5-9 %,

17.1.2 B E TR
RVFTITROVLFY FI FICXBEEPART, PO
DEFET AZIBFAL T 60 H LIS ESELT U 22 5% 03 8kG
TEDL S RIS 255 & L AR (MM-00335%)
EEML, AAT RO R 52 5V VPGS L A
T EY Ry B 5 o AR K OV Ak & BRI L 72,
ZOMER, RAFOEHAETFH 27V VAR GHETIE. &
SLETANIE H o M3 A LW (PFS) S OYRINREHli I H o 44
M (0S) . EHEFTFH XYV HMB G L Th
TR L 72",

FRIMERROER) (20124E9H7THF—% 1 v b+ 7)

EABDERE | iy s
THRYRY M e 153 B
X VT B G 1
bribe 3 (153
(302451)
PFS
AN MEEEE (%) 164 (54.3) 103 (67.3)
FpoefiE® (i) 15.7 8.0
[95% 15 X 41" [13.0, 20.1] (7.0, 9.0]
= R 0.45
[95% 15 #i X fi# ] [0.35, 0.59]
pfii (Log-rank#iE) < 0.001
0S
CHBER (%) 76 (25.2) 58 (37.9)
et () NE 34.0
[95% 15 X [#]° [48.1, NE] [23.4, 39.9]
INHFE— R 0.53
[95% 15 X 4] [0.37, 0.74]
pfii (Log-rank#i7E) < 0.001

FEBEHET — % > 7 7V —7 (IMWG) #1230 < My Fof
ZHE (IRAC) 12k 2HE
a @ il Kaplan-Meieri: 12 X 2 & fili



b+ HYAE D 95% 15 HHIX [

¢ CoxIbBINg— FEF WD S EHET S 2 5 v > Bl 5%

W2 BAK R IR E 759 2 7V Y PG EEONF— ROl
NE : Not Estimable (@A)

1.0
0.8
4
w® 0.61
S -
£ 04 T PAAERET Y X5 AR
® Thee,
0.2 e
000 OBRBF5Y 257> BRE5H L
0 13 2 39 52 65
PFS ()
YR
®| 153 22 6 2 0
@| 302 109 44 15 2 0
PFS®Kaplan-Meier Hi#
1.04
081 QARHEARTHY A2 GRS
4o
& 0.6
S s
£ 0.4
¥
0.2
0.0
0 13 % 39 52 65
0S (i)
Uz
@ 153 78 35 12 3 0
@\ 302 184 97 45 16 2

OS?»Kaplan-Meier [

AHN P 5B D LA FAME B B VT 300607124761 (82.3%)
WCEIER (BRMAEMRE 2 E50) 25380 5hk. E2EIEH
W IR ERIEAEL296] (43.0%). £ n7461 (24.7%). 95763
Bl (21.0%). ML/NHIR A AESSH] (19.3%) . F I ER 3% A i 32451
(10.7%) TH -7, [5.2, 7.1%H]

D) ARFORE - HREiZ280 2194 7 v & L, 1H1H4mgx1~21
HHIREIRG 3 20 2B, FNRCHEIMRRRERTIE, AH
PG ENDETOREIIN LT, KOG FIGER A 5 flil
I UIHUBE S & $e 55 B BETH o 720

H2) FERF ALV oMY HE328H 2194 v e L, TH1E
40mg (755 % 2 % B #121320mg) %1, 8, 15, 22H HIZ#E
%59 %,

W3) FERF ALY oMY HRI3280 214 7 v L, 1H1E
40mg (75ik %M 2 % BHFI21320mg) %1~4H, 9~12H., 17~
20H HIZ#EOH 5§ 5.0

17.1.3 EEHFESE I 5

LFY FI P01V YA Y OBIER A 5 B L
HETRTE O S IS BE B 2 R R & U Az EIR R W A I AT AR
(MM-0143%8%) #92iiL. HAAN TR — b (1861) TAA™,
7 F 4 2 y VR ONY Ty AT GRETHIRZ) &
TEEHE A O P G- O AT S VR eV F I L 72e 2 Ofk
By FEFGIHHE ORI IE, 83.3% [95%1EFHX ] : 58.6~
96.4%] [SeaZmadl (22.2%). i BRI Z=5761 (38.9%).
WA (22.2%)] TH- 72"

FATERE G B\ T 1861166 (88.9%) (ZHEHIMER (FF
RS 2 arde) 2S00 M7, EREIEIE. IFhERR
A E145) (77.8%) . FE 95640 (33.3%).  F1 I ER K 4 SESH
(27.8%) . MU/IMEIRAEAB] (22.2%). ER26] (11.1%). FE#
26 (11.1%) Th-72" [5.2, 7.15H]

1) AFI O - EIF28H 2194 2 v e L, 1H1E4mgZ 1~21
HHICROREG 3 5. 2B, REFELE BB TIE. A8 %25
ENBETOEZFIIH LT, AR OFGFIRIE A S Pl fe 3 L
PR 2 357 2 BETH - 72,

¥2) FERH ALYV COME - HEIE8HZ1 4 20 L, 1H1E
40mg (758 % # 2 5 B#H121320mg) %1, 8, 15, 22H HIZ#
%53 %,

#3) ¥V Aa~T (GEETHIRZ) MiEHEEA oML - HE28
H#Z1%4 7 Ve L, 1H16mg/kgZ. LERMRE (1~8HH). 2
i@@lﬁ%}% (9~248H) JU4:H B HbE (2508 H L) Tk A
#1595

17.1.4 B E TR
LFY FIFROTasr7 Y —2lERZELIL Y A VPR

DHIEHE 2 43 5 T3 UL EEE 1 0 % 567 5 B E 5 30451
xR L Uzisb g MAEE (MMY3013588%) #FEhiL. &
R R T F 2 7 W o EEE (PA#E) & PAfEE:IC
Yoy A< GERIZTHIRZ) SEEHERAS 3y v o=
7 GEETHIEZ) - Arverrn=y—¥ 7iL77 GHET
MRz AR T AT % Ffed L2-DPAE™ E o F )Mk
Fo O Ve 2 5l L 720 2 OFGHe. DPASEIETE C 13 32 2 35l 2
H OPFSHPIBEE:RE & R THBICERE L7227,

AR OYRK (20204E7TH2IH T =% v b4+ 7)

DPd#i:HE P E:RE
(151151) (153f1)
PFS
ARV MREFER (%) 84 (55.6) 106 (69.3)
HpefEt (2 ) 12.4 6.9
[95% 12X [ 1° [8.34, 19.32] [5.52, 9.26]
PAS/ A N 0.63
[95% 15 FAX ] [0.47, 0.85]
pfii (Log-rank#iz) 0.0018

IMWGHEHEIZIED L a v Ea—% - 7IVTY XA X BHE

a @ Wiz Kaplan-Meier: 12 X 4 i & fif

b H it > 95% 5 FEIX [

¢ @ Cox N4 — FE 7 HED K PAFRERE IS K § 2 DPA#t ikt o
NIF— Folt

100
90
80+
70
60
50
404
30+
20 3
10 . PASEER
0

DPd#EiAE

WEREDEE

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36
PFS(» A)

D74

Pd 153121 93 79 61 52 46 36 27 17 12 5 5 1 0

DPd 151 135 111 100 87 80 74 66 48 30 20 12 8 5

PFS®Kaplan-Meier Hi#

DPAE LB D% VEEHIREMIC B W T, 14961713161 (87.9%)
WCEIEM (BRMAEMEY 2 E50) 2558050k, E2RIEN
. I ERIRANMEITHI (65.1%) . ML/ A E34BT (22.8%)
1 I 2K 9% A iE33H (22.2%) . #2360 (15.4%). 9% 5723461
(15.4%) . ME1%E2361 (15.4%) . Mize18Hl (12.1%). U ¥ 73k
WAELSH (10.1%) TH o722, [5.2, 7.18H]

1) AF 0P - HEIG28H 2194 2 v & L, 1H1E4mgZ 1~21
H BRI 5-3 5,

F2) FERHAY YV COHE - HRIE28HZIY A 2 vE L, 40mg (75
WL E O BFITIE20me) % LA RKE CEFIRFUSREI% 53 %,

¥3) 9V AYT (GEIETHIRZ) SiHEERA O NS - 28
H#Z1%4 7 V& L, 1M16mg/kgZ. 1AM (1~8HEH). 2
;L%J.F,;ﬁﬁﬂl% (9~248 H) J U4 MM (2508 H L) Tk
%59 b

W4) ¥V ax7 (BEEFHBEZ) - Aver7rve=y—¥ 7L7
7 GEIETHERZ) FA R TERAOMDE - 28 H E %14
4 7nEL, ¥V A7 & LTLHL800mg (Fre7irua=
F—+¥ TI7 7 & LT30,000M%EE) &, LEAMBE (1
~8EH). 2:EHMME (9~248H) KOGEEHbE (2558 H LLRE)
THT#57 %,

75) ARREBRBHIGH N TIZ S IV A~ 7 GEIG LR ) i s
Al OB GABE ST W7z, BRI ICH B 5B s 5
LREIY IV LAYT (BEETHIRZ) - Kre7rrvo=y—+¥

TNT7 7 (EETHEZ) BEE TERAzHE5TLE9%
FENT, TOEBEFNICY TV AT (BETHIRZ) S
ERF OG- 2B L TV BFIZGEH DRIy Ty A= T
GEETHIEZ) - Arverro=y—¥ 777 GEETH
#z) BEKR TERAOEGANOWKEZDPHFREIN TV, ¥
TV A= T GBI FHIRZ) s A o £ 5611 X DPAFR &
OISR THITH Y. €0 ) bABIIEGHEHIZy TV A<
7 (BT - Krverva=Fy—¥ 7L77 (GEET
Rz ) FA R TERA ORGS0 B .

(RIVFYITRUOTXHAZJHH)
17.1.5 EEHEFESE THERR )

LFY) FRFZ2EEI~3L IR ORBIEY 24 L, »oOlEk

DG SUTERHE T BRI SBAEAT L 723 SUT R0 % 5%

TEEBRRFE59% (AARANERITHZGEL) 2R L LR

e A ARG (MM-007:AB%) #FEML. K7V I 7R

CFxH 25V s (BAdgE) &BABEBEICAH™ &

3 2 2 2 1



L3 U 72P+BAi# 5 & O MR etk x FF i L 7ze F 0
FEAE PHBA#E LTI FEFHMIH OPFSHBAE LR & 1L~
THBICER L2V,

ARNEALOZR (20174E10H26H 7 — % A v M4 7)

P+Bd# R B
(281f1) (27851)
PFS
ANV NREBRE (%) 154 (54.8) 162 (58.3)
et (2 H) 11.2 7.1
[95% 15 X f5]" [9.66, 13.73] [5.88, 8.48]
= R 0.61
[95% 5 IX [H]] [0.49, 0.77]
pfti (Log-rank#iE) < 0.0001

ERSEHIEY — % > 77V —7 (IMWG) #1235 TR FL ) &
ZHE (IRAC) 12Xk 2

a  HryefiildKaplan-Meieri#%: 12 & % HE &4l

b : H L fiE D 95% 13 X [

¢ @ CoxIbBI NG — FEF WIS  BAFREREIIK 3 2 P+BA#t RO
A= F Ol

1.0-
0.8
0.6
0.4
0.2

0.0~

WEBEOEE

YZIR
®] 281 182 9 47 13 4 1 1 0
@| 278 112 42 20 4 3 2 0

PFS®Kaplan-Meier fhi#it

KNGO RAEVERHBIESZ BTy 278B (HAA1265
te) 22901 (82.4%) WZRIVEN (BRMAMBE 2 &0) 252D
bi7ze FREWEMIE. #FiERRA 10761 (38.5%). I/
78K (28.1%). 925761461 (21.9%). MERS0H) (18.0%).
406 (14.4%) . FIM37H (13.3%). KMMEEE = 2 — w8
F— 378 (13.3%) TH-7-" [5.2, 7.1%H]

1) RVTF VI TILBHEREZ AT 2860 UrEiHHEP L
IR G- 1460 H INISR BT 2 WEE X5 & L7z,

A2) KVFV I 7ToME - HEIE2IHZ1% 4 2 v e L, 1.3mg/m’
WA 7 V1~8D1, 4, 8 11HH. ¥4 7 VOLREIZIZ &Y A
7 VO O8H HIZHEIRN T TH5-5 %,

H3) FERIRAY VO HEIE2IHE21 A4 2 v e L, 20mg (75
WEMA L EHICIZI0mE) 9 A 7 V1~8D1, 2, 4. 5. 8. 9.
11, 12HH. A4 Z VILARKIZIZH3 4 7 v ol, 2, 8, 9HHIC
BO%EET %,

H4) AR OMP: - HEEZ2IH 2194 2 v e L, 4mgZz1H1E, 1~
4HBCROES T %, B, REBRLFERBECE, K4 %%
H &N & ToOREITH LT, RHOHEG FIGEE 2 S Pl s
TP % e 5T 2 B TH - 720

18. FEzh3EE
18.1 1EFERF
A<D R FEHA M A CEARESEM, &g E I
X3 B BAPIRIER ., ER TS AT EZON
TWBD, F 7 ERBT I S hTuin?,
18.2 In vitrosRB&
18.2.1 A< N3 Nl bZ 5tk a Bl iR 1929, RPMI-8226.
OPM-2K O'LP-TMifg k. S IiCLF+ Y F 3 Fiifkofil
# (H929-1051. H929-1052, H929-1053 F UFH929-1054)
DOAMNARGHE % B L 722 2
18.2.2 A< FI Fidb MEMMEZIRICH L, VAR A
F 4 K (LPS) #l#iC & 5 9S4 S 4 ~ (TNF-a .
IL-1 4. IL-6. IL-12%) A ZRHEL. PLEEY 1 b
hA v (IL-10) OEAEZMAELZ Fho RV FIF
e P ARMWIMICB A Th1Y A M 4 >~ (IL-2. IFN-y
a) R e L 72
18.2.3 A=V F3I Fide MEiIRNE Ml (HUVEC) %M w
f:’l‘ﬁfﬁ‘b: X0 A PRI 0 3 A A O T & #]
Lf: o
18.3 In vivoitEa
A=) K3 Fide M FPEE Bl d 2k H929 &% 0FH929-105 11 i
MRAEBH L 2~ 2128 W T, REERERENHIEH 2R L7227

19. BRI ICEAT 3 IE(EERR
— B A< F3I F (Pomalidomide)
1t % % :4-Amino-2-[(3RS)-2, 6-dioxopiperidin-3-yl]-2H-
isoindole-1, 3—-dione

A CisHuNsOs
T m i 273.24
L -
0 0
N-- NH
H
Ng, O 0 a0y 3 TUCY R
[ R EEORKRTHD, 1-AF NV -2-¥a) FIZ
BT L, TP PYMICETIZLL, =%
J = (99.5) IZHiDTHEITFIZL <, KIZIEEA
LR,
il w o f9319C

Gy AR B P=3.79 (1= 2 5 ) —v/K)

20. RV EDEE
20.1 HHEFIILEIES P TIEZ RSE L, s a2y,
20.2 B, EHHEK ORI - SR e TRAF T 5 2 &,

21. FAFRSRM
211 ) A7 FHE 2 HED B BICERT S 2 &

* k21,2 AHloBERE - FH - HS IS TR TLFY F3

F-R <Y M3 FEEERTPR] 2800875528, %
72v RFEOZHIZOWTIE, oL, BEAEFHED T
REZ T RTINERS NI &,

21.3 RAOPLGH, BRI 53R T & 2 EHB I BT,
Tk - REE AT AIEMO L & T RA OG- %Y
RIS NBIEBI DA ZTFRIZ, HOH LOBHELIZFOR
WA R OFEEATC# 2 b - TH S, CHEHICE
FAEZETHSMOTHG END XD BelhomIE 2 HE
E#LAHZ e,

21.4 ENTORBEFAIBO TRONTWS Z L5, WG
. —EHOEMIRL T -y PEB SRS T TOMIZ, &
SE B 2 et SRR AR A T 2 S L ic X ). ARFIH
HBEOWRIGMREZILRT 2 & &I, AROLEMERLOER
PR 27— % 2 FCIUE L. AH o 14 1
EEAHFLLH L,

2. ai
(RTUZXMHTEIVImg)
7Hh TN [ThH TN (PTP) x1]
(R ZXMHTHEI2mg)
7Hh TN [ThH TN (PTP) x1]
(K<) X MHTEI3mg)
7h7TEen [7h 7N (PTP) x1]
(K<Y X MHTEIVAmg)
ThTeN [7Th TN (PTP) x1]

* %23, EEX@

1) RevMate (LFV F3 F - RV F3I F#EIEEHTIH)

2) APER AR OB EE S GRFEE A H 1 201543726
H. CTD2.6.6.6)

3) FPVER - SEM BN RERER O S ORFRAEH H ¢ 20154E3
26H.CTD2.6.4.4)

4) San Miguel JF, et al. : The Lancet Oncology. 2013: 14 :
1055-1066.

5) Paul G Richardson, et al. : The Lancet Oncology. 2019; 20
(6) : 781-794

6) *LPIEEL © CC-4047-MM-004i8 5% (ZKF24E H H : 201543
H26H. CTD2.7.6.13)

7) FLPEEL ¢ CC-4047-CP-0117:85%

8) LR ERRSER S (RFEAEH H : 20154:3H26 H .
CTD2.7.2.3)

9) FLPERL : CC-4047-CP-006:45% (AKFEAEH H : 20154E3H
260, CTD2.7.6.4)

10) Hoffmann M, et al. : Cancer Chemotherapy and
Pharmacology. 2013; 71 : 489-501.

11) &R 1 CC-4047-CP-0047kBk (AKF24EH H 1 201543
26H. CTD2.7.6.5)

12) Yan Li, et al. : Journal of clinical pharmacology. 2017: 9 :
133-145.

13) &R © CC-4047-CP-0095 5%

14) Yan Li, et al. : Journal of clinical pharmacology. 2018: 58 :
1295-1304.

15) #EWNERL 1 CC-4047-CP-008:& k% (ZKFE4FEH H : 2015438
26H. CTD2.7.6.6)

16) *LPI& K CC-4047-MM-002:8 5% (K E24E A H : 20154F3
H26H.CTD2.7.6.14)



17) P& R © CC-4047-MM-011308k (FRFE4E H H : 20154E3
H26H.CTD2.7.6.12)

18) & % © CC-4047-MM-00358 5% (K24 H H : 20154E3
H26H.,CTD2.7.6.11)

19) #PIEF : CC-4047-MM-01438Ex 2 &~ — +C

20) Meletios A Dimopoulos, et al. : The Lancet Oncology.
2021; 22(6) : 801-812.

21) #EPEAL - SEREBR OB L RFAEH H 201543 H 26
H. CTD2.6.2)

22) Lopez-Girona A, et al. : Leukemia. 2012; 26 : 2326-2335.

*24. XHEFERERUVEVEDESE

TYAM - A4 X =R 27 4 THh&H
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*26. RERTEESE
26.1 S8GERRSET (BA)

M FURML 102 2917 et
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NCI-CTCAE"IZ

JL
X % Gradel % L&

Grade 4 BHICAHORGZHIET 52 L,

EBHICAF OG- ZhHi§ 52 Lo

Grade 3 |jmpy Jigpsil vz b,

HBICARK OG- % i 5 2 L,

Grade 1L FICHIE L 7286121, AF 0K
H#EZ0.5mL/4r & L, HHEGTEX 5, K
Hl OG- HEE%#0.5mL/ 70 & L, BEOHR
PSR S R SA121E, 30T &1
0.5mL/5 3 DA&F OG5 HEE LiFsZ &
M T& b, 72721, infusion reactionA I Bl
L 72#4% 50l ClZinfusion reaction J&H L 7=
BHEEEZBI VW, KX OTES %
\Z, infusion reaction TR L 723541214,
BB ICRAOL G- 2 FHl L, W H I
GLewZ e,

Grade 2

MY 2 X TARA OG- HEEZ0.5mL/ 5 &
THZ L AHOHGHEEZ0.5mL/ 77 & L,
BFEORFEES T+ RS N1,
3043 & 120.5mL/ 5§ D ARH D 5 E &

Grade 1

L5 LA TES,

*: NCI-CTCAE v4.0l2 X V) Grade % &

7.6 XY AV o5 EN O Ik LA,
infusion reaction®) A 7 #EZE L7z LT, KH oKL O
WEZHETAZ &, [11.1.138]

8. EELEAXNEE

8.1 Infusion reaction?®®» SN 5B Z ED3H 5B DT, KAl
DO¥e51%, FEPEDinfusion reaction | fii 2 TERAKIZ 45
BRSO T & B UL E 4T - 72 TG % Z & Infusion
reactionl, ARH|OFMFe G WEIZE el STV 59,
2 H DO ARFN G2 H b D Z LD D DT,
AAEGHIZBREOREZ T+ ICBIgETs L, [7.3,
7.5, 11.1.1%H&]

8.2 U UISERIRADEDNH SbNBE I ENHLHDT, KHAIOP
B-BgGH M OG- o e s 2 41, BB OIR
2o sz L, [11.1.338]

9. HENEEEHTIBREZICHETIIE

9.4 £JEREEH T DE
RS A WREMED H 5 LR U= b =258 R 3 % W RE
DB 5 BYEICIE, RAENPE G R AR A 51— 2 1R,
WY WA 4T X fRET 52 L, [9.550H]

9.5 1T4@
TR IR L CW A0 & B I3 G- L na &,
AR BRI E S Ty (R#IDSe FSLAMF7
R TR EBRDETERVD), [2.2, 9.45K]

9.6 B3l
BREOFWRME R ORI REOARIEEZ ZR L, 2ok
B IEE AT A2 L AFlo L M EEFLHADORATIC
B 57— 213w, b MgGIERFLPICRBITT L L
BHENTWD,

9.7 /B
INREE R G L L2 BRRERBRIE FEE L T,

9.8 EipE
BEOREZ HOICHBE L AP oMEIKGTLI L, —
WA EBRRBEDME T LTV B,

11. BMER
ROBEWERDH SN D EXHHDT, BIEETH5IAT
W, BENED L NRAIIZRS 2kt A 4 L) 2
WM A7) T Lo

1.1 EXAEIER

11.1.1 Infusion reaction (42.9%)
B HEIE I % Oinfusion reactiontd bbb Z
EWD Do BHIRD SNGE RGPS o @Y 4
WiE %2479 & & B2, RIS % F THEDIREZ |-
g sk, [7.3, 7.5, 7.6, 8.1&M]

11.1.2 BRERE
e (7.9%) SOBEEREIHES D LbNLZ WD D,

11.1.3 U2 NERD (9.8%)
(8.2 1]

11.1.4 BMEMREER (0.8%)

1.2 ZOfDOEMER

10%LL 1 10% A i
oy EDF 25.9%). T W
I, R M
WLEm R, B B
TR B
PR @72%), 1
R, A
i FIPahE
WA - A I LT OB
— WAL, A
BRI At
R | min
B2 g G
T
e W,
ERD, 18 Al
ot Washi, JERAINLH

12. BRARRERBRICRITTZE
KA, v MbIgGr €/ 7 a—F VHilkTH B Z &
5, MUEPMS > 787 O L & H BRIk E) % K OV 2 [ E
FEOWM T THIB ENLUREYH 5. ZOT D, 1gGk
BOL R R HERAE BT, SRER O U5Ee
ZR) I b OFEFEDFHN R T LT TR H 5 2 &1
HEETHI L

14. BALEDEE

14.1 EFFAMFOTE

14.1.1 18GUL T D iEF & # 3 % L2ERE 2 H W T,
300mgHH D413 13mL, 400mgHH DA 1X17mLOTE
SHHKCTHEML, 25mg/mLOEEE 352k,

14.1.2 NA 7% TRIRETW - ) EVAEH % )iz X ¢
THEMBL, BRI E ST 5, N 7TIVIERE )&
T, MLSBEHELRNZ L,

14.1.3 BB L 721, 5~1070 8BS 5, RIS
o~ B OB~ ALE R TR TH S, BIREICH
BT RBOR R WA THERT 5 2 & kT34
RD SN EIIEFEH LW &

14.1.4 BEOKREISFHELZLERZ N, TADLIRE
Wy, s, AR 5% 7 KBRS TULT o
IOEAFMTHZ L,

R A U =
50k g A i 150mL
50kg~90kg 250mL
90k g 350mL

14.1.5 JHEFRELL, RREBIEERIHEHTLZ & T2,
PRIIIBEHET LT L,

14.2 EZIRESEDOXE

14.2.1 B ERZ, WAy 72HWT, 0.223 710
VUTDORA TS 74NV =% Wiz f I 74V
=L TR THT L,

14.2.2 MoER L ORAIIRFF LRV &,

15. ZOMDEE

15.1 BERRfEAICED 1538
PRI HER O 2 S R RS 2 bR & L2z ERs
[F] 25 3AH 5k % (CA2040047855%) K OF I B 3% 7] 26 24H 5 B
(CA2041253805%) 2BV T, AHNIHT 28GR Zh
Zh20960t456] (15.1%), 53F1H19%1 (35.8%) THiH
X, F05 L HBEDIEAZ N ZE R8I, 261 TH
Do,

16. ZEENEE

16.1 Mg

16.1.1 BEKE
258 M B R 8B AKI0mg/kgZ L F Y K I FROSFFH 2
7 v EBEPES L7 & & oML IR EEIERS M O iR S 5
L7 SR BN N5 A — 5 Z DUTFIR Y GHELAICBU 2 ) -






iE5) WOORV@DGM2iiz s BHENRE Lz, OEEOHHE 24 XEFEKRERVHEVEDER

LG TR P260 H LIS B BT 25380 & LB, @Kkow TYURRMV - =AY =X A7 4 THASH 2574 5 LIER
TRz TEE (1) LFY R quwy—wﬂ% e
H OO 12 X 2 B LI B 60 H DU IS 56 AT A58 o
Wi (i) LH) FI FELCRTTST Y Ar:ﬁaéﬁl (L) SO TACH ROR T 1-2-1
WX TREH 0 B IR & D D < B b BTN % I L (TEL) 0120-093-507
7DD, 67 1 LI E BT A S L7z, S
H6) AMOIIER O A 2812194 7 v 2 L, IFlomg/kgr | * ¥20. BUERRERER
WO2Y 4 7 VAR R TR (1, 8, 15& 0220 H), 344 26-i SIEMR5ET
7 VPEEIZ 1M 20me/kg % 1 H HIZERIRNT% S5 5 o " . . ‘A
BT F) E R R BUMELs 120 L, 1816 U 202102 2017 thatant
Amg 7% 21 H MR- Lz, THRMKIET %, ERBFRERAFA-2-1
H8) FX A ALYV oML O E-PdRTIE, 28H [ &1 ® : BikpGhE
L7 NVEL, BAO2H A 7 V5 EEY (28mgn &ITHY | AR

L 8mg D HHR N -0 75k % 2 5 BEITIZ8mgDFELIH% 5 &
8mg DR NTE 5-.) %1, 8, 15K U220 H (K#IFESH) 1247
Yo 3V A Z VDKL, SEEGEIHE (RAERG-H) 1 1T\f‘
1H1m40mg (75 % 8 2 % B3 121320mg) %8, 154 U22HH
WCREOHR G5 %0

PABETIE, 28HMZ1% 4 7 v & L, 1H1H40mg (75 % 48 2.
AHHHITIZ20mg) Z1, 8, 15 U22H HICHEII#%5-4 5,

BITERIZEBUBEE L, E-Pd#ET78.3% (47/60B1) THhoize T2
RIVEE, B ERIA21.7% (13/60%1), &5 iLHE18.3% (11/60
B1), M/ A 13.3% (8/6061), FE#411.7% (7/60%1), FEHk
11.7% (7/60%1), AMRIELL.7% (7/6081), $5710.0% (6/60%1),
1177 9E10.0% (6/60%1), £ 1110.0% (6/60%1), U > 8k
10.0% (6/60B1) TH -7

18. FEzhIEE

18.1 1EFERF
Ty A<7E, k bSignaling Lymphocyte Activation Molecule
Family Member 7 (SLAMF7) (Zki&3 %t MUIgGlE/ 70—
FNHERTH D, SLAMF7I3Z 5608 filEMIaIc w62 L
RE SN TV 5D,
IOV A3 73 E IR L OSLAME7ICH A L, Fesahs

ML7zFF2I0F5— (NK) *ffﬂﬁ’ﬂ&@mﬁ{’?)ﬂ MEQUEIIR (N3

’TQ%HIH’M%% (ADCC) %#FE 352X, JEEm G EH /e
ERTEFEzoNLY0, 2 Ty A< 7 IINKHNEICZEH T 5
SLAMF7 & OFE A X W NKHL 2 B LT A EHZ AT 542
EHHEEINTWDY,

18.2 HEEER
Iy A< 7kt MR ROPM2MI Atk 2 BRI L 72~ & R
BT, BEE ORIl % ) L 729

19. BRI ICET 2 EEEHME

—fk% a7 GEREEHIEZ)
Elotuzumab (Genetical Recombination)

K HrxzuvAv7iE, #ETFHBEZe MeeE/ 20—-F 0
PETHY, v APk FSLAMT 7 3 Y — X ¥ N—7
(SLAMF7) dufko itk e s, Hoice MgGlo 7
V=2 —= 0 HBROEEHE» OB, 20V A< T,
¥ AIxTu—< (NSO) MiglckyEAEshs, =
VAR TNE, MIMEDOT I BRI SR 2HM (y 184)
QRO D7 I 7 WEHRIE S HLEH (k) 2R T
W SNDHEY v X7 8 (T £5148,000) TH %,

20. BRV EDEE
SRR BRIGEE L CTRIFT 2 2 &

* k21, AEREMG
PRIES ) A 7 G &2 R E O b, YN IERT L &,
22. A%
(LT VDT 1 RiEREA00mg)
INAL 7V
(TLTYVD T 1 HiEEEEA400mg)
INA 7o
23. EEWk

1) #EPVEE LS DA ER R TRER (C204-007) (CPB284E9H
28H7K#, CTD2.7.2)
2) FLPVEEL - EIP S TR B (C204-005) (FI%284E9H 28
H7#K7E, CTD2.7.2)
3) Lonial S, et al. : N Engl ] Med. 2015 ; 373 (7) : 621-631.
4) Dimopoulos MA, et al. : N Engl ] Med. 2018 : 379
(19) : 1811-1822.
5) Hsi ED, et al. : Clin Cancer Res. 2008 : 14 (9) : 2775-2784.
6) Tai YT, et al. : Blood. 2008 : 112 (4) : 1329-1337.
7) Collins SM, et al. : Cancer Immunol Immunother.
2013 ; 62 : 1841-1849.
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* k8.

8. EELELRANER
8.1 HHEHIHIA S S b D LDHLDT, KK OG5
R OHe G-, ERICMERES 2TV, BEOIKGE
FcBlET L2k, [11.1.281H]
8.2 ARHNL, ARMER EICHB L TWACD3ISEHEA L., M
7 — I AR BB E & 7 DRSS D B o MET
WIAFRAEEG L V6s BT CHETLTHEELD
bo DI REPGHIIAHMAPEDO A7) —=
7 ERED RN RN OERZ 35 2 & il
BFESNTVDLEAIL, AR E LMY — 2 2K
BRANOTF ROV TRBEIZRMT 52 &0 Y [12.1201]
3 B HEREERELRDH SO DE T ENHDHOT, MiEH
TR B OB R e 2 17 ) &L BB OREEZ 5
ST L, [11.1.42H]
A KA OFEGIZX VBRFRY AV AOFEHELIZ XL S
WRPHSDLNEZ EDHDDT, KEFGAZHEIL - T
B9 4 )V A GO B HEFFER L. ARFIE 5501288 72
WE479 2 &, [9.1.2, 11.1.3&81K]
5 RFODFEHIZH 72> TlE, ¥I Y a~<x7 (GEETHIE
Z)-RKlhe7rag=y—¥ 777 GEEFHEZ)
FCA R T EEA L ORL) EZ ICEET A2 &,

. BFEDEREEIH2EEICETIER

1 ABHE - IEEZEDH 2 8E

A1 BMEAENARBRELCIREIREDH 2EER
EZhs DBREERDH 2 BE

KA OB GHALE & L CRE IR K OWAATE A K
FOPG5%EET 52 o REFGHRIGBEEY GHRE
TRABDGEB) AT WEL D BEND D D,

1.2 BEIFFEY AL A% v ) POBEEXITHBsHERMT
HBcHiiAE M2 U < (FHBsHLABM D EE

RE| OG- FIfG#1dfkEE L TR BER A CIF 42 4 L 2
N—=HN—DEFEZY) T RATH) B E BEFET ANV AD
FHEEL OB R IER O BIRIEET L 2 & AF O
B X WBERF LY 4V A OFEBEALIC L 2 T4 5
bNLT DD, (8.4, 11.1.351H]

A LFEREEE T B E

TR RE 22 MR U8 — ™ F — DSR2 0T hEE D & 5
B L Cid, RENE G- o B OERFE G T #—2 8
MHEB ) 2 WL 2179 L) 8845 2 &0 BloZIRiE
W AEBRMEH SN TBLTANTH S, [9.58H]
.5 1Ti%

T AT IR L C W A WTREE D & 5 iz ik, E# Lo
BEsfakttE B S EHB SN DA OAREG T
5T ko RFl e Rz BRI E-R I L T»
s, IgGlE / 7 10— F VHEIZ R @@ A S 5 &
EDHISNTW D, [9.451K]

.6 RELIB
HEREORBZMER AR EORFZEZEE L., 2D
W Em Ik 2 BET A 2 k. AR PLITTTEANOR
I EN TV AR WA, b MG HICRITT 5D
T, RASRATT ATHRENEDD 5,

8.

©

9.7 /MR
NREE R E LBRRABIIE” L T,
9.8 mknE

BEORELTBE L 200 BEICKG T 528, AinE
TIE— I AEFRREDNET LT b, EREERICB W T,
5T D L3S HilE B E O O H 65 A &
BT L CEEZAERZOBIHE TS, £
LEELAERGIIME. MIETH - 7o &M
BHOWIG & 72 5 WRBFROLHEEGHIERE 2B W
T, T5RERG & L T L THRE LA EERDOS
BHEIEE ., EREELRAEFRRIIMETH - 72,

1. BMER
ROBWER DS S5 bN b LD DHDOT, BEL 4512
T, EEPRED L NGEIEHG 2R3 5 7% L
YR EEITH 2 &,

1.1 EXLEIEA

11.1.1 Infusion reaction
TFT 47X - HBHL. K, B, SESREE, K
FRFAE, - IR #E 25 Dinfusion reaction (46.4%) 7% 5
bbb endy. £ %A PRFEGRIEIR
R B LAY, 20 H LEOH SR LD 5T\ 5,
BAEDRD LN EIE. KH OS2 Pl Tk L

Y R LEEFTH L &bz, ERDPEET S TRED
IREER 3121553 5 2 & o EHJE Dinfusion reaction?Si
DN E . KB OPGH RSO R WLiE A 1T 2
ko [7.5, 7.7&]

11.1.2 E5EIH
MR (17.6%)  IFRERA (16.1%) . U > 7 3Bk
A (7.0%) B OSEEMERF R ERIBAME (1.0%) SF0-5 5
W Sbind Z 2D, [8. 1]

11.1.3 B3E
filige (6.9%) RHEIMAE (1.3%) 250 EE 4 RIUE R,
BEIF %7 AV ADOHEEALR D S5 bND T ENDH D,
(8.4, 9.1.2zM]

11.1.4 FEBERIBAEMREF (0.3%)
BLHDSERO LA E Y R E (RE AR, SR
W MUE IR A OG- BT Z2179 & & b2, JERDS
MET 2 F CREORELZ HIBET L2 L, [8.35H]

11.1.5 BEEMMERE (0.5%)
HEDRD SN GAE, BKE oG5 %2 d kL, LE
IR LTy HEBCT, ik~ — 7 — ok % 2+ 5 &

LI, B MERIT) L,
11.2 ZOOEIER
. 10%Kd ;
10%L2 1 5%jff§ 5%
S SEXR. AT
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WP as . TR | I PR | Jiti 7K fe
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WEER D WEAE.
ey ikind e
—f - LB | T SEE, MEIE MEJJHE . AR VT
EI OFe 51 i
R IREE
12. BERRERRICRITTEE
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121 AFNIRMER EoOCD38E#EE L, kA s 1) —= v
7R A OB RIS T T 5, AN L DM
o — A ZARBA~OTHE S 572012, VFF AL
A F—= (DTT) B (R#F & ARMmER FOCD38E D
ARMET L) 2EE T4 8, Kellli B FEIZDTT
METEET 20T, AHAPUEA 7 ) == 7I2BWw»
TKellERIPUE R 2 PUAROFFMAA T L 2 5 2 &
WZAET AL, V[8.28 ]

12.2 KFld b FgGME/ 7 u—F VHAETH Y, IfiEH
M% > 7827 OIS & TSR BN K OIS 562 [ 58 2 0
BACT WS RN D B0 1gGrTN L M E REEMIE & 4
TLEEIIBI %R (CR) OFHE &L CRAY 5D
ORI ZE LT TWREND D 572 0iEE T 52 b

-

14. BREDXE

14.1 EXFARFOXE

1411 RHDP AL SHETH D2 L 2 WRT 5, ABH
KT R 28 ALY A O SN AT L nwa &,

14.1.2 EEEETICBWC, HRAEHAEKO SFHNy 7
TIIER LY BT AR & FERERS,

14.1.3 A ZLEEHREWY) . HBAER AR O SN
TROBBIIAREZMRZ S, RV, &Y SO
YLy, RyzFLy, RUF L7414 VREAHEITF
LyEZ VT 27— FOIHNy T RO HEmE WS 2















9.1.2 BRIF XML A% v U 7 DEEIZHBsHIERRM T
HBcHiiAE % U < (FHBsHLiARMH D EE
RE|OFx 5Bk 13kt L TS BER AR 427 4 L 2
X—=N—DEZS) YT ERAT) B E, BEFFETAVAD
PG OBBECEROFBUEET 5 2 Lo BHIOH
HIZX WBEIF %Y A4 )V ADOFIEMEALIC X %05 5
NS ENH D, [8.4, 11.1.35H]

9.1.3 {AE6Skgl THEE
TR BRI A S O B BRI OB 5 2 LD B,
[8.1. 11.1.2Z:H]

9.4 &EREEE T B E
TR BE 72 ME R O/ 8— b F— DS iR 4 A etk & 5
Bxr LCid. RFNF G R ORF B 54T th—
MY 2 i 2479 KO IREST 2 2 & Bl khhE
AT BRI ENTBOTAHTH S, [9.55M1]

9.5 1¥4®
Il SR L CW A RO B 5 Itk id, FE L
Akt z Enl s 2 HEr SN DY EIC0AES T
5k, R E BB EEERBRIEER I v
HWAS, IgGlE / 7 0 —F VK G 5 =
EHSNTWA, [9.420]

9.6 BILIF
ERLEOFEBWER IR EORFFMEZEE L., 2o
MH LTIz ME T A2 . ARl PLITHFANOR
FIIME &SN TS, b MG o7+ 50
T, KA RITT AR D 5,

9.7 /MR
INBEZ R E L7 BRABIEER L T,

9.8 SkE
BEOREZBSE LN OEEICRG T2 L, G
TIE—RICEBBEEIMET L TWwb, ¥V 4~ 7 (&
fEFHML R ) BIEEHE SR ORI BV T, HEX
WA O 2 3T BEE B O ) B 65RE R & LR LT
oML ECEELZAERROBEIEE IR, FLEE
GAEERIIM L, BIIETDH - 720 &M O
WG & 72 5 WRIBEO S HEEE BT, 75
A & el L CT5R L CEE A A ERROISHIEE
e, FAEELAERZIIMELETH > 720 KIEHED
EHHALT7 IS0 F=Y ZEFHIZBWT, 65l EICE
A ELREELEERLIIMETH - 72,

1. BMER

ROBMWERM D H S bNDZ ENHLOT, BEE 52
T, BEDPRD NG G 2RIk T 5 7% &
Y ELITH) 2 &,
1.1 EXLEMER
11.1.1 Infusion reaction
TFTA4TFT— HHL K, e, SEES, K
BREEAE, IR R S dinfusion reaction (24.9%) 7% 5
b ENnHY. £ OYEIL, PRFEGRIZEIR
D B LAY, 20 H UEOHGEHZ LD 5T\ 5,
B NRO LN gE L. AF ORGSOk L
WY RE AT & & B, ERPMIEST L FTERED
REEZ +01C B3 5 2 &, FFDinfusion reaction? i
OONTYha . REIOEGHIEEO@EY) 2 LiE X T &
Lo (7.2, 7.351]
11.1.2 E8ENH

IR ek (15.8%) . I/IMBGRA (12.8%) . V) > 738k,
A (9.2%) K OFEBAENF A BRISAE (1.2%) 055
2 obnbrZ EnH b, (8.1, 9.1.35MH]
11.1.3 BEEAE

ftige (7.4%) HInsE (0.7%) %50 7 B YUE <.
BRIFF 57 A )V A DOFEEALR D H5bNDLZ ENH 5,
[8.4, 9.1.2%M]
1.1.4 [EEREIBERE GHEARH)

PO LN A GEY) Rl R, SR
W MUE IR AN S OF G-, BATEE) %179 & & b2, ERDS
RS2 F CRBEOIREL TI2BI%T 52 &, [8.32H]
11.1.5 BEMMER (0.3%)

BENRD L NGE I, REoxkG 2RIl SE
WG UTC, WERCT, Mg~ — 7 — S0z EETs L
iz, MEIRMEEIT) 2k,

1.2 ZOOEHER

w090b | JOBRIE | sk | e
R | B A
. . e NS 27N
Jik g £ -
BRI REGR,
A hAT Ty
AV A
RO > | &l | F kR
R b
*| SLERNEE Ky 7m0
I 7T~ = »‘/ml{ﬂ::
o FTHGE. | Bk
L e e VY AL
ik . TR
HhEE PN
0 %
vy BEE, R
EAE R =
— T —,
R BT
ik LT
IR 55, Bk IR PRIE % | it 7 e
W UK Bk
e TR | . B
EPEEIIH’%I’?% u[EuJ_
Ko B £ O ZH R %
Al %
e WA, DA
. i T
— % - =Bk N o o
L B VEAT| . AT
otk Wi | L K
i1

12. BERBRERZRICRITTHZE

12.1 AFNIRIMEK - OCD3EMEE L., kA2 1) —= >
TR ERBREOMAVERBRICT T 5, AANC L DM
B — A ZAHBANOT WL NS L2012, VFF AL
4 b= (DTT) ¥ (KH| & HRMmMEREDOCD38 & Dk
GEHEET L) #EEBTH o KellllittHEIEIDTT
MECEWT 20T, AHAPUEA 7 ) —= 2 7I2BW»
TKellME B PLE IR 3 2 PR ORI S A TE L 70 5 2 &
ICHEET LI L, Y [8.28H]

12.2 K#Nd b FlgGMIE /) 7 a—F WHUETH 1) . s
M% > 7327 DI & AR B T OIS 002 [ 58 i 0
AT RN D B0 TGl 38 1B BRI & 4
T2EEIIBIT55Ee%R) (CR) OFHIINLUCRA S D
SO ZE LTSRN H D72 0EETH 2 L.

14. BRAEDZEE
141 EXFARFOXE

% %14.1.1 AFoHFG2E, )7Ly LUIR)ZFL oo
DN VERAT VL ABOEG T E WD 2k, BIRET
HE54AA1E. Ry 7aLy, RYFL oy R IE
b= (PVC) OF 2—7, a7 ¥ —5%HNHI L,
14.1.2 FHNT, WMEBEBETICBWT, AT L,
14.1.3 RHFGEE 2SI L, 15~30CIZR L THEL
Z & RBERINA TV, BN PENIET CRel248;
BRENTE D,

14.1.4 54t 0T Y 28T 272012, FREERTNIZE TE
SRR TGy b2V VI AT B,
*%14.1.5 FHAD D) UV EEBISHF L 2WIEEIL, ARFIFRE
. B OCEMET CTRHE CRAFT 228D TE L, R
FIFRBLAAIE H ISR ISR L 723813, 24D

14.2 1 KHIBGRICH TR EOOF Y HCHERT 5 2
o RNEBPKFRALM I EYHFRD & -5 13 H
LZawZ &,



14.2.2 B2 5 XA H T . 5em D JEE T I12. ARH
15mL & RI3~573 1T CTH59 %, MO~ GIET
— IPELEN TR nzdfTbienwl b,

14.2.3 [Al—F~O AFEFHIf T 2T &,

14.2.4 BB O3S, #455. oM. TR UIRHED D 5 A7
JIEE LAV &,

14.2.5 BEIEH 2K UG 1E, 115 F%AL [EeEd
W%¢MT%oﬁﬁLTéféﬁEﬁb&w Al 5%
D &AM OEEIES$5 2N TE S,

14.2.6 AAIPLG-AIE, F—3 0007 2 7 TG LRnwZ &,

14.2.7 RFNZIEMENEI ) TH 5o RAEFFRB IOV TIE
WECBEET 5 T &,

15. ZOMDEE

15.1 ERERERICE D 158
KA GIZL ) Ty a~<T7 GEETHIEZ) 1235
PURELED RO SN BEOEEGIX, 0.2% (16]) TH
D, TOWNZBWTIE, IV a~T GEEFRER)
WZXF 3 A HHIFUAZ 7., F72, Kb T7)a=4%—
¥ TN7 7 GEETHIEZ) ST 2 PUREEDTED 5
NEBEOEAIE, 6.6% (416]) Th -7z,

16. EYEE

16.1 MmehiRE

16.1.1 MMY100855% (EIPUaiBR. BAIHE)
HA NI GO £ F 1 E BIEEZ6612 . AH15mL %
L PR T8, e\ T2 M FE T16:8, &0 DL 3428 ] % T B4R
B T35 Lo MIAES-H oM h 577 v &~ 7R % 41
ORT e F 7o, MRS R OTERESCORHE (8RH) 5%
FERE ST A — 5 R NIRRT, Y

250

200

150

100 A

MEPHSY LAY TRE(ug/mL)

50 4

0A

CW‘DW CW‘DZ C1‘D3 CW‘DA CW‘DS
BB
C:¥427n, DI H
B BAAOBERERZEAMOS R EHEEEHICFHE
MERE U7 & EOMEFE 5 Y L7 TRERS
(FHofE+BERE)
F1 EFAOBREIEHEMOSRUERERECHICH
FADERSHRCEME CORE GEE. $H50H) R5HO
45V LI TOEMEENT X — 4

W[l -1 8lal H %51
Cmax 177 (27.8) 1092 (318)
(ug/mL)
AUCo-7day 990 (145) 7015 (1895)
(ug - day/mL)
Tmas (day) 3.0 (2.9-7.0) 0.9 (0.9-3.1)

Vg (BHERZE) . 7272 L Tradd ihofif (SEHH)

16.1.2 MMY3012585% (EREERRER. BFIEE)
TEBE USRI O 2 Fe M HE BB 2596112 . ARFHI15mL % 1.8 s
TM, e\ T2 R TL6, AL LI (340l W] F © SUE R T35
L7zo SFIMiER 5T Y o~ 7L, 1RGS2 53H %2124
ug/mL. LAMBETORE QM H) %525 LM% (2008 1k
HAOITH) O%50112582ug/mL. 238 i TOR S5 5
3H H12738ug/mL. 28R CORZIES-H 5 28 (LERME
BHA~OBITH) OF5RI12555ug/mL, 4E BRI 5-~DOFATH
5#157 A O 5H112297ug/mLTH - 72, ¥

16.1.3 MMY20405£5% (EIREERRER. RKIVTFJIIT. AT 77
P RUTL K=vOr Xiprednisone™ & D FAREE)
RIGHED LRV IR R E67HIC, AHSmLZ RT3 7,
ANT 7T ROTL F=var it prednisone™ & O fif FEeE
W2 CLEMBET6M, Hivy T3 MM T48, LI IZ4E g T
SRR TG Lizo PR 57 v o~ 7. RS 5

w

53H#1299ug/mL, AR CORME (6IHH) %555 LAM %
BHEBEREG~OBATH) O 5-1i12482ug/mL. 3HEMIETOW)
m%5-7 53H H12612ug/mL. 33 FETo3[E HH%5 0% 5712
392ug/mLT&H > 720 ¥

o E N RAKER

16.1.4 AMY3001545% (ERRLFESE M AHER)

KGO EHEALT 2 U 4 F— A BE38IGI & R GI2, KA %
RKVFIT, Y o7uafkA77 I FKHREFERF 250 &
OPEFRBE CLEMRET8M, Hiv T2l R Cl6:M, Z DI
XA R TR TH G- L 72e FIIF R 45 v L~ 7RI
WEFEG-A 54H #%12149ug/mL. 28R EToOMES (958H)
DOF5-HI K OHe5-4 H #£12597ug/mL K% ON708ug/mL. 4 ETO
WS (258 H) O 5H112478ug/mL. 4 M B 5~ D17
B 555 A BOKGANC273ug/mLTHh - 72, ¥

17. ERERRIE
171 EIHROCREMICET 255
(R4S

17.1.1 MMY3012:88% (EIPRHFE I ARERAREAER)

TaF T — Amiﬁﬁv%rmWﬁ%atsv/xzuiwm

HEREZAT L. I 70777 — A EH R O s

PRARBUIE O T 58 UL G 1 O 2 56 1B BRI 52201 % 1 512

Ty LT GEfETHIRZ) S Al ﬂ?é*ﬁ

B OIS WA RS 5 T~ ¥ 2MLIEE HEER ek Er % 52

MiL7o EEFMEEE O—2>TH L HIHIEIC L 2REIL, K

FIHETI341.1% (95%EHAX M : 35.1~47.3%) (108/263%1), %

TV AT GEREFHIEZ) SEEE AT CIE37.1% (95%15

JEIX I 0 31.2~43.3%) (96/259%1) TH V. XD 11

(95%IEFAIXH : 0.89~1.37) Tho7zo T2, b ) —DDFERE

liE H CTdh 2 RmiiET b7 7 (B34 7 Vof1H B

A CFIgE + kR ) (&, AFIHECld593 £306ug/mL. ¥

VAR T (GBIZFHEE R ) RUEEE AR ClE522 £ 226ug/mLT

HY . EIEE T 7 EEORMFEIYIIZ107.93% (90%1E 1

X[ 95.74~121.67%) Tdh-o72o Ub&D, ¥Iva~x7 (#

fEFHI0 2) SR ERATE R 3 2 RF B O IELHEATRAE S

72 (0194E1HSHZ )V =HvHh v v+ 7). P

D AFOREROCHE 280 Z10 A4 27 vE L, ¥V~ TLLT1
[A1,800mg (Kre7ra=g—+¥ 7)) 7730, 0008 M%&) &,
LERME 1~8HE). 20HMMIE (9~248H) K UGERMME (258
HPARE) CH R4S L7

W) ¥V A~T GEETHIEA) MiH-E R o 3R O 28H
2194 20k L, 1A 16mg/ke . LAMME (1~8EH). 2380
(9~243H) R U4HEMMNE (258 H L) Crilihe: L 72.

H3) EHMOPELEE : DEPKIZOWT, ¥TIvawT GRETHMEL)
SRR RS B KO LA 0 O 95% E X M o T Bl
60%LL ETH Y . 2 Oo@IEILET b7 7IREIZOWT, FTVATT
GEE TR Z) S s B S 2 AFREO BT T3 o> 90%
FERHO TR 80%UEOBAI, 75 57T GRIETHIRZ)
AR RAIB ST 2 AR B OSSR SNz T AL L R
nrz.

RENFE26061H13461 (51.5%) IZRIERZSTRO Sz, F7%HE
fEME. infusion reaction 68f (26.2%). UfHERAES201
(12.3%) I/ AE24B] (9.2%) . F&GEREG216] (8.1%)
ZiMm216 (8.1%) ZTh -7 (20194ETHSHZ V=HNh v b7
7)o [6.1. 7.4&E]

17. 1 2 MMY2040588% (ERRHFIEE I AHERARER)

S E RIS 1320] (HARNES Ml x2 &) LRI RV
7‘/ T ANVT 7Ty N ONT L F=va v Lidprednisone® & D
BEE (MPB#E:) IAH & B3 L 72 ARH])/ MPB#E:. 30
WKL) R FRFFF A5 O EE (LAEE) 12RHF
% Lo U7 ARH/ AL O AR O &% et 3 2 IFEMIE
R REAER A SN L 7o, ORI X B ZERER L. AHI/MPBHRE T
88.1% (90%SHAIX M : 79.5~93.9%) (59/67H1). ZA#K|/LA#E Tl
90.8% (0% SHAIX [ : 82.6~95.9%) (59/6561) TadH-7z0 »
D) AR ORER O RKF/MPBETIX. 1~9% 1 7 v Tld42H0H

1A 70, 1004 7 VEREIR28HM A1 A 2 vk L, ¥V AR

Tk LTI[E[I,SOOmg (Kre7ru=g—+¥ 77730, 00080 %

i) &, LAMEE (1~6EH). 3AMME (7~548H) K U4

ke (55:8 B LARE) CTHRFH5- L7z ARHFN/LAEE TR, 280 % 14

A7VEL, 9 Av 7L LTLHL800mg (Kb 7iu=g—+¥

77 73000080 % &) &, LEMEE (1~8EH). 28 Mk

(9~2438H) R U4BEMMME (25:8HLIFE) TR TS5 L7z,

#2) RVF VI 7OMEROHE  2LHM %194 2 )V & L. 1.3mg/m?%
H1~2% A 7 vCidazm (1, 4, 8K U11HH) ., §3~18% 1 7 LT
WAL (IR O8H H) B2 TS UEEHIRNTES L7z 2B, ERICIE
U3 L 72

W3) ANT 7Ty OREROCHE 20 E1IFA 2 VE L, 91 7 vE
TImg/m’% 1. 2. 3K 4H BRI G- L7z B, JERIZIE U
L7z

#4) 7L K=y Xidprednisone* D Hk K O HE - 422HH 21491 7 v
E L. 9% A 2L ET60mg/m*% 1. 2, 3K UMH HISHEH%RS L7,
B AERICIE Ut L7z,

#5) LU R FOREROHEE  28HB %1% 1 2 v & L, CrCL>60mL/
minOBERHE 12 1225mg% . CrCL30~60mL/mind#5&# 121310mg% 1
HIMEL, 21 H MR G- Lz B, R UEE = L7z,

E6) FEY A YOMEROHE 2808 %194 27 vk L, 40mg#x 1.
8. 15K V22 H HIZHIRN USROS L7z B, FERICIE U E R
= L7

o EINARIKRE















A O Fe - M
B (mg/I)
Eitasa o i
Nl 2 Il F 4% 15 LAR
PHBE 0 ~605 175 175
LB 60~905) 225 275
LB 90~12047 275 375
e h-Bgs 120~15045 325 400
LB 150~180%5 375 400
Peh-bs 1805 AR 400 400

7.4 Infusion reaction?¥5EH L7238, LT D X912, KRHIDHK
B, BG-MEEDOEEE HY HLE LT T [11.1.1 2]
- Grade 2% :
Grade 1™ IFICHIE S % % THRIEST 2 2 o mEE,
875mg/ R DI 5 ML THR G- &2 M T 5 2 LATE D,
Infusion reaction® FFFEATED BN 2> 72 B4 121%, 3045
T2 1250mg/ o i K400mg/ I £ TR G HEEE FIF S 2
EWTE D,
- Grade 3" LIk :
KH DG 2HIE L, AR 2 HEG LawT L,
7.5 Grade 3 Xix 4™ ORIk DIEH L 224, IFEREK
H31000/mm*BL EIC B 5 TS 2 2 &, [11.1.2 BR]
7£) GradeldNCI-CTCAE v4.0312# L %,

8. ERLEANIR

8.1 HHIHIH D D 5 b DB Z LN HBHDT, KA OEGH K
e G ER I MRS 2 17w, BE OIREZ T2l
FIaTl, [11.1.2 2H]

8.2 AFNE, ARMER EIZHEBLL TWAHCD38EAE L, M#H —
LARBROFERDBEEL 72 5 WTHED D B0 2O, K
FIBGHHCABAGURD 2 7 ) — = > 7 & G Fo— i 2 i
MAHAEZE ERT 52 Lo WA TESN TR 2HER A
Fil % 4o L7245 7 — 2 2GRN O T 3120w TRIRE (A
THZEo [12.1 ]

L BENEREFTHEEICEHT IR

9.4 HIEREE R T BE
AT BE 2 2OV LTl AFI G- L OSARHI B G- T
— I HNEY) 2 IR AT KRBT H 2 & [9.5 B

9.5 1Ei%

TR 3R L Cw A R0 B 5 ethicid, R EO AR
PAERtEZ B S & HBF SN A ECOREETH I L,
A & 72 RS AR R B L FE R S T e v s, TGl
T 70— F PRI R EEETED D B Z LSRN T W,
¥ 72, CD3SEZTRIA< ™ A THIER L OH IS 5 s
WESNTBY, KA OMHIRF OBEREIC I ) KIEICHEEZR®
WETAT SRS S 5P, [9.4 BIR]

9.6 ®3LIR
L OB R O REOFIEMEE ZE L. Lok
XIFH L2 B2 2 Lo KAl N AT~ ORBATIEHGT
ENTVRWVD, & MgGEAHHFICRITT 50T, AHl b
119 2 DD % .

9.7 MNEZE
INRBEE IR E L BRABUIER L T,

1. BIfEA

ROBWEHD D Sb b LD HDT, BIEE 5TV,
YLH RO O N A G- A Ik 5 % L) 2 AL &
Nl

Q%
Y%

6111 EXEEIER

11. 1.1 Infusion reaction
Th 74T F T — WA, Bk, IR, SV SRR, SLEH.
FRILE, Wk, LA Olnfusion reaction (43.8%) #3d &b
NHTENDBY, £ 0YEE. WREGRICEI»RD S
N7=25 2 HUEOHGIFICDRDOENT WD, REIR
B LN EE, AR OS2 il 33k L y) 72 0L E &
119 & &b, FEIRD T % £ THRBFOREZ T4 12 Bigk
FT5H5TE, [7.2. 7.4 ]

1. 1.2 SEEIH
IR ERRA (152%) . MUMGRA (5.6%) - F6 BRI v 2R A
(20%) £l (3.0%) V) > 78EKkA (04%) 555 R A3
HobNbEILDHb, [7.5. 8.1 ZH]

11.1.3 BERRAE (23.7%)
Mige (75%). WUE (0.7%) FOEE ZREGIED D bbb
ZlhH b,

1.2 ZOBORIER
10%L) L

5 %o A
FAkinGE

10%A%i 5 %L -

LB L v
EE
k| A B E | RIRE
ke AR SR B
Lo B B
k| I A BEOE

seske| IR0 B, 9EE
T UFHiE R it 5
k| H B BEOE| T L I

k| i BB R R
B X O A
I
sk | — i - AT BpRE | RST
B L UG
B A7 o K T

z o b

i
ANZELE T

i

i

15 ILFE
Wl PR ik

s

R A

12. BFRRERBRICRIFTHE

12.1 RANTHRIMER EOCD38E A L, kA7) —= v 7%
RAERIFFE O MEVERB TS 20 AFNC X BMHET — 4
ZRBAOTH BT 572012V FF AL 4 =)V (DTT)
LB (RHI L R IER EOCD38 & G2 HET %) # /¥
52k, kB, Kellllig A BT FUZDTTAL B TEET 5 DT,
AHAPUEA 7 ) — = 2 712 B W TKelllLE B HUF R 5 5 4T
ROFMAATEE 7 B Z LIFEET L2 L, [8.2 BIE]






1) AEHAEIZI0mg/kg (R~ FI FRPFHFH 25>
BRI 5 EA N T 4 VI TROF 59 2 5 VR
Peh) Xid20me/kg (FFH 2 &V ORGSR
#145) ThHbo

AUCK OC o b F G- BB 3345 B MILAE v it 2 -IRE ] B
TR VM b T 7 REER RS (R G 0 1
M. 7 mHES% : 2EHToft),

n=16

n=19

n=20

n=>5

*2)

*3)
4)
¥5)
116)

17. BRER AR IS
17.1 BHHRURLMICEET 2Rk
17.1.1 ER#FLE 3 K5 (EFC14335)

LY FIFRO7Tusr7y—2llEx2EL2L Y 2 00
L ORI 2 A3 5 T U HEATE O % S AT B
30781 (HANEBHZEIBI % &) 235, K<) F3 pP
BOFH4 x5 % ot g (PAftiE) L PAEEICA
A % b o L TsaPdiiE 2 IR 5 5~ & 2 LIEE
Feed [ 55 3 AHRABR & 92kt L 720

FREEHEITE H T d 2 M EA A o e ffiiE, IsaPdfif Tl
115% A (95%Z X [ : 89~139). PdETIZ654 A (95%
fEIEIXH : 45~83) TH V. IsaPdhf THMATF=MITH E LML

FeaR &Nz O — FIE 060, 95%15 MEHIX [ : 044~0.81,

p=0.001 [J&5llog-rank#sz]. 2018410 H11HT—% A1 v b *
7)6)0

1.0 A
s <o
0.9 + %
08 - .L\
07 - \ -
# 06+ y
-
£ 054 w
gﬁ 04 N IsaPd
E T
037 IsaPd (N=154) Pd (N=153) e, "SR
02 9" Median PFS (months) 115 65 Pd
0.1 - Hazard ratio for IsaPd vs. Pd(95%CI)  0.60(0.44 to 0.81)
00 4 P=0.001
: T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16
Hir ()
Number at Risk
IsaPd 154 129 106 89 81 52 30 14 1
Pd 153 105 80 63 51 33 17 5 0

e 394 7 28 4730 ] O Kaplan-Meier it

IsaPd#E15260 13861 (90.8%) (ZHITEH AS5Ed Sz, £
EIVER . W BRI 466 (434%) . Infusion reaction 57
(37.5%) . LAGEEG3061 (19.7%). MiZ236l (151%). T i
1760 (11.2%) M/MCRA 7] (11.2%) 56 2Pk I v Bk A
166 (105%). S8 X 251360 (86%). M.L1061 (6.6%). I
W PR 8 B (5.3%) MR 6 B (3.9%). AL 5# (3.3%) &
ThHoiz [6.2. 7.1 ]

D) LFY R FROT a7 7y — A HERNC & G
BL o 72 BE QREETP UEIHE G T #60 H LA HETT
L7z, SRR EOREIRD & NIE L h
IR 6 » HICHEAT L7 BE, R TE R srmil
L7z8#) %@L 7z, %, HICD3BE/ 7 u—F L
PRI U CHERTED BB I BRI L 720

H2) K=Y NI FOREROME 28HMAZ 194 7 L& L,
1H 1M 4mgz21 H M &S Lk, 7 HBEIK
EL7,

H3) FTERY XYV OMEROCHE  28HME 1Y A 70
L. 1H1M40mg (75 Lo EETIF20mg) 2 1. 8.
15) 22 H B ICHRIRN LR85 L 7z,

F4) AAOMEROCHE 28H% 1942 vel, 1HI1
[M10mg/kg% . WHDOF A 7 )ViZ 1 EMMET4Am (1.
8. 15, 22 H). 244 7 )V DRI 2 B R k&< 2 0
(1. 15HH) #iRMN$S- L7z,

%17, 1.2 EEEHFIE 3 H:ER (EFC15246)

1~3 VLI XVORIHBHFELAT 5 BT S 5%
BREERE T 30261 (HAANBF1MZ &) 2RI, v
T4 NI T RORFRF Ay U ot g (CAEDE)
L CAFFEITAFI™ % Lot L 7olsaCAfitik 2 L3 57 v &
2ALIEE MIEIRS LA 25 3 AHERER % 920 L 72

FUEHITH H T d 2 M3 AAA I M o pefifiid, IsaCdi#fE Tl
FEEF, CABETIZ1927 H (9% S HEIX I« 15.8~HEEAHE)
TH Y, IsaCAFTREMFMICH B RERAVRS N O F—TF
It 2 053, 99%1E HEIX [ : 0.32~0.89. p=0.0013 [J& Bllog-rank
BoEl. 2020452 A7 HF =% 7 v b+ 7)7,

1.0
H““"‘lhu
0.9+ M—*
08 T T
e IsaCd
0.7+ o
06+
o e
= 054 L
£ T
= 044 Cd
= 0 -
. IsaCd (N=179) Cd (N=123)
024" Median PFS (months) Not reached 192
0.1 Hazard ratio for IsaCd vs. Cd(99%CI)  0.53(0.32 to 0.89)
004 P=00013
— 77777 T
0 3 6 9 12 15 18 21 24
ST OF)
Number at Risk
IsaCd 179 164 151 136 124 110 100 36 5
Cd 123 108 99 85 72 61 50 19 6

3 A A7 ) o Kaplan-Meier i

IsaCd#E1776IH 15361 (86.4%) ZREIVERI iR Stz FE el

fEMIZ, Infusion reaction 7961 (44.6%). wElfiUT=42% (23.7%)
P 573801 (21.5%) . AHRAE36HY (20.3%) I R 33451 (18.6%) +
FHI2400 (13.6%) MliZ2160 (11.9%) . 50GEEG2050 (11.3%)
SR S50 (85%). Mnt1061 (5.6%). KfFERKA 9 61 (5.1%).
B0k 5 61 (2.8%). IM/NGIEA 5 B (2.8%). £ 4 Bl (2.3%) .
e 2 6 (11%) FThotzo (6.2, 7.1 ]

11:5) PICD38E / 7 1 —F VPRI X B HIOHIEE A %5
AT BRI IR G- #4260 H DN 5 B AT
BrWEHE, DL bRANEN ZEW L7z EH T IR
L7z

HANT AN I TORERCHE: 28HEZ 194 7 v

EL. MDA 20k 1 H120mg/m*%Z 1. 2HH

I2#% 5. 56mg/m’% 8. 9. 15, 16H HIZHIRMFES L

720 294 ZVBIREIZ T B 1 E56mg/m*% 1. 2. 8. 9.
15, 16H HIZHIRN#ES- L 720

FERHFRY Y OMEROCHNE 280 % 1% 14 70

L. 1H1M20mg%x 1. 2. 8. 9. 15, 16, 22, 23
H B EIRNS G- 30 E ke 45 5 L 720

116)

)



18) AFOHB R OHE 28HMZ 194 7)vEL, 1H1

M10mg/ kg% . BHADOHF A 7 Wid 1 EBEEET4E (1,

8. 15, 22H H). 244 27 v LIR&IZ 2 J [ 1 ks < 2 [l
(1. 158H) #IRMNTS L7z

*%17.1.3 #4158 1/ 2 1858k (TED10893)

B2MN—PFDOAT =Y 212BWT, I ULEEHRMEDZ 581
BREERET 1640015 W1, AHTY RUTF R 5
PR, 3 OV ARH] iiﬂ)ﬁié&’“‘” DA R R O A % MR
T 5 I E MIER BB % TG L 720

EYFHEIEH CTd 5252 13, AR R OTFFHR 5V U
JHBET13436% (95%15 BIX 1 : 30.3~57.7%) (24/55(1). &
Hl HLBEE T1323.9% (95%EHEIX 1 © 162~33.0%) (26/109%1)
Thotz 201941 H2IHF—4 A v b4 7)Y,

RHEN R T 24 2 7 > PR IBESSHIrh416] (745%) RV

DR BTz FEREIEMIZ. Infusion reaction 2261 (40.0%) .
AMRAEL26] (21.8%) « WL IR B 6 51 (10.9%) . BZBEk 6 1 (10.9%)
EL 6B (109%). HALA R A6 (7.3%). Mili 95 361 (5.5%) .
FRILHE 3 41 (5.5%) . B 3 B (5.5%) . MU 3 %1 (55%) .

WEnl: 351 (55%) % Tdho7zo

AFH) HAREEL09B1 6761 (61.5%) ([ZRITEM 2RO b7z, £
ZFEIYEM &, Infusion reaction 4461 (40.4%). -0 [l ¥t 14451
(12.8%). W Wk1261 (11.0%). & G116 (10.1%). 9 57 8

(7.3%) . BEe 8 B (7.3%) Wit 7 B (64%) FTHhH o720 [5.2,

7.1 ]

H9) TuTr Ty — AMERARCRERGREEEL 3L A Y
VD EoORiHEREEZ AT 5, XiE 7 a7 7Y — A[EHR K
CHIERISE O VT L COHEAETH 2 BB % %
R0 B, HICD3SE /7 10— F VPRI X BT
WIEE AT 2 BE IR L72,

#10) AFOMBEROCHE 28H% 1942Vl 1H
1 [M20mg/kg# . M OH A 7 Vi3 1 AR EFE T 4 10
(1. 8. 15 22H H). 244 7 v DL 2 38 [ [ B
<2 (1. 15HH) &IRMES- L7z

1D FEFH AV OB L OHE  28HB A 194 7 v

EL. 1H1M40mg (752 Lo B HTI1Z20mg) % 1.

8. 15K U221 HIZHIRN UEFEHR G- L 720
1E12) ZERhEIE, MR HE R B RIS & o THMME S 7z
BBEAMADHIZNULETH 2 EZOHEG L Lz,

*%17.1.4 EIRE 1 /2488 (TED14095)

HA A OFEFE AT HEATED £ J VB B R H ™ 3661 % 3412,
AH EABTE T DA f OV 4o % MRt B IR E R R
AR A Fh L 72

ARA20mg/kgh3 ¥ 5- S N 72336 BT EEFHHEE Th
BZMFT 1L, 364% (95%F X M 1 204~549%) TdH -
72 (20194E12A10HF— % # v b4 7)%

ARFN20mg/ kgnstx G- S N 7=3361H1961 (57.6%) (ZEIVEM 2552
5Nz EEIEM X, Infusion reaction 1361 (39.4%).

g 2 61 (6.1%). HHE 2 B1 (6.1%) . M/MIGEA 2 B (6.1%)

FHIERIEA 2 81 (6.1%) 5 TH o7z, [6.2 B

H13) 7uT TV — AMERARORIERGRE EL 3L YA
YU EoWiREREAAET S, T e T 7y — AME
H R ORI OWF RIS LT H BT TH 2
HZRBE L. BB, PICD3SE / 7 1o —F uHikic X
BHGIE 2 A3 5 BFH IR L 72,

H14) 28HMZ 194 7k L. B1IM/S—PFTIETHILM
10X13220mg/kg% . 5 2 fH78— Tk 1 H 1 M20mg/kg
. ENENRGMONA 7 )Vid 1 EEMECT4E (1,
8. 15, RU22HH). 244 7 VLIFEIE 2 HR b T
2m (1. 15HH) 8RN L &b, RAIOK
PRHEI1Z20me/kg (HAE:) Th b,

H15) BRYEIE, MR E R RS K o TRl S Mok
BRAEREDSEHDEZIULETH L EHOEEGE L,

18. EhEIE

18.1 1EHERE

AV EF T, & FCD3SITHEA L. PUAARAFE VLM 1
(ADCC). HUMMEAFEMIBE A (ADCP) K USHIAMRAE M
3 (CDC) M IC T R P — Y A2 BT H I LHICL D,
N5 DR A P 5 & E 2 bR Twa MY,

18.2 MR

L4957 T € SRR RIITRMOLP SHIla b % 12
FREHL A A MR 27 7 A4S B0 WA
BfEmE R,

19. BRI ICE§ 2 IE{LZIFER
—MEEETH APy F o7 (EETHIEL)

Isatuximab (Genetical Recombination)

9 F = 148,000
x BRI ATE ) 7 u—F VPR TH Y,

~ v APtk PCD3HUAD I ZEEL L U e FIgGlE
HHPO %D, Ty A4 Z—ANARY —IUM
Nk D EE SN, 450D T I BRIRIED 5
% HHS (p18H) 2K RUMED T I 7 WRFkl:
PR HLH (kd) 2ATHIRSNDHEY > %
IETH B,

20. RV EDEE
MBI L TRAF S B 2 &

21. AR

211 BRSEN Y A 7 BTN 2 FEO b EWICE_T S 2 .

21.2 ENCTOBBIERI O TR ONTWD Z &b, Bl
Jeth. —EBOIEBNARD T — ¥ BHERMEN S T TORMIZ
SEB 2 R QUSRI 2 S 5 2 &2 XD KA
HEFOTFEMZILET 2 L L b1, AHOREERTH
T 57— 2 2 R MITPUE L. AH ORI 2
RIEEWHLH T Lo

22. Ak
(=2 U Y ZiEE#E100mg)
5mLX 134 7
(=2 U S EE#E500mg)
25mL X 134 7V

23. EE 30K
1) Cockayne DA. et al.: Blood., 1998; 92(4): 1324-33.
2)Sun L. et al: FASEB J., 2003; 17(3): 369-75.
ALNERL - NS 1/ 2 MEER (TED14095) (20204F 6 H29
H#&. CTD2.7.2.2)



DFPER B 1IbHERER (TCD140792%— M A) (20204 6
H29H A&GE. CTD2.7.22)
5)FLEE: ¢ BHEFISR BN REAT (POHO0503) (20204F 6 129
H7&#. CTD2.7.22)
6)FENETRL - B IL[ 45 3 MR (EFC14335/ICARIA-MM)
(202041 6 H29H 772, CTD2.7.6.2)
Ak 7) FLNERL ¢ EIBEIE[] 25 3 AR (EFC15246/IKEMA) (2021
FITHAR. CTD2.76.2)
ok ) FLINEEL © AL 1/ 2 MR (TED10893) (20214E11H &
72, CTD2762)
Rk )AL NERL  EINES 1/ 2 AR5 (TED14095) (20214F11H &
#. CTD2762)
10) AL P RL 1 IR 36 50 3 B AU (202048 6 H 29 H 7K 32,
CTD26.2)
11)Deckert J. et al: Clin Cancer Res., 2014; 20: 4574-83 (doi:
10.1158/1078-0432.CCR-14-0695)

24. XHEKRERUVBEWVEDESL
7 4 pRstt
I—Ntry— T MRS
T163-1488  HULCHRHTE X VG 1E =T H20%F 2
7 =% 4%V 0120-109905 FAX (03) 6301-3010

26. RERTHEEF
26. 1 BGERRSTET

H/71%XE4

T163-1488 RE##HBEXAEHE=T B20%E25



% 202248 7 AELET (%6 2 )
202248 1 AAERL

‘ ARES ‘ 30400FZX00002000

b MEMEI T8 S
AFHhTa5> EZN1—+I

BEERSRS 7’{7 v®ﬁiﬁﬁﬁii

BEAZIE

REFERHEN 1 N1 > H%mE

[ &)

1. KR, BEFCHIMNIETE2EERRICHEVT, &
mEpREEERCEMEEHEEOREICHL T+o9%
- BEREFB. PORERFTELZICLIARICAET
ZPELHPEZTEMDD & T, RADREHEY]
EHENBERICOVWTDAHIBETBE, £/, &
BEHIRICEKIL D, BEXEZORKICENIERVERME
#+2ICHBAL. AEZ2BTHOBRE5ERRTH &,

2EEDYA M AHA CHEERBE,FHOSDNBIENH
U, SECICEZFPHEINTVS, BEETISITUL.
BEEPROoNAGEICIE., BERTEEIIRET ST
1 MHA O HEERBSEZILIY X LZEICHEL, EY)
BUBZITHI_E, ([2. EELREXRWEE]. 4. FE
4 - BIER 1) EXGEHMER]DIESE)

SEEXIESEELPTHRRERIHODLNDIEFD
30DT. BEEZTAICITV. BEHLFROHS I AFHEIIE.
BIBERTEENIRBET IHRBRRERFET7ZIIVILE
ISV, BYIERBEITHZE, ([2. EELAERMNE
=l [4. FEE - BER 1) EXLEMER] DIESE)

B

(25 -

B

1k]
1. R
2. AR DB R LB BE O BEAEE O B 5 B
3 AR E LTIV 2 JEB) B AR M AL ER 2 BRI L 72
ABANDAMNEEG LewnwZ &,

[FK. W&, Ko FERIIKH]
ARG TRB & AT 5o

% EE

g kil CARFEH THINE 280 % 105~540 x 1054
AR 50vol %

e 50vol% (5vol% d ¥ X F )b A
Vi Gk f11 7 o Vol 70 vol7o v
BRI VERFY FEEH)

RO ETHE T, & MEREHIEE 293 TR, 7>
JEIRILE . w7 LR SRK S Y. BE kA (AE) . ¢
MIE7 V7 I v (RIME : KA, #FF, F—ZA b7,
A A, Fx adEHE, O HY) — R OKE. R JE
fki) . b b GRINE - okEL $RI05E © FEwkin) . 7 >
rovEy, NN T AT v GRILE : CRE. BRINA
B JERRIM) . v ANA T F—=<Hlah S EAE SRS E
Jrua—F ViR EMEH LT b,

[%hEE. TR II14EE
PRI A TED A S BE. 72720, T owFnb il
f: j_i%{_fl\bz IZEZ) o
- BCMAPUS 1R & L 72 F A F Ui 2 2RSS BT 6T
e N (et) 3 AN
- RERREISE, Yo7 7Y — AMEHR K OPICD38E /) 7 b —
FOVHRELE 2 &t 3 OLL FORHAEEREZ A L. 2o, H
SEDOHHEFR A L CIREEFT 25780 & 7 TR I H
BL7z

(FhEe. HEITHEEICEET 2FEALOEE)

BRIR BRI HL A AL B N7z B OFIRERF S 2O VT,
[ERRBAE | OIHONE A B L, KR OFMER VL2
L ERTNCEM L BT EIBEEORRET) 2 L j

[AERUCHEXIIFEASLE]

<EHEEETCORMBKT 7 o L —> A~8LERER N D% >
1.HIE77L—Y X

HILER T 7 = L— 3 A2 X 0, FEBHE RN M AL ER 2 R

T 5

2. AMEKT 7 L — AEY DX

B 7-AIMER T 7 2 L— 2 AW E, 2~8CIckEs

AR I AR (2 L CAR B Sl R~ % 5 o

<EERETOZAh~EE>
3. KRDZHERPRE
Bk L7 REE TR 2 sH L. HE AT E IR S M
T (-130C LU F) THAERAET 20
4. B E5RIDRELE
MEMRAEIC L ) BEOREZMHEE L. KBS0 5 HAl
WOELT DY) 2 REREEFALERE LT o
Y URAT 73RS & L C300mg/m2% 1 H
1[0 3 HMEMEER I NVY I ) VBT ATV E L
T30mg/m?*% 1 H 118l 3 HIM BEEEET 5. B, BE&
DIRFE (B EE) I X ) EEHET 5.
5. &XmDIRE
WO ERNCAR M RAET 5, BH. AICIE. CARE
HITHIE & LT, fREL b3 HEERSGE450 x 1054
%, 10mL/5 % 2 7 W E CHEIFEIRNE G T 5. =B,
CARZSHITAIN & L -C280 % 106~540 x 1084H o #i ffl TH5% 5-
T& %, AMOFHZGIIL VI &,
 (AERVABRRERSACEET 3ERAEOEE) |
D BEOMBBRIAD S ARG ORGIZEL T TO—HDOFH |
L OFENE. BLEPCTEE ARG T A S A T VSR B
BTk, !
F72. DT OWERAORENSBEZIZHD S N2B 410 |
Vod, [T S £ TY CoSERBR R LR AR R oS E
DT A 2 ks 3
LT T AR ICEN T A FH R e SO EELAES |
S E, GEE, RIS O
TEBEIEO G, JOEVE R

| HLE |
3 @ﬁﬁ@@i%%ﬁ%@ﬁ%f\DNA%&@%W%%@}
CORGHRBTER . B D) VBRI I RE S I E- &
VAT AR e G Lot REOEG 2T o FIR |
COREBRIC B AETLE O FEIZ oW TIE, [HEREGE 0%
BTk, 1

 AROEE :
DL PO oM EMEL, BEOWERNTE AT |
RIAHEGTE D L1, RENOWHBIGEE & #Hey |
LT E, |

BERTEEIRBET IV aTINEEDTIBELENL,

(1)



RO 5-#30~60% R 12« infusion reaction® ) |
A7 %Pz B2, TV TI ) 72 N Y T
YERIIVNIEFOMOE 2 ¥ I UHIZRAER
PEEA G T 5 b, e Barziki,
BIEREATFOA FRIBHEHLZVWZ L, /2. 7
FTA TR OGS BEORF AT
L723a 12 2. BEEo#Efz LT 2L,
A MW A UHIEERE OB AR T, b
A7 GRETHILZ) # e PG TEH L)
ICHEfF L CTBL 2k, !
KEOMREFN L, By b ROEER NNy &7
DBEEZBIERIEZLE—H LT B2 2T
HZl, TOH, RmOEEHNy Fa&Em 1y
M BHY 32 &,

REHEE RGN S N2 a . Az
LZawnwZ &,

K CARSSH THIUE & 2 & 1 DU EoFE:
RNy 7 LTIt SN S, HEOBETERHNNY 7%
Hw286, 1 2HOEEH NNy 70525 T
5 E T, 2OHUBEOFEEH Ny ZI3RE L v
&,

HRE L 2 ARG N v 7 Sse A\ iR 5 £ T
#37C O E AN 128 R H RS RS 5
Z ko MM AHATE 24, BEHNY 7209
S DT 52 L BBROBHFEIIITOR VS
& o BT R0 7 | TIOR3 1 J 87 X R A
LI 3 & FEFICARMSOP G, m Ok,
FLWEHAOFEE T IThRE NI &, !
RENOBHHRIBIHEAT D 2 Lo RiEOHSG-T |
X, AMEREE 74 VY —2BH LW &, !
KEOFEGMEIZ, BHEH N Y 7 0 BEHIERDS
BEL LTV AEDPEHERT LI L, 3
REOPEGENI, ABARIC CHETF 2 —7 % 7!
TAIVITTLHIE, RinkeEHG Lok, Ny
7 TIA I I X ) REEER Ny 7 & R
TR L. TE L4 ofMaz#HkE5452
Eo 3
At 1 DO Ny 72 EHERIGS 1
BRI G252 T34 2 &, !
BHOTER Ny 7% 2 Lza . MATRE 2
NI RTOEER NNy 72 &5+ L, 22H
PBEOE R NNy 70%5 5 1 DB O E/R/ Ny
T OFGEE &R CFMECHES 2 &,

K23, o WHOAERLL Y7y AL
ANy F — % HCCEETFEE L2 e M LiEE
DBEENLo RO FEFEEOTFIIZHE - |
TG E & L TREETH & !

(FRLDEE

1 {EREE(ROBEICIMERICERATSI L)

1)

2)

JEGUE & A BF L T 2 83 [ B S5 12 & 0 IR GE
PWET L2 BENDD 5] ([2 EELIERWER D
HZH)

BEIAECHIFT 477 4 VA ¥ v V) 7 O BE T A&
Y HIVORRGeE [ A WV ADSEE AL 803
LBRENDD D] ([2. BERIERNEE |OHESR)

2. ERLEFNEE

1)

2)

KD H 7o Td, BIROERICBI RGO
B L 22, AR OV oA O IE
RO OIZVELFEIZOWT, BEXIIZOXR
BRIZCEEZ D > THMAL, RE2ETr SR Z M
T2,

itk e b - BiHERO R 2 S L TG s T
W5k, & b B RO FEM RN O W Tl e e iR
D0 ANV ARBERFEHL TWDHA. TSR
FENER T 2 EIIEEF O ) A 7 &2 a3 iR
HIZ LI TERWD, RO I L TIRER -
DVFENZ T 52 ks

HIMER7 7 = L — 2 A% FEhEd 5 B2, 4% HmEk
DOFBEEIZOVTEENIIZORBEIILEE D - Tl

WL, MEzEs2 e,

478G -

4) YA MIA VEREREDSD S bbb 2 EDHLHDT,
A DOFE G 72 ClE, MRS 2 Ehi L. 568
RImE. IR, IR, C-RUSHE&EEEM. KEERE.
S EST S OBIRFEIRICOWT, BIg 2 4512179
ko ([4 AREA - BWER DERZENER JOESR)

5) MWRERFERDHHDONLZ EDVHHDT, KFEDES.
WZH7z- T, EELIREE, INE. RFEE. XIE.
REEZAL, ¥EE. MR, RS OKRIERIZ DOV T,
B x5 ) 2k, (T4 AEA - BIEH DEKX
ZEWERH | DHESHT)

6) BRYENDH HDOND I EDHLDT, KEDOH5IZdH
7o TUd, BERIERE ZfERE L. B4 T1247H &
Eo ([4ABA - BEM D ERZEER IOHESE)

7) BEUFRIIZCEIF AT A NA XX ) 70 BEIZE
FEREZ BT, FEY AV ADHFELE 1]
BEMEDSD 1) . HIVIEEE I2B W T A L ZAHEhn§
HUREMEN D Bo T2, A M AT A )V ARG
LB R O CIZE > 2B HE SN TnDb 2 & h
5. YA P AFTOI AN ZADOFIEEALICOWTEIE L.
WY RWMEEITH 2 & HIMMERT 7 = L — 3 A % 5
FTLHHENZ, A b ATa T A VA, BRIV A,
CRIFF 47 A WA R UHIVIER O G2 AT 5 2 L.
W97 A WA ZF v ) 7 O BE IR GE IR %
W3 5%, RRREECHE YA VAT —7
—DEZY ) T HRATH)EE, BETE T AV A DR
AL R CIUITF 22 O AL O BB R IER O FEBUIEE T 5
&,

Q) ARMIEGHECRM L ICbh7z Y R, MR
WA, I, ) 2 SERRAEOMERFA DD S bt
CEWBHDHDOT, KpDOBGIZH 7> TiE, EHIZ
MR 247\, BEDOIREE T IBi%d 5 2 &,
(4. REA - BWER DERZEER JOESR)

9) MEERBEEREDSD SbNE I ENHLDT, KD
PGB Tz o T, i P R R O E K OB
M 21T) 2 &, BlIgE2+01247) 2 & ([4 RE.
A - BIVER DERZEWER | 0HS)

10)  FREE A LR B R FE O MR H R DD b b D

CEHNDHBHDOT, Kandx G HROEEIZILHBHLEER L
fal et ) MOBMEI R SR VL) EET S 2
&O

3. MHEMER (feDEZESR - EERBELOHBICETS L)

HREEHRICEETS L)

o | BRI - WA

W - ElREF

T o F 2 (WIS | B L2 7 > | SpEHIH T <A
FEMRLAT 7 F | OBERICES GER |7 7 5 v & B
Y\ WERRESHAA L | AEBLL72GEI3 | 5 LR R
AT F L W | B RRERT) Z | H b3 e
BCGH) & b,

BIER
FRTEREO L e B EE 2 SR & L 7 EE I
HIHRERIZB VT, KD HRE SN 7213760 (H AR A H
OBl % &) 13461 (97.8% ) [ZBIVE 5300 btz
TEWERIZ. A4 N7 A Y HBUHIERERE (84.7%) « I BRI
AE (59.9% )+ M/ AME (45.3%) . Al (38.0%) . 1
MERASE (277%) . 957 (16.1%) . 1) > 7Bk AE (14.6
%), Ky 7 a7 CIE117%) . 58(102%) 5% THh -
720 (KEEE:E TOHEED)
T UT R DL 5B BilE B E % 0 % & L 2204
THIRERIZ BT, RS S 172626175561 (88.7%)
WEWER DS b 7ze EREWERIZ, A4 b h A Vi
HOEMETE (75.8%) « 3 PR ERISAAE (41.9%) I/ NG A E
(40.3%)~ &M (387%) #57(32.3%) FIIMERIEAE (274
%) V) ¥ SERIRAME (16.1%) . HE.00(14.5%) . BEIF (145
%), %Y ERIE (129%) . F5EKG(11.3%) % Th -
720 GRFEK:E TOEED
1) BEXLEZEMER™
(1) ¥4 bHA O HEERE(819%) 1 414 M h A Vik
HIEEEEDSH SN A Z EHHLHDT, BEDIKEE
g L, EE e, MR, B, C-




BOSHEE PR, RERFE, B, OTE O R
RO H N/ E T, BENEEE DT 5 A
N A VREBRFE BT L ) X LS IZHEV,
IR AiE 2479 S Lo F7z, OEMEY, BAILE TR
MR, R, ERSE, MmERE k) >3l
IR (25%) 5 b b ZEWH Y, FHEICE
S 1ZBIHE SN TV 5,

(2) MHERBR(G27%) - $EELIKEE(7.0%) . BidiE (35%)
%13(20%) . HEAIREEZAL(20%) «

PREAE (4.0%)
# (15%) . VEIR(2.0%) . IR (35%) E D%
HENHODONDLZ LD b, BEOREE T2
BIEE L, BEPHED LN AL, BEITES
IR T 2 MR FREH T L T A LEITHE,
YR AEEIT) 2 &,

(3) REZAE (186%) : A, HE KT A VAZEIZL D
EEORIYE (MUME. RS 25d Hbih s 2 s
HY ., TR B RE SN TR D, T2 5
BT ERIRAE (7.0%) 25 5 b DH 2 EDdH 5,
EH2, BREUICHAT R A VAT X ) 7T OEE
ATBEE G . HIVIESEEIZBW T, YA IVAD
FHEVEAL SO X A2 BALDS D & b b W REMEDS
Hbo BEOWELTHIIBIEL, BESEOLN
TEEIE, PUEWE OG5 0 Y) 2 ALiE & 4T
&,

(4) IMIRHEA (61.8%) @ mIEDUFhERHD (54.8%) . Ifil
INBRE A (37.2% )« M (31.2%) . 1) ¥ 78BRi A
(136%)Eh D5 bNDLZ DY, HE5H1s H
FTICHEL W 2D b, BEDIRELZ 4512
B, BEDED LN WAL, WY LE %
192k,

(5) |y Z7OTU I (10.1%) : IREMIBTERA S K
MKy 707 VIJERH S bNLEZ LD L, E
HEOREE TR L, BEPROLNLGAC
Y R LE (B 2 T ) R R E S
TH) %479 & & LI, EIYEDBFEE TN T 5
BSA 512479 2 &,

(6) Infusion reaction(1.0%). ¥ av ¥ GEEARH), 7
F7 4 FF%F 2 —(BHEARH)  infusion reaction. ¥
av 7, TFI7495F T —=BHbobNLT ENHDH
DT, BEOIREZHICBE L, RESZOON
TG ITEY R B E AT 2 &

(7) BEEHIEEMRE (05%) @ ESREEREND S D
NDLZENDHD, BEOIRELZ T EE L, B
MR S NGE I EY) R ALE (B AR, &
PRER MUE GRS O 5. ETEE) 2179 2 &,

2) ZOMOREIERTY

10% Ll E 1 ~10% 1 %Kit
ARG | F i 5 % ISP
L NTEE | o
) > B, Ak
WOE. K b Y 4
e, K773 >
- . ME A ) 7 A
Sggg TN
iy LR AT A
MAE. EH Y 7 Al
Wi, RBHET o F—
A
B PATOen RIRAE. %
S RIS £ v SRR,
SR . R | SRR
G WOREE. GRS
TEREE NN
R R ot
%
X . IR, L
i =
DR AT, ThiE
nEEE (e BT
RS, Gk, R, 0T
MR WA, ok, S
SRS Wk, kIS

10%ELE 1~10%

T D, MR

1 %Ki
5L, H b
iii}

BEE

FFREER
BE

REEE P

HERR BIEN . B, A
RUHESE i, HEE. e
HsEE i

EEL, METE, FEIE, |1

TR RNE AT

CN =N N2

C-RUBPEZE M. |7 R4

ASTHS N, ALTES 0. | #5n

A7V Aa)RA7

7y =i, b7

VAT IF—¥ LA,

RERA, M7 1

7).

A =2 ) N

{7 =) F 30,

PR 7 =

KT T AF W IE

E. mhrLr7sr

R AR F - —EhEh,

CD4Y) v 738kigd .

y=T NV INET Y

A7 =T —XH
Z 0Ot eI,

WD EIEH O FEBUEE L. EIREL R &S TAHRER K OIS T
MO TXTOHENETEOONLFREHAG L2
RO R L 2o IS oFERBRTHEO SN
o EWERICOWTIR, BHEARHE L7,

5. EEmENDER
e TIE—RIAEBERIET L Tw 0T, BEDIK
REeBg Lo EE IR T2 L,

6.114%. EiF. BRIFRV/NEEAOER

D) HEEUSIEIR L T 2 W REED & 2 iz id, FHIE
LTHRG LAV L, R BIRIT 2561213,
g LoFEEDs k% B2 LS DA
DHEGS BT Lo 7o, MIRWTREZZIEICIE, A
PG RO GHET e — e Wi Y) 72 WAL 2 47 ) &
VRS H T L,

2) BATOLWIEG T AHE 1. R EOFRERD
FFLREOR R ZE L AL oM UT Ik 2 iR
G R

3) AREFEEZHRE LHREBUIERK L T,

7. BEERBRERERICRIFIEE

MFFHIRENDE

A OBEICHHENL Ly F YA INVARY ¥ — |21
HIV-1D & TBH (RNA) S —# & T b 720, HIVE
FetEnER A (NAT) CHBBEEIC R 2 BEZ 0D 5,

8. ZDfDEE
1) AR X 2R 2 BE L. BHOZO 20T,
e, M O 2 320 L v X D i8ET 5 2 &
2)  BEARRERIZ BT, ARG R ICEMAEE O S A
HEENTWE, REOEGHRIIRMESZ BI%3 5
Nl 2N

eV E VE

TR, 5. B

2HEE

FRPRIRE

(9795 )|

<BEREIIHAMOSFEMEHE>
EEE£FE S T #8545k (BB2121-MM-0015KER)

TS HEEYE O Z 58 M R (WM E o R — R 12861, [
RNTHR— b 9B 2GR, R OF R 0% 4 % FF
32 I M R BR  FE b L 72
IR L E R L st 3L Y X2 VDR
DORIERED D 1) o IO ER HEGETE G UL E# 60
H UL T AR 5N 721) T, B fifise, Yar7
Y — ARREH R OHICD38E / 7 1 — F VAR L 2 G E






[EEXE RO XEEEKRE]
<EEBXW>
DB R - ER IS T B (BB2121-MM-001 54
B (RS SULEEGTE 0 2 38 45 i)
2)FEPTE R MELES T AR (CRB-4013R)  (FR5& 301
HEEYE D2 581 i)
AEPIERL  wh ) % B B BB (In vitroS PR ERER)

* < CEREEKZE >
TUAIN - A T =R A5 4 THRAEH:
AT NGRS N —T
(HET) HESOAR TR X AT 1-2-1
(TEL)0120-093-507

* [BEIRFTEEDRE I BHRGERE]
BN TC (A

TYVARV - A Y =X A7 4 THRREH

Fo TR EH X KT 1-2-1

TS 1 0120-093-507

® : BEHE

ABE1002






| 3.Infusion reaction® FBji XK T % 720, KundE 50
#130~6057 R, Fik AL I UHIL MBI A (R
WEHEDOT L T3/ 72 V)OG5 E1T) 2k, &
i BPTROHROY GRS, BBREA T A
FENIHR L 2wl & /2, 7F7147F V-5
BN L EEORRAFEH L AT A . &
FREOH#MZ L T 2 &

4.9 4 P A VITHERBEOBSRIHAT, FYUX
<7 (RIZ TR ) 2 HERLPITHK T TE B X9 (i
LTI,

5.0k L 72 ARSI N v 7 SRR S 5 £ T, 37
+27C ORI UL AR AR TRR S 5 2 Lo
BRORIG» 55T £ TIRIBGTEBR 2w &, BlfE
BROBHKE UIHEIIATD RN &

6. A IR, i T C25M M PINICER G 22T T 5 |
e, :

TORRHT LS RSN Y 7 ISR B |
WY BT L, REVROONIGE, FanZHG Lk |
Wzl :

8. A DML & BT B BT, SR O FIfE> |
THNEME SR Ny 7 T LGB & LCHE |
Y5k, |

9. WL N 7 DNENE T TG 5 T ko

10. R~ O RGHEREHIAT D R 2 & 3

B

LA, A A4 T74Vy—2A LTS L, B
gk 74 Vy —13fHH LW &,

12 R MoOFSHNIC, ABAERICCHBETF 2 —7% 75
A3V 7$HT L, RiEEEHkS L2k, AREd
TNy 7% BBAERE TG L, T2 oM
luz¥h53 562 &,

13. 85, REEEH NNy 7280 2R L <. Mia
MESE L 2V EHICT 52k,

[(EREDEE

1.EAEEROEZICREREIERTSIL)

1) BRI AZCRIPF LY 4 VA X v 1) 7 O BE I E PR G
. HIVORBEGE [ AV ADER L EN S, Lidwy
ANWARDPEEINT L2BFNDDH 5] ([2.EELRIEAR
R E JOTEZS M)

2) BHYIEZ AP L T2 BEVERIIHIZ I X 1) BRYE
PHWESTLBENDDH L] ([2. EERERNEE IO
HZ )

2.EELREERIEE

1) REhOBHIZH 72> Tld, FEIROBEEIZBIT DR GO
B X & D BRI R OV et oA i o E IE
A O 72D LE L EIEICOWT, BELTFOFR
BICXEZ D> THPAL, ME2H/TH SR E M
T5HZ L,

2) Rfhide b B RO EME 2 S L CEE S AT
Whe b B HEROFEM BN O TR SRR
DIz ANV ARERE T FEi L TWAH, TSR
BRI 2 BIHEEIEO ) A 7 & 23 PR
L2 EIETERVIZD, REOMHIZE L TR -
DI 2 ek w1 s - Sl

3) HIMERT 7 = L — 3 A% EhE3 5B, BRZHIMER
DFFEEIZOVWTERE LI ZOREIILEE b > Tl
WL, AE*ELZ L,

#4) A MHA VIEEBEESD S bNALEZ EDRH LD
Ty KOG H 7o T, MEHRESE % FEiE L.
ASTEEIN, ALTHEEIN, 824, M, ARME, TESIR.
M FIE., (OFEREREE, MR E R, mMERE AN ~
2SRHARERE . PR M o B PN 5 i 13 B (DIC) %5 o R
JERICDOWT, BlgEE+51iT7) 2 8. (4. REE -
BITEH 1) ERZBIVEN |0OESR)

5) MERFERDHHDLNDLIEDRHLDT, KiEho¥ks
B 7o Tid, KFE. SiEEE. TEmEE, TE,
Eik LSOV, $ERLIRAE, JNE, IRER, ROEIEL,
FENEE, KW IO TFRILE OB ARE RS
OWTBEE T 2k, (4. ARBABEH 1D
ERLEIWER | OESE)

6) BYSEDN D S bNDLZ LDHDLDT, ALOFKGIZH
oo Tk, BIRERE TR L. B8 e 1512479 2
Eo ([4.REE - BIEH 1DEKRGZEWEM IOHESH)

7) RGBS HECEM U FICh 70 VMO E, i
BRIRAME, V) v SERIAE. BN O MERR D 23S &
NS ENHLDT, KOG H7z-> T, E
IR I 2 17, BEOREEZ H5 0BT 5
il (4. AREE-BEH DEKRZEWEN IOHSK)

8) BRI LIZCHIF ™ 4 WA F v ) 7 O HE XA K
e, HIVEGEIZBWT, 7 A4 )V ZOFEEL X
BN & B TEALD D S b L et S b, FHIMERT
T b= A% LT HATIIg T A )V ARG, HIV
BEREOFMEART LI WREIANVZAZ XY ) TO
A BN e NN TR o I BVE7 ol B O  1
MBEHERIREIANAT =D —DE=F ) ¥ T 55T
7 &, BRIUFFS Y A4V 2 OFIEHALLCRUF £ OEALD
WERIEROFEBIEET A2 L (4. 8EE - FIE
M DERZEWER | OTHZBR)

9) BAAER., BEET. MEREESEOMRERFERS
HobNDLIENHLDOT, KifkGHOBREIZHE)
BB G R % P ) B OB It F S v L)
TETAHI L,

10) W MEBUEEREEDS D b bNDH I ENH LD T, KD
W52 7o Tldy i AR ER Ol E K OB H
et 2479 72 &, Bl % 247 2 &, (485
A - BIER DEXRZEWER I0HS)

3EEMER (fhDEZES - EEESREOHAICEETS &)

BEREE (BERICEETA L)

B EERET | e - @y

D&
T s F v (RS | B LET 7 F v
BT L AT 7 F | OBEFHICED R
v ERIRGGIRAER L | AREBLL A
AT 7T REIA | Y R LE E AT 2
RI)FTrF v, 6| &,
FEBCG:)

4. RE4 - BMER
B Th/ I AHRER I B W T, K%k G- S 7z
106610 5 (H AN EEIB 2 4 ) 10561 (99.1 %) (2 &I /EH
MWD BNTze EREMERIZY A N A v B E BT
(94.3%) B A BRI ARE (75.5%) « MM AE (59.4%)
HIM(51.9%) % Th - 720 (K F TOER)
1) EXLEMER
(1) Y4 bHA HBAEREE(94.3%) 1 A4 NI A VI
HUEMEEED D b L, FEEIZE LB G SN Tn»
LT, BHEOIRFELY T2 L, B, EIE,
I ASTES N, ALTES . SR, K%
fE, OBERERE S, MRCRIER. MERE AN v
MRERRE BRI A2 PN 25 [ 5 B (DIC) 55 ) % 7%
RO S NE I, BB S DA B A
N A UHCBEBEEAE L7 OV 3) X A IZHEV,
YRMBEZTH o T2, MERE M) o/ Sk
BRAE CBEFEANIT) . BRI 4 PN 4% [ E 2 7 (DIC) 7%
HoHbNDLIENDHY, BELRIME L FIRIET
ICE S 7RG SN TV D,

(2) HIRRER (39.6%) : LilE, SHEMRIE, HTEE,
BIE. Bk L NIV, $EELIREE. NFE, IR
B, FOIESEL. EEONEE. EEED. BIEOTAK
ILEDRERD D S bND 2 ENH D, BEDIREES
T ICEREZR L, BRSO DN AL, BB
TEHEE AT A MRERFREH TV T) XA LEZ
e, WY R MEZITH) b N—F UV ALD
B IE IR % £ O BB K ORI RE DO EHR
(4.7%) IxFF >~ - N L — e EEEARY) 3%
BL, BCICES 2P RE SN TWD, T2, K
Mith= 2 —a8F— (1.9%). HrhiemiE (1.9%)
MBS L2 DD D,

(3) BEHAE(19.8%) : M. HW., HDHWIE AL A%
12 X B EFEOFEGSE (BIE, S 25dhs5hbn s
CEDHY, WELES2BAPHE SN TS, T
72y FEEEHERBAEDN D b, T EDVH b,
S 512, BEIECRIF R A VAT v ) TOEE
SOFPEAERR G, HIVIERZ I BT, 714 IVAD

¥ - BRET

GEIEPIEH N TAE
T 0T
5 LI IEE
H5HHI I RELE
N 5o




BRE AL OB & B BALA D & b B T REM:AS
Hbo BEDIKELT THICHEL. REIRDOLN
TEEIE, PUEWE OG-S0 mY) 7 ILE 2179
&,

(4) MEKKA (79.2%) : FE O M/MGEAE (42.5%)
I R ERIRAME (72.6%) . 1) ¥ 7SERIAE (21.7% )
BIM(39.6%)3H5bNbH I ENHY., H5H#30H
HEF ClCHBELRZWE E05h 5, BEDIREEZ 4
WCEIE L, BEDGELO S NE I, E) e L
1T T &,

G)Eyr a7 mEN1.3%) Ky Z7a 7Y e
B bbbIehddb, BEORELZ T5IHE
L. EEVRD O NA 113 Y) 2 AL (55 7
07 YEERE T EPICT )OS 2T L)
V2 EYE DL R D B % 15512479 2 &,

(6) Infusion reaction BHEEARH) . 2 3 v 7 GHEEAW) .
TF7147% > — (BHEAW) ©infusion reaction.
Tavs, TFIATXF V=D bNLIENDH
HDT, BEOREL T L. REVROH
N7 AT 2R ALE 21T 2 &

(7) BEBBIEREREE(0.9%) © TEE EEER 2D S b
NLZ Db, BEOIREY T I, &%
D b N A IS E ) 2 s (AR AR, &
PREBIE RAI S O 5., BT #4179 2 &

2) ZDDEIER

0%k | 10~20%Ki 10% K
BRLFERV FREEGE, YA
HFEBE FAXATY AR
mERGY | H 1 Bk K74 70770
CPINREE W A iE IMAE . eI
(40.6%)
RFROE BARER Y v BRI E, K
=EE F MU ALE,
7OV T 3 v E
&H v o A LE,
AV A, K
2T AT MLE
BHEE NIEZEAL. ARIRE .
AR
HREREE IRE AEEhFERERE £, BH
i FEED F
MEEN IR AR
P
DiEEE BEIR. AEENR
mEEE I E . B e,
HAIML, A RE
ka9 -5 ] i Wk, (KRR RE
2R R U HiERR
EE
EREE HL WL MR
fEfh, M
gmﬁ%ﬁ BV VY CINE
BEERUVE R122
THEEE
BERRE [iNEgie]
UiEEHEE
EE
BRURE R RekE
EE
—i - 5 | K 57 | e S, RME.
EERVH | (29.2%)
f;;‘&lﬁﬁd)!k
BEEE [P A | y-ZVF I MHFTIVAY KA
FIF—|VINT AT 7Y — B
Yok R 7o E T o) ok
(26.4%) | i I, R LR B K
EEEFEEm, C-K
TSR

5. @iENDER

A T —RRICAETERIET LT 20T, BED
WEZBBE L 270 HEICHRT T2 2 L

6.1% %, EiF. RIWRVNEFEADEHR

D) IR L C v 2 iR & 5 ikizid, EAlE
LTHG LA L, ROGEBETHEG T 256121,
R EOFRMEDERIE T B S &S LA
DHFGSH Lo Tz, AR REZ CPEIC X, Aan
G e O 508 T 1 — 2 I RN E Y) 2 A2 AT ) &
IIRET L L,

2) AP OIS T 50613, R EOAEFER T
PR ORI T ZIE L. ZFL oMU P Ik 2 A
HYaeZ k.

3) MREEHRE LZ2MRRFEBITIFE/R L TV vy,

7. EBRERRERRICRETZE

ABOBBIZHHEINEL Y F YA NVANT ¥ — 121
HIV-10# = T (RNA) A& 5 720, HIVEE
g EiRA (NAT) CTHBETEC R 2 BTN D 5,

8. ZDDEE

1) A X 2iEREZ 2B, B0,
s, AAR R OS2 IR L 2 WX fRET 5 2 &,

2) EREER I BT, RS HIC R EEMEES 0%
BOHE SN TWD, KOG H%ITE RS %6
gLk,

(& K B #&]

<BRXIIHAEEOSFEIEEHE>

1

—_

BREXBEHAEOSREGHEREEHNR E L AEEHRAS b/

I #8558 GEERIEXT BB BR)
FEE T HEAME O 2 58P IR R (UM E L9761, H AR ANHEH
361) &GS, RBOF MR %M 2 a3 5 IFE I I
55 1 b/ THIER % S50t L 720
FESEUTHRARTED 2 58 VE T BIIE & S0 S L IERESE, o T 7
v — A BHEH K OHICD38E / 7 1 — F IV REK 2 & E3L ¥ 2
UL ORHEEENS S 1) . AT ORIEE S U CEEATE (BAE
| IRFIRPTYE (A 12 Minimal Response % 3 T & 72\ LR
BAHEATHERD SN B ZIRT UL IR O W60 H LA 2 R3S
IHEDENLD) | LFFE L ZEEPHUAANL N, &8,
AR I B B & A 5 BB IR S
ARERO R O EOIER 7. B E0.75 % 100H/kg (4
B 0 0.5~1.0x 10 /kg) % H.IAFIRNSE S35 2 & L &7z,
1) BT E D s (1) v SERR R b skE:)
RN TORGOEEZE RO EET 52 L2 HIWE LT,
FIALiE & L CLLUF ) v BRI FA bR 2 47, ) v/ SBRER
FALEF L OBG» H5~THRICAR &G T2 L Eh
725
YU RAT7 7 I FEEAWE L T)300mg/m* L7 IV T
Y)Y EET AT V30mg/m*E VeI h 1H RS H M EGE T
SEEHE L 7s B, B OHEERERIR A 85530 ~70mL/
min/1.73m?*TH AHE. 7VFITEL Y VIRI AT VDM
5% 24mg/m? 2 e L 72,
2) W R B
Fo72 B AR RE- T B IENITHIZDVWT, TR
i H <& %07 5FHMZ B &g 12D &Y [95% 15
FEIXRT11396.9% [91.2%,99.4%]1 T d - 7= (AR O 5-
565 AU ERGE L 72202049 107 —4% A1 v M4 7)Y,
F7o. K2 HEH =TS S HARNEFBHIZ D W
T, FEFFMEE TH 27T B &N E IO L &5
) [95% ZHAX H1112100.0% [63.1%.100.0%1TH - 72 (i
HAEBRE OF 57 5127 A DB L 72202147220 7 — %
1y bt 7)o
B ESEEIE T — % 0 7 — T OB EREICES L, %
B, BRI EDU L 2SR L BBEOEE L LTHEEL
Twh,

[FE - X Hh=X L]

Ak, BHIFL B PR (BCMA) # I & § 4 F 2 FHURSZ%E
R(CAR) % a2 — R4 2 EEZT 2 BEH S OTHMRIZEA L 723t
BCMA CAR-THINE % HEISAINE & 5. BCMAIZEIZ L34
B, BHUFLR G N T A 58 Bl 2 RIGHH CTH b KO
CARIZ. 22DBCMAKE G Y ¥ 7V K A A v Hifk, 4-1BB:i
KAA Y RUCD3IL ¥ 7 F N R AL VbR S, BCMAPUE
FEBL AT 5 &L PIBCMA CAR-THIfg s, %
AL RO A b A U & RS 5 2 L CEMMILO%E LTI
ERIT, KO INSOERIZE Y. S5 HIE I LuE
WA RTEEZOND, 29

(% W 5 &)

BRIIEAMOSEEEHEREEZNRE L AEBRARSE I b/

I #E5XE% GEE 1R BB ERER)
FEEOUSHERYED 2 5 AT BEIE B 2. A dh 2 CARZEHA: THIE
& LT HAEMEO. 75 % 100H kg (#PH : 0.5~1.0x 10%#/kg) T H.
RN S L 72 & & A OCAREET L~V IZAE NS H K%
CHARNMNEMTENZNHEG£12. 7% 012,90 (FPefl) TRk &
Y. ZO®BBL LY,








