HIGHLIGHTS OF PRESCRIBING INFORMATION

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

BLENREP (belantamab mafodotin-blmf) for injection, for intravenous
use
Initial U.S. Approval: 2020

WARNING: OCULAR TOXICITY
See full prescribing information for complete boxed warning.

o BLENREP causes changes in the corneal epithelium resulting in
changes in vision, including severe visual impairment, and
symptoms such as blurred vision and dry eyes. In the clinical study,
corneal ulcers, including cases with infection, also occurred. (5.1)

e Conduct ophthalmic exams at baseline, before each dose, promptly
for new or worsening symptoms, and as clinically indicated. In the
clinical study, 83% of patients required a dosage modification due
to ocular toxicity. Withhold BLENREP until improvement and
resume or permanently discontinue, based on severity. (2.3, 5.1)

e BLENREP is available only through a restricted program, called
the BLENREP Risk Evaluation and Mitigation Strategy (REMS).
(5.2)

INDICATIONS AND USAGE

BLENREP, a B-cell maturation antigen (BCMA)-directed antibody and
microtubule inhibitor conjugate, is indicated in combination with bortezomib
and dexamethasone for the treatment of adult patients with relapsed or
refractory multiple myeloma who have received at least two prior lines of
therapy, including a proteasome inhibitor and an immunomodulatory agent.

()

e The recommended dosage of BLENREP, in combination with bortezomib
and dexamethasone, is 2.5 mg/kg as an intravenous infusion over
30 minutes once every 3 weeks for 8 cycles, followed by BLENREP
2.5 mg/kg every 3 weeks as a single agent. (2.2)

e See Full Prescribing Information for instructions on preparation and
administration. (2.4)

o= DOSAGE FORMS AND STRENG T HS-mmmrmmmmemmmeemmee
For injection: 70 mg as a lyophilized powder in a single-dose vial for
reconstitution and further dilution. (3)

CONTRAINDICATIONS

None. (4)

------------------------ WARNINGS AND PRECAUTIONS --------mmmmmmemmee e

e  Thrombocytopenia: Monitor complete blood counts at baseline and
periodically during treatment. Withhold or reduce the dosage based on
severity. (2.3, 5.3)

e Embryo-fetal Toxicity: Can cause fetal harm. Advise patients of the
potential risk to fetus and to use effective contraception. (5.4, 8.1, 8.3)

ADVERSE REACTIONS
The most common adverse reactions (>20%) with BLENREP in combination
with bortezomib and dexamethasone are reduction in best-corrected visual
acuity (BCVA), corneal exam findings, blurred vision, dry eye, photophobia,
foreign body sensation in eyes, eye irritation, upper respiratory tract infection,
hepatotoxicity, eye pain, diarrhea, fatigue, pneumonia, cataract, and COVID-
19. The most common Grade 3 or 4 (>10%) laboratory abnormalities are
decreased platelets, decreased lymphocytes, decreased neutrophils, increased
gamma-glutamyl transferase, decreased white blood cells, and decreased
hemoglobin. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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FULL PRESCRIBING INFORMATION

WARNING: OCULAR TOXICITY

e BLENREP causes changes in the corneal epithelium resulting in changes in vision, including severe
visual impairment, and symptoms such as blurred vision and dry eyes. In the clinical study, corneal
ulcers, including cases with infection, also occurred [see Warnings and Precautions (5.1)].

e Conduct ophthalmic exams at baseline, before each dose, promptly for new or worsening symptoms,
and as clinically indicated. In the clinical study, 83% of patients required a dosage modification due
to ocular toxicity. Withhold BLENREP until improvement and resume or permanently discontinue,
based on severity /[see Dosage and Administration (2.3), Warnings and Precautions (5.1)].

e Because of the risk of ocular toxicity, BLENREP is available only through a restricted program called
the BLENREP Risk Evaluation and Mitigation Strategy (REMS) [see Warnings and Precautions

(5.2)].

1 INDICATIONS AND USAGE

BLENRERP is indicated in combination with bortezomib and dexamethasone for the treatment of adult patients
with relapsed or refractory multiple myeloma who have received at least two prior lines of therapy, including a
proteasome inhibitor and an immunomodulatory agent.

2 DOSAGE AND ADMINISTRATION
2.1 Important Safety Information

Ophthalmic exams, including slit lamp exam and assessment of best-corrected visual acuity (BCVA), should be
conducted by an eye care professional, such as an ophthalmologist or optometrist. Conduct ophthalmic exams at
baseline, before each dose of BLENREP, promptly for new or worsening symptoms, and as clinically indicated

[see Warnings and Precautions (5.1)].

Counsel patients to promptly inform their healthcare provider of any ocular symptoms. Advise patients to use
preservative-free artificial tears at least 4 times a day starting with the first infusion and continuing until end of
treatment, and to avoid wearing contact lenses for the duration of therapy. Bandage contact lenses may be used
under the direction of an eye care professional [see Warnings and Precautions (5.1)].

2.2 Recommended Dosage

The recommended dosage for BLENREP is 2.5 mg/kg of actual body weight once every 3 weeks in
combination with bortezomib and dexamethasone (BVd) for the first 8 cycles, followed by BLENREP

2.5 mg/kg of actual body weight once every 3 weeks as a single agent until disease progression or unacceptable
toxicity.

For dosing instructions of agents administered in combination with BLENREP, see Clinical Studies (14) and
respective Prescribing Information, as appropriate.

BLENREP is administered as an intravenous infusion over approximately 30 minutes.




23 Dosage Modifications for Adverse Reactions

In the BVd arm of the clinical study, 98% of patients required a dosage modification for any component of
treatment for an adverse reaction, including 87% who required a dosage modification of BLENREP /see
Clinical Studies (14)]. Eighty-three percent of patients required a dosage modification of BLENREP for ocular
toxicity based on ophthalmic exam findings or other ocular adverse reactions as defined by the Common
Terminology Criteria for Adverse Events (CTCAE) [see Adverse Reactions (6.1)]. There were high rates of
dosage modifications in early treatment cycles. By Cycle 3, 53% of patients had a dosage interruption or
reduction, 7% had discontinued treatment, and only 40% received the planned dose of BLENREP.

The recommended dosage modifications for ocular toxicity based on ophthalmic exam findings are provided in
Tables 1 and 2. Ophthalmic exam findings include both corneal exam findings and change in BCVA as assessed
by an eye care professional. The overall grade of ophthalmic exam findings is based on the worst finding in the
worst affected eye, based on either corneal exam finding or a change in BCVA. Corneal exam findings may or
may not be accompanied by changes in BCVA or ocular symptoms.

e Do not re-escalate the dose of BLENREP after a dosage reduction is made for ocular toxicity based on
ophthalmic exam findings.

e In the clinical study, 67% of patients required a dosage interruption of BLENREP for ocular toxicity that
lasted longer than 3 weeks (time between doses, median: 5.7 weeks [range: 3 to 31 weeks]).

The recommended dosage modifications for other adverse reactions, including dosage modifications for ocular
adverse reactions based on the CTCAE, are provided in Table 3.

Table 1. Recommended Dosage Reductions of BLENREP for Adverse Reactions

BLENREP
Reduced Dosage Level 1 1.9 mg/kg every 3 weeks
Reduced Dosage Level 22 1.9 mg/kg every 8 weeks

# Reduced Dosage Level 2 is specific to dosage reductions due to ocular toxicity based on ophthalmic exam
findings.

Table 2. Recommended Dosage Modifications for Ocular Toxicity Based on Ophthalmic Exam Findings?

Ophthalmic Exam Findings
Severity [see Warnings and Precautions (5.1)] Recommended Dosage Modification

Grade 1 Corneal Exam Findings: Continue treatment at current dosage.
Mild superficial punctate
keratopathy?®

and/or

Change in BCVA:

Decline from baseline of 1 line on
Snellen Equivalent BCVA




Grade 2 Corneal Exam Findings:
Moderate superficial punctate
keratopathy, patchy microcyst-like
deposits®, peripheral sub-epithelial
haze, or a new peripheral stromal
opacity
and/or
Ch in BCVA:
anse l " . . Withhold BLENREP until improvement in
Decline from baseline of 2 lines on ) i
. both corneal exam findings and change in
Snellen Equivalent BCVA and not
worse than 20/200 BCVA to Grade 1 or less. Resume treatment
- at Reduced Dosage Level 1 as per Table 1. If
Grade 3 Corneal Exam Findings: C
) recurrent Grade 2 or 3 ocular toxicity is
Severe superficial punctate .
) ) ) experienced, resume treatment at Reduced
keratopathy, diffuse microcyst-like
b ) Dosage Level 2.
deposits® involving the central
cornea, central sub-epithelial haze,
or a new central stromal opacity
and/or
Change in BCVA:
Decline from baseline of 3 or more
lines on Snellen Equivalent BCVA
and not worse than 20/200
Grade 4 Corneal Exam Findings: Consider permanent discontinuation of
Corneal epithelial defect or corneal |BLENREP.
ulcer, with or without infection If continuing treatment, withhold BLENREP
and/or until improvement in both corneal exam
Change in BCVA: findings and change in BCVA to Grade 1 or
Decline to Snellen Equivalent less. For patients previously on 2.5 mg/kg
BCVA of worse than 20/200 every 3 weeks, resume treatment at Reduced
Dosage Level 1 as per Table 1. For patients
previously on 1.9 mg/kg every 3 weeks,
resume treatment at Reduced Dosage Level 2.
If recurrent Grade 4 ocular toxicity is
experienced, permanently discontinue
BLENREP.

BCVA = best-corrected visual acuity.
& Mild superficial keratopathy (documented worsening from baseline). Refer to Table 3 for recommended

dosage modifications for other ocular adverse reactions.
® Microcyst-like deposits are considered at least a Grade 2 finding. Withhold BLENREP if any microcyst-like

deposits are observed.




Table 3. Recommended Dosage Modifications for Other Adverse Reactions?

Adverse Reaction

Severity

Recommended Dosage Modification

Thrombocytopenia

[see Warnings and
Precautions (5.3)]

Platelet count between 25,000/mcL and
50,000/mcL without bleeding

For patients on 2.5 mg/kg, reduce to
Reduced Dosage Level 1 as per Table 1.°
For patients on 1.9 mg/kg, continue at
same dosage.

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

Withhold BLENREP until bleeding
resolves. For patients previously on
2.5 mg/kg, resume at Reduced Dosage
Level 1 as per Table 1. For patients on
1.9 mg/kg, resume at same dosage.

Platelet count less than 25,000/mcL

Withhold BLENREP until platelet count
recovers to 25,000/mcL or higher. For
patients previously on 2.5 mg/kg, resume
at Reduced Dosage Level 1 as per Table 1.
For patients on 1.9 mg/kg, resume at same
dosage.

Infusion-related
Reactions

Grade 2

Interrupt infusion and provide supportive
care. Once symptoms resolve to Grade 1 or
less, resume infusion at 50% of the initial
rate prior to the event. Consider
premedication for subsequent infusions.

Grade 3

Interrupt infusion and provide supportive
care. Once symptoms resolve to Grade 1 or
less, resume at 50% of the initial rate prior
to the event. Administer premedication for
subsequent infusions.

Grade 4

Permanently discontinue BLENREP.

If anaphylactic or life-threatening infusion
reaction, permanently discontinue the
infusion and institute appropriate
emergency care.

Other Adverse
Reactions

[see Adverse
Reactions (6.1]

Grade 3

Withhold BLENREP until adverse reaction
improves to Grade 1 or less. For patients
previously on 2.5 mg/kg, resume at
Reduced Dosage Level 1 as per Table 1.
For patients on 1.9 mg/kg, resume at same
dosage.

Grade 4

Consider permanent discontinuation of
BLENREP.




If continuing treatment, withhold
BLENREP until adverse reaction improves
to Grade 1 or less.

For patients previously on 2.5 mg/kg,
resume at Reduced Dosage Level 1 as per
Table 1. For patients on 1.9 mg/kg, resume

at same dosage.

? Adverse reactions were graded according to the Common Terminology Criteria for Adverse Events v5.0.
b Consider reverting to previous dose, if appropriate once platelet count recovers to 50,000/mcL or higher.

2.4

Preparation and Administration

BLENRERP is a hazardous drug. Follow applicable special handling and disposal procedures.!

Calculate the dose (mg), total volume (mL) of solution required, and the number of vials of BLENREP needed
based on the patient’s actual body weight. More than one vial may be needed for a full dose.

Reconstitution

Remove the vial(s) of BLENREP from the refrigerator and allow to stand for approximately 10 minutes to
reach room temperature (68°F to 77°F [20°C to 25°C]).

Reconstitute each 70 mg vial of BLENREP with 1.4 mL of Sterile Water for Injection, USP, to obtain a
final concentration of 50 mg/mL. Gently swirl the vial to aid dissolution. Do not shake.

If the reconstituted solution is not used immediately, store in the original container refrigerated at 36°F to
46°F (2°C to 8°C) or at room temperature (68°F to 77°F [20°C to 25°C]) for up to 4 hours. Discard if not
diluted within 4 hours. Do not freeze.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. The reconstituted solution should be a clear to
opalescent, colorless to yellow to brown liquid. Discard if extraneous particulate matter is observed.

Dilution

Withdraw the calculated volume of BLENREP from the appropriate number of vials and dilute in a 250 mL
infusion bag of 0.9% Sodium Chloride Injection, USP, to a final concentration of 0.2 mg/mL to 2 mg/mL.
The infusion bag must be made of polyvinylchloride (PVC) or polyolefin (PO).

Mix the diluted solution by gentle inversion. Do not shake.
Discard any unused reconstituted solution of BLENREP left in the vial(s).

If the diluted infusion solution is not used immediately, store refrigerated at 36°F to 46°F (2°C to 8°C) for up
to 24 hours. Do not freeze. Once removed from refrigeration, administer the diluted infusion solution of
BLENREP within 6 hours (including infusion time).

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. The diluted infusion solution should be clear and
colorless. Discard if particulate matter is observed.




Administration

o Ifrefrigerated, allow the diluted infusion solution to equilibrate to room temperature (68°F to 77°F [20°C to
25°C]) prior to administration. Diluted infusion solution may be kept at room temperature for no more than
6 hours (including infusion time).

¢ Administer by intravenous infusion over approximately 30 minutes using an infusion set made of PVC or
PO.

o Filtration of the diluted solution is not required; however, if the diluted solution is filtered, use a
polyethersulfone (PES)-based filter (0.2 micron).

Do not mix or administer BLENREP with other products. The product does not contain a preservative.

3 DOSAGE FORMS AND STRENGTHS

For injection: 70 mg of belantamab mafodotin-blmf as a white to yellow lyophilized powder in a single-dose
vial for reconstitution and further dilution.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Ocular Toxicity

BLENREP causes ocular toxicity, defined as changes in the corneal epithelium and changes in BCVA based on
ophthalmic exam (including slit lamp exam), or other ocular adverse reactions as defined by the CTCAE [see
Adverse Reactions (6.1)].

In DREAMM-7, ocular toxicity occurred in 92% of patients, including Grade 3 or 4 in 77% of patients. The
most common ocular toxicities (>25%) were reduction in BCVA (89%) and corneal exam findings (86%) based
on ophthalmic exam findings, blurred vision (66%), dry eye (51%), photophobia (47%), foreign body sensation
in eyes (44%), eye irritation (43%), and eye pain (33%) [see Adverse Reactions (6.1)].

Ocular toxicity based on ophthalmic exam findings was reported as Grade 2 in 9% of patients, Grade 3 in 56%
of patients, and Grade 4 in 21% of patients. The median time to onset of the first Grade 2 to 4 ophthalmic exam
findings was 43 days (range: 15 to 611 days). The median duration of all Grade 2 to 4 ophthalmic exam
findings was 85 days (range: 5 to 813 days). Patients experienced a median of 3 episodes (range: 1 to

11 episodes) of ocular toxicity based on ophthalmic exam findings. Of the patients with Grade 2 to 4
ophthalmic exam findings, 42% had improvement of the last event to Grade 1 or better; 22% had resolution of
the last event based on return to baseline or normal ophthalmic exam findings.

The most commonly reported corneal exam findings included superficial punctate keratopathy, microcyst-like
deposits, epithelial changes, and haze. Cases of corneal ulcer, including cases with infection, have been reported
and should be managed promptly by an eye care professional [see Adverse Reactions (6.1)].

A reduction in BCVA to 20/50 or worse in at least one eye occurred in 69% of patients, including 29% who
experienced a change in BCVA to 20/100 or worse, and 12% who experienced a change in BCVA to 20/200 or
worse. Of the patients with reduced BCVA to 20/50 or worse in at least one eye, 61% had resolution of the last
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event to baseline or better. Of the patients with reduced BCVA to 20/100 or worse, 57% had resolution of the
last event. Of the patients with reduced BCVA to 20/200 or worse, 48% had resolution of the last event.

Ophthalmic exams (including slit lamp exam and BCV A assessment) should be conducted by an eye care
professional, such as an ophthalmologist or optometrist, at baseline, before each dose of BLENREP, promptly
for new or worsening symptoms, and as clinically indicated. Perform baseline exam within 4 weeks prior to the
first dose. Perform each follow-up exam within 10 days prior to the next planned dose. All effort should be
made to schedule the exam as close to BLENREP dosing as possible. Withhold BLENREP until improvement
in both corneal exam findings and change in BCVA to Grade 1 or less and resume at same or reduced dose or
permanently discontinue based on severity [see Dosage and Administration (2.1, 2.3)].

Counsel patients to promptly inform their healthcare provider of any ocular symptoms. Counsel patients to use
preservative-free artificial tears at least 4 times a day starting with the first infusion and continuing until the end
of treatment, and to avoid wearing contact lenses for the duration of therapy. Bandage contact lenses may be
used under the direction of an eye care professional [see Dosage and Administration (2.1)].

Changes in visual acuity may be associated with difficulty for driving and reading. Counsel patients to use
caution when driving or operating machinery.

BLENRETP is available only through a restricted program under a Risk Evaluation and Mitigation Strategy
(REMYS) [see Warnings and Precautions (5.2)].
5.2 BLENREP Risk Evaluation and Mitigation Strategy (REMS)

BLENRERP is available only through a restricted program called the BLENREP REMS because of the risk of
ocular toxicity [see Warnings and Precautions (5.1)].

Notable requirements of the BLENREP REMS include the following:
e Prescribers must be certified in the BLENREP REMS by enrolling and completing training.

e Prescribers must counsel patients receiving BLENREP on the risk of ocular toxicity, the need for
monitoring via ophthalmic exams before each dose, and provide patients with the BLENREP REMS Patient
Guide.

e Patients must be enrolled in the BLENREP REMS and adhere to monitoring.

e Healthcare settings that dispense BLENREP must be certified in the BLENREP REMS by enrolling and
must obtain authorization prior to dispensing.

e Wholesalers and distributors must distribute BLENREP only to certified healthcare settings.

Further information is available at www.BLENREPREMS.com and 1-855-690-9572.

5.3  Thrombocytopenia

Thrombocytopenia of any grade occurred in 100% of patients in DREAMM-7 [see Adverse Reactions (6.1)].

Grade 2 thrombocytopenia occurred in 10% of patients, Grade 3 in 29% of patients, and Grade 4 in 45% of
patients. Clinically significant bleeding (Grade >2) occurred in 7% of patients with concomitant low platelet
levels (Grade 3 or 4).



Monitor complete blood cell counts at baseline and periodically during treatment as clinically indicated.
Withhold or reduce the dose of BLENREP based on severity [see Dosage and Administration (2.3)].

5.4 Embryo-fetal Toxicity

Based on its mechanism of action, BLENREP can cause fetal harm when administered to a pregnant woman
because it contains a genotoxic compound (the microtubule inhibitor, monomethyl auristatin F [MMAF]) and it
targets actively dividing cells.

Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential to use effective
contraception during treatment with BLENREP and for 4 months after the last dose. Advise males with female
partners of reproductive potential to use effective contraception during treatment with BLENREP and for

6 months after the last dose /see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:

e Ocular Toxicity [see Warnings and Precautions (5.1)]

e Thrombocytopenia [see Warnings and Precautions (5.3)]

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 with rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

Relapsed or Refractory Multiple Myeloma in Combination with Bortezomib and Dexamethasone

The safety of BLENREP with bortezomib and dexamethasone (n = 242) compared with daratumumab with
bortezomib and dexamethasone (n = 246) was evaluated in DREAMM-7 in patients with relapsed or refractory
multiple myeloma who received at least one prior line of therapy [see Clinical Studies (14)]. Patients received
BLENREP 2.5 mg/kg of actual body weight once every 3 weeks in combination with bortezomib and
dexamethasone (BVd) for the first 8 cycles, followed by BLENREP as a single agent or daratumumab in
combination with bortezomib and dexamethasone (DVd) for the first 8 cycles, followed by daratumumab as a
single agent. Among patients who received BLENREP, 69% were exposed for 6 months or longer and 55%
were exposed for greater than one year. The safety of BLENREP in combination with bortezomib and
dexamethasone in patients who received only one prior line of therapy (n = 125) has not been established.

Serious adverse reactions occurred in 50% of patients who received BVd. Serious adverse reactions in >2% of
patients included pneumonia (18%), pyrexia (5%), thrombocytopenia (5%), COVID-19 (5%), upper respiratory
tract infection (4%), sepsis (4%), second primary malignancy (3%), and anemia (2%). Fatal adverse reactions
occurred in 10% of patients who received BVd. Fatal adverse reactions which occurred in >1 patient included
pneumonia (4%), sepsis (2%), COVID-19 (1%), respiratory failure (<1%), and intracranial hemorrhage (<1%).

Permanent discontinuation of BLENREP due to an adverse reaction occurred in 17% of patients. Adverse
reactions which resulted in permanent discontinuation of BLENREP in >3% of patients included ocular toxicity
(9%) and pneumonia (4%).



Dosage interruptions of BLENREP due to an adverse reaction occurred in 78% of patients. Adverse reactions
which required dosage interruption of BLENREP in >3% of patients included ocular toxicity based on
ophthalmic exam findings (74%), blurred vision (32%), upper respiratory tract infection (20%), dry eye (14%),
photophobia (14%), pneumonia (14%), eye irritation (13%), COVID-19 (12%), foreign body sensation in eyes
(12%), eye pain (10%), thrombocytopenia (9%), visual impairment (7%), cataract (5%), diarrhea (4%), and
neutropenia (4%).

Dosage reductions of BLENREP due to an adverse reaction occurred in 36% of patients. Adverse reactions
which required dosage reductions for BLENREP in >3% of patients included ocular toxicity based on
ophthalmic exam findings (30%), thrombocytopenia (14%), and blurred vision (10%).

The most common adverse reactions (>20%) were reduction in BCVA, corneal exam findings, blurred vision,
dry eye, photophobia, foreign body sensation in eyes, eye irritation, upper respiratory tract infection,
hepatotoxicity, eye pain, diarrhea, fatigue, pneumonia, cataract, and COVID-19. The most common Grade 3 or
4 laboratory abnormalities (>10%) were decreased platelets, decreased lymphocytes, decreased neutrophils,
increased gamma glutamyltransferase, decreased white blood cells, and decreased hemoglobin.

Table 4 summarizes the adverse reactions in DREAMM-7.

Table 4. Adverse Reactions (=10%) in Patients with Relapsed or Refractory Multiple Myeloma Who
Received BLENREP in DREAMM-7

BLENREP + Daratumumab +
Bortezomib and Dexamethasone Bortezomib and Dexamethasone
N =242 N =246

Adverse All Grades Grades 3-4 All Grades Grades 3-4

Reaction® (%) (%) (%) (%)
Eye disorders
Reduction in 89 57 44 9
BCVA®
Corneal exam 86 72 19 3
findings"
Blurred vision 66 22 11 0.8
Dry eye® 51 7 7 0
Photophobia 47 2 2 0
Foreign body 44 3 4 0
sensation in
eyes’
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Eye irritation 43 5 5 0
Eye pain® 33 0.8 4 0.4
Cataract® 24 8 14 3
Visual 11 5 2 0.4
impairment

Gastrointestinal disorders

Diarrhea 32 4 31 4
Nausea 16 0.8 12 0
Infections

Upper 38 2 36 2
respiratory tract

infection®!

Pneumonia®¢ 26 16 17 5
COVID-19¢ 24 5 20 2
Hepatobiliary disorders

Hepatotoxicity® 33 14 16 2
General disorders and administration site conditions

Fatigue® 26 6 27 4
Pyrexia®! 19 0.4 11 2

BCVA = best-corrected visual acuity; BVd = BLENREP + bortezomib and dexamethasone;
DVd = daratumumab + bortezomib and dexamethasone.

# Adverse reactions, except ophthalmic exam findings, were graded according to Common Terminology Criteria
for Adverse Events v5.0.

® Based on ophthalmic exam findings.

¢ Grouped term includes other related terms.

4 Includes the following fatal adverse reactions: BVd: pneumonia (n = 10), COVID-19 (n = 3), upper respiratory
tract infection (n = 1); DVd: pneumonia (n = 7), COVID-19 (n =5), pyrexia (n = 1).

Clinically relevant adverse reactions in <10% of patients who received BVd included: increased lacrimation,
vomiting, diplopia, albuminuria, sepsis, eye pruritus, infusion-related reactions, corneal ulcer (including cases
with infection), and pneumonitis.
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Table 5 summarizes the laboratory abnormalities in DREAMM-7.

Table 5. Select Laboratory Abnormalities (>10%) That Worsened from Baseline in Patients with
Relapsed or Refractory Multiple Myeloma Who Received BLENREP in DREAMM-7

BLENREP + Daratumumab +
Bortezomib and Dexamethasone? Bortezomib and Dexamethasone?®
Laboratory All Grades Grades 3-4 All Grades Grades 3-4
Abnormality (%) (%) (%) (%)
Hematology
Platelets decreased 100 74 88 48
Lymphocytes 90 53 92 56
decreased
Leukocytes 59 11 67 17
decreased
Neutrophils 52 17 53 13
decreased
Hemoglobin 51 10 60 12
decreased
Chemistry
Aspartate 88 5 40 0
aminotransferase
increased
Gamma 73 15 44 3
glutamyltransferase
increased
Alanine 71 5 54 1
aminotransferase
increased
Creatinine increased 51 2 53 <1
Creatine 48 3 31 3
phosphokinase
increased

BVd = BLENREP + bortezomib and dexamethasone; DVd = daratumumab + bortezomib and dexamethasone.
# The denominator used to calculate the rate varied from 238 to 241 (BVd) and 243 to 246 (DVd) based on the
number of patients with a baseline value and at least one post-treatment value.

Patient-reported ocular symptoms were assessed using the Patient-Reported Outcomes Common Terminology
Criteria for Adverse Events (PRO-CTCAE) and Ocular Surface Disease Index (OSDI).

PRO-CTCAE assessments were collected at baseline and then every 3 weeks until treatment discontinuation.
Completion rates in both arms were >90% at baseline and >81% at subsequent timepoints where >50% of
patients remained on treatment. OSDI assessments were collected every 3 weeks until the 6 dose and then
every 6 weeks thereafter until treatment discontinuation for BVd and every 3 weeks until Cycle 6 and then
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every 12 weeks thereafter until treatment discontinuation for DVd. Completion rates in both arms were >90% at

baseline and >52% at subsequent timepoints where >50% of patients remained on treatment.

Table 6 summarizes the patient-reported symptom of blurred vision as assessed by PRO-CTCAE.

Table 6. Patient-Reported Symptom of Blurred Vision Assessed by PRO-CTCAE in Patients with
Relapsed or Refractory Multiple Myeloma in DREAMM-7

Any Symptom Before | Score 3 or 4 Before | Any Symptom on Score 3 or 4 on
Symptom Treatment” Treatment® Treatment®* Treatment®f
(Attribute)® | BVd (%) | DVd (%) | BVd (%) | DVd (%) | BVd (%) | DVd (%) | BVd (%) | DVd (%)
n =232 n =227 n=232 | n=227 | n=238 | n=239 | n=238 n =239
Blurred vision 28 24 <1 2 93 74 55 15
(severity)

BVd = BLENREP + bortezomib and dexamethasone; DVd = daratumumab + bortezomib and dexamethasone;
PRO-CTCAE = patient-reported outcomes common terminology criteria for adverse events.
? Symptom attribute scoring defined as severity with a score of 0 = ‘none’; 1 = ‘mild’; 2 = ‘moderate’;

3 = ‘severe’; 4 = ‘very severe’.
® Percentage of patients whose symptom score before treatment was 1 to 4.
¢ Percentage of patients whose symptom score before treatment was 3 or 4.

4 Number of patients who provided at least one on-treatment score.
¢ Percentage of patients whose maximum post-baseline score was 1 to 4 on treatment.
f Percentage of patients whose maximum post-baseline score was 3 or 4 on treatment.

Driving at night was assessed using the OSDI. At baseline, the proportion of patients who reported limitations
with driving at night “all of the time” or “most of the time” during the last week was 9% in the BVd arm and

4% in the DVd arm. The proportion of patients who reported limitations with driving at night “all of the time”
or “most of the time” during the last week was highest in the BVd arm at 47% at Week 13 and in the DVd arm
at 12% at Week 76.

8 USE IN SPECIFIC POPULATIONS

8.1
Risk Summary

Pregnancy

Based on its mechanism of action, BLENREP can cause fetal harm when administered to a pregnant woman,

because it contains a genotoxic compound (the microtubule inhibitor, MMAF) and it targets actively dividing
cells /see Clinical Pharmacology (12.1), Nonclinical Toxicology (13.1)]. Human immunoglobulin G (IgG) is
known to cross the placenta; therefore, belantamab mafodotin-blmf has the potential to be transmitted from the

mother to the developing fetus. There are no available data on the use of BLENREP in pregnant women to
evaluate for drug-associated risk. No animal reproduction studies were conducted with BLENREP. Advise
pregnant women of the potential risk to a fetus.

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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Data

Animal Data: Animal reproductive or developmental toxicity studies were not conducted with belantamab
mafodotin-blmf. The cytotoxic component of BLENREP, mcMMAF, disrupts microtubule function, is
genotoxic, and can be toxic to rapidly dividing cells, suggesting it has the potential to cause embryo-fetal
toxicity.

8.2 Lactation
Risk Summary

There are no data on the presence of belantamab mafodotin-blmf in human milk or the effects on the breastfed
child or milk production. Because of the potential for serious adverse reactions in the breastfed child, advise
women not to breastfeed during treatment with BLENREP and for 3 months after the last dose.

8.3  Females and Males of Reproductive Potential
BLENREP can cause fetal harm when administered to pregnant women [see Use in Specific Populations (8.1)].

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating BLENREP.

Contraception

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

Males: Because of the potential for genotoxicity, advise males with female partners of reproductive potential to
use effective contraception during treatment with BLENREP and for 6 months after the last dose /see
Nonclinical Toxicology (13.1)].

Infertility

Based on findings in animal studies, BLENREP may impair fertility in females and males. The effects were not
reversible in male rats but were reversible in female rats /see Nonclinical Toxicology (13.1)].

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

Of 242 patients who received BLENREP in DREAMM-7, 121 patients (50%) were aged 65 years or older and
37 patients (15%) were 75 years or older. No overall differences in the safety of BLENREP were observed
between patients 65 years of age and older and younger adult patients.

Of the 108 patients who received BLENREP and were evaluated for efficacy in the DREAMM-7 study, there
was an insufficient number of older adult patients to determine if the effectiveness in patients 65 years of age
and older is different than in younger adult patients.
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8.6  Hepatic Impairment

No dose adjustment is recommended for patients with mild hepatic impairment (total bilirubin > upper limit of
normal [ULN] to <1.5 x ULN and any aspartate aminotransferase [AST] or total bilirubin <ULN with AST
>ULN).

The recommended dose of BLENREP has not been established in patients with moderate or severe hepatic
impairment [see Clinical Pharmacology (12.3)].

11 DESCRIPTION

Belantamab mafodotin-blmf is a B-cell maturation antigen (BCMA)-directed antibody and microtubule
inhibitor conjugate. Belantamab mafodotin-blmf is an antibody conjugate composed of 3 components:

1) afucosylated, humanized immunoglobulin G1 monoclonal antibody covalently linked to 2) the microtubule
inhibitor mcMMAF via 3) a protease-resistant maleimidocaproyl linker.

The antibody is produced in a mammalian cell line (Chinese Hamster Ovary) using recombinant DNA
technology and the microtubule inhibitor and linker are produced by chemical synthesis. Approximately
4 molecules of mafodotin are attached to each antibody molecule. The molecular weight of belantamab
mafodotin-blmf is approximately 152 kDa. Belantamab mafodotin-blmf has the following structure:

mcMMAF
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BLENREP (belantamab mafodotin-blmf) for injection is a sterile, preservative-free, white to yellow,
lyophilized powder in a single-dose vial for reconstitution and further dilution prior to intravenous use.
BLENRERP is supplied as 70 mg per vial and requires reconstitution with 1.4 mL of Sterile Water for Injection,
USP, to obtain a concentration of 50 mg/mL. Each mL of reconstituted solution contains belantamab
mafodotin-blmf (50 mg) and the inactive ingredients, citric acid monohydrate (0.46 mg), edetate disodium
(0.017 mg), polysorbate 80 (0.2 mg), sodium citrate (5.88 mg), and trehalose (68.4 mg). The pH of the
reconstituted solution is 6.2.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Belantamab mafodotin-blmf is an antibody-drug conjugate (ADC). The antibody component is an afucosylated
IgG1 directed against BCMA, a protein expressed on normal B lymphocytes and multiple myeloma cells. The
small molecule component is mcMMAF, a microtubule inhibitor. Upon binding to BCMA, belantamab
mafodotin-blmf is internalized followed by release of the cytotoxic agent (cys-mcMMAF) via proteolytic
cleavage. The released cys-mcMMAF intracellularly disrupts the microtubule network, leading to cell cycle
arrest and apoptosis.
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Belantamab mafodotin-blmf had antitumor activity in multiple myeloma cells and mediated killing of tumor
cells through cys-mcMMAF-induced apoptosis, as well as by tumor cell lysis through antibody-dependent
cellular cytotoxicity and antibody-dependent cellular phagocytosis.

12.2 Pharmacodynamics

Exposure-Response Relationships

When BLENREP was used in combination with Vd, higher belantamab mafodotin-blmf Cycle 1 exposure was
associated with a higher incidence of some safety adverse reactions (e.g., Grade >2 corneal exam findings).

Cardiac Electrophysiology

Belantamab mafodotin-blmf had no meaningful QT. prolongation (>10 ms) at the recommended dosage.
12.3 Pharmacokinetics

Belantamab mafodotin-blmf exhibited dose-proportional pharmacokinetics, with a gradual decrease in clearance
over time. After a planned infusion duration of 30 minutes, maximum belantamab mafodotin-blmf plasma
concentrations occurred at or shortly after the end of the infusion. Accumulation of belantamab mafodotin-blmf
was minimal to moderate for the ADC (Cycle 3 to Cycle 1 ratio was 1.13 for Cmax and 1.58 for AUC) as
observed with a dosing regimen of every 3 weeks.

Table 7 describes the pharmacokinetics of belantamab mafodotin-blmf for the 2.5 mg/kg dose on Cycle 1 at the
end of the first 3-week intervals.

Table 7. Summary of Pharmacokinetic Parameters?®

AUCb Cmax Ctau
ADC 3,950 megeh/mL 43.7 mcg/mL 2.03 mcg/mL
(%) (30.6) (22.1) (62.5)
cys-mcMMAF 94.2 ngeh/mL 0.976 ng/mL —
(%) (42.3) (45.3)

ADC = antibody drug conjugate; AUC = area under the curve; Cmax = maximum plasma concentration;
Crau = concentration at the end of a dosing interval.

 Data presented as geometric mean (CV%).

> AUC for ADC is AUC(0-21days) and for cys-mcMMAF is AUC(0-7days)-

Distribution

In vitro, cys-mcMMAF exhibited low protein binding (70% unbound at a concentration of 5 ng/mL) in human
plasma.

The geometric mean (CV%) steady-state volume of distribution of belantamab mafodotin-blmf was 10.8 L
(22.2%).

Elimination

The geometric mean (CV%) belantamab mafodotin-blmf (ADC) initial systemic clearance (CL) was
0.901 L/day (40%), and the elimination half-life was 13 days (26%). Following treatment, steady-state CL was

16



0.605 L/day (43%) or approximately 33% lower than initial systemic CL with an elimination half-life of
17 days (31%).

The fraction of intact cys-mcMMAF excreted in urine was approximately 18% of the dose in Cycle 1, with no
evidence of other mcMMAF-related metabolites.

Metabolism: The monoclonal antibody portion of belantamab mafodotin-blmf is expected to undergo
proteolysis to small peptides and individual amino acids by ubiquitous proteolytic enzymes. Cys-mcMMAF had
limited metabolic clearance in human hepatic S9 fraction incubation studies.

Specific Populations

No clinically significant differences in the pharmacokinetics of belantamab mafodotin-blmf were observed
based on age (32 to 89 years), sex, race (White vs. Black vs. Asian), body weight (37 to 170 kg), mild to severe
renal impairment and kidney failure (¢eGFR <30 mL/min), or mild hepatic impairment (total bilirubin >ULN to
<1.5 x ULN and any AST or total bilirubin <ULN with AST >ULN).

The effects of moderate (total bilirubin >1.5 x ULN to <3 x ULN and any AST) or severe hepatic impairment
(total bilirubin >3 x ULN and any AST) on the pharmacokinetics of belantamab mafodotin-blmf are unknown.

In Vitro Studies:

Cytochrome P450 (CYP) Enzymes: Cys-mcMMAF is not an inhibitor, an inducer, or a sensitive substrate of
cytochrome P450 enzymes.

Transporter Systems: Cys-mcMMAF is a substrate of organic anion transporting polypeptide (OATP)1B1
and OATP1B3, multidrug resistance-associated protein (MRP)1, MRP2, and MRP3, bile salt export pump
(BSEP), and a possible substrate of P-glycoprotein (P-gp).

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 (ADAs) in other studies, including
those of BLENREP or of other belantamab mafodotin-blmf products.

In the combination therapy studies, 3% of patients (15/515) tested positive for treatment-emergent belantamab
mafodotin-blmf ADAs. Among the 15 patients who tested positive for ADAs, 2 patients tested positive for
neutralizing anti-belantamab mafodotin-blmf antibodies.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with belantamab mafodotin-blmf.

Belantamab mafodotin-blmf was genotoxic in an in vitro micronucleus assay in human lymphocytes through an
aneugenic mechanism. These results are consistent with the pharmacological effect of MMAF binding to
tubulin causing microtubule depolymerization resulting in spindle disorganization during cell division.
Cys-mcMMAF was not mutagenic in the bacterial reverse mutation assay (Ames test), the L5178Y mouse
lymphoma forward mutation assay, or the in vivo rat bone marrow micronucleus assay.
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Fertility studies have not been conducted with belantamab mafodotin-blmf. Results of repeat-dose toxicity
studies with intravenous administration of belantamab mafodotin-blmf in rats indicate the potential for impaired
male and female reproductive function and fertility. In rats, weekly dosing for 3 weeks at doses >10 mg/kg
(approximately 5 times the exposure at the maximum recommended human dose [MRHD] of 2.5 mg/kg based
on AUC) resulted in degeneration and atrophy of seminiferous tubules in the testes and luteinized nonovulatory
follicles in the ovaries. Findings in females were reversible; findings in the testes were not reversible at the end
of the 12-week recovery period with weekly dosing or when given every 3 weeks for 13 weeks at doses

>10 mg/kg. In male monkeys, the highest dose tested of 10 mg/kg (approximately 5 times the exposure at the
MRHD based on AUC) given weekly for 13 weeks resulted in seminiferous tubules degeneration in the testes
that was fully reversed following the 12-week recovery period.

14 CLINICAL STUDIES

Relapsed or Refractory Multiple Myeloma in Combination with Bortezomib and Dexamethasone

The efficacy of BLENREP in combination with bortezomib and dexamethasone (BVd) compared with
daratumumab, bortezomib, and dexamethasone (DVd) was evaluated in DREAMM-7 (NCT04246047), an
open-label, randomized, multicenter study in adult patients with relapsed or refractory multiple myeloma.
Patients received at least one prior line of therapy and had documented disease progression during or after their
most recent line of treatment. Patients who were refractory or intolerant to daratumumab or bortezomib, or with
prior exposure to anti-BCMA therapy were excluded. Patients with existing corneal disease, except for mild
punctate keratopathy, were excluded.

Patients were randomized 1:1 to the following treatment arms:

e BLENREP 2.5 mg/kg (IV) every 3 weeks on Day 1 of each 21-day cycle. Bortezomib 1.3 mg/m?
(subcutaneously) on Days 1, 4, 8, and 11 and dexamethasone 20 mg (IV or orally) on the day of, and the day
after, bortezomib treatment of Cycles 1-8 (21-day cycles). From Cycle 9 onward, treatment with BLENREP
was continued as a single agent.

e Daratumumab 16 mg/kg (IV) every week for Cycles 1-3 and every 3 weeks for Cycles 4—8. Bortezomib
1.3 mg/m? (subcutaneously) on Days 1, 4, 8, and 11 and dexamethasone 20 mg (IV or orally) on the day of,
and the day after, bortezomib treatment of Cycles 1-8 (21-day cycles). From Cycle 9 onward, treatment
with daratumumab was continued as a single agent.

The dose level of dexamethasone in each arm was reduced by half in patients aged 75 years or older. Treatment
with BLENREP or daratumumab was continued until disease progression or unacceptable toxicity.

Efficacy was established based on progression-free survival (PFS) and overall survival (OS).

A total of 217 patients who received at least two prior lines of therapy, including a proteasome inhibitor and
immunomodulatory agent, were evaluated for efficacy: 108 in the BVd arm and 109 in the DVd arm. Baseline
demographics and characteristics were similar across arms. The median age was 65 years (range: 39 to 86);
43% were age 65 to 74 years, 11% age 75 years or older; 53% were male; 86% were White, 11% Asian, 2%
Black; R-ISS stage at screening was stage I in 37%, stage Il in 56%, stage I1I in 6%; high-risk cytogenetics
(presence of t (11;14), t (14;16) or 17p13del) were present in 29%; extramedullary disease was present in 11%.
The median number of prior lines of therapy was 3 (range: 2 to 7); 2% received a prior anti-CD38 monoclonal
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antibody, and 71% previously received autologous stem cell transplantation. Overall, 19% of patients were
refractory to proteasome inhibitors and 59% were refractory to immunomodulatory agents.

Efficacy results are summarized in Table 8 and Figures 1 and 2.

Table 8. Efficacy Results from DREAMM-7

BLENREP + Daratumumab +
Bortezomib and Dexamethasone | Bortezomib and Dexamethasone
N=108 N=109
Progression-Free Survival (PFS)»P¢

Number (%) of patients with event 42 (39) 73 (67)

Median in months (95% CI)¢ 31.3 (23.5,NR) 10.4 (7,13.4)

Hazard ratio (95% CI)° 0.31 (0.21, 0.47)

Overall Survival (OS)»f

Number (%) of patients with event 33 (31) 57 (52)

Median in months (95% CI)¢ NR (NR, NR) 35.7 (21.1,NR)

Hazard ratio (95% CI)° 0.49 (0.32, 0.76)

Overall Response Rate 81.5 56.9
(ORR)™P-eg 9% (72.9, 88.3) (47, 66.3)

(95% CI)

Stringent complete response (sCR), 15 (13.9) 4(3.7)

n (%)

Complete response (CR), n (%) 19 (17.6) 5 (4.6)

Very good partial response 34 (31.5) 23 (21.1)

(VGPR), n (%)

Partial response (PR), n (%) 20 (18.5) 30 (27.5)
Minimal Residual Disease (MRD) 25(23.1) 3(2.8)
Negativity Rate®™" n (%)

95% CI (15.6,32.2) (0.6, 7.8)
MRD Negativity Rate in Patients
with CR or Better™"

Number of patients with CR or 34 9

better

MRD negativity rate, n (%) 25 (73.5) 3(33.3)

(95% CI) (55.6, 87.1) (7.5, 70.1)

NR = not reached.

# Based on all randomized patients who received at least two prior lines of therapy, including a proteasome
inhibitor and immunomodulatory agent.

® Median follow-up of 27.9 months.

¢ Response was based on Independent Review Committee per International Myeloma Working Group criteria.

4 By Brookmeyer and Crowley method.
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¢ Based on stratified Cox regression model.

f Median follow-up of 38.7 months.

£ ORR: sCR+CR+VGPR+PR.

b Assessed by next generation sequencing assay (clonoSEQ) at 107 threshold.

Figure 1. Kaplan-Meier Curve for Progression-Free Survival in DREAMM-7
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Figure 2. Kaplan-Meier Curve for Overall Survival in DREAMM-7
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In patients who achieved response, the median time to response was 1.43 months (range: 0.7 to 8.4 months) in
the BVd arm and 1.03 months (range: 0.7 to 11.1 months) in the DVd arm.

15 REFERENCES
1. “OSHA Hazardous Drugs.” OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html.

16 HOW SUPPLIED/STORAGE AND HANDLING

BLENREP (belantamab mafodotin-blmf) for injection is a sterile, preservative-free, white to yellow lyophilized
powder for reconstitution and further dilution prior to intravenous use.

BLENRERP is supplied in a carton containing one 70 mg single-dose vial with a rubber stopper (not made with
natural rubber latex) and aluminum overseal with removable cap (NDC 0173-0913-01).

Store vials refrigerated at 36°F to 46°F (2°C to 8°C).

BLENRERP is a hazardous drug. Follow applicable special handling and disposal procedures.!

17 PATIENT COUNSELING INFORMATION
Adpvise the patient to read the FDA-approved patient labeling (Medication Guide).

Ocular Toxicity

e Advise patients that ocular toxicity may occur during treatment with BLENREP /see Warnings and
Precautions (5.1)].
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e Advise patients to promptly tell their healthcare provider if they notice any new or worsening eye symptoms
[see Dosage and Administration (2.1), Warnings and Precautions (5.1)].

e Advise patients that they will be sent to an eye care professional to obtain ophthalmic exams before starting
BLENREP, before each dose, promptly for any new or worsening eye symptoms, and as clinically indicated
[see Dosage and Administration (2.1), Warnings and Precautions (5.1)].

e Advise patients to administer preservative-free artificial tears at least 4 times per day starting with the first
infusion and continuing until the end of treatment and to avoid wearing contact lenses for the duration of
therapy. Bandage contact lenses may be used under the direction of an eye care professional /see Dosage
and Administration (2.1, 2.3), Warnings and Precautions (5.1)].

e Advise patients to use caution when driving or operating machinery as BLENREP may adversely affect
their vision [see Warnings and Precautions (5.1)].

BLENREP REMS

e Advise patients that because of the risk of ocular toxicity, BLENREP is available only through a restricted
program called the BLENREP REMS [see Warnings and Precautions (5.2)].

e Patients must receive counseling about the risk of ocular toxicity, enroll in the REMS, and adhere to
ongoing monitoring via ophthalmic exams. Patients will be given the BLENREP REMS Patient Guide. This
guide describes the risk of ocular toxicity with BLENREP [see Warnings and Precautions (5.2)].

Thrombocytopenia

e Advise patients to inform their healthcare provider if they develop signs or symptoms of bleeding /see
Warnings and Precautions (5.3)].

Embryo-fetal Toxicity

e Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential to inform
their healthcare provider of a known or suspected pregnancy [see Warnings and Precautions (5.4), Use in
Specific Populations (8.1, 8.3)].

e Advise females of reproductive potential to use effective contraception during treatment with BLENREP
and for 4 months after the last dose [see Warnings and Precautions (5.4), Use in Specific Populations

(8.3)].

e Advise males with female partners of reproductive potential to use effective contraception during treatment
with BLENREP and for 6 months after the last dose [see Use in Specific Populations (8.3), Nonclinical
Toxicology (13.1)].

Lactation

e Advise women not to breastfeed during treatment with BLENREP and for 3 months after the last dose /see
Use in Specific Populations (8.2)].

Infertility

e Advise males and females of reproductive potential that BLENREP may impair fertility /see Use in Specific
Populations (8.3)].
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Pneumonitis

e Advise patients to immediately report any new or worsening respiratory symptoms to their healthcare
provider [see Adverse Reactions (6.1)].

Trademarks are owned by or licensed to the GSK group of companies.

GSK

Manufactured by:
GlaxoSmithKline LLC
Philadelphia PA, 19104
U.S. License No. 1727

For:

GlaxoSmithKline

Durham, NC 27701

©2025 GSK group of companies or its licensor.
BLP:1PI
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MEDICATION GUIDE

BLENREP (BLEN-REP)
(belantamab mafodotin-bimf)
for injection, for intravenous use

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

BLENREP can cause serious side effects, including:

e Eye problems. Eye problems are common with BLENREP and can also be severe. BLENREP can cause changes
to the surface of your eye, which can lead to symptoms of eye problems, including:

o decreased vision o feeling like something is in your eyes
o blurred vision o eye irritation
o dryeyes o eye pain

o sensitivity to light
Ulcers on the surface of the eye (corneal ulcers), including with infection, may also happen during treatment with
BLENREP.
Tell your healthcare provider right away if you notice any new or worsening eye symptoms or vision changes during
treatment with BLENREP.
Your healthcare provider will refer you to an eye care specialist (such as an ophthalmologist or optometrist) to check
your eyes before you start treatment, before you receive each dose of BLENREP, and as needed for any new or
worsening eye problems. It is important that you:

o Keep all of your eye care appointments because some changes can happen without symptoms and may only

be seen on an eye exam.

o Use preservative-free artificial tears at least 4 times per day starting with your first infusion and continuing until

the end of treatment with BLENREP.

o Avoid wearing contact lenses during treatment with BLENREP unless directed by your eye care specialist.

o Use caution when driving or operating machinery because BLENREP may cause changes to your vision.
Because of the risk of eye problems, BLENREP is available only through a restricted program called the
BLENREP Risk Evaluation and Mitigation Strategy (REMS). Your healthcare provider will give you the BLENREP
REMS Patient Guide, which describes the risk of eye problems, and will explain the REMS program to you. To receive
BLENREP, you must enroll in the REMS program and receive eye exams during treatment. See “What are the
possible side effects of BLENREP?” for more information about side effects.

What is BLENREP?

BLENRERP is a prescription medicine used in combination with the medicines bortezomib and dexamethasone to treat
adults with multiple myeloma who:

e have received at least 2 prior treatments, including a proteasome inhibitor and an immunomodulatory agent, and
e their cancer has come back or did not respond to prior treatment.

Itis not known if BLENREP is safe and effective in children.

Before receiving BLENREP, tell your healthcare provider about all of your medical conditions, including if you:
e have or had vision or eye problems.
e have or had bleeding problems.
e are pregnant or plan to become pregnant. BLENREP can harm your unborn baby.
Females who are able to become pregnant:




o Your healthcare provider will do a pregnancy test before you start treatment with BLENREP.
o Use effective birth control during treatment with BLENREP and for 4 months after the last dose. Talk to your
healthcare provider about birth control methods you can use during this time.
o Tell your healthcare provider if you become pregnant or think you may be pregnant during treatment with
BLENREP.
Males with female partners who are able to become pregnant:
o Use effective birth control during treatment with BLENREP and for 6 months after the last dose.
e are breastfeeding or plan to breastfeed. It is not known if BLENREP passes into your breast milk. Do not
breastfeed during treatment with BLENREP and for 3 months after the last dose.
Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

How will | receive BLENREP?

e Your healthcare provider will give you BLENREP as an infusion into your vein over about 30 minutes.

e BLENREP is usually given every 3 weeks.

e Your healthcare provider will decide how many treatments you will need.

e If you miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment.

What are the possible side effects of BLENREP?

BLENREP can cause serious side effects, including:

e See “Eye Problems” in “What is the most important information | should know about BLENREP?”

e Decrease in platelets (thrombocytopenia) is common with BLENREP and can also be severe. Platelets are a
type of blood cell that help your blood to clot. Your healthcare provider will check your blood cell counts before you
start treatment with BLENREP and during treatment as needed. Tell your healthcare provider if you get any
bleeding or bruising during treatment with BLENREP.

The most common side effects of BLENREP when given with bortezomib and dexamethasone include:

e See “Eye problems” in “What is the most important o tiredness
information | should know about BLENREP?” e pneumonia

e upper respiratory tract infection e cataract

e liver problems e COVID-19

e diarrhea

The most common severe abnormal blood test results during treatment with BLENREP include decreases in
platelets, white blood cells, and hemoglobin, and increases in certain liver enzymes.

Tell your healthcare provider right away if you get new or worsening unexplained signs or symptoms of lung problems,
including shortness of breath, chest pain, or cough.

Your healthcare provider may decrease your dose, temporarily stop, or completely stop treatment with BLENREP if you
get serious side effects.

BLENREP may affect fertility in males and females, which may affect your ability to have children. Talk to your
healthcare provider if this is a concern for you.

These are not all of the possible side effects of BLENREP.

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 BLENREP.
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your
pharmacist or healthcare provider for information about BLENREP that is written for health professionals.
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What are the ingredients in BLENREP?

Active Ingredient: belantamab mafodotin-bimf
Inactive Ingredients: citric acid monohydrate, edetate disodium, polysorbate 80, sodium citrate, and trehalose.

Manufactured by: For: o

GlaxoSmithKline LLC GlaxoSmithKline, Durham, NC 27701

Philadelphia PA, 19104 ©2025 GSK group of companies or its licensor.
BLP:1MG

U.S. License No. 1727

For more information, call GlaxoSmithKline (GSK) at 1-888-825-5249.
Trademarks are owned by or licensed to the GSK group of companies.
Revised: 10/2025

This Medication Guide has been approved by the U.S. Food and Drug Administration.
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[bookmark: _Hlk207376200]HIGHLIGHTS OF PRESCRIBING INFORMATION 

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

[bookmark: _ONS_ISSUE_3431b0bc834d4939b146fe020b686][bookmark: _ONS_ISSUE_9004a1c8b4844df788a7e882aed30]BLENREP (belantamab mafodotin‑blmf) for injection, for intravenous use

Initial U.S. Approval: 2020

		[bookmark: OLE_LINK4][bookmark: _ONS_ISSUE_020f3e5102b44e769ee7bebb1b075]WARNING: OCULAR TOXICITY

[bookmark: _ONS_ISSUE_9bf257219be049af8e86174524bab][bookmark: _ONS_ISSUE_9ae330fe2f5141c7a4f12f0644337]See full prescribing information for complete boxed warning.

[bookmark: _ONS_ISSUE_9c696cd92ec441708fa5e034db989][bookmark: _ONS_ISSUE_35872c23803e4d6a987d3c7ddfb3f]BLENREP causes changes in the corneal epithelium resulting in changes in vision, including severe visual impairment, and symptoms such as blurred vision and dry eyes. In the clinical study, corneal ulcers, including cases with infection, also occurred. (5.1)

[bookmark: _ONS_ISSUE_89bb33f609ee40b08da7fae590a3c][bookmark: _ONS_ISSUE_180daae85c234a1ab24a5ac4cd369]Conduct ophthalmic exams at baseline, before each dose, promptly for new or worsening symptoms, and as clinically indicated. In the clinical study, 83% of patients required a dosage modification due to ocular toxicity. Withhold BLENREP until improvement and resume or permanently discontinue, based on severity. (2.3, 5.1)

[bookmark: _ONS_ISSUE_ef8d7ae44a514179ad74cd003b551][bookmark: _ONS_ISSUE_2136143f16b54a6eb9c47542284d9]BLENREP is available only through a restricted program, called the BLENREP Risk Evaluation and Mitigation Strategy (REMS). (5.2)





	INDICATIONS AND USAGE	 

BLENREP, a B‑cell maturation antigen (BCMA)‑directed antibody and microtubule inhibitor conjugate, is indicated in combination with bortezomib and dexamethasone for the treatment of adult patients with relapsed or refractory multiple myeloma who have received at least two prior lines of therapy, including a proteasome inhibitor and an immunomodulatory agent. (1)

	DOSAGE AND ADMINISTRATION	 

The recommended dosage of BLENREP, in combination with bortezomib and dexamethasone, is 2.5 mg/kg as an intravenous infusion over 30 minutes once every 3 weeks for 8 cycles, followed by BLENREP 2.5 mg/kg every 3 weeks as a single agent. (2.2)

See Full Prescribing Information for instructions on preparation and administration. (2.4)

	DOSAGE FORMS AND STRENGTHS	 

For injection: 70 mg as a lyophilized powder in a single‑dose vial for reconstitution and further dilution. (3)

	CONTRAINDICATIONS	 

None. (4)

	WARNINGS AND PRECAUTIONS	 

Thrombocytopenia: Monitor complete blood counts at baseline and periodically during treatment. Withhold or reduce the dosage based on severity. (2.3, 5.3)

Embryo‑fetal Toxicity: Can cause fetal harm. Advise patients of the potential risk to fetus and to use effective contraception. (5.4, 8.1, 8.3)

	ADVERSE REACTIONS	 

The most common adverse reactions (≥20%) with BLENREP in combination with bortezomib and dexamethasone are reduction in best-corrected visual acuity (BCVA), corneal exam findings, blurred vision, dry eye, photophobia, foreign body sensation in eyes, eye irritation, upper respiratory tract infection, hepatotoxicity, eye pain, diarrhea, fatigue, pneumonia, cataract, and COVID-19. The most common Grade 3 or 4 (≥10%) laboratory abnormalities are decreased platelets, decreased lymphocytes, decreased neutrophils, increased gamma-glutamyl transferase, decreased white blood cells, and decreased hemoglobin. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact GlaxoSmithKline at 1‑888‑825‑5249 or FDA at 1‑800‑FDA‑1088 or www.fda.gov/medwatch.

	USE IN SPECIFIC POPULATIONS	 

Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.

Revised: 10/2025
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[bookmark: _ONS_ISSUE_109bde3b881a47ffb9b0e296e80a2]



[bookmark: _ONS_ISSUE_9c2bb145cdb64a7c80aabcfbd8c1d]FULL PRESCRIBING INFORMATION: CONTENTS* 

WARNING: OCULAR TOXICITY

1	INDICATIONS AND USAGE

2	DOSAGE AND ADMINISTRATION
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2.2	Recommended Dosage
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5.1	Ocular Toxicity
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8.1	Pregnancy
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8.3	Females and Males of Reproductive Potential

8.4	Pediatric Use

8.5	Geriatric Use

8.6	Hepatic Impairment

11	DESCRIPTION

12	CLINICAL PHARMACOLOGY

12.1	Mechanism of Action

12.2	Pharmacodynamics

12.3	Pharmacokinetics

12.6	Immunogenicity

13	NONCLINICAL TOXICOLOGY

13.1	Carcinogenesis, Mutagenesis, Impairment of Fertility
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*Sections or subsections omitted from the full prescribing information are not listed.



[bookmark: _ONS_ISSUE_127ef5a9a7294bf68e7d6c355a5fc]



[bookmark: _Toc451765942][bookmark: _Toc461011672]FULL PRESCRIBING INFORMATION 

[bookmark: _Toc211855714]WARNING: OCULAR TOXICITY 

[bookmark: _ONS_ISSUE_92a23fa2dff24f3e8e42601ddac74]BLENREP causes changes in the corneal epithelium resulting in changes in vision, including severe visual impairment, and symptoms such as blurred vision and dry eyes. In the clinical study, corneal ulcers, including cases with infection, also occurred [see Warnings and Precautions (5.1)].

[bookmark: _ONS_ISSUE_cd0a65cff398464e95aec945a3362][bookmark: _Hlk206145618]Conduct ophthalmic exams at baseline, before each dose, promptly for new or worsening symptoms, and as clinically indicated. In the clinical study, 83% of patients required a dosage modification due to ocular toxicity. Withhold BLENREP until improvement and resume or permanently discontinue, based on severity [see Dosage and Administration (2.3), Warnings and Precautions (5.1)].

[bookmark: _ONS_ISSUE_0dda5695ff8f436bab7c964d8b832]Because of the risk of ocular toxicity, BLENREP is available only through a restricted program called the BLENREP Risk Evaluation and Mitigation Strategy (REMS) [see Warnings and Precautions (5.2)].

[bookmark: _Toc157906080][bookmark: _Toc461011674][bookmark: _Toc211855715][bookmark: FPI]1	INDICATIONS AND USAGE 

[bookmark: _Toc157906081]BLENREP is indicated in combination with bortezomib and dexamethasone for the treatment of adult patients with relapsed or refractory multiple myeloma who have received at least two prior lines of therapy, including a proteasome inhibitor and an immunomodulatory agent.

[bookmark: _Toc157906084][bookmark: _Toc461011678][bookmark: _Toc211855716]2	DOSAGE AND ADMINISTRATION 

[bookmark: _Toc211855717][bookmark: _Toc157906085][bookmark: _Toc461011679]2.1	Important Safety Information 

[bookmark: _ONS_ISSUE_8d21609cd5c74ae189e35ee61c2b6]Ophthalmic exams, including slit lamp exam and assessment of best‑corrected visual acuity (BCVA), should be conducted by an eye care professional, such as an ophthalmologist or optometrist. Conduct ophthalmic exams at baseline, before each dose of BLENREP, promptly for new or worsening symptoms, and as clinically indicated [see Warnings and Precautions (5.1)].

[bookmark: _ONS_ISSUE_f7b3e38a9e4246c882d0a4511c674]Counsel patients to promptly inform their healthcare provider of any ocular symptoms. Advise patients to use preservative‑free artificial tears at least 4 times a day starting with the first infusion and continuing until end of treatment, and to avoid wearing contact lenses for the duration of therapy. Bandage contact lenses may be used under the direction of an eye care professional [see Warnings and Precautions (5.1)].

[bookmark: _Toc211855718]2.2	Recommended Dosage 

[bookmark: _Toc157906086][bookmark: _Toc461011680]The recommended dosage for BLENREP is 2.5 mg/kg of actual body weight once every 3 weeks in combination with bortezomib and dexamethasone (BVd) for the first 8 cycles, followed by BLENREP 2.5 mg/kg of actual body weight once every 3 weeks as a single agent until disease progression or unacceptable toxicity.

For dosing instructions of agents administered in combination with BLENREP, see Clinical Studies (14) and respective Prescribing Information, as appropriate.

BLENREP is administered as an intravenous infusion over approximately 30 minutes.

[bookmark: _Toc211855719][bookmark: _Hlk170336744]2.3	Dosage Modifications for Adverse Reactions 

[bookmark: _Hlk41549071][bookmark: _Hlk36562675][bookmark: _Hlk5099510]In the BVd arm of the clinical study, 98% of patients required a dosage modification for any component of treatment for an adverse reaction, including 87% who required a dosage modification of BLENREP [see Clinical Studies (14)]. Eighty‑three percent of patients required a dosage modification of BLENREP for ocular toxicity based on ophthalmic exam findings or other ocular adverse reactions as defined by the Common Terminology Criteria for Adverse Events (CTCAE) [see Adverse Reactions (6.1)]. There were high rates of dosage modifications in early treatment cycles. By Cycle 3, 53% of patients had a dosage interruption or reduction, 7% had discontinued treatment, and only 40% received the planned dose of BLENREP.

The recommended dosage modifications for ocular toxicity based on ophthalmic exam findings are provided in Tables 1 and 2. Ophthalmic exam findings include both corneal exam findings and change in BCVA as assessed by an eye care professional. The overall grade of ophthalmic exam findings is based on the worst finding in the worst affected eye, based on either corneal exam finding or a change in BCVA. Corneal exam findings may or may not be accompanied by changes in BCVA or ocular symptoms.

Do not re‑escalate the dose of BLENREP after a dosage reduction is made for ocular toxicity based on ophthalmic exam findings.

In the clinical study, 67% of patients required a dosage interruption of BLENREP for ocular toxicity that lasted longer than 3 weeks (time between doses, median: 5.7 weeks [range: 3 to 31 weeks]).

The recommended dosage modifications for other adverse reactions, including dosage modifications for ocular adverse reactions based on the CTCAE, are provided in Table 3.

Table 1. Recommended Dosage Reductions of BLENREP for Adverse Reactions

		

		BLENREP



		Reduced Dosage Level 1

		1.9 mg/kg every 3 weeks



		Reduced Dosage Level 2a

		1.9 mg/kg every 8 weeks 





a	Reduced Dosage Level 2 is specific to dosage reductions due to ocular toxicity based on ophthalmic exam findings.

Table 2. Recommended Dosage Modifications for Ocular Toxicity Based on Ophthalmic Exam Findingsa

		[bookmark: _ONS_ISSUE_f07d8e377d8d412b87c35f99c21a9]Severity

		Ophthalmic Exam Findings

[see Warnings and Precautions (5.1)]

		Recommended Dosage Modification



		Grade 1

		Corneal Exam Findings:

Mild superficial punctate keratopathya

and/or

Change in BCVA:

Decline from baseline of 1 line on Snellen Equivalent BCVA

		Continue treatment at current dosage.



		Grade 2

		Corneal Exam Findings:

Moderate superficial punctate keratopathy, patchy microcyst‑like depositsb, peripheral sub‑epithelial haze, or a new peripheral stromal opacity

and/or

Change in BCVA:

Decline from baseline of 2 lines on Snellen Equivalent BCVA and not worse than 20/200

		Withhold BLENREP until improvement in both corneal exam findings and change in BCVA to Grade 1 or less. Resume treatment at Reduced Dosage Level 1 as per Table 1. If recurrent Grade 2 or 3 ocular toxicity is experienced, resume treatment at Reduced Dosage Level 2.



		Grade 3

		Corneal Exam Findings:

Severe superficial punctate keratopathy, diffuse microcyst‑like depositsb involving the central cornea, central sub‑epithelial haze, or a new central stromal opacity

and/or

Change in BCVA:

Decline from baseline of 3 or more lines on Snellen Equivalent BCVA and not worse than 20/200

		



		Grade 4

		Corneal Exam Findings:

Corneal epithelial defect or corneal ulcer, with or without infection

and/or

Change in BCVA:

Decline to Snellen Equivalent BCVA of worse than 20/200

		Consider permanent discontinuation of BLENREP.

If continuing treatment, withhold BLENREP until improvement in both corneal exam findings and change in BCVA to Grade 1 or less. For patients previously on 2.5 mg/kg every 3 weeks, resume treatment at Reduced Dosage Level 1 as per Table 1. For patients previously on 1.9 mg/kg every 3 weeks, resume treatment at Reduced Dosage Level 2.

If recurrent Grade 4 ocular toxicity is experienced, permanently discontinue BLENREP.





BCVA = best‑corrected visual acuity.

[bookmark: _ONS_ISSUE_48f4d52deb224f87ab47b099f2f02]a	Mild superficial keratopathy (documented worsening from baseline). Refer to Table 3 for recommended dosage modifications for other ocular adverse reactions.

[bookmark: _ONS_ISSUE_d738d4a453074205af9bcf3b75813]b	Microcyst‑like deposits are considered at least a Grade 2 finding. Withhold BLENREP if any microcyst‑like deposits are observed.

[bookmark: _ONS_ISSUE_7d3243f8ccef4a9c9690fe5b1ec12]Table 3. Recommended Dosage Modifications for Other Adverse Reactionsa

		Adverse Reaction

		Severity

		Recommended Dosage Modification



		Thrombocytopenia

[see Warnings and Precautions (5.3)]

		Platelet count between 25,000/mcL and 50,000/mcL without bleeding

		For patients on 2.5 mg/kg, reduce to Reduced Dosage Level 1 as per Table 1.b For patients on 1.9 mg/kg, continue at same dosage.



		

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

		Withhold BLENREP until bleeding resolves. For patients previously on 2.5 mg/kg, resume at Reduced Dosage Level 1 as per Table 1. For patients on 1.9 mg/kg, resume at same dosage.



		

		Platelet count less than 25,000/mcL

		Withhold BLENREP until platelet count recovers to 25,000/mcL or higher. For patients previously on 2.5 mg/kg, resume at Reduced Dosage Level 1 as per Table 1. For patients on 1.9 mg/kg, resume at same dosage.



		Infusion‑related Reactions

		Grade 2

		Interrupt infusion and provide supportive care. Once symptoms resolve to Grade 1 or less, resume infusion at 50% of the initial rate prior to the event. Consider premedication for subsequent infusions.



		

		Grade 3

		Interrupt infusion and provide supportive care. Once symptoms resolve to Grade 1 or less, resume at 50% of the initial rate prior to the event. Administer premedication for subsequent infusions.



		

		Grade 4

		Permanently discontinue BLENREP.

If anaphylactic or life‑threatening infusion reaction, permanently discontinue the infusion and institute appropriate emergency care.



		Other Adverse Reactions

[see Adverse Reactions (6.1]

		Grade 3

		Withhold BLENREP until adverse reaction improves to Grade 1 or less. For patients previously on 2.5 mg/kg, resume at Reduced Dosage Level 1 as per Table 1. For patients on 1.9 mg/kg, resume at same dosage.



		

		Grade 4

		Consider permanent discontinuation of BLENREP.

If continuing treatment, withhold BLENREP until adverse reaction improves to Grade 1 or less.

For patients previously on 2.5 mg/kg, resume at Reduced Dosage Level 1 as per Table 1. For patients on 1.9 mg/kg, resume at same dosage.





a	Adverse reactions were graded according to the Common Terminology Criteria for Adverse Events v5.0.

b	Consider reverting to previous dose, if appropriate once platelet count recovers to 50,000/mcL or higher.

[bookmark: _Toc211855720]2.4	Preparation and Administration 

[bookmark: _Hlk22282014][bookmark: _Hlk535419320][bookmark: _Hlk14350748][bookmark: _Hlk20840505]BLENREP is a hazardous drug. Follow applicable special handling and disposal procedures.1

Calculate the dose (mg), total volume (mL) of solution required, and the number of vials of BLENREP needed based on the patient’s actual body weight. More than one vial may be needed for a full dose.

Reconstitution

[bookmark: _ONS_ISSUE_7607c29e38e04d269ba60716bfbf8][bookmark: _ONS_ISSUE_db587f5ff59c4dc1a71752886cacb]Remove the vial(s) of BLENREP from the refrigerator and allow to stand for approximately 10 minutes to reach room temperature (68°F to 77°F [20°C to 25°C]).

[bookmark: _ONS_ISSUE_8fff41fc616d4d1cb344e59d448e8]Reconstitute each 70 mg vial of BLENREP with 1.4 mL of Sterile Water for Injection, USP, to obtain a final concentration of 50 mg/mL. Gently swirl the vial to aid dissolution. Do not shake.

[bookmark: _ONS_ISSUE_d88f7115d4c843acac1f8aa9c1694][bookmark: _ONS_ISSUE_c18f794899034ee8a7a78fd6ac6d5][bookmark: _ONS_ISSUE_49922a496fe341e4be92a338427b1]If the reconstituted solution is not used immediately, store in the original container refrigerated at 36ºF to 46ºF (2ºC to 8ºC) or at room temperature (68°F to 77°F [20°C to 25°C]) for up to 4 hours. Discard if not diluted within 4 hours. Do not freeze.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever solution and container permit. The reconstituted solution should be a clear to opalescent, colorless to yellow to brown liquid. Discard if extraneous particulate matter is observed.

[bookmark: _Hlk22636030][bookmark: _Hlk22282035]Dilution

Withdraw the calculated volume of BLENREP from the appropriate number of vials and dilute in a 250 mL infusion bag of 0.9% Sodium Chloride Injection, USP, to a final concentration of 0.2 mg/mL to 2 mg/mL. The infusion bag must be made of polyvinylchloride (PVC) or polyolefin (PO).

[bookmark: _ONS_ISSUE_5e390d36e95447a8a652478271b8e]Mix the diluted solution by gentle inversion. Do not shake.

Discard any unused reconstituted solution of BLENREP left in the vial(s).

[bookmark: _ONS_ISSUE_faec732585a74422abfc707cfd282]If the diluted infusion solution is not used immediately, store refrigerated at 36ºF to 46ºF (2ºC to 8ºC) for up to 24 hours. Do not freeze. Once removed from refrigeration, administer the diluted infusion solution of BLENREP within 6 hours (including infusion time).

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever solution and container permit. The diluted infusion solution should be clear and colorless. Discard if particulate matter is observed.

Administration

[bookmark: _Hlk535590933]If refrigerated, allow the diluted infusion solution to equilibrate to room temperature (68ºF to 77ºF [20ºC to 25ºC]) prior to administration. Diluted infusion solution may be kept at room temperature for no more than 6 hours (including infusion time).

Administer by intravenous infusion over approximately 30 minutes using an infusion set made of PVC or PO.

Filtration of the diluted solution is not required; however, if the diluted solution is filtered, use a polyethersulfone (PES)‑based filter (0.2 micron).

[bookmark: _ONS_ISSUE_7997b58b2a2f4d12a71f3dfe79e1e]Do not mix or administer BLENREP with other products. The product does not contain a preservative.

[bookmark: _Toc157906087][bookmark: _Toc461011681][bookmark: _Toc211855721]3	DOSAGE FORMS AND STRENGTHS 

For injection: 70 mg of belantamab mafodotin‑blmf as a white to yellow lyophilized powder in a single‑dose vial for reconstitution and further dilution.

[bookmark: _Toc157906088][bookmark: _Toc461011682][bookmark: _Toc211855722]4	CONTRAINDICATIONS 

[bookmark: _ONS_ISSUE_37aaaa986a3e4de09e5c2293df077][bookmark: _ONS_ISSUE_5e18d8bb628740bb9de0735504809][bookmark: _Hlk19526736]None.

[bookmark: _Toc157906089][bookmark: _Toc461011683][bookmark: _Toc211855723][bookmark: _Hlk20916920][bookmark: _Hlk36722771]5	WARNINGS AND PRECAUTIONS 

[bookmark: _Toc461011684][bookmark: _Toc157906090][bookmark: _Toc211855724][bookmark: _Hlk44429842][bookmark: _Hlk36653900][bookmark: _Hlk42001156][bookmark: _Hlk20916897][bookmark: _Toc157906092][bookmark: _Toc461011686][bookmark: _Toc156109958]5.1	Ocular Toxicity 

[bookmark: _Hlk22282558]BLENREP causes ocular toxicity, defined as changes in the corneal epithelium and changes in BCVA based on ophthalmic exam (including slit lamp exam), or other ocular adverse reactions as defined by the CTCAE [see Adverse Reactions (6.1)].

In DREAMM‑7, ocular toxicity occurred in 92% of patients, including Grade 3 or 4 in 77% of patients. The most common ocular toxicities (>25%) were reduction in BCVA (89%) and corneal exam findings (86%) based on ophthalmic exam findings, blurred vision (66%), dry eye (51%), photophobia (47%), foreign body sensation in eyes (44%), eye irritation (43%), and eye pain (33%) [see Adverse Reactions (6.1)].

Ocular toxicity based on ophthalmic exam findings was reported as Grade 2 in 9% of patients, Grade 3 in 56% of patients, and Grade 4 in 21% of patients. The median time to onset of the first Grade 2 to 4 ophthalmic exam findings was 43 days (range: 15 to 611 days). The median duration of all Grade 2 to 4 ophthalmic exam findings was 85 days (range: 5 to 813 days). Patients experienced a median of 3 episodes (range: 1 to 11 episodes) of ocular toxicity based on ophthalmic exam findings. Of the patients with Grade 2 to 4 ophthalmic exam findings, 42% had improvement of the last event to Grade 1 or better; 22% had resolution of the last event based on return to baseline or normal ophthalmic exam findings.

The most commonly reported corneal exam findings included superficial punctate keratopathy, microcyst-like deposits, epithelial changes, and haze. Cases of corneal ulcer, including cases with infection, have been reported and should be managed promptly by an eye care professional [see Adverse Reactions (6.1)].

A reduction in BCVA to 20/50 or worse in at least one eye occurred in 69% of patients, including 29% who experienced a change in BCVA to 20/100 or worse, and 12% who experienced a change in BCVA to 20/200 or worse. Of the patients with reduced BCVA to 20/50 or worse in at least one eye, 61% had resolution of the last event to baseline or better. Of the patients with reduced BCVA to 20/100 or worse, 57% had resolution of the last event. Of the patients with reduced BCVA to 20/200 or worse, 48% had resolution of the last event.

[bookmark: _ONS_ISSUE_d7d04ca5ed7c40938ec2357882843]Ophthalmic exams (including slit lamp exam and BCVA assessment) should be conducted by an eye care professional, such as an ophthalmologist or optometrist, at baseline, before each dose of BLENREP, promptly for new or worsening symptoms, and as clinically indicated. Perform baseline exam within 4 weeks prior to the first dose. Perform each follow-up exam within 10 days prior to the next planned dose. All effort should be made to schedule the exam as close to BLENREP dosing as possible. Withhold BLENREP until improvement in both corneal exam findings and change in BCVA to Grade 1 or less and resume at same or reduced dose or permanently discontinue based on severity [see Dosage and Administration (2.1, 2.3)].

[bookmark: _ONS_ISSUE_dde604ff804d416094f55f4e101a2]Counsel patients to promptly inform their healthcare provider of any ocular symptoms. Counsel patients to use preservative‑free artificial tears at least 4 times a day starting with the first infusion and continuing until the end of treatment, and to avoid wearing contact lenses for the duration of therapy. Bandage contact lenses may be used under the direction of an eye care professional [see Dosage and Administration (2.1)].

Changes in visual acuity may be associated with difficulty for driving and reading. Counsel patients to use caution when driving or operating machinery.

[bookmark: _ONS_ISSUE_660ed6bfa30e4871b845cfbf330b1]BLENREP is available only through a restricted program under a Risk Evaluation and Mitigation Strategy (REMS) [see Warnings and Precautions (5.2)].

[bookmark: _Toc211855725][bookmark: _Hlk22733342][bookmark: _Hlk22799982]5.2	BLENREP Risk Evaluation and Mitigation Strategy (REMS) 

BLENREP is available only through a restricted program called the BLENREP REMS because of the risk of ocular toxicity [see Warnings and Precautions (5.1)].

Notable requirements of the BLENREP REMS include the following:

· Prescribers must be certified in the BLENREP REMS by enrolling and completing training.

· Prescribers must counsel patients receiving BLENREP on the risk of ocular toxicity, the need for monitoring via ophthalmic exams before each dose, and provide patients with the BLENREP REMS Patient Guide.

· Patients must be enrolled in the 	BLENREP REMS and adhere to monitoring.

Healthcare settings that dispense BLENREP must be certified in the BLENREP REMS by enrolling and must obtain authorization prior to dispensing.

Wholesalers and distributors must distribute BLENREP only to certified healthcare settings.

Further information is available at www.BLENREPREMS.com and 1‑855‑690-9572.

[bookmark: _Toc211855726]5.3	Thrombocytopenia 

[bookmark: _Hlk36022945][bookmark: _Hlk19717854][bookmark: _Hlk22282568][bookmark: _ONS_ISSUE_c325ff17ef13466ba0d2f614edf48]Thrombocytopenia of any grade occurred in 100% of patients in DREAMM‑7 [see Adverse Reactions (6.1)].

Grade 2 thrombocytopenia occurred in 10% of patients, Grade 3 in 29% of patients, and Grade 4 in 45% of patients. Clinically significant bleeding (Grade ≥2) occurred in 7% of patients with concomitant low platelet levels (Grade 3 or 4).

[bookmark: _ONS_ISSUE_20d8045f3a32414281a849e7c3188][bookmark: _ONS_ISSUE_33488dcb7e4942929c65aa73e1123]Monitor complete blood cell counts at baseline and periodically during treatment as clinically indicated. Withhold or reduce the dose of BLENREP based on severity [see Dosage and Administration (2.3)].

[bookmark: _Hlk22282580][bookmark: _Toc211855727]5.4	Embryo‑fetal Toxicity 

Based on its mechanism of action, BLENREP can cause fetal harm when administered to a pregnant woman because it contains a genotoxic compound (the microtubule inhibitor, monomethyl auristatin F [MMAF]) and it targets actively dividing cells.

[bookmark: _ONS_ISSUE_5af73cf26ecd483aaff70f0e76b13]Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential to use effective contraception during treatment with BLENREP and for 4 months after the last dose. Advise males with female partners of reproductive potential to use effective contraception during treatment with BLENREP and for 6 months after the last dose [see Use in Specific Populations (8.1, 8.3)].

[bookmark: _Toc211855728][bookmark: _Hlk36731453][bookmark: _Hlk36722282]6	ADVERSE REACTIONS 

[bookmark: _Toc156109959][bookmark: _Toc157906094][bookmark: _Toc461011688]The following clinically significant adverse reactions are described elsewhere in the labeling:

Ocular Toxicity [see Warnings and Precautions (5.1)]

Thrombocytopenia [see Warnings and Precautions (5.3)]

[bookmark: _Toc211855729][bookmark: _Hlk36731443]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 with rates in the clinical trials of another drug and may not reflect the rates observed in practice.

[bookmark: _Toc47459654]Relapsed or Refractory Multiple Myeloma in Combination with Bortezomib and Dexamethasone

[bookmark: _ONS_ISSUE_98076ea9deac44668bb185df3252b][bookmark: _Hlk42154439][bookmark: _Hlk39654757]The safety of BLENREP with bortezomib and dexamethasone (n = 242) compared with daratumumab with bortezomib and dexamethasone (n = 246) was evaluated in DREAMM‑7 in patients with relapsed or refractory multiple myeloma who received at least one prior line of therapy [see Clinical Studies (14)]. Patients received BLENREP 2.5 mg/kg of actual body weight once every 3 weeks in combination with bortezomib and dexamethasone (BVd) for the first 8 cycles, followed by BLENREP as a single agent or daratumumab in combination with bortezomib and dexamethasone (DVd) for the first 8 cycles, followed by daratumumab as a single agent. Among patients who received BLENREP, 69% were exposed for 6 months or longer and 55% were exposed for greater than one year. The safety of BLENREP in combination with bortezomib and dexamethasone in patients who received only one prior line of therapy (n = 125) has not been established.

[bookmark: _Hlk8295375][bookmark: _Hlk38962491]Serious adverse reactions occurred in 50% of patients who received BVd. Serious adverse reactions in ≥2% of patients included pneumonia (18%), pyrexia (5%), thrombocytopenia (5%), COVID‑19 (5%), upper respiratory tract infection (4%), sepsis (4%), second primary malignancy (3%), and anemia (2%). Fatal adverse reactions occurred in 10% of patients who received BVd. Fatal adverse reactions which occurred in >1 patient included pneumonia (4%), sepsis (2%), COVID-19 (1%), respiratory failure (<1%), and intracranial hemorrhage (<1%).

[bookmark: _Hlk38962543][bookmark: _Hlk39655096]Permanent discontinuation of BLENREP due to an adverse reaction occurred in 17% of patients. Adverse reactions which resulted in permanent discontinuation of BLENREP in ≥3% of patients included ocular toxicity (9%) and pneumonia (4%).

[bookmark: _Hlk31802951][bookmark: _Hlk39655196]Dosage interruptions of BLENREP due to an adverse reaction occurred in 78% of patients. Adverse reactions which required dosage interruption of BLENREP in ≥3% of patients included ocular toxicity based on ophthalmic exam findings (74%), blurred vision (32%), upper respiratory tract infection (20%), dry eye (14%), photophobia (14%), pneumonia (14%), eye irritation (13%), COVID-19 (12%), foreign body sensation in eyes (12%), eye pain (10%), thrombocytopenia (9%), visual impairment (7%), cataract (5%), diarrhea (4%), and neutropenia (4%).

Dosage reductions of BLENREP due to an adverse reaction occurred in 36% of patients. Adverse reactions which required dosage reductions for BLENREP in ≥3% of patients included ocular toxicity based on ophthalmic exam findings (30%), thrombocytopenia (14%), and blurred vision (10%).

The most common adverse reactions (≥20%) were reduction in BCVA, corneal exam findings, blurred vision, dry eye, photophobia, foreign body sensation in eyes, eye irritation, upper respiratory tract infection, hepatotoxicity, eye pain, diarrhea, fatigue, pneumonia, cataract, and COVID-19. The most common Grade 3 or 4 laboratory abnormalities (≥10%) were decreased platelets, decreased lymphocytes, decreased neutrophils, increased gamma glutamyltransferase, decreased white blood cells, and decreased hemoglobin.

Table 4 summarizes the adverse reactions in DREAMM‑7.

[bookmark: _Hlk173406168]Table 4. Adverse Reactions (≥10%) in Patients with Relapsed or Refractory Multiple Myeloma Who Received BLENREP in DREAMM‑7

		[bookmark: _ONS_ISSUE_10760c91e2064aaba87b986790ac9]Adverse Reactiona

		BLENREP +

Bortezomib and Dexamethasone

N = 242

		Daratumumab +

Bortezomib and Dexamethasone

N = 246



		

		All Grades

(%)

		[bookmark: _ONS_ISSUE_016542242fa640b2a669a4fb84b15]Grades 3‑4

(%)

		All Grades

(%)

		[bookmark: _ONS_ISSUE_b9e79f6e58444f93af2686a45a53c]Grades 3‑4

(%)



		Eye disorders



		Reduction in BCVAb

		89

		57

		44

		9



		Corneal exam findingsb

		86

		72

		19

		3



		Blurred vision

		66

		22

		11

		0.8



		Dry eyec

		51

		7

		7

		0



		Photophobia

		47

		2

		2

		0



		Foreign body sensation in eyesc

		44

		3

		4

		0



		Eye irritation

		43

		5

		5

		0



		Eye painc

		33

		0.8

		4

		0.4



		Cataractc

		24

		8

		14

		3



		Visual impairment

		11

		5

		2

		0.4



		Gastrointestinal disorders



		Diarrhea

		32

		4

		31

		4



		Nausea

		16

		0.8

		12

		0



		Infections



		Upper respiratory tract infectionc,d

		38

		2

		36

		2



		Pneumoniac,d

		26

		16

		17

		5



		COVID-19d

		24

		5

		20

		2



		Hepatobiliary disorders



		Hepatotoxicityc

		33

		14

		16

		2



		General disorders and administration site conditions



		Fatiguec

		26

		6

		27

		4



		Pyrexiac,d

		19

		0.4

		11

		2





BCVA = best‑corrected visual acuity; BVd = BLENREP + bortezomib and dexamethasone; DVd = daratumumab + bortezomib and dexamethasone.

[bookmark: _ONS_ISSUE_1c68b92ee69d45f48568bf63ce24b]a	Adverse reactions, except ophthalmic exam findings, were graded according to Common Terminology Criteria for Adverse Events v5.0.

[bookmark: _ONS_ISSUE_85d65710fd6f48d193ccfbfea3d98]b	Based on ophthalmic exam findings.

[bookmark: _ONS_ISSUE_0e9d4c1897b443259c5036a312ac2]c	Grouped term includes other related terms.

d	Includes the following fatal adverse reactions: BVd: pneumonia (n = 10), COVID-19 (n = 3), upper respiratory tract infection (n = 1); DVd: pneumonia (n = 7), COVID-19 (n = 5), pyrexia (n = 1).

Clinically relevant adverse reactions in <10% of patients who received BVd included: increased lacrimation, vomiting, diplopia, albuminuria, sepsis, eye pruritus, infusion-related reactions, corneal ulcer (including cases with infection), and pneumonitis.

Table 5 summarizes the laboratory abnormalities in DREAMM-7.

Table 5. Select Laboratory Abnormalities (>10%) That Worsened from Baseline in Patients with Relapsed or Refractory Multiple Myeloma Who Received BLENREP in DREAMM-7

		Laboratory Abnormality

		BLENREP +

Bortezomib and Dexamethasonea

		Daratumumab +

Bortezomib and Dexamethasonea



		

		All Grades

(%)

		Grades 3‑4

(%)

		All Grades

(%)

		Grades 3‑4

(%)



		Hematology



		Platelets decreased

		100

		74

		88

		48



		Lymphocytes decreased

		90

		53

		92

		56



		Leukocytes decreased

		59

		11

		67

		17



		Neutrophils decreased

		52

		17

		53

		13



		Hemoglobin decreased

		51

		10

		60

		12



		Chemistry



		Aspartate aminotransferase increased

		88

		5

		40

		0



		Gamma glutamyltransferase increased

		73

		15

		44

		3



		Alanine aminotransferase increased

		71

		5

		54

		1



		Creatinine increased

		51

		2

		53

		<1



		Creatine phosphokinase increased

		48

		3

		31

		3





BVd = BLENREP + bortezomib and dexamethasone; DVd = daratumumab + bortezomib and dexamethasone.

a	The denominator used to calculate the rate varied from 238 to 241 (BVd) and 243 to 246 (DVd) based on the number of patients with a baseline value and at least one post-treatment value.

Patient-reported ocular symptoms were assessed using the Patient-Reported Outcomes Common Terminology Criteria for Adverse Events (PRO-CTCAE) and Ocular Surface Disease Index (OSDI).

PRO-CTCAE assessments were collected at baseline and then every 3 weeks until treatment discontinuation. Completion rates in both arms were ≥90% at baseline and ≥81% at subsequent timepoints where >50% of patients remained on treatment. OSDI assessments were collected every 3 weeks until the 6th dose and then every 6 weeks thereafter until treatment discontinuation for BVd and every 3 weeks until Cycle 6 and then every 12 weeks thereafter until treatment discontinuation for DVd. Completion rates in both arms were ≥90% at baseline and ≥52% at subsequent timepoints where >50% of patients remained on treatment.

Table 6 summarizes the patient-reported symptom of blurred vision as assessed by PRO-CTCAE.

Table 6. Patient-Reported Symptom of Blurred Vision Assessed by PRO-CTCAE in Patients with Relapsed or Refractory Multiple Myeloma in DREAMM-7

		Symptom (Attribute)a

		Any Symptom Before Treatmentb

		Score 3 or 4 Before Treatmentc

		Any Symptom on Treatmentd,e

		Score 3 or 4 on Treatmentd,f



		

		BVd (%)

n = 232

		DVd (%)

n = 227

		BVd (%)

n = 232

		DVd (%)

n = 227

		BVd (%)

n = 238

		DVd (%)

n = 239

		BVd (%)

n = 238

		DVd (%)

n = 239



		Blurred vision (severity)

		28

		24

		<1

		2

		93

		74

		55

		15





BVd = BLENREP + bortezomib and dexamethasone; DVd = daratumumab + bortezomib and dexamethasone; PRO-CTCAE = patient-reported outcomes common terminology criteria for adverse events.

a	Symptom attribute scoring defined as severity with a score of 0 = ‘none’; 1 = ‘mild’; 2 = ‘moderate’; 3 = ‘severe’; 4 = ‘very severe’.

b	Percentage of patients whose symptom score before treatment was 1 to 4.

c	Percentage of patients whose symptom score before treatment was 3 or 4.

d	Number of patients who provided at least one on-treatment score.

e	Percentage of patients whose maximum post-baseline score was 1 to 4 on treatment.

f	Percentage of patients whose maximum post-baseline score was 3 or 4 on treatment.

Driving at night was assessed using the OSDI. At baseline, the proportion of patients who reported limitations with driving at night “all of the time” or “most of the time” during the last week was 9% in the BVd arm and 4% in the DVd arm. The proportion of patients who reported limitations with driving at night “all of the time” or “most of the time” during the last week was highest in the BVd arm at 47% at Week 13 and in the DVd arm at 12% at Week 76.

[bookmark: _Toc157906096][bookmark: _Toc461011692][bookmark: _Toc211855730][bookmark: _Hlk20823694]8	USE IN SPECIFIC POPULATIONS 

[bookmark: _Toc156109962][bookmark: _Toc157906097][bookmark: _Toc461011693][bookmark: _Toc211855731]8.1	Pregnancy 

[bookmark: _Toc157906098]Risk Summary

[bookmark: _ONS_ISSUE_227d2d22cf4043119e4e9445a82c6][bookmark: _Hlk22217461]Based on its mechanism of action, BLENREP can cause fetal harm when administered to a pregnant woman, because it contains a genotoxic compound (the microtubule inhibitor, MMAF) and it targets actively dividing cells [see Clinical Pharmacology (12.1), Nonclinical Toxicology (13.1)]. Human immunoglobulin G (IgG) is known to cross the placenta; therefore, belantamab mafodotin‑blmf has the potential to be transmitted from the mother to the developing fetus. There are no available data on the use of BLENREP in pregnant women to evaluate for drug‑associated risk. No animal reproduction studies were conducted with BLENREP. Advise pregnant women of the potential risk to a fetus.

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.

Data

Animal Data: Animal reproductive or developmental toxicity studies were not conducted with belantamab mafodotin‑blmf. The cytotoxic component of BLENREP, mcMMAF, disrupts microtubule function, is genotoxic, and can be toxic to rapidly dividing cells, suggesting it has the potential to cause embryo‑fetal toxicity.

[bookmark: _Toc461011694][bookmark: _Toc211855732]8.2	Lactation 

[bookmark: _Toc156109963][bookmark: _Toc157906099]Risk Summary

There are no data on the presence of belantamab mafodotin‑blmf in human milk or the effects on the breastfed child or milk production. Because of the potential for serious adverse reactions in the breastfed child, advise women not to breastfeed during treatment with BLENREP and for 3 months after the last dose.

[bookmark: _Toc461011695][bookmark: _Toc211855733][bookmark: _ONS_ISSUE_954d330ba11645ba859d241916d3f]8.3	Females and Males of Reproductive Potential 

[bookmark: _Toc156109964][bookmark: _Toc157906100][bookmark: _ONS_ISSUE_e5d7678f046144e8a1699f0a6bd53]BLENREP can cause fetal harm when administered to pregnant women [see Use in Specific Populations (8.1)].

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating BLENREP.

Contraception

[bookmark: _ONS_ISSUE_8144e87f05664113aef8cc4c212d5]Females: Advise females of reproductive potential to use effective contraception during BLENREP treatment and for 4 months after the last dose.

[bookmark: _ONS_ISSUE_51c97089df4b4330b7432c27e8a27]Males: Because of the potential for genotoxicity, advise males with female partners of reproductive potential to use effective contraception during treatment with BLENREP and for 6 months after the last dose [see Nonclinical Toxicology (13.1)].

Infertility

[bookmark: _ONS_ISSUE_2e175b308a4e44718d27a76d28f4f]Based on findings in animal studies, BLENREP may impair fertility in females and males. The effects were not reversible in male rats but were reversible in female rats [see Nonclinical Toxicology (13.1)].

[bookmark: _Toc461011696][bookmark: _Toc211855734]8.4	Pediatric Use 

[bookmark: _Toc156109965][bookmark: _Toc157906101]The safety and effectiveness of BLENREP in pediatric patients have not been established.

[bookmark: _Toc461011697][bookmark: _Toc211855735]8.5	Geriatric Use 

[bookmark: _Toc157906102]Of 242 patients who received BLENREP in DREAMM-7, 121 patients (50%) were aged 65 years or older and 37 patients (15%) were 75 years or older. No overall differences in the safety of BLENREP were observed between patients 65 years of age and older and younger adult patients.

Of the 108 patients who received BLENREP and were evaluated for efficacy in the DREAMM-7 study, there was an insufficient number of older adult patients to determine if the effectiveness in patients 65 years of age and older is different than in younger adult patients.

[bookmark: _Toc211855736][bookmark: _Toc157906103][bookmark: _Toc461011699]8.6	Hepatic Impairment 

[bookmark: _ONS_ISSUE_867fe0356aca410686c17c48e3322][bookmark: _ONS_ISSUE_ac262d6f30024bc5add10d1096a0e]No dose adjustment is recommended for patients with mild hepatic impairment (total bilirubin > upper limit of normal [ULN] to ≤1.5 × ULN and any aspartate aminotransferase [AST] or total bilirubin ≤ULN with AST >ULN).

[bookmark: _ONS_ISSUE_57e3568efaab41c49b3e6e2b7ce89]The recommended dose of BLENREP has not been established in patients with moderate or severe hepatic impairment [see Clinical Pharmacology (12.3)].

[bookmark: _Toc157906104][bookmark: _Toc461011700][bookmark: _Toc211855737]11	DESCRIPTION 

[bookmark: _Toc157906105]Belantamab mafodotin‑blmf is a B‑cell maturation antigen (BCMA)‑directed antibody and microtubule inhibitor conjugate. Belantamab mafodotin‑blmf is an antibody conjugate composed of 3 components: 1) afucosylated, humanized immunoglobulin G1 monoclonal antibody covalently linked to 2) the microtubule inhibitor mcMMAF via 3) a protease‑resistant maleimidocaproyl linker.

The antibody is produced in a mammalian cell line (Chinese Hamster Ovary) using recombinant DNA technology and the microtubule inhibitor and linker are produced by chemical synthesis. Approximately 4 molecules of mafodotin are attached to each antibody molecule. The molecular weight of belantamab mafodotin‑blmf is approximately 152 kDa. Belantamab mafodotin‑blmf has the following structure:

[image: ]

[bookmark: _ONS_ISSUE_c4bc8b2cb2f44ad9a3ae59b7a9c30]BLENREP (belantamab mafodotin‑blmf) for injection is a sterile, preservative‑free, white to yellow, lyophilized powder in a single‑dose vial for reconstitution and further dilution prior to intravenous use. BLENREP is supplied as 70 mg per vial and requires reconstitution with 1.4 mL of Sterile Water for Injection, USP, to obtain a concentration of 50 mg/mL. Each mL of reconstituted solution contains belantamab mafodotin‑blmf (50 mg) and the inactive ingredients, citric acid monohydrate (0.46 mg), edetate disodium (0.017 mg), polysorbate 80 (0.2 mg), sodium citrate (5.88 mg), and trehalose (68.4 mg). The pH of the reconstituted solution is 6.2.

[bookmark: _Toc461011701][bookmark: _Toc211855738]12	CLINICAL PHARMACOLOGY 

[bookmark: _Toc157906106][bookmark: _Toc461011702][bookmark: _Toc211855739][bookmark: _Hlk36742519]12.1	Mechanism of Action 

[bookmark: _Hlk22282659][bookmark: _Toc157906107][bookmark: _Toc461011703]Belantamab mafodotin‑blmf is an antibody‑drug conjugate (ADC). The antibody component is an afucosylated IgG1 directed against BCMA, a protein expressed on normal B lymphocytes and multiple myeloma cells. The small molecule component is mcMMAF, a microtubule inhibitor. Upon binding to BCMA, belantamab mafodotin‑blmf is internalized followed by release of the cytotoxic agent (cys‑mcMMAF) via proteolytic cleavage. The released cys‑mcMMAF intracellularly disrupts the microtubule network, leading to cell cycle arrest and apoptosis.

[bookmark: _Hlk24385325]Belantamab mafodotin‑blmf had antitumor activity in multiple myeloma cells and mediated killing of tumor cells through cys‑mcMMAF‑induced apoptosis, as well as by tumor cell lysis through antibody‑dependent cellular cytotoxicity and antibody‑dependent cellular phagocytosis.

[bookmark: _Toc211855740]12.2	Pharmacodynamics 

[bookmark: _Hlk19696955]Exposure‑Response Relationships

[bookmark: _ONS_ISSUE_b1f4d0627e884e86adede42e1d8c5][bookmark: _ONS_ISSUE_ef927915bc4144c287af0e235a1e6][bookmark: _ONS_ISSUE_c505dba9c9aa474f8f89785757406][bookmark: _ONS_ISSUE_f08f2905b82c481c9ab119b4dca85][bookmark: _ONS_ISSUE_6d471718fa4442d3a9ada291abfee][bookmark: _ONS_ISSUE_e2203afcf097486db2fbe76dae882]When BLENREP was used in combination with Vd, higher belantamab mafodotin‑blmf Cycle 1 exposure was associated with a higher incidence of some safety adverse reactions (e.g., Grade ≥2 corneal exam findings).

Cardiac Electrophysiology

Belantamab mafodotin‑blmf had no meaningful QTc prolongation (>10 ms) at the recommended dosage.

[bookmark: _Toc157906108][bookmark: _Toc461011704][bookmark: _Toc211855741]12.3	Pharmacokinetics 

[bookmark: _Toc157906109]Belantamab mafodotin‑blmf exhibited dose‑proportional pharmacokinetics, with a gradual decrease in clearance over time. After a planned infusion duration of 30 minutes, maximum belantamab mafodotin‑blmf plasma concentrations occurred at or shortly after the end of the infusion. Accumulation of belantamab mafodotin‑blmf was minimal to moderate for the ADC (Cycle 3 to Cycle 1 ratio was 1.13 for Cmax and 1.58 for AUC) as observed with a dosing regimen of every 3 weeks.

Table 7 describes the pharmacokinetics of belantamab mafodotin‑blmf for the 2.5 mg/kg dose on Cycle 1 at the end of the first 3‑week intervals.

Table 7. Summary of Pharmacokinetic Parametersa 

		[bookmark: _ONS_ISSUE_df035c50f8cd4db18c49f72add6e2]

		AUCb

		Cmax

		Ctau



		ADC

(%)

		3,950 mcg•h/mL

(30.6)

		43.7 mcg/mL

(22.1)

		2.03 mcg/mL

(62.5)



		cys‑mcMMAF

(%)

		94.2 ng•h/mL

(42.3)

		0.976 ng/mL

(45.3)

		–





ADC = antibody drug conjugate; AUC = area under the curve; Cmax = maximum plasma concentration; Ctau = concentration at the end of a dosing interval.

[bookmark: _ONS_ISSUE_aa4e8a580bae4a9a927433a819303]a	Data presented as geometric mean (CV%).

b	AUC for ADC is AUC(0‑21days) and for cys-mcMMAF is AUC(0‑7days).

Distribution

[bookmark: _ONS_ISSUE_0ef08ca680704a2996219a0267c79][bookmark: _Hlk535418858][bookmark: _ONS_ISSUE_f6f7b91661294a52b34847f625cf9]In vitro, cys‑mcMMAF exhibited low protein binding (70% unbound at a concentration of 5 ng/mL) in human plasma.

The geometric mean (CV%) steady‑state volume of distribution of belantamab mafodotin‑blmf was 10.8 L (22.2%).

Elimination

The geometric mean (CV%) belantamab mafodotin‑blmf (ADC) initial systemic clearance (CL) was 0.901 L/day (40%), and the elimination half‑life was 13 days (26%). Following treatment, steady‑state CL was 0.605 L/day (43%) or approximately 33% lower than initial systemic CL with an elimination half‑life of 17 days (31%).

The fraction of intact cys‑mcMMAF excreted in urine was approximately 18% of the dose in Cycle 1, with no evidence of other mcMMAF‑related metabolites.

[bookmark: _ONS_ISSUE_c669f5b56c1948bca2fb8a2192c2b]Metabolism: The monoclonal antibody portion of belantamab mafodotin‑blmf is expected to undergo proteolysis to small peptides and individual amino acids by ubiquitous proteolytic enzymes. Cys‑mcMMAF had limited metabolic clearance in human hepatic S9 fraction incubation studies.

Specific Populations

[bookmark: _ONS_ISSUE_f412f9c772d242eb8c94e9c84cccd]No clinically significant differences in the pharmacokinetics of belantamab mafodotin‑blmf were observed based on age (32 to 89 years), sex, race (White vs. Black vs. Asian), body weight (37 to 170 kg), mild to severe renal impairment and kidney failure (eGFR <30 mL/min), or mild hepatic impairment (total bilirubin >ULN to ≤1.5 × ULN and any AST or total bilirubin ≤ULN with AST >ULN).

The effects of moderate (total bilirubin >1.5 × ULN to ≤3 × ULN and any AST) or severe hepatic impairment (total bilirubin >3 × ULN and any AST) on the pharmacokinetics of belantamab mafodotin‑blmf are unknown.

In Vitro Studies:

	Cytochrome P450 (CYP) Enzymes: Cys-mcMMAF is not an inhibitor, an inducer, or a sensitive substrate of cytochrome P450 enzymes.

	Transporter Systems: Cys‑mcMMAF is a substrate of organic anion transporting polypeptide (OATP)1B1 and OATP1B3, multidrug resistance‑associated protein (MRP)1, MRP2, and MRP3, bile salt export pump (BSEP), and a possible substrate of P‑glycoprotein (P‑gp).

[bookmark: _Toc211855742][bookmark: _Hlk173165578]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 (ADAs) in other studies, including those of BLENREP or of other belantamab mafodotin‑blmf products.

In the combination therapy studies, 3% of patients (15/515) tested positive for treatment‑emergent belantamab mafodotin‑blmf ADAs. Among the 15 patients who tested positive for ADAs, 2 patients tested positive for neutralizing anti‑belantamab mafodotin‑blmf antibodies.

[bookmark: _Toc157906110][bookmark: _Toc461011706][bookmark: _Toc211855743][bookmark: _Hlk20823768]13	NONCLINICAL TOXICOLOGY 

[bookmark: _Toc157906111][bookmark: _Toc461011707][bookmark: _Toc211855744]13.1	Carcinogenesis, Mutagenesis, Impairment of Fertility 

[bookmark: _Hlk22282695][bookmark: _Toc157906112]Carcinogenicity studies have not been conducted with belantamab mafodotin‑blmf.

Belantamab mafodotin‑blmf was genotoxic in an in vitro micronucleus assay in human lymphocytes through an aneugenic mechanism. These results are consistent with the pharmacological effect of MMAF binding to tubulin causing microtubule depolymerization resulting in spindle disorganization during cell division. Cys‑mcMMAF was not mutagenic in the bacterial reverse mutation assay (Ames test), the L5178Y mouse lymphoma forward mutation assay, or the in vivo rat bone marrow micronucleus assay.

[bookmark: _Hlk22719742]Fertility studies have not been conducted with belantamab mafodotin‑blmf. Results of repeat‑dose toxicity studies with intravenous administration of belantamab mafodotin‑blmf in rats indicate the potential for impaired male and female reproductive function and fertility. In rats, weekly dosing for 3 weeks at doses ≥10 mg/kg (approximately 5 times the exposure at the maximum recommended human dose [MRHD] of 2.5 mg/kg based on AUC) resulted in degeneration and atrophy of seminiferous tubules in the testes and luteinized nonovulatory follicles in the ovaries. Findings in females were reversible; findings in the testes were not reversible at the end of the 12‑week recovery period with weekly dosing or when given every 3 weeks for 13 weeks at doses ≥10 mg/kg. In male monkeys, the highest dose tested of 10 mg/kg (approximately 5 times the exposure at the MRHD based on AUC) given weekly for 13 weeks resulted in seminiferous tubules degeneration in the testes that was fully reversed following the 12‑week recovery period.

[bookmark: _Toc157906113][bookmark: _Toc461011709][bookmark: _Toc211855745]14	CLINICAL STUDIES 

[bookmark: _Hlk20763151][bookmark: _Hlk20829666][bookmark: _Toc461011711]Relapsed or Refractory Multiple Myeloma in Combination with Bortezomib and Dexamethasone

The efficacy of BLENREP in combination with bortezomib and dexamethasone (BVd) compared with daratumumab, bortezomib, and dexamethasone (DVd) was evaluated in DREAMM‑7 (NCT04246047), an open‑label, randomized, multicenter study in adult patients with relapsed or refractory multiple myeloma. Patients received at least one prior line of therapy and had documented disease progression during or after their most recent line of treatment. Patients who were refractory or intolerant to daratumumab or bortezomib, or with prior exposure to anti‑BCMA therapy were excluded. Patients with existing corneal disease, except for mild punctate keratopathy, were excluded.

Patients were randomized 1:1 to the following treatment arms:

[bookmark: _Hlk44404799][bookmark: _Hlk44404760]BLENREP 2.5 mg/kg (IV) every 3 weeks on Day 1 of each 21‑day cycle. Bortezomib 1.3 mg/m2 (subcutaneously) on Days 1, 4, 8, and 11 and dexamethasone 20 mg (IV or orally) on the day of, and the day after, bortezomib treatment of Cycles 1–8 (21‑day cycles). From Cycle 9 onward, treatment with BLENREP was continued as a single agent.

Daratumumab 16 mg/kg (IV) every week for Cycles 1–3 and every 3 weeks for Cycles 4–8. Bortezomib 1.3 mg/m2 (subcutaneously) on Days 1, 4, 8, and 11 and dexamethasone 20 mg (IV or orally) on the day of, and the day after, bortezomib treatment of Cycles 1–8 (21‑day cycles). From Cycle 9 onward, treatment with daratumumab was continued as a single agent.

The dose level of dexamethasone in each arm was reduced by half in patients aged 75 years or older. Treatment with BLENREP or daratumumab was continued until disease progression or unacceptable toxicity.

Efficacy was established based on progression-free survival (PFS) and overall survival (OS).

A total of 217 patients who received at least two prior lines of therapy, including a proteasome inhibitor and immunomodulatory agent, were evaluated for efficacy: 108 in the BVd arm and 109 in the DVd arm. Baseline demographics and characteristics were similar across arms. The median age was 65 years (range: 39 to 86); 43% were age 65 to 74 years, 11% age 75 years or older; 53% were male; 86% were White, 11% Asian, 2% Black; R-ISS stage at screening was stage I in 37%, stage II in 56%, stage III in 6%; high‑risk cytogenetics (presence of t (11;14), t (14;16) or 17p13del) were present in 29%; extramedullary disease was present in 11%. The median number of prior lines of therapy was 3 (range: 2 to 7); 2% received a prior anti-CD38 monoclonal antibody, and 71% previously received autologous stem cell transplantation. Overall, 19% of patients were refractory to proteasome inhibitors and 59% were refractory to immunomodulatory agents.

Efficacy results are summarized in Table 8 and Figures 1 and 2.

Table 8. Efficacy Results from DREAMM-7

		[bookmark: _ONS_ISSUE_4b3e3c8058964b89a219e1934d654]

		BLENREP +

Bortezomib and Dexamethasone

N = 108

		Daratumumab +

Bortezomib and Dexamethasone

N = 109



		Progression‑Free Survival (PFS)a,b,c

		

		



		Number (%) of patients with event

		42 (39)

		73 (67)



		Median in months (95% CI)d

		31.3 (23.5, NR)

		10.4 (7, 13.4)



		Hazard ratio (95% CI)e

		0.31 (0.21, 0.47)



		Overall Survival (OS)a,f

		

		



		Number (%) of patients with event

		33 (31)

		57 (52)



		Median in months (95% CI)d

		NR (NR, NR)

		35.7 (21.1, NR)



		Hazard ratio (95% CI)e

		0.49 (0.32, 0.76)



		Overall Response Rate (ORR)a,b,c,g, %

(95% CI)

		81.5

(72.9, 88.3)

		56.9

(47, 66.3)



		Stringent complete response (sCR), n (%)

		15 (13.9)

		4 (3.7)



		Complete response (CR), n (%)

		19 (17.6)

		5 (4.6)



		Very good partial response (VGPR), n (%)

		34 (31.5)

		23 (21.1)



		Partial response (PR), n (%)

		20 (18.5)

		30 (27.5)



		Minimal Residual Disease (MRD) Negativity Ratea,b,h, n (%)

		25 (23.1)

		3 (2.8)



		95% CI

		(15.6, 32.2)

		(0.6, 7.8)



		MRD Negativity Rate in Patients with CR or Betterb,h

		

		



		Number of patients with CR or better

		34

		9



		MRD negativity rate, n (%)

		25 (73.5)

		3 (33.3)



		(95% CI)

		(55.6, 87.1)

		(7.5, 70.1)





NR = not reached.

[bookmark: _ONS_ISSUE_c5e731f87bed4bbba3d57e1ee5e57]a	Based on all randomized patients who received at least two prior lines of therapy, including a proteasome inhibitor and immunomodulatory agent.

b	Median follow-up of 27.9 months.

c	Response was based on Independent Review Committee per International Myeloma Working Group criteria.

[bookmark: _ONS_ISSUE_cdbc2c9237c649658d67b6a23711c]d	By Brookmeyer and Crowley method.

[bookmark: _ONS_ISSUE_52a5bf3235bd4297a291013f1027f]e	Based on stratified Cox regression model.

[bookmark: _ONS_ISSUE_c3749202b9f8420b9c66125bfc14e][bookmark: _ONS_ISSUE_f18c9659364c4c07843f0d8863e02]f	Median follow-up of 38.7 months.

[bookmark: _ONS_ISSUE_7cd43022385a474382a1fb252dd03]g	ORR: sCR+CR+VGPR+PR.

[bookmark: _ONS_ISSUE_91d6980847ff4ab49100c9fce534c]h	Assessed by next generation sequencing assay (clonoSEQ) at 10‑5 threshold.

Figure 1. Kaplan‑Meier Curve for Progression‑Free Survival in DREAMM‑7 

[image: A graph of a number of black and white lines

AI-generated content may be incorrect.]

Figure 2. Kaplan‑Meier Curve for Overall Survival in DREAMM‑7 

[image: A graph showing the growth of a stock market

AI-generated content may be incorrect.]

In patients who achieved response, the median time to response was 1.43 months (range: 0.7 to 8.4 months) in the BVd arm and 1.03 months (range: 0.7 to 11.1 months) in the DVd arm.

[bookmark: _Toc211855746][bookmark: _Toc157906115][bookmark: _Toc461011713]15	REFERENCES 

[bookmark: _ONS_ISSUE_0579128ff4e541cba1eb4bbf8c222]“OSHA Hazardous Drugs.” OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html.

[bookmark: _Toc211855747]16	HOW SUPPLIED/STORAGE AND HANDLING 

[bookmark: _Toc157906116]BLENREP (belantamab mafodotin‑blmf) for injection is a sterile, preservative‑free, white to yellow lyophilized powder for reconstitution and further dilution prior to intravenous use.

BLENREP is supplied in a carton containing one 70 mg single‑dose vial with a rubber stopper (not made with natural rubber latex) and aluminum overseal with removable cap (NDC 0173‑0913‑01).

[bookmark: _Hlk20840322]Store vials refrigerated at 36ºF to 46ºF (2ºC to 8ºC).

BLENREP is a hazardous drug. Follow applicable special handling and disposal procedures.1

[bookmark: _Toc461011714][bookmark: _Toc211855748]17	PATIENT COUNSELING INFORMATION 

[bookmark: _Toc157906117][bookmark: _Toc127839306]Advise the patient to read the FDA‑approved patient labeling (Medication Guide).

Ocular Toxicity

[bookmark: _ONS_ISSUE_ed3c175b90f749f59ea14f4dd0856]Advise patients that ocular toxicity may occur during treatment with BLENREP [see Warnings and Precautions (5.1)].

[bookmark: _ONS_ISSUE_d3af12813dcf4a89b9c7cb372b155]Advise patients to promptly tell their healthcare provider if they notice any new or worsening eye symptoms [see Dosage and Administration (2.1), Warnings and Precautions (5.1)].

[bookmark: _ONS_ISSUE_29689bdf67bb4f38805679b60ba7d]Advise patients that they will be sent to an eye care professional to obtain ophthalmic exams before starting BLENREP, before each dose, promptly for any new or worsening eye symptoms, and as clinically indicated [see Dosage and Administration (2.1), Warnings and Precautions (5.1)].

[bookmark: _ONS_ISSUE_e3c192f13edf4ac78c7eaf667421a]Advise patients to administer preservative‑free artificial tears at least 4 times per day starting with the first infusion and continuing until the end of treatment and to avoid wearing contact lenses for the duration of therapy. Bandage contact lenses may be used under the direction of an eye care professional [see Dosage and Administration (2.1, 2.3), Warnings and Precautions (5.1)].

[bookmark: _ONS_ISSUE_80625c2a01f3465fa9c3a0cff76d4]Advise patients to use caution when driving or operating machinery as BLENREP may adversely affect their vision [see Warnings and Precautions (5.1)].

BLENREP REMS

[bookmark: _ONS_ISSUE_c5087d7710534976a2c52e405076d]Advise patients that because of the risk of ocular toxicity, BLENREP is available only through a restricted program called the BLENREP REMS [see Warnings and Precautions (5.2)].

[bookmark: _ONS_ISSUE_0dd218c51a2f47bda382380096c20]Patients must receive counseling about the risk of ocular toxicity, enroll in the REMS, and adhere to ongoing monitoring via ophthalmic exams. Patients will be given the BLENREP REMS Patient Guide. This guide describes the risk of ocular toxicity with BLENREP [see Warnings and Precautions (5.2)].

Thrombocytopenia

[bookmark: _ONS_ISSUE_04ebc372bef84793a9b3703aa9c41]Advise patients to inform their healthcare provider if they develop signs or symptoms of bleeding [see Warnings and Precautions (5.3)].

Embryo‑fetal Toxicity

[bookmark: _ONS_ISSUE_7a9d34e9cd024e16a81c7b7f0e6d5]Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential to inform their healthcare provider of a known or suspected pregnancy [see Warnings and Precautions (5.4), Use in Specific Populations (8.1, 8.3)].

[bookmark: _ONS_ISSUE_bd6851b0adfd42a29e4cec3d6a3ea]Advise females of reproductive potential to use effective contraception during treatment with BLENREP and for 4 months after the last dose [see Warnings and Precautions (5.4), Use in Specific Populations (8.3)].

[bookmark: _ONS_ISSUE_5222c28e152648799727d4d13321e]Advise males with female partners of reproductive potential to use effective contraception during treatment with BLENREP and for 6 months after the last dose [see Use in Specific Populations (8.3), Nonclinical Toxicology (13.1)].

Lactation

[bookmark: _ONS_ISSUE_850ca07663b8448faa06d61f09243]Advise women not to breastfeed during treatment with BLENREP and for 3 months after the last dose [see Use in Specific Populations (8.2)].

Infertility

[bookmark: _ONS_ISSUE_ed7a34155cf340fea8a809484a96e]Advise males and females of reproductive potential that BLENREP may impair fertility [see Use in Specific Populations (8.3)].

Pneumonitis

[bookmark: _ONS_ISSUE_0f22269a50a1417b96c605eebab40]Advise patients to immediately report any new or worsening respiratory symptoms to their healthcare provider [see Adverse Reactions (6.1)].

Trademarks are owned by or licensed to the GSK group of companies.
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		[bookmark: _ONS_ISSUE_500a2e0d59a94870a59e5def9a5c9][bookmark: _ONS_ISSUE_f537118cfb704b068ab89f1196408]MEDICATION GUIDE 

BLENREP (BLEN‑REP)

(belantamab mafodotin‑blmf)

for injection, for intravenous use



		What is the most important information I should know about BLENREP?

BLENREP can cause serious side effects, including:

Eye problems. Eye problems are common with BLENREP and can also be severe. BLENREP can cause changes to the surface of your eye, which can lead to symptoms of eye problems, including:

		· decreased vision

· blurred vision

· dry eyes

· sensitivity to light

		· feeling like something is in your eyes

· eye irritation

· eye pain





Ulcers on the surface of the eye (corneal ulcers), including with infection, may also happen during treatment with BLENREP.

Tell your healthcare provider right away if you notice any new or worsening eye symptoms or vision changes during treatment with BLENREP.

Your healthcare provider will refer you to an eye care specialist (such as an ophthalmologist or optometrist) to check your eyes before you start treatment, before you receive each dose of BLENREP, and as needed for any new or worsening eye problems. It is important that you:

Keep all of your eye care appointments because some changes can happen without symptoms and may only be seen on an eye exam.

Use preservative‑free artificial tears at least 4 times per day starting with your first infusion and continuing until the end of treatment with BLENREP.

Avoid wearing contact lenses during treatment with BLENREP unless directed by your eye care specialist.

Use caution when driving or operating machinery because BLENREP may cause changes to your vision.

Because of the risk of eye problems, BLENREP is available only through a restricted program called the BLENREP Risk Evaluation and Mitigation Strategy (REMS). Your healthcare provider will give you the BLENREP REMS Patient Guide, which describes the risk of eye problems, and will explain the REMS program to you. To receive BLENREP, you must enroll in the REMS program and receive eye exams during treatment. See “What are the possible side effects of BLENREP?” for more information about side effects.



		What is BLENREP?

BLENREP is a prescription medicine used in combination with the medicines bortezomib and dexamethasone to treat adults with multiple myeloma who:

have received at least 2 prior treatments, including a proteasome inhibitor and an immunomodulatory agent, and

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

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



		Before receiving BLENREP, tell your healthcare provider about all of your medical conditions, including if you:

have or had vision or eye problems.

have or had bleeding problems.

are pregnant or plan to become pregnant. BLENREP can harm your unborn baby.

[bookmark: _ONS_ISSUE_3ecb1d67b21747ed823fcd51dbb50]Females who are able to become pregnant:

Your healthcare provider will do a pregnancy test before you start treatment with BLENREP.

Use effective birth control during treatment with BLENREP and for 4 months after the last dose. Talk to your healthcare provider about birth control methods you can use during this time.

Tell your healthcare provider if you become pregnant or think you may be pregnant during treatment with BLENREP.

[bookmark: _ONS_ISSUE_e3cce3b8072045d686bf63bf9c6a1]Males with female partners who are able to become pregnant:

Use effective birth control during treatment with BLENREP and for 6 months after the last dose.

are breastfeeding or plan to breastfeed. It is not known if BLENREP passes into your breast milk. Do not breastfeed during treatment with BLENREP and for 3 months after the last dose.

Tell your healthcare provider about all the medicines you take, including prescription and over‑the‑counter medicines, vitamins, and herbal supplements.



		How will I receive BLENREP?

Your healthcare provider will give you BLENREP as an infusion into your vein over about 30 minutes.

BLENREP is usually given every 3 weeks.

Your healthcare provider will decide how many treatments you will need.

If you miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment.



		What are the possible side effects of BLENREP?

BLENREP can cause serious side effects, including:

See “Eye Problems” in “What is the most important information I should know about BLENREP?”

Decrease in platelets (thrombocytopenia) is common with BLENREP and can also be severe. Platelets are a type of blood cell that help your blood to clot. Your healthcare provider will check your blood cell counts before you start treatment with BLENREP and during treatment as needed. Tell your healthcare provider if you get any bleeding or bruising during treatment with BLENREP.

The most common side effects of BLENREP when given with bortezomib and dexamethasone include:

		· See “Eye problems” in “What is the most important information I should know about BLENREP?”

· upper respiratory tract infection

· liver problems

· diarrhea

		· tiredness

· pneumonia

· cataract

· COVID-19





The most common severe abnormal blood test results during treatment with BLENREP include decreases in platelets, white blood cells, and hemoglobin, and increases in certain liver enzymes.

Tell your healthcare provider right away if you get new or worsening unexplained signs or symptoms of lung problems, including shortness of breath, chest pain, or cough.

Your healthcare provider may decrease your dose, temporarily stop, or completely stop treatment with BLENREP if you get serious side effects.

BLENREP may affect fertility in males and females, which may affect your ability to have children. Talk to your healthcare provider if this is a concern for you.

These are not all of the possible side effects of BLENREP.

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 BLENREP.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your pharmacist or healthcare provider for information about BLENREP that is written for health professionals.



		[bookmark: _ONS_ISSUE_60028a276cc44ac6b336e16456d01]What are the ingredients in BLENREP?

Active Ingredient: belantamab mafodotin‑blmf

Inactive Ingredients: citric acid monohydrate, edetate disodium, polysorbate 80, sodium citrate, and trehalose.

		[bookmark: _ONS_ISSUE_d02c4f7e77a5474ea753c871b4c58][image: ]

Manufactured by:

GlaxoSmithKline LLC

Philadelphia PA, 19104

U.S. License No. 1727
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		For more information, call GlaxoSmithKline (GSK) at 1‑888‑825‑5249.

Trademarks are owned by or licensed to the GSK group of companies.





This Medication Guide has been approved by the U.S. Food and Drug Administration.							Revised: 10/2025
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