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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

BREYANZI® (lisocabtagene maraleucel) suspension for intravenous
infusion
Initial U.S. Approval: 2021

WARNING: CYTOKINE RELEASE SYNDROME and
NEUROLOGIC TOXICITIES
See full prescribing information for complete boxed warning.

e Cytokine Release Syndrome (CRS), including fatal or life-
threatening reactions, occurred in patients receiving BREYANZI.
Do not administer BREYANZI to patients with active infection or
inflammatory disorders. Treat severe or life-threatening CRS with
tocilizumab with or without corticosteroids (2.2, 2.3, 5.1).

e Neurologic toxicities, including fatal or life-threatening reactions,
occurred in patients receiving BREYANZI, including concurrently
with CRS, after CRS resolution, or in the absence of CRS. Monitor
for neurologic events after treatment with BREYANZI. Provide
supportive care and/or corticosteroids as needed (2.2, 2.3, 5.2).

e BREYANTZI is available only through a restricted program under a
Risk Evaluation and Mitigation Strategy (REMS) called the
BREYANZI REMS (5.3).

RECENT MAJOR CHANGES----------—-meem -

Indications and Usage (1), LBCL after one line of therapy 6/2022
Dosage and Administration (2.1) 6/2022
Warnings and Precautions (5.1, 5.2, 5.5, 5.6, 5.9) 6/2022
INDICATIONS AND USAGE------mmmmmemeemmemeeeem

BREYANZI is a CD19-directed genetically modified autologous T cell
immunotherapy indicated for the treatment of adult patients with large B-cell
lymphoma (LBCL), including diffuse large B-cell lymphoma (DLBCL) not
otherwise specified (including DLBCL arising from indolent lymphoma), high-
grade B-cell lymphoma, primary mediastinal large B-cell lymphoma, and
follicular lymphoma grade 3B, who have:
. refractory disease to first-line chemoimmunotherapy or relapse within
12 months of first-line chemoimmunotherapy (1); or
. refractory disease to first-line chemoimmunotherapy or relapse after
first-line chemoimmunotherapy and are not eligible for hematopoietic
stem cell transplantation (HSCT) due to comorbidities or age (1); or
. relapsed or refractory disease after two or more lines of systemic therapy

(D).

Limitations of Use: BREYANZI is not indicated for the treatment of patients
with primary central nervous system lymphoma (1, 14).

-—--—-rrrmee-——-——-DOSAGE AND ADMINISTRATION--------meememeem -

For autologous use only. For intravenous use only.

e Do NOT use a leukodepleting filter (2.2).

e Administer a lymphodepleting regimen of fludarabine and
cyclophosphamide before infusion of BREYANZI (2.2).

e Verify the patient’s identity prior to infusion (2.2).

o Premedicate with acetaminophen and an H; antihistamine (2.2).

e Confirm availability of tocilizumab prior to infusion (2.2, 5.1).

e Dosing of BREYANZI is based on the number of chimeric antigen receptor
(CAR)-positive viable T cells (2.1).

e For LBCL after one line of therapy, the dose is 90 to 110 x 10 CAR-positive
viable T cells (2.1).

e For LBCL after two or more lines of therapy, the dose is 50 to 110 x 10°
CAR-positive viable T cells (2.1).

e Administer BREYANZI in a REMS-certified healthcare facility (2.2, 5.1,
5.2,5.3).

e BREYANZI is a cell suspension for infusion (3).

o A single dose of BREYANZI consists of 1:1 CAR-positive viable T cells of
the CD8 and CD4 components, with each component supplied separately in
one to four single-dose 5 mL vials (3). Each mL contains > 1.5 x 10° to
70 x 10 CAR-positive viable T cells (3).

CONTRAINDICATIONS
None (4).

e Hypersensitivity Reactions: Monitor for hypersensitivity reactions during
infusion (5.4).

e Serious Infections: Monitor patients for signs and symptoms of infection;
treat appropriately (5.5).

e Prolonged Cytopenias: Patients may exhibit Grade 3 or higher cytopenias for
several weeks following BREYANZI infusion. Monitor complete blood
counts (5.6).

e Hypogammaglobulinemia: Monitor and consider immunoglobulin
replacement therapy (5.7).

e Secondary Malignancies: In the event that a secondary malignancy occurs
after treatment with BREYANZI, contact Bristol-Myers Squibb at 1-888-
805-4555 (5.8).

e Effects on Ability to Drive and Use Machines: Advise patients to refrain
from driving and engaging in hazardous occupations or activities, such as
operating heavy or potentially dangerous machinery for at least 8 weeks after
BREYANZI administration (5.9).

ADVERSE REACTIONS
The most common nonlaboratory adverse reactions (incidence > 30%) are
fever, cytokine release syndrome, fatigue, musculoskeletal pain, and nausea.
The most common Grade 3-4 laboratory abnormalities (> 30%) include
lymphocyte count decrease, neutrophil count decrease, platelet count decrease,
and hemoglobin decrease (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
Revised: 7/2022

FULL PRESCRIBING INFORMATION: CONTENTS*
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DESCRIPTION
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12.1 Mechanism of Action

12.2 Pharmacodynamics
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*Sections or subsections omitted from the full prescribing information are not
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FULL PRESCRIBING INFORMATION

WARNING: CYTOKINE RELEASE SYNDROME and NEUROLOGIC TOXICITIES

Cytokine Release Syndrome (CRS), including fatal or life-threatening reactions,
occurred in patients receiving BREYANZI. Do not administer BREYANZI to
patients with active infection or inflammatory disorders. Treat severe or life-
threatening CRS with tocilizumab with or without corticosteroids /see Dosage and
Administration (2.2, 2.3) and Warnings and Precautions (5.1)].

Neurologic toxicities, including fatal or life-threatening reactions, occurred in
patients receiving BREYANZI, including concurrently with CRS, after CRS
resolution, or in the absence of CRS. Monitor for neurologic events after treatment
with BREYANZI. Provide supportive care and/or corticosteroids as needed /[see
Dosage and Administration (2.2, 2.3) and Warnings and Precautions (5.2)].

BREYANZI is available only through a restricted program under a Risk
Evaluation and Mitigation Strategy (REMS) called the BREYANZI REMS [see
Warnings and Precautions (5.3)].

1

INDICATIONS AND USAGE

BREYANZI is a CD19-directed genetically modified autologous T cell immunotherapy indicated
for the treatment of adult patients with large B-cell lymphoma (LBCL), including diffuse large B-
cell lymphoma (DLBCL) not otherwise specified (including DLBCL arising from indolent
lymphoma), high-grade B-cell lymphoma, primary mediastinal large B-cell lymphoma, and
follicular lymphoma grade 3B who have:

refractory disease to first-line chemoimmunotherapy or relapse within 12 months of first-line
chemoimmunotherapy; or

refractory disease to first-line chemoimmunotherapy or relapse after first-line
chemoimmunotherapy and are not eligible for hematopoietic stem cell transplantation
(HSCT) due to comorbidities or age; or

relapsed or refractory disease after two or more lines of systemic therapy.

Limitations of Use: BREYANZI is not indicated for the treatment of patients with primary central

nervous system (CNS) lymphoma [see Clinical Studies (14)].
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2 DOSAGE AND ADMINISTRATION

For autologous use only. For intravenous use only.

21 Dose

See the respective Certificate of Release for Infusion (RFI Certificate) for each component, for the
actual cell counts and volumes to be infused /see Dosage and Administration (2.2) and Dosage
Forms and Strengths (3)].

Relapsed or Refractory LBCL After One Line of Therapy

A single dose of BREYANZI contains 90 to 110 x 10° CAR-positive viable T cells (consisting of
1:1 CAR-positive viable T cells of the CD8 and CD4 components), with each component supplied
separately in one to four single-dose vials.

Relapsed or Refractory LBCL After Two or More Lines of Therapy

A single dose of BREYANZI contains 50 to 110 x 10° CAR-positive viable T cells (consisting of
1:1 CAR-positive viable T cells of the CD8 and CD4 components), with each component supplied
separately in one to four single-dose vials.

2.2 Administration

BREYANZI is for autologous use only. The patient’s identity must match the patient identifiers
on the BREY ANZI cartons, vials and syringe labels. Do not infuse BREY ANZI if the information
on the patient-specific labels does not match the intended patient.

Preparing the Patient for BREYANZI

Confirm the availability of BREY ANZI before starting lymphodepleting chemotherapy.
Pretreatment

Administer the lymphodepleting chemotherapy regimen before infusion of BREYANZI:
fludarabine 30 mg/m?/day intravenously (IV), and cyclophosphamide 300 mg/m?/day IV for 3
days. See the prescribing information for fludarabine and cyclophosphamide for information on
dose adjustment in renal impairment.

Infuse BREYANZI 2 to 7 days after completion of lymphodepleting chemotherapy.

Delay the infusion of BREYANZI if the patient has unresolved serious adverse events from
preceding chemotherapies, active uncontrolled infection, or active graft-versus-host disease
(GVHD).

Premedication

To minimize the risk of infusion reactions, premedicate the patient with acetaminophen (650 mg
orally) and diphenhydramine (25-50 mg, IV or orally), or another HI-antihistamine,
30 to 60 minutes prior to treatment with BREYANZI.

Avoid prophylactic use of systemic corticosteroids, as they may interfere with the activity of
BREYANZI.
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Receipt of BREYANZI

e BREYANZI is shipped directly to the cell-associated lab or clinical pharmacy
associated with the infusion center in the vapor phase of a liquid nitrogen shipper.

e Confirm the patient’s identity with the patient identifiers on the shipper.

e If the patient is not expected to be ready for administration before the shipper expires
and the infusion site is qualified for onsite storage, transfer BREY ANZI to onsite vapor
phase of liquid nitrogen storage prior to preparation.

e If the patient is not expected to be ready for administration before the shipper expires
and the infusion site is not qualified for onsite storage, contact Bristol-Myers Squibb at
1-888-805-4555 to arrange for return shipment.

Preparing BREYANZI

Before thawing the vials

Confirm the patient’s identity with the patient identifiers on the RFI Certificate.

Read the RFI Certificate (affixed inside the shipper) for information on the number of syringes
you will need to administer the CD8 and CD4 components (syringe labels are provided with
the RFI Certificate). There is a separate RFI Certificate for each cell component.

Confirm tocilizumab and emergency equipment are available prior to infusion and during the
recovery period.

Confirm the infusion time in advance and adjust the start time of BREYANZI thaw such that
it will be available for infusion when the patient is ready.

Thawing the vials

1.

Confirm the patient’s identity with the patient identifiers on the outer carton and on the syringe
labels.

Once the vials of CAR-positive viable T cells (CD8 component and CD4 component) are
removed from frozen storage, the thaw must be carried to completion and the cells
administered within 2 hours.

Remove the CD8 component carton and CD4 component carton from the outer carton.
Confirm the patient’s identity with the patient identifiers on the inner carton.

Open each inner carton and visually inspect the vial(s) for damage. If the vials are damaged,
contact Bristol-Myers Squibb at 1-888-805-4555.

Confirm the patient’s identity with the patient identifiers on the vials.

Carefully remove the vials from the cartons, place vials on a protective barrier pad, and thaw

at room temperature until there is no visible ice in the vials. Thaw all of the vials at the same
time. Keep the CD8 and CD4 components separate.

Dose preparation

Prepare BREY ANZI using sterile technique.

Based on the concentration of CAR-positive viable T cells for each component, more than one
vial of each of the CD8 and CD4 components may be required to complete a dose. A separate
syringe should be prepared for each CD8 or CD4 component vial received.
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Note: The volume to be drawn up and infused may differ for each component as indicated on
the RFI Certificate. Do NOT draw up excess volume into the syringe.

e [Each vial contains 5 mL with a total extractable volume of 4.6 mL of CD8 or CD4 component
T cells. The RFI Certificate for each component indicates the volume (mL) of cells to be drawn
up into each syringe. Use the smallest Luer-lock tip syringe necessary (1, 3, or 5 mL) to draw
up the specified volume from each vial. A 5 mL syringe should not be used for volumes less
than 3 mL.

7. Prepare the syringe(s) of the CD8 component first. Affix the CD8 syringe labels to the
syringe(s) prior to pulling the required volume into the syringe(s).
Note: It is important to confirm that the volume drawn up for each component matches the
volume specified in the respective RFI Certificate. Do NOT draw up excess volume into the
syringe.

Withdrawal of the required volume of cells from each vial into a separate syringe should be carried

out using the following instructions:

8. Hold the thawed vial(s) upright and gently invert the vial(s) 5 times to mix the cell product. If
any clumping is apparent, continue to invert the vial(s) until clumps have dispersed and cells
appear to be evenly resuspended.

9. Visually inspect the thawed vial(s) for damage or leaks. Do not use if the vial is damaged or if
the clumps do not disperse; contact Bristol-Myers Squibb at 1-888-805-4555. The liquid in the
vials should be slightly opaque to opaque, colorless to yellow or brownish-yellow.

10. Remove the polyaluminum cover (if present) from the bottom of the vial and swab the septum
with an alcohol wipe. Allow to air dry before proceeding.

NOTE: The absence of the polyaluminum cover does not impact the sterility of the vial.
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11. Keeping the vial(s) upright, cut the seal on the tubing line on the top of the vial immediately
above the filter to open the air vent on the vial.

NOTE: Be careful to select the correct tubing line with the filter. Cut ONLY the tubing with
a filter.

CUT HERE

. Filter

12. Hold a 20-gauge, 1-1 'z inch needle, with the opening of the needle tip away from the retrieval
port septum.

a. Insert the needle into the septum at a 45°- 60° angle to puncture the retrieval port septum.
b. Increase the angle of the needle gradually as the needle enters the vial.
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13.

14.

15.
16.
17.
18.

WITHOUT drawing air into the syringe, slowly withdraw the target volume (as specified in
the RFI Certificate). Carefully inspect the syringe for signs of debris prior to proceeding. If
there is debris, contact Bristol-Myers Squibb at 1-888-805-4555.

Verify that the volume of CD8/CD4 component matches the volume specified for the relevant
component in the RFI Certificate.

Once the volume is verified, remove the syringe/needle from the vial, carefully detach the
needle from the syringe and cap the syringe.

Continue to keep the vial horizontal and return it to the carton to avoid leaking from the vial.
Dispose of any unused portion of BREYANZI (according to local biosafety guidelines).
Repeat the process steps 7-16 for the CD4 Component.

Transport the labeled CD8 and CD4 syringes to the bedside by placing with protective barrier
pad inside an insulated room temperature container.

BREYANZI Administration

Do NOT use a leukodepleting filter.

Ensure tocilizumab and emergency equipment are available prior to infusion and during the
recovery period.

Confirm the patient’s identity matches the patient identifiers on the syringe label.

Once BREYANZI has been drawn into syringes, proceed with administration as soon as
possible. The total time from removal from frozen storage to patient administration should not
exceed 2 hours as indicated by the time entered on the syringe label.

. Use intravenous normal saline to flush all the infusion tubing prior to and after each CDS or

CD4 component administration.

Administer the entire volume of the CD8 component intravenously at an infusion rate of
approximately 0.5 mL/minute, using the closest port or Y-arm.
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NOTE: The time for infusion will vary but will usually be less than 15 minutes for each
component.

3. If more than one syringe is required for a full cell dose of the CD8 component, administer the
volume in each syringe consecutively without any time between administering the contents of
the syringes (unless there is a clinical reason (e.g., infusion reaction) to hold the dose).

4. After the CD8 component has been administered, flush the tubing with normal saline, using
enough volume to clear the tubing and the length of the IV catheter.

5. Administer the CD4 component second, immediately after administration of the CD8
component is complete, using steps 1-4, as described for the CD8 component. Following
administration of the CD4 component, flush the tubing with normal saline, using enough
volume to clear the tubing and the length of the IV catheter.

BREYANZI contains human blood cells that are genetically modified with
replication-incompetent, self-inactivating lentiviral vector. Follow universal precautions and local
biosafety guidelines applicable for the handling and disposal, to avoid potential transmission of
infectious diseases.

Monitoring
e Administer BREYANZI at a REMS-certified healthcare facility.

e Monitor patients daily for at least 7 days following BREY ANZI infusion at a REMS-certified
healthcare facility for signs and symptoms of CRS and neurologic toxicities.

e Instruct patients to remain within proximity of the certified healthcare facility for at least
4 weeks following infusion.

e Instruct patients to refrain from driving or hazardous activities for at least 8 weeks following
infusion.

23 Management of Severe Adverse Reactions

Cytokine Release Syndrome

Identify cytokine release syndrome (CRS) based on clinical presentation [see Warnings and
Precautions (5.1)]. Evaluate for and treat other causes of fever, hypoxia, and hypotension. If CRS
is suspected, manage according to the recommendations in Table 1. Patients who experience Grade
2 or higher CRS (e.g., hypotension not responsive to fluids, or hypoxia requiring supplemental
oxygenation) should be monitored with continuous cardiac telemetry and pulse oximetry. For
patients experiencing severe CRS, consider performing an echocardiogram to assess cardiac
function. For severe or life-threatening CRS, consider intensive-care supportive therapy.

If concurrent neurologic toxicity is suspected during CRS, administer:

e Corticosteroids according to the more aggressive intervention based on the CRS and
neurologic toxicity grades in Tables 1 and 2
e Tocilizumab according to the CRS grade in Table 1

e Antiseizure medication according to the neurologic toxicity in Table 2
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Table 1:

CRS Grading and Management Guidance

CRS Grade?* Tocilizumab Corticosteroids®

Grade 1 If less than 72 hours after If less than 72 hours after

Fever infusion, consider infusion, consider
tocilizumab 8 mg/kg IV dexamethasone 10 mg IV
over 1 hour (not to exceed every 24 hours.
800 mg). If 72 hours or more after
If 72 hours or more after infusion, treat
infusion, treat symptomatically.
symptomatically.

Grade 2 Administer tocilizumab If less than 72 hours after

Symptoms require and respond
to moderate intervention.

Oxygen requirement less than
40% FiOy, or hypotension
responsive to fluids or low dose
of one vasopressor, or Grade 2
organ toxicity.

infusion, administer
dexamethasone 10 mg IV
every 12-24 hours.

8 mg/kg IV over 1 hour (not
to exceed 800 mg).

Repeat tocilizumab every
8 hours as needed if not
responsive to intravenous
fluids or increasing
supplemental oxygen.

If 72 hours or more after
infusion, consider
dexamethasone 10 mg IV
every 12-24 hours.

Limit to a maximum of 3
doses in a 24-hour period;
maximum total of 4 doses.

If no improvement within 24 hours or rapid progression,
repeat tocilizumab and escalate dose and frequency of
dexamethasone (10-20 mg IV every 6 to 12 hours).

If no improvement or continued rapid progression,
maximize dexamethasone, switch to high-dose
methylprednisolone 2 mg/kg if needed. After 2 doses of
tocilizumab, consider alternative immunosuppressants. Do
not exceed 3 doses tocilizumab in 24 hours, or 4 doses in
total.

Grade 3

Symptoms require and respond
to aggressive intervention.

Oxygen requirement greater than
or equal to 40% FiO, or
hypotension requiring high-dose
or multiple vasopressors, or
Grade 3 organ toxicity, or Grade
4 transaminitis.

Per Grade 2. Administer dexamethasone

10 mg IV every 12 hours.

If no improvement within 24 hours or rapid progression of
CRS, repeat tocilizumab and escalate dose and frequency
of dexamethasone (10-20 mg IV every 6 to 12 hours).

If no improvement or continued rapid progression,
maximize dexamethasone, switch to high-dose
methylprednisolone 2 mg/kg if needed. After 2 doses of
tocilizumab, consider alternative immunosuppressants. Do
not exceed 3 doses tocilizumab in 24 hours, or 4 doses in
total.
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Approved v1.0




Table 1: CRS Grading and Management Guidance

CRS Grade? Tocilizumab Corticosteroids®
Grade 4 Per Grade 2. Administer dexamethasone
Life-threatening symptoms 20 mg IV every 6 hours.
Requirements for ventilator If no improvement within 24 hours or rapid progression of
support or continuous CRS, escalate tocilizumab and corticosteroid use. If no
veno-venous hemodialysis improvement or continued rapid progression, maximize
(CVVHD) or Grade 4 organ dexamethasone, switch to high-dose methylprednisolone
toxicity (excluding 2 mg/kg if needed. After 2 doses of tocilizumab, consider
transaminitis). alternative immunosuppressants. Do not exceed 3 doses

tocilizumab in 24 hours, or 4 doses in total.

* Lee criteria for grading CRS (Lee et al, 2014).

b If corticosteroids are initiated, continue corticosteroids for at least 3 doses or until complete resolution of symptoms,
and consider corticosteroid taper.

Neurologic Toxicity

Monitor patients for signs and symptoms of neurologic toxicities (Table 2). Rule out other causes
of neurologic symptoms. Provide intensive care supportive therapy for severe or life-threatening
neurologic toxicities. If neurologic toxicity is suspected, manage according to the
recommendations in Table 2.

If concurrent CRS is suspected during neurologic toxicity, administer:

e Corticosteroids according to the more aggressive intervention based on the CRS and
neurologic toxicity grades in Tables 1 and 2
e Tocilizumab according to the CRS grade in Table 1

e Antiseizure medication according to the neurologic toxicity in Table 2

Table 2: Neurologic Toxicity (NT) Grading and Management Guidance

NT Grade?® Corticosteroids and Antiseizure Medication

Grade 1 Start non-sedating, antiseizure medicines (e.g., levetiracetam) for seizure
prophylaxis.

If 72 hours or more after infusion, observe.

If less than 72 hours after infusion, consider dexamethasone 10 mg IV every
12 to 24 hours for 2 to 3 days.
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Table 2: Neurologic Toxicity (NT) Grading and Management Guidance

NT Grade? Corticosteroids and Antiseizure Medication
Grade 2 Start non-sedating, antiseizure medicines (e.g., levetiracetam) for seizure
prophylaxis.

Dexamethasone 10 mg IV every 12 hours for 2-3 days, or longer for
persistent symptoms. Consider taper for a total steroid exposure of greater
than 3 days.

If no improvement after 24 hours or worsening of neurologic toxicity,
increase the dose and/or frequency of dexamethasone up to a maximum of
20 mg IV every 6 hours.

If no improvement after another 24 hours, rapidly progressing symptoms, or
life-threatening complications arise, give methylprednisolone (2 mg/kg
loading dose, followed by 2 mg/kg divided 4 times a day; taper within 7
days).

Grade 3 Start non-sedating, antiseizure medicines (e.g., levetiracetam) for seizure
prophylaxis.

Dexamethasone 10 to 20 mg IV every 8 to 12 hours. Steroids are not
recommended for isolated Grade 3 headaches.

If no improvement after 24 hours or worsening of neurologic toxicity,
escalate to methylprednisolone (dose and frequency as per Grade 2).

If cerebral edema is suspected, consider hyperventilation and hyperosmolar
therapy. Give high-dose methylprednisolone (1-2 g, repeat every 24 hours if
needed; taper as clinically indicated) and cyclophosphamide 1.5 g/m?.

Grade 4 Start non-sedating, antiseizure medicines (e.g., levetiracetam) for seizure
prophylaxis.
Dexamethasone 20 mg IV every 6 hours.

If no improvement after 24 hours or worsening of neurologic toxicity,
escalate to methylprednisolone (dose and frequency as per Grade 2).

If cerebral edema is suspected, consider hyperventilation and hyperosmolar
therapy. Give high-dose methylprednisolone (1-2 g, repeat every 24 hours if
needed; taper as clinically indicated), and cyclophosphamide 1.5 g/m?.

* NCI CTCAE criteria for grading neurologic toxicities, version 4.03.
3 DOSAGE FORMS AND STRENGTHS
BREYANZI is a cell suspension for infusion.

A single dose of BREYANZI contains CAR-positive viable T cells that consist of CD8 and CD4
components, with each component supplied separately in single-dose vials [see Dosage and
Administration (2.1)].

More than one vial of each of the CD8 component and/or CD4 component may be needed to
achieve the dose of BREYANZI.
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Each vial contains between 6.9 x 10° and 322 x 10° CAR-positive viable T cells in 4.6 mL cell
suspension (between 1.5 x 10° and 70 x 10° CAR-positive viable T cells/mL).

The infusion volume is calculated based on the concentration of cryopreserved drug product
CAR-positive viable T cells. The volume may differ for each component infused. See the RFI
Certificate for details [see How Supplied/Storage and Handling (16)].

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Cytokine Release Syndrome

Cytokine release syndrome (CRS), including fatal or life-threatening reactions, occurred following
treatment with BREYANZI. Among patients receiving BREYANZI for LBCL (N=418), CRS
occur in 46% (190/418), including > Grade 3 CRS (Lee grading system') in 3.1% of patients.

In patients receiving BREYANZI after two or more lines of therapy for LBCL, CRS occurred in
46% (122/268), including > Grade 3 CRS in 4.1% of patients. One patient had fatal CRS and 2
had ongoing CRS at time of death. The median time to onset was 5 days (range: 1 to 15 days).
CRS resolved in 98% with a median duration of 5 days (range: 1 to 17 days).

In patients receiving BREYANZI after one line of therapy for LBCL, CRS occurred in 45%
(68/150), including Grade 3 CRS in 1.3% of patients. The median time to onset was 4 days (range:
1 to 63 days). CRS resolved in all patients with a median duration of 4 days (range: 1 to 16 days).

The most common manifestations of CRS (> 10%) included fever (94%), hypotension (42%),
tachycardia (28%), chills (23%), hypoxia (16%), and headache (12%) [see Adverse Reactions

(6.1)].

Serious events that may be associated with CRS include cardiac arrhythmias (including atrial
fibrillation and ventricular tachycardia), cardiac arrest, cardiac failure, diffuse alveolar damage,
renal insufficiency, capillary leak syndrome, hypotension, hypoxia, and hemophagocytic
lymphohistiocytosis/macrophage activation syndrome (HLH/MAS) [see Adverse Reactions (6.1)].

Ensure that 2 doses of tocilizumab are available prior to infusion of BREYANZI.

Of the 418 patients who received BREYANZI for LBCL, 23% received tocilizumab and/or a
corticosteroid for CRS, including 10% who received tocilizumab only and 2.2% who received
corticosteroids only.

Monitor patients daily for at least 7 days following BREYANZI infusion at a REMS-certified
healthcare facility for signs and symptoms of CRS. Monitor patients for signs or symptoms of CRS
for at least 4 weeks after infusion. At the first sign of CRS, institute treatment with supportive care,
tocilizumab, or tocilizumab and corticosteroids as indicated [see Dosage and Administration

(2.3)].

Counsel patients to seek immediate medical attention should signs or symptoms of CRS occur at
any time [see Patient Counseling Information (17)].
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5.2 Neurologic Toxicities

Neurologic toxicities that were fatal or life-threatening, including immune effector cell-associated
neurotoxicity syndrome (ICANS), occurred following treatment with BREY ANZI. Serious events
including cerebral edema and seizures occurred with BREYANZI. Fatal and serious cases of
leukoencephalopathy, some attributable to fludarabine, also occurred.

In patients receiving BREYANZI after two or more lines of therapy for LBCL, CAR T cell-
associated neurologic toxicities occurred in 35% (95/268), including > Grade 3 cases in 12% of
patients. Three patients had fatal neurologic toxicity and 7 had ongoing neurologic toxicity at time
of death. The median time to onset of neurotoxicity was 8 days (range: 1 to 46 days). Neurologic
toxicities resolved in 85% with a median duration of 12 days (range: 1 to 87 days).

In patients receiving BREYANZI after one line of therapy for LBCL, CAR T cell-associated
neurologic toxicities occurred in 27% (41/150) of patients, including Grade 3 cases in 7% of
patients. The median time to onset of neurologic toxicity was 8 days (range: 1 to 63 days). The
median duration of neurologic toxicity was 6 days (range: 1 to 119 days).

In all patients combined receiving BREYANZI for LBCL, neurologic toxicities occurred in 33%
(136/418), including > Grade 3 cases in 10% of patients. The median time to onset was 8 days
(range: 1 to 63), with 87% of cases developing by 16 days. Neurologic toxicities resolved in 85%
of patients with a median duration of 11 days (range: 1 to 119 days). Of patients developing
neurotoxicity, 77% (105/136) also developed CRS.

The most common neurologic toxicities (> 5%) included encephalopathy (20%), tremor (13%),
aphasia (8%), headache (6%), dizziness (6%), and delirium (5%).

Monitor patients daily at least for at least 7 days following BREYANZI infusion at a REMS-
certified healthcare facility for signs and symptoms of neurologic toxicities and assess for other
causes of neurological symptoms. Monitor patients for signs or symptoms of neurologic toxicities
for at least 4 weeks after infusion and treat promptly. Manage neurologic toxicity with supportive
care and/or corticosteroid as needed [see Dosage and Administration (2.3)].

Counsel patients to seek immediate medical attention should signs or symptoms of neurologic
toxicity occur at any time /see Patient Counseling Information (17)].

5.3 BREYANZI REMS

Because of the risk of CRS and neurologic toxicities, BREYANZI is available only through a
restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called the
BREYANZI REMS [see Boxed Warning and Warnings and Precautions (5.1, 5.2)]. The required
components of the BREYANZI REMS are:

e Healthcare facilities that dispense and administer BREYANZI must be enrolled and
comply with the REMS requirements.

e Certified healthcare facilities must have on-site, immediate access to tocilizumab.

¢ Ensure that a minimum of 2 doses of tocilizumab are available for each patient for infusion
within 2 hours after BREY ANZI infusion, if needed for treatment of CRS.

e Certified healthcare facilities must ensure that healthcare providers who prescribe,
dispense, or administer BREY ANZI are trained on the management of CRS and neurologic
toxicities.
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Further information is available at www.BreyanziREMS.com, or contact Bristol-Myers Squibb at
1-888-423-5436.

54 Hypersensitivity Reactions

Allergic reactions may occur with the infusion of BREY ANZI. Serious hypersensitivity reactions,
including anaphylaxis, may be due to dimethyl sulfoxide (DMSO).

5.5 Serious Infections

Severe infections, including life-threatening or fatal infections, have occurred in patients after
BREYANZI infusion.

In patients receiving BREYANZI for LBCL, infections of any grade occurred in 36%, with Grade
3 or higher infections occurred in 12% of all patients. Grade 3 or higher infections with an
unspecified pathogen occurred in 7%, bacterial infections in 4.3%, viral infections in 1.9%, and
fungal infections in 0.5%.

Febrile neutropenia developed after BREYANZI infusion in 8% of patients with LBCL. Febrile
neutropenia may be concurrent with CRS. In the event of febrile neutropenia, evaluate for infection
and manage with broad-spectrum antibiotics, fluids, and other supportive care as medically
indicated.

Monitor patients for signs and symptoms of infection before and after BREY ANZI administration
and treat appropriately. Administer prophylactic antimicrobials according to standard institutional
guidelines.

Avoid administration of BREYANZI in patients with clinically significant, active systemic
infections.

Viral Reactivation

Hepatitis B virus (HBV) reactivation, in some cases resulting in fulminant hepatitis, hepatic
failure, and death, can occur in patients treated with drugs directed against B cells.

In patients who received BREYANZI for LBCL, 15 ofthe 16 patients with a prior history of HBV
were treated with concurrent antiviral suppressive therapy. Perform screening for HBV, HCV, and
HIV in accordance with clinical guidelines before collection of cells for manufacturing. In patients
with prior history of HBV, consider concurrent antiviral suppressive therapy to prevent HBV
reactivation per standard guidelines.

5.6 Prolonged Cytopenias

Patients may exhibit cytopenias not resolved for several weeks following lymphodepleting
chemotherapy and BREYANZI infusion.

Grade 3 or higher cytopenias persisted at Day 29 following BREYANZI infusion in 36% of
patients with LBCL and included thrombocytopenia in 28%, neutropenia in 21%, and anemia in
6%.

Monitor complete blood counts prior to and after BREY ANZI administration.
5.7 Hypogammaglobulinemia

B-cell aplasia and hypogammaglobulinemia can occur in patients receiving BREYANZI.
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In patients receiving BREYANZI for LBCL, hypogammaglobulinemia was reported as an adverse
reaction in 11% of patients. Hypogammaglobulinemia, either as an adverse reaction or laboratory
IgG level below 500 mg/dL after infusion, was reported in 28% of patients.

Monitor immunoglobulin levels after treatment with BREYANZI and manage using infection
precautions, antibiotic prophylaxis, and immunoglobulin replacement as clinically indicated.

Live Vaccines

The safety of immunization with live viral vaccines during or following BREYANZI treatment
has not been studied. Vaccination with live virus vaccines is not recommended for at least 6 weeks
prior to the start of lymphodepleting chemotherapy, during BREYANZI treatment, and until
immune recovery following treatment with BREY ANZI.

5.8 Secondary Malighancies

Patients treated with BREYANZI may develop secondary malignancies. Monitor lifelong for
secondary malignancies. In the event that a secondary malignancy occurs, contact Bristol-Myers
Squibb at 1-888-805-4555 for reporting and to obtain instructions on collection of patient samples
for testing.

5.9 Effects on Ability to Drive and Use Machines

Due to the potential for neurologic events, including altered mental status or seizures, patients
receiving BREYANZI are at risk for developing altered or decreased consciousness or impaired
coordination in the 8 weeks following BREY ANZI administration. Advise patients to refrain from
driving and engaging in hazardous occupations or activities, such as operating heavy or potentially
dangerous machinery, for at least 8 weeks.

6 ADVERSE REACTIONS

The following adverse reactions are described elsewhere in the labeling:

e Cytokine Release Syndrome [see Warnings and Precautions (5.1, 5.3)]
e Neurologic Toxicities [see Warnings and Precautions (5.2, 5.3)]

e Hypersensitivity Reactions [see Warnings and Precautions (5.4)]

e Serious Infections /see Warnings and Precautions (5.5)]

e Prolonged Cytopenias [see Warnings and Precautions (5.6)]

¢ Hypogammaglobulinemia [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience

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

The safety data described in the WARNINGS and PRECAUTIONS reflect exposure to a single
dose of BREYANZI in 418 patients with relapsed or refractory (R/R) LBCL: one randomized,
open-label study with 89 patients (TRANSFORM) and two open-label, single-arm studies with
61 patients (PILOT) and 268 patients (TRANSCEND).
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Relapsed or Refractory LBCL After One Line of Therapy
TRANSFORM

The safety of BREYANZI was evaluated in the TRANSFORM, a randomized, open-label,
multicenter study, in which patients with primary refractory LBCL or relapse within 1 year of
first-line chemoimmunotherapy received BREY ANZI (N=89) or standard therapy (N=91) /see
Clinical Studies (14)]. Patients had not yet received treatment for relapsed or refractory
lymphoma and were potential candidates for autologous HSCT. The trial excluded patients who
were ineligible for transplant or who had age > 75 years, ECOG performance status >1, history
of central nervous system (CNS) disorders (such as seizures or cerebrovascular ischemia),
uncontrolled infection, CrCl < 45 mL/min, ALT > 5 times the upper limit of normal (ULN),
LVEF < 40%, or absolute neutrophil count (ANC) < 1.0 x 10° cells/L or platelets < 50 x 10°
cells/L in the absence of bone marrow involvement.

The planned dose of BREYANZI was 100 x 10° CAR-positive viable T cells. The median age of
the BREY ANZI-treated population was 59 years (range: 20 to 74 years); 47% were male; 58%
were white, 11% were Asian, and 5% were black.

Serious adverse reactions occurred in 38% of patients. The most common nonlaboratory, serious
adverse reactions (> 2%) were CRS, sepsis, fever, febrile neutropenia, headache, aphasia,
COVID-19 infection, and pulmonary embolism.

Table 3 presents selected nonlaboratory adverse reactions in patients treated with BREYANZI,
and Table 4 describes selected new or worsening Grade 3 or 4 laboratory abnormalities.

The most common nonlaboratory adverse reactions (> 20%) were fever, CRS, musculoskeletal
pain, headache, fatigue, nausea, constipation, and dizziness.

Table 3: Adverse Reactions in > 10% of Patients Treated with BREYANZI in the
TRANSFORM Study (N=89)

Adverse Reaction Any Grade (%) Grade 3 or Higher (%)

Blood and lymphatic system disorders

Febrile neutropenia 10 10

Cardiac disorders

Tachycardia® 15 1.1
Gastrointestinal disorders

Nausea 24 0
Constipation 20 2.2
Diarrhea 18 0
Abdominal pain® 13 2.2
Vomiting 11 0
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Table 3: Adverse Reactions in > 10% of Patients Treated with BREYANZI in the
TRANSFORM Study (N=89)

Adverse Reaction Any Grade (%) Grade 3 or Higher (%)

General disorders and administration site conditions

Fever 55 3.4

Fatigue® 28 1.1

Edema* 13 0

Immune system disorders

Cytokine release syndrome 49 1.1

Infections and infestations®

Bacterial infectious disorders 12 6

Infections with pathogen 12 6

unspecified

Sepsis’ 10 7

Metabolism and nutrition disorders

Decreased appetite 15 0

Musculoskeletal and connective tissue disorders

Musculoskeletal pain® 36 34

Motor dysfunction” 12 3.4

Nervous system disorders

Headache' 34 6

Dizziness’ 20 1.1

Tremor® 11 1.1

Psychiatric disorders

Insomnia' 15 0

Respiratory, thoracic and mediastinal disorders

Cough™ 11 0

Skin and subcutaneous tissue disorders

Rash" 12 1.1

Vascular disorders

Hypotension® 15 2.2
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Table 3: Adverse Reactions in > 10% of Patients Treated with BREYANZI in the

TRANSFORM Study (N=89)

Adverse Reaction Any Grade (%) Grade 3 or Higher (%)

Hemorrhage? 12 0

a o (S

)

Tachycardia includes atrial flutter, sinus tachycardia, supraventricular tachycardia, tachycardia.

Abdominal pain includes abdominal pain, abdominal pain lower, abdominal tenderness.

Fatigue includes asthenia, fatigue, malaise.

Edema includes edema peripheral, localized edema, edema peripheral, pleural effusion swelling.

Infections and infestations are grouped per high-level grouped term.

Sepsis includes bacteremia, bacterial sepsis, enterococcal bacteremia, Escherichia bacteremia, Klebsiella
bacteremia, Klebsiella sepsis, sepsis, septic shock, staphylococcal bacteremia.

Musculoskeletal pain includes arthralgia, back pain, bone pain, flank pain, musculoskeletal chest pain,
musculoskeletal pain, musculoskeletal stiffness, myalgia, neck pain, osteoarthritis, pain in extremity.

Motor dysfunction includes fine motor skill dysfunction, muscle spasms, muscular weakness.

Headache includes headache, migraine, migraine with aura.

Dizziness includes dizziness, dizziness postural, syncope, vertigo.

Tremor includes resting tremor, tremor, essential tremor.

Insomnia includes insomnia, sleep disorder.

Cough includes cough, productive cough.

Rash includes catheter site rash, dermatitis acneiform, dermatitis exfoliative generalized, erythema multiforme,
rash, rash maculo-papular, rash pruritic.

Hypotension includes hypotension, orthostatic hypotension.

Hemorrhage includes conjunctival hemorrhage, cystitis hemorrhagic, epistaxis, gastrointestinal hemorrhage,
hematoma, hematuria, retinal hemorrhage, vaginal hemorrhage.

Other clinically important adverse reactions in < 10% of patients treated with BREY ANZI
included the following:

o Immune system disorders: Hemophagocytic lymphohistiocytosis (1.1%)

e Infections and infestations: Viral infection (9%), fungal infection (4.5%), pneumonia
(2.2%)

o Nervous system disorders: Encephalopathy (8%), aphasia (4.5%), peripheral
neuropathy (4.5%), ataxia (3.4%), paresis (1.1%)

e Psychiatric disorders: Delirium (2.2%)

e Renal and urinary disorders: Renal failure (3.4%)

e Respiratory, thoracic, and mediastinal disorders: Dyspnea (8%)
e Vascular disorders: Thrombosis (8%), hypertension (7%)
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Table 4: Grade 3 or 4 Laboratory Abnormalities Occurring in > 10% of
Patients Treated with BREYANZI in the TRANSFORM Study

Laboratory Abnormality * Grade 3 or 4 (%)"
Lymphocyte count decreased 98
Neutrophil count decreased &9
Platelet count decreased 48
Hemoglobin decreased 32

Baseline lab values were assessed prior to lymphodepleting chemotherapy.
b Based on 88 evaluable patients, defined as those with both a baseline grade and at least one post-baseline grade for
the particular lab.

Grade 4 laboratory abnormalities in > 10% of patients were lymphocyte decrease (64%),
neutrophil decrease (66%), and platelet decrease (34%).

PILOT

The safety of BREY ANZI was evaluated in the PILOT study, a single-arm open-label study in
transplant-ineligible patients with R/R LBCL after one line of chemoimmunotherapy /see
Clinical Studies (14). The study enrolled patients who were ineligible for high-dose therapy and
autologous HSCT due to organ function or age, but who had adequate organ function for CAR-T
cell therapy. Patients with a history of relevant CNS disorders (such as seizures or
cerebrovascular ischemia), ECOG performance status > 2, or uncontrolled infection were
ineligible. The trial required left ventricular ejection fraction > 40%, adequate oxygen saturation
on room air with < Grade 1 dyspnea, AST and ALT <5 x ULN, total bilirubin < 2.0 mg/dL,
creatinine clearance > 30 mL/min, and adequate bone marrow function to receive
lymphodepleting chemotherapy. The planned dose of BREYANZI was 100 x 10° CAR-positive
viable T cells.

The median age was 74 years (range: 53 to 84 years), 90% were age > 65 years, 61% were male.
The ECOG performance status was 0 or 1 in 74% of patients and 2 in 26% of patients; 25% had
CrCl1 < 60 ml/min; 20% had a baseline ANC < 1000/pL.

Serious adverse reactions occurred in 33% of patients. The most common nonlaboratory, serious
adverse reactions (> 2%) were CRS, confusional state, gastrointestinal hemorrhage, muscular
weakness, musculoskeletal pain, pulmonary embolism, and sepsis.

Table 5 presents selected nonlaboratory adverse reactions, and Table 6 describes selected new or
worsening Grade 3 or 4 laboratory abnormalities.

The most common nonlaboratory adverse reactions (> 20%) were fatigue, CRS, fever, nausea,
encephalopathy, hypotension, musculoskeletal pain, and edema.
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Table 5: Adverse Reactions in > 10% of Patients Treated with BREYANZI in the

PILOT Study (N=6

1)

Adverse Reaction Any Grade (%) Grade 3 or Higher (%)

Cardiac disorders

Tachycardia® 10 0

Gastrointestinal disorders

Nausea 25 1.6

Diarrhea 15 0

Constipation 11 0

General disorders and administration site conditions

Fatigue® 44 1.6

Fever 38 1.6

Edema® 20 0

Immune system disorders

Cytokine release syndrome 39 1.6

Infections and infestations

Infections with pathogen 13 4.9

unspecified!

Upper respiratory tract 13 0

infection®

Bacterial infectious disorders 10 33

Metabolism and nutrition disorders

Decreased appetite 13 1.6

Musculoskeletal and connective tissue disorders

Musculoskeletal pain 23 4.9

Nervous system disorders

Encephalopathy® 23 4.9

Dizziness" 16 1.6

Tremor' 16 0

Headache 11 1.6

Psychiatric disorders

Insomnia 11 0
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Table 5: Adverse Reactions in > 10% of Patients Treated with BREYANZI in the

PILOT Study (N=61)

Dyspnea includes acute respiratory distress syndrome, dyspnea, tachypnea, wheezing.

Adverse Reaction Any Grade (%) Grade 3 or Higher (%)
Respiratory, thoracic and mediastinal disorders
Cough 18 0
Dyspnea* 16 4.9
Vascular disorders
Hypotension' 23 1.6
Hypertension 10 4.9
*  Tachycardia includes atrial fibrillation, sinus tachycardia, tachycardia.
b Fatigue includes asthenia, fatigue, malaise.
¢ Edema includes edema peripheral, pleural effusion, swelling.
4 Grouped per high-level grouped term.
¢ Upper respiratory tract infection includes nasal congestion, paranasal sinus hypersecretion, rhinitis, rhinorrhea,
upper respiratory tract infection.
f Musculoskeletal pain includes arthralgia, back pain, bone pain, flank pain, musculoskeletal chest pain,
musculoskeletal pain, musculoskeletal stiffness, myalgia, neck pain, osteoarthritis, pain in extremity, spinal pain.
¢ Encephalopathy includes amnesia, apraxia, cognitive disorder, confusional state, depressed level of
consciousness, disturbance in attention, dyscalculia, encephalopathy, lethargy, memory impairment, mental
status changes, somnolence.
f‘ Dizziness includes dizziness, dizziness postural, syncope, vertigo.
' Tremor includes resting tremor, tremor.
3= Cough includes cough, productive cough.
k
1

Hypotension includes hypotension, orthostatic hypotension.

Other clinically important adverse reactions in < 10% of patients included the following:

e Blood and lymphatic system disorders: Febrile neutropenia (1.6%)
e Eye disorders: Vision blurred (3.3%)

e Gastrointestinal disorders: Vomiting (8%), abdominal pain (7%), gastrointestinal
hemorrhage (4.9%)

o Infections and infestations: Fungal infection (4.9%), sepsis (3.3%), viral infection
(3.3%)

e Nervous system disorders: Motor dysfunction (7%), aphasia (4.9%), ataxia (4.9%),
peripheral neuropathy (4.9%)

e Psychiatric disorders: Delirium (3.3%)

® Renal and urinary disorders: Renal failure (7%)

e Respiratory, thoracic, and mediastinal disorders: Hypoxia (4.9%)
e Skin and subcutaneous tissue disorders: Rash (7%)

e Vascular disorders: Thrombosis (7%)
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Table 6: Grade 3 or 4 Laboratory Abnormalities Occurring in > 10% of
Patients Treated with BREYANZI in the PILOT Study (N=61)

Laboratory Abnormality® Grade 3 or 4 (%)
Lymphocyte count decreased 97
Neutrophil count decreased 80
Hemoglobin decreased 30
Platelet count decreased 26

2 Baseline lab values were assessed prior to lymphodepleting chemotherapy.

Grade 4 laboratory abnormalities in > 10% of patients were lymphocyte decrease (95%),
neutrophil decrease (57%), and platelet decrease (20%).

Relapsed or Refractory LBCL After Two or More Lines of Therapy
TRANSCEND

The safety of BREYANZI was evaluated in the TRANSCEND study, in which 268 adult patients
with R/R LBCL after 2 or more prior lines of therapy received a single dose of CAR-positive
viable T cells [see Clinical Studies (14)]. Patients with a history of CNS disorders (such as seizures
or cerebrovascular ischemia) or autoimmune disease requiring systemic immunosuppression were
ineligible. The median age of the study population was 63 years (range: 18 to 86 years); 65% were
male. The Eastern Cooperative Oncology Group (ECOG) performance status at screening was 0
in 41% of patients, 1 in 58% of patients, and 2 in 1.5% of patients.

Serious adverse reactions occurred in 46% of patients. The most common nonlaboratory, serious
adverse reactions (>2%) were CRS, encephalopathy, sepsis, febrile neutropenia, aphasia,
pneumonia, fever, hypotension, dizziness, and delirium. Fatal adverse reactions occurred in 4% of
patients.

Table 7 presents selected nonlaboratory adverse reactions reported in patients treated with
BREYANZI, and Table 8 describes selected new or worsening Grade 3 or 4 laboratory
abnormalities.

The most common nonlaboratory adverse reactions (> 20%) were fatigue, CRS, musculoskeletal
pain, nausea, headache, encephalopathy, infections (pathogen unspecified), decreased appetite,
diarrhea, hypotension, tachycardia, dizziness, cough, constipation, abdominal pain, vomiting, and
edema.
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Table 7: Adverse Reactions in > 10% of Patients Treated with BREYANZI
in the TRANSCEND Study (N=268)

Adverse Reaction Any Grade (%) Grade 3 or Higher (%)

Cardiac disorders

Tachycardia® 25 0
Gastrointestinal disorders

Nausea 33 1.5

Diarrhea 26 0.4

Constipation 23 0

Abdominal pain® 21 3.0

Vomiting 21 0.4
General disorders and administration site conditions

Fatigue® 48 3.4

Edema* 21 1.1

Fever 16 0

Chills 12 0
Immune system disorders

Cytokine release syndrome 46 4.1
Infections and infestations®

Infection with pathogen 29 16

unspecified’

Bacterial infection® 13 5

Upper respiratory tract 13 0.7

infection”

Viral infection 10 1.5
Metabolism and nutrition disorders

Decreased appetite 28 2.6
Musculoskeletal and connective tissue disorders

Musculoskeletal pain' 37 2.2

Motor dysfunction! 10 1.1
Nervous system disorders

Headache* 30 1.1
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Table 7: Adverse Reactions in > 10% of Patients Treated with BREYANZI

in the TRANSCEND Study (N=268)

Adverse Reaction Any Grade (%) Grade 3 or Higher (%)
Encephalopathy! 29 9
Dizziness™ 24 2.6
Tremor" 16 0
Peripheral neuropathy® 11 0
Aphasia® 10 2.2

Psychiatric disorders
Insomnia 14 0.4
Anxiety" 10 0
Delirium® 10 2.2
Renal and urinary disorders
Renal failure' 11 3.0
Respiratory, thoracic, and mediastinal disorders
Cough" 23 0
Dyspnea" 16 2.6
Skin and subcutaneous tissue disorders
Rash¥ 13 0.4
Vascular disorders
Hypotension® 26 3.4
Hypertension 14 4.5
Hemorrhage” 10 1.5

Tachycardia includes heart rate increased, sinus tachycardia, tachycardia.
Abdominal pain includes abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain upper,

abdominal tenderness.

Fatigue includes asthenia, fatigue, malaise.

Edema includes edema, edema peripheral, fluid overload, fluid retention, generalized edema, hypervolemia,
peripheral swelling, pulmonary congestion, pulmonary edema, swelling.

Infections and infestations are grouped by pathogen type and selected clinical syndromes.

Infections with pathogen unspecified contains febrile neutropenia (9%).
Bacterial infection includes infections by pathogen type plus appendicitis, diverticulitis, peritonitis, skin infection,

tooth infection.

Upper respiratory tract infections include nasopharyngitis, pharyngitis, rhinitis, rhinovirus infection, sinusitis, upper

respiratory tract congestion, upper respiratory tract infection.
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! Musculoskeletal pain includes arthralgia, back pain, bone pain, musculoskeletal chest pain, musculoskeletal
discomfort, musculoskeletal pain, musculoskeletal stiffness, myalgia, neck pain, pain in extremity, spinal pain.

i Motor dysfunction includes eyelid ptosis, motor dysfunction, muscle rigidity, muscle spasms, muscle spasticity,
muscle tightness, muscle twitching, muscular weakness, myoclonus, myopathy.

Headache includes headache, head discomfort, migraine, sinus headache.

Encephalopathy includes amnesia, bradyphrenia, cognitive disorder, confusional state,
depersonalization/derealization disorder, depressed level of consciousness, disturbance in attention,
encephalopathy, flat affect, hypersomnia, incoherent, lethargy, leukoencephalopathy, loss of consciousness,
memory impairment, mental impairment, mental status changes, somnolence.

Dizziness includes dizziness, presyncope, syncope, vertigo.
Tremor includes essential tremor, resting tremor, tremor.

° Peripheral neuropathy includes hyperesthesia, hypoesthesia, meralgia paresthetica, neuralgia, neuropathy
peripheral, paresthesia, peripheral sensory neuropathy, sciatica, sensory loss.

P Aphasia includes aphasia, disorganized speech, dysarthria, dysphemia, dysphonia, slow speech, speech disorder.
9 Insomnia includes insomnia, somnambulism.
Anxiety includes anxiety, panic attack.

S Delirium includes agitation, delirium, delusion, disorientation, hallucination, ‘hallucination, visual’, irritability,
restlessness.

' Renal failure includes acute kidney injury, blood creatinine increased, chronic kidney disease, renal failure, renal
injury.

Y Cough includes cough, productive cough, upper-airway cough syndrome.

v Dyspnea includes acute respiratory failure, dyspnea, dyspnea exertional, respiratory failure.

% Rash includes erythema, dermatitis acneiform, perineal rash, rash, rash erythematous, rash macular, rash maculo-
papular, rash morbilliform, rash papular, rash pruritic, rash pustular.

* Hypotension includes hypotension, orthostatic hypotension.

Y Hemorrhage includes catheter site hemorrhage, conjunctival hemorrhage, epistaxis, hematoma, hematuria,
hemorrhage, hemorrhage intracranial, pulmonary hemorrhage, retinal hemorrhage, vaginal hemorrhage.

Other clinically important adverse reactions in < 10% of patients included the following:

e Cardiac disorders: Arrhythmia (6%), cardiomyopathy (1.5%)
e Gastrointestinal disorders: Gastrointestinal hemorrhage (4.1%)

o Infections and infestations: Pneumonia (8%), fungal infections (8%), sepsis (4.5%),
urinary tract infection (4.1%)

o Metabolism and nutrition disorders: Tumor lysis syndrome (0.7%)

e Nervous system disorders: Ataxia or gait disturbance (7%), visual disturbance (5%),
paresis (2.6%), cerebrovascular events (1.9%), seizure (1.1%), brain edema (0.4%)

e Procedural complications: Infusion-related reaction (1.9%)
e Respiratory, thoracic, and mediastinal disorders: Pleural effusion (7%), hypoxia (6%)

e Vascular disorder: Thrombosis (7%)
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Table 8: Grade 3 or 4 Laboratory Abnormalities Occurring in > 10% of
Patients Treated with BREYANZI in the TRANSCEND Study

Laboratory Abnormality® Grade 3 or 4 (%)"
Lymphocyte count decreased 95
Neutrophil count decreased 88
Platelet count decreased 41
Hemoglobin decreased 32
Fibrinogen decreased 14
Phosphate decreased 16

2 Baseline lab values were assessed prior to lymphodepleting chemotherapy.
® The denominator varied from 239 to 268, based on the number of patients with a baseline value and at least one post-
treatment value for the particular lab.

6.2 Immunogenicity

BREYANZI has the potential to induce anti-product antibodies. The immunogenicity of
BREYANZI has been evaluated using an electrochemiluminescence (ECL) immunoassay for the
detection of binding antibodies against the extracellular CD19-binding domain of BREYANZI.
Pre-existing anti-product antibodies were detected in 11% (28/261) of patients in TRANSCEND,
1% (1/89) of patients in TRANSFORM and 0% (0/51) of patients in PILOT. Treatment-induced
or treatment-boosted anti-product antibodies were detected in 11% (27/257) in TRANSCEND, 1%
(1/89) in TRANSFORM, and 2% (1/49) in PILOT, of patients, respectively. Due to the small
number of patients who had anti-product antibodies, the relationship between anti-product
antibody status and efficacy, safety, or pharmacokinetics was not conclusive.

7 DRUG INTERACTIONS
71 Drug-Laboratory Test Interactions

HIV and the lentivirus used to make BREYANZI have limited, short spans of identical genetic
material (RNA). Therefore, some commercial HIV nucleic acid tests may yield false-positive
results in patients who have received BREYANZI.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no available data with BREY ANZI use in pregnant women. No animal reproductive and
developmental toxicity studies have been conducted with BREYANZI to assess whether it can
cause fetal harm when administered to a pregnant woman.

It is not known if BREYANZI has the potential to be transferred to the fetus. Based on the
mechanism of action, if the transduced cells cross the placenta, they may cause fetal toxicity,
including B-cell lymphocytopenia and hypogammaglobulinemia. Therefore, BREYANZI is not
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recommended for women who are pregnant, and pregnancy after BREYANZI infusion should be
discussed with the treating physician.

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

8.2 Lactation

Risk Summary

There is no information regarding the presence of BREYANZI in human milk, the effect on the
breastfed infant, and the effects on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for BREYANZI and any
potential adverse effects on the breastfed infant from BREY ANZI or from the underlying maternal
condition.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Pregnancy status of females with reproductive potential should be verified. Sexually active females
of reproductive potential should have a pregnancy test prior to starting treatment with BREY ANZI.

Contraception
See the prescribing information for fludarabine and cyclophosphamide for information on the need
for effective contraception in patients who receive lymphodepleting chemotherapy.

There are insufficient exposure data to provide a recommendation concerning duration of
contraception following treatment with BREY ANZI.

Infertility
There are no data on the effects of BREYANZI on fertility.
8.4 Pediatric Use

The safety and efficacy of BREYANZI have not been established in pediatric patients.

8.5 Geriatric Use

In clinical trials of BREYANZI, 111 (41%) of 268 patients with two or more prior lines of therapy
for LBCL, and 89 (59%) of 150 patients with one prior line of therapy for LBCL, were 65 years
of'age or older; 27 (10%) and 28 (19%) were 75 years of age or older, respectively. No clinically
important differences in safety or effectiveness of BREYANZI were observed between patients
aged > 65 and younger patients.

11 DESCRIPTION

BREYANZI (lisocabtagene maraleucel) is a CD19-directed genetically modified autologous T cell
immunotherapy administered as a defined composition of CAR-positive viable T cells (consisting
of CD8 and CD4 components). The CAR is comprised of the FMC63 monoclonal
antibody-derived single-chain variable fragment (scFv), I[gG4 hinge region, CD28 transmembrane
domain, 4-1BB (CD137) costimulatory domain, and CD3 zeta activation domain. In addition,
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BREYANZI includes a nonfunctional truncated epidermal growth factor receptor (EGFRt) that is
co-expressed on the cell surface with the CD19-specific CAR.

BREYANZI is a T cell product. BREYANZI is prepared from the patient’s T cells, which are
obtained via a standard leukapheresis procedure. The purified CD8-positive and CD4-positive T
cells are separately activated and transduced with the replication-incompetent lentiviral vector
containing the anti-CD19 CAR transgene. The transduced T cells are expanded in cell culture,
washed, formulated into a suspension, and cryopreserved as separate CD8 and CD4 component
vials that together constitute a single dose of BREYANZI. The product must pass a sterility test
before release for shipping as a frozen suspension in patient-specific vials. The product is thawed
prior to administration /see Dosage and Administration (2.2) and How Supplied/Storage and
Handling (16)].

The BREYANZI formulation contains 75% (v/v) Cryostor® CS10 [containing 7.5%
dimethylsulfoxide (v/v)], 24% (v/v) Multiple Electrolytes for Injection, Type 1, 1% (v/v) of 25%
albumin (human).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

BREYANZI is a CDI9-directed genetically modified autologous cell immunotherapy
administered as a defined composition to reduce variability in CD8-positive and CD4-positive
T cell dose. The CAR is comprised of an FMC63 monoclonal antibody-derived single chain
variable fragment (scFv), IgG4 hinge region, CD28 transmembrane domain, 4-1BB (CD137)
costimulatory domain, and CD3 zeta activation domain. CD3 zeta signaling is critical for initiating
activation and antitumor activity, while 4-1BB (CD137) signaling enhances the expansion and
persistence of BREYANZI.

CAR binding to CD19 expressed on the cell surface of tumor and normal B cells induces activation
and proliferation of CAR T cells, release of pro-inflammatory cytokines, and cytotoxic killing of
target cells.

12.2 Pharmacodynamics

Following BREYANZI infusion, pharmacodynamic responses were evaluated over a 4-week
period by measuring transient elevation of soluble biomarkers such as cytokines, chemokines, and
other molecules. Peak elevation of soluble biomarkers was observed within the first 14 days after
BREYANZI infusion and returned to baseline levels within 28 days.

B-cell aplasia, defined as CD19+ B cells comprising less than 3% of peripheral blood lymphocytes,
is an on-target effect of BREYANZI. B-cell aplasia was observed in the majority of patients for
up to 1 year following BREYANZI infusion.

12.3 Pharmacokinetics

Following infusion, BREYANZI exhibited an initial expansion followed by a bi-exponential
decline. The median time of maximal expansion in peripheral blood occurred 10-12 days after
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infusion. BREYANZI was present in peripheral blood for an estimated median of 12.1 months
(range: 0.1+ to 24.2+ months).

Among patients who received two or more prior lines of therapy for LBCL (TRANSCEND),
responders (N=135) had a 2.3-fold higher median Cmax than nonresponders (N=37) (35,335 vs.
15,527 copies/png). Responders had a 1.8-fold higher median AUCo.234 than nonresponders
(273,552 vs. 155,240 day*copies/pg).

In TRANSCEND, patients with higher CAR-T cell expansion tended to have higher rates of CRS
and neurologic toxicities. Patients treated with tocilizumab (N=49) had a 3.6-fold and 3.7-fold
higher median Cmax and AUCy2s4, respectively, compared to patients who did not receive
tocilizumab (N=189). Similarly, patients who received corticosteroids (N=50) had a 3.8-fold and
3.7-fold higher median Cmax and AUCo-234, respectively, compared to patients who did not receive
corticosteroids (N=188).

Patients < 65 years old (N=142) had a 3.1-fold and 2.3-fold higher median Cpnax and AUCo.2g4,
respectively, compared to patients > 65 years old (N=96). Sex, race, ethnicity, and body weight
did not show clear relationships to Cmax and AUCo-2s4.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity or genotoxicity studies have been conducted with BREYANZI. No studies
have been conducted to evaluate the effects of BREYANZI on fertility. /n vitro studies with
BREYANZI manufactured from healthy donors and patients showed no evidence for
transformation and/or immortalization and no preferential integration near genes associated with
oncogenic transformation.

14 CLINICAL STUDIES
Relapsed or Refractory LBCL After One Line of Therapy
TRANSFORM

A randomized, open-label, multicenter trial evaluated the efficacy of BREYANZI in adult
patients with relapsed or refractory LBCL after first-line chemoimmunotherapy (TRANSFORM;
NCT03575351). Patients had not yet received treatment for relapsed or refractory lymphoma,
were potential candidates for autologous HSCT, and were required to have primary refractory
disease or relapse within 12 months from complete response (CR) to initial
chemoimmunotherapy. Eligibility criteria required adequate organ function and blood counts for
HSCT.

In total, 184 patients were randomized in a 1:1 ratio to receive a single infusion of BREYANZI
(planned dose, 100 x 10° CAR-positive viable T cells) or to receive standard therapy consisting
of 3 cycles of chemoimmunotherapy followed by high-dose therapy and autologous HSCT in
patients who attained CR or PR. All patients underwent leukapheresis prior to randomization.

Patients randomized to BREYANZI were to receive lymphodepleting chemotherapy consisting
of fludarabine 30 mg/m*/day and cyclophosphamide 300 mg/m?/day concurrently for 3 days
followed by BREYANZI infusion 2 to 7 days after completion of lymphodepleting
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chemotherapy. Bridging chemotherapy was permitted between leukapheresis and the start of
lymphodepleting chemotherapy. BREY ANZI was administered in the inpatient (79%) and
outpatient (21%) setting.

In the overall study population, the median age was 59 years (range: 20 to 75 years), 57% were
male, 59% were white, 10% were Asian, and 4% were black. Diagnoses included de novo
DLBCL NOS (55%), high-grade B-cell lymphoma (23%), primary mediastinal large B-cell
lymphoma (10%), and DLBCL arising from indolent lymphoma (8%). Of these patients, 73%
had primary refractory disease to last therapy and 27% had relapsed disease within 12 months of
achieving CR to first-line therapy.

Of 92 patients randomized to receive BREYANZI, 89 (97%) received BREY ANZI. The median
time from leukapheresis to product availability was 26 days (range: 19 to 84 days), and the
median time from leukapheresis to product infusion was 36 days (range: 25 to 91 days). Fifty-
eight (63%) patients received bridging therapy. One patient received a nonconforming product
(manufacturing failure; 1.1%).

Of the 92 patients randomized to receive standard therapy, 91 started treatment and 43 (47%)
received high-dose therapy and HSCT. The most common reason for not receiving HSCT was
lack of efficacy of the salvage chemotherapy.

The primary efficacy measure was event-free survival (EFS) as determined by an independent
review committee (IRC). Other efficacy measures included progression-free survival. Efficacy is
summarized in Table 9 and Figure 1. The estimated 1-year EFS was 45% [95% CI: 29, 59] in the
BREYANZI arm and 24% [95% CI: 14, 35] in the standard therapy arm.

Of the 92 patients in the BREYANZI arm, the estimated median DOR was not reached (95% CI:
7.9 months, NR) in patients who achieved CR (N=61) and 2.3 months (95% CI: 2.1, NR) in
patients who achieved a best response of PR (N=18).

An interim analysis of overall survival was conducted at the time of the primary EFS analysis.
The interim analysis of overall survival did not meet the criteria for statistical significance.
Forty-six patients randomized to the standard therapy arm (50%) subsequently received
BREYANZI on protocol.
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Table 9: Efficacy Results in Patients with Relapsed or Refractory LBCL
(TRANSFORM Study)

Outcome* BREYANZI Arm Standard Therapy Arm
(N=92) (N=92)
Event-Free Survival’
Number of events, n (%) 35 (3%) 63 (69)
Median, months [95% CI]° 10.1 [6.1, NR] 2.31[2.2,4.3]
Hazard ratio [95% CI]¢ 0.34[0.22, 0.52]
One-sided p-value <0.0001"
Complete Response Rate, % [95% CI] 66 [56, 76] 39 [29, 50]
Difference in CR rate, % [95% CI] 27 [12, 41]
One-sided p-value® <0.0001"
Progression-Free Survival
Number of events, n (%) 28 (30) 43 (47)
Median, months [95% CI]° 14.8 [6.6, NR] 5.7[3.9,9.4]
Hazard ratio [95% CI]* 0.41 [0.25, 0.66]
One-sided p-value 0.0001°

NR=not reached; Cl=confidence interval.

2 Per the Lugano criteria, as assessed by an IRC.

° EFS is defined as time from randomization to the earliest date of disease progression or relapse, death from any
cause, failure to achieve CR or PR by 9 weeks post-randomization, or start of new lymphoma therapy due to
efficacy concerns.

¢ Kaplan-Meier estimate.

4Based on a stratified Cox proportional hazards model. For all stratified analyses, stratification was based on
response to first-line therapy (primary refractory vs relapsed) and second-line age-adjusted International Prognostic
Index.

¢ Cochran-Mantel-Haenszel test.

fp-value is compared with 0.012 of the allocated alpha for this pre-specified interim analysis.
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Figure 1: Kaplan-Meier Plot of IRC-Assessed Event-Free Survival (Intention-to-
Treat Analysis)

PILOT

The efficacy of BREY ANZI was evaluated in a single-arm, open-label, multicenter trial
(PILOT; NCT03483103) in transplant-ineligible patients with relapsed or refractory LBCL after
one line of chemoimmunotherapy. The study enrolled patients who were not eligible for high-
dose therapy and autologous HSCT due to organ function or age, while also having adequate
organ function for CAR-T cell therapy. The study required at least one of the following criteria:
age > 70 years, adjusted diffusing capacity of the lung for carbon monoxide (DLCO) < 60%;
LVEF < 50%; creatinine clearance < 60mL/min; AST or ALT greater than 2 x ULN, or ECOG
performance status of 2. The planned dose of BREYANZI was 100 x 10° CAR-positive viable T
cells. Bridging therapy for disease control was permitted between leukapheresis and the start of
lymphodepleting chemotherapy. Of the 61 patients treated with BREYANZI, 32 (53%) received
bridging therapy.

BREYANZI was administered two to seven days following completion of lymphodepleting
chemotherapy. The lymphodepleting chemotherapy regimen consisted of fludarabine
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30 mg/m?/day and cyclophosphamide 300 mg/m?/day concurrently for 3 days. BREYANZI was
administered in the inpatient (67%) and outpatient (33%) setting.

Of 74 patients who underwent leukapheresis, 61 (82%) received BREYANZI and comprise the
main efficacy population; 1 (1.4%) received CAR-positive T cells that did not meet the product
specifications for BREY ANZI (manufacturing failure); and 12 (16%) did not receive CAR-
positive T cells for other reasons.

Of the 61 patients who received BREY ANZI, the median age was 74 years (range: 53 to 84
years), 61% were male, 89% were white, 3% were Asian, and 2% were black. Diagnoses
included de novo DLBCL NOS (51%), high-grade B-cell lymphoma (33%), and DLBCL arising
from follicular lymphoma (15%). Of these patients, 53% had primary refractory disease, 23%
had relapse within 12 months of completing first-line therapy, and 25% had relapse >12 months
after first-line therapy.

Efficacy was based on complete response (CR) rate and duration of response (DOR), as
determined by an independent review committee (IRC) using 2014 Lugano criteria (Tables 10
and 11). The median time to CR was 1 month (range 0.8 to 6.9 months).

Table 10: Response Rate in Relapsed or Refractory LBCL (PILOT Study)

Outcome* BREYANZI-Treated All Leukapheresed Patients
(N=61) (N=74)
Overall Response, n (%) 49 (80%) 50 (68%)
[95% CI]° [68%, 89%] [56%, 78%]
Complete Response 33 (54%) 34 (46%)
[95% CI] [41%, 67%] [34%, 58%]
Partial Response 16 (26%) 16 (22%)
[95% CI] [16%, 39%] [13%, 33%)]

Cl=confidence interval; NR=Not reached
* Per the Lugano criteria, as assessed by an IRC.
b 2-sided 95% exact Clopper-Pearson confidence intervals.
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Table 11: Duration of Response in the PILOT Study

Rate at 6 months [95% CI] ©
Rate at 12 months [95% CI] €

Outcome* BREYANZI-Treated
(N=61)

Number of Responders 49

DOR

Median [95% CI], months ° 11.2 [5.1, NR]

Range, months’ 0.0+ to 22.8+

DOR if Best Response is CR

Median [95% CI], months NR [11.2, NR]

Range, months 2.0+ to 22.8+

83% [64, 93]
68% [45, 83]

DOR if Best Response is PR

Median [95% CI], months

2.1[1.4,2.3]

Range, months

0.0+t0 7.9

Rate at 6 months [95% CI]°

8.2% [0.5, 30.5]

DOR=duration of response; CI=confidence interval, CR=complete response; PR=partial response; NR=not reached.
* Per the Lugano criteria, as assessed by an IRC.

b Kaplan-Meier method is used to obtain 2-sided 95% confidence intervals.

¢ Kaplan-Meier estimate.

A + sign indicates a censored value.

Relapsed or Refractory LBCL After Two or More Lines of Therapy
TRANSCEND

The efficacy of BREYANZI was evaluated in an open-label, multicenter, single-arm trial
(TRANSCEND; NCT02631044) in adult patients with relapsed or refractory large B-cell
non-Hodgkin lymphoma after at least 2 lines of therapy. The study included patients with ECOG
performance status < 2, prior autologous and/or allogeneic HSCT, and secondary CNS lymphoma
involvement. The study excluded patients with a creatinine clearance of less than 30 mL/min,
alanine aminotransferase > 5 times the upper limit of normal, or left ventricular ejection fraction
(LVEF) < 40%. There was no prespecified threshold for blood counts; patients were eligible to
enroll if they were assessed by the investigator to have adequate bone marrow function to receive
lymphodepleting chemotherapy. Bridging therapy for disease control was permitted between
apheresis and the start of lymphodepleting chemotherapy, including intrathecal chemotherapy or
radiation therapy for treatment of CNS involvement with lymphoma.

BREYANZI was administered two to seven days following completion of lymphodepleting
chemotherapy. The lymphodepleting chemotherapy regimen consisted of fludarabine
30 mg/m*/day and cyclophosphamide 300 mg/m?/day concurrently for 3 days. BREYANZI was
administered in the inpatient and outpatient setting.
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Of 299 patients who underwent leukapheresis for whom BREYANZI was manufactured in the
dose range of 50 to 110 x 10°® CAR-positive viable T cells:

e 44 (15%) did not receive CAR-positive T cells either due to manufacturing failures (n=2),
death (n=29), disease complications (n=6), or other reasons (n=7).

o 204 (68%) received BREYANZI in the intended dose range, of whom 192 were evaluable
for efficacy (main efficacy population); 12 were not evaluable due to absence of PET
positive disease at study baseline or after bridging therapy.

e 51 (17%) either received BREYANZI outside of the intended dose range (n=26) or
received CAR-positive T cells that did not meet the product specifications for BREYANZI
(manufacturing failures; n=25).

Of the 192 patients in the main efficacy population, the median age was 63 years (range: 18 to 86
years), 69% were male, 84% were white, 6% were black, and 4.7% were Asian. The median
number of prior therapies was 3 (range: 1 to 8). Diagnoses were de novo DLBCL (53%), DLBCL
transformed from indolent lymphoma (25%), high-grade B-cell lymphoma (14%), primary
mediastinal large B-cell lymphoma (7%), follicular lymphoma, grade 3B (1.0%). Of these patients,
64% had disease refractory to last therapy, 53% had primary refractory disease, 37% had prior
HSCT and 2.6% had CNS involvement.

Efficacy was based on complete response (CR) rate and duration of response (DOR), as determined
by an independent review committee (IRC) using 2014 Lugano criteria (Tables 12 and 13). The
median time to first response (CR or partial response [PR]) was 1.0 month (range: 0.7 to
8.9 months). The median time to first CR was 1.0 month (range 0.8 to 12.5 months). Of the 104
patients who achieved CR, 23 initially had stable disease (6 patients) or PR (17 patients), with a
median time to improvement of 2.2 months (range: 0.7 to 11.6 months).

Table 12: Response Rate in Main Efficacy Population (TRANSCEND Study)
BREYANZI-Treated
N=192

Overall Response Rate?®, n 141 (73%)

[95% CI] [67%, 80%]

Complete Response, n 104 (54%)

[95% CI] [47%, 61%]

Partial Response, n 37 (19%)

[95% CI] [14%, 26%]

Cl=confidence interval.
* Per the Lugano criteria, as assessed by an IRC.
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Table 13: Duration of Response in the TRANSCEND Study

BREYANZI-Treated®
N=192

Number of Responders 141
DOR (Months)
Median [95% CI]° 16.7 [5.3, NR]
Range’ 0.0+ to 23.5+
DOR if Best Response is CR (Months)
Median [95% CI] NR [16.7, NR]
Range 0.7+ to 23.5+
DOR if Best Response is PR (Months)
Median [95% CI] 1.4[1.1,2.2]
Range 0.0+ to 22.8+

DOR=duration of response; CI=confidence interval, CR=complete response; PR=partial response; NR=not reached.
@ Evaluable for efficacy.

b KM method was used to obtain 2-sided 95% confidence intervals.

¥ A + sign indicates a censored value.

Response durations were longer in patients who achieved a CR, as compared to patients with a
best response of PR (Table 13). Of the 104 patients who achieved CR, 68 (65%) had remission
lasting at least 6 months and 64 (62%) had remission lasting at least 9 months.

Of the 287 patients who underwent leukapheresis and had radiographically evaluable disease, 27
additional patients achieved a response, apart from the responses noted in Table 12. The
IRC-assessed overall response rate in the leukapheresed population (n=287) was 59% (95% CI:
53, 64), with a CR rate of 43% (95% CI: 37, 49) and PR rate of 15% (95% CI: 11, 20). These
efficacy results include responses that may have been contributed solely by bridging therapy,
responses after receipt of product outside of the intended dose range, and responses to product that
did not meet release specifications.

15 REFERENCES

1. Lee DW, Gardner R, Porter DL, et al. Current concepts in the diagnosis and management of
cytokine release syndrome. Blood 2014;124:188-195.

16 HOW SUPPLIED/STORAGE AND HANDLING

BREYANZI consists of genetically modified autologous T cells, supplied in vials as separate
frozen suspensions of each CD8 component (NDC 73153-901-08) and CD4 component
(NDC 73153-902-04). Each CD8 or CD4 component is packed in a carton containing up to 4 vials,
depending upon the concentration of the cryopreserved drug product CAR-positive viable T cells.
The cartons for each CD8 component and CD4 component are in an outer carton
(NDC 73153-900-01). BREYANZI is shipped directly to the cell lab or clinical pharmacy
associated with the infusion center in the vapor phase of a liquid nitrogen shipper. A Release for
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Infusion (RFI) Certificate for each component and patient-specific syringe labels are affixed inside
the shipper.

e Confirm patient identity upon receipt.

e Store vials in the vapor phase of liquid nitrogen (less than or equal to minus 130°C) in
a temperature-monitored system.

e Thaw BREYANZI prior to infusion [see Dosage and Administration (2.2)].
17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Ensure that patients understand the risk (11%) of manufacturing failure. In case of a manufacturing
failure, a second manufacturing of BREYANZI may be attempted. While the patient awaits the
product, additional bridging therapy (not the lymphodepletion) may be necessary. This bridging
therapy may be associated with adverse events during the pre-infusion period, which could delay
or prevent the administration of BREY ANZI.

Advise patients that they will be monitored daily for at least 7 days following the BREY ANZI
infusion at a REMS-certified healthcare facility and instruct patients to remain within 2 hours of a
REMS-certified healthcare facility for at least 4 weeks following the infusion.

Prior to infusion, advise patients of the following risks:

e Cytokine Release Syndrome (CRS) — Signs and symptoms of CRS (fever, chills, hypotension,
tachycardia, hypoxia, and fatigue). Counsel patients to seek immediate medical attention
should signs or symptoms of CRS occur at any time [see Warnings and Precautions (5.1) and
Adverse Reactions (6.1)].

e Neurologic Toxicities — Signs or symptoms associated with neurologic events including
encephalopathy, confusion, decreased consciousness, speech disorders, tremor, and seizures.
Counsel patients to seek immediate medical attention should signs or symptoms of neurologic
toxicity occur at any time [see Warnings and Precautions (5.2) and Adverse Reactions (6.1)].

e Serious Infections — Signs or symptoms associated with infection [see Warnings and
Precautions (5.5) and Adverse Reactions (6.1)].

e Prolonged Cytopenias — Signs or symptoms associated with bone marrow suppression
including neutropenia, anemia, thrombocytopenia, or febrile neutropenia [see Warnings and
Precautions (5.6) and Adverse Reactions (6.1)].

Advise patients of the need to:

e Contact Bristol-Myers Squibb at 1-888-805-4555 if they are diagnosed with a secondary
malignancy /see Warnings and Precautions (5.8)].

e Refrain from driving or operating heavy or potentially dangerous machines until at least
8 weeks after BREYANZI administration [see Warnings and Precautions (5.9)].

Manufactured by:

Juno Therapeutics Inc., a Bristol-Myers Squibb Company, Bothell, WA 98021. US License No.:
2156.
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Celgene Corporation, a Bristol-Myers Squibb Company, Summit, NJ 07901. US License No.:
2252.

BREYANZI® is a trademark of Juno Therapeutics, Inc., a Bristol-Myers Squibb Company.
Pat. https://www.bms.com/patient-and-caregivers/our-medicines.html

BREPI.003/MG.003
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MEDICATION GUIDE
BREYANZI® (pronounced braye an’' zee)
(lisocabtagene maraleucel)

Read this Medication Guide before you start your BREYANZI treatment. The more you
know about your treatment, the more active you can be in your care. Talk with your
healthcare provider if you have questions about your health condition or treatment.
Reading this Medication Guide does not take the place of talking with your healthcare
provider about your treatment.

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

BREYANZ| may cause side effects that are life-threatening and can lead to death. Call
your healthcare provider or get emergency help right away if you get any of the
following:

difficulty breathing

fever (100.4°F/38°C or higher)
chills/shaking chills

confusion

severe nausea, vomiting, diarrhea
fast or irregular heartbeat
dizziness/lightheadedness

severe fatigue or weakness

It is important that you tell your healthcare providers that you have received BREYANZI
and to show them your BREYANZ| Patient Wallet Card. Your healthcare provider may
give you other medicines to treat your side effects.

What is BREYANZI?

BREYANZI is a prescription medicine used to treat large B cell lymphoma, a type of
non-Hodgkin lymphoma, when:
e your first treatment has not worked or your cancer returned within a year of your
first treatment OR
e your first treatment has not worked or your cancer returned after the first
treatment, and you are not eligible for hematopoietic stem cell transplantation
because of medical conditions or age OR
e two or more kinds of treatment have not worked or stopped working.

BREYANZI is different than other cancer medicines because it is made from your own
white blood cells, which have been genetically modified to recognize and attack your
lymphoma cells.

Before getting BREYANZI, tell your healthcare provider about all your medical
problems, including if you have or have had:

* Neurologic problems (such as seizures, stroke, or memory loss)

Approved v1.0




* Lung or breathing problems

* Heart problems

* Liver problems

* Kidney problems

* A recent or active infection

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

How will | receive BREYANZI?

BREYANZI is made from your own white blood cells, so your blood will be collected
by a process called “leukapheresis” (LOO-kuh-feh-REE-sis).

It takes about 3-4 weeks from the time your cells are received at the manufacturing
site and are available to be shipped back to your healthcare provider, but the time
may vary.

Before you get BREYANZI, you will get 3 days of chemotherapy to prepare your
body.

When your BREYANZI is ready, your healthcare provider will give it to you through
a catheter (tube) placed into your vein (intravenous infusion). BREYANZI is given
as infusions of 2 different cell types.

o You will receive infusions of one cell type, immediately followed by the other
cell type.

o The time for infusion will vary but will usually be less than 15 minutes for each
of the 2 cell types.

During the first week, you will be monitored daily by the facility where you received
your treatment.

You should plan to stay within 2 hours of the location where you received your
treatment for at least 4 weeks after getting BREYANZI. Your healthcare provider will
check to see that your treatment is working and help you with any side effects that
may occur.

You may be hospitalized for side effects and your healthcare provider will discharge
you if your side effects are under control, and it is safe for you to leave the hospital.

Your healthcare provider will want to do blood tests to follow your progress. It is
important that you do have your blood tested. If you miss an appointment, call your
healthcare provider as soon as possible to reschedule.

What should | avoid after receiving BREYANZI?

Do not drive, operate heavy machinery, or do other activities that could be
dangerous if you are not mentally alert, for at least 8 weeks after you get BREYANZI.
This is because the treatment can cause temporary memory and coordination
problems, including sleepiness, confusion, dizziness, and seizures.
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e Do not donate blood, organs, tissues, or cells for transplantation.

What are the possible or reasonably likely side effects of BREYANZI?

The most common side effects of BREYANZI are:
fatigue

difficulty breathing

fever (100.4°F/38°C or higher)
chills/shaking chills

confusion

difficulty speaking or slurred speech
severe nausea, vomiting, diarrhea
headache
dizziness/lightheadedness

fast or irregular heartbeat

swelling

BREYANZI can increase the risk of life-threatening infections that may lead to death.
Tell your healthcare provider right away if you develop fever, chills, or any signs or
symptoms of an infection.

BREYANZI can lower one or more types of your blood cells (red blood cells, white blood
cells, or platelets). After treatment, your healthcare provider will test your blood to check
for this. Tell your healthcare provider right away if you get a fever, are feeling tired, or
have bruising or bleeding.

Having BREYANZI in your blood may cause a false-positive HIV test result by some
commercial tests.

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

Medicines are sometimes prescribed for purposes other than those listed in a
Medication Guide. If you would like more information about BREYANZI, talk with your
healthcare provider. You can ask your healthcare provider for information about
BREYANZI that is written for health professionals.

For more information, go to BREYANZI.com or call 1-888-805-4555.

Manufactured by:

Juno Therapeutics Inc., a Bristol-Myers Squibb Company, Bothell, WA 98021. US License No.: 2156
Celgene Corporation, a Bristol-Myers Squibb Company, Summit, NJ 07901. US License No.: 2252,
BREYANZI® is a trademark of Juno Therapeutics, Inc., a Bristol-Myers Squibb Company.

Pat. https://www.bms.com/patient-and-caregivers/our-medicines.html
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This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: July 2022
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B LUTe#%iE, BlomEmfl3Es i+ 5, U XA~vT70kh
1. 24 BERLANIC 3[Rl AR T4 EZ B2V &,

Grade 3

JERITFEB 2 M AZLEE L, ST A
WZRIST D,

40% FiO, LA FoOERZE 2 B L4
5, mHAEDL LITEERO LKA
VB L3 D AKIME, Grade 3 Dllgizs
FME. XX Graded DE T AT
I —YMiE,

Grade 2 |Z#E$" %, TXY AKXV 10mg & 12 FF
[A] Z L AZERIR 59 %,

24 B LANIC DT8O H L0, XUE CRS A2 T L 7=
BaE, NV RSTEFEESEL, TX P AXY Y COHERY
BHEMEEZMET S (10~20mg & 6~12 B[] = & (ZER AR %
5) .

NI IR, T BH R ET AT 25812, 70
AR ERREEFTHEEL, LELSUCEHED AT LY
L R=rnrr2mgkglllV R 5, h¥ U AT & 2[EIERE
L7, BIORBEMGIREE BT 5, F U X~vTokb
I, 24 BELANIC 3[Rl AR T4 EZ BV &,

Grade 4

Grade 2 IZHE$ 5, TRV RAH VL 20mg & 6 FF
[#1Z & ICHIRN IR 54 5,

10
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Table 1:  CRS @ Grade 3R OEHICBTDH A & A

CRS Grade * F Y X7 BIRERERT A FHI"

P & B DI IER 24 FELAPIC UGB AS 2 B LR VY, XUE CRS DVA2RICHEST L7233
N TR 2EomiBh b U < 138 | A1, P ) A~ T R ORIBRE AT 1A RE|OM 2 884
WRILEENT (CVVHD) Z# 0B L3 | 5, WENRA LRV, UTREREIT R T 2545813, 7
5. XiX Grade 4 DfigigszsthE (B h | ¥V RAZ YV U EARFRRKEFTHEHEL, LESLUTEHED AT
T UAT I F—PIEERL) NT L R=ynrr 2mgkglllV x5, b X~v7 % 2[H
BhH L7e%IE, BoRERREL R 5, MU A~vT 0k
G, 24 LIS 3B, XiZAFHC4RIEZB AN &,

& CRS D72 D Lee H#E (Lee et al, 2014) .

b RERE AT uA RAIO®BRGEBGET 856, Ve &b 3 EXIMERNZERITHEAT 5 £ TRIB
BATaA REIOEE 2/t L, BIREE AT vA REIOWEEEZ BErd 5,

R

MRRFEDOBE L ERIZOWTREE ZRIBEILZT 5 Z & (Table 2) . #RZFRYER OO ZK %
b5, BEIIAEMEZE N THREMEICS LR, EREEIC L A2 HFEELYIT Y, MRkENTE
MEEDON A AL, Table 2 OHEFEFIF|ZNE > TEFT 5,

RO B PIZ CRS OORENEEDN D HAIL. UL TFTOHEA & 5T 5,

e Table 1 2O} Table 2 ™ CRS M O M D Grade IZH-3 &, X 0 BB AIZHE - 72 BB
HAT A RFK|

e Table 1 ® CRS Grade |IZ£3< o) X<=7

o Table 2 DR EEMIZHS < Pk

Table2: &M (NT) @ Grade DI OEHT A XA

NT Grade * BIBEEAT oA REIROFUERED S
Grade 1 JAERVETBI DT, $FHER O WIUREIE (] . LXF T F L) o5 %
hd 5,

Fe 5% T2 BFHLLERGE L TV DA, BlET 5,

5% 2RI OSEAIE, TXVAZ Y 10mg % 12~24 Il 2 & 12 2~3 H
WIEFIRNER 5425 2 & 2Tt 5,

Grade 2 KABRAETRIDOT- 0, EFHER O WHHEEIE (]« LXF T2 L) OFG5 %5
W5,

FEXV ALY 10mg & 12K Z L2 2~3 B, XUHERA i+ 25813t
YL EORIE CHIRNE G- 2, RBIEREAT 1A RERELR? 3 A 282 256
A B ET D,

PR FEME S 24 RFREIRRIE ML IC T L, JUTEYL LA, T A XY o
FE R OV G % 6 FFfE] Z & 12K 20 mg £ TH&ET 5,

I HIC 24 R L ChEE Lo, AlICET T 2ERAB AN 5, T
EHEDTEIHENECTSGAIZ. ATFAT L R=yrr2&532% Q2mgkg DA
i 5%, 2mgkg & 1 H 4[01255E] 7 HEAPNIZHIER)

11
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Table2:  #EFEME (NT) @ Grade 7K EET A X A

NT Grade * BIBREEAT A FEIROYLERED RS

Grade 3 JBREIETEIOT- D, SFHERH O WHEEE (B . L_XF T L) oFK5%2H
[
F XA KV 2 10~20 mg & 8~ 12 W] = L ICHIRNE 5 %, IO Grade 3
DEARIZIT AT oA NSRRI,
PR 24 BERITRGERZ I E L2\, UTEL L2/ E, ATF A7 L R=Y
oV EEET S (HELAUOHEEIL Grade 2 IZ0E9)
JMVRIE DS RO DT, B KERE R NEIRGTREEZ RN T 5, mHEDOAF
N7V R=vry (1~2g, LB U T24 I &SRS, BEMICHE
BRI KO 7 aR A7 7 R15gmia#57 %5,

Grade 4 JBREIETEIOT- 0, SFHERHORWHEEE (B . L_XF T L) OFK5%2H

BT 5,

TXYAX Y 20mg & 6 Wi Z S ICEARNE G5,

PRRREEME DS 24 FFE R ROEIZ S L2y, UTEL L72G B3, AF AT L =Y
o EEET S (HEROMEEIL Grade 2 1I20ED)

NIZIEN BE D 2 %A1, IBHAKURIE R ORI E LA R 5, mHED AT
N7 R=vnay (1~2g MEEUT2A4RMI L ICHES, BROICHE
BRI RO 7 aRA 77 I R 15gm2 2515,

o RFEVESEAM O 7= % D NCI CTCAE 4 3—20 5 0 4.03

3

HEERUEE

BREYANZI (L3 A\ A AEREIR CTH 5,

1 [B]&® BREYANZI IZ., CD8 KX CD4 4y 7h>5 72 %5 CAR FEA Tl A2 & 7, &4y 1 [E#E 5
FARA TOTHIR MG S D % - HE 2.1) M)

BREYANZI O 5 &%= 725, CD8 4y KOV Xt CD4 4y DE /A T IVBEH B L 70 58

BNRD D,

B T T, 4.6 mL HIIERIE R 2 CAR FEHLA THIIE 6.9 X 106~322 X 10°{# (CAR J&HA4= T Hilfa
1.5X10°~70 X 10°f&l/mL) Z&H T 5,

BHRIL, WO IRERAI O CAR FELAE THIKIZESWTEINT 5, BE5T A8 EITR2 S 2
ENB D, BERICOWTIE, RFIGEELSBO = & [ RE R NI 13k (16) 0]

4

L,

12
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5 BEROER EOBRE
5.1 YA NUA R HE R

BREYANZI O#e 5%, 31 XUIEMEE TN E Gie A M A ViHIERERE (CRS) M L
72. LBCLIZxf L C BREYANZI D 5- %5 T =& (N=418) @9 5, CRSIX46% (190/4184) I
FHL L, Grade3 Ll E® CRS (Lee grading system ') & 3.1%IZFEBL L 7=,

LBCL (24} 2% 2 LY A LI EDOREEIC BREYANZI O 5 % 5 1F 7= 8% TlX. CRS X 46%

(122268 f51) 1258 L. Grade 3 LA LD CRS IE 4.1%IZFBL L7z, 1 BlIIZIETIZE 7= CRS #5358
L. 2 BlIXSETC MRS CRS 23 FFfE L Tz, J8BLE CoOMIM o RAEIZ S B (HiPH:1~15H) Tho7o,
CRS % 98% CHIME L. Freif oo il s B (fPH:1~17 A) Th o7z,

LBCLIZXIT A1 L R DIEE#/IZBREYANZI D 5252 1T 1- BB Tlx. CRS2345% (68/15013))
WCHRH L., 2D9 5 Grade 3 @ CRS 1Z 1.3% Th o7, FEFE TCoOHMMOPIfEIT 4 B (HiPH:1~63
H) Thot, CRSIZTXTOEETHIEL, iMoo Eix4 B (&P 1~16 H) ThHo7-,

CRS DO FERIEWLR (10%LL ) 1X. FE (94%) | KT (42%) . R (28%) . %€ (23%) . K
BREIE (16%) KOEER (12%) Toh-oi= [FIEH 6.1) 2/

CRS & B % ArREMED & 2 HE RS RITIE, NEIR (LEMBI L VD EMEIREZT) | OMF1E,
DA, VR AMEIMIERES ., BN S, BMILE R EEGRE, (R, EKEEFRE, Mkt
VSKARERIE/~ 7 m T 7 — DIRMWIERRE (HLHMAS) 2 ER& D [ (6.1) ZH]

BREYANZI O 5-FilZ, 2B G5O M) A~TNERARETHDZ L 2RI H L,

LBCL (2% LT BREYANZI D 5-% 521772 418 lD 5 B, 23%73 CRSIZX LT hv U X~7 KTV X
WTEIBRE AT aA REIO¥EZSZ T, 10%18 k) AT DI, 22%NEIBRE AT a A RED
B DFH-HZ T T,

REMS SR E EFHEIIZI T, BREYANZI O b7 < &b 7 A, CRS Of#E &L OERIZ DU
TRELZHAE=FV 7 T5Z L, HEHEDR LD 4 BT CRS O UISERIZ OV TR
BE=H Y TTHT L, CRS OERYIOBIENED HAVZRER T, SEIZG U T3RRE, FY
AT, XII V) AT RORIBREAT oA RN L DI8EERGT 5 [k - HE 23) =
]

o

CRS D SUIIER D EN -G E TR 2 b, ELICEMOZR 2% 5 L) BE2HEETS
b [BF ot g (17) S .

13
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5.2 RN

BREYANZI O 512, =7 = 7 X —HifaBEeX m I E it (ICANS) 72 & OESER) X34
M EB DT EIEN B L7, BREYANZI TiL., Mi#E, KERIER EOEELRFELENREIA LT,
TNHE T E NIRRT DD E GRS OEE R EMIE DR LT,

LBCL 2% 5 2 L' A LU EDiE#E#IZ BREYANZI O #5451 72 B4 Tlid. CAR T i B
FRFMEDY 35% (95268 Bil) IZHBLL . 12%DHEAE T Grade 3 LA EAGRD LTz, 3 Bl TIXEIER 22t
FRFMEDFEL L, 7 Il CIIFE TR EEME D FRfE L T e, MR EL £ COMIM o 1L 8
H (#iPH:1~46 H) Toholz, #MHREFEMEIL % CHIE L, i o Jfiix 12 A (#PH:1~87 H)

THo7T,

LBCLIZXIT % 1 L A v DiEIEH%IZ BREYANZI O #5252 1F 7= B D 27% (41/150 f5]) 1 CAR T
N B AR R SR L. 7% DEE T Grade 3 DELNRD -, MREMHIEE E TOHIM D
FULE L 8 H (#uPH:1~63 H) Th o7z, MRFEEORHYIMOPREIX 6 B (#iPH:1~119 H) Th

-7,

LBCL (Z%f L C BREYANZI O 5% 57 7= X CTOBRHZE T, MkEIEIT 33% (136/418 #1) (2551
L. Grade 3 VA EO#RREMEIL 10%ICHBL L7, FBLE CoOMMOFIfEIL 8 B (#iPH:1~63 H) T
HY . 8T%DIEHIN 16 H £ TIZHEL L7z, MfRENEIL 85% D EE CRIE L, FrfcHfk o yfEi 11
H (#iPH:1~119 ) Thoto, RFEEEZRELIZBAZEDO OB, 77% (105/13641]) X CRS LR L
776

FmfRErE %L E) 1, BIE (20%) . RER (13%) . KEEIE (8%) . BEJE (6%) . V#EhiE
DEWV (6%) LUGEZ (5%) Thoio,

BREYANZI D 5% 7 < &b 7 ARIIZ. FREEEENIE OB & OYERIZ-DV T REMS 3 EFHER T
BEAE=Z) 7L, MREEOMOFERICHOWTHMT 2 = &, #EHDR LS 4 HEITH
BREMEOMBUTIERICOVWTHEREZE=F Y 7 L, HRNIBRT 5 2 &, MREII iR
ER OV UIMEN S CCRIBREAT v A RN K WERST L L ik - fid 23) 2H]

PR ERE DBE SOTIER N BN - 5E813. 2 bTE BICEREEE 22T 2 X 2 BF 2 HFE
TAHZL [BE~Dp Y TIER 17) R
5.3 BREYANZI REMS

CRS R OMRREMD Y 27 BNd H7-H,. BREYANZIL X, BREYANZIREMS & FEIZI D U A 7 254 -
WS (REMS) IZHES<SHIRM & 70 7 T 2280 COLRFARGETH D [ B NS B
Je OMEH s (5.1, 5.2) 2] . BREYANZIREMS OESREEH I TO LBV TH 5,

e BREYANZI OFHFI K O 5217 9 EEMaR 1L, & L. REM OBEZ BT Ll b
U,

14
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o BTEEFRMEETIX. MY U X~ 70 is% N CRIEEIZ A FTRE TR T UL 570,

e CRS DIBICHMLE L SNDHEEIC, BREYANZI #% 544 2 RF R LINICIR G TE A L o Ic, &FBE
IZHRAR 2 814D R U X~ 7 OIS % el 5,

o FHEEHERIIZ, BREYANZI ZMLJ7, FAA. XUIEG T 2 EHFEMEEH D CRS K OMREEMED
BEHONEEZZITTNWDZ EERFET AV ENDH D,

FEABIZ DUV TIE, www.BreyanziREMS.com % [ %7~ % 7>, Bristol-Myers Squibb 1 (1-888-423-5436)
\_ﬁ:ﬁb\/f[\b“@:%) — to

5.4 WERBORE SOt

AR OB, T UAR—RIERRET 32 ERb D, TF7 4 T %L — b St m i/ By
RIS, YAFAALEFY R (DMSO) (CX Vil 5 RN & 5,

5.5 HE R RYE

BREYANZI O#5-#12, Afin a8 03 XILBSEH) 72 fEYUE % & T B E ORYYENRHL L T\ 5,
LBCL 2%} L T BREYANZI O 5% % 17 7= B3 TlE. Grade % 172V VEYLIED 36%IZ 55 L.
Grade 3 LA FOBYUEITRBRE O 12%I23881 U712, Grade 3 DL EOZEMIRIA 22 AR X B IEGE DY 7%,
AN RYSTED 4.3%., 7 A L AJEGIEN 1.9%., EFERYYED 0.5%IZFH LT-,

LBCL H#& D 8% T. BREYANZI 1E AR IZFEBWVELf TP ERIBDE DN B U 7=, FEEVE A vp BRI E 1
CRS LRIEFICRET L ENH D, BEWEFFERBUMEN R L7256, BREROFELZFHM L., &
FHNZHMETHIVURIRRPTAEWE ., ik OF OO ZFHRIEIC L 0 EHT 5,
BREYANZI D 5-Hit& (ZJEGE DO o OYERICOWCTRE ZBIZ L, #MUlICRET L2 L, 185k
Fhii ERRE R OREUE T A R T A N> THIHE K Z TR 59 5,

FERANC BB RIEEME O 2 ERYYE 2 A9 2 BE I, AFlORG 28T D2 &,

7 A IV AEIEEAL

B AfIC MM 2 R A A 5 SN BFEICB T, BIEFRCIFAR, HEICELILAERH D
BRIFFR T A /L2 (HBV) FHEMENE LD EBZNNH D,

LBCL |Z%} L C BREYANZI % $¢ 5 L7 B3 Tld, HBV OBEFEREAH 5 16 B 15 FI3FLT A LA
PHPFE A O L Cnie, SOER oM 28T 00, BRIRT A R Z A IZ{E-> THBV, HCV &
O HIVORAZ Y —=2 7% FfiT 5, HBV OBEERENH 5 BE Tk, BEENRTA K74 1t
T HBV fHEMALZ T 2 720 OHu T A )V AMEFRIE O 2 BEHT 5,

5.6 Bt o MR E

U U RERBRFEAV R KON BREYANZI & 5% 2082 072 0 B8 LW IMEREAE N RS 5 = &
N5,

15
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LBCL B3 ™ 36% ClE. BREYANZI#5-# 29 H HIZ % Grade 3 L _ED M ERIB/IENFifE L TRV |
BRI IR IE 28%., #F HERIBE 21%. B 6%72 EFRO Hiviz,

BREYANZI O 5t lc ks €= /952 &,
5.7 Ky 77 ifE

BREYANZI O 5. %515 T\ A EETIX, B Mil@EMAARE, MKy a7 U CAENFEBLT 5 Al Ee
MR 5,

LBCL |Zxf L C BREYANZI Z# 5 L7=8E&E Tix, Ky 7 a7 U VEN 11%DORBE TEWEH & LT
WhEENz, BWERH E LCTOKy 7 a7 ) il UTIEA%L O 1gG MRAEAY 500 mg/dL Kiii TH 25
Ky 77V rifEE, BED28% Tt Sz,

BREYANZI O G%I13%0E /a7 ) VigER2T =2 ) 7 L, BRI HETHIVUTRGE TEHE.
FAEMBEOTVIEE R ORE a7 ) AREEE W TR+ 5 2 &,

BV F

BREYANZI O 5 X3 E5H DA T A VAT 7 F RO MM S Ty, U =R
IREALEZ AT 5072 < & b 6 HREIRTA> S, BREYANZI O# 58 F . & TUBREYANZI #% 5-
B OGIEHRENRIET A E T, ETA N AT I F U OBEREITHERE S,

5.8 TR R

BREYANZI D525 1} 1= 8BF CTld, ZRMEEMIEE N R 5 a[etEn H 5, kM EMEREE O
F=H VT ERAFETY 2 b, IRV 238 BL L 72555, Bristol-Myers Squibb 1 (1-888-805-
4555) |CHAE L THE L, MEHOBREREKORIUCE T EREZITHZ &,

5.9 H B BE R & UHHRERIEDO BRI~ DR

R RE DA LSRN EE DM PRI FROAIREMEN & 5720, BREYANZI O 54517 T\ 5%
B TIT, BREYANZI O 5% 8 T EMOL ., BT, B EEEENEE 2 U 2753
bo, L by 8 ML, BEIEOEER, BEHCMIR A D B OBES DR 2 1 5 50N
ez 5 L) BFIHEET L L,

6 BIVEM
LT ORIWERIZUT SCEO R O ERTIZFe# Lz,

o VA NIA IRIERRE [BELR OMEN LOVEE (.1, 5.3) ]
o MREEENE [BEROMEH LOEE (.2, 5.3) ZH]

o WBUENRIS [BEERMEN LOE 5.4) ZH]

o HERBYYE [BHRNMEH LoME (5.5) M

o FreMEDMERIDIE [BEER MEH Lo (5.6) 2]
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o Ky 77U UIMGE [ZEHREH FoME (5.7) 2]

6.1 ER PR BR T O IR 5
FERARBRIIZ M EE RS T CEMmEIN D720, & 5 AN O KRR TR0 b T-EIWER O3 B=R
ZRIDOFEHN DGR CORBR L EHEIKT 5 2 LI TP, AR TRO DN RBEELEL K
e U CUWNRUWNATREREDN B 5

Mgl ) Oy M EoEE ) I2@8#& LELeMT — 213, B R UTEEYE (R/R) LBCL H£E 418
#1112 BREYANZI Z H A& 5 L= & (89 flz x4 & Lz 1 o EELLIES B R R

(TRANSFORM) . 61 5l (PILOT) JUF 268 {5l (TRANSCEND) #Zxi%& L7z 2 DGR HRER
) OLREMT - EZKBL TS,

1 VP AV OIBREICER L XUIEESE D LBCL

TRANSFORM

VAL, HEER. ZhisxItFERE TH 5 TRANSFORM RBRIZFEV T, BREYANZI D24 %7
fi L 7=, TRANSFORM B Cid, #I7EEAME LBCL B XU — AL B RIED | HELINICHER L
7o L. BREYANZI OG- (89 i) ITARUERRTE 1)) ZATo7c [Mk#gE (14) =T
BB T EE SUTERATE ) o ISR T DR EZ T T 53, HE HSCT OxS L 725 alfetkn &
STz, ZORERTIX, BRIEEICEE XX 752 2 5 B34, ECOG performance status > 1, HAXAH
%% (CNS) PEEOREME BIEIMMEEMZRE) | 2 he— A ARROBYE, 7 LT F=r
7 VT 7 A5 45 mL/mL K, ALT 23 HEVE(E ERR (ULN) @ 5f58L . LVEF 7% 40%AT, 4f FEK
Mokt 4 (ANC) 23 1.0 X 10° cells/L A U fi/ MRS 50 X 10° cells/L A THBERIH O 22 W EF X
Brak L7,

BREYANZI O F/E# 5 81T CAR FEA T Al 100X 10°{# T - 7-, BREYANZI £ 5-4£ ] O D
ROfEIE 59 % (EPH:20~74 15%) Td-o72, 47%N B 8% N, 11%NT VT A S%NEANT
Hot-,

HEZLRIERIT 38%DEBEITHBEL LT, kbEHEE 52%) 2R LN BRMRAEMIUI O EE
BITEHIEX, CRS, BImyE, FEEL, FEEELF P ERJE, BA%., KEFEIE., COVID-19 EY M OVt ZEAIiE
ThHoT-,

BREYANZI Z 5 L 7= BE BT DGR RA LA O K E DO REIVER % Table 3 |27k L., Grade 3 X 4
DN TE D FG R AR S 5 O F I B3 HEAL & Table 4 127797,

BRI O £ BIER (20%L4 ) 1E, ZEL CRS. FiEtim. . W9, Eao, ik
NEEMHDEFNTH T,

17
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Table 3: TRANSFORM RERIZEB T BREYANZI DR EZZ 1T 7-HBED 10%L EIcRBd b
T-BIYEA (N=89)

Bl1EH 4 Grade (%) Grade 3 L E (%)

MERZ Y 3 REE

FEEME L BRI E 10 10

DS

B 15 1.1

BB E

NI 24 0

LA 20 2.2

T 18 0

i ° 13 2.2

M - 11 0

—f% - EEEER R G ORE

FEEL 55 34

W 28 1.1

M 13 0

R REE

YA N IA SR 49 1.1

RRYUIE K OVEFAE HUE ©

B R YL 12 6

SR B 2R SRR T K 2 SRYE 12 6

Wi 7 10 7

R KR O REE

FARIBOE 15 0

B R B OV B R

(MR 36 3.4

B REEE 12 3.4

PR R E

GIEpr 34 6

RO E U 20 1.1

PR 11 1.1
18
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Table 3: TRANSFORM BRI\ T BREYANZI O 522 1T 12 BE D 10%LL EICBD b
T-BIYEA (N=89)

EIVEH 4 Grade (%) Grade 3 L\ E (%)
FErEE

B ! 15 0
WRaR, FaEh K OERRE =

I ™ 11 0

B2 B OBz T LR Ra

B 12 1.1

1B EE

G ifn J£= © 15 2.2

Hiif » 12 0

- e a o (<4

=1 =] - [ - =

BRI IS, TAMESEIR, RSEMEEIR, SR E Eh D,

BRI R, TRERR. EEERA S £h 5,

THTITIEE, WRF. BEEAEEND,

PRI IR PRI, BRIGPETAIE, ARAH r@%ﬂi FaAKBERR DN £ Do

JRYWIE M OB AE BN, AL v — 7 R Z LIS LT,

WOl e (1, EIE, MR PEROAE ., IBEREVERIGE ., RIBEEEIAE, 7 V7 v I EIIE, 7
L7y ZYEROE, BUE, BUEMES 5 v 70 7 RO ERE MR IEDS S 05,

A EASIRIC I BIETR ., EYE, B, IR, A RCRIRE . FEROR. R AREEE, ARPE. 3
W, TEMEBAEE, DIBORAE £ D,

B RERE T I I E BB RE IR . MR, VIR TS E £ D,

SRR (VS }#ﬁf ATIEZAE D HERA & £ D,

ﬁ*@]f@lﬁ&bib‘ T, FEMED F U RAED FV, KA FERED NG ENRD,

RERIC %%H%ET}JE%Z Rk, ARRMHREOZ EN D,

TEEJ“ IARIRAE, MEIRFEE NS EN D,

SN IR A N S g

RBINL, T —T VREEAIE ., SIBREER, FIGIEES LR R, SR, 2. BERE
BB, € IR EEN 5,

R T, AR, SR EREENR D,

i3, AR L, Ve bES. Sitii, WG, Mg, mhR, MR, B AYE E

Do

BREYANZI O# 5. %5 1 7= HBE D 10%A0M 23880 5 iLT= - OO FGRREANC B AR GERIZLL T &
B THoT,

o ERERMEE  MEKEAM Y o SHAERAE (1.1%)

o JERIER OFFAEHIE : A NVAREGE (9%) . EEEE 4.5%) . %k (2.2%)

o MFEFRFEZ  IMAE (8%) | RFERE (4.5%) . K== —m XF— (45%) . EHBNKH
(3.4%) . AR (1.1%)
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o fEMER: HEm (22%)

o BERORENEZE  BAE (3.4%)

o IERZR. NMIEEK OthalEZ . VR KEE (8%)
o MEFEE: MARIE (8%) . milE (7%)

Table 4: TRANSFORM i C BREYANZI O# 5% 51T 72 BE D 10%LL EIZFB L 72 Grade

3N 4 DERRBREERE
HmAREERE" Grade 3 or 4 (%)"
U 2 RERER A 98
B BR B 89
i R 48
~NET B E D 32

8 R—=2 T A OEBREMILD o SERERFEERERNC M L 7=,
b R—Z T A HFD Grade & FiE DMERE TOR—A T A %D Grade DIl &2 H -+ HHBE & EHE
N5 FHMIRTRE B 88 fillc iS5 <,

10%LL LD BF IR D 57z Grade 4 ORGEMAMIE G X, UV o SBkEAD (64%) . GF P ERIED
(66%) KON/ ML (34%) TH -7z,

PILOT

—PALF SRR O R/R LBCL OBHE AN BE & 5t 5 & L7 I EMBEEABR Ch 5 PILOT bR
IZB\U T, BREYANZI OLRMZFHE LT [k (14) /4] o ARBR Tl s bae 334
WD 7= O\ i B K OVA 5 HSCT ISR Tdh - 7228, CAR T MRk 0y Znligkestfie 2 A
THRBE BT, EELPRMRRES GBECMIE E M &) OBEfE, ECOG performance
status > 2 XLy b — VAR OBYYEE AT L BEIIAMEE & Lz, ZORBRTIE, AsERHE
40%LA b, BN TO+y 7R tafnE (R R EEAS Grade 1 LAT) | AST OV ALT 7% ULN @ 5 %
DI, eV ALE R 20mgdL K, 7 L7 F =227 U7 7 A >30mL/min LY > BREREAL
LT T DT DI 7 B BERERE S R D BTz, BREYANZI O T E & 5- 813 CAR R EHLA T At
100X 10°fETdh > 7=,

WO PRI 74 5% (FiPH:53~847%) . 65 miLL EiX 90%., B1E 61% TdH - 72, ECOG performance

status 1L, 74%DEETO XL 1, 26%DEE T2 THoT2e 25%DBEEI I LT F= 7 VT T A
7% 60 mL/min Ai. 20% D HBFTN— R T A EFD ANC 23 1000/ n L K TH - 72,

HEZBIERIL 33%DRBEICHEL L, kbEHEE 2% >) IZRO ONTBRMREELN O EE
BIVEFIZ. CRS. $ETLIRRE, HiZHIML., KT, FEsdsE. IZERRE &K OWUILEE Th - 72,
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i AR A LS O 5 E DO REIWEF % Table 5 127~k L. Grade 3 X% 4 D% & O B R A il 55 OB I H
T EEA(L % Table 6 (2787,

HRRBRAMELISN O E2EIER (20%L20 1) 130 97, CRS, FEEL Eol, E. fRifE, 7w
MOVFETH -7,

Table 5:  PILOT 38X C BREYANZI #5252 T 7= BE D 10%LL EIZRH L1-BIVER

(N=61)
Bl/EH £ Grade (%) Grade 3 LA E (%)
DEEE
B ® 10 0
BB E
AN 25 1.6
T 15 0
EETA 11 0
—f% - EEEER R G ORE
9 5 b 44 1.6
FEEN 38 1.6
A 20 0
R REE
YA N IA R 39 1.6
RRYUIE e OV A E
AN B 2R GLARIT  2 JRYYE @ 13 4.9
ERGE R © 13 0
A R YSE 10 33
R KR O REE
BEXONTBIES 13 1.6
B #E R B O B rE Rk R
i B K e 23 4.9
PR R E
JIE & 23 4.9
FEMED E D 16 1.6
PR | 16 0
G 11 1.6
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g

h
i
i
k
1

5 R |

R ELS

Table5:  PILOT #ABR C BREYANZI D5 % %1F 1= BBE D 10%LL EIZ R B L - BIVEA
(N=61)

EIYERA 4 Grade (%) Grade 3 UL E (%)

s

RARSE 11 0

M A%, Bsl K& OWERRREE

NG J 18 0

IR R B 16 4.9

A REE

1B ! 23 1.6

I 10 4.9

o RO ENED . JAPESEIR. SRS E £ 5,

b IIT I, . RN E END,

¢ FREICIIORMYMEEAE, Mok, BEIENE £ 5,

d B N—THEZ LI A—T{k LTz,

¢ FARUERYHMCIZERA, BlaE W%, B, BlR, FRGERENE TIN5,

f

CUx, PRER, R, A, DUREEOR. RSN, BRGNS RONE, A
S, ZIPABIEE, RO, TR 05,
BAEIC I, BB, AT, BB, BSELIRE. BRL-VOIET. EEARE, 27— VBEE,
i, VR, GRS, BRRRIEAL, BURDE ED.
TFEIED T, IR E L, TS E U, Kb, D E OB EENS,
BRI LR ISR, BRI E NS,
O TR, IR E D

VPRI, A MEVPRBIESEIERE, PPRIAE, BUPR, TS 0D,

L RE, B HERLEREENRD,

HBE D 10% AR50 SN T-F DM OEERANCEBEELRBERIZL T B Tho 7=,

MR TN Y 2 R 2 SEEME AT TR BRIV E (1.6%)
IRAEZ - B (3.3%)

FGhEZ Et (8%) . I8 (7%) . BEEHMm (4.9%)
JECIE R OV HUE - BERGE (4.9%) . BUIIE (3.3%) . 7 A VARG (3.3%)

PREF I EBRRREE S (7%) . KEBIE (4.9%)
& (4.9%)

rrE e (3.3%)

BR RIS . BAE (1%)

PR3, WIE R OHERIE 2 - IRBEFRIE (4.9%)

ST R D¢ TR - 3895 (T%)

M EFEE  AE (7%)
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Table 6: PILOT 3B C BREYANZI O# 5-%2 5% 1T 7= BE D 10%LL B2 3B L7z Grade 3 XiX
4 DIERBREBERE (N=61)

HAREERE Grade 3 X34 (%)
U 2 ER S 97
B ER S 80
~ET B D 30
i/ 26

@ R— 25 A U OERREMEZ U o SRR FRERTC SN L7~

10%LL LD BF IR D 57z Grade 4 ORGEMAMIE X, UV o SBkEAD (95%) | ffF P ERIED
(57%) K ONMI/IMEIED (20%) Th o7,

2 VU A VU EDOIRERIZEFE LIz UIEEERMED LBCL

TRANSCEND

2 LY AL EORTEEIE %G % A R/R LBCL % 268 #ill2 CAR R84 T Alfa 4 HE 5 L7z
TRANSCEND #RBRIZ 5 T, BREYANZI OZ AT LTz, (Mgt (14) ZHF] . CNSEE
REAEFEAE ST A R M. 70 &) SUTEF RO 2 L8 L3 % B @R BOMEEZ AT 5
A IR & Ulc, ABod SUEM O IR O T RAfIT 63 ik (#EDH:18~86 7%) T, 65%0HMETH -
72o A2 U —=1 ZW® Eastern Cooperative Oncology Group (ECOG) performance status |~ 2\ Tl
41%753 0, 58%75 1, 1.5%732 Th o7l

HEZRBIERIZ46%DEEITRE LTz, RLEHEE 2% >) IZRO ONTERMRE DI O EE R E]
YEAIX. CRS. BMIE. WUMAE, FEEWMELF R ERBUE, JGEEAE. M. FEL RiE, ZFErEo F v
KOHEZTH T, BEEHRIWERITES D 4% TRE LT,

BREYANZI O 5-% 51T 1= B35 Tl S - BRI E LA O EIVEH % Table 7 127~ L, Grade 3 X%
4 DGR I OB 7= 723 BT HEAL & Table 8 127”77,

B RBRAME LIS O E2EIER (20%LL 1) 130 997, CRS, s, Bl SR, BE, EYYE

GEAIARBA 2RI K D) BARIBOE, TR, R e, SR, REbED s, Bk, (56, M.
Wint e OEIE T8~ 72,
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Table 7: TRANSCEND BRI\ T BREYANZI DR EZZ T 1-BED 10%LL E TR b
7-BIER (N=268)

EIVEH 4 Grade (%) Grade3 L E (%)

DEEE

AR * 25 0
BB E

AN 33 1.5

T 26 0.4

EETA 23 0

JiE 9 ° 21 3.0

N i 21 0.4
—f& « 2HEE kUG ORE

P 5 © 48 3.4

T 21 1.1

FEEN 16 0

A 12 0
R REE

YA b I A SR 46 4.1
RRYYE K OVEFAE HUE ©

FEAIAN B 22 YR & 2 Jkege 29 16

o f

P R YL 13 5

EAGEREG 13 0.7

A L A SRS 10 1.5
R R OSREE

BEXONTBIES 28 2.6
EHER RO SRS

B AT 37 2.2

TEE B RE R 10 1.1
PR R E

TR ¢ 30 1.1

JibgiE ! 29 9

FEMEO EN D 24 2.6
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R 16 0
K= 2 —m /=0 11 0
SR 10 22
RS
ANHRSE 9 14 0.4
Hgg 10 0
e s 10 2.2
EOIRBEE
BX A t 11 3.0
FR R, MER B OERRRE =
Ik 23 0
I [ e 16 2.6
BefE KO T ARk E
e W 13 0.4
I PR
DA 26 3.4
& i 14 4.5
aeliiigd 10 1.5
© BRI ORI, RPEEIR, BRSNS £ D,
PRI, MERNTREL, M. TREEVR. LAEEE. SRS 5,
< JEIr mifﬂfﬁf W, BRENEEND,

m

n

PRI T, VRAE, RRVERIE, AKoiBAmsr, WRIRITE ., SE VR, fEERIEEREI, KHER, M
9 o Ifi, HFIUK}E\ JEAR DS & £ 5,

JRYSIE e VB A UE I, R IR O TS K OMRFTE DR RIEERERINC /058 L 7=,

SRR BA 22 BRI K 2 BEYE IS IR BWE I P ERIBUE  (9%) DN EEN D,

AFE G ZIE, RER ORI X 2Tz <, mEER, s, BRK, RERGE, RN E
Fhb,

FRERYCIE, BIREER . WHEER, &AE. T A U A VARG, BlEPER,. EXGE D oM, BAGE
BYNEEND,

E R, BEEVE. TR, BE. DVERSRIE . AR AR, S E SR, e aEE., i)
. PSR, DR, BHERA S N5,

EENERERE T, IR T, GEEhREREE . TENE, NS, REHE. AVER. AVENE. MK
. ‘27}‘? n—XA, IARF—-NEEND,

SEYRICIT, BEYR. SEEDRDREG, REETR. BISRERICHES RS E END,

RMAE LS i fs, FEMREIE, FRARETE . SAILIRAE, BEAJR - BUEBUHKREE, ERL VoI T, E
BEOREE BE, HEI ). EIRE, SCEEREL. WBAR, PERME. ERRiESc. ISR, ek
=N %%%Efﬂﬂdi!ﬁﬁ”ﬁ{h\ BIRAEEND,

FERED FNTIL, FEWED F W, RAPTRTORRE, KAp, O TR E END,

PRER I 1T A f@}&%ﬂk LERIRFRER, IR E N5,

B
A
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© RAHME= 2 —m T, FREEL, RTEHIRR, R MEREE ., fhEOR. RMME= 2 — e T
—. PERETE. RMMERH = 2 —w T — AFmitE, BREHEREEN D,

POUGRIEICIE, KERAE. E L E D ORVERE, MEEEE, EE, EAEE, SERE. SEEENG E

o,

AIEICIIRIREE, SEE’E £ D,

REZZNIARL, N=y 7 RIENEGEND,

I, R R =R ORRMER. R, Tl . SREE, BhAESOREBEEND,

BAEITIT, BEEEE, Ly V7 F =8, BEERE BAe, BEESEEND,

BEMKIZ I, I, PRk, EAGEEGRE N S D,

PR R IR, SRR R A, PERIREE, ST IECERRIREE, PR E EN D,

FIBITIT, ALBE, SERRBE R, R2EHE. BB, ALBEERE, BRREE, BRIR B IRE, S

BREZ . VRS, % SRR, IREIERIZ NG E 5,

R E, AR, BN RnEREEN D,

VOISR, AT T VREEAL L, RS, S, R, ffR, M, SHEEPN ML, A
M, LS EN D,

BE D 10%AH 2580 AL Z DM OERRIICEE2EWERIZLLTO B0 Tho Tz,

o DEFEE  AEER (6%) . LARE (1.5%)

o  HHpHEZ BB (4.1%)

o JKIER OVFAELNE Wik (8%) . EBEEY (8%) . WUMiE (4.5%) . SRR
(4.1%)

o (UK ONFEEREE | TSR EEIEGRE (0.7%)

o PHIERNER EBNVIHH SUTBITREE (7%) . HEEE (5%) . R (2.6%) . %
MmERES (1.9%) . EEIFEME (1.1%) . KIEE (0.4%)

o ALEIZ L SEOHE  TEANTHED FOG (1.9%)

o IERER. MESK ONHEREIEE - Bk (T%) . IKERSRIE (6%)

o MEFEE MmFRIE (7%)

£ < £ = © = o

»

Table 8: TRANSCEND FRER (23 T BREYANZI D& EZZ 1T 7-BED 10%LL EIZRBR LT
Grade 3 X3 4 OEEFEBEEES

ERRRRE R Grade 3 313 4 (%)°
U 2 RERERAD 95
B BR B 88
i /IR 41
~ES BB VD 32
T4 7Y =D 14
U s 16

8 R—=2 T A OBEBREMILY o SERERFERERERN S L 7=,
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bR, XA T A VEEFFEDOREE TOIRFEROMEEY —OLL EF T 5 EF OISV T, 239 7
5268 £ CEEY L=,

6.2 SR R

BREYANZI IZH R HUAR 2 3584 2 Al REMEN & 5, BREYANZI DSt CD 19 f56 K A A L i2xtd
HiEAPiRE T 5720, BRIEFERESE (ECL) S llEE:% W, BREYANZI Oy Fit 4
2EAf L7-. TRANSCEND B TCIZEED 11% (28/261 f41) . TRANSFORM EETIE 1% (1/89 ) .
PILOT £ TiX 0% (0/51 f5)) IZBEfFOHUERMHUAR I Sz, 5 X 0 FE OEm S hi-Hik
EHLARIZ. TRANSCEND EETIZEFE D 11% (27/257 f5]) . TRANSFORM EETITHEEZE D 1% (1/89
%) . PILOT BE CIXEE D 2% (1/49 f5)) \IcZ=nEnmtt S iz, Pisbiik 2 388 U= B Eond
o Tl HUEMIPUROIREE & ARhrE, et Ty EIRE & OBRIC O W TREERIZE bR
Mol

7 A VER

7.1 Y — R EA BER

HIV & BREYANZI Z1ERRT A7 DIl T 5 Lo F oA L AL, BEWE (RNA) OESF-EN
PR —TdH D, L7edi> T, ko HIV BEEEMR A & - TiZ, BREYANZI D& 5 2% T2 B
TR RN A5 AR H 5,

8 Rl BERH~OKRE

8.1 Ve

V27 OB

BREYANZI OiLhg~Of FHICBE T 575 — #1372, BREYANZI Z o 555 LR IRICEETh
HINE I MEFHET A 720, B A V72 BREYANZI O A5l %8 A TR ER 1T T2 S 0 TRy,

BREYANZI 2MRIBICBATT B RTREMEN H B0 E ) NIARHTH 5, TEFFEIC ST IE, IBEEA
FR AR 2 @i L7256, B MR o RERBMESRIK y 70 7 ) CIESORIE R A5 & 2
THREMER S D, LT T, HRF O L PEIZIZ BREYANZLIZHESE U 22N, F£7-. BREYANZI# 5
#DOIFYRIZOWTIRIRIEH Y E L FHE T LB N B 5,
KEO—REMICB VT, BRAICHER S VI EIRIC BT 5 R KRBT R OVREOH Ey & U
AT 1F. FIEI 2%~4% K N 15%~20% T 5.,

8.2 e o
V27 OBE
t b OFEFL~D BREYANZI D47, AT ORI T DB R OFHIHT WM~ D BB 51
WX, FEE L ORI 2L ORI % B8~ BREYANZI OEFRAIVLENM: . e O AL
DFLIE~D BREYANZI XL RHAD EE R BIC L 2B O REME L & HICEETHIVENH S,
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8.3 AFERRE A T H LR OB
IR

R ATRE 72 e PElT. IR A AR T 5 2 &, WEIR rTREZRMERIICTR B 72 141X, BREYANZI O
BB IR = £+ 25 Z &,

WELE
U U ERBR AL FIRIE 2521 F TV B B TOF N RBHTE O LBV O TR, 7T E VKDY
JOaRAT 7 I RORMCELZROZ L,

BREYANZI #% 5-% ORHEHIFIZ B U CHERFIH AR 2 72D O+ g 57 — Z 1370,
REESE

BREYANZI 32 IAREIZ KX T HBEIZ DN T O T — Z [T720,

8.4 NRE~DEE

/NREEIZIT D5 BREYANZI DM K O ZMPEITRENL S 1TV 70,

8.5 A~ 5

BREYANZI OEGKER TlL, LBCL IZx LT 2 LI A UL EDOIBELZZ T I-BE 268 #id 111 4

(41%) MO LBCLIZXf LT 1 LA L EOiRiREZ 52T 723 150 Bl 89 5] (59%) 7% 65 mkLh
L2761 (10%) KOV 28 6l (19%) MENZEIL 5Ll ETH o7, 65k EDEFE & 65 Al D
B DRIT, BREYANZI O XI3A T ERIRANIC B E 2 223580 bR o 7z,

11 R

BREYANZI (U Y7525 ~Zha—t/) (X, CARZIHAE THIlL (CD8 LT CD4 %437 B ik
%) ERESNIMRCTEET 5, CD19 Z#EH) & L-# s e B F Tl GE L THh 5, CAR
%, FMC63 £/ 7 o —F VHURHRO —AREAILE T Z 7 A b (scFv) | IgG4 B Y R A A |
CD28 & iH R A A >, 4-1BB (CD137) HHfilJft KA A > LY CD3 L{EMEAL R A A B S5,
F7-. BREYANZI IZ/E, CDI19 #¢5f) CAR & & & ISR I IEF B9 2 FEREREME D FaiE A 1 B Ak
FEHNTZ2&K (EGFRY) RNEFEh b,

BREYANZI /3 T #ifafdft T 5, BREYANZLIZ, EHENZRAMIKT 7 = L—v AKX DL NE
FO T MRS D, R L7z CD8 Bt Ot CD4 Btk T Ml 2 Bl IZiEHE L L, $T CD19
CAR B ABIRTE G, HHEEORWL VT UL NART X —2 W TGERIETFEAT S, WEEA
7o THIRRIE, AIRES IR CHLHAE S, Yav L TR IC AL 41, CD8 & U} CD4 ffi53 /3
ATNE L THRERTEESND, ZNHD/A T /V% 1Al BREYANZI #5842, AHANT, A
FHH A TSI SN BRI & L CHIM 2 AN ERF R I G LT E2 by, K
AT SRR S ND, [k - HE (2.2) RO RER O (16) 2]
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BREYANZI #AlE 75% (v/v) @ Cryostor® CS10 [7.5% DY A F VALK X T K () 2EH] |
24% (viv) OEHRAEEEMRER. 15, 1% (W) D25%7 V7 Iy (e N 25675,

12 PR IK B
12.1 YERBER

BREYANZI (%, CD8 [t & U CD4 [t T Moo FH D A B — V2RI T 2 7201, BUE S 7= fHAk
THET 5. CD19 ZiEH) & LI Bin 04 B ZMifafef@ ik Th 5, CAR (X, FMC63 £/ 7 m—
FATURHSR O —AREEWE T F 7 Ak (scFv) | IgG4 b Y RAA | CD28EEE KA A | 4-
1BB (CD137) LHiIPE KA A 2 K OY CD3 L IEMEIL R A A bR S D, CD3 v 7V BiET
EMEA L OBUESEEEOBERICAR AR TH L DT L, 4-1BB (CD137) ¥ 7 F WV iniE#El
BREYANZI O¥4FE K ORI T 57 5,

IS K ONIE & 72 B AR OMAZEEIZ3EL L TV 5 CD19 12 CAR 2381 % & . CAR T &4l
N OEGE - RIEMEY A N A Ol WONTHERSHIZ S A RS EE N FHE S NS,

12.2 B
BREYANZI 5%, VA b A2, rEIA 2. MOZEDOMDIyFED AR NA F~—T—D

—atE EHARET D Z LIk, ARG E 4 N7 0 B L7, BREYANZI % 5% 14
HUPNIZ BN, d~—h—D EFENE—7I1ZFE L, 28 HUNIIRN—ZX T A AMEIZE - T,

BMIETZR AR, KA U > 7 RERD 3% A % 5 > 5 CD19+B fifid & iEF 41, BREYANZI DOFER)
ERCToH 5. B Ml 41X, BREYANZI O %R 1 FRICHT 0 BFEOREICRD bl

12.3 HEhEhik

BREYANZI O # 5% . BREYANZLIZHEHNCHER L7=1%. AP Uiz, KRR 5 oo B K HE5E £
TORFMOFIAEIX, B 10~12 A TH o 72, KIEMAIZ BREYANZI 235 H S 4u 7= JiRH o o e fif
1T 12.1 A P01 » ALLE~242 % ALLE) EHEE ST,

LBCL (ZXd 2% 2 LY A L EORHEREZ AT 5 H3%E (TRANSCEND) Tid., Z=2hfil (N=135)
Cmax D HFIRALITIERZB] (N=37) D 23 fFE - 7= (35335 %} 15,527 copies/ u g) o Z=&hFID
AUC28a D IEIL, FEZZZIHI] (273,552 %} 155,240 day*copies/ng) @ 1.8fF ThH -7z,

TRANSCEND #£TliZ, CART AHAEDBIFHL E B IE & CRS S OMHRR 5 0D R B3 23 i ME ] 23 A
bz, MU X~T%EE5 LIESE (N=49) Tk, bV X~T7 %25 Lo mEH (N=189)
EHEE LT, Conax JX OV AUC 08¢ D BN Z3LEHL 3.6 (5 I O 3.7 5o 7, [AERIC, R R A
TuaA REZES LB (N=50) O Cpax XY AUCoosa D FRAEIX, RIRKEAT A NElZRS
L72hro T2 B3 (N=188) TR TENEIN 38 EL 3.7 fEm Mol

29
Approved v1.0



65 TEARTE DA (N=142) 1281 D Cunax & N AUCo28a D FHRAFEIL, 65 5L EDHBE (N=96) DZi
TN ERDR23ETH o7, MR, AR, RIEAEOMRE & Coax &2 Y AUCo280 & O R B HE 77 B E
WD BN o T,

13 JEEERFE LB

13.1 DA, BERFM, ZIREEE

BREYANZI D 3 A5 ER M OSEAn et el BRI 320 S TRV, ZARREIC K95 BREYANZI D
229 2 BRI = STV Ry, @%%%~&U$%#E§LLKBmwmulé%mkm

vitro BRCIX, IWEEEH L O/ IR O= BT 2 A FERO LT, R E iR B
L'fﬁ%@ﬁ'fﬁ/\a) E*RE/J{'EJAJ?L#D %) Eniﬁﬁ’o f:o

14 i PR R
1 LT A v OifES OBR X TEE Y LBCL

TRANSFORM

— AR O FRFE SUTHEEME LBCL OB x5 & LIz EIER b, IEER. ikt

[FFBRIZHV T, BREYANZI OAF #h: % 37 L7~ (TRANSFORM; NCT03575351) . BHFILFIH X
IFEEAME Y NBICKTT 21 AT T 6T, BHZ HSCT OXG L o algettnd v | R
BMERE LG T D0, PIEREFEIEDTERZEER) (CR) M5 12 4 AURNIZHEH LTV DL
b ole, WHERNEIL HSCT D70 O+43 2 ifidstine & mERE A LB e LT,

BFFC 184 Bl EHE %, BREYANZI (/&M & : CAR ZBIA T ML 100X 10°{#) o HA[a B 58 & |
3 A I VOB ER L & k< mAHEEEICKE L, CR XU PR IZIE L7 BHFIZHE HSCT
% ol 9 HIEEFIEREC 11 QR CEAELIZE O (117, T TOBENEIEL(LANC A MERT ~7
= L—V AEZITT,

BREYANZIIZ T v Z 2MEENT-BEITIE, U U ERREEFHEEE LTI AE T B30 mgm?/H &
VI aARAT 7 I R300mg/m?/H %3 BFPFAESG Lic#, U o SBRBRE L RIEOK T 5 2~7TH
%12 BREYANZI 245 L7, BT 7 = L— 205 U U RERERFALFRIED B IE £ TOWIRIC
TV D TAREREEREE T 5 2 L ST S L7z, BREYANZI IZAFBEEE (79%) KOV kKBS
(21%) TG T,

AR GUER KT, Flp O IAEIL 597 (FiPH:20~75m%) . FPEST%. FHA59%., 77 A 10%.
B AN4%TH-o7-, ZWiiE. DLBCLIEFFER! (denovo) (55%) . L BHIRY o~ E (23%) .
JFRPEMERR RIS B HifL Y N E (10%)  ROMEREMEEE Y >\ EH4 U7- DLBCL (8%) T
bole, TNHDRFED IS, TBBY%ILEITLOIERICK L TEIRTETH D . 27%IL 5 — Bkt
LT CRZERLTHE 12 5 HUNIZEI LT,
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IAEZIZEID M Dtz 2 Bl 55 89 5 (97%) % BREYANZI D#t 5% % 1)7=, HIERT 7 = 1
— U ANLEEGNAFARRIZZ2 5 E TOWM ORI 26 A (#iPH:19~84 A) . HMEKT 7 = L
»—“/Xinﬁgi%”ﬁ—:]\if“@ﬁﬁfﬁ@qjyﬂﬁ:,‘c36 B (#PH : 25~91 H) Th -7z, 5841 (63%) 27V
v Uy TEEEZ T T, RIS EA SRS S (BUIERR  1.1%) .

FEAEFRERE RS 1B O T BN 280 5 b, 91 FIREEZBRIGE L., 436 (47%) 735 &%
L& HSCT #5272, HSCT 232 \F 2o Tk b2 W ELHIL., A= FERIEOZN RO RKINTH

-7,

BHIMEO EEFMME B X, MR AEEZES (IRC) OYEICL ML X NAEGFHM (EFS) & L7,
= OO ZVERHETE B I EA M Ch o 72, ARIEE Table 9 X O Figure 1 (27”83, 1 44
7€ EFS |Z. BREYANZI #£ T 45% [95% CI : 29, 59] | FEYERRIERETT 24% [95% CI: 14, 35] Th o
77,

BREYANZI BEDHEFE 92 Bld 95, CR ZERM L7-HE (N=61) TIIHEE DOR Hrofl iz BEEd

(95% CI: 7.9 # A, NR) . EZIHEN PR Tho7-ABE (N=18) TIIHE DOR Il 2.3 » H
(95% CI: 2.1, NR) ZE L 72> Tz,

EFS O 3= BELARATIG I A 773 o AT 2 20t U 7=, 277 HAR o dr AT 1R s e A Bk o B
WRGliT- S 7o Te, PEMERIERRICIIELIZEID M1 BTz 46 B (50%) X, Z O%iIBEREhE
E|ZE > T BREYANZI O 55252 1) 7~
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Table 9:  FERIIEHEMEO LBCL BEIZRBITAESMEOFKEE (TRANSFORM 3KER)

L BREYANZI ## FEYETRIRAE
(N=92) (N=92)
A N NEFHIR P
AN MG 0 (%) 35 (38) 63 (69)
ke () [95%CI] © 10.1 [6.1,NR] 2.3 [2.2,4.3]
A= R [95%CI] ¢ 0.34 [0.22,0.52]
ol p fiE <0.0001*
FTERYR, % [95% CI] 66 [56,76] 39 [29,50]
CREDH, % [95% CI] 27 [12, 41]
ol p fiE <0.0001*
S A T AR
AN MG 0 (%) 28 (30) 43 (47)
ok () [95%CI] © 14.8 [6.6, NE] 5.7 [3.9,9.4]
A= R [95% CI] ¢ 0.41 [0.25,0.66]
ol p fiE 0.0001f

NR=AZE# ; CI={ZHEH X [H]

@ Lugano A&YEICH-S & | IRCVHIET D,

b BFSIE., 7 U MBS, BEEET IR, oL RRICK D, 7 ¥ AMetk 9l £ T
IZ CRXUI PR AN TE RN oo, ITANMEDRRIZ L D872 72 ) /= EIRR DOBAG DWW Ik
HHRVWHE TOMM EERT D,

¢ Kaplan-Meier #£E

4 J@RI] Cox el — RET MZES L, TXTORFNTIZOWT, BRHLIE—IBEIC R 2 K&

(— IR HHRPTEXT FF3E) S O IRIBR IR O F- 2 E [E B TR TR I C DTz,
¢ Cochran-Mantel-Haenszel # i&
f pfE% Z OFEFNIHE Lo PEAITICEN 0 Y TONTHEARE0.012 & i T 5,
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Figure 1: IRCH|EBIZE-3< &1 X MG O Kaplan-Meier #iff (Intention-to-Treat fi#4T)

PILOT

— R G FEIRIE S OB ARE) S O TR T EEANE LBCL B 2 x5 & L-HBE, FEER. Shtisk
H[FEFER  (PILOT; NCT03483103) 23 T, BREYANZI DA IWEZFM L7-, A#BRTi%. CART
ARRFEIEC 0 7o ligs b iE 2 L T D 25, IastRE ST AR D 72 912 i A BiE i OYE %2 HSCT
DS E IR D IRVEBFEZRER LTz, UTOREED S B0 &b =288 52 & & L2 70
Ll b B E ML EE (DLCO) 728 60%LL K. LVEF 728 50%AKiii, 7 L7 F=>27 107
Z A D 60 mL/min Ajiii, AST XX ALT 73 ULN @ 2 &% 2 T\ %, XX ECOG performance
status 2% 2 Td 5, BREYANZI O FE# 58 1% CAR A THE 100X 10E TH 7=, AIMERT 7
T L= AND Y U SERBR R SRIRIE OB E TORIOER I ha— D00 T ) v T
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BEITFAR S7-, BREYANZI OG- %2572 616D 5 6, 3261 (53%) N7V v VEiEE%x
J 7,

BREYANZI (%, U v 7 SBRERFLFRIEDOK 7D 2~7 ARG SNz, U U B bR L
AT, TAETEL 30mgm¥YB LT aR AT 7 2 R 300 mg/m¥ B O 3 BRI SR SR
72o BREYANZI I ABLEHE (67%) MUSKREBEH (33%) THRE T,

HMERT 7 = L— R %20 7- 74 B 5 B, 61 ] (82%) 7% BREYANZI O 525 ., T8 A
IMERRAT RIS & 7o > 77, 14 (1.4%) 1% BREYANZI OB I8 A L722V CAR FEEL T Ml
ARHE SN (BELR) . 126] (16%) 1TOEH T CAR B THaDO B 545 3 2o 7=,

BREYANZI & 5-61] 61 FlO4EE O gL Bl 74 7% (HPH:53~84 7%) . BME 61%. AN 8%, 7T A
3%, BN 2% Tho7-, ZWriL, DLBCL JEFFER (de novo) (51%) . miEfEfE B M@V o &
(33%) . JEHPEY »oEN B4 U2 DLBCL (15%) Tholz, ZNHDOBRED I B 53%ITHFE
PEEHATERIE A A L, 23%I3—RIGHEK T 12 » HUWNIZEHI L, 25%IE—KIG#% 12 » A &2 %
THIE LT,

A, 2014 4 Lugano 2% (Table 10 X TN 11) ZHWTIHMNEELZES (IRC) MHEL-%ES
7%%) (CR) BIA K OZEHHM (DOR) (RS2, CR £ TOMMOPRiET 1 » A (#PH:0.8~6.9
HnH) ThHol,

Table 10: B3 XIS LBCL (2%t 3E%h% (PILOT RER)

BRI e BREYANZI #¢5- LAMERT 7 = L—3 A ITHBRE
(N=61) (N=74)
2258, n (%) 49 (80%) 50 (68%)
[95% CI] ® [68%. 89%] [56%. 78%]
SERFED 33 (54%) 34 (46%)
[95% CI] [41%. 67%] [34%. 58%]
=R 16 (26%) 16 (22%)
[95% CI] [16%. 39%] [13%. 33%]

CI=[E# X[ ; NR=AZH|E
@ IRC 233Ff L 7= Lugano JEHEIZHE 5,
b Clopper-Pearson O 1EH 72 18] 95% CI
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Table 11: PILOT &RERIZ 1T 5 ELhHAM

6 » AFESOEIE [95%CI] ©
12 % HFRFROEIE [95% CI] ©

L BREYANZI #¢ 5
(N=61)

ek 49

DOR

FouE [95% CI) (A) ® 112 [5.1,NR]

e () T 0.0+~ 22.8+

KBZEN CR DHED DOR

PoufiE [95% CI] (A) NR [11.2,NR]

P (7) 2.0+ ~ 22.8+

83% [64,93]
68% [45, 83]

BEBZEN PR DA D DOR

fRfE [95% C1] ()

2.1 [1.4,2.3]

#ipH (A7)

0.0+ ~17.9

6 » HEEDEIS [95% CI] ©

8.2% [0.5,30.5]

DOR=ZANHI ; CI=EHIXH ; CR=524%%) ; PR=SES) ; NR=REE
@ IRC 233Ff L 7= Lugano JEHEIZHE 9,

b Kaplan-Meier ¥ % VN THifi] 95% CL &3k 5,

¢ Kaplan-Meier #£E1H

TR T2 an

2 VU A VU EDOIRERICEFE LIz UIEEERMED LBCL

TRANSCEND

2 LY A VUL EORNEFREZ A9 2 B3 XZEHEME O MR B MifatEIER % v U L oREDRA
BEEZXMNRE LIEER, St HAEEREB (TRANSCEND ; NCT02631044) (23T,
BREYANZI OFZhM: 27l L7z, ABRIZIZ, ECOG performance status 25 2 LN, HFEL i
[FfE HSCT O fTHENR & 0 . FesstE CNS U Vo RERAZ BT D BENMAANN LN, 71T F=
YU UT T AN 30mL/min K, 7T =TI N T AT =7 —BREEME ERO 5 EFE, X
IXAEEBR M= (LVEF) 7% 40% A D FBF & frdh Uiz, FRNCHE Lo iERE O BEIX o7, 18
BREALERMIA Y o NERRFACEIRIE 22T D DI 43 7 B RS RE 2 A 9 5 & 31l L 72 R 2 B8k
Wikt L Lic, 772 b =3 AMB U UREZLE D CNS JHZE DIRIE D 72 6O ORI NAL FHRIE AT HOH
ML EETe Y VSRR B L BRIEOBMAE TOMIX, o hr—LD7bDT ) v Vv T
o SOy
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BREYANZI X, V U /RERBRFALFIRIEDK T D 2~T7T ARG Lz, U U RERBRE bRiE L Y
AL LT, ZAXFEL 30mgm A RO 7 ak 277 3 K 300 mg/m¥ H 72 3 BRIBHA#RE S
72 BREYANZI T ARE K O TG-S Tz,

HIMERT 7 = L—3 AW 1T S 4, CAR ZEEAE TR 50~110 X 10°{ELL T o H &:#il/i ¢ BREYANZI
HELE X372 299 B -

o 444 (15%) THRGEARE Q#) | 3L of) | EEEIHE (6#) XiXzofodim (714)
IZ& D CARFEEL THifuZ &5 S ho e
o 204 {5 (68%) X T EHFH T BREYANZI 23 5S4, 2D 5 H 192 Bl THRIIEDFHH A 7]
RETholz (EEENEMATHRER) ; 261X, X—RTA VREXIT Y v Vv TRIERIC
PET BMIR 0338 D B o T2 T2 Ol ARRE TdH - 72
o S1f (17%) 137 EHE&PHS O BREYANZI 3% 5- S 7= (26 ) . XX BREYANZI O #L i,
HFIZHEA L7220 CARFEL TRl 2 & 5 S ive (BERR ;2561 .
FEA NIERAT R G 192 B4R O I EIE 63 5% (#PH @ 18~867%) TH V. B 69%. HA
84%. BN 6%, TV T N4T% Th o7, AHRFEEOPRALL 3 (HPH : 1~8) Tholo, WL,
de novo DLBCL (53%) . {EHEMEEL U Nl 6 JEEE#L L 72 DLBCL (25%) . e B e U
VNE (14%) | JFRISVERERR AR B MR Y o RIE (7%) | JEAafE Y > V&, Grade 3B (1.0%)
Thole, TNHDEED I B, 64%NEI OIERITIREINE, 53%3 MG, 37%725 HSCT O
FEATHE, 2.6%7% CNSi=iE % H LT e,

HEWEIX, 2014 -0 Lugano F£HE4 W TN A Z B S (IRC) 2VHIE L7582 %) (CR) #IE K
OFZWIM (DOR) IZHSWTHEME L72 (Table 12 O8N 13) , &&AIDFEL [CR XITHEDFES (PR) ]
FCToOHMOFIAMIT 1.0 5 A @PH : 0.7 » H~89 » A) Th-o7=, #E CR £ TOHIM D F oAl
X 1.0 » A (&P : 0.8~12.5 » A) Thotz, CREZER L= 104 Bl H B, 23 HiliT44), L& (6
#) SUXPR (1741) THY ., dEE TOHMOFRMEIL22 5 H P : 07 H~11.6 » H) Th

277,

Table 12: FEHZMEARITHREM I 2EZEA (TRANSCEND RER)

BREYANZI # 5

N=192
ZHEIE S n 141 (73%)
[95% CI] [67%. 80%]
SEEZER, n 104 (54%)
[95% CI] [47%. 61%]
MAED, n 37 (19%)
[95% CI] [14%. 26%]

CI={R#HX ]
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@ Lugano FEYE|ZHS X | IRC 2353FH L 7=,

Table 13: TRANSCEND BRIz BT 5 =R EA/

BREYANZI # 5. #
N=192

R 141
DOR (H)
FrfE [95% CI] ° 16.7 [5.3 4], NR]
T 0.0+ ~23.5+
BBREN CRDOEED DOR (H)
HRefi [95% CI] NR [16.7 %, NR]
T 0.7+ ~23.5+
BBEEEN PROBFED DOR (B)
HhefiE [95% CI] 1.4 [1.1, 2.2]
wapH T 0.0+ ~22.8+

DOR=ZZhHAM] ; CI={E4EHXM ; CR=5%E2Z%) ; PR=H/E%) ; NR=FKZ|=
a B OMEREAL AT HE

b KM ¥E % FHW TRl 95% CI 23R D7z,

T +EEIIIT B AR,

ZZhIAMIE CR Z R L2 FBE DD PR O ENREZZENR LTZEBE LY L E->7= (Table 13)
CR ZEERR L2 104 1D 5 B, 6841 (65%) 16 » HLLE, 6461 (62%) 19 » HUL EEMNErl L
Y

FIMEKT 7 = L—3 2% 520F, BR2 KNS £ 0 Sl rTREZW A 2 A9 5 2874100 5 ©| Table 12 127~
L 7228505 S 13BN, 27 B &ER LTz, HfERT 7 = L— 2% 5T L7228 (287 #i) 12
BT D IRC HEICHS S BFEHEIT 59% (95%CI : 53, 64) THY ., CR HEiT 43% (95%CI : 37,
49) . PR FE(X 15% (95%CI: 11, 20) Th o7z, ZNHLDOAEMEDKRIZIZ. 7V v P FRED
K-> THE LIEFEEEOH 250G, BIX Uiz RSN O RS O 545 ORE . & OH B
BT SR o ISR T B RSN B EN D,

15 BE 3R

1. Lee DW, Gardner R, Porter DL, et al. Current concepts in the diagnosis and management of cytokine release
syndrome. Blood 2014;124:188-195.
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16 it/ RE R OB O

BREYANZI [FTB T EAFE T TH Y, CD8 sy (NDC 73153-901-08) K& OF CD4 %4y (NDC
73153-902-04) DZT LN DOWHFERREIL L LT, 7T TSNS, % CD8 XL CD4 ff4riE,
fEfRArE L7z CAR BBV T DOIREEIZIE U T, K41 TIOVAD O/NFICEEES D, 45 CD8 Ak
53} O CD4 B4y /NS (NDC 73153-900-01) (2 A>TV 5, BREYANZI LK (% Sk 5 4

DR TIZ T, Wkt o ¥ —(ZBEE 3 2 Mo iR & = SOXEF R IR/ ICEE R S b, &lo0ks
i (RFD GEELK CEEFEAG OV ) vV T L Z ik R e NI IS 92,

o STHRHZEF OMBIE M A MR T 5,

o NATME IREE=FY VAT LANTEREZEZROZHET (w4 F A 130CULT) ITRE

T %,
o PHFNC BREYANZI Z#fifif3 2% 2 & [ - A (2.2) 2] .

17 BE~DIY ) U TEHR
FDA AR LT BE T ERE T A B (RETA F) 2Hie k2 BEICHS T2 &,

BENERROY 27 (11%) 2L CND 2 EE2fkERT 5, BERAROLA X, BREYANZI
O 2 MAOEEZRARD Z LR TE S, BENRGZFOM, BT Y v v 7E (U /35K
BREFEETIE W) BUEICRDIEENRH D, 207V vV FERER, BEaE TP oaERERS
ol & 2T RREMEN H W . BREYANZI OF¢ 5% 58 30517 2 AlfetEn & 5,

BREYANZI O 5-4%/07:< &4 7 BfIX REMS B EEFME CHEBET =4 L /952 L2 BEIC
AL, BE5%DR< ED 4L REMS SRE EFREE OFTERMN D 2 B LIN OB #ET 5
J: O*Hﬂ—\“j—é»—ko

BERIC, LTOU 27 I2oWTEREICHATHZ &,

o A bIALIRIEFERE (CRS) —CRS O OVEM GEEN, M i E, MR, (KR
JE. KOYEY) o CRS OB IR FEL L2541, Rl 2 b E bICEMOBEE %
T2 X)BEICHREST L2 L [BERMEH EOEE 5.1) ROFIEH (6.1) /]

o MRERFEVE—MMAE. SEEL. EARMET. DEEEE. R ERBIEE OMRFIFERICEET S
B SUTIERR, WAL O RF AU TR B OBUE SUIER DI L2 5513, BHICEROBZE
%%Héii%%ﬁ%%#é:&[%%&Uﬁﬁfwﬂm(ﬂ)&@ﬂ%@dﬂ)%%]

o HFERRRYLIE — FRYSE S PE O B SRR [ZEER O EorEE (5.5 ) K OFITERH (6.1 8)
e

o P 2 MERBUIE — Af PERIBUVDE, B, i RIBAE, ST B AR P ERIBE S .
TN LR O W SUTIESR (2528 R O/ FooitE (5.6) KOVFITEH (6.1) /]

UTBRETHDZ L 2 BECHET S,
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o T RVEEMENESS &M S 3A . Bristol-Myers Squibb £ (1-888-805-4555) (TSI S Z &
[ R O L ooiE (5.8) 2T

e BREYANZI O#% 5%V < &b 8 ML, BENEOMEEL, B UIERZ 1 O O BEL 12
2Dk, [BEROMH EOMHE (5.9 H) 2H]

BUEIC
Juno Therapeutics Inc., Bristol-Myers Squibb Company, Bothell, WA 98021, K[E 7 A &> A& : 2156,

Celgene Corporation, Bristol-Myers Squibb Company, Summit, NJ 07901, K[EZ 1 &> 2A&K5 : 2252,

BREYANZI ®/%, Bristol-Myers Squibb £I:, Juno Therapeutics, Inc. D B FKFEAIE TH 5,
Pat. https://www.bms.com/patient-and-caregivers/our-medicines.html
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(DIATEF <=Fra—kN)

BREYANZI OG- %#BAMET AR, ZORETA REeBiiAilE3v, ZTHHDOEEEZ LD L<
MHZET, KOBEBMICEREZ T DI ENTEET, JHHOREEIRESCIREIZ OV TEM
D56, HYOEREFEFIZTHRIZI VY, ZORET A REHEA TS, HRICOIBHIC
DOWTHYDOEFENEFEITHKET 2RV I3 THA,

BREYANZI {ZDOWTHI o TR REFLEERBFRIIM TTHN?
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AT HIERDR S HGE . T IS OERMNEFEE IEET 20, REHEEMPATLEE N,

PR I

F8# (100.4°F,38°C LA I)
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HEOHED, Eit, T
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FENED V0 EHS B 5 B IK

L ORES SULES)

S O EFHEFH T BREYANZI O 5551772 & Z {5 %, BREYANZI BB# 74+ L hh— R
ERESZEPEETT, HYOEREEET. B ZBRT 50 OmOEE LS T 5586
N E£7,

BREYANZI & i3 T4 53?2

BREYANZI IE, FERTF U D | FETh SRR Ba ) o~ EOREICHWN LD AL
FHIT, LTFOHEICHWLNET,
o HNIDIBENEZ LigmoTlz, XXM OIEENS 1 FELUWNIZHN AN Lo, XX
o WHIENRIE TORNEO Loz, UFHNENERL TR A FTIE LT T, wROE R
72 Bl X0 E AR OEIS & 7 B e X
o 2FEMHALL EDIGBRIEDN DR v o T2 0 272 7 o720 LT D

BREYANZI 1%, 72270V U JEHIMZ 8 L CHET L L) & S ESn-bR-850
HIMERDSESN D76, MOFINAH & 1T R £,
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WJFEE, HIRIE, EX IVl N—T RV TV R bEED, FERL TS TRTOEIZONT
HYEMIZEL TSI,

BREYANZI D EII DL HIZ L TZIFBDTTH?

BREYANZI (Ib 7B HOAIMEKNSELN DD, THMEKT 7L —v ] (b—a7
T lL—VRA) EMEIND FIETH R OMEERILL £7,

SR CTHRT-OMIRZZ T - T D, Y OEEMEFH ITIERIRRIZ /R 5 F TS 3~
40 308, T OHFEITEEA TT,

BREYANZI 255 D/, HRT-OHEOHEN D=8 3 B OILFRIEEZI TV E T,
BREYANZI O¥fNA T 726, HYOEENEFE L. hT7—T NV (Fa2—7) ZHARICAN
THELET (IR S5) . BREYANZI X 2 D B 202 Sk S5- L £,

- 1 FEOMaZ&RE L, TOEZICHOFEBEOMINEZ KL L ET,

—  FEARRRNIAR 2 TS, @E, 2 FEOMIEOWTRY 15 0K T,

BAIO VAL, BT EEZ %2 T - ERERE CF B B2 9,

TBIRZ 2 T T2 B 2 BRREILAN OB3ATIC. BREYANZI O 5% 4 BRILL EfE+ 5 X 9 &
LT EEN, HYDOEREFEEITL, HRZOEERHINTNENE ) 1ETHERL, &
05 BEIWERICOWTH R ET £,
BIERANBRNZSEEIIAR L WL Zenb v £4, BWEANR 2 hr—LTX | Bz
LCTHRERGA X, MYDOEENEFEN O 2RI E T,

Y OEBNEFET T, HRT-ORBEBET L7-DICmifREEZITWE T, MKREZZT
HZENEETT, TREZEENTEAIE. TEARETRSEREFEICER L TAF Y2 —
NWEMAEL TS EI0,

BREYANZI Z# 5 U2 %13 28T B & TIh?

BREYANZI Z#&5- L ThoAd7e< &b 8 ML, BMHIZ & TRWEES., HoElR, Bk
DOEE, XITZDMDOEREZEIIFEBFZITHORVWTL EE N, ZoEEICky, IRR., 8
Gl D FEWV, TWVRARESE, AR GREREESCHIEISEENE D EERDH D F
‘a—o

BALOT= DI IR, Ngas. FHRk. MRz LT 7ZEN,

BREYANZIIZ L > CHEI Y S ZEHWEAXIIREZ Y 5 5 L EHAIZE 2 b BEIWERIITH?

BREYANZI O EZEIWERIZLL T D L0 T,

I 57

I, R

FEEN (100.4°F/38°C LL )
HEGE B AETE

L
R S IR AR 38 R
HEOEL, WY, TH

SRR
FEIWED £ HEERS B 5 Bk
SRR S AEER

FEEfR
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éb\o
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M2 BREYANZI A E 4TV 5 & . — O il T HIV IR OF BN AMIEIC /2 5 = &R
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TEET,
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REETA FISREH SN T DDA OB THERMPLT END Z L35 Y 59, BREYANZI 2
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o O FAMERMIA B My > )
., R MERERRE SRR B AAE Y
VNI, TR R R IR R O
XU oNE, SEME B Ay
v N JE

R T EEIE O ) o |

7272 L. CD19 JURZFER & L7z A

7 HURSEA RIS T AR L DR
WIEDN RN BEITIRD

o UEAMKMIEE B Mgy /3
JE, RS MERERE IR B HERE U
VONIE, BRI e Y o)
fEE, MR B i Y o JE

7L, LFoWTh bz 3512

FR5,

e CDI9 HUFRAER & Lo A THUR
SZARBFEEL T MR L D TR
JEDS 720

o HAZFEMBMIEBAEIZEISNH 5
BETH- T, #IFOEE T
LA 2B B, RO BE TIX
PR AL A & 1B LL EREfT L
TEMNBINEL N8 L <
EYEES RIS ok 2k i A
et XA HE K i i & A
ST A&

2. R SUTEHEEM O OV E AP K

L, UFTonwTFahrhoifhs T
&H->7T, CDI9 JURZIERYE L7 ¥
A TR ARIEEL T a5
EDOIRBIEN I VEBEIZIR D,

o M D BE TITAEAER AL 2R
B 2 [BILLEREAT U 72 23 B s
BoninWigs

o FXOBRETIHMLFHEL 1 [
LI ESEAT U 7o SNBSS &7
WA

o [HIFE i If SR M A RS O S & 7
B 7\ SV (R 5 o e A A RS AT
RICHFR LT-5E

BB AR Y N, 272U, BUT
DNTINNDEHE ThH - T, CDI9
PURZIER L LaX A 7RSSR
RAEBL T MR iRE VL O TRIRIE )N
AN/ NONINEE S IR E A

Approved v2.0



1.7 [FIFE IR b — B A&

2L-LBCL

BMS-986387 UYHTEFY <=FLa—kL
Table 1-1: R [RZh G — &%
BR7e4 TL¥ U PeE%E A T RNV E®ETHHE 0V 7TOAEESDE
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Too E7RBWERIE. VA b A UHHERERE (37.7%) . - ERIE
(31.1%) . 57 (27.9%) . & (16.4%) . #KHE (16.4%) . FIMER
BAE (13.1%) . $EELIREE (13.1%) | I/ MRgAE (11.5%) . U >
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%) BITO 2 &,
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5.2 AR R

BATERH 2 A R EE S eS| Fhti G |Yesas P/ (FREE T — X
G NS s | A%
5.2 il R AR — TR - - - - - -
5.3 AR
53.1 AR R R
5311 ANAFT_A TV T4 (BA) RBREEE
FZH47: L)
53.1.2 HEBARBRKL OVEW RSN (BE) MBREEE
(M7 L)
5.3.1.3  InVitro-In Vivo DBE Z 7] L /2 #R K 52
472 L)
53.1.4 BRIk OCE LA ITER R R
ATERH 2 A F L EE AR 9 ft 191 ) K (e At/ [FREE T — 4
et NS s |
5.3.1.4.1 [Amendment I to the Report Entitled “Validation |- I 2Ol ol AN - - -
of ddPCR for the Quantitation of Jjjjiili CAR 2O
T VCN in Human Blood”
5.3.1.4.2 |Validation of Real-Time PCR Assay for the - 208 ol sk - - -
Quantitative Determination of WPRE and ALB ORA ]
in Human Samples
5.3.1.4.3 [Validation of an Electrochemiluminescence - I 2Ol N AN - - -
(ECL) Immunoassay for the Detection of Anti- R4

JCARO17 Antibodies in Human Serum
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5.3.144

Final Interim Report: An
Electrochemiluminescence (ECL) Immunoassay
for the Detection of Anti-JCARO017 Antibodies
in Human Serum in Support of Clinical Study
Entitled "A Phase 2 Study of Lisocabtagene
Maraleucel (JCARO17) as Second-Line Therapy
in Adult Patients with Aggressive B-cell NHL
(017006)"

— & B =
20

Final Interim Report 2: An
Electrochemiluminescence (ECL) Immunoassay
for the Detection of Anti-JCARO017 Antibodies
in Human Serum in Support of Clinical Study

2Ol to

5.3.14.5

Immunogenicity study report for the detection of
anti-JCARO017 antibodies in Human Serum by
an electrochemiluminescence (ECL) immuno
assay from study "A Global Randomized
Multicenter Phase 3 Trial to Compare the
Efficacy and Safety of JCAR017 to Standard of
Care in Adult Subjects with High-risk,
Transplant-eligible Relapsed or Refractory
Aggressive B Cell Non-Hodgkin Lymphomas
(Transform)" (JCARO017-BCM-003)

53.1.4.6

Biomarker Study Report for the Quantification
of Il in Support of Clinical Study Entitled
"A Global Randomized Multicenter Phase 3
Trial to Compare the Efficacy and Safety of
JCARO17 to Standard of Care in Adult Subjects
with High-risk, Transplant-eligible Relapsed or
Refractory Aggressive B Cell Non-Hodgkin
Lymphomas (Transform)" (JCAR017-BCM-
003)

20N to I
—EL |
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5.3.1.4.7

Interim Report: Quantitative Determination of
CAR Vector DNA in Human Samples Using a
Real-Time Quantitative PCR Assay in Support
of Clinical Study Entitled "A Phase 2 Study of
Lisocabtagene Maraleucel (JCARO017) as
Second-Line Therapy in Adult Patients with
Aggressive B-cell NHL (017006)"

e B
-2

s

Interim Report No. 2: Quantitative
Determination of CAR Vector DNA in Human
Samples Using a Real-Time Quantitative PCR
Assay in Support of Clinical Study Entitled "A
Phase 2 Study of Lisocabtagene Maraleucel
(JCARO17) as Second-Line Therapy in Adult
Patients with Aggressive B-cell NHL (017006)"

2Ol to I’

2O

53.14.8

Interim Final Report No. 2: Quantitative
Determination of CAR Vector DNA in Human
Samples Using a Real-Time Quantitative PCR
Assay in Support of Study BCM-001

Interim Final Report No. 3: Quantitative
Determination of CAR Vector DNA in Human
Samples Using a Real-Time Quantitative PCR
Assay in Support of Study BCM-001

5.3.1.4.9

Interim Final Report (Cohort 2): An
Electrochemiluminescence (ECL) Immunoassay
for the Detection of Anti-JCARO017 Antibodies
in Human Serum in Support of Study BCM-001

Interim Report No. 3: An
Electrochemiluminescence (ECL) Immunoassay
for the Detection of Anti-JCARO017 Antibodies
in Human Serum in Support of Study BCM-001

2Ol o |

20l

5.3.1.4.10

Appendix to Module 2.7.1 Bioanalytical Method
Life Cycle Table

-l
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5322 JTHCE R O AR B
Y47 L)
5323 fiov MEEEEE VR B E E
FZYH7a L)
53.3 ERR SR EhRE (PK) RBREEE
5.3.3.1 FREEEGEERE ISV D PK L O A MERBR &
FZYH7a L)
5.33.2 HBEAITBIT H2PKKL QW A MR &
FEY47a L)
5333  WIRMERE 2 MG U7z PKERER &
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5.34.2

BB 1T 5 PDRRER & O'PK/PDRRER R 5
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534.2.1

Clinical Pharmacology Report for Study
JCARO017-BCM-003: A global randomized
multicenter Phase 3 trial to compare the efficacy
and safety of JCARO17 to standard of care in
adult subjects with high-risk, transplant-eligible
relapsed or refractory aggressive B-cell non-
Hodgkin lymphomas (TRANSFORM)

-2

ot

Supplementary Clinical Pharmacology
Statistical Analysis Plan: A global randomized
multicenter Phase 3 trial to compare the efficacy
and safety of JCARO17 to standard of care in
adult subjects with high-risk, transplant-eligible
relapsed or refractory aggressive b-cell non-
Hodgkin lymphomas (TRANSFORM)

53422

Clinical Pharmacology Report for Study
017006: A Phase 2 Study of Lisocabtagene
Maraleucel (JCAR-017) as Second-Line
Therapy in Adult Patients with Aggressive B-
cell non-Hodgkin Lymphoma (PILOT)

-2

Clinical Pharmacology Report for Study
017006: A Phase 2 Study of Lisocabtagene
Maraleucel (JCAR-017) as Second-Line
Therapy in Adult Patients with Aggressive B-
cell non-Hodgkin Lymphoma (PILOT) (Report

Date: I -0

i
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5.3.5 B K OV ek BR i o
53.5.1 HIEET AIEICEI T A ikt FRE BRI A 5

TR 2 A b v EE B ES VNI ES R il T TS AEM/ |HEEE T — X
o RS zE (A
5.3.5.1.1 |[BCM-003 IA80 CSR] Synopsis: A global - 23 Oct 2018 E A |- wEA |-

randomized multicenter phase 3 trial to compare ~

the efficacy and safety of JCARO17 to standard on-going

of care in adult subjects with high-risk,
transplant-eligible relapsed or refractory
aggressive B-cell non-Hodgkin lymphomas
(TRANSFORM)

[BCM-003 TA80 CSR] Body - - - - - -
[BCM-003 TA80 CSR] Section14 Tables - - - - - -
[BCM-003 TA80 CSR] Section14 Figures
[BCM-003 TA80 CSR] Narratives - - - - - -
[BCM-003] Protocol #Jhft (07-Mar-2018)

[BCM-003] Protocol Amendment 2 - - - - - -
[BCM-003] Protocol Addendum JP version 2

[BCM-003] Summary of changes Protocol
Amendment no.1

[BCM-003] Summary of changes Protocol
Amendment no.2

[BCM-003] Sample Case Report Form - - - - - -
[BCM-003] Informed Consent Form version 3.0

[BCM-003] Informed Consent Form exceptional
release research consent form version 2.0

[BCM-003] Informed Consent Form Female
patient version 1.0

[BCM-003] Informed Consent Form Pregnant
Partner version 1.0

[BCM-003] Statistical Analysis Plan version 1.0
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[BCM-003] Statistical Analysis Plan
Amendment 1 version 1.1

[BCM-003] Statistical Analysis Plan
Amendment 2 version 1.2

[BCM-003] Statistical Analysis Plan Addendum
version 1.1

[BCM-003 TA80 CSR] Appendix 16.2.1:
Discontinued Patients

[BCM-003 TA80 CSR] Appendix 16.2.2:
Protocol Deviations

[BCM-003 TA80 CSR] Appendix 16.2.3:
Patients Excluded from Efficacy Analysis

[BCM-003 TA80 CSR] Appendix 16.2.4:
Demographic Data

[BCM-003 TA80 CSR] Appendix 16.2.5
Compliance and/or Drug Concentration Data

[BCM-003 TA80 CSR] Appendix 16.2.6:
Individual Efficacy Response Data

[BCM-003 TA80 CSR] Appendix 16.2.7
Adverse Event Listings partl

[BCM-003 TA80 CSR] Appendix 16.2.7:
Adverse Event Listings part2

[BCM-003 TA80 CSR] Appendix 16.2.8: Listing
of Individual Laboratory Measurements by
Patient

[BCM-003 1A80-JP] Section14 Tables

[BCM-003 TA80-JP] Section14 Figures

[BCM-003 1A60] Section14 Tables

[BCM-003 TA60] Section14 Figures

[BCM-003 1A60] Appendix 16.2.1:
Discontinued Patients

[BCM-003 TA60] Appendix 16.2.2: Protocol
Deviations

[BCM-003 1A60] Appendix 16.2.3: Patients
Excluded from Efficacy Analysis
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[BCM-003 TA60] Appendix 16.2.4:
Demographic Data

[BCM-003 TA60] Appendix 16.2.5: Compliance
and/or Drug Concentration Data

[BCM-003 TA60] Appendix 16.2.6 Individual
Efficacy Response Data

[BCM-003 TA60] Appendix 16.2.7 Adverse
Event Listings partl

[BCM-003 TA60] Appendix 16.2.7 Adverse
Event Listings part2

[BCM-003 TA60] Appendix 16.2.8 Listing of
Individual Laboratory Measurements by Patient

53.52  FExIEERBER L E
INFHERHZ A hv * i S T HT ES B ks T A |HEREAT — X
Ty [ /At sk |8
5.3.5.2.1 [[017006 Interim CSR] Synopsis and Body: A |- 26-Jul-2018 1o+ - |-
PHASE 2 STUDY OF LISOCABTAGENE ~
MARALEUCEL (JCAR017) AS SECOND- on-going

LINE THERAPY IN ADULT PATIENTS
WITH AGGRESSIVE B-CELL NHL
(TRANSCEND-PILOT-017006)

[017006 Interim CSR] Section14 Tables

[017006 Interim CSR] Section14 Figures

[017006 Interim CSR] Narratives

[017006] Appendix 16.1.1-16.1.10: Study
Information: Protocol, Sample Case Report
Form, Statistical Analysis Plan, etc.

[017006 Interim CSR] Appendix 16.2.1:
Discontinued Patients

[017006 Interim CSR] Appendix 16.2.2:
Protocol Deviations
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[017006 Interim CSR] Appendix 16.2.4:
Demographic Data

[017006 Interim CSR] Appendix 16.2.5:
Compliance and/or Drug Concentration Data

[017006 Interim CSR] Appendix 16.2.6:
Individual Efficacy Response Data

[017006 Interim CSR] Appendix 16.2.7:
Adverse Event Listings

[017006 Interim CSR] Appendix 16.2.8: Listing
of Individual Laboratory Measurements by
Patient

[017006 primary CSR] Synopsis and Body: A
PHASE 2 STUDY OF LISOCABTAGENE
MARALEUCEL (JCARO017) AS SECOND-
LINE THERAPY IN ADULT PATIENTS
WITH AGGRESSIVE B-CELL NHL
(TRANSCEND-PILOT-017006)

26-Jul-2018

on-going

s+

2

[017006 primary CSR] Section14 Tables

[017006 primary CSR] Section14 Figures

[017006 primary CSR] Narratives

[017006 primary CSR] Appendix 16.1.1-
16.1.10: Study Information: Protocol, Sample
Case Report Form, Statistical Analysis Plan, etc.

[017006 primary CSR] Appendix 16.2.1-16.2.8:
Discontinued Patients, Protocol Deviations,
Demographic Data, Compliance and/or Drug
Concentration Data, Individual Efficacy
Response Data, Adverse Event Listings, Listing
of Individual Laboratory Measurements by
Patient
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53522

[BCM-001 Cohort 2 Interim CSR] Synopsis and
Body: A PHASE 2, SINGLE-ARM, MULTI-
COHORT, MULTI-CENTER TRIAL TO
DETERMINE THE EFFICACY AND SAFETY
OF JCARO17 IN ADULT SUBJECTS WITH
AGGRESSIVE B-CELL NON-HODGKIN
LYMPHOMA (TRANSCEND WORLD)

e

on-going

[ N RS |-

A

[BCM-001 Cohort 2 Interim CSR] Section14
Tables

[BCM-001 Cohort 2 Interim CSR] Section14
Figures

[BCM-001 Cohort 2 Interim CSR] Narratives

[BCM-001 Cohort 2 Interim CSR] Appendix
16.1.1-16.1.10: Study Information: Protocol,
Sample Case Report Form, Statistical Analysis
Plan, etc.

[BCM-001 Cohort 2 Interim CSR] Appendix
16.2.1-16.2.10: Discontinued Patients, Protocol
Deviations, Demographic Data, Compliance
and/or Drug Concentration Data, Individual
Efficacy Response Data, Adverse Event
Listings, Listing of Individual Laboratory
Measurements by Patient, etc.

[BCM-001 Cohort 2 Primary CSR] Synopsis
and Body: A PHASE 2, SINGLE-ARM, MULTI
COHORT, MULTI-CENTER TRIAL TO
DETERMINE THE EFFICACY AND SAFETY
OF JCARO17 IN ADULT SUBJECTS WITH
AGGRESSIVE B-CELL NON-HODGKIN
LYMPHOMA (TRANSCEND WORLD)

e

on-going

[ N AES |-

A

[BCM-001 Cohort 2 Primary CSR] Section14
Tables

Approved v4.0

10



112 IRAHE R
BMS-986387

2L-LBCL

VI hTHE <~Ta—k)L

[BCM-001 Cohort 2 Primary CSR] Section14
Figures

[BCM-001 Cohort 2 Primary CSR] Narratives

[BCM-001 Cohort 2 Primary CSR] Appendix
16.1.1-16.1.10: Study Information: Protocol,
Sample Case Report Form, Statistical Analysis
Plan, etc.

[BCM-001 Cohort 2 Primary CSR] Appendix
16.2.1-16.2.10: Discontinued Patients, Protocol
Deviations, Demographic Data, Compliance
and/or Drug Concentration Data, Individual
Efficacy Response Data, Adverse Event
Listings, Listing of Individual Laboratory
Measurements by Patient, etc.

[BCM-001 Cohort 2 Interim-JP] Section14
Tables

[BCM-001 Cohort 2 Interim-JP] Appendix
16.2.1,16.2.4, 16.2.7

[BCM-001 Cohort 2 Primary-JP] Section14
Tables

[BCM-001 Cohort 2 Primary-JP] Appendix
16.2.1,16.2.4, 16.2.7

5.3.53 R OMBRAAE & O TIREIT Lo &
IRATEORH 2 A b % ARERCIR | Fohi o i [ FRET T
F ES[nlbiZay z% AN
5.3.5.3.1 [[ISS] Statistical Analysis Plan Version 1 - - - -
[ISS] Supplemental Tables - - - -
[ISS] Supplemental Figures - - - -
[ISS] Supplemental Listings - - - -
5.3.5.3.2 |[GC-LTFU-001] Table 14.1.2 Subject - - - -

Disposition GC-LTFU-001 Populations

[GC-LTFU-001] Table 14.1.4 Demographics
GC-LTFU-001 Populations
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[GC-LTFU-001] Table 14.3.1.2 Adverse Events
(AEs) Suspected to be Related to GM T Therapy
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