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Breyanzi is 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 ymphoma, and follicular lymphoma grade 3B who have:
o refractory disease to first-line chemoimmunotherapy or relapse within 12 months of first-line
chemoimmunotherapy; or
o refractory disease to first-line chemoimmunotherapy or relapse after first-line chemoimmunotherapy and are not
eligibale for hematopoetic stem cell transplanatation (HSCT) due to comorbidities or age.

Breyanzi is indicated for the treatment of adult patients with relapsed or refractory diffuse large B-cell lymphoma
(DLBCL), primary mediastinal large B-cell lymphoma (PMBCL) and follicular lymphoma grade 3B (FL3B), after two or

more lines of systemic therapy.
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4.4 Special warnings and precautions for use

[...]

Viral reactivation

Viral reactivation (e.g., HBV, human herpesvirus 6 [HHV-6]) and John Cunningham [JC] virus may occur in
immunosuppressed patients.

Viral reactivation manifestations may complicate and delay the diagnosis and appropriate treatment of CAR T cell-related
adverse events. Appropriate diagnostic evaluations should be performed to help differentiate these manifestations from
CAR T cell-related adverse events.

HBYV reactivation, in some cases resulting in fulminant hepatitis, hepatic failure and death, can occur in patients treated
with medicinal products directed against B cells. For patients with a prior history of HBV, prophylactic antiviral
suppressive therapy is recommended to prevent HBV reactivation during and after Breyanzi therapy (see section 5.1).

Reactivation of JC virus, leading to progressive multifocal leukoencephalopathy (PML), has been reported in patients
treated with Breyanzi who have also received prior treatment with other immunosuppressive medicinal products. Cases
with fatal outcome have been reported.

[...]

4.8 Undesirable effects
[...]

Table 3: Adverse drug reactions identified with Breyanzi
System Organ Class (SOC) | Frequency Adverse reaction
Infections and infestations® Very common Infections - pathogen unspecified
Common Bacterial infectious disorders
Viral infectious disorders
Fungal infectious disorders
Neoplasms benign, Uncommon Secondary malignancy of T-cell origin
malignant and unspecified
(including cysts and polyps)
Blood and lymphatic system | Very common Neutropenia
disorders Anaemia
Thrombocytopenia
Leukopenia
Lymphopenia
Common Febrile neutropenia
Hypofibrinogenaemia
Uncommon Pancytopenia
Immune system disorders Very common Cytokine release syndrome
. .
Common Hypogammaglobulinaemia
Uncommon Haemophagocytic lymphohistiocytosis
Metabolism and nutrition Common Hypophosphataemia
disorders Uncommon Tumour lysis syndrome
Psychiatric disorders Very common Insomnia
Common Delirium®
Anxiety
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System Organ Class (SOC) | Frequency Adverse reaction
Nervous system disorders Very common Headache®
Encephalopathy
Dizziness®
Tremor'
Common Aphasia®
Peripheral neuropathy”
Visual disturbance’
Ataxial
Taste disorder*
Cerebellar syndrome'
Dot
Uncommon Cerebrovascular disorder™
Seizure”
Faeial paralysisParesis®
Brain oedema
Not known Immune effector cell-associated neurotoxicity
syndrome*
Cardiac disorders Very common Tachycardia
Common Arrhythmia®®
Uncommon Cardiomyopathy
Vascular disorders Very common Hypotension
Common Hypertension
Thrombosis™
Respiratory, thoracic and Very common Cough
mediastinal disorders Dyspneeat
Common Dyspnoea’
Pleural effusion
Hypoxia
Uncommon Pulmonary oedema
Gastrointestinal disorders Very common Nausea
Diarrhoea
Constipation
Abdominal pain
Vomiting
Common Gastrointestinal haemorrhage®
Skin and subcutaneous Very Ecommon Rash
tissue disorders
Renal and urinary disorders | Common Acute kidney injury®
General disorders and Very common Fatigue
administration site Pyrexia
conditions Oedema"
Common Chills
Injury, poisoning and Common Infusion related reaction
procedural complications

[...]

g Aphasia includes aphasia, disorganised speech, dysarthria, dysphonia, slow speech, speech disorder

h Peripheral neuropathy includes carpal tunnel syndrome, demyelinating polyneuropathy, hyperaesthesia, hypoaesthesia, hyporeflexia, neuropathy
peripheral, paraesthesia, peripheral motor neuropathy, peripheral sensory neuropathy, sensory loss

[...]

™ Cerebrovascular disorder includes cerebral infarction, cerebral venous sinus thrombosis, embolic cerebral infarction, haemorrhage intracranial,
transient ischaemic attack

" Seizure includes seizure, status epilepticus

° Paresis includes facial paralysis, facial paresis, vocal cord paralysis
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°E Arrhythmia includes arrhythmia, atrial fibrillation, atrioventricular block complete, atrioventricular block second degree, extrasystoles,
supraventricular tachycardia, ventricular extrasystoles, ventricular tachycardia

P4 Thrombosis includes deep vein thrombosis, embolism, embolism venous, pulmonary embolism, thrombosis, vena cava thrombosis, venous
thrombosis, venous thrombosis limb

" Dyspnoea includes acute respiratory failure, dyspnoea, dyspnoea exertional, respiratory failure.

¥ Gastrointestinal haemorrhage includes gastric haemorrhage, gastric ulcer haemorrhage, gastrointestinal haemorrhage, haematochezia, lower
gastrointestinal haemorrhage, melaena, rectal haemorrhage, upper gastrointestinal haemorrhage

¥ Acute kidney injury includes acute kidney injury, blood creatinine increased, glomerular filtration rate decreased, renal failure, renal impairment,
renal injury

U Oedema includes face oedema, generalised oedema, localised oedema, oedema, oedema genital, oedema peripheral,
peripheral swelling, scrotal oedema, swelling, swelling face.

[...]

Opportunistic infections (all grades) have been observed in 2% of the 177 patients treated with Breyanzi who received one
prior line of therapy for LBCL, with Grade 3 or higher opportunistic infections having occurred in +0.6% of patients.
Opportunistic infections (all grades) have been observed in 3% of the 384 patients treated with Breyanzi who received
two or more prior lines of therapy for LBCL, with Grade 3 or higher opportunistic infections having occurred in 1% of
patients.

NeTwo fatal infections were reported from the 177 patients treated with Breyanzi who received one prior line of therapy
for LBCL. Four fatal infections were reported from the 384 patients treated with Breyanzi who received two or more prior
lines of therapy for LBCL among pooled LBCL studies. Of these, 1 was reported as a fatal opportunistic infection. See
section 4.4 for monitoring and management guidance.

Prolonged cytopenias

For patients who received one prior line of therapy for LBCL, Grade 3 or higher cytopenias present at Day 35 following
Breyanzi administration, occurred in 35% of patients, and included thrombocytopenia (28%), neutropenia (26%), and
anaemia (9%).

Of the 177 total patients treated in TRANSFORM, PILOT, and TRANSCEND WORLD (cohort 2) who had Day 35
laboratory findings of Grade 3-4 thrombocytopenia (n = 50) or Grade 3-4 neutropenia (n = 426) or Grade 3-4 anaemia
(n=15), for whom follow-up laboratory cytopenia results were available, the median time (min, max) to resolution
(cytopenia recovering to Grade 2 or less) was as follows in days: thrombocytopenia 32+ days (4, 309);

neutropenia 32+ days (847 339); and anaemia 22 days (4, 64).

[...]
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