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Yescarta is indicated for the treatment of adult patients with relapsed or refractory diffuse large
B-cell lymphoma (DLBCL) and primary mediastinal large B-cell ymphoma (PMBCL), after two or
more lines of systemic therapy.

Limitation of Use: Yescarta is not indicated for the treatment of patients with primary or
secondary central nervous system lymphoma.
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4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 or to gentamicin (a
possible trace residue).

Contraindications of the lymphodepleting chemotherapy must be considered.

4.8 Undesirable effects

The most common (25%) Grade 3 or higher non-haematological adverse reactions included encephalopathy
(31%), unspecified pathogen infections (19%), CRS (11%), bacterial infection (9%), viratinfection{6%);
delirium (6%), hypertension (6%), hypotension (6%), transaminases increased (6%) and viral infection (6%).
The most common Grade 3 or higher haematological adverse reactions included lymphopenia (99%),
leukopenia (96%), neutropenia (94%), anaemia (65%), and thrombocytopenia (56%).hypertension{6%)-

| Table 3: Adverse drug reactions identified with Yescarta*

System Organ Class (SOC) | Frequency Adverse reactions
Infections and infestations

Very common Unspecified pathogen infections
Viral infections
Bacterial infections

Common Fungal infections
Blood and lymphatic system disorders
Very common Febrile neutropenia®

Neutropenia®
Lymphopenia®
Leukopenia®
Anaemia®
Thrombocytopenia®
Common Coagulopathy?®

Immune system disorders

Very common Cytokine Release Syndrome
Immunoglobulins
decreased”Hypegammaglobulinaemia®
Common Hypersensitivity

Uncommon Haemophagocytic

| Lymphohistiocytosis™

Metabolism and nutrition disorders
Very common Hyponatraemia®
Hypophosphataemia®
Hyperuricemia*™
Hyperglycaemia®

Decreased appetite®appetite®
Wleighidesrense

Common Hypokalaemia®
Hypocalcaemia®
Hypoalbuminaemia®
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System Organ Class (SOC)

Frequency

Adverse reactions

DBehydratien?Dehydration®
Weight decreased

Psychiatric disorders

Very common

Pelirium-Delirium®
Insomnia

Common

Anxiety
Affective diserderidisorder’

Nervous system disorders

Very common

Encephalepathy’Encephalopathy?
Fremor*Tremor”
HeadachetHeadache'
DizzinessDizziness’

Common

Ataxia*

Seizures, including status epilepticus
Hemiparesis

Ataxia*

Facial paralysis'

Neuropathy perigherat¥peripheral™
Myoclonus

Uncommon

Quadriplegia

Spinal cord oedema
Myelitis

Dyscalculia

Myeelonus

Cardiac disorders

Very common

Fachyeardia®Tachycardia”
Arrhythmia®-Arrhythmia®

Common

Cardiac arrest
Cardiac faiurefailure?

Vascular disorders

Very common

Hypetension™Hypotension®
Hypertension

Common

Fhrombesis"Thrombosis’

Respiratory, thoracic and mediast

inal disorders

Very common

Dysonsen™
Cough®Cough®

Common

Hypoxia®®
Respiratory failure®
Hypoxia“

Pleural effusion
Pulmonary oedema

Dyspnoea
Nasal inflammation®*inflammation"

Laeeramen

. . £f

Gastrointestinal disorders

Very common

Vomiting
Diarrheea’Diarrhoea*
Constipation
Abdominal pain®pain’
Nausea

Common

Dysphagia*****
Dry meuth®mouth?
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System Organ Class (SOC) | Frequency Adverse reactions
Hepatobiliary disorders
Very common Transaminases increased®®
Common Hyperbilirubinaemia®®
Skin and subcutaneous tissue disorders
| Very common | Rash®Rash“
Musculoskeletal and connective tissue disorders
Very common Motor dysfunction dysfunction®
Musculoskeletal painpain®®
Uncommon Rhabdomyolysis

Renal and urinary disorders

| Common | Renal impairment™impairment’
General disorders and administration site conditions
Very common Fever-Feverse
Oedema*Oedema’
Fatiguel
Chills
Common Pain
Uncommon Multiple organ dysfunction syndrome
Eye Disorders
| Common | Visual impairmenti®
bavestionticns
Merycommon Fransaminases-increased™

** Adverse drug reactions were identified from a pooled analysis of 397 adult patients treated with Yescarta in ZUMA-1, ZUMA-5,
and ZUMA-7 and from post-marketing experience.

** Haemophagocytic lymphohistiocytosis has been reported in the setting of CRS.

*** Hyperuricemia was identified from a pooled analysis of 227 adult patients treated with Yescarta in ZUMA-1 and ZUMA-5.
**** * Dysphagia has been reported in the setting of neurologic toxicity and encephalopathy.

# Frequency based on Grade 3 or higher laboratory parameter.

a. Coagulopathy includes Coagulopathy, Blood fibrinogen decreased, Blood fibrinogen increased, Disseminated intravascular
coagulation, Hypofibrinogenaemia, International rermalised-normalized ratio increased, Prothrombin_level decreased, Prothrombin
time prolonged

b. Immunoglobulins decreased includes Blood immunoglobulin G decreased, Hypogammaglobulinaemia

c. Decreased appetite includes Decreased appetite, Hypophagia

d. Dehydration includes Dehydration, Hypovolaemia

e. Delirium includes Delirium, Agitation, Delusion, Disorientation, Hallucination, Restlessness

f. Affective disorder includes Impulsive behavior, Mood altered, Depression, Panic attack

g. Encephalopathy includes Encephalopathy, Agraphia, Altered state of consciousness, Amnesia, Aphasia, Aphonia, Apraxia, Cognitive
disorder, Confusional state, Depressed level of consciousness, Disturbance in attention, Dysarthria, Dysgraphia, Dyskinesia,
Dyspraxia, Hypersomnia, Immune effector cell-associated neurotoxicity syndrome, Lethargy, Leukoencephalopathy, Loss of
consciousness, Memory impairment, Mental impairment, Mental status changes, Metabolic encephalopathy, Neurotoxicity, Slow
speech, Somnolence, Speech disorder, Stupor, Toxic encephalopathy

h. Tremor includes Tremor, Head titubation

i. Headache includes Headache, Head discomfort, Tension headache

i. Dizziness includes Dizziness, Dizziness postural, Presyncope, Syncope, Vertigo

k. Ataxia includes Ataxia, Balance disorder, Gait disturbance

|. Facial paralysis includes Facial paralysis, Facial paresis

m. Neuropathy peripheral includes Neuropathy peripheral, Allodynia, Cervical radiculopathy, Hyperaesthesia, Hypoaesthesia, Lumbar
radiculopathy, Paraesthesia, Peripheral sensory neuropathy, Peroneal nerve palsy

n. Tachycardia includes Tachycardia, Postural orthostatic tachycardia syndrome, Sinus tachycardia

0. Arrhythmia includes Arrhythmia, Atrial fibrillation, Atrial flutter, Atrioventricular block, Bradycardia, Bundle branch block right,
Electrocardiogram QT prolonged, Extrasystoles, Heart rate increased, Heart rate irregular, Sinus bradycardia, Supraventricular
extrasystoles, Supraventricular tachycardia, Ventricular arrhythmia, Ventricular extrasystoles, Ventricular tachycardia

p. Cardiac failure includes Cardiac failure, Acute left ventricular failure, Ejection fraction decreased, Stress cardiomyopathy
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d. Hypotension includes Hypotension, Capillary leak syndrome, Diastolic hypotension, Hypoperfusion, Orthostatic hypotension
r. Thrombosis includes Thrombosis, Axillary vein thrombosis, Brachiocephalic vein thrombosis, Deep vein thrombosis, Device
occlusion, Embolism, Jugular vein thrombosis, Peripheral embolism, Peripheral ischaemia, Pulmonary embolism, Splenic vein
thrombosis, Thrombosis in device

s. Cough includes Cough, Productive cough, Upper-airway cough syndrome

t. Respiratory failure includes Respiratory failure, Acute respiratory failure

u. Hypoxia includes Hypoxia, Oxygen saturation decreased

v. Dyspnoea includes Dyspnoea, Dyspnoea exertional

w. Nasal inflammation includes Rhinitis allergic, Rhinorrhoea

x. Diarrhoea includes Diarrhoea, Colitis, Enteritis

y. Abdominal pain includes Abdominal pain, Abdominal discomfort, Abdominal pain lower, Abdominal pain upper, Abdominal
tenderness, Dyspepsia, Epigastric discomfort

z. Dry mouth includes Dry mouth, Lip dry

aa. Transaminases increased includes Transaminases increased, Alanine aminotransferase increased, Aspartate aminotransferase
increased, Hepatic enzyme increased, Hypertransaminasaemia

bb. Hyperbilirubinaemia increased includes Hyperbilirubinemia, Blood bilirubin increased

cc. Rash includes Rash, Application site rash, Dermatitis, Dermatitis allergic, Dermatitis bullous, Erythema, Pruritus, Rash
erythematous, Rash macular, Rash maculo-papular, Rash pruritic, Rash pustular, Urticaria

dd. Motor dysfunction includes Motor dysfunction, Muscle contractions involuntary, Muscle rigidity, Muscle spasms, Muscle
spasticity, Muscle strain, Muscle tightness, Muscle twitching, Muscular weakness

ee. Musculoskeletal pain includes Musculoskeletal pain, Arthralgia, Arthritis, Back pain, Bone pain, Flank pain, Groin pain,
Musculoskeletal chest pain, Myalgia, Neck pain, Osteoarthritis, Pain in extremity

ff. Renal impairment includes Acute kidney injury, Blood creatinine increased, Renal failure

gg. Fever includes Hyperthermia, Pyrexia

hh. Oedema includes Oedema, Face oedema, Generalized oedema, Localized oedema, Oedema genital, Oedema peripheral,
Peripheral swelling, Swelling

ii. Fatigue includes Fatigue, Asthenia, Decreased activity, Malaise

jj. Visual impairment includes Visual impairment, Hemianopia, Vision blurred, Visual acuity reduced
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