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Yescarta is indicated for the treatment of adult patients with diffuse large B-cell ymphoma
(DLBCL) and high-grade B-cell ymphoma (HGBL) that relapses within 12 months from
completion of, or is refractory to, first-line chemoimmunotherapy.

Yescarta is indicated for the treatment of adult patients with relapsed or refractory (r/r)
diffuse large B cell ymphoma (DLBCL) and primary mediastinal large B cell lymphoma
(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.

Yescarta is indicated for the treatment of adult patients with relapsed or refractory follicular
lymphoma (FL) after two or more lines of systemic therapy.
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4.4 Special warnings and precautions for use

Autologous use
Yescarta is intended solely for autologous use and must not, under any circumstances, be administered to
other patients. Before infusion, the patient’s identity must match the patient identifiers on the Yescarta
infusion bag and cassette. Yescarta must not be administered if the information on the patient-specific
infusion bag and cassette label does not match the patient’s identity.

General

Warnings and precautions of lymphodepleting chemotherapy must be considered.

Reasons to delay treatment

Due to the risks associated with Yescarta treatment, infusion must be delayed if a patient has any of the
following conditions:

o Unresolved serious adverse reactions (especially pulmonary reactions, cardiac reactions, or
hypotension) including from preceding chemotherapies.
o Active uncontrolled infection.

o Active graft-versus-host disease (GVHBGvVHD).

In some cases, the treatment may be delayed after administration of the lymphodepleting chemotherapy
regimen. If the infusion is delayed for more than 2 weeks after the patient has received the
lymphodepleting chemotherapy, lvmphodepleting chemotherapy regimen must be administered again (see

section 4.2)

Cytokine release syndrome

Nearly all patients experienced some degree of CRS. Severe CRS, including life-threatening and fatal
reactions, was very commonly observed with Yescarta with a time to onset of 1 to 12 days in ZUMA-1
and ZUMA-7, and 1 to 11 days in ZUMA-5 (see section 4.8). CRS should be managed at the physician’s
discretion, based on the patient’s clinical presentation and according to the CRS management algorithm
provided in Table 1. Interleukin-6 (IL-6) receptor inhibitor based therapy such as tocilizumab has been
administered for moderate or severe CRS associated with Yescarta.

Diagnosis of CRS requires excluding alternate causes of systemic inflammatory response, including
infection.

Management of cvtokine release syndrome associated with Yescarta

At least 1 dose per patient of tocilizumab perpatient, an interleukin 6 (IL 6) receptor inhibitor, must be
on site and available for administration prior to Yescarta infusion. The qualified treatment centre must
have access to an additional dose of tocilizumab within 8 hours of each previous dose.

Neurologic adverse reactions
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Severe neurologic adverse reactions, also known as immune effector cell-associated neurotoxicity
syndrome (ICANS), have been very commonly observed in patients treated with Yescarta, which could
be life-threatening or fatal{seesection4-8}. The median time to onset was 6 days (range: 1 to 133 days)
in ZUMA-1 and ZUMA-7, and 7 days (range: 1 to 177 days) in ZUMA-5 following Yescarta infusion (see
section 4.8). Patients with a history of CNS disorders such as seizures or cerebrovascular ischaemia may
be at increased risk. Fatal and serious cases of cerebral oedema have been reported in patients treated
with Yescarta. Patients must be monitored for signs and symptoms of neurologic adverse reactions
(Table 2).

Infections and febrile neutropenia

Serious infections have been very commonly observed with Yescarta (see section 4.8). In
immunosuppressed patients, life-threatening and fatal opportunistic infections including disseminated
fungal infections have been reported.

Patients must be monitored for signs and symptoms of infection before, during, and after Yescarta
infusion and treated appropriately. Prophylactic anti-microbials should be administered according to
standard institutional guidelines.

Febrile neutropenia has been observed in patients after Yescarta infusion (see section 4.8) and may be
concurrent with CRS. In the event of febrile neutropenia, infection is to be considered and managed with

broad spectrum antibiotics, fluids, and other supportive care as medically indicated.

Viral reactivation

HBYV reactivation, in some cases resulting in fulminant hepatitis, hepatic failure, and death, can occur in

patients treated with drugs directed against B-cells. Sereeningfor HBV,-HEVand HV -must-be
pertormedboloreenlloction o locll v mone ieturine o b Doensn

| Reactivation of John Cunningham (JC) virus, leading to progressive multifocal leukoencephalopathy
(PML), has been reported in patients treated with Yescarta who have also received prior treatment with
other immunosuppressive medications. Cases with fatal outcome have been reported. The possibility of
PML should be considered in immunosuppressed patients with new onset or worsening neurological
symptoms and appropriate diagnostic evaluations should be performed.

Other life-threatening and fatal cases of viral reactivation with HHV-6 have been reported.

Prolonged cytopenias

Patients may exhibit cytopenias for several weeks following lymphodepleting chemotherapy and Yescarta
| infusion_and must be managed according to standard guidelines. Grade 3 or higher prolonged cytopenias
following Yescarta infusion occurred very commonly and included thrombocytopenia, neutropenia, and
| anaemia. Patient Bblood counts are-temust be monitored after treatment-with-Yescarta infusion.

Hypogammaglobulinaemia

B-cell aplasia leading to hypogammaglobulinaemia can occur in patients receiving treatment with
Yescarta. Hypogammaglobulinaemia has been very commonly observed in patients treated with Yescarta
(see section 4.8). Hypogammaglobulinaemia predisposes patients to have infections. Immunoglobulin
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levels should be monitored after treatment with Yescarta and managed using infection precautions,
antibiotic prophylaxis, and immunoglobulin replacement in case of recurrent infections and must be taken
according to standard guidelines.

Hypersensitivity reactions

Allergic reactions may occur with the infusion of Yescarta. Serious hypersensitivity reactions including
anaphylaxis, may be due to DMSO or residual gentamicin in Yescarta.

Secondary malignancies including of T-cell and myeloid origin

Patients treated with Yescarta may develop secondary malignancies. T-cell malignancies have been
reported following treatment of haematological malignancies with a BCMA- or CD19-directed CAR T-
cell therapy, including Yescarta. T-cell malignancies, including CAR-positive malignancies, have been
reported within weeks and up to several years following administration of a CD19- or BCMA-directed
CAR T-cell therapy. There have been fatal outcomes. Patients-are-to-be-menitoredlifelongforsecondary
malignanetes—In the event that a secondary malignancy of T-cell origin occurs, the company is to be
contaced to obtain instructions on patient samples to collect for testing.

Myelodysplastic syndrome and acute myeloid leukaemia, including cases with fatal outcomes, have
occurred in patients following treatment with Yescarta.

Patients are to be monitored life-long for secondary malignancies.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed with Yescarta.

Prophylactic use of systemic corticosteroids may interfere with the activity of Yescarta. Prophylactic use
of systemic corticosteroids is therefore not recommended before infusion (see section 4.2).

Administration of corticosteroids as per the toxicity management guidelines does not impact the
expansion and persistence of CAR T cells.

4.8 Undesirable effects

Table 3: Adverse drug reactions identified with Yescarta*

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

Very common Unspecified pathogen infections
Viral infection

Bacterial infection

Common Fungal infection
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System Organ Class (SOC) | Frequency | Adverse reactions

Neoplasms benign, malignant and unspecified (including cysts and polyps)

RareUncommon Secondary malignancy of T-cell
origin

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®

Common Hypersensitivity

Uncommon Haemophagocytic
Lymphohistiocytosis”

Metabolism and nutrition disorders

Very common Hyponatraemia®

Hypophosphataemia®
Hyperuricemia™”
Hyperglycaemia®
Decreased appetite®

Common Hypokalaemia®
Hypocalcaemia®
Hypoalbuminaemia®
Dehydration?
Weight decreased

Psychiatric disorders

Very common Delirium®
Insomnia

Common Anxiety
Affective disorder’

Nervous system disorders

Very common Encephalopathy®
Tremor™
Headache'
Dizziness

Common Ataxia*

Seizures, including status epilepticus
Hemiparesis

Facial paralysis'

Neuropathy peripheral™

Myoclonus

Uncommon Quadriplegia

Spinal cord oedema
Myelitis
Dyscalculia

Eye disorders

Common Visual impairment”

Cardiac disorders

Very common Tachycardia®
ArrhythmiaP

Common Cardiac arrest
Cardiac failure?




) GILEAD

Creating Possible

Gilead Sciences Israel Ltd.
4 HaHarash Street, Hod Hasharon
Tel: 972-8802050

System Organ Class (SOC) | Frequency | Adverse reactions
Vascular disorders
Very common Hypotension"
Hypertension
Common Thrombosis®
Haemorrhage!
Respiratory, thoracic and mediastinal disorders
Very common Cough"
Common Respiratory failure*
Hypoxia™*

Pleural effusion
Pulmonary oedema
Dyspnoea*™

Nasal inflammation®

Gastrointestinal disorders

Very common

Vomiting
Diarrhoea?
Constipation
Abdominal pain®*
Nausea

Common

Dysphagia***
Dry mouth?>#

Hepatobiliary disorders

Transaminases increased<®

Common

| Very common

Hyperbilirubinaemiadd

Skin and subcutaneous tissue disorders

| | Very common

Rasheed¢

Musculoskeletal and connective tissue disorders

| Very common

Motor dysfunction™®
Musculoskeletal pain&e"

Uncommon Rhabdomyolysis
Renal and urinary disorders
| | Common | Renal impairment!s2
General disorders and administration site conditions
Very common Fever™ii
Oedemali®
Fatigue"
Chills
| Common Infusion related reactions
Pain
Uncommon Multiple organ dysfunction syndrome
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