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Yescarta is indicated for the treatment of adult patients with diffuse large B-cell lymphoma
(DLBCL) and high-grade B-cell lymphoma (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

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

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

Management of cytokine release syndrome associated with Yescarta

At least 1 dose per patient of tocilizumab , 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.

Patients must be monitored daily for signs and symptoms of CRS for at least 10 days following infusion
at the qualified clinical facility. After the first 10 days following infusion, the patient is to be monitored at
the physician’s discretion.

Patients are to be counselled to remain within proximity of a qualified clinical facility for at least 4 weeks
following infusion and to seek immediate medical attention should signs or symptoms of CRS occur.
Treatment algorithms have been developed to ameliorate some of the CRS symptoms experienced by
patients on Yescarta. These include the use of tocilizumab or tocilizumab and corticosteroids for

moderate severe, or life- threatenmg CRS%%&mmaHseekmiabl%L Pa&eﬂt%wh&aepeﬁenee@md%}ef

The management of patients should be conducted based on the patient’s clinical presentation and in

accordance with applicable local institutional and/or national or European/international clinical
guidelines. Physicians are advised to exercise clinical judgment consistent with these standards.

Yescarta must not be administered to patients with active infections or inflammatory disease until these
conditions have resolved.

CRS has been known to be associated with end organ dysfunction (e.g., hepatic, renal, cardiac, and
pulmonary). In addition worsening of underlying organ pathologies can occur in the setting of CRS.
Patients with medically significant cardiac dysfunction must be managed by standards of critical care and
measures such as echocardiography are to be considered.

Evaluation for haemophagocytic lymphohistiocytosis/macrophage activation syndrome (HLH/MAS) is to
be considered in patients with severe or unresponsive CRS. HLH/MAS should be managed per local
institutional and/or national or European/international clinical guidelines.
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Yescarta continues to expand and persist following administration of tocilizumab and corticosteroids.
Tumour necrosis factor (TNF) antagonists are not recommended for management of Yescarta-associated
CRS.

Neurologic adverse reactions

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. The median time to onset was 6 days (range: 1 to 133 days) in ZUMA-1 and
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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-{Fable2).
Patients must be monitored at least daily for 10 days at the qualified clinical facility following infusion
for signs and symptoms of neurologic toxicity/ICANS. After the first 10 days following the infusion, the
patient is to be monitored at the physician’s discretion. Patients are to be counselled to remain within
proximity of a qualified clinical facility for at least 4 weeks following infusion and to seek immediate
medical attention should signs or symptoms of neurologic toxicity/ICANS occur. Vital signs and organ
functions must be monitored depending on the severity of the reaction.
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The management of patients should be conducted based on the patient’s clinical presentation and in
accordance with applicable local institutional and/or national or European/international clinical
guidelines. Physicians are advised to exercise clinical judgment consistent with these standards.
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6.4 Special precautions for storage

Yescarta must be stored in the vapour phase of liquid nitrogen (< -150°C) and must remain frozen until
the patient is ready for treatment to ensure viable live autologous cells are available for patient
administration.

Yescarta may be stored a single time at -80 °C (£ 10 °C), for up to 90 days. After storage at -80 °C
+ 10 °C, the product must be used within the 90-day period or the labelled expiration date, whichever
comes first. After these dates, the product must not be used and must be discarded.

Thawed medicinal product should not be refrozen.

For storage conditions after thawing of the medicinal product, see section 6.3.
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