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Kymriah is indicated for the treatment of:
Paediatric and young adult patients up to and including 25 years of age with CD19+ B-cell
acute lymphoblastic leukaemia (ALL) that is refractory, in relapse post-transplant or in second
or later relapse.
Adult patients with relapsed or refractory diffuse large B-cell lymphoma (DLBCL) after two
or more lines of systemic therapy.
Limitation of Use: KYMRIAH is not indicated for treatment of patients with primary or
secondary central nervous system lymphoma.
Adult patients with relapsed or refractory follicular lymphoma (FL) after two or more lines of
systemic therapy
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Tisagenlecleucel (1.2 x 10° to 6 x 10 CAR- positive viable T cells)
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4.4 Special warnings and precautions for use

Cytokine release syndrome

Cytokine release syndrome (CRS), including fatal or life-threatening events, has been frequently
observed after Kymriah infusion (see section 4.8). In almost all cases, development of CR Seytokine
release-syndrome-occurred between 1 to 10 days (median onset 3 days) after Kymriah infusion in
paediatric and young adult B-cell ALL patients, between 1 and 9 days (median onset 3 days) after
Kymriah infusion in adult DLBCL patients and between 1 to 14 days (median onset 4 days) after
Kymriah infusion in adult FL patients. In some cases onset of CRS occurred after that period. The
median time to resolution of cytokine release syndrome was 8 days in B-cell ALL patients, 7 days in
DLBCL patients and 4 days in FL patients.

Patients should be closely monitored for signs or symptoms of CRS and patients and caregivers should
be informed about potential late onset of signs or symptoms and instructed accordingly. Symptoms of
CR Seytokinerelease-syndreme-may include high fever, rigors, myalgia, arthralgia, nausea, vomiting,
diarrhoea, diaphoresis, rash, anorexia, fatigue, headache, hypotension, dyspnoea, tachypnoea, hypoxia,
and tachycardia. Organ dysfunction, including cardiac insufficiency, renal insufficiency and liver
injury with accompanying elevated aspartate aminotransferase (AST), elevated alanine
aminotransferase (ALT) or elevated total bilirubin may also be observed. In some cases, disseminated
intravascular coagulation (DIC) with low fibrinogen levels, capillary leak syndrome (CLS),
macrophage activation syndrome (MAS) and haemophagocytic lymphohistiocytosis (HLH) may occur
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Management of cytokine release syndrome associated with Kymriah

To reduce the risk of or manage CRS complications (see above), patients treated with Kymriah may
receive anti-interleukin-6-based intervention (e.g. tocilizumab) with or without a corticosteroid-based
therapy. CRS management strategies may be implemented based on the most recent relevant treatment
guidelines, including appropriate local institutional/academic guidelines.

S—yﬂd—F@i%&SSGGl—&S%d—VVH—h—KyHQFHh—OHC dose of tocﬂlzumab per pat1ent must be on 51te and avallable

for administration prior to Kymriah infusion. The treatment centre should have access to additional
doses of tocilizumab within 8 hours. In the exceptional case where tocilizumab is not available due to
a shortage that is listed in the Ministry of Health website, the treatment centre must have access to
suitable alternative measures instead of tocilizumab to treat CRS.

hrea : —Tisagenlecleucel
continues to expand and persist followmg administration of tocilizumab and corticosteroids. Patients
with medically significant cardiac dysfunction should be managed by standards of critical care and
measures such as echocardiography should be considered. Tumour necrosis factor (TNF) antagonists
are not recommended for management of Kymriah-associated CR Seytokinerelease-syndrome.




Neurological adverse reactions

Neurological events_(also known as immune effector cell-associated neurotoxicity syndrome
[ICANS]), in particular encephalopathy, confusional state or delirium, occur frequently with Kymriah
and can be severe or life-threatening (see section 4.8). Other manifestations included depressed level
of consciousness, seizures, aphasia and speech disorder. The majority of neurological events occurred
within 8 weeks following Kymriah infusion and were transient. In some cases onset of neurological
events occurred after that period. The median time to onset of the first neurological events occurring at
any time following Kymriah infusion was 9 days in B-cell ALL, 6 days in DLBCL, and 9 days in FL.
The median time to resolution was 7 days for B-cell ALL, 13 days for DLBCL, and 2 days for FL.
Neurological events can be concurrent with cytokine release syndrome, following resolution of
cytokine release syndrome or in the absence of cytokine release syndrome.

Patients should be monitored for neurological events_ and patients and caregivers should be informed
about the potential late onset of events and instructed accordingly. To reduce the risk of or manage
neurological toxicities (including ICANS) (see above), patients treated with Kymriah may receive




supportive treatment based on the most recent relevant guidelines, including appropriate local
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CD19-negative B-cell ALL disease

Kymriah is not recommended if the B-cell ALL patient has CD19-negative disease or an unconfirmed
CD19 status.

Hypersensitivity reactions
Serious hypersensitivity reactions, including anaphylaxis, have been reported and may be due to
dimethyl sulfoxide (DMSO) and dextran 40 in Kymriah. All patients should be observed closely
during the infusion period.
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