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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

!7'yo nIn
Tisagenlecleucel (1.2 x 10° to 6 x 108 CAR- positive viable T cells)
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4.2 Posology and method of administration

Kymriah must be administered in a qualified treatment centre. Therapy should be initiated under the
direction of and supervised by a healthcare professional experienced in the treatment of
haematological malignancies and trained for administration and management of patients treated with
Kymriah. Tocilizumab for use in the event of cytokine release syndrome (CRS) and emergency
equipment must be available per patient prior to infusion. The treatment centre must 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, suitable alternative
measures to treat CRS instead of tocilizumab must be available prior to infusion.

4.4 Special warnings and precautions for use

Cytokine release syndrome

Cytokine release syndrome, including fatal or life-threatening events, has been frequently observed
after Kymriah infusion (see section 4.8). In almost all cases, development of cytokine release
syndrome occurred between 1 to 10 days (median onset 3 days) after Kymriah infusion: in paediatric
and voung adult B-cell ALL patients and between 1 and 9 days (imedian onset 3 days) after Kymriah
infusion in adult DLBCL patients. The median time to resolution of cytokine release syndrome was




8 days_in B-cell ALL patients and 7 days in DLBCL patients.

Symptoms of cytokine release syndrome may include high fever, rigors, myalgia, arthralgia, nausea,
vomiting, diarrhoea, diaphoresis, rash, anorexia, fatigue, headache, hypotension, dyspnoea,
tachypnoea, and-hypoxia, and tachycardia. Organ dysfunction, including cardiac insufficiency-and
arrhythmia, 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 in the setting of cytokine release syndrome. Patients should be
closely monitored for signs or symptoms of these events, including fever.

Risk factors for severe cytokine release syndrome in paediatric and young adult B-cell ALL patients
are: high pre-infusion tumour burden, uncontrolled or accelerating tumour burden following
lymphodepleting chemotherapy, active infection and early onset of fever or cytokine release syndrome
following Kymriah infusion. High tumour burden prior to Kymriah infusion was identified as a risk
factor for developing severe cytokine release syndrome in adult DLBCL patients.

Prior to administration of Kymriah in paediatric and young adult B-cell ALL patients, efforts should
be made to lower and control the patient’s tumour burden.

In all indications, appropriate prophylactic and therapeutic treatment for infections should be provided,
and complete resolution of any existing infections should be ensured. Infections may also occur during
cytokine release syndrome and may increase the risk of a fatal event.

Management of cytokine release syndrome associated with Kymriah

Cytokine release syndrome should be managed solely based on the patient’s clinical presentation and
according to the cytokine release syndrome management algorithm provided in Table 1. Anti-IL-6
based therapy such as tocilizumab has been administered for moderate or severe cytokine release
syndrome associated with Kymriah. One dose of tocilizumab per patient must be on site and available
for administration prior to Kymriah infusion. The treatment centre should have access to additional
doses of tocilizumab within & 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.

Corticosteroids may be administered in cases of life-threatening emergencies. Tisagenlecleucel
continues to expand and persist following 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 cytokine release syndrome.




Table 1 Cytokine release syndrome management algorithm




Cytokine release
syndrome severity

Symptomatic
treatment

Tocilizumab

Corticosteroids

Mild symptoms requiring

Exclude other causes

Not applicable

symptomatic treatment

(e.g. infection) and

only, e.g.
- low fever

- fatigue
- anorexia

treat specific symptoms

with, for example,
antipyretics, anti-

emetics, analgesics, etc.

If neutropenic,
administer antibiotics

per local guidelines

Not applicable

Symptoms requiring

Antipyretics, oxygen

moderate intervention:

intravenous fluids

- high fever
- __hypoxia
- mild hypotension

and/or low-dose
vasopressors as needed
Treat other organ

toxicities as per local
guidance

Symptom requiring
aggressive intervention:

High-flow oxygen
Intravenous fluids and

If no improvement after
symptomatic treatment

- hypoxia requiring

high-dose

high-flow oxygen

vasopressor(s)

supplementation or

Treat other organ

- __hypotension requiring

toxicities as per local

high-dose or multiple

guidelines

administer tocilizumab

intravenously over 1 hour:

- 8 mg/kg (max. 800 mg)
if body weight >30 kg

- 12 mg/kg if body weight

<30 kg
If no improvement, repeat

every 8 hours (max total of

Vasopressors
Life-threatening Mechanical ventilation
symptoms: Intravenous fluids and
- _haemodynamic high-dose

instability despite vasopressor(s)

intravenous fluids

Treat other organ

and Vasopressors

toxicities as per local

- worsening
respiratory distress

- rapid clinical
deterioration

guidelines

4 doses)*

If no improvement
within 12-18 hours of
tocilizumab, administer
a daily dose of 2 mg/kg
intravenously
methylprednisolone (or
equivalent) until
vasopressor and

oxygen no longer
needed, then taper*

* If no improvement after tocilizumab and steroids. consider other anti-cytokine and anti-T cell therapies

following institutional policy and published guidelines.

Alternative cytokine release syndrome management strategies may be implemented based on

appropriate institutional or academic guidelines.

Neurological adverse reactions

Neurological events, 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. The median time to
onset of the first neurological events occurring at any time following Kymriah infusion was 8 days in
B-cell ALL and 6 days in DLBCL. The median time to resolution was 7 days for B-cell ALL and

13 days for DLBCL. 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. In case of neurological events, patients should
be diagnostically worked up and managed depending on the underlying pathophysiology and in
accordance with local standard of care.




Infections and febrile neutropenia

Patients with active, uncontrolled infection should not start Kymriah treatment until the infection is
resolved. Prior to Kymriah infusion, infection prophylaxis should follow standard guidelines based on
the degree of preceding immunosuppression.

Serious infections, including life-threatening or fatal infections, in some cases with late onset,
occurred frequently in patients after Kymriah infusion (see section 4.8). Patients should be monitored
for signs and symptoms of infection and treated appropriately. As appropriate, prophylactic antibiotics
should be administered and surveillance testing should be employed prior to and during treatment with
Kymriah. Infections are known to complicate the course and management of concurrent cytokine
release syndrome.

The possibility of opportunistic infections of the central nervous system should be considered in
patients with neurological adverse events and appropriate diagnostic evaluations should be performed.

Febrile neutropenia was frequently observed in patients after Kymriah infusion (see section 4.8) and
may be concurrent with cytokine release syndrome. In the event of febrile neutropenia, infection
should be evaluated and managed appropriately with broad-spectrum antibiotics, fluids and other
supportive care, as medically indicated.

In patients achieving complete remission following Kymriah, resulting low immunoglobulin levels can

increase the risk for infections. Attention to signs and symptoms of infection should be implemented
according to age and standard specific guidelines.

Content of dextran 40 and dimethyl sulfoxide (DMSO)

This medicinal product contains 11 mg dextran 40 and 82.5 mg dimethyl sulfoxide (DMSO) per mL.
Each of these excipients are known to possibly cause anaphylactic reaction following parenteral

administration. All Ppatients netprevieuslty-exposed-to-dextran-andDMSO-should be observed closely
during the firstminutes-ofthe-infusion period.
4.8 Undesirable effects

Table 2 Adverse drug reactions observed in clinical studies

Adverse drug Studies B2202 (N=79) + C2201 (N=115)
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Infections and infestations"”

Very common: Infections - pathogen unspecified, viral infections, bacterial infections

Common: Fungal infections

Blood and lymphatic system disorders

Very common: Anaemia, haemorrhage?, febrile neutropenia, neutropenia, thrombocytopenia

Common: Haemophagocytic lymphohistiocytosis, leukopenia, pancytopenia,
coagulopathy, lymphopenia

Uncommon: B-cell aplasia

Immune system disorders

Very common: Cytokine release syndrome, hypogammaglobulinaemia®

Common: Infusion-related reaction, graft-versus-host disease®

Metabolism and nutrition disorders

Very common: Decreased appetite, hypokalaemia, hypophosphataemia, hypomagnesaemia

Common: Hypoalbuminaemia®, hyperglycaemia, hyponatraemia, hyperuricaemia,
hypercalcaemia, tumour lysis syndrome, hyperkalaemia, hyperphosphataemia,
hypernatraemia, hypermagnesaemia, hyperferritinaemia®, hypocalcaemia

Psychiatric disorders

Common: | Anxiety, delirium”, sleep disorder®

Nervous system disorders

Very common: Headache”, encephalopathy'”

Common: Dizziness'". peripheral neuropathy'?, tremor'?), motor dysfunction'?, seizure'”,
speech disorders'®, neuralgia'”

Uncommon: Ischaemic cerebral infarction, ataxia'®

Eve disorders

Common: | Visual impairment'”

Cardiac disorders

Very common: Tachycardia®”

Common: Cardiac failure?", cardiac arrest, atrial fibrillation

Uncommon: Ventricular extrasystoles

Vascular disorders

Very common: Hypotension®?

Common: Thrombosis>>, capillary leak syndrome, hypertension

Uncommon: Flushing

Respiratory, thoracic and mediastinal disorders

Very common: Cough?”, dyspnoea®, hypoxia

Common: Oropharyngeal pain®®, pulmonary oedema>”, nasal congestion, pleural
effusion, tachypnoea, acute respiratory distress syndrome

Uncommon: Lung infiltration

Gastrointestinal disorders

Very common: Diarrhoea, nausea, vomiting, constipation, abdominal pain®®

Common: Stomatitis, abdominal distension, dry mouth, ascites

| Hepatobiliary disorders

Very common: Hepatic enzyme increased””

Common: Hyperbilirubinaemia

Skin and subcutaneous tissue disorders

Very common: Rash®”

Common: Pruritus, erythema, hyperhidrosis, night sweats

Musculoskeletal and connective tissue disorders

Very common: Arthralgia, musculoskeletal pain®"

Common: Myalgia




Renal and urinary disorders

Very common: Acute kidney injury®?

General disorders and administration site conditions

Very common: Pyrexia, fatigue®®, oedema’, pain®”

Common: Influenza-like illness, asthenia, multiple organ dysfunction syndrome, chills

Investigations

Very common: Lymphocyte count decreased*, white blood cell count decreased*®,
haemoglobin decreased*, neutrophil count decreased*, platelet count
decreased*

Common: Blood bilirubin increased, weight decreased, blood fibrinogen decreased,
international normalised ratio increased, fibrin D dimer increased, activated
partial thromboplastin time prolonged, prothrombin time prolonged

)
2)

Infections and infestations presented reflect high-level group terms.

Haemorrhage includes anal haemorrhage, blood blister, blood urine present, catheter site

haemorrhage, cerebral haemorrhage, conjunctival haemorrhage, contusion, cystitis

haemorrhagic, duodenal ulcer haemorrhage, disseminated intravascular coagulation,

epistaxis, eye contusion, gastrointestinal haemorrhage, gingival bleeding, haematochezia,

haemarthrosis, haematemesis, haematoma, haematuria, haemoptysis, heavy menstrual

bleeding, large intestinal haemorrhage, melaena, mouth haemorrhage, mucosal haemorrhage,

oral blood blister, peritoneal haematoma, petechiae, pharyngeal haemorrhage,

post-procedural haemorrhage. pulmonary haemorrhage. purpura, retinal haemorrhage,

subdural haematoma, traumatic haematoma, tumour haemorrhage, upper gastrointestinal

haemorrhage and vaginal haemorrhage.

Hypogammaglobulinaemia includes immunoglobulins decreased, blood immunoglobulin A

decreased, blood immunoglobulin G decreased, blood immunoglobulin M decreased,

immunodeficiency, immunodeficiency common variable and hypogammaglobulinaemia.

4 Graft-versus-host Disease (GvHD) includes GvHD, GvHD in gastrointestinal tract, GvHD in
skin

3 Hypoalbuminaemia includes blood albumin decreased, hypoalbuminaemia

© Hyperferritinaemia includes hyperferritinaemia, serum ferritin increased

7N Delirium includes agitation, delirium, hallucination, hallucination visual, irritability and

restlessness.

Sleep disorder includes sleep disorder, insomnia and nightmare.

Headache includes headache and migraine.

Encephalopathy includes depressed level of consciousness, mental status changes,

automatism, cognitive disorder, confusional state, disturbance in attention, encephalopathy,

somnolence, lethargy, memory impairment, metabolic encephalopathy and thinking
abnormal.

") Dizziness includes dizziness, presyncope and syncope.

12) Peripheral neuropathy includes dysaesthesia, paraesthesia, peripheral sensory neuropathy,

neuropathy peripheral, hyperaesthesia and hypoaesthesia.

Tremor includes dyskinesia and tremor.

Motor dysfunction includes muscle spasms, muscle twitching, myoclonus and myopathy.

Seizure includes seizure, generalised tonic-clonic seizures and status epilepticus.

Speech disorders includes speech disorders, dysarthria and aphasia.

Neuralgia includes neuralgia and sciatica.

Ataxia includes ataxia and dysmetria.

Visual impairment includes vision blurred and visual impairment.

3)

8)
9)
10

13)
14)
15)
16)
17)
18)
19)

20) Tachycardia includes sinus tachycardia, supraventricular tachycardia, tachycardia

2D Cardiac failure includes cardiac failure, left ventricular dysfunction, cardiac failure
congestive and right ventricular dysfunction.

22 Hypotension includes hypotension and orthostatic hypotension.

) Thrombosis includes deep vein thrombosis, embolism, pulmonary embolism, thrombosis,
vena cava thrombosis and venous thrombosis.

24 Cough includes cough, productive cough and upper-airway cough syndrome.

25)

Dyspnoea includes acute respiratory failure, dyspnoea, dyspnoea exertional, respiratory
distress and respiratory failure.




26)

Oropharyngeal pain includes oral pain and oropharyngeal pain.

27)

Pulmonary oedema includes acute pulmonary oedema and pulmonary oedema.

28)

Abdominal pain includes abdominal pain, abdominal pain upper and abdominal discomfort.

29)

Hepatic enzyme increased includes alanine aminotransferase increased, aspartate

30)

aminotransferase increased, blood alkaline phosphatase increased, hepatic enzyme increased,
transaminases increased.
Rash includes dermatitis, dermatitis acneiform, dermatitis contact, rash, rash maculo-papular,

31)

rash papular and rash pruritic.
Musculoskeletal pain includes back pain, bone pain, flank pain, musculoskeletal chest pain,

32)

musculoskeletal pain, neck pain, non-cardiac chest pain.
Acute kidney injury includes acute kidney injury, anuria, azotaemia, blood creatinine

33)

abnormal. blood creatinine increased, renal failure, renal tubular dysfunction and renal
tubular necrosis.
Fatigue includes fatigue and malaise.

34)

Oedema includes fluid retention, fluid overload, oedema peripheral, generalised oedema,

35)

localised oedema, face oedema and peripheral swelling.
Pain includes pain and pain in extremity.

Frequency is based on laboratory values. Patients are counted only for the worst grade

observed post baseline.

Post-marketing experience

The following adverse drug reactions have been derived from post-marketing experience with

Kymriah via spontaneous case reports, literature cases, expanded access programs, and clinical studies

other than the global registration studies. Because these reactions are reported voluntarily from a

population of uncertain size, it is not always possible to reliably estimate their frequency or establish a

causal relationship to tisagenlecleucel exposure.

Frequency unknown: Anaphylactic reaction/infusion related reaction, neurotoxicity.
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