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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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2.1 General description

Kymriah (tisagenlecleucel) is ar genetically modified autologous cell-based product #nmunecetialar
therapy-containing tisagenleeleneelautologous-T cells transduced genetically-medified-ex vivo using a
lentiviral vector expressing enceding-an anti-CD19 chimeric antigen receptor (CAR) comprising a
murine anti-CD19 single chain variable fragment (scFv) linked via a human CD8 hinge and
transmembrane region to an intracellular signalling chain of human 4-1BB (CD137) co-stimulatory
domain and CD3-zeta signalling domain.

2.2 Qualitative and quantitative composition

Each patient-specific ethylene~vinylacetate (EVA)-infusion bag of Kymriah contains tisagenlecleucel
eell-dispersien-at a batch-dependent concentration of autologous T cells genetically modified to

express an anti-CD19 chimeric antigen receptor (CAR-positive viable T cells) The medicinal product

is packaged in one or more infusion bags overall containing a cell dispersion of 1.2 x 10°to 6 x 10®
CAR-positive viable T cells in a cryopreservative solution.{see-seetion-4-2)-

Each infusion bag contains 10-30 mL or 30-50 mL of cell dispersion.}-3-infusion-bags-containinga

total-of 12 x10°to-6-x 10" CARpesitiveviable Teells:

The quantitative information of medicinal product, including the number of infusion bags (see
section 6) to be administered, is presented on the batch specific documentation accompanying the
medicinal product for treatment.

Excipient with known effect

This medicinal product contains 2.43 mg sodium per mL and 24.3 to 121.5 mg sodium per dose.
Each bag contains 11 mg dextran 40 and 82.5 mg dimethyl sulfoxide (DMSO) per mL..

For the full list of excipients, see section 6.1.

4.4 Special warnings and precautions for use

Traceability

The traceability requirements of cell-based advanced therapy medicinal products must apply. To
ensure traceability the name of the medicinal product, the batch number and the name of the treated

patient must be kept for a period of 30 years after expiry date of the medicinal product.

Autologous use

Kymriah is intended solely for autologous use and must not, under any circumstances, be administered
to other patients. Kymriah must not be administered if the information on the product labels and batch
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specific documentation do not match the patient’s identity

Reasons to delay treatment

Due to the risks associated with tisagenlecleucel Kssnriah-treatment, infusion should be delayed if a

patient has any of the following conditions:

- Unresolved serious adverse reactions (especially pulmonary reactions, cardiac reactions or
hypotension) from preceding chemotherapies.

- Active uncontrolled infection.

- Active graft-versus-host disease (GVHD).

- Significant clinical worsening of leukaemia burden or rapid progression of lymphoma following
lymphodepleting chemotherapy.

Transmission of an infectious agent

Although Kymriah is tested for sterility and mycoplasma, a risk of transmission of infectious agents
exists. Healthcare professionals administering Kymriah must, therefore, monitor patients for signs and
symptoms of infections after treatment and treat appropriately, if needed.

Blood, organ, tissue and cell donation

Patients treated with Kymriah sheuld-must not donate blood, organs, tissues or cells_for
transplantation. This information is provided in the Patient Alert Card which should be given to the
patient after treatment.

Hypersensitivity reactions

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

Long-term follow-up

Patients are expected to be enrolled in a registry in order to better understand the long-term safety and
efficacy of Kymriah.

Sodium and potassium content

This medicinal product contains 24.3 to 121.5 mg sodium per dose, equivalent to 1 to 6% of the WHO
recommended maximum daily intake of 2 g sodium for an adult.

This medicinal product contains potassium, less than 1 mmol (39 mg) per dose, i.e. essentially
“potassium-free”.

4.5 Interaction with other medicinal products and other forms of interaction

No pharmacokinetic or pharmacodynamic drug interaction studies with tisagenlecleucel have been
performed _in either the paediatric or adult population. The co-administration of agents known to
inhibit T-cell function has not been formally studied. Administration of low-dose steroids as per the
cytokine release syndrome treatment algorithm does not impact the expansion and persistence of
CAR-T cells. The co-administration of agents known to stimulate T-cell function has not been
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investigated and the effects are unknown.
Live vaccines

The safety of immunisation with live vaccines during or following Kymriah treatment has not been
studied. As a precautionary measure, ¥vaccination with live vaccines is not recommended for at least
6 weeks prior to the start of lymphodepleting chemotherapy, during Kymriah treatment, and until
immune recovery following treatment-with-Kopmriah.

4.7 Effects on ability to drive and use machines
Kymriah has major influence on the ability to drive and use machines.

Due to the potential for neurological events, including altered mental status or seizures, patients
receiving Kymriah are at risk for altered or decreased consciousness or coordination and must refrain
from driving or operating heavy or potentially dangerous machines for n-the-8 weeks following
Kymriah infusion.

4.9 Overdose

Overdose has not been reported.
In case of overdose, the potential risk is an increased probability of developing CRS including severe
CRS. For close monitoring. see section 4.2: for symptoms and management of CRS. see section 4.4.

Notapplicable:

6.4 Special precautions for storage

Kymriah must be Sstored and transported belew= -120°C, in the vapour phase of liquid nitrogen, and
must remain frozen until the patient is ready for treatment to ensure viable cells are available for
patient administration. Do not re-freeze after thawing.

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

6.6 Special precautions for disposal and other handling

Kymriah should be transported within the facility in closed, break-proof, leak-proof containers.

Preparation prior to administration

Before administration, it must be confirmed that the patient’s identity matches the unique patient
information on the Kymriah infusion bags and accompanying documentation. The total number of
infusion bags to be administered should also be confirmed with the patient specific information on the
batch specific documentation accompanying the medicinal product.

Inspection and thawing of the infusion bag(s)

Do not thaw the product until it is ready to be used.

The infusion bag should be placed inside a second sterile bag during thawing to protect ports from
contamination and avoid spills in the unlikely event of the bag leaking. Kymriah should be thawed at
37°C using either a water bath or dry thaw method until there is no visible ice in the infusion bag. The
bag should be removed immediately from the thawing device and kept at room temperature
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(20°C-25°C) until infusion (the infusion should be ended within 30 minutes from thawing). If more
than one infusion bag has been received for the treatment dose (refer to the batch certificate for
number of bags constituting one dose), the next bag should only be thawed after the contents of the
preceding bag have been infused.

Kymriah should not be manipulated. For example, Kymriah should not be washed (spun down and
resuspended in new media) prior to infusion.

The infusion bag(s) should be examined for any breaks or cracks prior to thawing. If the infusion bag
appears to have been damaged or to be leaking, it should not be infused and should be disposed of
according to local procedures on handling of biological waste-(seeseetion4-23.

Administration

Kymriah intravenous infusion should be administered by a healthcare professional experienced with
immunosuppressed patients and prepared to manage anaphylaxis. In the event of cytokine release
syndrome (CRS). ensure that at least one dose of tocilizumab per patient and emergency equipment
are available prior to infusion. Hospitals 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, ensure that suitable alternative measures to treat cytokine release
syndrome are available on site.

The patient’s identity should be matched with the patient identifiers on the infusion bag. Kymriah is
intended solely for autologous use and must not, under any circumstances, be administered to other

patients.

If the volume of Kymriah to be administered is <20 mL, intravenous push may be used as an
alternative method of administration.

Measures to take in case of accidental exposure

In case of accidental exposure local guidelines on handling of human-derived material should be
followed. Work surfaces and materials which have potentially been in contact with Kymriah must be
decontaminated with appropriate disinfectant.

Precautions to be taken for transportandthe disposal of the medicinal product

Unused medicinal product and all material that has been in contact with Kymriah (solid and liquid
waste) should be handled and disposed of as potentially infectious waste in accordance with local
guidelines on handling of human-derived material.
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The following information is intended for doctors only.
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the infusion bag label after EXP.

Store <belew-120°C, in the vapour phase of liquid nitrogen. The product should be administered
immediately after thawing. After thawing, the product should be kept at room temperature (20-25°C)
and infused within 30 minutes to maintain maximum product viability, including any interruption
during the infusion.

Do not use this medicine if the infusion bag is damaged or leaking.
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The following information is intended for healthcare professionals only:
Precautions to be taken before handling or administering the medicinal product
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Kymriah should be transported within the facility in closed, break-proof, leak-proof containers.

This medicinal product contains human blood cells. Healthcare professionals handling Kymriah must
take appropriate precautions (wearing gloves and eye protection) to avoid potential transmission of
infectious diseases.

Preparation prior to administrationeftheinfustonbage

Before administration, it must be confirmed that the patient’s identity matches the unique patient
information on the Kymriah infusion bags and accompanying documentation. The total number of
infusion bags to be administered should also be confirmed with the patient specific information on the
batch specific documentation accompanying the medicinal product.

The timing of thaw of Kymriah and of infusion should be coordinated. The infusion start time should be
confirmed in advance and adjusted Geﬂﬁfm—th%mf&s&eﬁﬂm%m—advaﬂe%aﬂd—adjﬁsﬁhﬁ%&ﬁ—&me for
thaw so that Kymriah is available for infusion when the recipient is ready. Once Kymriah has been
thawed and is at room temperature (20°C-25°C), it should be infused within 30 minutes to maintain
maximum product viability, including any interruption during the infusion.

Inspection and thawing of the infusion bag(s)

Do not thaw the product until it is ready to be used.

The infusion bag should be placed inside a second, sterile bag during thawing to protect ports from
contamination and avoid spills in the unlikely event of the bag leaking. Kymriah should be thawed at
37°C using either a water bath or dry thaw method until there is no visible ice in the infusion bag. The
bag should be removed immediately from the thawing device and kept at room temperature (20°C-25°C)
until infusion (the infusion should be ended within 30 minutes from thawing). If more than one infusion
bag has been received for the treatment dose (refer to the batch certificate for number of bags
constituting one dose), the next bag should only be thawed after the contents of the preceding bag have
been infused.

Kymriah should not be manipulated. For example, Kymriah should not be washed (spun down and
resuspended in new media) prior to infusion.

The infusion bag(s) should be examined for any breaks or cracks prior to thawing. If the infusion bag
appears to have been damaged or to be leaking, it should not be infused and should be disposed of
according to local guidelines on handling of biological waste.

Administration

Kymriah intravenous infusion should be administered by a healthcare professional experienced with
immunosuppressed patients and prepared to manage anaphylaxis. In the event of cytokine release
syndrome (CRS), Eensure that at least one dose of tocilizumab per patient and emergency equipment
are available prior to infusion-and-duringthe recoveryperiod. Hospitals mustsheuld 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, ensure that suitable
alternative measures to treat cytokine release syndrome are available on site.

The patient’s identity should be matched with the patient identifiers on the infusion bag. Kymriah is
intended solely for autologous use and must not, under any circumstances, be administered to other
patientsenty. Kymriah should be administered as an intravenous infusion using latex-free intravenous
tubing without a leukocyte depleting filter, at approximately 10 to 20 mL per minute by gravity flow.
All contents of the infusion bags should be infused. Sterile sodium chloride 9 mg/mL (0.9%) solution for
injection should be used to prime the tubing prior to infusion as-wel-asand rinse it afterwards infusion.
When the full volume of Kymriah has been infused, the infusion bag should be rinsed with 10 to 30 mL
sodium chloride 9 mg/mL (0.9%) solution for injection by back priming to ensure as many cells as
possible are infused into the patient.

If the volume of Kymriah to be administered is £20 mL, intravenous push may be used as an alternative
method of administration

Measures to take in case of accidental exposure

In case of accidental exposure local guidelines on handling of human-derived material should be
followed. Work surfaces and materials which have potentially been in contact with Kymriah must be
decontaminated with appropriate disinfectant.
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Precautlons to be taken before the dlsposal of the medlcmal producthaﬁd}mg_er—adimms%efmg—léymﬁ&h

Unused medicinal product and Aall material that has been in contact with Kymriah (solid and liquid
waste) should be handled and disposed of as potentially infectious waste in accordance with local
guidelines on handling of human-derived materialbiolegical-waste.




