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Columvi®1 mg/1 mL
glofitamab
Concentrate for Solution for Infusion
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Columvi is indicated for the treatment of adult patients with relapsed or refractory diffuse
large B-cell ymphoma (DLBCL), not otherwise specified, including DLBCL arising from
indolent lymphoma, and high-grade B cell lymphoma after two or more lines of systemic
therapy.
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:Nan yTna pTIy 4.4 Special warnings and precautions for use gyoa
[...]
Immune effector cell-associated neurotoxicity syndrome

Serious cases of immune effector cell-associated neurotoxicity syndrome (ICANS) which could
be life-threatening or fatal have occurred following treatment with Columvi (see section 4.8).

The onset of ICANS can be concurrent with CRS, following resolution of CRS, or in the absence
of CRS. Clinical signs and symptoms of ICANS may include but are not limited to confusion,
depressed level of consciousness, disorientation, seizure, aphasia, and dysgraphia.

Patients should be monitored for signs and symptoms of ICANS following Columvi
administration and treated promptly. Patients must be counselled to seek immediate medical
attention should signs or symptoms occur at any time (see Patient card).

At the first signs or symptoms of ICANS, manage according to the ICANS guidance provided in
Table 4. Treatment with Columvi should be withheld or discontinued permanently as
recommended.

:Nan y1a pTIy 4.7 Effects on ability to drive and use machines qvoa

Columvi has mirer major influence on the ability to drive and use machines .

Due to the potential for ICANS, patients receiving Columvi are at risk of depressed level of

consciousness (see section 4.4). Patients should be instructed to avoid driving or operating
machines for 48 hours after each of the first two doses during the step-up dosing and in the
event of new onset of any symptoms of ICANS (confusion, disorientation, depressed level of
consciousness) and/or CRS (pyrexia, tachycardia, hypotension, chills, hypoxia) until symptoms
resolve (see sections 4.4 and 4.8).

:xan yTna PTIY 4.8 Undesirable Effects gyoa

Table 5. Adverse reactions reported in patients with relapsed or refractory DLBCL treated
with Columvi monotherapy

System organ i
y g Adverse reaction All grades Grade 3-4
class
Headache Very common Very rare**
Immune effector cell-
associated neurotoxicity |Common Uncommon
Nervous system -
. syndrome
disorders
Somnolence Common Uncommon
Tremor Common Very rare**
Myelitis"! Uncommon Uncommon

* Grade 5 reactions reported. See serious infections in Description of selected adverse reactions.
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**No Grade 3-4 events were reported.
[..]

10 [CANS based on Lee 2019 and includes somnolence, cognitive disorder, confusional state, delirium,

and disorientation.

1 Myelitis occurred concurrently with CRS.
[..]

Description of selected adverse reactions

Immune effector cell-associated neurotoxicity syndrome

ICANS, including Grade 3 and higher, was reported in clinical trials and with post-marketing
experience. The most frequent clinical manifestations of ICANS were confusion, depressed
level of consciousness, disorientation, seizure, aphasia, and dysgraphia. Based on the available
data, the onset of neurologic toxicity was concurrent with CRS in the majority of cases.

The observed time to onset of the majority of ICANS was 1-7 days with median of 2 days after
the most recent dose. Only few events were reported to have occurred more than one month
after the initiation of Columvi.
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