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4.4  Special warnings and special precautions for use
[...]

Acute Kidney injury:
The use of levetiracetam has been very rarely associated with acute kidney injury, with a time to onset ranging from a
few days to several months.

Blood cell counts:

Rare cases of decreased blood cell counts (neutropenia, agranulocytosis, leucopenia, thrombocytopenia and
pancytopenia) have been described in association with levetiracetam administration, generally at the beginning of the
treatment. Complete blood cell counts are advised in patients experiencing important weakness, pyrexia, recurrent
infections or coagulation disorders (see section 4.8).

4.5 Interaction with other medicinal products and other forms of interaction

Combinations that require specific consideration:

Hepatic injury, including a fatal case, have been reported in patients treated with temozolomide (TMZ) and
levetiracetam (LEV) concomitantly.

Some of the reactions occurred in patients with underlying hepatic disease or taking concomitant medications known to
have the potential for hepatic injury.

A suggested mechanism for the interaction is the inhibition of O-6-methylguanine-DNA methyltransferase (MGMT) by
LEV causing accumulation of TMZ in the circulation resulting in potential increase in the risk of hepatic injury.
Before treatment initiation with LEV and TMZ combination:

Baseline liver function tests should be performed prior to treatment initiation. If abnormal, physicians should assess the
benefit/risk prior to initiating the combination including the potential for fatal hepatic failure.

During Treatment with LEV and TMZ combination:

Liver function tests should be performed regularly during treatment (see section 4.4).
For patients with liver function abnormalities, physicians should assess the benefit/risk of continuing treatment.

In case of development of signs and symptoms of liver dysfunction or active liver disease, treatment with this
combination should be suspended pending the outcome of the benefit/risk evaluation.

Laxatives

There have been isolated reports of decreased levetiracetam efficacy when the osmotic laxative macrogol has been
concomitantly administered with oral levetiracetam. Therefore, macrogol should not be taken orally for one hour before
and for one hour after taking levetiracetam.

Fertility, pregnancy and lactation

Women of child bearing potential

Specialist advice should be given to women who are of childbearing potential. Treatment with levetiracetam should be
reviewed when a woman is planning to become pregnant. As with all antiepileptic medicines, sudden discontinuation of
levetiracetam should be avoided as this may lead to breakthrough seizures that could have serious consequences for
the woman and the unborn child. Monotherapy should be preferred whenever possible because therapy with multiple
antiepileptic medicines AEDs could be associated with a higher risk of congenital malformations than monotherapy,
depending on the associated antiepileptics.




Pregnancy:

clearly-necessary:

A large amount of postmarketing data on pregnant women exposed to levetiracetam monotherapy (more than 1800,
among which in more than 1500 exposure occurred during the 1st trimester) do not suggest an increase in the risk for
major congenital malformations. Only limited evidence is available on the neurodevelopment of children exposed to
Keppra monotherapy in utero. However, current epidemiological studies (on about 100 children) do not suggest an
increased risk of neurodevelopmental disorders or delays.
Levetiracetam can be used during pregnancy, if after careful assessment it is considered clinically needed. In such
case, the lowest effective dose is recommended.

4.8 Undesirable effects

Frequenc

cateqgory

MedDRA SOC

Very common

Common

Uncommon

Rare

Renal and Urinary

Acute Kidney Injury

disorders
Nervous system Somnolence, Convulsion, balance | Amnesia, memory Choreoathetosis,
disorders headache disorder, dizziness, impairment, dyskinesia,

lethargy, tremor

coordination
abnormal/ataxia,
paraesthesia,
disturbance in
attention.

hyperkinesia, gait
disturbance

Musculoskeletal and
connective tissue
disorders

Muscular weakness,
myalgia

Rhabdomyolysis and
blood creatine
phosphokinase
increased*

* Prevalence is significantly higher in Japanese patients when compared to non-Japanese patients.

Cases of encephalopathy have been rarely observed after levetiracetam is administered. There undesirable effects
generally occurred at the beginning of the treatment (few days to a few months) and were reversible after treatment

discontinuation.

Description of selected adverse reactions

The risk of anorexia is higher when levetiracetam is administered with topiramate.
In several cases of alopecia, recovery was observed when levetiracetam was discontinued.
Bone marrow suppression was identified in some cases of pancytopenia.
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