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FDA HAS APPROVED THIS FOR THE TREATMENT OF PARTIAL-ONSET
SEIZURES IN PATIENTS 12 YEARS OF AGE AND OLDER

Keppra can cause: >

. . + Hepatitis
+ Abnormal liver function test _ _ -
+ Hyponatremia (low sodium concentration in

the blood)

+ Hepatic (liver) failure

+ Acute kidney injury
+ Alopecia (hair loss)

+ Anaphylaxis and Angioedema »
. _ + Pancreatitis
+ Agranulocytosis (lowered white .
+ Pancytopenia (with bone marrow
blood cell count) R P
,. suppression identified in some of these cases)
+ Choreoathetosis (involuntary _
e - + Panic attack
twitching or writhing) _
. _ . " + Thrombocytopenia
+ Drug reaction with eosinophilia _
. + Weight loss
and systemic symptoms (DRESS) . .
e + Worsening of seizures
+ Dyskinesia (involuntary muscle
+ Muscular weakness
movements) _ , _
. + Serious Dermatological Reactions
+ Erythema multiforme - s
. . + Coordination Difficulties

+ Behavioral abnormalities and o . .
. + Suicidal Behavior and Ideation
Psychotic Symptoms

+ Somnolence and Fatigue

+ Hematologic Abnormalities

The adverse reactions for KEPPRA XR are expected to be similar 1o those seen with immediate-release KEPPRA tablets.

SOURCES FROM FDA + UCB, INC

BEHAVIORAL ABNORMALITIES + PSYCHOTIC SYMPTOMS

According to the manufacturer, Keppra can cause the
following abnormalities:

+ Aggression + Neurosis (excessive anxiety or insecurity)
+ Agitation + Personality disorder
+ Anger + PSyChOSiS National Institute

of Mental Health

+ Anxiety

+ Apathy (lack of feeling, emotion, |
interest, or concern about something)
+ De Personalizaﬂon way it is called a psychotic episode. During a period of
+ Depression psychosis, a person’s thoughts and perceptions are

+ Emotional lability (a sign or symptom
typified by exaggerated changes in 1C ding what is real and what is not. Symptoms
mood or affect in quick succession) of psychosis include delusions (false beliefs) and

g or hearing things that others do

+ Hostility

. . . . not see or hear). Other symptoms include incoherent or
+ Hyperkinesias (an increase in muscular -

nonsense speech, and behavior that is inappropriate for

activity that can result in excessive
abnormal movements, excessive normal

movements, or a combination of both)

withdrawal, lack of motiv
+ Irritability overall
+ Nervousness https://www.nimh.nih.gov/health /topics/schizophreni

a/raise /what-is-psychosis

SUICIDAL BEHAVIOR AND IDEATION
a/('/('/d—/océdnf Co The man wf&(btowb&m,

Antiepileptic drugs (AEDs), including KEPPRA XR, increase the risk of suicidal thoughts or behavior in patients
taking these drugs for any indication. Patients treated with any AED for any indication should be monitored for the

emergence or worsening of depression, suicidal thoughts or behavior, and/or any unusual changes in mood or
behavior.



https://www.healthline.com/symptom/involuntary-movements
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/022285s029lbl.pdf
https://www.nimh.nih.gov/health/topics/schizophrenia/raise/what-is-psychosis

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as one week after starting drug
treatment with AEDs and persisted for the duration of treatment assessed. Because most trials included in the
analysis did not extend beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be
assessed.

Call a healthcare provider right away if you have any of these symptoms, especially if they are new, worse, or
WOITy you:

thoughts about suicide or dying

attempts to commit suicide

new or worse depression

new or worse anxiety

feeling agitated or restless

panic attacks

trouble sleeping (insomnia)

new or worse irritability

acting aggressive, being angry, or violent

acting on dangerous impulses
an extreme increase in activity and talking (mania) Mational Institute
other unusual changes in behavior or mood of Mental Health

Call or text the 988 Suicide & Crisis Lifeline at 988 (para ayuda en espafiol, llame al

988). You can also contact the Crisis Text Line (text HELLO to 741741). Both services

provide 24-hour, confidential support to anyone in suicidal crisis or emotional distress

SERIOUS DERMATOLOGICAL REACTIONS
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Serious dermatological reactions, including Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN),
have been reported in patients treated with levetiracetam. The median time of onset is reported to be 14 to 17 days,
but cases have been reported at least four months after initiation of treatment. Recurrence of the serious skin
reactions following rechallenge with levetiracetam has also been reported. KEPPRA XR should be discontinued at
the first sign of a rash, unless the rash is clearly not drug-related. If signs or symptoms suggest SIS/TEN, use of this
drug should not be resumed and alternative therapy should be considered.

National Library of Medicine

National Center for Biotechnology Information

Stevens-Johnson syndrome and toxic epidermal necrolysis are acute, rare, and potentially fatal skin
reactions involving loss of skin and, in some cases, mucosal membranes accompanied by systemic
symptoms. Medications are causative in over 80 percent of cases. Stevens-Johnson syndrome and
toxic epidermal necrolysis are distinguished based on the extent of the detached skin surface area.

Stevens-Johnson syndrome/toxic epidermal necrolysis is classified by the extent of the detached skin surface area.

. » Stevens-Johnson syndrome: less than 10% body surface area
Go to this

- ¢ Overlap Stevens-Johnson syndrome/toxic epidermal necrolysis: 10% to 30% body surface area
link to see

pho’ros of » Toxic epidermal necrolysis more than 30% body surface area

515 and TEN. https://www.ncbi.nlm.nih.gov/books /NBK459323 /

What are the ingredients in KEPPRA XR?

KEPPRA XR tablet active ingredient: levetiracetam

Inactive ingredients: colloidal anhydrous silica, hypromellose, magnesium stearate, polyethylene glycol 6000, polyvinyl
alcohol-partially hydrolyzed, titanium dioxide (E171), Macrogol/PEG3350, and talc. The imprinting ink contains shellac,
FD&C Red #40, n-butyl alcohol, propylene glycol, titanium dioxide, ethanol, and methanol.

KEPPRA XR does not contain lactose or gluten.

HEMATOLOGIC (BLOOD) ABNORMALITIES
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KEPPRA XR can cause hematologic abnormalities. Hematologic abnormalities occurred in clinical trials and
included decreases in white blood cell (WBC), neutrophil, and red blood cell (RBC) counts; decreases in
hemoglobin and hematocrit; and increases in eosinophil counts. Cases of agranulocytosis, pancytopenia, and
thrombocytopenia have also been reported in the postmarketing setting. A complete blood count is recommended in
patients experiencing significant weakness, pyrexia, recurrent infections, or coagulation disorders.

Agranulocytosis: National Library of Medicine

National Center for Biotechnology Information
Neutrophils are the most abundant white blood cell in blood and play a critical role in providing
innate immunity against various offending agents. Agranulocytosis, also known as agranulosis or
granulopenia, is an acute condition involving severe and dangerous neutropenia. Agranulocytosis is
a condition in which the absolute neutrophil count (ANC) is less than 100 neutrophils per microlitre of
blood. People with this condition are at a very high risk of severe infection. Broadly, it can be due to
hereditary disease due to genetic mutation or acquired disease. Agranulocytosis can have various
presentations, including fever, chills, sore throat, etc. It can be a life-threatening condition that
requires prompt diagnosis and treatment.

https://pubmed.ncbi.nlm.nih.gov/32644701/

Pa ncytopenia: Pancytopenia is a hematologic condition characterized by a
decrease in all three peripheral blood cell lines.

https://pubmed.ncbi.nlm.nih.gov/33085293/



https://www.ncbi.nlm.nih.gov/books/NBK459323/
https://pubmed.ncbi.nlm.nih.gov/32644701/
https://pubmed.ncbi.nlm.nih.gov/33085293/

PREGNANCY + LACTATION
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Pregnancy: Plasma levels of levetiracetam may be decreased and therefore
need to be monitored closely during pregnancy. Based on animal data, may
cause fetal harm (5.9, 8.1)

When levetiracetam (0, 400, 1200, or 3600 mg/kg/day) was administered orally to pregnant rats during the period of
organogenesis, reduced fetal weights and increased incidence of fetal skeletal variations were observed at the
highest dose tested. There was no evidence of maternal toxicity. The no-effect dose for adverse effects on
embryofetal developmental in rats (1200 mg/'kg/day) is approximately 4 times the maximum recommended human
dose (MRHD) of 3000 mg on a body surface area (mg/m?) basis.

Oral administration of levetiracetam (0, 200, 600, or 1800 mg/kg/day) to pregnant rabbits during the period of
organogenesis resulted in increased embryofetal mortality and incidence of fetal skeletal variations at the mid and
high dose and decreased fetal weights and increased incidence of fetal malformations at the high dose, which was
associated with maternal toxicity. The no-effect dose for adverse effects on embryofetal development in rabbits (200
mg/kg/day) is approximately equivalent to the MRHD on a mg/m? basis.

Oral administration of levetiracetam (0, 70, 350, or 1800 mg/kg/day) to female rats throughout pregnancy and
lactation led to an increased incidence of fetal skeletal variations, reduced fetal body weight, and decreased growth
in offspring at the mid and high doses and increased pup mortality and neurobehavioral alterations in offspring at the
highest dose tested. There was no evidence of maternal toxicity. The no-effect dose for adverse effects on pre- and
postnatal development in rats (70 mg/kg/day) is less than the MRHD on a mg/m? basis.

Levetiracetam is excreted in human milk. There are no data on the effects of KEPPRA XR on the breastfed infant,
or the effects on milk production.

<. WHAT IS EPILEPSY?

of Veterans Affairs

Epilepsy is a medical condition that produces seizures that affect a variety of mental and
physical functions. When a person has two or more seizures, they are considered to have
epilepsy. These seizures are a result of sudden abnormal electrical activity in the brain.
The exact type of seizure will depend on where it starts and then spreads within the brain.

A seizure is a disturbance in the normal regulation pattern of the electrical activity of the
brain. Although there are many causes and types of seizures, the common feature is a
spreading wave of uncontrolled electrical activity. This abnormal activity within the brain
will usually create outward changes in the person experiencing a seizure. Signs and
symptoms may include muscle spasms, mental confusion, loss of consciousness and/or
uncontrolled or aimless body movements. In general, seizures last a finite period of
seconds to minutes, and then stop on their own.

https://www.epilepsy.va.gov/Information/about.asp

s Keppra an effective product if it can cause the very
thing it is meant to prevent and, according to the
manufacturer, may even worsen seizures?

e CDC ON MANAGING EPILEPSY

Control and Prevention

Epilepsy can get in the way of life, mostly when seizures keep happening. You can
learn how to manage your epilepsy to feel better and have a more active and full
life. Practice these self-management strategies to better control your seizures and
your health. Self-management is what you do to take care of yourself.

Keep a record of your seizures and seizure
triggers to track patterns and learn how to
avoid seizure triggers.

Get at least 7 to 8 hours of sleep each night.
Exercise regularly and safely each day.

Follow a well-balanced diet and keep a healthy
weight. Practice ways to lower stress.

Don't use tobacco, drink alcohol excessively, or * Keep in touch with friends and family for
abuse other substances. support.
Talk to your doctor about health concerns.

Keep other health conditions in check.
Get help for emotional problems.

Use memory strategies to help with memory
problems.

https://www.cdc.gov/epilepsy/managing-epilepsy/checklist.htm



https://www.epilepsy.va.gov/Information/about.asp
https://www.cdc.gov/epilepsy/managing-epilepsy/checklist.htm

CDC ON PREVENTING EPILEPSY

el e Wad Centers for Disease
Control and Prevention

revent traumatic brain injuries

Brain injuries, also called traumatic brain injuries, are a frequent cause of epilepsy.

e Ride safely [4 . Use safety belts, child passenger seats, airbags, bicycle
helmets, and motorcycle helmets to reduce motor vehicle and traffic injuries.

e Step carefully. Falls are the leading cause of brain injury. Older adults and
children have an increased chance of brain injuries from falls.

¢ Get help for traumatic brain injuries if they happen. The chance of epilepsy is
high with severe brain injuries. Taking good care of the injury may help to
avoid epilepsy.

Protect yourself and your family from diseases.

Lower the chances of stroke and heart disease

Take steps everyday to lower your chances of stroke and heart disease. These include eating
well, exercising, and not smoking. These health actions may prevent epilepsy later in life.

Wash your hands and prepare food satfely

An infection called cysticercosis is the most common cause of epilepsy world-wide. Itis
caused by a parasite and it is prevented through good hygiene and food preparation
practices. Health screening and early treatment for cysticercosis can prevent epilepsy.

https://www.cdc.gov/epilepsy/preventing-epilepsy.htm


https://www.ncbi.nlm.nih.gov/books/NBK459323/

