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Excipients with known effect QUALITATIVE AND
QUANTITATIVE
Also includes lactose monohydrate: COMPOSITION

25 mg tablet contains 30.85 mg lactose
monohydrate;

50 mg tablet contains 61.70 mg lactose
monohydrate;

100 mg tablet contains 123.40 mg lactose
monohydrate;

200 mg tablet contains 43.50 mg lactose
monohydrate.

For the full list of excipients, see section 6.1.




Migraine
Adults

The recommended total daily dose of topiramate for
prophylaxis of migraine headache is 100 mg/day
administered in two divided doses. Titration should
begin at 25 mg nightly for 1 week. The dosage
should then be increased in increments of 25
mg/day administered at 1l-week intervals. If the
patient is unable to tolerate the titration regimen,
longer intervals between dose adjustments can be
used.

Some patients may experience a benefit at a total
daily dose of 50 mg/day. Patients have received a
total daily dose up to 200 mg/day. This dose may
be benefit in some patients, nevertheless, caution is
advised due to an increase incidence of side
effects.

Dose and titration rate should be guided by clinical
outcome (See Pharmacodynamic Properties).

Migraine
Adults

The recommended total daily dose of
topiramate for prophylaxis of migraine
headache is 100 mg/day administered in
two divided doses. Titration should begin at
25 mg nightly for 1 week. The dosage
should then be increased in increments of
25 mg/day administered at 1-week intervals.
If the patient is unable to tolerate the
titration regimen, longer intervals between
dose adjustments can be used.

Some patients may experience a benefit at
a total daily dose of 50 mg/day. Patients
have received a total daily dose up to 200
mg/day. Dose and titration rate should be
guided by clinical outcome (See
Pharmacodynamic Properties).

Posology And
Method Of
Administration




Paediatric population

Topamax (topiramate) is not recommended for
treatment or prevention of migraine in children due
to insufficient data on safety and efficacy.

Special Populations

Elderly

No dose adjustment is required in the elderly
population providing renal function is intact.

Migraine prophylaxis in pregnancy and in women of
childbearing potential if not using a highly effective
methods of contraception.

Migraine prophylaxis in pregnancy and in
women of childbearing potential if not using
effective methods of contraception.

Contraindications

Renal Impairment

The major route of elimination of unchanged
topiramate and its metabolites is via the
kidney. Renal elimination is dependent on
renal function and is independent of age.
Patients with moderate or severe renal
impairment may take 10 to 15 days to reach

Special warnings and
precautions for use




.  this risk i .
Suicidal ideation and behaviour have been reported

in patients treated with anti-epileptic agents in
several indications. A meta-analysis of randomised
placebo-controlled trials of AEDs has shown a small
increased risk of suicidal ideation and behaviour.
The mechanism of this risk is not known and the
available data do not exclude the possibility of an
increased risk for topiramate.

steady-state plasma concentrations as
compared to 4 to 8 days in patients with
normal renal function.

As with all patients, the titration schedule
should be guided by clinical outcome (i.e.,
seizure control, avoidance of side effects)
with the knowledge that subjects with known
renal impairment may require a longer time
to reach steady-state at each dose (See
Posology and Method of Administration;
Pharmacokinetic Properties).

Suicide/Suicidal Ideation

Antiepileptic  drugs (AEDs), including,
TOPAMAX®, increase the risk of suicidal
thoughts or behavior in patients taking these
drugs for any indication. A meta-analysis of
randomized placebo-controlled trials of anti-
epileptic drugs has shown an increased risk
of suicidal ideation and behavior (0.43% on
anti-epileptic  drugs versus 0.24% on
placebo). The mechanism of this risk is not
known.

In double-blind clinical trials, suicide related

events (suicidal ideation, suicide attempts,
and suicide) occurred at a frequency of
0.5% in topiramate treated patients (46 out
of 8,652 patients treated) compared to 0.2%
treated with placebo (8 out of 4,045 patients
treated). One completed suicide was




Metabolic Acidosis

Hyperchloremic, non-anion gap, metabolic acidosis
(i.e., decreased serum bicarbonate below the
normal reference range in the absence of chronic
respiratory alkalosis) is associated with topiramate
treatment. This decrease in serum bicarbonate is
due to the inhibitory effect of topiramate on renal
carbonic anhydrase. Generally, the decrease in
bicarbonate occurs early in treatment although it
can occur at any time during treatment. These
decreases are usually mild to moderate (average
decrease of 4 mmol/L at doses of 100 mg/day or
above in adults and at approximately 6 mg/kg/day
in pediatric patients);. Rarely, patients can
experience decreases to values below 10 mmol/L.
Conditions or therapies that predispose to acidosis
(such as renal disease, severe respiratory
disorders, status epilepticus, diarrhea, surgery,
ketogenic diet, or certain medicinal products drugs)

reported in a bipolar disorder double-blind
trial in a patient on topiramate.

Metabolic Acidosis

Hyperchloremic, non-anion gap, metabolic
acidosis (i.e., decreased serum bicarbonate
below the normal reference range in the
absence of chronic respiratory alkalosis) is
associated with topiramate treatment. This
decrease in serum bicarbonate is due to the
inhibitory effect of topiramate on renal
carbonic  anhydrase.  Generally, the
decrease in bicarbonate occurs early in
treatment although it can occur at any time
during treatment. These decreases are
usually mild to moderate (average decrease
of 4 mmol/L at doses of 100 mg/day or
above in adults and at approximately 6
mg/kg/day in pediatric patients);. Rarely,
patients can experience decreases to
values below 10 mmol/L. Conditions or
therapies that predispose to acidosis (such
as renal disease, severe respiratory
disorders, status epilepticus, diarrhea,
surgery, ketogenic diet, or certain s drugs)
may be additive to the bicarbonate lowering
effects of topiramate.




may be additive to the bicarbonate lowering effects
of topiramate.

Chronic metabolic acidosis increases the risk of
renal stone formation and may potentially lead to
osteopenia.

Chronic metabolic acidosis in pediatric patients can
reduce growth rates. The effect of topiramate on
growth—and bone-related sequelae has not been
systematically investigated in pediatric or adult
populations.

: | I . |
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Chronic metabolic acidosis increases the
risk of renal stone formation and may
potentially lead to osteopenia.

Chronic, untreated metabolic acidosis may
increase the risk for nephrolithiasis or
nephrocalcinosis, and may also result in
osteomalacia (referred to as rickets in
pediatric patients) and/or osteoporosis with
an increased risk for fractures.

Chronic metabolic acidosis in pediatric
patients can reduce growth rates. The effect
of topiramate on growth and bone-related
sequelae has not been systematically
investigated in  pediatric  or  adult
populations.

Hyperammonemia and Encephalopathy
(Without and With Concomitant Valproic
Acid [VPA] Use)

Hyperammonemia/Encephalopathy
Without Concomitant Valproic Acid
(VPA)

Topiramate treatment has produced
hyperammonemia (in some instances dose-
related) in clinical investigational programs
of adolescents (12-16 years) who were




treated with topiramate monotherapy for
migraine prophylaxis (incidence above the
upper limit of normal, 22% for placebo, 26%
for 50 mg/day, 41% for 100 mg/day) and in
very young pediatric patients (124 months)
who were treated with adjunctive topiramate
for partial onset epilepsy (8% for placebo,
10% for 5 mg/kg/day, 0% for 15 mg/kg/day,
9% for 25 mg/kg/day). TOPAMAX® is not
approved as monotherapy for migraine
prophylaxis in adolescent patients or as
adjunctive treatment of partial onset
seizures in pediatric patients less than 2
years old. In some patients, ammonia was
markedly increased (>50% above upper
limit of normal). In adolescent patients, the
incidence of markedly increased
hyperammonemia was 6% for placebo, 6%
for 50 mg, and 12% for 100 mg topiramate
daily.

The hyperammonemia associated with
topiramate treatment occurred with and
without encephalopathy in placebo-
controlled trials and in an open-label,
extension trial. Dose-related
hyperammonemia was also observed in the
extension trial in pediatric patients up to 2




years old. Clinical symptoms of
hyperammonemic encephalopathy often
include acute alterations in level of
consciousness and/or cognitive function
with lethargy or vomiting.

Hyperammonemia with and  without
encephalopathy has also been observed in
post-marketing reports in patients who were
taking topiramate without concomitant
valproic acid (VPA).

Hyperammonemia/Encephalopathy With
Concomitant Valproic Acid (VPA)

Concomitant administration of topiramate
and valproic acid (VPA) has been
associated with hyperammonemia with or
without encephalopathy in patients who
have tolerated either drug alone based upon
post-marketing reports. Although
hyperammonemia may be asymptomatic,
clinical symptoms of hyperammonemic
encephalopathy  often include acute
alterations in level of consciousness and/or
cognitive function with lethargy or vomiting.
In most cases, symptoms and signs abated
with discontinuation of either drug. This




adverse reaction is not due to a
pharmacokinetic interaction.

Although TOPAMAX® is not indicated for
use in infants/toddlers (1-24 months),
TOPAMAX® with concomitant VPA clearly
produced a dose-related increase in the
incidence of treatment-emergent
hyperammonemia (above the upper limit of
normal, 0% for placebo, 12% for 5
mg/kg/day, 7% for 15 mg/kg/day, 17% for
25 mg/kg/day) in an investigational
program. Markedly increased, dose-related
hyperammonemia (0% for placebo and 5
mag/kg/day, 7% for 15 mg/kg/day, 8% for 25
mg/kg/day) also occurred in these
infants/toddlers. Dose-related
hyperammonemia was similarly observed in
a long-term extension trial in these very
young, pediatric patients .

Hyperammonemia with and  without
encephalopathy has also been observed in
post-marketing reports in patients taking
topiramate with VPA.

The hyperammonemia associated with
topiramate treatment appears to be more
common when topiramate is used




concomitantly with VPA.

Monitoring for Hyperammonemia
Patients with inborn errors of metabolism or

reduced hepatic mitochondrial activity may
be at an increased risk for
hyperammonemia with or without
encephalopathy. Although not studied,
topiramate treatment or an interaction of
concomitant topiramate and valproic acid
treatment may exacerbate existing defects
or unmask deficiencies in susceptible
persons.

In patients who develop unexplained
lethargy, vomiting, or changes in mental
status associated with any topiramate
treatment, hyperammonemic
encephalopathy should be considered and
an ammonia level should be measured.

Hypothermia with Concomitant Valproic Acid (VPA)

Hypothermia, defined as an unintentional
drop in body core temperature to <35°C,
has been reported in association with
topiramate use with concomitant valproic
acid (VPA) both in conjunction with
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Hyperammonemia and Encephalopathy (Without and
With Concomitant Valproic Acid® [VPA] Use)

Hyperammonemia/Encephalopathy Without Concomitant
Valproic Acid (VPA)

Topiramate treatment has produced hyperammonemia (in
some instances dose-related) in a clinical investigational
program in adolescent patients (12 to 17 years) given
topiramate for migraine prophylaxis. The incidence of
hyperammonemia (above the upper limit of normal
reference) at any time in the trial was 9% for placebo,
14% for 50 mg, and 26% for 100 mg topiramate daily. In
some patients, hyperammonemia was observed at the
end of the trial at the final visit. The incidence of markedly
increased hyperammonemia (at least 50% or higher
above upper limit of normal) at any time in the trial in
adolescent patients was also increased at 100 mg/day
(9%) compared to 50 mg topiramate (0%) or placebo
(3%). During this trial, markedly increased ammonia
levels returned to normal in all but one patient (in whom
the ammonia level fell to high instead of markedly
abnormal).

Topiramate treatment has produced hyperammonemia in
a clinical investigational program in very young pediatric

hyperammonemia and in the absence of
hyperammonemia. This adverse reaction in
patients using concomitant topiramate and
valproate can occur after starting topiramate
treatment or after increasing the daily dose
of topiramate . Consideration should be
given to stopping topiramate or valproate in
patients who develop hypothermia, which
may be manifested by a variety of clinical
abnormalities including lethargy, confusion,
coma, and significant alterations in other
major organ systems such as the
cardiovascular and respiratory systems.
Clinical management and assessment
should include examination of blood
ammonia levels.

Paresthesia

Paresthesia (usually tingling of the
extremities), an effect associated with the
use of other carbonic anhydrase inhibitors,
appears to be a common effect of
TOPAMAX® . Paresthesia was more
frequently reported in the monotherapy
epilepsy trials and migraine prophylaxis
trials than in the adjunctive therapy epilepsy
trials. In the majority of instances,
paresthesia did not lead to treatment




patients (1 to 24 months) who were treated with
adjunctive topiramate for partial onset epilepsy (8% for
placebo, 10% for 5 mg/kg/day, 0% for 15 mg/kg/day, 9%
for 25 mg/kg/day). In some patients, ammonia was
markedly increased (= 50% above upper limit of normal).
The hyperammonemia associated with topiramate
treatment occurred with and without encephalopathy in
placebo-controlled trials and in an open-label, extension
trial of infants with refractory epilepsy. Dose-related
hyperammonemia was observed in the extension trial in
pediatric patients up to 2 years old. Clinical symptoms of
hyperammonemic encephalopathy often include acute
alterations in level of consciousness and/or cognitive
function with lethargy or vomiting. TOPAMAX is not
approved as adjunctive treatment of partial onset
seizures in pediatric patients less than 2 years old.

Hyperammonemia with and without encephalopathy has
also been observed in post-marketing reports in patients
who were taking topiramate without concomitant valproic
acid (VPA).

Hyperammonemia/Encephalopathy With Concomitant
Valproic Acid (VPA)

Concomitant administration of topiramate and valproic
acid (VPA) has been associated with hyperammonemia
with or without encephalopathy in patients who have
tolerated either drug alone based upon post-marketing
reports. Although hyperammonemia  may  be
asymptomatic, clinical symptoms of hyperammonemic
encephalopathy often include acute alterations in level of

discontinuation.




consciousness and/or cognitive function with lethargy or
vomiting. In most cases, symptoms and signs abated with
discontinuation of either drug. This adverse reaction is
not due to a pharmacokinetic interaction.

Although TOPAMAX is not indicated for use in
infants/toddlers  (1-24 months), TOPAMAX  with
concomitant VPA clearly produced a dose-related
increase in the incidence of treatment-emergent
hyperammonemia (above the upper limit of normal, 0%
for placebo, 12% for 5 mg/kg/day, 7% for 15mg/kg/day,
17% for 25 mg/kg/day) in an investigational program.
Markedly increased, dose-related hyperammonemia (0%
for placebo and 5 mg/kg/day, 7% for 15 mg/kg/day, 8%
for 25 mg/kg/day) also occurred in these infants/toddlers.
Dose-related hyperammonemia was similarly observed in
a long-term extension trial in these very young, pediatric
patients [see Use in Specific Populations (8.4)].

Hyperammonemia with and without encephalopathy has
also been observed in post-marketing reports in patients
taking topiramate with VPA.

The hyperammonemia associated with topiramate
treatment appears to be more common when topiramate
is used concomitantly with VPA.

Monitoring for Hyperammonemia

Patients with inborn errors of metabolism or reduced
hepatic mitochondrial activity may be at an increased risk
for hyperammonemia with or without encephalopathy.
Although not studied, topiramate treatment or an




interaction of concomitant topiramate and valproic acid
treatment may exacerbate existing defects or unmask
deficiencies in susceptible persons.

In patients who develop unexplained lethargy, vomiting,
or changes in mental status associated with any
topiramate treatment, hyperammonemic encephalopathy
should be considered and an ammonia level should be
measured

Oral Contraceptives: In a pharmacokinetic
interaction study in healthy volunteers with a
concomitantly administered combination oral
contraceptive  product  containing 1 mg
norethindrone (NET) plus 35 mcg ethinyl estradiol
(EE), TOPAMAX® given in the absence of other
medications at doses of 50 to 200 mg/day was not
associated with statistically significant changes in
mean exposure (AUC) to either component of the
oral contraceptive. In another study, exposure to EE
was statistically significantly decreased at doses of
200, 400, and 800 mg/day (18%, 21%, and 30%,
respectively) when given as adjunctive therapy in
patients taking valproic acid. In both studies,
TOPAMAX® (50—mglday—to—800—maglday) (50-
200mg/day in healthy volunteers and 200-
800mg/day in epilepsy patients) did not significantly
affect exposure to NET. Although there was a dose
dependent decrease in EE exposure for doses
between 200-800 mg/day (in epilepsy patients) ,

Oral Contraceptives: In a pharmacokinetic
interaction study in healthy volunteers with a
concomitantly administered combination
oral contraceptive product containing 1 mg
norethindrone (NET) plus 35 mcg ethinyl
estradiol (EE), TOPAMAX® given in the
absence of other medications at doses of 50
to 200 mg/day was not associated with
statistically significant changes in mean
exposure (AUC) to either component of the
oral contraceptive. In another study,
exposure to EE was statistically significantly
decreased at doses of 200, 400, and 800
mg/day (18%, 21%, and 30%, respectively)
when given as adjunctive therapy in patients
taking valproic acid. In both studies,
TOPAMAX® {50 mg/day to 800 mg/day) did
not significantly affect exposure to NET.
Although there was a dose dependent
decrease in EE exposure for doses between

Interactions With
Other Medicinal
Products And
Other Forms Of
Interaction




there was no significant dose dependent change in
EE exposure for doses of 50-200 mg/day (in
healthy volunteers). The clinical significance of the
changes observed is not known.

200-800 mg/day, there was no significant
dose dependent change in EE exposure for
doses of 50-200 mg/day . The clinical
significance of the changes observed is not
known.

pregnancy
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Pregnancy
Risk related to epilepsy and AEDs in general

Specialist advice should be given to women who
are of childbearing potential. The need for treatment

polytherapy-fegimen-

i : ki
enilenti I , . :
TOPAMAX® monotherapy showed a higher
prevalence of low birth weight (<2500
grams). A causal relationship has not been

established.

In addition, data from these registries and
other studies indicate that, compared with
monotherapy, there is an increased risk of
teratogenic effects associated with the use
of anti-epileptic drugs in combination
therapy.

TOPAMAX® should be used during
pregnancy only if the potential benefit
justifies the potential risk to the fetus. In
treating and counseling women of
childbearing potential, the prescribing
physician should weigh the benefits of
therapy against the risks and consider
alternative therapeutic options. If this drug is
used during pregnancy or if the patient
becomes pregnant while taking this drug,
the patient should be apprised of the
potential hazard to the fetus.

Topiramate is contraindicated in pregnancy




with AEDs should be reviewed when a woman is
planning to become pregnant. In women being
treated for epilepsy, sudden discontinuation of AED
therapy 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 AEDs could
be associated with a higher risk of congenital
malformations than monotherapy, depending on the
associated antiepileptics.

Risk related to topiramate

Topiramate was teratogenic in mice, rats and
rabbits (see section 5.3). In rats, topiramate
crosses the placental barrier.

Clinical data from pregnancy registries indicate that
infants exposed to topiramate monotherapy have:

* An increased risk of congenital malformations
(particularly cleft lip/palate, hypospadias, and
anomalies involving various body systems)

following exposure during the first trimester. The

and in women of childbearing potential if an
effective method of contraception is not
used .




North American Antiepileptic Drug pregnancy
registry data for topiramate monotherapy showed
an approximate 3-fold higher incidence of major
congenital malformations, compared with a
reference group not taking AEDs. In addition, data
from other studies indicate that, compared with
monotherapy, there is an increased risk of
teratogenic effects associated with the use of
AEDs in combination therapy.

* A higher prevalence of low birth weight (<2500
grams) compared with a reference group.

* An increased prevalence of being small for
gestational age (SGA; defined as birth weight
below the 10™ percentile corrected for their
gestational age, stratified by sex). The long term
consequences of the SGA findings could not be
determined.

It is recommended that women of child bearing
potential use highly effective contraception (see

section 4.5) and consider alternative therapeutic




options.

Indication epilepsy

It is recommended to consider alternative
therapeutic options in women of child bearing
potential. If topirmate is used in women of child
bearing potential, it is recommended that highly
effective contraception be used (see section 4.5),
and that the woman is fully informed of the known
risks of uncontrolled epilepsy to the pregnancy and
the potential risks of the medicinal product to the
foetus. If a woman plans a pregnancy, a
preconceptional visit is recommended in order to
reassess the treatment, and to consider other
therapeutic options. In case of administration
during the first trimester, careful prenatal
monitoring should be performed.

Indication migraine prophylaxis




Topiramate is contraindicated in pregnancy and in
women of childbearing potential if a highly effective
method of contraception is not used (see sections

4.3 and 4.5).
USE DURING LACTATION

Breast-feeding

Lin the millk of lactat

rats. Animal studies have shown excretion of
topiramate in milk. The excretion of topiramate in
human milk has not been evaluated in controlled
studies. Limited observations in patients suggest
an extensive excretion of topiramate into breast
milk. Since many medicinal products drugs are
excreted in human milk, a decision should be
made whether to suspend diseentinue-breast
feeding or to discontinue/ / abstain from topiramate
therapy taking into account the importance of the
medicinal product to the mother (see section 4.4).

lrugtaking i he i ”
drug-to-the-mother.




Fertility

Animal studies did not reveal impairment of fertility

by topiramate (see section 5.3). The effect of
topiramate on human fertility has not been

established.

Topamax has minor or moderate influence on the
ability to drive and use machines. TOPAMAX® acts
on the central nervous system and may produce
drowsiness, dizziness or other related symptoms.It
may also cause visual disturbances and/or blurred
vision. These adverse events could potentially be
dangerous in patients driving a vehicle or operating
machinery, particularly until such time as the
individual patient's experience with the medicinal
product €rug is established.

TOPAMAX® acts on the central nervous
system and may produce drowsiness,
dizziness or other related symptoms.It may
also cause visual disturbances and/or
blurred vision. These adverse events could
potentially be dangerous in patients driving
a vehicle or operating machinery,
particularly until such time as the individual
patient's experience with the drug is
established.

Effects On Ability
To Drive And Use
Machines

The highest topiramate overdose reported
was calculated to be between 96 and 110 g
and resulted in coma lasting 20 to 24 hours
followed by full recovery after 3 to 4 days.

Overdose




Adverse events:
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The safety of topiramate was evaluated from a clinical trial database consisting of 4,111 patients (3,182 on topiramate and 929 on
placebo) who participated in 20 double-blind trials and 2,847 patients who participated in 34 open-label trials, respectively, for topiramate
as adjunctive treatment of primary generalized tonic-clonic seizures, partial onset seizures, seizures associated with Lennox-Gastaut
syndrome, monotherapy for newly or recently diagnosed epilepsy or migraine prophylaxis. The majority of adverse reactions were mild to
moderate in severity. Adverse reactions identified in clinical trials, and during post-marketing experience (as indicated by “*”) are listed by
their incidence in clinical trials in Table 1. Assigned frequencies are as follows:

Very common =1/10

Common 21/100 to <1/10
Uncommon 21/1,000 to <1/100
Rare 21/10,000 to <1/1,000

Not known cannot be estimated from the available data

The most common adverse reactions (those with an incidence of >5% and greater than that observed in placebo in at least 1 indication in
double-blind controlled studies with topiramate) include: anorexia, decreased appetite, bradyphrenia, depression, expressive language
disorder, insomnia, coordination abnormal, disturbance in attention, dizziness, dysarthria, dysgeusia, hypoesthesia, lethargy, memory
impairment, nystagmus, paresthesia, somnolence, tremor, diplopia, vision blurred,diarrhoea, nausea, fatigue, irritability, and weight
decreased.




Table 1: Topiramate Adverse Reactions

System Organ Very common Common Uncommon Rare Not known
Infections and Nasopharyngitis*
infestations
Blood and Anaemia Leucopenia, Neutropenia*
lymphatic system Thrombocytopenia
disorders lymphadenopathy,
eosinophilia
Immune system Hypersensitivity Allergic
disorders oedema*
Metabolism and Anorexia, Metabolic Acidosis
nutrition decreased appetite acidosis, hyperchloraem
disorders hypokalaemia, ic
increased
appetite,
polydipsia
Psychiatric Depression Bradyphrenia, Suicidal ideation, Mania, panic
disorders insomnia, suicide attempt, disorder,
expressive hallucination, feeling of
language disorder, psychotic disorder, | despair*,
anxiety, hallucination hypomania
confusional state, auditory,
disorientation, hallucination
aggression, mood visual,
altered, agitation, apathy, lack of
mood swings, spontaneous
depressed mood, speech,

anger, abnormal
behaviour

sleep disorder,
affect lability, libido
decreased,
restlessness,
crying,

dysphemia,
euphoric

mood, paranoia,
perseveration,
panic

attack, tearfulness,
reading disorder,
initial insomnia,




flat

affect, thinking
abnormal, loss of
libido, listless,
middle insomnia,
distractibility, early
morning
awakening,

panic reaction,
elevat

ed
mood

Nervous system
disorders

Paraesthesia,
somnolence
Dizziness

Disturbance in
attention, memory
impairment,
amnesia, cognitive
disorder, mental
impairment,
psychomotor skills
impaired,
convulsion,
coordination
abnormal, tremor,
lethargy,
hypoaesthesia,
nystagmus,
dysgeusia, balance
disorder,
dysarthria,
intention tremor,
sedation

Depressed level of
consciousness,
grand mal
convulsion, visual
field defect,
complex partial
seizures, speech
disorder,
psychomotor
hyperactivity,
syncope, sensory
disturbance,
drooling,
hypersomnia,
aphasia, repetitive
speech,
hypokinesia,
dyskinesia,
dizziness
postural, poor
quality sleep,
burning sensation,
sensory loss,
parosmia,
cerebellar
syndrome,
dysaesthesia,
hypogeusia,
stupor,
clumsiness, aura,
ageusia,

Apraxia,
circadian
rhythm sleep
disorder,
hyperaesthesi
a,

hyposmia,
anosmia,
essential
tremor,
akinesia,
unresponsive
to

stimuli




dysgraphia,

dysphasia,
neuropathy
peripheral,
presyncope,
dystonia,
formication
Eye Vision blurred, Visual acuity Blindness Angle closure
disorders diplopia, visual reduced, scotoma, | unilateral, glaucomar*,
disturbance myopia*, abnormal | blindness Maculopathy*,
sensation in eye*, transient, eye movement
dry eye, glaucoma, disorder*,
photophobia, accommodatio | conjunctival
blepharospasm, n oedema*
lacrimation disorder,
increased, altered
photopsia, visual depth
mydriasis, perception,
presbyopia scintillating
scotoma,
eyelid
oedemar,
night
blindness,
amblyopia
Ear and labyrinth Vertigo, tinnitus, Deafness,
disorders ear pain deafness
unilateral,
deafness
neurosensory, ear
discomfort,
hearing
impaired
Cardiac Bradycardia, sinus
disorders bradycardia,
palpitations
Vascular Hypotension, Raynaud's
orthostatic phenomenon

hypotension,




disorders flushing, hot flush
Respiratory, Dyspnoea, Dyspnoea
thoracic and epistaxis, nasal exertional,
mediastinal congestion, Paranasal
disorders rhinorrhoea, sinus
cough* hypersecretion,
dysph
onia
Gastrointestinal Nausea, Vomiting, Pancreatitis,
disorders diarrhoea constipation, flatulence,
abdominal pain gastrooesophagea
upper, dyspepsia, |
abdominal pain, reflux disease,
dry mouth, abdominal pain
stomach lower,
discomfort, hypoaesthesia
paraesthesia oral, oral, gingival
gastritis, abdominal bleeding,
discomfort abdominal
distension,
epigastric
discomfort,
abdominal
tenderness,
salivary
hypersecretion,
oral
pain, breath odour,
glosso
dynia
Hepatobiliary Hepatitis,
disorders Hepatic
failure
Skin and Alopecia, rash, Anhidrosis, Stevens- Toxic
subcutaneous tissue hypoaesthesia Johnson epidermal

facial,

syndrome*




disorders pruritus urticaria, erythema necrolysis*
erythema, multiforme*,
pruritus skin
generalised, odour
rash macular, skin | abnormal,
discolouration, periorbital
dermatitis allergic, | oedema¥*,
swelling face urticaria
localised
Musculoskeletal Arthralgia, muscle Joint swelling*, Limb

and connective
tissue

spasms, myalgia,
muscle twitching,

musculoskeletal
stiffness, flank

discomfort*

disorders muscular pain,
weakness, muscle fatigue
musculoskeletal
chest pain
Renal and urinary Nephrolithiasis, Calculus urinary, Calculus
disorders urinary ureteric,
pollakiuria, dysuria incontiner_lce, renal tl_JbuIar
haematuria, acidosis*
incontinence,
micturition
urgency,
renal colic, renal
pain
Reproductive Erectile
system and breast dysfunction,

disorders

sexual dysfunction

General disorders
and administration
site

conditions

Fatigue

Pyrexia, asthenia,
irritability, gait
disturbance, feeling
abnormal, malaise

Hyperthermia,
thirst,
influenza like
illness*,
sluggishness,
peripheral
coldness,
feeling drunk,
feeling jittery

Face oedema,
calcinosis




Investigati Weight Weight increased* Crystal urine Blood

ons decreased present, tandem bicarbonate
gait decreased
test abnormal,
white

blood cell count
decreased,
Increase

in liver enzymes

Social Learning
circumstan disability

ces

* identified as an adverse reaction from postmarketing spontaneous reports. Its frequency was calculated based on clinical trial data.

Paediatric population

Adverse reactions reported more frequently (=2-fold) in children than in adults in double-blind
controlled studies include:

[1 Decreased appetite

[1 Increased appetite

[1 Hyperchloraemic acidosis
[1 Hypokalaemia

[1 Abnormal behaviour

[1 Aggression

1 Apathy

[ Initial insomnia

[1 Suicidal ideation

[] Disturbance in attention

[1 Lethargy

[1 Circadian rhythm sleep disorder




[1 Poor quality sleep

[1 Lacrimation increased
[1 Sinus bradycardia

[l Feeling abnormal

[0 Gait disturbance.

Adverse reactions that were reported in children but not in adults in double-blind controlled studies
include:

[1 Eosinophilia

[1 Psychomotor hyperactivity
[1 Vertigo

[1 Vomiting

[1 Hyperthermia

[1 Pyrexia

[1 Learning disability.




