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WARNINGS

Acute myopia and secondary angle closure glaucome

A syndrome consisting of acute myopia associated with secondary angle closure glaucoma has been reported in patients recaiving
TOPAMAX. Symptoms include acute onset of decreased visud acuity andior ocular pain. Ophthamologic findings can include:
myopia, anterior chamber shdlowing, ocular hyperemia (redness) and increased intraocular pressure. Mydriasis may or may not be
present. This syndrome may be associated with supreciliary effusion resulting in anterior disolacement of the lens and iris, witr
secondary angle dosure glaucoma. Symptoms typicaly occur within 1 month of initiating TOPAMAX thergpy. In contrast to primary
narrow angle glaucoma, which israre under 40 years of age, secondary angle closure glaucoma associated with topiramate has beer
reported in pediatric patients as well as adults. The primary treatment to reverse symptoms is discontinuation of TOPAMAX &
rapidly as possible, according to the judgment of the treating physician. Other measures, in conjunction with discontinuation of
TOPAMAX, may be hepful

Elevated intraocular pressure of any etiology, if |eft untreated, can lead to serious sequelae including permanent vision loss

Withdrawa of AEDs
Antiepileptic drugs, induding TOPAMAX®, should be withdrawn gradudly to minimize the potential of increased seizure frequency.

Cognitive/Neuropsychiatric Adverse Events

Adults

Adverse events most often associated with the use of TOPAMAX® were centtral nervous system-related. In adults, the most significant
of these can be dassified into two generd categories: 1) psychomotor dowing, difficulty with concentration, and speech or language
problems, in particular, word-finding difficulties and 2) somnolence or fatigue. Additiona nonspecific CNS effects occasiondly
observed with topiramate as add-on thergpy include dizziness or imbadance, confusion, memory problems, and exacerbation of mood
disturbances (e.g., irritability and depression).

Reports of psychomotor dowing, speech and language problems, and difficulty with concentration and attention were common in
adults. Although in some cases these events were mild to moderate, they at times led to withdrawa from treatment. The incidence of
psychomotor dowing isonly margindly dose-rdated, but both language problems and difficulty with concentration or attention clearly
increased in frequency with increasing dosage in the five double-blind trids [see ADVERSE REACTIONS, Table 5].

Somnoalence and fatigue were the most frequently reported adverse events during dinicd trids with TOPAMAX®. These events were
generdly mild to moderate and occurred early in thergpy. While the incidence of somnolence does not appear to be dose-rdaed, that
of fatigue increases a dosages above 400 mg/day.

Pediatric Patients

In double-blind dlinicd studies, the incidences of cognitive/neuropsychiatric adverse events in pediatric patients were generaly lower
than previoudy observed in adults. These events included psychomotor dowing, difficulty with concentration/attention, speech
disorders/rdlated speech problems and language problems. The most frequently reported neuropsychiatric events in this population
were somnolence and fatigue. No patients discontinued treatment due to adverse eventsin double-blind trids.

Sudden Unexplained Degth in Epilepsy (SUDEP)

During the course of premarketing development of TOPAMAX® (topiramate) Tablets, 10 sudden and unexplained desths were
recorded among a cohort of treated patients (2,796 subject years of exposure). This represents an incidence of 0.0035 deaths per
patient year. Although this rate exceeds that expected in a hedthy population matched for age and sex, it is within the range of
estimates for the incidence of sudden unexplained desths in patients with epilepsy not receiving TOPAMAX® (ranging from 0.0005
for the generd population of patients with epilepsy, to 0.003 for adinica trid population smilar to that in the TOPAMAX® program,
to 0.005 for patients with refractory epilepsy).

PRECAUTIONS

General:

Kidney Stones

A tota of 32/2,086 (1.5%) of adults exposed to topiramate during its development reported the occurrence of kidney stones, an
incidence about 2-4 times that expected in a similar, untreated population. As in the generd population, the incidence of stone
formation among topiramate treated patients was higher in men. Kidney stones have aso been reported in pediatric patients.
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An explanation for the assodiation of TOPAMAX® and kidney stones may liein the fact thet topiramate is awesk carbonic anhydrase
inhibitor. Carbonic anhydrase inhibitors, e.g., acetazolamide or dichlorphenamide, promote stone formation by reducing urinary citrate
excretion and by increasing urinary pH. The concomitant use of TOPAMAX® with other carbonic anhydrase inhibitors or potentialy
in patients on a ketogenic diet may creete a physiologica environment that increases the risk of kidney stone formation, and should
therefore be avoided.

Increased fluid intake increases the urinary output, lowering the concentration of substancesinvolved in stone formation. Hydration
is recommended to reduce new stone formation.

Paresthesa

Paresthesia, an effect associated with the use of other carbonic anhydrase inhibitors, appears to be acommon effect of TOPAMAX®.
Adjusment of Dosein Rend Failure

The mgor route of dimination of unchanged topiramate and its metabalites is via the kidney. Dosage adjustment may be required (see
DOSAGE AND ADMINISTRATION).

Decreased Hepatic Function
In hepatically impaired patients, topiramate should be administered with caution as the clearance of topiramate may be decreased.

Information for Patients
Patients taking TOPAMAX® should betold to seek immediate medicd attention if they experience blurred vision or periorbita pain.

Petients, particularly those with predisposing factors, should be ingructed to maintain an adequate fluid intake in order to minimize the
risk of rend stone formation [See PRECAUTIONS: General, for support regarding hydration as a preventative measure].

Patients should be warned abouit the potentia for somnolence, dizziness, confusion, and difficulty concentrating and advised not to
drive or operate machinery until they have gained sufficient experience on topiramate to gauge whether it adversdy affects their mentd
and/or motor performance.

Additiona food intake may be consdered if the patient islosing weight while on this medication.
Please refer to the end of the product labeling for important information on how to take TOPAMAX?® (topiramate capsules) Sprinkle
Capsules.

Drug Interactions:

Antiepileptic Drugs
Potentid interactions between topiramate and standard AEDs were assessed in controlled clinica pharmacokinetic studiesin patients
with epilepsy. The effects of these interactions on mean plasma AUCs are summarized in the following table:

In Table 3, the second column (AED concentration) describes what hgppens to the concentration of the AED listed in thefirst column
when topiramate is added.

The third column (topiramate concentration) describes how the coadministration of a drug listed in the first column modifies the
concentration of topiramate in experimental settings when TOPAMAX® was given done.
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