SHERI SPIRT

PSYCHIATRY

16 East 96th Street Unit 1A

New York, N.Y. 10128

(212) 595 6901

SSDR18@aol.com
www.drsherispirt.com
Topamax an anticonvulsant with mood stabilizing and anorexic properties

Pharmacology
Mechanism of Action

Mechanism unknown; may inhibit neuronal voltage-dependent sodium channels and may enhance the neurotransmitter inhibitory activity of gamma-aminobutyric acid (GABA)

Weak carbonic anhydrase inhibitor

Absorption

Bioavailability: 80%

Peak serum time: 1-4 hr (IR); 24 hr (ER))

Distribution

Protein bound: 13-17% (IR); 15-41% (ER)

Metabolism

Hepatic (30%); 70% unchanged

Enzyme induced: CYP3A4 (weak)

Enzyme inhibited: CYP2C19 (weak)

Elimination

Half-life: 21 hr (IR); 31 hr (ER)

Dialyzable: Yes

Total body clearance: 20-30 mL/min; 50% higher in pediatric patients

Excretion: Urine (70-80%)

Dosage Forms & Strengths
tablet (Topamax)

· 25mg

· 50mg

· 100mg

· 200mg

capsule, sprinkle (Topamax Sprinkle)

· 15mg

· 25mg

capsule, extended-release 

· 25mg (Trokendi XR, Qudexy XR)

· 50mg (Trokendi XR, Qudexy XR)

· 100mg (Trokendi XR, Qudexy XR)

· 150mg (Qudexy XR)

· 200mg (Trokendi XR, Qudexy XR)

Indications
Partial-Onset or Primary Generalized Tonic-Clonic Seizures
Monotherapy

· Topamax, Topamax Sprinkles: 25 mg PO q12hr initially; may increase by 50 mg/day at weekly intervals to 200 mg PO q12hr

· Trokendi XR, Qudexy XR: 50 mg PO qDay initially; may increase by 50 mg/day at weekly intervals for first 4 weeks, then 100 mg/day for weeks 5 to 6; target dose is 200-400 mg/day for partial onset seizures and 400 mg/day for generalized seizures

· Topamax, Topamax Sprinkles: 25-50 mg/day PO initially; increase by 25-50 mg/day at weekly intervals to 100-200 mg q12hr for partial onset seizures and 200 mg q12hr 

· Trokendi XR, Qudexy XR: 25-50 mg PO qDay initially; increase by 25-50 mg/day at weekly intervals to achieve effective dose; not to exceed 200-400 mg/day 

Lennox-Gastaut Syndrome

Indicated as adjunctive therapy for seizures associated with Lennox-Gastaut syndrome (LGS)

Topamax, Topamax Sprinkles: 25-50 mg/day PO initially; increase by 25-50 mg/day at weekly intervals to 100-200 mg q12hr

Trokendi XR, Qudexy XR: 25-50 mg PO qDay initially; increase by 25-50 mg/day at weekly intervals to achieve effective dose; not to exceed 200-400 mg/day 

Migraine Headache (Topamax)

Indicated for prophylaxis of migraine headache

Titrate over 4 wk to achieve a dose of 50 mg PO BID

Week 1: 25 mg PO qHS

Week 2: 25 mg PO BID

Week 3: 25 mg PO in the morning and 50 mg HS

Week 4: 50 mg PO BID

Guide dose/titration rate by clinical outcome; if needed, use longer intervals between dose adjustments 

Dosage Modifications
Renal impairment

· CrCl <70 mL/min: Reduce dose by 50%

· Hemodialysis: Cleared by hemodialysis at rate 4-6 times greater than normal; prolonged period of dialysis may decrease topiramate serum concentrations

Hepatic impairment

· Clearance may decrease; monitor

Cluster Headache (Off-label)

Prophylaxis

Initial: 25 mg PO qDay for 7 days

Increase by 25 mg/day every week to no more than 200 mg/day

Alcoholism (Off-label)

Initial: 25 mg PO qDay week 1

May increase to maximum 300 mg/day by weeks 5-14; may divide 300 mg dose q8hr (case reports) 

Maintenance: 200 mg/day divided q12hr or 300 mg/day divided q8hr

Adverse Effects
>10%

Decrease in serum bicarbonate (7-67%)

Dizziness (4-29%)

Fatigue (9-16%)

Ataxia (6-16%)

Nervousness (9-18%)

Paresthesia (1-11%)

Psychomotor slowing (3-13%)

Abnormal vision (2-13%)

Anorexia (4-24%)

Confusion (4-11%)

Decreased memory (2-12%)

Nausea (6-10%)

Speech disorder (2-13%)

Injury (14%)

1-10%

Abdominal pain (6-10%)

Weight loss (4-9%)

Diplopia (1-10%)

Mood problems (<6%)

Pharyngitis (6%)

Tremor (3-9%)

Abnormal gait (3-8%)

Apathy (1%)

Asthenia (1-5%)

Dry mouth (2%)

Menorrhagia (1-2%)

Skin disorder (2-3%)

Taste change (2%)

Edema (2%)

Hypertension (1-2%)

Syncope (1%)

Bradycardia (1%)

Pallor (1%) 

<1%

Angina

Erythema

Hepatic failure

Hyperthermia

Hypokalemia

Neuropathy

Toxic epidermal necrolysis

Postmarketing Reports

Increased risk for bleeding; in patients with serious bleeding events, conditions that increased the risk for bleeding were present 

Somnolence 

Fever 

Cognitive problems 

Infection 

Flushing

Warnings
Contraindications

Hypersensitivity

Extended release: Within 6 hr of alcohol intake; patients with metabolic acidosis that are taking metformin concomitantly

Cautions

Maintain adequate fluid intake due to kidney stone risk

Alcohol use

Monitor closely for decreased sweating and increased body temperature; oligohydrosis reported with use; monitor during strenuous exercise

Concomitant use of drugs that predispose patients to heat-related disorders (such as carbonic anhydrase inhibitors and anticholinergics)

Coadministration with valproic acid increases risk of hyperammonemia (with or without encephalopathy)

Risk of hyperchloremic, non-anion gap, metabolic acidosis; especially if concomitant renal disease, severe respiratory disorder, status epilepticus, diarrhea, surgery, ketogenic diet, or drugs predisposing to acidosis

Risks of acute myopia and secondary angle-closure glaucoma (discontinue immediately if vision problems)

Visual field defects reported independent of elevated IOP; reversible upon discontinuation

Risk of neuropsychiatric disorder; rapid titration rate and higher initial dose were associated with higher incidence

Monitor serum bicarbonate at baseline and then periodically; may also monitor serum chloride, ammonia, and phosphorus

When discontinuing drug, gradually withdraw to decrease risk of seizure or increased seizure frequency

Increased risk in suicidal thoughts/behavior reported; monitor patients for notable changes in behavior and notify healthcare provider if symptoms occur

Use caution when operating heavy machinery

Hypothermia reported with and without hyperammonemia during topiramate treatment with concomitant valproic acid use

Hyperammonemia with or without encephalopathy with monotherapy or in combination with valproic acid reported in patients that have tolerated each drug alone; risk may increase in patients with inborn errors of metabolism or decreased hepatic mitochondrial activity; monitor for vomiting, lethargy, or unusual changes in mental status

Infants exposed to topiramate in utero may have an increased risk for cleft lip and/or cleft palate (oral clefts) and for being small for gestational age

Side effect: warnings: Kidney Stones

A total of 32/2,086 (1.5%) of adults exposed to topiramate during its adjunctive epilepsy therapy development reported the occurrence of kidney stones, an incidence about 2-4 times greater than expected in a similar, untreated population. In the double-blind monotherapy epilepsy study, a total of 4/319 (1.3%) of adults exposed to topiramate reported the occurrence of kidney stones. As in the general population, the incidence of stone formation among topiramate treated patients was higher in men. Kidney stones have also been reported in pediatric patients.

An explanation for the association of TOPAMAX® and kidney stones may lie in the fact that topiramate is a 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 potentially in patients on a ketogenic diet may create a physiological 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 substances involved in stone formation. Hydration is recommended to reduce new stone formation.

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 versus the adjunctive therapy epilepsy trials. In the majority of instances, paresthesia did not lead to treatment discontinuation.

Information for Patients

Patients taking TOPAMAX® should be told to seek immediate medical attention if they experience blurred vision or periorbital pain.

Patients, especially pediatric patients, treated with TOPAMAX® should be monitored closely for evidence of decreased sweating and increased body temperature, especially in hot weather.

Patients, particularly those with predisposing factors, should be instructed to maintain an adequate fluid intake in order to minimize the risk of renal stone formation [see PRECAUTIONS : Kidney Stones , for support regarding hydration as a preventative measure].

Patients should be warned about the potential 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 adversely affects their mental and/or motor performance.

Laboratory Tests:

Measurement of baseline and periodic serum bicarbonate during topiramate treatment is recommended

The possibility of decreased contraceptive efficacy and increased breakthrough bleeding should be considered in patients taking combination oral contraceptive products with TOPAMAX®. Patients taking estrogen containing contraceptives should be asked to report any change in their bleeding patterns. Contraceptive efficacy can be decreased even in the absence of breakthrough bleeding.
Interactions

Serious - Use Alternative (23)

· astemizole

· cisapride

· dihydroergotamine

· dihydroergotamine intranasal

· dronedarone

· ergotamine

· erythromycin base

· erythromycin ethylsuccinate

· erythromycin lactobionate

· erythromycin stearate

· ethinylestradiol

· everolimus

· lovastatin

· perampanel

· ranolazine

· sertindole

· silodosin

· simvastatin

· sirolimus

· sodium oxybate

· terfenadine

· tolvaptan

· ulipristal

Significant - Monitor Closely (279)

· acetazolamide

· albuterol

· alfentanil

· alitretinoin

· almotriptan

· alprazolam

· amiodarone

· amisulpride

· amitriptyline

· amobarbital

· amoxapine

· apomorphine

· aprepitant

· arformoterol

· aripiprazole

· armodafinil

· artemether/lumefantrine

· atorvastatin

· avanafil

· axitinib

· azelastine

· baclofen

· bambuterol

· bazedoxifene/conjugated estrogens

· belladonna and opium

· benperidol

· benzphetamine

· brinzolamide

· brompheniramine

· budesonide

· buprenorphine

· buprenorphine buccal

· buspirone

· butabarbital

· butalbital

· butorphanol

· caffeine

· carbamazepine

· carbinoxamine

· carisoprodol

· chloral hydrate

· chlordiazepoxide

· chlorpheniramine

· chlorpromazine

· chlorzoxazone

· cilostazol

· cinacalcet

· cinnarizine

· clemastine

· clobazam

· clobetasone

· clomethiazole

· clomipramine

· clonazepam

· clopidogrel

· clorazepate

· clozapine

· codeine

· colchicine

· conivaptan

· conjugated estrogens

· conjugated estrogens, vaginal

· cortisone

· cyclizine

· cyclobenzaprine

· cyclosporine

· cyproheptadine

· dantrolene

· darifenacin

· darunavir

· dasatinib

· deflazacort

· desflurane

· desipramine

· dexamethasone

· dexchlorpheniramine

· dexfenfluramine

· dexmedetomidine

· dexmethylphenidate

· dextroamphetamine

· dextromoramide

· diamorphine

· diazepam

· dichlorphenamide

· dienogest/estradiol valerate

· diethylpropion

· difenoxin hcl

· diltiazem

· dimenhydrinate

· diphenhydramine

· diphenoxylate hcl

· dipipanone

· divalproex sodium

· dobutamine

· dopamine

· dopexamine

· dosulepin

· doxepin

· doxylamine

· droperidol

· dyphylline

· eletriptan

· enflurane

· ephedrine

· ephedrine (pulmonary)

· epinephrine

· epinephrine racemic

· erlotinib

· estazolam

· estradiol

· estrogens conjugated synthetic

· estrogens esterified

· estropipate

· ethanol

· etonogestrel

· etravirine

· eucalyptus

· felodipine

· fenfluramine

· fesoterodine

· fludrocortisone

· fluphenazine

· flurazepam

· formoterol

· fosamprenavir

· fosphenytoin

· fospropofol

· haloperidol

· hexobarbital

· hydrocodone

· hydrocortisone

· hydromorphone

· hydroxyprogesterone caproate

· hydroxyzine

· iloperidone

· imipramine

· indinavir

· isoproterenol

· ketamine

· ketotifen, ophthalmic

· lacidipine

· lapatinib

· lercanidipine

· levalbuterol

· levobupivacaine

· levonorgestrel intrauterine

· levonorgestrel oral

· levorphanol

· linagliptin

· lisdexamfetamine

· lofepramine

· lofexidine

· lopinavir

· loprazolam

· loratadine

· lorazepam

· lormetazepam

· loxapine

· loxapine inhaled

· lumefantrine

· lurasidone

· maprotiline

· maraviroc

· marijuana

· melatonin

· meperidine

· mephobarbital

· meprobamate

· mestranol

· metaproterenol

· metaxalone

· metformin

· methadone

· methamphetamine

· methazolamide

· methocarbamol

· methylenedioxymethamphetamine

· methylphenidate

· methylprednisolone

· mianserin

· midazolam

· midodrine

· mirtazapine

· modafinil

· morphine

· motherwort

· moxonidine

· nabilone

· nalbuphine

· nelfinavir

· nicardipine

· nilotinib

· nisoldipine

· norepinephrine

· nortriptyline

· olanzapine

· opium tincture

· orlistat

· orphenadrine

· oxazepam

· oxycodone

· oxymorphone

· paliperidone

· papaveretum

· papaverine

· pazopanib

· pentazocine

· pentobarbital

· perphenazine

· phendimetrazine

· phenobarbital

· phentermine

· phenylephrine

· phenylephrine po

· phenytoin

· pholcodine

· pimozide

· pirbuterol

· prednisolone

· prednisone

· primidone

· prochlorperazine

· promethazine

· propofol

· propylhexedrine

· protriptyline

· pseudoephedrine

· quazepam

· quetiapine

· quinidine

· ramelteon

· repaglinide

· rimonabant

· risperidone

· ritonavir

· romidepsin

· sage

· salmeterol

· saquinavir

· scullcap

· secobarbital

· sertindole

· sevelamer

· sevoflurane

· shepherd's purse

· solifenacin

· sufentanil

· sulpiride

· sunitinib

· tacrolimus

· tadalafil

· tapentadol

· temazepam

· temsirolimus

· terbutaline

· terfenadine

· theophylline

· thioridazine

· thiothixene

· tipranavir

· tobramycin inhaled

· tolterodine

· tramadol

· trazodone

· triamcinolone

· triazolam

· triclofos

· trifluoperazine

· trimipramine

· triprolidine

· valproic acid

· vardenafil

· verapamil

· warfarin

· xylometazoline

· yohimbine

· ziconotide

· ziprasidone

· zotepine

Minor (92)

· abobotulinumtoxina

· acetaminophen

· acetaminophen iv

Pregnancy & Lactation
Pregnancy category: D

Cleft lip and cleft palate observed in newborns whose mothers had taken topiramate during first trimester of pregnancy; prevalence of oral clefts was 1.4%, compared with 0.38-0.55% with other antiepileptic drugs (AEDs) and 0.07% with no AED exposure

Lactation: Excreted in milk; use caution

Pregnancy Categories

A:Generally acceptable. Controlled studies in pregnant women show no evidence of fetal risk.
B:May be acceptable. Either animal studies show no risk but human studies not available or animal studies showed minor risks and human studies done and showed no risk.
C:Use with caution if benefits outweigh risks. Animal studies show risk and human studies not available or neither animal nor human studies done.
D:Use in LIFE-THREATENING emergencies when no safer drug available. Positive evidence of human fetal risk.
X:Do not use in pregnancy. Risks involved outweigh potential benefits. Safer alternatives exist.
NA:Information not available.
