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0.0] Overview
1]) Class
a]) This drug is a member of the following class(es):

Antianxiety
Anticonvulsant

2]) Dosing Information
a]) Adult
1]) Panic disorder

a]) initial, 0.25 mg ORALLY twice daily for 3 days, then increased to a target dose of 1 mg daily
[131[14]

b]) maintenance, may increase dosage by 0.125 to 0.25 mg ORALLY twice daily every 3 days to
a MAX total daily dose of 1 to 4 mg [13][14]

c]) discontinuation, decrease dose by 0.125 mg twice daily every 3 days [13] [14]

2]) Seizure
a]) initial, 0.5 mg ORALLY 3 times a day [14] [13]

b]) maintenance, may increase daily dose by 0.5 to 1 mg ORALLY every 3 days to a MAX total
daily dose of 20 mg (divided into 3 daily doses) [14] [13]

b]) Pediatric

1]) safety and effectiveness not established in the treatment of panic disorder in pediatric patients younger
than 18 years [14] [13]
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a]) Seizure

1]) (up to 10 years or up to 30 kg) initial, 0.01 to 0.03 mg/kg/day ORALLY divided into
2 to 3 daily doses; MAX 0.05 mg/kg/day divided into 2 or 3 daily doses [14] [13]

2]) (up to 10 years or up to 30 kg) maintenance, may increase daily dose by 0.25 to 0.5 mg
ORALLY every 3 days; MAX 0.1 to 0.2 mg/kg/day divided into 3 daily doses [14] [13]

3]) Contraindications
a]) acute narrow angle glaucoma [51]
b]) hypersensitivity to benzodiazepines [51]

c]) significant liver disease [51]
4]) Serious Adverse Effects

a]) Depression
b]) Respiratory depression

c]) Suicidal thoughts
5]) Clinical Applications

a]) FDA Approved Indications
1]) Panic disorder

2]) Seizure

1.0] Dosing Information

Drug Properties
Storage and Stability
Adult Dosage
Pediatric Dosage

1.1] Drug Properties

A]) Information on specific products and dosage forms can be obtained by referring to the Tradename List (Product
Index)
B]) Synonyms

Clonazepam
C]) Orphan Drug Status

1]) Clonazepam has been designated an orphan product for use in the treatment of hyperekplexia (startle
disease).
D]) Physicochemical Properties

1]) Molecular Weight
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a]) 315.72 [357]

2]) pKa

a]) pK1: 1.5; pK2: 10.5 [358]

3]) Solubility
a]) Insoluble in water; slightly soluble in alcohol and in ether; sparingly soluble in acetone and in
chloroform [359]
1.2] Storage and Stability
Al) Preparation
1]) Oral route
a]) Oral Tablets

1]) Swallow oral tablets whole with water [14].

b]) Orally Disintegrating Tablets

1]) Open the pouch and peel back the foil on the blister pack; do not push the tablet through
the foil. Using dry hands, immediately remove the tablet and place it in the mouth. It will
dissolve quickly and be easily swallowed with or without water [13].

B]) Oral route

1]) Tablet/Tablet, Disintegrating

a]) Store at 25 degrees C (77 degrees F) with excursions permitted between 15 and 30 degrees C (59
and 86 degrees F) [51][15]

C]) Extemporaneous Formulation - Oral route

1]) A clonazepam 0.1 mg/mL suspension, 60 mL, may be prepared using 6 clonazepam 1 mg tablets
(Klonopin(R); Roche), distilled water to levigate, Cologel(R) (methylcellulose; Lilly) 15 mL, and a sufficient
quantity of a 2:1 simple syrup/cherry syrup mixture to bring the volume to 60 mL. This mixture should be
labeled "shake well" and "refrigerate" and is stable for 5 days [360].

1.3] Adult Dosage
1.3.1] Normal Dosage
1.3.1.A] Oral route
1.3.1.A.1] Panic disorder

a]) For panic disorder, the initial recommended dose is clonazepam 0.25 mg twice daily. The dose
may be increased after 3 days in increments of 0.125 mg to 0.25 mg twice daily. The target dose for
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most patients is 1 mg/day. In studies, higher doses of 2, 3, and 4 mg/day were less effective than 1 mg/
day, but some individuals may benefit from doses up to a maximum of 4 mg/day. For patients who
need higher doses, increases in increments of 0.125 to 0.25 mg twice daily every 3 days may be used
until control of panic disorder or development of intolerable side effects. Administration of 1 of the
doses at bedtime may reduce the inconvenience of somnolence. Gradually discontinue treatment by
decreasing the dose by 0.125 mg twice daily every 3 days [14] [13].

1.3.1.A.2] Seizure

a]) For seizure disorder, the initial dose for adults should not exceed 1.5 mg/day divided into 3 doses.
Dosage may be increased in increments of 0.5 to 1 mg every 3 days until seizures are adequately
controlled or until side effects preclude any further increase [14] [13].

b]) The maintenance dosage for seizure disorder must be individualized for each patient depending
upon response. Maximum recommended daily dose is 20 mg [14] [13].

1.4] Pediatric Dosage
1.4.1] Normal Dosage
1.4.1.A] Oral route
1.4.1.A.1] Seizure

a]) In order to minimize drowsiness, the initial dose for infants and children (up to 10 years of age
or 30 kg of body weight) should be 0.01 to 0.03 mg/kg/day, not to exceed 0.05 mg/kg/day, given in
2 or 3 divided doses [14] [13].
b]) Dosage should be increased by no more than 0.25 to 0.5 mg every third day until a daily
maintenance dose of 0.1 to 0.2 mg/kg/day has been reached unless seizures are controlled or side
effects preclude further increase [14] [13].
c]) Whenever possible, the daily dose should be divided into 3 equal doses. If doses are not equally
divided, the largest dose should be given before retiring [14] [13].
1.4.1.B]) The safety and effectiveness of clonazepam have not been established in the treatment of panic disorder
in pediatric patients younger than 18 years [14] [13].

2.0] Pharmacokinetics

Onset and Duration
Drug Concentration Levels
ADME

2.1] Onset and Duration
A]) Onset
1]) Initial Response
a]) SEIZURES, ORAL, 20 and 40 minutes [230].
B]) Duration
1]) Single Dose

a]) SEIZURES, ORAL, 6 to 12 hours [230].
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1]) Single dose duration of action was 6 to 8 hours in infants and younger children [230].

2]) A satisfactory clinical effect usually occurs quickly, from after the first dose to within
the first weeks of treatment (Munthe-Kass, 1973) [231] [232].

2.2] Drug Concentration Levels
A]) Therapeutic Drug Concentration
1]) SEIZURES, 25 to 30 ng/mL [236].

a]) Lower plasma levels (20 ng/mL or less) control myoclonic and self-induced photogenic epilepsy
[236].

b]) The relationship between plasma levels and the dose is linear [236] [237].
B]) Time to Peak Concentration
1]) ORAL, 1 to 4 hours [233] [234].
2]) RECTAL, 10 to 30 minutes [235].
2.3] ADME
2.3.1] Absorption
A]) Bioavailability
1]) 90% [233].
2.3.2] Distribution
A]) Distribution Sites
1]) Protein Binding
a]) 85% [233].

1]) Clonazepam plasma protein binding in four groups (healthy volunteers, cirrhotic
patients, uremic patients before and after hemodialysis and patients with poor renal
function), consisting of six subjects each, was 13.9%, 17.1%, 15.6% and 12.2% and
16.0%, respectively. The figure of healthy volunteers significantly differed only from
that of the cirrhotic patient. Clonazepam bound preferentially to albumin [239].

B]) Distribution Kinetics

1]) Volume of Distribution

a]) 3.2 L/kg [240].

2.3.3] Metabolism
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A]) Metabolism Sites and Kinetics
1]) Liver, highly metabolized [233].
a]) The rate of N-acetylation is dependent upon acetylator phenotype [241].

b]) The major route is via cytochrome P-450 including CYP3A [233].

2.3.4] Excretion
A)) Kidney
1]) Renal Excretion (%)

a]) 0.5% to 1% [242] [240].

2.3.5] Elimination Half-life
A]) Parent Compound
1]) ELIMINATION HALF-LIFE, 30 to 40 hours [233] [240].
2])Serum half-lives ranged from 22 to 33 hours (mean 28.7 hours) in children [237].
3.0] Cautions

Contraindications

Precautions

Adverse Reactions

Teratogenicity/Effects in Pregnancy/Breastfeeding
Drug Interactions

3.1] Contraindications

A]) acute narrow angle glaucoma [51]
BJ) hypersensitivity to benzodiazepines [51]
C)) significant liver disease [51]

3.2] Precautions

A]) Endocrine and Metabolic:

B]) -- phenylketonurics; orally disintegrating tablets contain phenylalanine [51]

C]) Neurologic:

D]) -- status epilepticus may occur upon abrupt withdrawal, particularly in patients on long-term, high-dose therapy;
gradual withdrawal recommended [51]

E]) -- may worsen seizure disorder (ie, increased incidence or precipitated onset of grand mal seizures); addition of
anticonvulsants or dosage increases may be required [51]

F]) Psychiatric:

G]) -- suicidal thoughts or behavior risk increase has been reported; monitoring recommended [51]

H]) Renal:

I]) -- use caution in patients with renal impairment since clonazepam metabolites are renally excreted [51]

J]) Reproductive:
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K]) -- use caution in pregnant patients due to risk for birth defects, especially during first trimester [51]

L]) Respiratory:

M]) -- patients with chronic respiratory disease may experience increased salivation and potential for respiratory
depression [51]

N]) Other:

O)) -- withdrawal symptoms have occurred following discontinuation [51]

P]) -- patients with history of drug dependence may be at risk for drug abuse [51]

Q]) -- monitor CBC and liver function with prolonged use [51]

R]) -- may interfere with cognitive and motor performance, therefore, use caution with hazardous occupations (eg,
as operating machinery or driving a motor vehicle) [51]

S]) Concomitant use:

T]) -- avoid alcohol use [51]

3.3] Adverse Reactions
3.3.1] Cardiovascular Effects
3.3.1.A] Palpitations
1]) Palpitations have occurred in patients receiving clonazepam for seizure disorders [15].
3.3.2] Dermatologic Effects
3.3.2.A] Hirsutism
1]) Hirsutism has been reported in patients receiving clonazepam for seizures disorders [15].
3.3.2.B] Loss of hair
1]) Hair loss has been reported in patients receiving clonazepam for seizure disorders [15].
3.3.2.C] Rash
1]) Skin rash has been reported in patients receiving clonazepam for seizure disorders [15].
3.3.3] Endocrine/Metabolic Effects
3.3.3.A] Acute intermittent porphyria, Exacerbation

1]) Exacerbation of acute intermittent porphyria with an increase in seizure frequency was reported in a
patient who received high clonazepam doses (20 mg) [60].

3.3.4] Gastrointestinal Effects
3.3.4.A] Burning mouth syndrome

1]) A 52-year-old woman developed burning mouth syndrome 4 weeks after beginning clonazepam 0.5
milligrams (mg) twice daily for anxiety and panic symptoms. Discontinuation of alprazolam and initiation
of clonazepam had been the only changes to her chronic medications. With continued use of clonazepam,
the burning mouth symptoms worsened. Decreasing her dose to 0.25 mg twice daily reduced symptoms
somewhat, but they remained intolerable. Three weeks after discontinuation of clonazepam, the burning
mouth symptoms resolved. Other drugs for treatment of anxiety and panic were tried but were not effective.
The patient requested a repeat trial of clonazepam. After 2 weeks, she again experienced intolerable mouth
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burning. Clonazepam was discontinued after 4 weeks, and burning mouth symptoms resolved within 2 to
3 weeks. (Clonazepam has been used, with some success, for treatment of burning mouth syndrome.) [61].

3.3.4.B] Constipation

1]) Constipation has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.4.C] Diarrhea

1]) Diarrhea has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.4.D] Gastritis

1]) Gastritis has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.4.E] Loss of appetite

1]) Anorexia has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.4.F] Nausea

1]) Nausea has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.4.G] Weight increased

1]) A weight gain of 20% or more of the original body weight, invariably the result of hyperphagia, has
been reported [56].

2]) Weight gain was reported in 10 of 10 patients receiving clonazepam for absence seizures. Weight gain
became noticeable by the 8th week of therapy [59].

3.3.4.H] Xerostomia

1]) Dry mouth has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.5] Hematologic Effects

3.3.5.A] Thrombocytopenia

1]) Thrombocytopenia secondary to clonazepam was reported in a 52-year-old female following doses of
0.5 to 1 mg twice a day for an unknown length of time. The patient developed epistaxis and purpura, with
a corresponding platelet count of 6000/cu mm 3. The platelet count gradually increased to over 150,000/
cu mm 3 with discontinuation of the drug and prednisone therapy [52].

2]) Thrombocytopenia has occurred with other benzodiazepine derivatives (Swanson and Cook, 1977),
and similar effects should be expected from clonazepam administration.

3.3.6] Hepatic Effects
3.3.6.A] Hepatomegaly
1]) Hepatomegaly has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.6.B] Hepatotoxicity

1]) Transient elevations of serum transaminases and alkaline phosphatase have been reported [15], but one
worker reported a decrease in previously elevated serum alkaline phosphatase levels [55].


http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Icbab0837475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Icbab0837475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=I9f1f38a1475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ibe01b7c0475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=I9f1f38f3475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=I9f1f38f3475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Iad9f1301475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Icb543511475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=mproc&entityId=Ib2d28e5a475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=mproc&entityId=Ib2d28e5a475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3bd96ec6475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=I9f1f38f3475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=injury&entityId=Iba097b3d475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=mproc&entityId=Ic9d584de475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=mproc&entityId=Ic9d584de475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0

CLONAZEPAM, DRUGDEX-EV 0111

3.3.8] Musculoskeletal Effects
3.3.8.A] Myalgia

1]) Incidence: 4% [15]
2]) Myalgia was reported in 4% of 574 patients receiving clonazepam for panic disorder compared with
3% of 294 patients receiving placebo during clinical trials [15].

3.3.8.B] Poor muscle tone

1]) Hypotonia has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.9] Neurologic Effects

3.3.9.A] Aphonia

1]) Aphonia has been reported in patients treated with clonazepam for seizure disorders [15].

3.3.9.B] Ataxia

1]) Incidence: 5% to 30% [15]

2]) Experience to date has shown that ataxia has occurred in approximately 30% of patients treated for
seizure disorders. This may diminish in time in some cases [15].

3]) Ataxia was reported in 5% of 574 patients receiving clonazepam therapy for panic disorder compared
with 0% of 294 patients receiving placebo during clinical trials [15].

3.3.9.C] Confusion
1]) Confusion has been reported in patients receiving clonazepam for seizure disorders [15].
3.3.9.D] Coordination problem

1]) Incidence: 6% [15]
2]) Abnormal coordination was reported in 6% of 574 patients receiving clonazepam therapy for panic
disorder compared with 0% of 294 patients receiving placebo during clinical trials [15].

3.3.9.E] Dizziness

1]) Incidence: 8% [15]

2]) Vertigo has been reported in patients treated with clonazepam for seizure disorders [15].

3]) Dizziness was reported in 8% of 574 patients receiving clonazepam for panic disorder compared with
4% of 294 patients receiving placebo during clinical trials [15].

3.3.9.F] Dysarthria

1]) Incidence: 2% [15]

2]) Dysarthria has been reported in patients treated with clonazepam for seizure disorders [15].

3]) Dysarthria was reported in 2% of 574 patients receiving clonazepam for panic disorder compared with
0% of 294 patients receiving placebo during clinical trials [15].

3.3.9.G] Dysdiadochokinesis

1]) Dysdiadochokinesis has been reported in patients treated with clonazepam for seizure disorders [15].
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3.3.9.H] Headache
1]) Headache has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.9.1] Intelligence finding

1]) Incidence: 2% [15]
2]) Reduced intellectual ability was reported in 2% of 574 patients receiving clonazepam therapy for panic
disorder compared with 0% of 294 patients receiving placebo during clinical trials [15].

3.3.9.J] Memory impairment

1]) Incidence: 4% [15]
2]) Memory disturbance was reported in 4% of 574 patients receiving clonazepam therapy for panic
disorder compared with 2% of 294 patients receiving placebo during clinical trials [15].

3.3.9.K] Seizure

1]) Clonazepam has been implicated in the aggravation or precipitation of grand mal seizures [53]; (Scollo-
Lavizzari, 1974)[54]. An improvement in minor seizures, but persistence of nocturnal major motor seizures
has been noted [55]. Some workers described the development of a new seizure type after clonazepam
therapy [56] [57], but other studies have noted no increase in the frequency of seizures or the development
of a new type of seizure [58] [59].

3.3.9.L] Slurred speech
1]) Slurred speech has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.9.M] Somnolence

1]) Incidence: 37% to 50% [15]

2]) Experience to date has shown that drowsiness has occurred in approximately 50% of patients treated
for seizure disorders. This may diminish in time in some cases [15].

3]) Drowsiness was reported in 37% of 574 patients receiving clonazepam for panic disorder compared
with 10% of 294 patients receiving placebo during clinical trials [15].

3.3.9.N] Tremor

1]) Tremor has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.10] Ophthalmic Effects

3.3.10.A] Diplopia

1]) Diplopia has been reported in patients treated with clonazepam for seizure disorders [15].

3.3.10.B] Nystagmus

1]) Abnormal eye movements and nystagmus have been reported in patients treated with clonazepam for
seizure disorders [15].

3.3.10.C] Retinopathy
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1]) Retinopathy developed in a 36-year-old woman, weighing 48 kilograms (kg), with a history of juvenile
myoclonic epilepsy treated with clonazepam 8 milligrams (mg) daily for 8 years following by 6 mg daily
for 13 years. Her last ophthalmic exam, performed 10 years prior, was normal. She was not receiving
any other medications, nor did she have a family history of retinal degenerative disease. Funduscopy
revealed mild depigmentation of the retinal pigment epithelium throughout the posterior pole bilaterally
and corresponding to transmission hyperfluorescence on fluorescein angiography [63].

3.3.12] Psychiatric Effects
3.3.12.A] Depression

1]) Incidence: 7% [15]

2]) Depression was reported in 7% of 574 patients receiving clonazepam for panic disorder compared with
1% of 294 patients receiving placebo during clinical trials [15].

3]) Depression has been reported in patients receiving clonazepam to treat either seizures [15].

3.3.12.B] Dissociative disorder
1]) Hysteria has been reported in patients treated with clonazepam for seizure disorders [15].
3.3.12.C] Feeling nervous

1]) Incidence: 3% [15]

2]) Nervousness has been reported in patients receiving clonazepam to treat either seizures [15].

3]) Nervousness was reported in 3% of 574 patients receiving clonazepam for panic disorder compared
with 2% of 294 patients receiving placebo during clinical trials [15].

3.3.12.D] Hallucinations
1]) Hallucinations have been reported in patients treated with clonazepam for seizure disorders [15].
3.3.12.E] Hyperactive behavior

1]) One worker noted that preexisting hyperactivity in children was aggravated by clonazepam
necessitating additional therapy with dextroamphetamine or methylphenidate [55].

3.3.12.F] Problem behavior

1]) Incidence: 25% [15]
2]) Experience to date has shown that behavior problems have occurred in approximately 25% of patients
treated for seizure disorders. This may diminish in time in some cases [15].

3.3.12.G] Psychotic disorder

1]) Psychosis has been reported in patients treated with clonazepam for seizure disorders [15].

2]) Psychosis occurred in a 73-year-old woman with no prior psychiatric history who was treated with
clonazepam 3 mg daily for blepharospasm. Episodic hallucinations began in the tenth week of therapy.
The psychiatric diagnosis of organic delusion syndrome was made. Clonazepam dosage was decreased to
2 mg daily, and the hallucinations resolved [64].

3]) Clonazepam 8 mg daily was reported to induce mania in a 4l-year-old patient with chronic
schizophrenia. Following 2 weeks of clonazepam in combination with perphenazine, he developed
symptoms of restlessness, irritability, insomnia, pressured speech, and euphoria. Following tapering of
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clonazepam and treatment with electroconvulsive therapy, his condition returned to baseline. Continued
antipsychotic therapy produced no recurrence of mania [65].

4]) Clonazepam provided no additional therapeutic benefit to 13 chronic schizophrenic patients who were
already receiving neuroleptic medication [66]. In addition, 2 of the 13 patients demonstrated aggressive
behavior during clonazepam withdrawal, and 2 patients became violent while the dosage was being
increased.

3.3.12.H] Suicidal thoughts

1]) A pooled analysis found an increased risk of suicidal behavior or ideation may exist in patients
receiving therapy with antiepileptic drugs (AEDs) including clonazepam. The analysis included 199
placebo-controlled clinical studies covering 11 different AEDs used for several different indications such
as epilepsy and selected psychiatric illnesses. The analysis included 27,863 patients treated with AEDs
and 16,029 patients who received placebo. There were 4 completed suicides among patients in the AED
treatment groups versus (vs) none in the placebo groups. Suicidal behavior or ideation occurred in 0.43% of
patients in the AED treatment groups compared to 0.24% of patients in the placebo groups. This represents
an increase of approximately one case of suicidal thinking or behavior for every 530 patients treated
compared to the placebo groups. Patients treated for epilepsy, psychiatric disorders, or other conditions
were all at an increased risk for suicidality compared to placebo. Closely monitor patients treated with
AEDs for emergence or worsening of depression, suicidality and other unusual changes in behavior, which
may include symptoms such as anxiety, agitation, hostility, mania, and hypomania [15].

3.3.13] Renal Effects
3.3.13.A] Urinary incontinence

1]) Clonazepam therapy resulted in urinary retention in a 2-year-old child with cerebral palsy being
treated with valproate and carbamazepine for seizure prevention. As the frequency of seizures increased,
clonazepam 0.05 milligrams/kilogram (mg/kg) daily was started. Three days later the patient was admitted
to the hospital as urinary retention was noted. Since the condition did not improve after a course
of antibiotics, an indwelling catheter was placed. Removal of the catheter 5 days later resulted in
urinary retention. Clonazepam was stopped 10 days after initiation and phenobarbital started. Urinary
catheterization was not required, but slow emptying noted for the next 2 days followed by resolution of
all symptoms (Casken & Odabas, 2004).

2]) Urinary incontinence has been reported in 2 elderly patients who received clonazepam 0.5 mg
twice daily for control of essential tremor. Urological examination in both patients was normal. After
discontinuation of the drug, urinary symptoms abated within 24 hours. No mechanism for clonazepam-
induced urinary retention has been proposed [62].

3.3.14] Reproductive Effects
3.3.14.A] Increased libido

1]) Increased or decreased libido has been reported in patients treated with clonazepam for seizure
disorders [15].

3.3.14.B] Precocious puberty

1]) Precocious development of secondary sexual characteristics was described in an 15-month-old girl
following approximately 2 months of clonazepam therapy (0.5 mg orally twice a day) for convulsions.
In addition, the patient had marked behavioral problems while taking clonazepam, and the drug was
withdrawn at the age of 17 months, resulting in resolution of secondary sexual characteristics. The authors


http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=mproc&entityId=Iaa9b490c475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib0dd4e58475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib0dd4e58475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ic0f702e8475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ibdaf9fb5475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib778706e475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af17f9f475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3b6b43ad475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af0e331475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug