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Clonazepam Oral Solution

DESCRIPTION

Clonazepam, a benzodiazepine, is available as an oral solution contammg 1.0 mg/S mL of
clonazepam. [Information regarding the inactive ingredients will be added at the time of
ANDA filing.]

Chemically, clonazepam is 5-(2-chlorophenyl)-1,3-dihydro-7-nitro-2H-1,4-
benzodiazepin-2-one. It is a light yellow crystallme powder. It has amolecular welght of
315.72 and the following structural formula:

CLINICAL PHARMACOLOGY

Pharmacodynamics: The precise mechanism by which clonazepam exerts its antlselzure
and antipanic effects is unknown, although it is believed to be related to its ab1hty to
enhance the actmty of gamma amlnobutync acid (GABA) ther ma}or 1nh1b1tory '
neurotransmitter in the central nervous system. Convulsions produced in rodents by
pentylenetetrazol or, to a lesser extent, electrical stimulation are antagonlzed as are
convulsions produced by photic stimulation in susceptible baboons. A tammg effect in
aggressive primates, muscle ‘weakness and hypnosis are also produced In humans
clonazepam is capable of s suppressmg 'the spike and wave dlscharge in absence selzures
(petit mal) and dccrcasmg the frequency, amphtude duration and spread of dlscharge in
minor motor seizures.

Pharmacokinetics: Clonazepam is rapidly and coranetely absorbedmaﬁer oral A
administration. The absolute bioavailability of clonazepam is about 90%. Maximum™ ~
plasma concentrations of clonazepam are reached within 1 to 4 hours after oral -
administration. Clonazepam is approximately 85% bound to plasma protelns
Clonazepam is highly metabolized, with less than 2% unchanged clonazepam bemg
excreted in the urine. Biotransformation occurs mamly by reduction of the 7—mtro group
to the 4-amino derivative. This derivative can be ace Wiated hydroxylated and
glucuronidated. Cytochrome P-450 including CYP3 A, may play an 1mportant role in
clonazepam reduction and oxidation. The e11m1nat10n half-life of clonazepam is typlcally
30 to 40 hours. Clonazepam pharmacokmetlcs are dose- mdependent throughout the
dosing range. There is no evidence that clonazepam mduccs its own metabohsm or that
of other drugs in humans.
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Pharmacokinetics in Demographic Subpopulatzons and in Dzsease S’iates Controlled .
studies examining the influence of gender and age on olonazepam pharrnacoklnetlcs have
not been conducted, nor have the effects of renal or liver dlsease on clonazepam
pharmacokinetics been studied. Because clonazepam undergoes hepanc metabohsm itis
possible that liver disease will impair clonazepam elimination. Thus, caution should be
exercised when administering clonazepam to these patients.

Clinical Trials: Panic Disorder: The effectiveness of Clonazepam in the treatment of
panic disorder was demonstrated in two double-bhnd placebo- controlled studles of adult )
outpatients who had a primary d1agnos1s of panlc disorder (DSM IIIR) with or w1thout '
agoraphobia. In these studies, clonazepam was shown to be 51gn1ﬁcantly more effectwe
than placebo in treating panic disorder on change from baselme n pamc attack frequency,
the Clinician’s Global Impression Severity of Illness Score and the Clinician’s Global 4
Impression Improvement Score.

Study 1 was a 9-week, fixed-dose study involving clonazepam doses 0f0.5,1,2,3 or
4mg/day or placebo. This study was conducted in four phases: a 1-week placebo lead-i -in,
a 3-week upward titration, a 6-week fixed dose and a 7-week dlscontmuance phase. A
significant difference from placebo was observed consIstently only for the 1 mg/day
group. The difference between the 1 mg dose group and placebo in reduction from
baseline in the number of full panic attacks was approximately 1 panic attack per week.
At endpoint, 74% of patients receiving clonazepam 1 mg/day were free of full panic
attacks, compared to 56% of placebo-treated patients.

Study 2 was a 6-week, flexible-dose study involving clonazepam in a dose range of 0.5 to
4mg/day or placebo. This study was conducted in three phases a l-week placebo lead-in,
a 6-week optimal-dose and a 6-week discontinuance phase ‘The 1 mean clonazepam dose
during the optimal dosing period was 2.3 mg/day The difference between clonazepam
and placebo in reduction from baseline in the number of full’ panlc attacks was
approximately 1 panic attack per week. At endpoint, 62% of patients receiving
clonazepam were free of full panic attacks, compared to 37% of placebo treated patients.
Subgroup analyses did not indicate that there were any differences in treatment outcomes
as a function of race or gender.

INDICATIONS AND USAGE

Seizure Disorders: Clonazepam is useful alone or as an adjunct i in the treatment of the
Lennox-Gastaut syndrome (petlt mal varlant) akinetic and myoclomc seizures. In
patients with absence seizures (pet1t mal) Who have falled to respond to succnnmldes
clonazepam may be useful.

f
S

In some studies, up to 30% of patlents have shown a loss of antxconvulsant act1v1ty, often

e SN

within 3 months of administration. In some cases, dosagéﬁadjustment may reestabhsh
efficacy.

Panic Disorder: Clonazepam is indicated for the treatment of panic disorder, w1th or

without agoraphobia, as defined in DSM-IV. Panic disorder i is ‘characterized by the
occurrence of unexpected panic attacks and assoc1ated concern about having add1t1onal
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attacks, worry about the implications or consequences of the attacks and/or a s1gn1ﬁcant
change in behavior related to the attacks.

The efficacy of clonazepam was’established in two 6- to 9-week tnals in pamc d1sorder
patients whose diagnoses corresponded to the DSM IIIR category of | panic d1sorder (see 7
CLINICAL PHARMACOLOGY: Clinical Trials).”

Panic disorder (DSM-1IV) is charactenzed by recurrent unexpected pamc attacks ie, a )
discrete period of intense fear or discomfort in which four (or more) of the followmg
symptoms develop abruptly and reach a peak within 10 minutes: (1) palp1tat10ns
pounding heart or accelerated heart rate; (2) sweating; (3) tremblmg or shakmg, (4)
sensations of shortness of breath or smothering; (5) feeling of choklng, (6) chest 1 pain or
discomfort; (7) nausea or abdominal distress; (8) feeling drzzy, unsteady, l1ghtheaded or
faint; (9) derealization (feehngs of unreahty) or depersonahzatlon (bemg detached from
oneself); (10) fear of losing control (11) fear of dylng, (12) paresthesras (numhness or
tingling sensations); (13) chills or hot flushes.

The effectiveness of clonazepam in long-term use, that is, for more than 9 weeks has not

been systematically studied in controlled clinical trials. The physwran who elects to use
clonazepam for extended periods should penodlcally reevaluate the long—term usefulness

of the drug for the individual patient (see DOSAGE AND ADMTNIgTRKTION’) T

CONTRAINDICATIONS e
Clonazepam should not be used in patients with a hlstory of sensmvrty o
benzodlazeplnes nor in patlents with clinical or biochemical evrdence of srgmﬁcant liver
disease. It may be used in patients with open angle glaucoma who are receiving '
appropriate therapy but is contraindicated in acute narrow angle glaucoma

WARNINGS »
Interference With Cogmttve and Motor Ferformance Since clonazepam produces CNS
depression, patients rece1vmg this drug should be cautroned agalnst engaging in

hazardous occupations requiring mental alertness, “such as as operatmg machmery or dnvmg
a motor vehicle. They should also be warned about the con 1t use of alcohol or

other CNS-depressant drugs during clonazeparn therapy (see PRECAUTIONS Drug
Interactions and Information for Patients).

Pregnancy Risks: Data from several sources ralse concerns about the use of clonazepam
during pregnancy.

Animal Findings: In three studles in which clonazepam was admmrstered orally to
pregnant rabbits at doses of 0.2, 1, 5 or 10 mgfkg/day (low dose approx1mately 0. 2 trmes
the maximum recommended human dose of 20 mg/day for seizure disorders and
equivalent to the maximum dose of 4 mg/day for panic dlsorder on a mg/mz basrs) dunng
the period of organogenesis, a snnrlar pattern of malformatlons (cleft palate, open eyehd
fused sternebrae and limb defects) was observed in a low, non“dose—related incidénce in
exposed litters from all dosage groups. Reductions in maternal we1ght gain occurred at
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dosages of 5 mg/kg/day or greater and reduction in embryo fetal growth occurred in one
study at a dosage of 10 mg/kg/day. No adverse maternal or embryo fetal effects were
observed in mice and rats following adm1n1strat10n durlng organogenesrs of oral doses up
to 15 mg/kg/day or 40 mg/kg/day, respectively (4 and 20 times the maximum )
recommended human dose of 20 rng/day for seizure disorders and 20 and 100 t1mes the
maximum dose of 4 mg/day for panic disorder, respectively, on a mg/mz basis).

General Concerns and Considerations About Anttconvulsants Recent reports suggest
an association between the use of antlconvulsant drugs by women wrth epilepsy and an
elevated incidence of birth defects in children born to these women Data are more
extensive with respect to diphenylhydantoin and phenobarbltal but these are also the
most commonly prescribed anticonvulsants; less systematic or anecdotal  reports suggest a
possible similar association with the use of all known antlconvulsant drugs

In children of women treated with drugs for epllepsy, reports suggestlng an elevated
incidence of birth defects cannot be regarded as adequate to prove a deﬁnlte cause and
effect relationship. There are infrinsic methodolo grc problems in obtammg adequate data
on drug teratogenicity in humans; ‘the poss1b111ty also eXISts ‘that other factors (eg, genetic
factors or the epileptic condition 1tse1f) may be more 1mpbrtant than drug therapy in
leading to birth defects. The great maj orrty of mothers on antrcon "lsant medrcatlon N
deliver normal infants. It is important to note that antic nvuls rugs'should not be
discontinued in patients in whom the drug is adm1mstered to prevent seizures because of
the strong possibility of precrp1tat1ng status eplleptlcus Wlth attendant hypoxra and threat
to life. In individual cases where the severlty and frequency of the serzure drsorder are
such that the removal of medlcatlon does not pose a senous threat to the patlent

PN

cannot be said with any confidence that even mild seizures do not pose some hazards to
the developing embryo or fetus.

General Concerns About Benzodiazepines: An inCreased risk of congenita}l v N
malformations associated with the use of benzodiazepine drugs has been suggested in
several studies.

There may also be non—teratogemc risks associated with the use of benzodlazeplnes \
during pregnancy. There have been reports of neonatal ﬂaccrdrty, respiratory and feeding
difficulties, and hypothermia in children born to mothers who have been rece1v1ng
benzodiazepines late in pregnancy. In addition, children born to mothers recervrng
benzodiazepines late in pregnancy may be at some risk of experiencing withdrawal
symptoms during the postnatal penod

Advice Regardmg the Use of Clonazepam in Women of Chtldbearmg Potential: In
general, the use of clonazepam in women of chlldbeanng potentlal and more specrﬁcally
during known pregnancy, should be con31dered oniy when the chmcal situation warrants
the risk to the fetus.

The specific considerations addressed above regardmg the use of antrconvulsants for
epilepsy in ' women of childbearing potential should be weighed in treatlng or counsehng
these women.
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Because of experience with other members of the benzodiazepine class, clonazepam is
assumed to be capable of causmg an 1ncreased I‘ISk of congenital abnormalities when
administered to a pregnant woman dunng the ﬁrst tnmester Because use of these drugs
is rarely a matter of urgency in the treatment of panic drsorder therr use dunng the first
trimester should almost always be avoided. The possibility that a2 woman of chrldbeanng
potential may be pregnant at the time of institution of therapy should be cons1dered If
this drug is used during pregnancy, or if the patrent becomes pregnant whﬂe takrng this
drug, the patient should be apprised of the potentlal hazard to the fetus. Patients should
also be advised that if they become pregnant during therapy or intend to become pregnant,
they should communicate with their physician about the desirability of discontinuing the
drug.

Withdrawal Symptoms: Withdrawal : symptoms of the barbiturate type have occurred
after the discontinuation of benzodiazepines (see DRUG ABU§E AND BEPENIjENCE)

PRECAUTIONS

General: Worsening of Seizures: When used in patlents in whom several chfferent types

of seizure disorders coexist, clonazepam may increase the incidence or precipitate the
onset of generalized tonic-clonic seizures (grand ‘mal). This may require the addition of
appropriate anticonvulsants or an mcrease in their dosages. The concomitant use of
valproic acid and clonazepam may produce absence status.

Laboratory Testing During Long-Term Therapy: Periodic blood counts and liver functlon R

tests are advisable during long-term therapy with clonazeparn

Risks of Abrupt Withdrawal: The abrupt withdrawal of clo; ;azepam partlcularly in those
patients on long-term high- dose therapy, may precrpltate tatus epilepticus. Therefore,
when discontinuing clonazepam gradual withdrawal is essential. Whlle clonazepam is
being gradually withdrawn, the simultaneous substitution of another’ antlconvulsant may
be indicated.

Caution in Renally Impaired Patients: Metabolites of clonazepam are excreted by the
kidneys; to avoid their excess accumulation, caution should be exerc1sed in the ’
administration of the drug to patients wrth impaired renal functron

Hypersalivation: Clonazepam may produce an mcrease in sahvatron T his should be o
considered before giving the drug to patients who have dlfﬁculty handhng secretions,
Because of this and the possibility of respiratory depression, clonazepam should be used
with caution in patients with chronic respiratory diseases.

Information for Patients: Physicians are advised to drscuss the followrng issues wrth
patients for whom they prescribe cIonazepam

Dose Changes: To assure the safe and effective use of benzodlazepmes patrents should ) : |
be informed that, since benzodlazepmes may produce psychologlcal and physrcal ‘
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dependence, it is advisable that they consult w1th therr phys1c1an ‘before either i 1ncreasmg o

the dose or abruptly discontinuing this drug.

Interference With Cognitive and Motor Performance Because benzodlazeprnes have the
potential to impair judgment, thmkmg or motor skills, patients should be cautioned about
operating hazardous machinery, 1nclud1ng automobiles, until they are reasonably certain

that clonazepam therapy does not affect them adversely

Pregnancy: Patients should be advised to notify their physrcran if they become pregnant
or intend to become pregnant during therapy with clonazepam (see WARNINGS).
Nursing: Patients should be advised not to breastfeed an mfant 1f they are taklng
clonazepam.

Concomitant Medication: Patients should be advised to inform their phys101ans if they are
taking, or plan to take, any prescription or over-the- counter drugs since there is a
potential for interactions,

Alcohol: Patients should be advised to avoid alcohol while taking clonazepam

Drug Interactions: Effect of Clonazepam on the Pkarmacokznetzcs of Other Drugs (
Clonazepam does not appear to alter the pharmacokmetrcs of phenytom carbamazeplne
or phenobarbital. The effect of clonazepam on the metabohsm of other drugs has not
been investigated.

Effect of Other Drugs on the Pharmacokinetics of Clonazepam: Literature reports suggest
that ranitidine, an agent that decreases stomach acidity, does not greatly alter clonazepam
pharmacokinetics.

In a study in which the 2 mg clonazepam orally drsmtegratrng tablet was adrmmstered
with and without propantheline (an antlchohnerglc agent with multlple effects on the GI
tract) to healthy volunteers, the AUC of ¢ clonazepam was 10% Iower and the Cmax of
clonazepari was 20% lower when the orally drsmtegratmg tablet was given with
propantheline compared to when it was given alone.

Fluoxetine does not affect the pharmacokinetics of clonazepar. Cytochrome P- 450
inducers, such as phenytorn carbamazeping and phenobarbltal induce clonazepam
metabolism, causing an approximately 30% decrease in'plasma clonazepam levels.

- Although clinical studies have not been performed, based on the involvement of the =

cytochrome P-450 3A family in clonazepam metabolism, mh1b1tors of thls enzyme
system, notably oral antifungal agents, should be used cautlously in patrents receiving
clonazepam. ’

Pharmacodynamic Interactions: The CNS-depressant actlon of the benzodlazeplne class
of drugs may be potentiated by alcohol, narcotics, barbiturates, nonbarbiturate - hypnotics,
antianxiety agents, the phenothiazines, thloxanthene and butyrophenone classes of
antipsychotic agents, monoamine oxidase 1nh1b1tors and the tricyclic antldepressants and
by other anticonvulsant drugs. :
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Carcinogenesis, Mutageneszs, Impairment of Ferttitty Carcmogemcrty stuches have not
been conducted with clonazepam.

The data currently available are not sufficient to determine the genotoxic potentlal of
clonazepam. :

In a two-generation fertility study in whrch clonazepam was grven orally to rats at 10 and
100 mg/kg/day (low dose approximately 5 times and 24 times the maximum
recommended human dose of 20 mg/day for seizure chsorder and 4 ‘mg/day for pamc
disorder, respectively, on a mg/mgbasis), there was a decrease in the number of
pregnancies and in the number of offspring surviving until weaning, ’

Pregnancy: Teratogenic Effects: Pregnancy Category D (see WARNINGS).

Labor and Delivery: The effect of clonazepam on labor and dehvery in humans has not
been specifically studied; however, perinatal comphcatrons have been reported in
children born to mothers who have been receiving benzodlazeplnes late in pregnancy,
including findings suggestive of either excess benzodlazepme exposure or 6f wrthdrawal
phenomena (see WARNINGS: Pregnancy Risks).

Nursing Mothers: Mothers receiving clonazepam should not breastfeed their infants

Pediatric Use: Because of the possibility that adverse effects on physrcal or mental
development could become apparent only after many years, a benefit-risk consrderatron
of the long-term use of clonazepam is important in pedratrrc patrents belng treated for
seizure disorder (see INDICATIONS AND USAGE and DOSAGE AND ’
ADMINISTRATION) -

Safety and effectrveness inpediatric patients with pamc disorder below the age of 18
have not been established. .

Geriatric Use: Clinical studies of clonazepam did not include sufﬁc1ent numbers ?f
subjects aged 65 and over to determine whether they respond drfferently from younger
subjects. Other reported clinical ¢ experrence has not identified differences in responses
between the elderly and younger patlents In general dose selection for an elderly patient
should be cautious, usually starting at the Tow end of the dosrﬁg?gnge reﬂectlng the
greater frequency of decreased hepatic, renal, or cardiac functlon and of coneornltant

disease or other drug therapy.

Because clonazepam undergoes hepatic metabolism, it is possrble that liver drsease will
impair clonazepam elimination. Metabohtes of clonazepam are excreted by the kldneys
to avoid their excess accurhulation, caution should be exercised in the adrmmstratron of
the drug to patients with impaired renal functlon Because elderly patrents are more hkely
to have decreased hepatic and/or renal function, care should be taken in dose selectron
and it may be useful to assess hepatrc and/or renal functron at the’ tlme of dose selectlon
Sedating drugs may cause confusmn and over-sedatron in the elderly; elderly patlents
generally should be started on low doses of clonazepam and observed closely

i
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ADVERSE REACTIONS

The adverse experlences for clonazepam are provrded separately for patlents Wrth seizure
disorders and with panic disorder.”

Seizure Disorders: The most frequently occurring srde effects of clonazepam are
referable to CNS’ depressron ‘Experience in treatrrient of seizures has shown that.
drowsiness has occurred in approximately 50% of patlents and atax1a :n approxrfnately

30%. In'some cases, these may diminish with time; behavror problems have been notedin

approximately 25% of patients. Others, hsted by system are:

i
Neurologic: Abnormal eye movements, aphoma chorerform movements coma, dlplopra
dysarthria, dysdiadochokinesis, ““glassy-eyed’’ appearance headache hemrparesrs
hypotonia, nystagmus, respiratory depression, slurred speech tremor, vertigo

Psychzatrzc Confusion, depressron arnnesra hallucrnatrons hysterla mcreased hbldo
insomnia, psychosrs suicidal attempt (the behavior effects are more hkely to occur in
patients with a history of psychiatric dlsturbances) ‘The foIlowmg paradoxrcal reactlons
have been observed: exmtabrhty, 1rr1tab1hty, aggressrve behavior, agitation, nervousness
hostility, anxiety, sleep disturbances, nightmares and vivid dreams

Respiratory: Chest congestion, rhinorrhea, shortness of breath hypersecretron in upper
respiratory passages

Cardiovascular: Palpitations
Dermatologic: Hair loss, hirsutism, skin rash, ankle and facial edema “

Gastrointestinal: Anorexia, coated tongue, constrpatron drarrhea dry mouth encopresrs
gastritis, increased appetite, nausea, sore gums

Genitourinary: Dysuria, enuresis, nocturia, urinary retention
Musculoskeletal: Muscle weakness, pains

Miscellaneous: Dehydratron general deterioration, fever, 1ymphadenopathy, Werght loss
or gain ,

Hematopoietic: Anemia, leukopenia, thrombocytopenia, eosinophilia

Hepatic: Hepatomegaly, transient elevations of serum transarninases and alkaline,
Phosphatase

Panic Disorder: Adverse events durrng exposure to clonazepam were obtamed by
spontaneous report and recorded by clinical 1nvest1gators using termrnolo gy of therr own
choosing. Consequently, it is not possrble to provrde a meamngful estrmate of the’
proportion of individuals experiencing adverse events without first grouping srmllar types
of events into a smaller number of standardized e categories. In the tables and

SRR i d Ry Sl

tabulations that follow, CIGY dictionary terminolo gy has been used to classrfy reported
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adverse events, except in certain cases in whlch redundant terms v were collapsed 1nto
more meaningful terms, as noted below.

4 .

The stated frequencies of adverse events represent the proportion of individuals who

experienced, at least once, a treatment-emergent adverse event of the type listed. An

event was considered treatment- -emergent if it occurred for the first time or worsened o
while receiving therapy following basehne evaluatron '

f .

,,,,,, fe eyt

Adverse Events Associated With Discontinuation of Treatment:

Overall, the incidence of discontinuation due to adverse events was 17% in clonazepam
compared to 9% for placebo in the combined data of two 6- to 9-week trrals Themost
common events (>1%) associated with discontinuation and a dropout rate twwe or greater
for clonazepam than that of placebo mcluded the followmg

s am_ [ENs

Pincebs (o195

Adverse Event o Clonazepam (N—574)

Somnolence , 7% o 1%
Depression o \ 4% » 1%
Dizziness o 1% <1%
Nervousness 1% B 0%
Ataxia ) 1% 0% -
Intellectual Ability Reduced 1% ) 0%

Adverse Events Occurring at an Incidence of 1% or More Among Clonazepam-T veated
Patients:

A n

: .
ShmpresieBte S e VDA b Sl

Table 1 enumerates the incidence, rounded to the nearest percent of treatment emergent -

adverse events that occurred during acute therapy of | panic disorder from a pool of two 6
to 9-week trials. Events reported in 1% or more of patlents treated wrth Clonazepam
_(doses ranging from 0.5 to 4 mg/day) and for whrch the 1ncrdence was greater than that in
placebo-treated patients are included.
The prescriber should be : aware that the ﬁgures in Table 1 cannot be used to predlct the
incidence of side effects in the course of usual med1ca1 practlce where patlent
characteristics and other factors drffer from’ those that prevarled in the clinical trials.
Similarly, the cited frequencies cannot be compared with figures obtained from other
clinical investigations involving different treatments, uses and 1nvest1gators The cited
figures, however, do provide the prescribing physwran W1th some basis for estlmatlng the
relative contribution of drug and nondrug factors to the side effect incidence in the
population studied.
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_ Clonazepam Maximum Daily Dose .
All
Clonazepam
<img | 1-<2mg | 2-<3mg | =3mg Groups Placebo

Adverse Event n=96 n=129 n=113 n=235 =574 n=294
by Body System , o % Y Y% % Y% Y%
Central & Peripheral Nervous
System

Somnolence¥ 26 35 50 36 37 10

Dizziness 5 5 12 8 8 4

Coordination Abnormal? 1 2 7 9 6 0

Ataxiat 2 1 8 8 5 0

Dysarthriat 0 0 4 3 2 0
Psychiatric

Depression 7 6 8 8 7 1

Memory Disturbance 2 5 2 5 4 2

Nervousness 1 4 3 4 3 2

Intellectual Ability Reduced 0 2 4 3 2 0

Emotional Lability ‘ 0 1 2 2 1 1

Libido Decreased 0 1 3 1 1 0

Confusion ‘ 0 2 2 1 1 0
Respiratory System

Upper Respiratory Tract 10 10 7 6 8 4

Infection}

Sinusitis 4 2 8 4 4 3

Rhinitis 3 2 4 2 2 1

Coughing 2 2 4 0 2 0

Pharyngitis 1 1 3 2 2 1

Bronchitis 1 0 2 2 1 1
Gastrointestinal System

Constipationt 0 1 5 3 2 2

Appetite Decreased 1 I 0 3 1 1

Abdominal Paint 2 2 2 0 1 1
Body as a Whole

Fatigue 9 6 7 7 7 4

Allergic Reaction 3 1 4 2 2 1
Musculoskeletal

Myalgia 2 1 4 0 1 1
Resistance Mechanism 7
Disorders

Influenza 3 2 5 5 4 3




Clonazepam Maxnmum Dally Dose N
All
Clonazepam
<lmg | 1-2mg | 2-<3mg | =3mg Groups Placebo

Adverse Event n=9%6 n=129 n=113 n=235 n=574 n=294
by Body System N %o % % Yo Yo %
Urinary System

Micturition Frequency 1 2 2 1 1 0

Urinary Tract InfectlonT ' 0 0 2 2 1 0
Vision Disorders '

Blurred Vision B 1 2 3 0 1 1
Reproductive Disorders}

Female

Dysmenotrhea 0 6 5 2 3 2

Colpitis 4 0 2 ‘ 1 1 1

Male

Ejaculation Delayed 0 0 2 2 1 0

Impotence ) 3 0 2 1 1 0

(o

* Events reported by at least 1% of patients treated with Clonazepam and for whlch the
incidence was greater than that for placebo.

T Indicates that the p-value for the dose-trend test (Cochran-ManteI—Haenszel) for
adverse event incidence was <0.10.

 Denominators for events in gender—specrﬁc systems are: n= 240 (clonazepam) 102
(placebo) for male, and 334 (eionazepam) 192 (placebo) for female

Commonly Observed Adverse Events:

Table 2 Incidence of Most Commonly Observed Adverse Events "in ]

Acute Therapy in Pool of 6-to 9-Week Trials "~ "~~~
Clonazepam Placebo '
Adverse Event o (N=574) (N=294)
Somnolence o 37% » 10%
Depression™ o 7% 1%
Coordination Abnorrnal e 6% o 0%
Ataxia o o 0%,

* Treatment-emergent events for Wthh the incidence i in the clonazepam patients was
=5% and at least twice that in the placebo patients.

Treatment-Emergent Depressive Symptoms:

In the pool of two short- term plaeebo controlled tr\, ‘s, adverse events classxﬁed under the
preferred term “depression” were reported in7% of Cionazepam treated patients

compared to 1% of placebo-treated patlents without any clear pattern ¢ of dose relatedness.
In these same trials, adverse events classified under the preferred term “depressmn” were
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reported as leading to discontinuation in 4% of Clonazepam treated patlents compared to
1% of placebo-treated patients. While these ﬁndmgs are noteworthy, Hamilton =~
Depression Rating Scale (HAM-D) data collected in these trials revealed a larger decline

in HAM-D scores in the clonazeparn group than the placebo group suggestmg that
clonazepam-treated patients were not experiencing a Worsenlng o1 emergence o f clinical
depression.

Other Adverse Events Observed During the Premarketing Evaluation of Clorzazepam in
Panic Disorder: : : o

Following is a list of modified CIGY terms that reflect treatment- emergent adverse
events reported by patients treated with Clonazepam at multiple doses during clinical
trials. All reported events are included except those already listed i in Table 1 or elsewhere
in labehng, those events for which a drug cause was remote, those event terms Whreh
were so getieral as to be uninformative, and events reported only once and Wthh did not
have a substantial probabllrty of bemg acutely life-threatening. It is important to
emphasize that, although the events occurred during treatment with Clonazepam, they
were not necessarily caused by it.

Events are further categorized by body system and listed in order of decreasmg ﬁequency: 4
These adverse events were reported infrequently, which is defined as occurring in 1/100
to 1/1000 patients.

Body as a Whole: weight increase, accident, weight decrease, wound, edema, fever,
shivering, abrasions, ankle edema, edema foot, edema periorbital, injury, malaise, pain,
cellulitis, inflammation localized

Cardiovascular Disorders: chest pain, hypotension postural

Central and Peripheral Nervous System Dzsorders mlgrame paresthesm drunkenness
feeling of enuresis, paresis, tremor, burning skin, fallrng, head fullness hoarseness
hyperactivity, hypoesthesia, fongue thick, twitching

Gastrointestinal System Disorders: abdominal discomfort, gastrorntestlnal 1nﬂammat10n
stomach upset, toothache, flatulence, pyrosis, saliva mcreased tooth drsorder bowel
movements frequent, pain pelvic, dyspepsia, hemorrhoids

Hearing and Vestibular Disorders: vertigo, otitis, earache, mot10ns1ckness . |
Heart Rate and Rhythm Disorders: palpitation

Metabolic and Nutritional Disorders: thirst, gout

Musculoskeletal System Disorders: back pain, fractire traumatrc sprarns and strarns pain

leg, pain nape, cramps miiscle, cramps leg, paln ankle, pam shoulder tendlmtls
arthralgia, hypertonia, lumbago, pain feet, pain jaw, pain knee, swelling knee

Platelet, Bleeding and Clotting Disorders: bleeding 'd‘errnal »
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Psychiatric Disorders: insomnia, orgamc ‘disinhibition, anx1ety, depersonahzatlon
dreaming excessive, libido loss, appetlte 1ncreased 11b1do 1ncreased reactions decreased

aggressive reaction, apathy, attention lack, exc1tement feehng mad hunger abnorrnal
illusion, nightmares, sleep disorder, suicide ideation, ‘yawning

Reproductive Disorders, Female: breast pain, menstrual ”ifrﬁeugnalafity o
Reproductive Disorders, Male: ejaculation decreased -

Resistance Mechanism Disorders. infection mycotic, 1nfect10n v1raI infecion
streptococcal, herpes simplex infection, infectious mononuc1e051s mon111a51s

Respzratorjy System Disorders: sneezing excess1ve asthmatlc attack dyspnea, nosebleed
pneumonia, pleurisy

Skin and Appendages Disorders: acne flare, alopecia, xeroderma, Adermatltls contact
flushing, pruritus, pustular reaction, skin burns, skin d1sorder

i

Special Senses Other, Disorders: taste loss

Urinary System Disorders: dysuna cystitis, polyuria, unnary Incontmence bladder
dysfunction, urinary retention, urinary tract bleeding, urine dlscoloratlon

Vascular (Extracardiac) Disorders: thrombophlebitisTeg =~~~

Vision Disorders: eye irritation, visual dlsturbance d1plop1a eye tW1tch1ng, styes  visual
field defect, xerophthalmia

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: Clonazepam is a Schedule TV controfled substance /

Physical and Psychological Dependence: Withdrawal’ “ymptoms s1m11ar in character to A
those noted with barbiturates and alcohol (eg, convulsions, psych051s hallucmanons ’
behavioral disorder, tremor, abdominal and muscle cramps) have occurred followmg
abrupt discontinuance of clonazepam. The more severe w1thdrawa1 symptoms have
usually been limited to those patients who received excessive doses over an extended
period of time. Generally milder withdrawal symptoms (eg, dysphorla and 1ns0mn1a)
have been reported following abrupt discontinuance of benZOdlazepmes taken
continuously at therapeutic levels for several months. Consequenﬂy, after extended
therapy, abrupt discontinuation should generally be avoided and a gradual dosagé ~
tapering schedule followed (see DOSAGE AND ADMINTSTRATI"ON) Addlctlon-prone
individuals (such as drug addicts or alcohohcs) should be under careful survelllance when
receiving clonazepam or other psychotropic agents because of the predlspos1t10n of such
patients to habituation and dependence.

Following the short-term treatment of patients with pamc dlsorder 1n Studles 1 and 2 (see
CLINICAL PHARMACOLOGY Clinical Trials), patlents were gradually w1thdrawn
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during a 7-week downward-titration (dlscontmuance) penod Overall the dlscontmuance o
period was associated with good tolerab1l1ty and a Very modest chmcal detenoranon
without evidence of a significant rebound phenomenon. However there are not sufficient

data from adequate and well-controlled long-term clonazepafhy studies in patients with
panic disorder to accurately estimate the risks of withdrawal symptoms and dependence
that may be associated with such use.

OVERDOSAGE
Human Experience: Symptoms of clonazepam overdosage like those produced by other
CNS depressants, include somnolence confusmn coma and dim 7,1717_1 Shed reﬂexe

P

Overdose Management: Treatment includes monitoring of respiration, pulse and blood
pressure, general supportive measures and immediate gastric lavage. Intravenous fluids
should be administered and an adequate a1rway ‘maintained. Hypotensmn may be
combated by the use of levarterenol or metarammol D1aly51s is of no known value
Flumazenil, a specific benzodlazeplne-receptor antagomst is indicated for the complete
or partial reversal of the sedative effects of benzodlazepmes and may be used in
situations when an overdose with a benzodiazepine is known or suspected Prior to the
administration of flumazenil, necessary measures should be instituted to secure airway,
ventilation and intravenous access. Flumazenil is intended as an adjunct to, not as a
substitute for, proper management of benzodlazeplne overdose Patients treated with
ﬂumazenll should be momtored for resedat1on resplratory depress1on and other res1dual
be aware of a risk of seizure m assoclatlon with flumazenil treatment partlcularly in
long-term benzodlazepme users ‘and in cyéllc antndEpressant overdose The complete
flumazenil package insert, including CONTRAINDICATIONS, WARN INGS” and
PRECAUTIONS, should be consulted prior to use.

f

Flumazenil is not indicated in patients with epilepsy who have been treated w1th ‘
benzodlazepmes Antagonism of the benzodiazepine effect in ‘such patients’ may
provoke seizures. (

Serious sequelae are rare unless other drugs or alcohol have been taken cthorhilaufly. |
DOSAGE AND ADMINISTRATION =~~~ 77 "
Clonazepam is administered orally For optxmal results, dose, frequency of
administration, and duration of therapy should be 1nd1v1duallzed according to patient
response.

Seizure Disorders: Adults: The initial dose for adults w1th selzure dlSOI‘dCI‘S should not o
exceed 1.5 mg (7.5mL) /day d1v1ded into three doses Dosage may ‘e increased in
increments of 0.5 to 1 mg (2.5 mL — 5.0 mL) every 3 days untll selzures are adequately
controlled or until side effects preclude any further i increase, Mﬁ '(ntenance dosage must be
individualized for each patient depending upon response Maximum recommended daily
dose is 20 mg.
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The use of multiple anticonvulsants may ‘result in an increase of depressant adverse
effects. This should be conSIdered before addmg Clonazepam to an existing
anticonvulsant 1 reglmen

Pediatric Patients: Clonazepam is admmlstered orally In order t01 mrmmlze drowsmess
the initial dose for infants and children (up to 10 years of age or 30 kg of body welght)
should be between 0.01 and 0.03 mg/kg/day but not to exceed 0. 05 ‘mg/kg/day given in
two or three divided doses. Dosage should be increased by no more than 0. 25 to O Smg

(1.25 mL - 2.5 mL) every third day until a darly mamtenance dose of 0.1 1002 mg/kg of

body werght has been reached, unless seizures are controlled or side effects preclude ‘
further increase. Whenever possrble the daily dose shoufd be lelded mto three equal
doses. If doses are not equally divided, the largest dose should be g given before retrrmg

Geriatric Patients: There is no clinical trial experrence w1th Clonazepam in serzure o
disorder patients 65 years of age and older. In general, elderly patients should be started .
on low doses of Clonazepam and observed closely (see PRECAUTIONS: Gerzatrzc Use).

Panic Disorder: Adults: The initial dose for adulis wrth pamc disorder is 0.25 mg (1 25
mL) bid. An increase to the target dose for most  patients of 1 mg (5 mL)/day may be
made after 3 days. The recommended dose of 1 mg (5 mL)/day is based on the results
from a fixed dose study in which the optrmal effect was seen at mg/day Hrgher doses
of2, 3 and 4 mg/day in that study were less effective- than mg/day dose and were
associated with more adverse effects. Nevertheless, 1t is poss1ble that scme mdryrdual (
patients may benefit from doses of up to a maximum dose of 4 mg(20 mL)/day, and in
those instances, the dose may be mcreased in mcrements of 0 125 (.625mL) to 0.25 mg
(1.25 mL) bid every 3 days until panic disorder is controlled or untll side effects make o
further increases undesired. To reduce the i inconvenience of somnolence admmlstratron
of one dose at bedtlme may be des1rable

Treatment should be discontinued gradually, Wlth a decrease of O 125 mg ( 625 mL) bid
every 3 days, until the drug is completely wrthdrawn

There is no body of evidence available to answer the questlon of how long the patlent
treated with clonazepam should remain on it. Therefore, the physwlan who elects to use
Clonazepam for extended perrods should perrodrcally ree’valuate the long-term usefulness
of the drug for the individual patient.

disorder patients under 18 years of age.
Geriatric Patients: There is no chnlcal trial’ experrence with Clonazepam in pamc

disorder patients 65 years of age and older. Tn general; elderly patients should be started
on low doses of Clonazepam and observed closely (see PRECAUTIONS G'erzatrzc Use)
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HOW SUPPLIED

Clonazepam Oral Solution is available as a clear, uncolored, vanilla-flavored solution.

Ly Ry B o e A G o s Ly B g e Poeos R A R
NDC XXXX-XXXX-XX: Bottles of 240mL with calibrated measuring device.

Dispense in tight, light-resistant container as defined in the USP/NF.

PROTECTFROMLIGHT =~~~ =~ 77 ;
Store at Cold Temperature — Refrigerate 2°- 8° C (36°- 46°F) | i
Rx only.
Distributed by:
Revised: (Date)
Printed in USA
[Company Logo]
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