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Clonazepam Oral S~J$ion ” . 

DESCRIPTION 
Clonazepam, a benzodiazepine, is available as an oral solution containing 1 .O rng/S mL’of 
clonazepam. [Information regarding the inactive ingredients’v$he added at thefime of 
ANDA filing.] 

Chemically, clonazepam is 5-(2-chlorophenyl)-1,3-dihydro-7-ni~ro~2~~I,& _I ” 
benzodiazepin-2-one. ‘It is a light yelloti’ crystalline powder. It’has a molecular <eight of 
3 15.72 and the following structural’formula: 

j “__. 

CL,N,CAL PHARMAcOC~~Y _, \ i  ‘ ,._ . ,.I. *  .“  ̂ .: .., ,1.” _  *  

Pharmacodynamics: The precise mechanism by which clonazepam exerts its’antiseizure ^” . ,” /,. I / and antipanic effects is uriknown, a**ough ~;~;~\;~l~~~~~‘~~~~~~~~~~~ ii;’ y”zgi~;wg~ I / 
e*mce the activity of gamma aminobuttic ac;d’ @&$gf), &-& ~yvr inhibit;;;y t 
neurotransmitter in the tential .nervous system.~“C;ni;j;iisions’~~~~~~~~~~~~~~ntst~~ i 

pentylenetetrazol or, to a lesser extent, electrical stimulation are’antagonized~as are 
convulsions produced by photic stimulation in susceptible babook A taming effect in ’ 
aggressive primates, muscle weakness and hypnosis are also produced, In humans, _, I .,._. -. ̂  . 1_/ _“, clonazepm is capable of suppress;i;g‘tt;~-~~~~~.an~wave-~i;cb;;;ge.in absence?+eyres 

(petit mal) and decreasing the frec@ncy, amplitude, duration, andspread of discharge’ in 
minor motor seizures. 

‘. 

“. . . “ , .  . )  

Pharmacokinetics: Clonazelkm is rapidly and completely absorbed&&oral ’ ” _ “b.,> ,,.,,. “,. administration. The absolute ‘bioavailibili~~ ob-cldti~;$~$ .~s^~~~~~~~~~o~j~~~~mum “x, ,’ ( 

plasma concentrations of clonazepam are reached tiithin 1 to 4 liours’after c&i’ 
administration. Clonazepam is approximately 85% bound to $k& proteins: * 
Clonazepam is highly metabolized, with less than 2,% unchanged clon&epam being 
excreted in the urine. Biotransformation occurs mainly by reduction of the 7-nitrd’group to the 4-amine derivative. This dktiviti’i;k ‘i~6~;~-~~l~f;J; h-$-&fi{~L.%~ ‘-1.. , - ” 
glucuronidated* cytdchrome”.~~~~d,~~~~~~~~g ~c~3x;~i~icr~~ a;i:inipbtiant & in ’ , 

clonazepam reduction and oxidation, The elimination~half~life ;i;f’~~~nai;ey;am’is’~~icaily 3. to 4. hours. Clonazepam phtiacbki.e’.&.a~ a~~l-i~~epenaei thro&ghdut the 

dosing range. There is no evidence that clonaze~am’induce{ its~.own metabolism or that 
of other drugs in humans. 

,_~ ~ _, I._. L,_ _ . ,. _,_ -_ ., \ 
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Phavmacokinetics in Demographic Subpopulations a&h &f&a& ,S%&: C&r&d ’ ’ ” ,” ‘,i ,i _ p _ _I ,.,* ,.,^.,,_ ‘de 1’1 ,_ : .-,; !’ **‘-, -. -- 
studies examining the influence of gendki”~a&l age on clonazepam pharmacokinetlcs have 
not been conducted, nor have’the effects of renal or liver-disease-on clonazeparn _ 
pharmacokinetics been studied. Because clonazepam tir&rgo&‘hepatic metabolism, it is 
possible that iiver”disease‘i;i;ill impair‘clon&e@m eliniination. 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-blind, placebo-controlled&dies of’adult outpatients who had a primary dia~osis oZIptiid.disb;der “(f3$~~lf@j‘$i{& ~;-“&ii#&~” 

agoraphobia. In these studies, clonazepam was shown to be sig$&antly more effective 
than placebo in treating panic disorder on change from baseline ni panic attack frequency, 
the Clinician’s Global Impression Severity of Illness Score’:and the,Clinician’s Global 
Impression Improvement Score. 

Study 1 was a g-week, fixed-dose study involving clonazepam doses of0.5, 1,2,‘3 or 
4mg/day or placebo. This study was conducted in four phases: a l-week placebo lead-in, 
a 3-week upward titration, a B-week fixed dose and a ?-week discontinuance~phase. A 
sign&ant difference from placebo was observed consistently onlyfor the 1 mg/day 
group. The difference between the 1 mg dose group and placebos 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 (i-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 6Lweek discontinuance phase.*The”m~n clonazepam dose _,*,I ,“) ..;,?J &,,;p< 1dZL.~ ; 
during the optimal dosing period~was i~s’m~day.‘?i?he difference between clonazepam and placebo in redudtion yiom”t?ad;i;;e i-&he”nu&~e~;f t;ff l;la;l;c attacks’was 

approximately 1 panic attack per week. At endpoint, 62% of patients receiving 

~ 1 

clonazepam were free of full panic attacks;‘compared to 37O/, of placebo-treated patients. 
Subgroup analyses did not indicate that there were any differences in treatment outcomes 
as a function of race or gender. 
,ND,CAT,*NS ANa “SAaE’ .-- ” --_ ’ . ,i 

Seizure Disordtk: Clonazepam is useful alone or as an adjunct in the treatment of the 
Lennox-Gastaut syndrome (petit ma1 v&ant), akinetic and myoclonic seizures. In patients with absenc; s~i~~~es-~etit.h;ali~wi;b j-e fi;fid i. iespond to .succi~im~des, 

i 1 
clonazepam may be useful. 

Panic Disorder: Clonazepam is indicated for the trerit~e~~oi“ljgiiic*~lsorder, wtth or without agoraphobia, as defined ip .~sM-I~~~~pa~~c“~i~~~d~~is~;cliarac~~~i”e~.~~~~~ ^ “.. I. II 

occurrence’ of unexpected panic attacks and associated concern abAoit’having additional 
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i 
attacks, worry about the implications or consequences of the attacks, and/or a significant 
change in behavior related to the attacks. 

,_ I 

. 

The efficacy of clonazapam”“was”established in tie 6: to-g-week trials in panic disorder‘ 
patients whose diagnoses corresponded to the DSM-IIIR category of panic disorder (see CLINICAL pH~;p;~~~~~~~~~~~~~~~~~~ts”i:““- i -ix:. i_ll /(_.‘> a . 

^-. “_ _,._) .I.,,. i  I -‘ “. _r ..I ..l.,, -.I 
Panic disorder (DSl\i-IV) is~characterized by;ecurrent~unexpecte~~~ic attacks: ie, a 
discrete period of intense fear or~discomfortin w$&%‘four(or’more) of the follo&ng . 
symptoms develop abruptly and reach apeak within rO’minu~~~,~~~~‘p~lp;tai-i~nsj 
pounding heart or accelerated heart rate; (2) sweating; (3) “trembling or shaking; (4) 
sensations of shortness o-f breath or smothering; (5) feeling of chokirig~.(i;) chest pain or 
discomfort; (7) nausea or abdominal distress; (8) feeling dizzy; “unsteady, lightheaded or ‘_-‘.‘I ‘“. faint; (9) derealization (feelings of krealityj or depersonahzation(bemg detached’&m’ 
oneself); (10) fear of losing control; (11) fear-of dying; (12) par&the&& (numbness ‘or tingling sensations); (13) bhilfs -& yt fl;“wi;;;* ‘“’ I. - -- ’ ^ 

The effectiveness of clonazepam in long-term use, that‘& for more than 9 &eel&i has not 
been systematically studied in controlled clinical trial,& *The physician &ho elects to use 
clonazepam for extended periods’should pei-iohic~l~y;ee\.laiuate the-long$e”rm u&f&e& of the ~g for the individual patient (see”dCiSAGE .Am,mM”~gfmT.ro~*~ _.., , i.,. % ,- ~., ,. i ’ 5 

CONTRAINDICATIONS 
i / 

*, *,f, ‘;z-’ :I:nin:: _ .‘...Z’. IS i .&. :I \- .i ., I 
Clonazepam should not be used in patients’with a histo~of&&&vity to 

,. : 

benzodiazepines, nor in patients with clinical or biochemical evidence ofsignif&it ‘liver” 
disease. It may be used in patients with open angle glaucoma’%& are receiving. ” 
appropriate therapy but is contraindicated in acute narrow angle glaucoma. ., . . 

WARNINGS (I ,,;., i.. ,x i ._ _ 

hazardous occupations requiring ,mental alertness, su~h~~operatmg ‘machinery or-driving a motor vehicle. They should ilso be wac&-5b;u ,~b:he.c~~~~~~~~~~“~~:~of~lc~bdl ;;; _; 
other CNS-depressant drugs during’ clo~azepiG it;erapj;‘i~~~~I~~~~~~~~~~::-~~~ 

Interactions and Information for Patients). 

’ 

Pregnancy Risks: Data from several sources raise concerns about the use of cloiiazepam 
during pregnancy. . 

.<-. ,s _ , I ^. 
I _x ., , “, ,, ;r_ ,*., . < ?_ / -,,~‘,‘;;; 

AIzimaZ Findings: In three stu$es in%&& clonazepam was admmistered or&y .to ” , Z# ‘,_ -,\r”;, i/I.“(_, %j *i,i--r ~“*“‘,.;““‘~,*,*A~Y “..a*” . i .*a 
pregnant rabbits at-doses of 0.2, i, Yor”lO Gi$it$day (low dose approximately 0.2 times 
the maximum recommended human dose of 20 mg/day for seizure disorders and 1 
equivalent to the maximum dose of 4 rnglday’~or’p~ic;iisb~~~~ a8 mg/n;z basis) during~ .,- ._., x ./. ‘m. j j, the period of organogenesis, a siriiarLpattern of malfor%ions (clefi’paiate, open eyelid, 
fused sternebrae a@ 1imb”defects) was observed in’s low, nonl~ij~~~~,i~~~~‘In~i~~;;cein“ ‘. _ ,.,, x_ -,.,~~. I, “1.1X _ ,,;, .,,” I._ ..d,Il”‘. <,m .a-, _ L ” .).. 
exposed litters from all dosage groups. Ridu~~~~n;s’in“~~~e~al we@ gam occurred at 
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.,:,di,. 
dosages of 5 m$$day or greater and reduction in embryo-fetal’growth occurred in one , ,“. ~“..I” _/,.c. 
study at a dosage of 10 mg/kg/day. No 

_“__~._ *“-~~rrin.~, <* ,,-., ,; I” *Ynl** -.- 
adverse maternal or embryo-fetal effects &ere~ ) 1. ,.‘iY.” I 

observed in mice and rats following administration during organogenesisof oral doses up 
to 15 mg/kg/day or 40 m~~;iay,‘ respectively (4 an;i’~O times-th~ maximum .-; 
recommended human dose of 20 mg/day for seizure disorders and”20 and ‘1’66 times the ’ 

__ 

maximum dose of 4 mg/day for panic disorder, respectively, on a mg/m;! basis). ’ 

General Concerns and C’nsiderati+w~ 44,oyt Aqti~~~v@a$q: +ent reports suggest 
an association between the use of anticonvulsant drugs i,‘.. . _,,. ,_.A _‘_,a*< _I_ by women with epilepsy and’an 
elevated incidence of birthdefects in~chifdren born to these women. fiata are more ,),,/ I-\,* .n,,,~ir;“.,.~u.~.i *, .” 
extensive with respect to diphenylhydantoin’a~d.phe~;j;lja~~~~~~~~~~~~~~ese are alsq”the 
most commonly prescribed anticonvulsa+s; less systematic or anecdotal reports suggest a 
possible similar association with the use of all known anticonvi$~t&gs. - ’ 

In children of women treated with drugs for epilepsy; reports &&&sting ‘an elevated ’ - 
incidence of birth defects cannot be regarded as adequate to prove’s definite cause and effect relationihip* There.ar< intrinsicmet~oiio*b~ic.prbblerns’ i~‘o‘i;talinv;g a;ie+!& data 
on drug teratogenicity in humitis;’ rhe~pds~~~~~~~y:;~,~~~~~~~~~~~~~~~~~~~~ors (eg, genetic 

factors or the epileptic condition itself) may bemere imjo&nt’than ‘drng ‘therapy in 
leading to birth defects.The great majority of mothers on &icon&ant medication “, $“* ,A*, i.‘( .,~ b * ;z ~,“” .‘%y:w-*‘a-feL*.>, i deliver normal ,inf~~s. It.is i*b;;-t$r;t ~~ note that antlconvu~s~~~~~~~~~~~~~~,~~~ge , ) ~ , 

discontinued in patients in whom tiie anig is:;a;nminis~~~~~‘to ‘~~~~~~t‘seizures because of 
_“, ,. “_ ~.. .~, _I ,,~ ” _../ ” 7 

the strong possibility of precipitating status epilepticus with attendant hypoxia and tmeat 
to life. In individual cases where’ ihe ‘severity and f?equen’cy of?he’%&re disorderare ,“,, sucg that ihe removal of medication hoksdnotposk $ se$oui t~;c~f6~.$g*$;~;g$ ” . ..” _ _ 

discontinuation of’the drug may’& considered prior to and-dur?ng pregnancy;,however, it 
cannot be said with any confidence that even mild~izires do’not “pose some hazards to 
the developing embryo or fetus. 

General Concerns About Benzodiazepines: An increased risk of congenital ’ 
malformations associated with the use of benzodiazepine drugs ha&en suggested in 
several studies. 

There may also be non-teratogenic risks associated with the use of benzodi~zepines~ “’ 
during pregnancy. There have been reports’ of neonatal flaccidity, respiratory and feeding difficulties, md liypo~hermisi~~I;‘~~~~~~~-gom”t~ ;.-+~j-;-v&o have been receiving 

benzodiazepines late in pregnancy. In addition, children born to moth&s, receiving” x 
benzodiazepines late in pregnancy may be at some risk of experiencing?vithdra&al 
symptoms during the postnatal period. ,_I<., ^ 

Advice Regarding the Use of Clonazepam in Women. of ‘~hc’ldii~a&& l%t&tiai:“& 
general, the use of clonazepam in womenof childbearing.potential, and more specifically during known pregnancy, ihouid be consider2~~%~~~~h~~~~~~ $.~,-+f.~~~~i~“~~ Gmints 

the risk to the fetus. 

The specific considerations’ addressed above regardmg the use of a&convulsants fog 
epilepsy in-women of childbearing potentiaf should be w~iighed”;h’~;ki~~~~~‘~ counseling 
these women. 
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Because of experience with other members of the benzodjazepine &ss, cfonazepam is 
assumed to be capable of tiausing an increas,ed .$sk of congenital abnormalities when . ,_._;, _. I‘ . 
administered to & pregnant woman during the first t&&ster, Because use, of these drugs -i >s,, i, “. ~,$*.*“;*y--. .‘; ,,i. ..; i 
is rarely a matter of urgency in the treatment of par& d’s~~der?~~~~~~“,use;dunng “the6rst j ,” _ /, .*xcI.%~,( 
trimester should almost always be avoided: The pos$bihty that a woman of childbearing 
potential may be pregnant at the time of institution oftherapy‘$hbuld be &%dered. If .,,, i ,rf.., .-i-L 1,“.“,.- _ ._ ,._) _, ._ .‘ .,/)L .1., t. ,/ 
this drug is used during pregnancy, or if the,,patient becomes pregnant while taking this dug, the patient shbulat;e~~~~~~~dof.~~;~~btenti~i hi;arJ.iG the ‘fettis*.,ii;;;t;nts ihoild 

also be advised that if they become pregnant during therapy or intend to become’pregnant, 
they should communicate with their physician about’the &$ra&ty of &or&uing the 
drug. 

,, 
Withdrawal Symptoms: Withdrawal symptoms of the b&b&i-ate type have‘occurred a*er the discontinuation ofbenzadiaz~~nesIsee~~~~~~~~~~:~~~~p~~~~~~~). 

PRECAUTIONS .I a$ ! _ -es: J.& _ _* ,.,“,U ,&,.d 3. ~,~ ,*L *,-:,.a . . * 1-1 
General: Woksening ojf$eizz&e$:’ When us&% pat&% in whom several different types 

; ..j 

of seizure disorders coexist, clonazepam may increase the incidence or precipitate the ,,.. .__“l_j AlI., 
onset of generalized toni&cloni&‘seizu~es (grand’rn’al): .Tbis may require the addition of’ 
appropriate anticonvulsants or an increas^e in their dosages. The co&omit&-u use of 
valproic acid and clonazepam may produce absence status, 

Laboratory Testing During Loti&T@m~ Therapy: Per&% i&ood&&~‘and hver &&on ’ ’ ‘- 
tests are advisable during long-term therapy with clonazepam. 

Risks of Abrupt Withdrawal: The abrupt withdrawal of&%azepam; par&.&&y in those ’ 
patients on long-term, high-dose therapy,‘may precipi?ate.%tus epilepticus. Therefore, 
when ~iscont~~~ng’clbnazepam, graduai withdrawal isessential. V\ihile clonazepim ‘Is being gradually withdrawn, ffi; siinurt’aneous s~~~~~~~~~~~~“~~~~~~~~~~~~~i~~t r;iay 

be indicated. ,’ 
r. (-1 !, . I/ 

Caution in lienally Impairkd Patients: Metabolites of”clonazepam are ex&eted by me 
kidneys; to avoid their excess accumulation, caution should be exerci’sed~in’the” _ &,““< ,,.‘.) “-.- ” “.‘.$ -. administration of the dug to ‘p~ti~~~~* ~~~~lr~ci Sinai faction. 1 _ 

Hypersalivation: Clonazepam may produce an in&ease in’s&ati~on. This sho$$be 
considered before giving the drug to pa&nts who have&@ulty handfi”ng~ secretions: ‘. ‘ 
Because of this and the possibility of respiratory depres&ou; clonazepam should be used 
with caution in patients with chronic respiratory diseases, 

-j ..>.: (, @  ,FI.‘: ,‘-;.:: 
Information for Ptitients: Physicians are’adv:sed’to ‘&&‘ss‘the f%%%ig”&ues with 

,, d: ~“.,. ./ ^ 

patients for whom they prescribe tilouazepam: 
I I_ tirr*,,,ii.,a I-‘i’iil,~;,,~,,~,“ir ,n I. 

! 

Dose Changes: To assure the safe and effective use of benzodiazepmes, patieuts,$oujd’~ 
be informed that, since benzodiazepines may,produce psychoidgi&Eind physrcal, .I ^’ 
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Interference with Cognitive a&Motor Performance: Because benzocliazepines have the 
potential to impair judgment, thinking or motor skills, patients should be,cautioned about 
operating hazardous machinery, including automobiles, until they are reasonably certain 
that clonazepam therapy does not affect them adversely. 

Pregnancy: Patients-should,be advised- to notify their physician &hey become p&r&t )I ., ,_ “s( 
or intend to become pregnant during therapy with’clonazepam (see”WARNINGS). 

Nursing: Patients should be advised not to breastfeed’ an infant if they are taking 
clonazepam. I. /, . ., 

/ 
Concomitant Medication: Patients should be advised. to informtheir physicians &tl&y are 
taking, or plan to take, any prescription or over-the-counter drugs, since there is a .< . ilt,‘” / ;- .,/ 
potential for interactions., 

Alcohol: Patients should be advised to avoid alcohol’while taking cio&epam. 
. x 

Drug Interactions: Effeit of Ci&a&$&m on the Phcxrmacokinet~~~bjr~ther’~rugs: ’ 
Clonazepam does not appear to alter the pharmacokinetics’of phenytoin, carbamazepine _>” .‘__ / .,*.._ .e ,a., i, ,,,>_ ;.* -i:. _.~F.^ _) 
or pheriobarbitax The effect of clonazepam on the met&&m of other drugs has’& r .__ (. “.i.<,~~..,. _,,..A ,I. 
been investigated. 

Effect of Other Drugs on the Phqrqzaqok&et&s 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 clona&p&n orally disintegrating tablet was administered 
with and without propantheline (an anticholinergic agent with ‘multiple effects on”the*GI 
tract) to healthy volunteers, the AL?Cof’clonazepam &as 16% ‘low‘er and the Cmalof ,_ ‘ _, .j . ,, . II 8~ ““,‘/ . , :_ cl”onazepg&was ‘&)O/o lotie+ iyhen the orally dlsmtegr~~ng”ta~j;lt’wasigiven”~~h 
propantheline compared to when it was_given‘alone. 

, 

Fluoxetine does not affect the pharmacokinetics of clonazepam. Cytochrome P-450 
inducers, such as phenytoin, carbamazepine and phenobarbital, induce clonazepam 
metabolism, causing an approximately 30% decrease in’plas;l;a‘cro~~~~~~“ievels. 
Although clinical studies have not been performed, based on the involvement ofthe ’ I &*>-..z, .,‘ :, ,1,.-2,.” ,,,- ,*, 
cytochrome P-450 3A ‘&&ii+ clon~zepam metabolism, inhibitorsof this enzyme 

_j .,I. ,lY I, 
,.~~,. _ I_ ,.ll. .“;‘” ;, i ,, 3: a‘ 

system, notably oral antifungal agents, should’be used“cautrously in patients receiving 
clonazepam. 

Pharmacodynamic Interactipns: The CNS-depressant action of the benzodiazepine class’ 
of drugs may be potentiated by’alcohol, narcotics, barbiturates, nonbarbiturate. hypnotics, 
antianxiety agents, the phenothiazines; thioxanthene~‘ar$ b$yrophenone~ciasses of 
antipsychotic agents, monoarYline,.oxidaseinhibitors and the tricyclic antidepressants, and 
by other anticonvulsant drugs, ’ ” ., . . _. , ;, I$ 
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_ .) ‘$ :*....>, _ ,,,,‘)~, :“. _,** . *; *a .,.. d i , . 3. ” i ’ 
Carcinogenesis, Mutagenesis, Impairment-of Fe&z@ Carcmogemcity studies have not 
been conducted with clonazepam. 

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

In a two-generation fertility study in which clonazepam was given orally to rats it 16 and 
100 mg/kg/day (low dose approximately 5 times&d 24 times the maximum ; /;, .:,\w,*>.i>.. I. _“, x , _) .I- ; 
recommended hum.an dose of 20 mg/day for’s&ure”disorder and 4 mg/day for pamc 
disorder, respectively, on a mg/mg basis), there was a decrease’inthe number of 
pregnancies and in the number of offspring surviving’trntil weaning, 

Pregnancy: Teratogenic Effects: Pregnancy Category D (see WARNINGS). ’ 
/; ,,/ / 

Labor and Delivery: The effect of.clox&zepam on labor and deliveryin humans 8&s not‘ ,,“_ ‘,) 
been specifically studied; however; pcrinatal complications, have been reported in 
children born to mothers who have been receiving benzohiazepines late in pregnancy, 
including findings suggestive of either excess benzodiazepine exp&&or-of withdrawal 
phenomena (see WARNINGS; P+gY&ti@R?&&): ’ 

Nursing Mothers: Mothers receiving clonazepam should not breastfeed their infants. 
: :/ 

development could become apparent only after many years, a benefit-risk’consideration: 
of the long-term use of clonazepam is important in pediatric patients being tre&ed for seizure disorder (ske mlc~T@RsebAF>~$%Ge &%a *~q$~G&&& : 

ADMINISTRATION)I ’ 
I 

Safety and eff~~~iveness’in’p’tbiatric patientswith panic disorder below the age of 18 
have not been established. 

Geriatric Use: Clinical studies of clonazepam did not include su&icient numbers of 
subjects aged 65~ and over to determine whether they respond differently from’ younger ^j /‘” -a subjects. Other reported clinical exp&ence has not identiEed’di%&&ices inresponses 
between the elderly and younger patients. In general, dose selection for an elderly patient 1. i . *I)-. .,,_ ,.%*ii> i,a:r>r %_1 “~,“al-/ .,ii.,llXI 
should be cautious, usually starting at the low end of the 

,.,~~~~~~~,~,~~~~,,~~, ,&*1-i i%~ il .*sw>&!s,* “‘fa 
dosmg range, reflecting the 

greater frequency of decreased hepatic, renal, or cardiac function, and of concomiltu+ 
disease or other drug therapy. . . _-I )‘ ” _, 

, 

Because clonazepam undergoes hepatic metabolism, it is possible that liver disease will 
impair clonazepam elimination. Mctabolites of clonazepam are excreted by the kidneys; ’ 
to avoid their excess accu&lation,’ cat&on should be ex~ercised in the ‘admini&&&% of’ 
the drug to patients with impaired renal function. ‘@$c$&.e elderly patients‘are”more likely ,“_ _. )(, *. .),, *..-.* 
to have decreased hepatic and/or ren$’ function, care should be taken in dose selection . ,“,.“.” , + :-+&, -*.- .,.>‘,:*M ,!W“ i‘h ;v . k ,;a, < .:“‘s’ 
and it may be useful to assess hepatic and/or renal ftinction~$the time of dose selection. 

Sedating drugs inay cause confusion +d over-seda+~~~w~~J$~ elderly; elderly patients “,, ...-L.“.I 
generally should be started‘on’low’do~s of clon~%lpam and observed closely. 



The adverse experiences for clonazepam are provided separately for patients-v&h seizure disorders and with pscJi<6;aGiy i(.‘, -I, .* - >,I’. L,, “‘. 

Seizure Disorders: The most frequently occurring siae effects of c%nazepam are referable to c~s’aehiessi~~:‘~~~~~~~~“i “y;;fment of seizures has shown that 

drowsiness has occurred in approximately $I’?~ of pa&its and’ataxiam approx$&y ’ 
30%: 

^ ,_,, ,. ,““,, ~,_ . . r_+j”.-. .“* *‘i” rh- 
In some cases, these may dimiiiis~wi~~‘time;‘i;ehavi?o;-~~~~~~~~have been noted:in ,- 

approximately 25Oio of patients. Others, listed”~y’ system;‘~e:’ ” , .,_, ,2.. :.- 
I 

Neurologic: Abnormal eye movements, ‘aphonia, choreiform movements, coma, diplopia, 
dysarthria, dysdiadochokinesis, 

“c,$iiiim,, ) i$Fiara;;d;; h;c&-~;;’ hemiparesis, 

hypotonia, nystagmus, respiratory depression, slurred speech, tremor, vertigo 
_ I. sl, 

Psychiatric: Confusiqn, depression; amnesia, hallucinations, hyste&~‘increased hbido, 
l .  ,_I  ,~js , , . .  *~ ,,‘1X/ i-“:-.r-i’ir.‘ 

insomnia, psychosis; surcrdal attempt (the behav;or e&&s are more likely to occur in 
patients with a history of psychiatric disturbances). The fo&$mg”paradoxicai reactions 
have been observed: extiitability, %r&&i”&y; aggress&e behavmr, agitation, nervousness, 
hostility, anxiety, sleep disturbances,~nightmares and v$d,dre&r$ 1 

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

.” _,_I. 

: ‘ -, 
Cardiovascular: Palpitations 

Dermatologic: Hair loss, hirsutism, skin rash, ankle and fa&al edema ’ ’ 

Gastrointestinal: Anorexia, coated tongue, constipation, diarrhea, dry mouth, encopresis, 
gastritis, increased’appetite, nausea, sore gums, ^-. - L 

Genitourinay: Dysuria, enuresis, nocturia, urinary retention 

Musculoskeletal: Muscle’weakness, pains 

Miscellaneous: Dehydration, general deterioration, fever, lymphadenopathy, we&&t loss 
or gain _ 

Hematopoietic: Anemia, leukopenia, thrombocytopknia, eosinophiila ’ . ’ 

Hepatic: Hepatomegaly, transient elevations of serum, trans,aminases and alkaline, 
Phosphatase 

Panic Disorder: Adverse events during exposure to clonazepam&ere obtained by 
spontaneous report and recorded by clinical investigators using terminology of their own , , .” ,m,4 ,. “_ 
choosing. Consequently, it is not possibieto provide a meaningful estimate ,of’the ’ 
proportion of indiv~d~~~‘ex~~~enciiig adverse events’&thout first grouping similar types of events into a smaller num& o‘f F;~~~~~~i~~~~~~~~~~~~~~~~~.~~~ the tableS and 

~ _/*, .* ,,,#+*,, , * _, n~.~,m.eim~b3 :*,p*%~* :&-k%~\,~;a,qd 
tabulations that follow, C&y ‘drctronary termmology has been used, to’ classify rep&e3 . ’ I _ 
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adverse events, except in certain cases in which redundant terms  were collapsed’inio 
m ore m eaningful terms , as noted below. 

I ., 
I ” 

The stated frequencies of adverse eve@.represent the proportion of individuals &ho 
experienced, “at least once; a Ge$m ent-em ergent adverse event of the t$e iiSGd??$ ‘. “ ” .. “ ,,, 
event was considered t&atnient-em ergent if it occurred for the $$ $&-ie ,$r’$brs&ed 
while receiving therapy foll~wi&Giine &&a&&’ . 1 ’ 

I. _ + 

Adverse Findings Observed iti Short-Term , Place~O-~~r22ro~~~~~r~~l~1~’ ’ ’ ” ’ ” 

Adverse Events Associated W ith Discontinuation of T reatm ent: 

Overall, the incidence of discontinuation due to adverse events was 17%  in clonazepam  
com pared to 9% for placebo in the co@b;itied data’bf*% &  tb%&&‘&als The most .&..~” .“m ,vd,<..~ yw,” ..ic.-i. I at+ ^I*,- <-a I” I’.,,.) y ,.,O‘i-“*., -*,.. , _ 
com m on events (>l%) associated‘w~~~‘di~~~~~~~~~~~~~~d a dropout rate twice ?r greater 

. 

for clonazepam  than that of pl&ebo inclid&J th&‘iti;llb% i@: .__ .’ ’ ” ” n” 
. . ‘:,:,“, j,/ ~ ,’ )( 

Adverse Events Occurring at an Incidence of I %  or M ore Anzwtg Clonazepam -Treated 
Patients: 

_. ,,,.’ .,/__ 
Table 1 enum erates the iricideritie, i&nded td the ne\~~e~~&&&.t:~of treatm ent-&&ient 
adverse events that occurred during acute therapy of panic disorder ‘tionj a jo& oktio 6 
to g-week trials. ‘Events reported in i %  or m ore df patients &$ed w&‘Clona?epAm  (doses rmging from  **5 &  4 =&Jy) anJ fG; GhiJh ~~~‘inc~a~~~e~~~“~eatkr than that in 

placebo-treated patients are inclu‘ded.’ i ‘.* “I *  +‘.. ” 
: .,,_, ?,jl\ , r/ , _7 *c”‘-..aa*‘ri- 

The prescriber should be aWar6 ihat’ the figures in TNe i cannot be &&I td‘p$&tV~he ’ ” ’ _ a* . e, ‘6. ^,“, 4 _ ;- <‘>#, a? : , .? a?>+ g:~&:,@;&%?L .i .._._ Li:z, *I 
incidence of side’ kr% & ts ‘??i’“&‘%ourse of u&8 Gedlcal practice where patient characteris~ids and .other” f.;ctars ~~~~~~‘~~~~~~~~~~~~~~~~~~~i~~~~~~e ciiiicai && 

Similarly, the cited fiequencieti canndt be com pared tith figure~~obt&e$“fi~& ot$cr~ 
clinical investigations involving diffe?eni t&&$$~,~$se& Fd in~~~~igators. The cited 
figures, however, do provide ihe ~&&ribin~ &yam&n % iih soge basis j?or,“e@im&ng the 
relative contribution of drug and nondrug factors to the side eff&t incidence in th& 
population studied. 

.) . _ _‘/, . 



16 Maxi] 

l-<2mg 
n=129 

% 

35 
5 
2 
1 
0 

6 
5 
4 
2 ,. 
1 
1 
2 

10 

1 
1 
2 

6 
1 

Clmg 
n=96 

% 

Placebo 
n=294 

% 

10 
4 
0 
0 
0 

1 
2 
2 
0 
1 
0 
0 

4 

3 
1 
0 
1 
1 

2 
1 
1 

4 
1 

1 

3 

A11 
Clonazepam 

Groups 
n=574 

% 

=3mg 
n=235 

% 
idverse Event 
)y Body System _” 
Zentral & Peripheral Nervous 
system 

Somnolence-/- 
Dizziness 
Coordination Abnormal? 
Ataxiat 
Dysarthriat 

‘sychiatric 
Depression 
Memory Disturbance 
Nervousness 
Intellectual Ability Reduced 
Emotional Lability 
Libido Decreased 
Confusion 

tespiratory System ... 
Upper Respiratory Tract 
Infection/- 
Sinusitis 
Rhinitis 
Coughing 
Pharyngitis 

26 
5 . 
1 
2 
0 

36 
8 
9 
8 
3 

37 
8 
6 
5 
2 

8 

Bronchitis ” .., 
iastrointestinal System 

Constipationt 
Appetite Decreased 
Abdominal Paint 

3ody as a Whole 
Fatigue 
Allergic Reaction 

vlusculoskeletal 

2 
1 
1 

7 
2 

Myalgia 
Resistance Mechanism 
Disorders 

hdh32a 

. 

3 4 
.‘ :’ 
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Clmg 
n=96 

1 
Urinary Tract Infection? 0 

Vision Disorders ” r 
Blurred Vision 1 

Reproductive Disordeis$ ’ 
Female 
Dysmenorrhea 
Colpitis 
Male 
Ejaculation Delayed 
Impotence 

l-C2mg 
n=129 

6 
0 

0 
0 

2-<3mg 
n=113 

2 
2 

5 
2 

2 
2 

=3mg 
n=235 

% 

2 
1 

2 
1 

Clonazepam 
Groups 
n=574 

% 

3 
1 

1 

Placebo 
n=294 

% 

0 
0 

1 

2 
1 

0 
0 

! “’ ; ‘. 

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

, “,_ e,,;, 

T Indicates that the p-value for the dose-trend test (Cochran-Ajkntel-eaens?ei) for . 
adverse event incidence was ~0.16. 
$ Denominators‘for events in gender-specific systems are: r&46 (clohazepam), ‘16. a .’ ‘ */._L,‘~I,_CXI~.. _ , . ., / ., c ., . (placebo) for male, and 3.34 .(c~onazepam), 192 (ilac;~o)‘y& ~g6g;lk* .- L 

,, ._ 

Commonly Observed Adverse Events: 
n 

Somnolence 
Dearession-. 

* Treat&tit-emergent events for which thZ’G”id&ce in~thG&iaikpam patients was 
=5% and at least twice that in the placebo p&k& 

Trea tmen&Emergjen t Depre%ve Symptoms: 
._I_..~,.l,“r $8,; c/) ., I , I.‘_ _-,I ,_., :’ ‘.‘, _ L ” ..,-^ ,, 

In the pool of two ‘shiiri-term.hia~~~~-controlled ,t.rk&aaverse events classified under the’ 
preferred term “depression” were’reporkd in’?% of Clon~~~~~-~~~ated’f;atlents 
compared to 1% of placebo-treated patients, without any clear pattern of dose relatedness. ,~” ;,:, *a,, ,1,, ‘ii^.” 
In these same trials, ~~vz;seevk-~~~classified under thepref&red term 

‘.*%x~._.*.:r.“,xil +,‘.hi-‘̂ %* ?, .**_ - 
depression” were 

Page 11 



reported as leading to discontinuation in 4%of-(3’lonaz~~am-treated patients compared to 
1% of placebo-treated p~~i~n~s.‘~ile‘the~~~~~;~~~~~~ noteworthy, Hamilton 1 .a, . ” 
Depression Rating Scale (I&I$DJ datacollected ~~‘tl;eSe;‘~~~s;~evealed a larger decline 

., _’ ] +,’ 
in HAM-D scores in’the cionazepam’&up thanthe’placedo *group suggesting that 
clonazepam-treated patients were not experiencing a worsenin~;~r”‘~le~~~~c~~f clinical 
depression. _” *.* _“, _.,. I. 

Other Adverse Events Observed During the Premarketing Eiaiuation ‘t$ Clonazepam in 
Panic Disorder: 

Following is a list of modified CITY 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 in Table 1 or elsewhere 
in labeling, those events forvhich a d”r$g cause was remote, those- event tern& which 
were so ‘general as to be uninformative, and events reported only once and which, did not 
have a substantial probability of being acuteiy ‘life&-eatening. It is important to ’ 
emphasize that, although the events occurred during treatment with Clcnazepam; they 
were not necessarily caused-by it. 

_ ,“./,,~ II I.. I x ,_“._^... 
Events are further categorized by body system and listed in order ofdecreasmg frequency. 

., ^\ 

These adverse events were reported infrequently, which is detinedas occurring in l/100 
to l/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, infIammation”l&!alized* -. ” ’ ’ 

,_ I” ji,4 _ , 
,. 

Cardiovascular Disorders: chest pain, hypotension postural 
: 

Central and Peripheral Nervous System D&orders: migraine;paresthesia; drunkenness, 
feeling of enuresis, paresis; tremor, burning skin;falnng, head n&@s, hoarseness, 
hyperactivity, hypoesthesia, ‘tongue thick, twitchirig ’ 

Gastrointestinal System DisOrders: abdominal discomfort, gastrointestinal i&mm&on, 
stomach upset, toothache, flatulence, pyrosis, saliva increased, tooth disorder; bowel 
movements frequent, pain pelvic; dyspepsia, hemor&oidas’ L “‘ 

Hearing and Vestibular I%sordei&‘vetiigo, otitis, earache, rno&.@sic~&,e~s ,,__ ._ i -’ . , I ” _ “.P’, 

Metabolic and Nutritional Disorders: thirst, gout 

Musculoskeletal System Disorders: back pain, fracture traumatic;: sprains ‘andstra~ns, ‘pain ” ” 
leg, pain nape, cra~~ps rmtscle, cramps leg, pain ankle, p&i shoulder, tendinitis, ,, ._& _. _ “_” ._. .+ 2 ., / ., 
arthralgia, hypertoriia; lumbago, pam feet, pain ja$i*‘pain knee; &veiling knee ’ ’ 

Platelet, Bleeding atid Clotting Disorders: bleeding ‘dermal 
! 
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> ( 1 ‘__ 
Psychiatric Disorders: insom nia, organic’ais~~;6it~~~;“~~iety,laepersonaiizati~n, 
dream ing excessive, libido loss, appetite increased, iib’ido ‘increased, reactions’decreased, 

aggressive reaction, apathy, attention lack, excitem ent; feem rg ‘m ad, hunger abnorm al, 
illusion, nightm ares, sleep disorder; “sui&% ydeat6nfyawning ’ ’ - 

/ 
Reproductive Disorders, Female: breast pain, m ensti% l%-r&ula&y ‘” ; 
Reproductive Disorders; M a&: ejaculation decreased -- 

i .I 

Resistance M echanism  Disdrders: infection my&tic, infection viral, m fectron I /. 

streptococcal, herpes sim plex infection, infectious m ononuc~eosis~ m on% % ‘s ‘. “” 

Respiratory System  Disorders: sneezing excessive; asthm atic: <.a&, dyspnea, no&b&d; 
pneum onia, pleurisy 

./ j 

flushing, pruritus, pustular reaction, skm  burns,‘skin d&order “’ 

Special Senses Other, Disorders: taste loss 

Urinary System  Disorders: dysuria, cystitis, polyuria, urinary incontinence, bladder 
dysfunction, urinary retention, urinary tract bleeding, urinedisco&?&& ~ .+. ‘. “’ 

Vascular (Extracardiac) ‘DisOrde&:’ throm bophlebitis’leg I”’ 
., _.““. ” __” , . . _‘ , _ I 

Vision Disorders: eye irritation, visual disturbance, diplopia, eye twitching; &yes, visual ’ ’ 
field defect, xerophthalm ia 

*hysical and pi.&.lbgikal jDependerzce: w;iKaf~,;ri~--i6G., ‘;iGii$ ;- ‘ch-vc{kr ‘to ’ ” 

those noted with barbiturates an6 alcohol (egi con~u~~ions;‘psjrcbosis,‘~~~iuc$atibns, 
behavioral disorder, trem or,‘abdom inal and m usciecram ps) have occurred fo~io&ng ’ 
abrupt discontinuance of clonazepam . The m ore severe withdrawal‘sym ptoms have ..l 
usually been lim it&to those‘ pa-tier&s who receibed‘exc’es~~ve do<es over an extended 
period of tim e. Generally m ilder withdratial sym ptoms (eg; dyspboria and insom nia) .j>a”,/ ,,, l,“,.l.,w .IL.-~Y.~II-<__~~ x.. ,,~” have been reported following abrupt discontinuance of”ben%diazepm es taken 
continuously at therapeutic level‘s for several m onths. Conse&entiy, after extended .’ -. ,, ,,.” therapy, ab~pt discontinuatibn should’gene~illy &  .“b.“iJ;a ~~~.~~~~~~~~~,~~~~~k. ,.: ,c %  

s.__I‘,# a, ;sy I **  1,“, , ,**;\ ” II a,. tapering schedule followed (see D(..js*GE ).&) Asfi/lm gfm T royqJy- ~-~{;f;;h-prbne 

individuals (such as drug’addicts or aico~olics).s~~uld’ije under careful surveiliance when 
receiving.clonazepam  or other psychotropic agents because of the predisposition of such 
patients to habituation and dependence. 

‘! 
‘A ;* ;,,_ <.-a /.* ;,. _ _i,. “._ k .-.- :.,. 

Following the short-term  treatm ent of patients withpanic‘d&%& m  Studres 1 and 2 (see CLINICAL pwARMAc*Lc5GfrT: cz~~~~~z TTiGli); hii;g% &  ~~~~~;;;;,~~~i~L~~~~~~~~. 
. . x. 
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during a 7-week downward-titration (discontinuance) period. 6verall; the discbntinuan& .? _ ̂ .. 1,. c ,.e.?..,?s ” ;~,,~-.r:*“,:,~‘~~,. *,1 ,,, . i< i 2’; 2“. ,. 
period was associated with good tolerability  and a very  modest c lmical dete$&tion, / _ i I.,‘:” o without.ev ide’-ce o~fa “s i.i~&&;;~ound pl-;endmencsn* .Q ;w-i;;, $kre are not sufficient 

data fi-om adequate and well-controlled long-term c lonazkpam. s tudies  in patients  with 
panic  disorder to accurately  estimate the r isks - ,of @hlira;wal symptoms and dependence 
that may be associated with-su& tise. ^ 

OVERDOSAGE 

O v erdose Ma~agemenf: Treatment inc ludes ,,monitoring of respiration, pulse and blood 
pressure, general supportive measures ‘and immediate gastric  lavage. Intravenous fluids  should be adminidered ,a-& G  ic l;‘G ate y-?;fy-?;i;;ained: H..L..6L..ens ion .mai b&. ,. ’ 

combated by the use of levarterenol or metaraminol. Dialy s is  is  of no‘iuiown value: 
F lumazenil, a specific  benzddiazepi~e-r~~~~tor antagonis t, is ,indizated for the .complete 
or partial reversal of the sedative effec ts  ofbenzodiazepines  and may be’used in 
s ituations  when an overdose”&& a benzbdiazepine is  k tiown,,or suspected. Prior to the 
adminis tration of flumazenil, necessary measures should be ins tituted to secure an-way, 
ventilation and intravenous access.  F lumpzenil is  intondedW  as. an adjunc t to, not as a 
substitute for, proper management of benzodiazepine overdose, Patients  treated with , ” .__ *d_l”,.x_” -L . . . . j : ,..a 
fl umazenil should be monitoredW % r  reskdation~ respiratory depr&sion and other residual 
benzodiazepine effec ts ’for an appropriate period after treatment.“I%e pre&r&r ‘should )  . ,“,**‘,. “__ ; .,,S_) lil _, 
be aware of a r is k  of seizure ii associatioh with flumazend treatment, parti&rly  in I . .~~~“~~~.:.~~;my long-term beuzodiaiepih~i.us k ii;‘ana‘ln’ ;yalc  antl~~~e~~~~~~~~~~~se. ~The cbmplete 
flumazeriil package insert, ir ;ci~~ing~C~~~~I~~TICo~s-~~~~~~~ ., 

PRECAUTIONS, should”be ‘&%i<ul~ed$‘ior to ‘use:‘” 
I_ * ./, ‘ ., 

\._ ‘” 

F lumazenil is  not indic$ed iti patients  with epileps y  who h&e been treated 64th /, ;/ “*..: .ix~ ,~i~~.~~~,“.Ti.,;i-i~~: .,., I I., ,” 1 
benzodiazepines. Antagonism of the benzoaiaiepf~~‘e~~~~t % “% i’~h patients  may 
provoke seizures. 

_ _ _, x  _ _ j i LI; , j ,.?” z ,_. , ir. _ 
Serious  sequelae are rare unles s  other drugs or alcohol have been taken co,ncomitantly . I 

N.,;.“,. ,f’ i’ I,., +s  

Clonazepam is  adminis t&ed orally .’ Par optimal results ; dose, frequencyof ’ 
adminis tration, and duration of:therapy .should be indiv idualized &&-ding to p&ont 
response. 

~, ..,_ : 
Seizure Disorders: Adults : The initial dose’for adults  with seizure.disorders should not -,““‘i$‘k ”, *‘,‘:‘“\ ^_- .:< ‘.“,P i .’ I- ,: p exceed .1 *5 mg (7, 5mL) ,;la. -&$ede;i w& $-& ai;;-;. ‘~j.ys~ge,*may,be increased in =. . , 

increments of 0.5 to 1 rng (2.5 “mL x  STij’mIJ*~very 3 days until seizures are adequately  n I _~,~ ^ .,,, _ _/i, ._ .* ~‘~~.a.~~. 
controlled or until - s ide.effec ts  preclude any further increase. Maintenance.dosage must be *~_ _?-. ?,i...il.l- ‘r,ix r” 
indiv idualized’for each patient depending.upon response: Maximum’recomended daily  
dose is  20 mg. 
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T h e  u s e  o f m u l ti p l e  a n ti c o n v u l s a n ts  m a y  re s u l t m ~ $ .% .& e  o fd e p re s s a n t a d v e rs e  O ’ i  e ffe c ts , T h i s  s h d u l d  b e  c o n s i d e re d ~ ~ ~ ~ ~ -~ ~ ~ ~ ~ n g ’,~ ~ ~ ~ ~ ~ ~ ~ ~ ’~ ~ ~ ~ ~  e x i s ti n g  i  

a n ti c o n v u l s a n t re g i m e n . I .( ““~  i _  _  _ .. ., _ ,. \_ _ ; .,: “0 , _  ‘1 : ., 1  

P i d i a t r i c  P a t i e n i s ~  C i o n a z e p a m  i s  a d m i n i ; t e ; e ; i  ‘&y .  I n ~ o r d ; r ~ ! ~ L i ~ ~ ~ i ; i  d ; - . - & s i n e ; i ,  ’ ; 

< ;i .c I’. i :.-:*-- ,  .^ ., ; :- i l x ; {  
th e  i n i ti a l  d o s e , fo r  $ % n ts  a n d  d h % m $ i  (u p to  ‘i o ’y e a rs b f g g e o r 3 0  k g  o f b o d y  w e i g h t) s h o u l d  b e  b e tw e e n  o .o y  ,a n a “b ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ;~ ‘;;b ~ ~ ~ ,~ x ~ e e d  d ,ti 5  m g /k g /d a y  g i v e n  i n  

tw o  o r th re e  d i v i d e d  d o s e s . D o s a g e  s h o u l d b e  i n c re a s e d b y n ~ ‘m o re  th a n  6 .2 5  to  b  5  m g  1  . ‘ ,. i _ l  _  -*- .  w  $ , (” ‘* y ;” T @ ,,a ‘“” c ’ ;F z ;:-. 
(1 .2 5  m L  - 2 5 -m L ) e v e ry  th i rd d a y  u i ;t;“i -~ -~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~  d o s e  o f.O .1  .to , 0 .2  m & g  o f 
b o d y  w e i g h t h a s  b e e n  re a c h e d , u n l e s s  s e i z u re s  a re  c o n tro l l e d  o r s i d e  e ffe d ts  p re c l u d e ’ W I g .~ i i ;‘.~ ~ ~ i ;~ i ~ .?  .b i  * ; & w :i  W A , ., 
fu rth e r i n c re a s e . W h e n e v e r i j d s s i b ~ ~ ;-th e d a i i j ;‘h ~ 8 e ~ ~ ~ ~ ~ ~ .b e  d rv rd e d  m to  th re e  e q u a l  d o s e s *  If d o s e s  a re  n o t e q u a l l y  d i v i d e d , th e  l a rg e s t d o ;;’ s h o i i l d ~ ~ ~ ‘:~ ~ ~ ~ ~ :,~ ~ ~ ~ ~ e  ;& .,.g , 

*  .I * > “; ‘U  .: :r ._  :. “i i ,# . ” + ‘-‘, I\ ( i  I> ; ;j  l ). a .: ,.* .,i i :l  & %  ,,A :.‘,“-,, ,,I. ,_  t % .. ,, I’ ,: 
P a & c  D i s ~ rd tk  A & & s : ‘T h e  ~ ~ i ~ ~ ~ ‘~ ~ s ~ ‘~ ~ ~ ‘~ ~ ~ i t~ w l th  p a m c  d rs o rd e r IS  0 .2 5  m g  (1 .2 5  
m L ) b i d . A n  i n c re a s e  to  th e  ta rg e t d o s e  fo r m o s t p a ti e n ts  o f 1  m g  (5  m L ,)/c l a y  m a y  b e  _ . -.,. _  . _  , . . ..-. ..,- . 
m a d e  a fte r 3  d a y s . T h e  re d o ri i m e n d e d  d o s e  o f 1  rn g -(5  ‘m L )/d a y  i s h a s e d  o n ’th e  re s u l ts  E ro m  a  fi x e d  d o s e  s tu d y  i n  ti h i c K  i fi e  s p ti ~ ~ ~ ‘~ ~ ~ ~ ~ ,‘~ ~ ~ ‘:~ ~ ~ ,~ ~ ~ ~ .~ ~ ~ ~ ~ y .~ ’H ~ ~ ~ ~ d o ~ e s  

o f 2 , 3  a n d  4 “m g /d a y  i n  th a t~ ‘s m d y ’% e re  l e s s  e ffe & e ” & a n  th e  .i  * m g /d a y  d o s e  a & w e re  a s s o c i a te d  w i th  m O re  a d v e rs e  e ffi c ts * a  .~ ~ ~ ~ ~ ~ e i e ’s s ~ ~ ~ ~ ~ ,~ ~ ~ ~ ~ ~ ~ e ~ ~ h ~ ~  s G ~ ~ -- i ~ & ;-i d ~ i i  ,. _  
*  , I,“i ’j ”‘~ ~  ? f b z * ~ ? $ ), * ~ ~ ~ s :e r.-~ ~ ~  

p a ti e n ts  m a y  b e n e fi t fro m  d o s e s  o f u p  to ,a  m a x i m u m  d o s e l o f !.& $ 2 0  m L )/d a y , a n d  m  
i  

th o s e  i n s ta n c e s , th e  d o s e  m a i  b e  i n c re a s e d i n  i n c re m e n ts  o f d .i 2 5  ~ (.6 2 5 m L ) to  O .% m g  (1  * 2 5  m L ) b i d  e v e ry  3  d a y s  u n i i i  -.; ‘d i i o ;;i i e &  i s  ~ & $ ro ~ l ;~ ‘o r= .i l  + &  e ffi c i i  I;;i & e  -(  ‘, 
^ . . . j  _ ~ ” .,..: > ,_ “.., a :, 

fu rth e r i n c re a s e s  u n d e s i re d . T o  re d u c e  th e  i n ~ o n v e n G % e o f s o m n o $ n q e , a d m m & & ti o n  
o f o n e  d o s e  a t b e d ti m e  m a y  b e  d e s i ra b l e . 

. e .  , ,  

T re a tm e n t s h o u l d  b e ’ d & c o n ti n u e d ~ g ra d u a i l y , w i th  a  d e ~ re a s k ’o fO ~ ~ 2 5  m g ’(.6 2 5 ’m L )b i d  
e v e ry  3  d a y s , u n ti l  th e  d ru g  i s  c o m p l e te fy ’~ i & d ra ? v n ~  *  _  ’ . ‘~ ’ , ‘_ _  : S ‘, ’ i : . 

T h e re  i s  n o  b o d y  o f e v i d e n c e  a v a i l a b l e ” to  a n s w e r th e  ~ & & o n  o fh o w ’l o n g ’ th e  p a ti e n t 
1  

tre a te d  w i th  c l o n a z e p a m  s h o u l d  re m a i n  o n  i t. T h e re fo re ; th e  p h y s i c & n $ v h o  e i e c ts  to  u s e  
C l o n a z e p a m  fo r e x te n d e d  p e ri o d s  s h o u i h  p e & d i c a l i ~ ‘re e v a l u a te  th e  l o n g -te rm  u s k m m e s s  
o f th e  d ru g  fo r th e  i n d i v i d u a l ~ p a ti i n t~ ’ ^ . 
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HOW SUPPLIED 
“_ ,LI .(._, .” ._ (( . / _ __ j _ _, * XI ~ ‘, * s. ̂  ., ,,II * .” 

Clonazepam Ora1 Stilutidn is available & a &&;~~&i&e&, v~illa-flavored solution. / . 

Dispense in tight, light-resistant container as defined ic:thk USP/N%‘. 

Store at Cold Temperature - Refkigerate‘2”- 8” C’(36’- 46”I’) ” 

Rx only. 

Distributed by: 

Revised: (Date) 

Printed in USA 
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