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Klonopin, a benzodiazepine, is available ,as, scored tablets with a K-shaped perforation 
containing 0.5 mg of clonazepam and unscored tablets with a R-shaped perforation 
containing 1 mg or 2 mg of clonazepam. Each tablet &so contains lactose, magnesium 
stearate, microcrystalline cellulose and cog starch, with the foilo$ving”colorants: 0.5 
mg-FD&C Yellow No,-‘6 Lake; ‘1 mg-FD&C Blue I%. 1 L&$:&d FD&C Blue No. 2 
Lake. 

Klonopin is also available as an orally disintegrating tablet cont&ing 6.125 h-1&*0.25 .” mg, 0.5 mg, 1 mg or 2 mg clonazel&n. Each orally “disintegrating tablet also contains 
gelatin, mannitol, methylparaben sodium, propylparaben sod&n and xanthan gum. 

Chemically, clonazepam is 5-(2+hlorophenyl)- 1,3-dihydro-7-nitro;2H- 1,4- 
benzodiazepin-2-one: It is a light yellovir crystalline powder. It has a molecular weight of 
3 15.72 and the following structural formula: : , , 

CLINICAL PHARMA~~iIOGY 
‘” ; )\ .II/( I_ .~> .__ , ,*^ I-\ ‘:. .--’ ” “h ’ 1 1 ‘. ’ .- 

Pharmacodynamics: The precise mechanism by which clonazepam exerts its antiseizure 
and antipanic effects is unknown, although it is believed’to:be related, toits ability to 
enhance the activity of gamma amiuobutyric acid (CABA), the major inhibitory 
neurotransmitter in the central nervous system. Convulsions produced in rodents by 
pentylenetetrazol or, to a lesser extent, electrical stimulation are antagonized, as are y _ _ ‘.,,, ~,,,_“n_X iI ̂ ~,.~:*;” .,*~~,,~a.~.~~4*,” v~-~“%v..“~~~LxI Ir*.i*r ,- “., 
convulsions produced by photic stimulation m susceptiblebaboons. A taming effect in 
aggressive primates, muscle weakness and hypnosis are also produced. In humans, 
clonazepam is capable of suppressing the spike and wave &charge in absence seizures 
(petit mal) and decreasing the frequency, amplitude; duration and spread of discharge in 
minor motor seizures. 

I ,’ “‘, _- ~ 
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Pharm acokip$ics: Clonazepam  is rapidly and com pletely absorbed after oral ’ 
adm inistration. The absolute .bioavailability of clonazepam  is about 90% . M axim um 
plasm a concentrations of.clonazepam  amreached within I to 4 hours after oral .,. 
adm inistration. Clonazepam is approxim ately 85%  bound to plasm a proteins. 
Clonazepam  is highly m etabolized,~ with less thar$!%~unchanged’clonazepam  being 
excreted in the. urine. @$ans,form ation occurs m ainly by reduction of the 7-nitro group 
to the 4-am ino derivative. This derivative can be acetylated, hydroxylated and 
glucuronidated. Cytochrom e P-450 including CYP3A, m ay play an important role in 
clonazepam  reduction and oxidation. The elim ination h<l$life‘of eionazepam  is typically 
30 to 40 hours. Clonazepam  pharm acokinetics are dose-independent throughout the 
dosing range. There is no evidence that clonazepam  induces its own m etabolism  or that 
of other drugs in hum ans. 

Pharm acokinetics in Dem ographic Subpopulations and in Disease S tates: Controlled 
studies exam ining the influence of gender and age on clonazepam  pharm acokinetics have 
not been conducted, nor have the effects of renal or liver disease on clonazepam  
pharm acokinetics been studied. Because clonazepam  undergoes hepatic m etabolism , it is 
possible that liver disease will impair clonazepam ’elim ination. Thus;‘caution”should be 
exercised when adm inistering clonazepam  to these patients. 

: __ __ , . ,. ‘“i ,“.I “> 
CZinicaZ Trials: Panic Disorder: The effectiveness ,ofKlonopin in the treatm ent of panic 
disorder was dem onstrated in two double-blind, placebo-controlled studies of adult 
outpatients who had a prim ary diagnosis of panic disorder (DSM-IIIR) with’or without . agoraphobia. In thes,e studies, Klonopin was shown to be significantly m ore effective 
than placebo in treating panic disorder.on,.change from  baseline in- panic attack frequency, 
the Clinician’s Global Impression Severity offllness Score arid’the Clinician’s Global 
Impression Improvem ent Score. 

S tudy 1 was a g-week, fixed-dose study involving KlonoPin doses of 0.5, 1,2,3 or 4 ” ‘- 
m g/day or placebo. This’study tias conducted in. four phases: a i:week placebo lead-in, a _ ,. . . d^ 
3-week upward titration,’ a 6-week fixed dose and-a7:week discontinuance phase, A  
significant difference, f&n placebo was observed consistently only for the 1 m g/day 
group. The difference between the 1 m g dose group and placebo in.reduction from  , 
baseline in the num ber of full panic attacks was approxim ately 1 panic attack per week. 
A t endpointy74%  o@ati&ts receiving clonazepam  1 m g/day were free of full panic “.1 
attacks, com pared to 56%  of’placebo&e&d patients. 

S tudy 2 was a (i-week, flexible-dose study involving ]Klonopin m a dose range of b.5 to 4 
m g/day or placebo. This study was conducted in three phases: a-l-week placebo lead-in, a 
6-week optim al-dose and, a p-week discontinuance phase. The m ean clonazepam  dose 
during the optim al dosing period was 2.3 m g/day. The difference between Klonopin and 
placebo in reduction from  basefine in the. num ber. o$Yull panic,at&cks was, approxim ately 
1 panic attack per week A t endpoint, 62%  of patients receiving clonazepam  were free of 
full panic‘attacks, com pared to 37%  of piacebo~treated patients. : 
Subgroup analyses did not indicate that there were any differencesin treatm ent outcom es 
as a function of race or gender. 
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In some studies, up to 30% of patients have shown a loss of anticonvulsant activity, often 
within 3 months of administration. In some cases, dosage ‘ad&sm&nt may reestablish 
efficacy. 

Panic Disorder: Klonopin is indicated’for the treatment of panic disorder,with or- without agoraphobia, as defined in DSrj3-:m* Pani’c‘~~~~~~er^~~,~~~~~~krized‘~~-~~~ “’ 
occurrence of unexpected panic attacks and associated concern about ‘haying’additional 
attacks, worry about the implications or consequencesof the attacks, and/or a significant 
change in behavior related to the attacks. ’ . 

, ‘, 
The efficacy of Klonopin wasestablished, in $0 6- to g-week trials in panic disorder 
patients whose diagnoses corresponded to the DSIVI~IIIR categoiy of panic disorder (see CLn\rICl?\;r;~~~~~~~~~~~~~~~~~~~~~~~~~~,, @‘*i&.-* ‘+&-A,- 

I ,,,. ^.( . “. * c .ll L “I ,> (. .F pmic disorder, @sMMLlv) ;~c-~~~~~teriz~~~~~~~~~~~~ &--kcted pmic attacks,: y, a 

discrete period of intense fear”& discomfort in which,four(or more) of the following 
symptoms develop abruptly and reach a peak within 10 minutes: (1) palpitations, 
pounding heart or accelerated heart rate; (2) sweating; (3) trembling or shaking; (4) 
sensations of shortness of breath or smothering; (5) feeling of choking; (6) chest pain or _i *a&% >. -a\ _lll Irr.~~iri~ “. 
discomfort; (7) nauseaor abdominaldist~ess; (8) ‘feehng dizzy, unsteady, lightheaded or 
faint; (9) derealization (feelings of unreality) or depersonalization (being detached from 
oneself); (10) fear of losing control; (11) fear of dyingc( 12) pa&h&as (numbness or 
tingling sensations); (13) chills or hot flushes. :, 

.,’ / :..:, i. ,. T.‘.. r... - 
The effectiveness ofKldnopin in long-&m us& that’& for morethan 9 weeks, has not 

,, ,. 

been systematically studied in, controlled clinical trials. The physician who elects’to use : ;;;,v;*y~ _ .z* ” R- ,E &<,2 
Klonopin for extended ‘periods ‘should periodically reevaluate th the dug for the indiGid~arp.“ti;e;~ (see Ij$&,,E -A.mm em &ef&&s of TTosvr >, s+~b.g L’x “” ..+ . -, ) : , 

CONTRAIND,CATf~~S / . . 1’ ’ : ‘- /. I ‘ .; “_ j 

Klonopin should not be uscd’inpatientswith a history of‘sen&ivi~to benzodiazepines, 
nor in patients with clinical or biochemical evidence ofsigmfic& 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. )S_ ~ 

,, _,^ _., / ., ._“.. :, I 
WARNINGS _. 
Interfereme With %bgnidve ad Motor Perj-Grh~hc~:ASih~~ K&&in produces&S 
depression, patients receiving this drug should be cautioned“against engaging ‘in ’ 
hazardous occupations requiring mental alertness, such as operating machinery or driving ., ,~ _v ~I &&,‘_.,.* “LIL+“IY .__7bi ..l.-- _I”” a- *l-*, 2.’ “.^ 
a motor vehicle. They shoiild also be warned about the concomitant use.of alcohol or 
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other CNS-depressant drugs during Klonopin therapy (see PRECAUTIONS:.D& 
Interactions and I’izfor&iti& for Patients). 

. . 
Pregnancy Risks: Data from’ several sources raise con‘e?s ,a@$ the use of Klonopin 
during pregnancy. . ’ 

Animal Findings: In three studies in which Klonopin was administered orally to 
pregnant rabbits at doses of 0.2, 1, 5 or 10 mg/kg/day (low dose&proximately 0.2 times 
the maximum recommended humandose of 20 mg/day for seizure disorders and 
equivalent to the maximurn,dose of 4 n&day for panic disorder, on a mg/mz basis) 
during the period ‘of.organogenesis; a similar pattern of malformations (cleft palate, open 
eyelid, fused stemebrae and limb defects) &as obsenred ina low, non-dose-related 
incidence in exposed litters from all dosage group%s. Reductions in maternal weight gain 
occurred at dosages of 3 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 . ..r.._ 
effects were observed i,n mice and-rats following administrat~n&ring organogenesis of 
oral doses up to 15 mgikgday or 40 mg/kg/day, respectively (4 and 20 times the 
maximum’recommended human dose of 20 mg/day for seizure ,dis&ders and 20 and 100 
times the maximum dose of 4 mg/day for panic disorder, respectively, on a mg/mz basis). 

General Concerns and Considerations‘A@otit An$iconvulsants: Recent reports suggest 
an association between the use of anticonvulsant drugs by women with epilepsy and an _*.I ,,- . 
elevated incidence of birth defects in &%ren.bo~.to these women. Data are more 
extensive with respect to diphenylhydantoin and phenobarbital, hut the’se’are’also: the ’ ’ 
most commonly prescribed anticonvulsants; less systematic or anecdotal reports suggest a 
possible similar association with the use of all know anticonvulsant drugs. 

: ,: , _‘. ,- : c ._, ,, I ‘:f.. _,;_.I ~; . 
In children of women treated with dmgs for epilepsy, reports suggesting an elevated 
incidence of birth defects cannot be regarded as adequate to prove a definite cause and 
effect relationship. There are intrinsic methodologic problems in’obtaining adequate data 
on drug teratogenicity in humans; the possibility also exists$hat‘other factors (eg, genetic 
factors or the epileptic condition itself) may be more important than drug therapy in 
leading to birth defects, The great majority of mothers on anticonvuls.ant medication 
deliver normal infants. It’is important to‘note~~~~~~~~,~~~~i~~t drugs should not be 
discontinued in patient&%hom‘ the drug is administered to prevent seizures because of 
the strong possibility of precipitating status epilepticus&ith attendant hypoxia and threat 
to life. Ir~individualWcases where the severity and frequency of the seizure’disorder are 
such that the removal of medication does not pose a serious threat to the patient, 
discontinuation of the drug may be considered prior to arrd during pregnancy; however, it 
cannot be said with any confidence that even mild seizures do not pose some hazards to 
the developing embryo or fetus. 

, ,, ) ,:_ I_ . . .,-~ ,- “. “: .” is_, j ._ . i, 
’ General Concerns About Benz+zzepines: An increased risk of congenital 

malformations associated with the use of benzodiazepine drugs has been suggested in 
several studies. 

: _j 
There may also be non-teratogenicrisks associated with the use ofbenzodiazepines 
during pregnancy. There have been reports of neonatal haccidity, respiratory and feeding 

1 
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difficulties, and hy$t$ermia i~~~@.$-~~“l%n to mothers &ho &ave been r&&i& 

,.../ 
.- 

benzodiazepines late in prebancy. In ?&“liti~n, &ii&& r;6m’t;o;i~~bthSsrece~ving 
benzodiazepin& late in pregnancy-may b&t som6 x&k o<.experie&ing withdrawal 
symptoms during the postnatal period. 

:__I,_,_;j. *,. 1. ~ .a’-*- k _,‘ 
Advice Regarding the &e ofKiokoi& in %o&n of &&a&g Potential: I& g&era& 
the use of Klonopin in $&%rof childbearing $!enti’$,i and rn6rs: specifically during 
known pregnancy, should be considered only w&i‘& Clini&i &uation warrants the risk 
to the fetus, 

The &pecific considerations addreSsed above regafding the use of anticonvulsants for 
epilepsy in women of childbearing $oten&l should be weighed in treating or counseling 
these women. ‘ 

Because of experience with other members of thg ,benz~diazepine,cla~~, Klonopin is / _ ;,. ),. “ISlj)l”” * ‘. 
assumed to be capablk {f &&$g an increased risk 6f co;lgellital’.~bno;ma~~~es when 
administered to a pregnant woman during the first trimester. Because use’ of these drugs 
is rarely a matter of urgency in the treatment of panic diso$er, their use duG?g the first 
trimester should almost always be avoidecj. The p&ssibilitithat a worn% of childbearing 
potential may be pregntit at the, time of institutioi of therapy should be considered. If 
this drug is used dying pregnancy, pr if the patient becomes pregnant while taking this 
drug, the patient should‘be apprised of tj$potential-lizard to the fetus. Patients should 
also be advised that if they become pregnant during therapy or intend to @some 
pregnant, they should coqunic$e with their physician ‘a%ut tl%(&&$ility of’ 
discontinuing the drug. 

General: Wdrsening of&izures: When uskd in patients in whom several different types 
of seizure disorders coexist, Klonopin may increase t& incidence or precipitate &e onset 
of generalized tonic-clonic sei?uq@ (grand mal). This may require the addition sfS. 
appropriate anticonvulsants or an increase in their dosages. The c&~or$&t’&e of 

, 

valproic acid and Klon@in r&y produce absence status. 
$ I’-‘.’ 

Laborato y Testing Durihg Long-Term Thqqpy: Periodic blood” cd&ii g$ ‘i&~~“u;;d~io‘~ 
” ,~. . , ( ,_ 1 ,‘, 

tests are advisable during long-ter& therapy with Klonopin. 
. 

Risks of Abrupt FVi&dpawal: The &-u$ withdraw$i of~~o~ol%, parti&larly in those 
patients on long-term, high-dose therapy, &a; p&@%~&us epilepticus. Therefore, 
when discontinuing Klonopin; gradual withdrawal is essen&l. ‘While Klogopin is being 
gradually withdrawn, the sim$tqeous substitution ‘of &&&“6&$&&&t may be 
indicated. /,_ _.,- “,, - )^ .L. *> 

_ 
Caution in Renally Impaiied Patients: I&tabolites of Klonopin are i%c?r’eted by the 
kidneys; to avoid their excess Bc’cii@ulatibL, cautic$‘&&ld be exercised i? the 
administration of the drug to patients with impaired renal function. 

Page 5 



1  ;.  I’ .  .  .  j . ,>  I .  

.^  _ .  :  ” _ .., ,.-, 
Hypersal ivat ion:  K lonop in  m a y  p IV d u c e  a n  inc rease i n ~ ~ s & v a tio n . Th is  shou ld  b e  
cons ide red  b e fo re  g i vmg  th e  d rug  to  p a tie n ts w h o  have  diff iculty hand l ing  secret ions.  
B e c a u s e  o f th is  a n d ’th e  possibi l i ty o f respi ratory depress ion , K lonop in  shou ld . b e  used  
with cau tio n  in  p a tie n ts wi th chron ic  respi ratory d iseases.  

In fo r m a tio n  fo r  P ~ ti& k %  Phys ic ians  a & ’ adv ised  to  d iscuss th q fo l low ing  issues.‘witb 
p a tie n ts fo r  w h o m  they’prescr ibe  K lonop ln : ,. i 

* 
Dose  C h a n g e s : To  assure  th e  sa fe  a n d  e ffec tive use  o f benzod iazep ines , p a tie n ts shou ld  
b e  inform e d  th a t, s ince benzod iazep ines  m a y  p roduce  psycho log ica l  a n d  phys ica l  
d e p e n d e n c e , it is adv isab le  th a t they  consul t  wi th the i r -phys ic ian b e fo re  e i ther  inc reas ing  
th e  dose  o r  ab rup tly d iscont jnu ing th is  d rug . 

, ,. 
In te r fe rence  W ith  Cogn i t ive-and M ~ to ~ ,P & f& n a ~ c e : B e c a u s e  benzod iazep ines  have  th e  
p o te n tia l  to  impa i r  j u d g m e n t, th ink ing  o r  m o to r  skil ls, p a tie n ts shou ld  b e  cau tio n e d  a b o u t 
ope ra tin g  haza rdous  mach ine ry , inc lud ing  a u tomob i les , u n til they  a re  reasonab ly  cer ta in 
th a t K lonop in  the rapy  d o e s n o t a ffec t th e m  adversely .  -  

; _  _ _  .‘ ,/ I I., ^  ; .* 
P regnancy : P a tie n ts shou ld  b e  adv ised  to  n o tify the i r  phys ic ian if they  b e c o m e  p r e g n a n t 
o r  in tend to  b e c o m e  p r e g n a n t du r ing  the rapy  with K lonopi r i  ( see~@ ~ ~ G $ J  *’ --  ’ ! ^ _ . _ _ . .:I. 
Nurs ing : P a tie n ts shou ld  b e  adv ised  n o t to  b reas tfe e d  a n  infant ifthey  a re  t& & rg  ’ 
K lonop in . 

.:,, _ _  .,“.: .‘, , ’ ‘ -’ . : ^  

Concomi ta n t Med i ca tio n : P a tie n ts shou ld  b e  a d v & d to  inform  tl& r phys ic&-& iP&y  & e  
: -  

tak ing , o r  p lan  to  take , any  prescr ip t ion o r  over - the-counter  d rugs , s ince the re  is a  
p o te n tia l  fo r  $e rac tions)  

,‘l 

/,_,, (_,~I),,i(. __,",^*L.. l l".s I .. ;.-I I*.. '_I " ' * ( "  ~  - lh' 
A lcohol :  P a tie n ts shou ld lbe  adv ised  to  avo id  a lcoho l  wh i le  @ ing K lonop in .  

,, . (_  ),’ ” i  .L  / 

Drug  In te rac tions : E ffec t o f C l o n a z e p a m  o n  th e  Pha rmacok ine tics o f O the r  Drugs : 
C l o n a z e p a m  does  n o t a p p e a r  to  al ter~ th e X p h a r m a c o k i n e t& s o f p h e n y to in , ca rbamazep ine  
o r  phenoba rb i ta f: ‘T h e  e f& c?o fd i o n a z e p a m  o n  th e  m e ta b o h s m  o f o the r  d rugs  has  riot 
b e e n  invest igated.  1  : _ a  ‘, ,. : . _ , ._ , ,” _  ,,,\ . s _  ~  B e  I. I ‘“1  ” 
E ffec t o f O the r  Drugs  o n  ‘th e  P h a G & ~ o h $ & ics o f -konazepam: L i terature repor ts  suggest  
th a t rani t id ine,  a n  a g e n t th a t dec reases  stom a c h  acidity, does  n o t g rea tIy al ter  c l onazepam 
pha rmacok ine tics. 1  (.‘ e  ~  _ I .I 

In  a  study in  wh ich  th e  2  m g  c l onazepam oral ly  d is in tegrat ing tab le t was  admin is te red  
with a n d  wi thout  p r o p a n the l ine’(an’a&ho~ ine rg i c  a g e n t wi th m u lt iple e ffec ts o n  th e  G I 
tract) to  hea l thy  vo lun teers , th e  A U C  o f c l onazepam was  1 0 %  lower  a n d  th e  C & a x  o f 
c l onazepam was  2 0 %  lower  w h e n ,th e  ora l ly  d is in tegrat ing tab le t & a s  g iven  with 
p r o p a n the l ine  c o m p a r e d  to  w h e n  it was  g iven  ,> , I I” :, a l one ;.. .( ;, _*,., ,, “ , * (“_  .” ‘.... : 
F luoxe tin e  does  n o t a ffec t th e  p h a r m a c o k m & & f c l onazepam. Q - & c h r o m e  P -450  
inducers,  such  as  p h e n y to in , c a r b a r n ~ ~ .ep ine”a n d  phenoba rb i tal, i nduce  c l onazepam 
m e tabo l i sm, caus ing  a n  app rox ima tely  3 0 %  dec rease  in  p l asma  c lonazepam levels.  
A lth o u g h  cl in ical  s tud&bave  n o t b e e n  pe r fo r m e d ,,b a s e d  o n  th e  invo lvement o f th e  
cy tochrome P -450  3 A  fa m ily ‘in  c i onazepam m e tabo l i sm, inhib i tors o f th is  e n z y m e ’ ‘P a g e ‘6  ,~ ) 1  _ _  l.~ _  “_ ,.‘a ,“l I.,%  -’ ..,_ I *.jl/. *I ( ^  .r 1 _ 1  * 
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system, notably oral antifungal agents, should be used cautiously in patients receiving 
clonazepam. 

,_; ,. (’ ‘_ ..; , _. :, :; ) I 
Pharmacodynamie hztqactions; The cNS-depresSant.action of the benzodiazepine class 

, 

of drugs may be potentiated by alcohol, narcotics; barbiturates, nonbarbiturate hypnotics, .,-~.,,Ixys;I.IuI’~,*~~~ 
antianxiety agents, the phenoth;aZ;ne~~~~oL~~~ene and butyrophenone classes of 
antipsychotic agents, monoamine oxidase,inhibitors and the tricyclic antidepressants, and 
by other anticonv$sant:drugs. .’ 

Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenicity studies:have not 
been conducted with clonazepam. 1 I,. i / ‘ ,I.. _ 

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 at 10, and 
100 mg/kg/day (low dose approximately 5 times and 24 times the maximum “~, . . ..j , i ~ .,:,,*““..:*‘” ,*ii;r :*i I”(:, %*- ” ‘/i’ 
recommende’d-human dose of 20 mg/day f&seizure disorder and 4 mg/day for panic 
disorder, respectively, on a mg/mg basis), there was a decrease in the number of 
pregnancies and in the number of offspring surviving until weaning. 

,,,. ,‘ 
Pregnancy: Teratogenii Effects: $regnancy Category D (see WARNINGS). ” Ii’ 

T 
Labor and LWive@: The effect of Kionopin on labor and delivery in humans has’not 
been specifically studied; however, perinatal complications have been reported in 
children born to mothers!who have been receiving benzodiazepines late in pregnancy, 
including findings suggestive-of either excess benzodiazepine ex~osureorof withdrawal ., ,,_FY”,“rr / 4,” ‘.~~~p*~.i id. 
phenomena (see WARNINGS:‘?3$$i&cy Risks). 

Nursing Mothers: Mothers receiving Klonopin should not breastfeed their infants. ‘.. ‘.- _’ 

development could become appafefit only after many years, a benefit-risk co,nsidl$ion , 
of the long-term use of Klonopin is important in pediatric patients being ‘treated for seizure disordei (see mIICd;;?iro~S”;.GE .&.&~DosA”Gg~m 1. . “i’. . - ; 

:* _;_ ,.,^,~ ,,,;. _ .> ..?“I l.l”.- .%” -_ mMmsTEilArjr’lC~ / /i* .‘,/ -,- 
’ :,. ’ : _. ~-‘)r ;. . ’ _. ,‘ .~ .. ) , ,, -1 i I.. I, . , ’ 

Safety and effectiveness in pediatric patients with panic disorder below the age of 1 i 
have not been established. 

’ I. ” .:,, ( :‘i”‘. .,,,,_ r:r: ,” i’L8. 7, ~.~&... i;: .::r ‘.~.c‘.,If_,_ ., ^, ’ 
Geriatric Use: Ciiniical,~st,udies ofKlono& did not include sufficient numbers of subjects a**>* r‘ _ ̂“_ ,,x ,“w.ui.ie-Ad , ,; *,“,..,*$,.% .e”-!?r /_I r.rA”“̂ i’*;~-.r- 6 .I 
aged 65 andlover to, determme whether they respond differently from younger subjects. 
Other reported clinical experience has not identifieddifferences m?esponses between the 
elderly and younger patients. In general, dose selection for an el<erly patient shoul$ be 
cautious, usually starting at the low end of the.dosin~g range,&$lecting the greater 
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or 
other drug therapy. 

: -_ . 
Because clonazepam undergoes hepatic metabolism; it is possible that, liver disease will 
impair clonaze<&n elimination. Metabolites of klono$n are, exrete~ by thekidneys; to P‘age ,. Se .‘ I , 

. : 



avoid their excess accumulation, caution should be exercised in the administration of the 
drug to patients with impaired renal funciion:, Because elderly patients are more, likely to 
have decreased hepatic; and/or renal.function, care should be taken in dose selection, and 
it may be useful to assess 

.I,_ ,. ‘.I_ 
hepatic x .I / i,,.. andlor renal function at the time of dose selection. _, 

Sedating drugs may cause ;C~~~~~~i?I1..~d.?ver-se~ation in the elderly; elderly patients 
generally should be started on low doses of Klonopin and observed closely. 

_ _*_j ~,.:,,,; ax “*,A 1 ,. a,. / i ,.> 
ADVERSE! RE;aiCTl;dNS~’ 

,,.*,, , ,,, ,;y, ~ ii f, i -., ,” i “.I x ,- ,. ., ., E_ ;, IL ~/‘ 1,. 8 f 
L. .“,. 

The adverse experiences for Klonopin are provided separately for patients with seizure 
disorders and with panic disorder. 

.., . .,,.,, * ., 

Seizure Disorders: The-l-moat fiequently.occurring sideeffects of Klonopin are referable 
to CNS depression. Experience-in treat&r& of seizures has shown that drowsiness has 
occurred in approximately 50% of patients and” at~~~a~~a^pproximately 30%. In some 
cases, these may diminish with time; behavior problemshave heen noted in ,;_,/. ,-.., - 
approxim’ately 2.5% of patients. Others, listed by system, are: 

: ” ,. -;. .* jj 
Neurologic: Abnormal eye movements, aphonia, dhoreifor& movements, coma, diplopia, 
dysarthria, dysdiadochokinesis, “glassy-eyed” appearance, headache, hemiparesis, 
hypotonia, nystagmus, respiratory depression, slurred speech, tremor, vertigo 

,- 
Psychiatric: Confusion,‘~epression; amnesia;’ hallucinations, hysteria, increased libido, 
insomnia, psychosis, suicidal attempt (the behavior effects are more likely to occur in 
patients with a history of psychiatric disturb&rces). The follbvving paradoxical reactions ,$~~~ (,C 2. X&-s . 
have been observed: excitability, irritabrlny, aggressi<eb&avior, agitation, nervousness, 
hostility, anxiety, sleep disturbances, nightmares and vivid dreams 

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

., ~_ (_,~ .l) __I__. _ “A j a.- .’ 1 ‘1 .” . *. 

Car&ovascular: Palpitations 
. 

Dermatologic: Hair loss,‘hirsutism, skin rash, ankle-and faci,al, edema ” 
6 .“‘,.,l : ; / : 

Gastrointestinal: Anorexia,- coated tongue, collstipation, diarrhea, dry mouth? -encopresis, 
gastritis, increased appetite, nausea; sore-gums , /II __,, /,,11* .._.., I_ -v r.r7j1-‘*- -I’+ 7~ 

; 
->. 

Genitourinary: Dysuria, enmesis; nocturia, urinaryretention 
: 

Musculoskeletal~ hluscie~eal&ess;‘pains * 
: ,- 

__ “...“L. . ..^“,(.._’ . . ..__ >o ,,- ,’ ,.,. 
Miscellaneous; Dehydration, general deterioration, fever, lymphaderropathy, weight loss 
or gain _ -) ; .I 1.1 ‘ 
Hematopoietic: Anemia, leukopenia, thmmbocytopenia, eosinophilia 

/‘ ’ . i 
4 ” “._ -~(_.” ,iI .,.. t-- 

Hepatic: Hepatomegaly, transient elevations of serum transaminases and-alkaline 
phosphatase . i- ,, 
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.,, --- 4 , 
Panic Disorder: Adverse events during exposure to Klonopin were obtained by 
spontaneous report and recorded by clinical investigators using terminology of their own 
choosing. Consequently, it is not possible to provide a meaningful estimate of the 
proportion ofindiv$als experiencing’adverse events without first grouping similar types 
of events into a smaller number of standard&@vent.categories. In the tables and 
tabulations that foliow,‘CfC% d%%&$er&nology has been used to ‘classify reported 
adverse events, except in certain cases in which redundant terms were collapsed into 
more meaningful terms, as noted below. 

“’ ‘i 
The stated frequencies of adverse events represent the proportion of individuals %ho 
experienced, at least once; a treatment-emergent adverse event of the type listed. An 
event was considered treatment-emergent if it oc&rreh for the-first time or worsened 
while receiving therapy following baseline evaluation. b: -. 

Adverse Findings Obwwed in Short-Terht, Pla~~ab-~~rti;oi”Trial~:~ ’ 
: I/ ” ’ 

Adverse Events Associated With Discontiquation of Treatment: 

Adverse Events Occurring at an &c<dence of 1% or &ore‘ Am&g &ono&-Tiea&d 
Patients: 

Table 1 enumerates the incidence, rounded to the nearest percent, of treatment-emergent 
adverse events that occurred durmg acute therapy of panic disorder. from a pool of two 6- 
to g-week trials. Events,reported in 1 “/o or more of patients treated vvith Qonopin (doses “a‘*.. ,.,r”:*,,, -( I” ‘ 
ranging from 0.5 tom 4 mgidiyj and for which the in%lence ,gas greater than that in 
placebo-treated patients are included. ‘. .L ’ . I : 
The prescriber should‘be ‘aware that’the figures in Table 1 &-mot be used to predidt the *” ” *’ 
incidence of side effects in the course of usual med&l~pra&c‘e &k;kpatient 
characteristics and other”factors ,differ-from those @rat prevailed in the clinical trials. similarty, $& c~~d.~~~~~~~~~~~~~~~~b~*compared with‘ figures‘ b6t;in;d-fiom ither 

clinical investigations involving different treatments, uses and inve&igators. The cited 
figures, however, do provide the prescribing physitiian *it), so.me‘ba@s for estimat& the 
relative contribution of drug and nondrug’ factors to ‘the side effect incidence in the’ 
population studied. .’ 

. . ,.(. 
-: 
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Placebo 
N=294 

%I 

1 

0 
4 

0 
3 

2 
0 

‘1 

6 
0 

0 
Q 

0 
0 

I 

2 
1 

0 
0 I- l- 

* Events reported by at least 1% of patients treated with Klk$&“~<~ fb; d&Kththe 
incidenck was greater than that for l9aceibo. 

I .>.,,.:,:, . ,.^“.. “/ 

T Indicates that the p-value for the dpse-trend test (Co&ran-Mantel-Haenszel) for 
adverse event incidence ‘was k0: 1 b. .i .,,.. _,_ c 
$ Denomitiators for eG+s ‘iti ‘gend&-spkcific systeks’ L-e: & 240 (clon+epam); ‘1 Oi 
(placebo) for male, and 334 (c,lonazepam), i92 (plkebo) for female. 

Treatment-Emergent Depressive Symptoms: (j _ l,,l_ ,“,I, . ” -4 I ‘?, .,‘, d.‘. 1 .^ii.~., (\ _. * /, “, j j 1” ’ 
I 

In the pod1 of two sh&tA&rn pl&eb&ox&c$led t&&s, adve& events classified tider the 
preferred term “depressio$“~,~~q reported in 7% of Klijnc$n~tre&ed ~atie&s~c&np&ed 
to 1% of placebo-treated patients, wit@@ any clear pattern of dose relatedness. In these 
same trials, adverse event‘s classified under ~tie‘prkf&rr$d t&n “d’$~&&k’ &Se r&j&-&d ,. ̂  3.. ,.“, _ s ., I., ).) as leading to discontinuation in 4% of‘Klonoplfi-treated p&ie&s compared to 1% of 
placebo-treated patients. mile ‘fhese findings ke -ie&qthi, Hamilton Depression ~ ,” ,-. -I z .~ I ,’ 5 
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:  q  ,  .~  ,.” .-j >  ,  / .  , ._  ; .  i- , . (  
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../_. ., _ :  “. . “., 

’ : _ _  9 ‘ * ‘1 .,^*  . .J I”“,:. -> . :;*- ,? .. ._ * >  ,$ .,i: ;” - 1 ~ . *‘. 4 ;’ ), I/,*- I ” : 
O the r  Adve rse  E ven ts O b s e r v e d  Dur ing  th e  P remarke tin g  E val ia i iok if l& n o p i n  in  
Pan ic  Disorder :  

/ I  I _ , j, ,r,, :.L _ ,j._ _  ,,. .,I i’. .’ ,‘” 6  “Y ’ 
Fo l low ing  is-a list o f,mocl i f$,$ ‘~ I? !i~ te rms  ‘th a t re flec t t rea tment -emergent  adverse  

1, .  “j, . I_  \  

even ts repo r te d  by  p a tie n ts t reated with K lonop in’a t m u lt iple’doses  du r ing  c l in ic81 trials. 
A ll repo r te d  even ts a re”inc luded  excep t those  a l ready  l isted in’Tab le  1  o r  e l sewhere  in  
label ing,  those  even ts,fo r  wh ich  a  d rug  & u s e  was’re rno te , those  even t te rms  wh ich  we re  . so  gene ra l  as  to  b e  u n m fo r m a tive, a n d  even ts repo r te d  on ly  once  a n d  wh i ch&d  n o t have  
a  subs ta n tia l  probabi l i ty  o f be ing  acu te ly  i i fe- threatening. It is impo r ta n t to  emphas i ze  
th a t, a l though  th e  even ts occur red  du r ing  t reatment  wi th K lonop in , they  we re  n o t 
necessar i ly  caused  by  it: 

._ .  (i 

E ven ts a re  fu r the r  ca tegor i zed  by  body  system  a n d  l isted in  o rde r’o f dec reas ing  
f requency.  These  adyerse ,even ts we re  repo r te d  infrequent ly,  wh ich  is d e fin e d  as  ’ 
occur r ing  in  l/1 0 0  to  l/10 ( )0  p a tie n ts. 

,. ,; ., - .L ;j ,/I ,,,. ,,I - i---t ), $ “:;, _ -  / ,,“< “,e  $ ., ‘i :.” */ :. _ )__  ~  ,A  j_  
B o d y  as  a  who le : we igh t increase,  az !cc.dent?_weight  d e & e a s e ; w o u n d , e d e m a , fever , I _ , ) ._)“i,‘” shiver ing,  ab ras ions , ank le  e d e m a , e d e m a  fo o t, e d e m a  per iorbi ta l ,  injury, m a la ises pa in , 
celluli t is, infl~ m a tio n  local i ied ‘( ” I 

*. ̂ ’ 
_ .,,. ,*-s-’ ~ _  

Card iovascu la r  Disorders!  & h e s t pa in , hypo tens ion  pos tura l  ; 
(  ,p . j 

C e n tral a n d  P i r iphera l  ~ e r v p ~ ~  $ys tem D iso rde r& : n& ra ine , pa res thes ia , d runkenness ; 
fee l ing  o f enures is ,  paresis;  trem o r ,_ b u m i n g  skin, fa l l ing,  h e a d  fu l lness,  hoa rseness , 
hyperac tivity, hypoes thes ia&- igue  thick, twi tching 

: . 
“.,..$ .” _ -  ./. 

G a s trointest inal S ystem  Disorders:  abdomina l  d i scomfor t, g& ro in te & n a l  inf lam m a tio n , 
stom a c h  upse t, to o th a c h e , fla tu lence , pyrosis,% al iva inc reased , to o th  d isorder ;  ‘bowe l  
m o v e m e n ts f requent, pa in  pelvic,  dyspeps ia , hemor rho ids  

.‘ “_  
Hear ing  a n d  V e s tibu la r  Disorders:  vert igo, o titis, ea rache , m o tio n  s ickness .,,“. “~ , ..I -, ./ /. I, ^  .: ._F  .< .. ;,. ) I__ r.:..... ~  _ l_  , . ^  1x  s ‘:,” r. I_ , -j l  
Hea r t R a te  a n d  Rhy th m ’ & & % f& : ‘pa ip r ta tio n  

1 ; .; _ -  ,;’ < ,-: _ . .: _  ..* ,.,%  1  .j:\ xs: # ,t’ /,( ,“,~ n  i*l - r”. .~  _  _ _ , ,< L . :.;I ” . . . i. 

M e tabo l ic  a n d  N u tr i t ional Disorders!  thirst; g o u t ’ 
“. ::_  .I _ _  )I : fl i _  a “: 1  

,  i _  ,I .“. _  *~ -  ‘ I . .  ‘- ‘“‘._ I’ 

A4uscu loske le taZ  S ystem  l% ior-ders:‘& & p & , fra& re ,tta .u n a tic, spra ins‘a n d  strains, pa in  
leg , p a m n a p e ; ? X a r Q W i$$le,  c ramps  leg , pa in  ank le , pa in  shou lde r , tend in i tis, 
a r thra lg ia,  hyper ton ia , l u m b a g o , pa in  fe e t, pa in  jaw, pa in  knee , swel l ing  knee  _ / , ,( , 0 , /, ‘U ’ j__ . , .+ ‘,“D-l*  ‘3  
P latelet, B leed ing  a n d  C l & tin g  D i so r&& : b leed in~he$ ra l  “I’ :^ -  . ‘. 

_  . . *~ ,, ,.“ -;,, 

/, ,, ‘. 
P sychiatr ic Disorders:  i nsomn ia , o rgan ic  dis inhibi t ion,  anx ie ty, depersona l i za tio n : 1  ,_ _  iS j. “d  .,~  . 
d rea r@ g  ‘exd‘essive, l ib& lo loss, a p p e tite  inc reased , l ib ido i n& -eased , reac tions’dec reased , 
aggress ive  r & % tio n , a p a thy , a tte n tio n  lack, exci tem e n t, fee l ing  m a d , h u n g e r  a b n o r m a l , 
i l lusion, n igh tm a r e s , s leep  d isorder ,  su ic ide idea tio n ’ yawn ing  ,. ,_ ’ 

! , 
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.  
.  I  

Reproduc tive Disorders,  M a le: e jacu la t ion dec reased  --  “,’ 
I .( (,.._  :.v,,-‘ 

Res is tance M e c h a n i s m  ,DissO & & ~ ~  & f& & $  $$& ic , ‘& & & -$  & $  infect ion 
&  _ ,/ J^  : ,,.._  ., ^  : 

st reptococcal ,  he rpes  sim p lex infect ion, infect ious m o .nanucleos js ,  moni l ias is  ’ 
Resp i ra tory  S ystem  Di iqrders, :  sneez ing  excessive;asthmat ic  a ttack, dyspnea , noseb leed , 
p n e u m o n i a , p leur isy  ’ ^  

,, I_  _ ,- ,: _ ; I -” i *.;,; ,,_ -  ‘I , /I .,_ ’ : ,._x .. )_ / *I, * i -_, .- ‘2 -  
S kin a n d  A p p e n d a g e s  -b isorder ,&!  acne  fla re , a lopec ia , xe roden -na , d e r m a titis con tac t, 

-~  . 

flush ing , prur i tus, pus tu la r  reac tio n , sk in bu rns , sk in d isorder- .  I’ 

Spec ia l  S e n s e s  O the r , Disorders:  tas te  ioss 
. . ” ^ ,,e ,! “. 

Ur inary  S ystem  D isocdh : dysur ia,  cystitis, po ly& ia ; ‘u&a ry  incon tin e n c e , b ladde r  
dysfunct ion,  u r inary  re te n tio n , ur inarytract  b l ee&r@ ‘u & e  d & + & o n  1  

Vascu la r  (Ex t racard ihb)  Disorders:  th romboph leb i tis leg  . 
_  ‘., \. 

V is ion Disorders:  eye  irr i tation, v isual  d is turbance,  d ip loF$a :~  eye  twitching, & yes, v isual  
fie ld  d e fec t, xe roph tha lm ia  .,i ._ , _ .,^ , 

‘. I_  i_. .- ., ;. ‘. .’ / 

i .” . ,  . . : . . ,~  ,{ :. _  ‘ /., :. I 
Phys ika l  a k d ~ P s j u % h & q $ & l  ~ & & & d e n c & f W ithd rawa l  sym p to m s , sim i lar in  charac te r  to  
those  n o te d  with barb i tu ra tes , a n d  ~Jx&JJ  (eg , convuls ions,  psychosjs,  ha l l uc - in$~$s~’ ‘. 
behav io ra l  d isorder ,  trem o r , abdomina l  a n d  musc le  c ramps)  have  occur red  fo l low ing  
ab rup t d iscont inuance o f c j onazepam. T h e  m o r e  se ,vere~wi thdrawal  sym p to m s  have  
usual ly  b e e n  lim ite d  to ,those  $ t& ts~ w h b  ‘rece ived’~excess ive  doses  over  a n  ex te n d e d  
pe r iod  o f tim e . ,G e p e r @ y m i lder  w i thdr$$$ sym p fo m s  (eg , dysphor ia  a n d  insomnia )  
have  b e e n  re fio r te d  fo l low ing  ~ ~ b ~ ~ t‘~ ~ lscont inuance o f ben iod i tie $ n e s  taken  
con tinuous ly  a t th e r a p e u tic levels fo r  severa l  m o n ths  C o n s e q u e n ti;, a fte r  ex te n d e d  , ;.,;,! $ ,v ,‘*:-/*d:. 
the rapy , ab rup t d iscont inuat ion shou ld  genera l ly  b e  avo ided  a n d  a  g radua l  d o s a g e  :,“j;,,y “” ,‘,- I ,i , /j “ii% # .Y P  & w C # ‘>  ~ , L  .~  tape r ing  schedu le  fo l l owed  ( s e ~ ~ ~ A ~ ~ :‘~ ~ ..~ ~ ~ ~ ~ ~ ~ ~ ~ ~ .,A .dd lc t lon-prone.  

ind iv iduals  (suchas  d rug  add ic ts o r ,a icohoJics)  shou id  b e u n d e r  ca re fu l  su rve&nce  w h e n  _  ~ _  > , “_  .^  
rece ivmg c l onazepam o ro the r  psycho tropic a g e n ts because  o f th e  pred ispos i t ion o f such  
p a tie n ts to  hab i tu a tio n  a n d  d e p e n d e n c e . 

: .--~ - _ , _ ,_  ,), (  _ _  ,_  b ~ .-.v,- 1 ;. ,I- 
Fo l low ing  th e  shor t-te r m ’treatment  o f p a tie n ts wi th’& n ic d isorder’&  S tud ies  i’a$ l2  (see . 

-_  
C L ~ ICAL  p H m A c & & y @  ; l i^, n  ” (, 

z?zcpZ Trzals),  & & n ts we re  g & $ & y  w i thdrawn 
du r ing  a  7 -w&k  downward - ti tration (d iscont inuance)  pe r iod . O veral l :  th e  d i s c o n & & r & “ . . pe r iod  w &  assoc i - {ed w i { (good  tolerabi l i t i  & -a  ;Tery m o & e s t cli;; ical d e te tiG i;ti;d ; *Ji ‘.‘% a  ‘“‘.- .“” 
wi thout  ev idence  o f a  signi f icant r e b o u n d  p h e n o m e n o n . Howeve r , the re  a re  n o t’su fficient 
d a ta  from  a d e q u a te  a n d  wel l -cont rohed long- te r m  c lonazepam studies in  p a tie n ts wi th 
pan ic  d isorder  to  accura te ly  es tim a te  th e  r isks ,o f w $ $ @ w a ~ s y @ & m s a n d  d e p e n d e n c e  
th a t m a y  b e  assoc ia ted % ‘i’h P  such  use . ..e  : . ; -, .., 1  ^ -  i.“‘ _  */_  
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Human Experience: Sympt?~~~ d’~!m~~pam d%xdosage, like those produced by other 
CNS depressants, incJ&$ @mnolence, confusion, con% and diminiihed refl&&. 

;_ 1, 
Overdose Manageme@ Treatment inclgdes monitoring of respiration, pulse a&l blood ‘ ~,* 
pressure, &%&-al suppc$ve meas_ures:and immediate gastric lavage. Intravenou; fluids 
should be administered and an”acJequate airway rnaintained.,;I-Typotensipn may be 
combated by the use of levarterenol or rnktar,~~~~l;‘.~ialyas is df%‘k&wn value. 
Flumazenil, a specific ben?pcJiazepine-receptor ar$agonist, is indicated f?r& complete 
or partial reversal of the se&t&e &f?e& ‘of b&,o&-&pi&s tid may be used in. 
situations when an o$etidose Gith a b&ddiazepine is known or suspected. Prior to the 
administration of flum~enil, necessar~~~~~~~~~~ould be instituted t;j se&-e‘ &vay; _ A‘ ,^_ .-, 
ventilation and in&aven:pus a&&s’. Flumtienil is inter&& as an-adjunct to, not as a 
substitute for, proper minagetient of ben@diazepine ov&dose. Patients treated with 
flumazenil should be minit&ed.for resedation, respiratory depression and @her” residual 
benzodiazepine effects for.36 hbp&priate period after treatment. ‘l!he piescribel’.should j ,,..“, . . . 
be aware’of a risk 6f $&re in ass&&ion with: fltimkz&ii treatment, particularly iti 
long-term benzodiazepine users-@d in cyclic,antidepressant overdose. The complete ,rUI #l* ~@wf,*x;&* +%w”“p+ 1 & &ii”$~&,~*<: flumazenil package insert, inclu$ng CoNTRAIN@iex??IONSi tYAR.NlNGS ‘and 
PRECAUTIONS’, should be consulted prior to use. L _. ,,. 
Flumazenil is not indicated-.ia patienti with epifehsy w%o’haqe been treated with, 
benzodiazepines. Antagonism of the benzodiazepine e&ii 61 s&h &&ie& iay provoke seizures. . j / ‘I”- ̂ ,. r:.*--” 

L . .- ,j~ .- 
Sefious.seqaelae are rare unless other drugs or alcohol have been taken c?ncomitantly. 

Clonazepam is available ,as ,a tablet. or an orally disintegrating tablet (wafer): The ta6l’kts _, “_1 .,, a., i 
should be administered with water by swallowing-the &~~~,i~+~~JhlLT~e prally 
disintegrating tablet shoild b< &ninist~~~$ as fo$&&‘-;ilfter opening the pouch, peel back the foil on && bl;ii;i;$ ;;;;;;g‘~&blet throughfoil: lmmk’diately upon opening 

the blister, using dry hands, remove the tablet and place it in the mouth. Tablet 
disintegration occurs r@idly in saliva so’it can be easily swallowed with or without 
water. ,’ 1’ _.-_ , ” 

Seizure Disorders: Adz&: The initial dose for adults 66th s&&e .disorde;s should not /” b&“, ,_b” *,“/,.1.. ^ ; “,’ _’ , _ _ . . , , /_^” _ !_ 
exceed 1 S mg/day divided-iri~~‘~l;jree~~~~es, Dosage may be incre&id in increments of 
0.5 to 1 mg every 3 days until seizures are adequate‘ly &$&&ie$$&& s&k&&s __ _*I “. _ ..//,“bA?i. _ 
preclude any further incrtiase. I$aintenance,dosage must b!: individualized for each . ./ “;I _., _ ,, --- .* ‘I i.- 
patient depending upon r$pdfi&;” Maximum recon$&ded d$l) &%e is 20 mg. 

8 ii ‘>‘ . ‘.,;I,. 1 <;., ;. ,--i-s- .“>. : . 

,, 

The use of multiple anticonvulsants may re+it ,in & increase of depressant adverse ‘1;: :sP<; ,‘., i ,I* I,\ .* ii _, 
effects. This should be considerkd’before’addi@Klonopm to an existing anticonvulsant 
regimen. :, ,^.. i.~, 

.,. _ 
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,: ^ . . /l._., ,. /. 
Pediatric Pat&&s: Klonopin is@mi&tered or&. In%?ler ,:,i,i;nl,e.d;~~~siness, the 
initial dose for & far%  and childrenS,,(up to 10 yeam  ofage or 30 kg of body weight) should be b;j&ken 6*‘by “& o*a3.,-ti~-,h’ay’ 6tif;of.t;, exceed o~05.G~.~clay&ven in 

two or three divided doses.-llosage”sho~~d, be, increased by no.~m ore than 0.25 to 015 m g “~,.<,“/‘-‘f” ‘**,~-‘j+w G” 
every third day until a daily m aintenancedose of’O.1, @  $2 m g/kg of body weight has 
been reached, unless seizures’~e~Ritirolled or side:effects preclude f@$jerin%ease. 
Whenever possible, the daily dose should be divi&l into three equal doses. If doses are 
not equally divided,” the-largest dose should be given’before retiring. 

Geriatric Patients: There is ‘no clinical trial experience with Klonopin in seizur$ disorder 
patients 65 years of age and older. In general, elderly patients should be start-td<on low 
doses of Klonopin and observed closely (see PRECAunis~~~~~~~~~~‘~~e). 

I 
1 ,j ,^I ._ ‘I ,^ , ,_ I : ,.,s._ ).” ‘.. .I : 

Panic Disorder: Adulti.1 The’initial dose for adults with-par& ‘hisorder is 0.25 m g bid. An _-‘,_I* *, c%.x rl”.+-. 
increase to the target dose for m % tl% ien~bf 1 m g/day m ay be m ade after 3 days. The 
recom m ended dose of i’m g/day is based on the results from  a fixed dose study iri which 
the optim al effect was seen at 1 m g/day. Higher doses of 2,3 and 4 m g/day in that study 
were less effective than the I m g/day dose and were associated with m ore adverse ^ _.^,_ .., ..-a 
effects. Nevertheless, it is possible that som e individual patients ,may benefit from  doses 
of up to a m axim um dose of 4 m g/day, and in those instur~es, the dose m ay be increased 
in increm ents of 0.125 tt 2.2-5 m g bid every 3 days until panic disorder is controll,ed or ,~ x ““;A’ ,* U,di^ -a a., 
until .side &&t‘s m ake further increasedun-desired. To’redu~ethe mconvenience of 
som nolence, adm inistration of one dose at bedtim e m ay be desirable. _: 

._ 
T reatm ent should be discontinued gradually, with a decrease ,of 0.125 m g bid every 
3 days, until the drug is dom pletely withdrawn. ’ x I ._.’ .. ,z 

.c I’ 
There is no body of evidenqe available to answer the question,ofhqw long the patient 
treated with clonazecam  should rem ain on it. Therefor~?,~~~physlclan who elects to use 
Klonopin for extended periods should’periodicaliy reevaluate the long-term  usefulness of 
the drug for the individual Ijatient. 

I. .;.), ,, - 
Pediatric Patients: There, is no clinical trial experience with Klonopin in panic disorder 
patients under 18 years of age. 4. /_ , ,,_ _” I_ ,,.~ *.. __ ,* .I -4 A ,’ :’ . ‘. 
Geriatric Patients: There is no clinical trial, experience with,VKlonopin in, panic d&order 
patients 65 years of age and older. In general, elderlypatients should be started on-low 
doses of Klonopin and observed closely (see PRECAUTI~IY$ c$<&ic *c&j. -‘_ ;,. :.. I ‘ \- :I “, i ; ~“il, _ “.. i”i.. :* ,i% -‘*i‘~. : : ;. -;.:, :, _-. ,I‘ _.~ ,. i i ‘- 
HOW SUPPLIED ’ ‘E 
Klonopin tablets are available as scored tablets with a Kzshaped perforation-O.5 m g, _ b,.*Tr&.,$ ‘ -. “,>* *+ ;*,,\,?,t “,A i&\d Cii i“ws -T”,.. , -:j. ‘“k’ _- Y  / : 
orange (ND~‘~OO4~~@%-0~~ ,snd unscorep,,tablets-~~~~ a K-shapes per@$&n~! m g, 
blue (NDC OOO&OOij8”l”o;l~; 2 &i, white (NDC OO04@~~~~f~~~f@e~ of I()(). 

Imprint on tablets: 

0.5 m g - l/2 KLONOP:IFJ (front) <<tablet illustration>>‘ .. RoCHE(scored’sidej,*~’ ., 
_(,. L, ;,, . j ,*  . . . . .I, -v 3’ ,.. I’ 1”’ ’ I ,, . r’-( 
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Klonopin Wafers (clonazepam orally disintegrating tablets) are white, round and 
debossed with the tablet strength expressed as a, fraction or whole number (l/8, l/4, l/2, 
1, or 2). The tablets~are’ a&lab:& in bhster packages of 60 (10 ‘pouches/carton) as 
follows: 

0.125 mg debossed l/s; (NDC 0004-0279-22) “. 

/ i  ,‘ 1  

-* 
Rx only 

Distributed by: 

, ,, ^.,,'. 
2553826uIojoi .- - :. , :L . "_"j * I,, ̂, /,. " 
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