CLORAZEPATE DIPOTASSIUM - clorazepate dipotassium tablet
Aurolife Pharma, LLC

WARNING: RISKS FROM CONCOMITANT USE WITH OPIOIDS; ABUSE,
MISUSE, AND ADDICTION; and DEPENDENCE AND WITHDRAW;
EACTIO!
» Concomitant use of benzodiazepines and opioids may result
profound sedation, respiratory depression, coma, and Geath. Reserve
concomitant prescribing of these drugs in s for whom
aiernative treatmant options are Inagequate. LIt dosages and
durations to the minimum required. Follow patients for signs and
symptoms of respiratory depression and sedation (See WARNINGS

with an increased frequency of serious adverse outcomes. Before
prescribig Clorazepate dipotasshum tablats and throughout out
atment, as: h patient’s risk for abuse, misuse, and
adiction (Se WARNINGS):
* The continued use of benzodiazepines, including Clorazepate
im tablets, may lead to chnicaby significant
bandonce. The rike of dopendance ana witndrowsl nerease with
longer treatment duration and higher daly dose. Abrupt
rapid dosage reduction of Clorazepate dipotas
Labiots ket continacd use rony brecipiate acite whhdrawal
reactions, which can be We- thicatening. To roduce the risk of
kbl renctocs, usn  racd tapar o discontins Cloneecs
otassium tablets or reduce the dosage (See DOSAGE AND
ADMINISTRATION and WARNINGS)-

DESCRIPTION
Chemicaly, Clorazepate dipotassium is a benzodiazepine. The empirical formula

£ ChtaChaNi the mokeusr weht < 408 92 1 .6 Senzadzeprie 3 carbouyic
acid, 7-chioro-2,3-dihydro- heny-, potassium salt compound with potassium
v (1) and e truchoralformmut ey e epresentonto Tolows.

The compound occurs as a fine, ight yelow, practically odorless powder. It & nsoluble in
the common organic solvents, but very soluble in water. Aqueous solutions are:
unstable, clear, ight yelow, and akaline.

Clorazepate dipotassium tablets, USP contain 3.75 mg, 7.5 mg or 15 mg of clorazepate
dipotassium, USP for oral administration.

for

magnesium oxide, magneskum tearae, microcrystalinecokose, poassium carbonate
sodium chioride and sodium lauryl sulfate. The 3.75 mg tablets also contain FO&C Blue
Mo 3 Aminam Lake and the 73 g 1abets 356 contan FORC Telow No. & Arinum
Lake.

CLINICAL PHARMACOLOGY

has
benzodiazepines. It has depressant effects on the central nervous system. The primary
metabolite, nordiazepam, quickly appears in the blood stream. The serum haif-lfe s
about 2 days. The drug is metabolzed i the iver and excreted primaril in the urine.

Studies in heakhy men have shown that clorazepate dipotassium has depressant effects
on the central nervous system. Prolonged adminstration of single daly doses as high as
120 mg was without toxic effects. Abrupt cessation of high doses was folowed in some
patients by nervousness, insomni, Irftabitty, diarrhea, muscle aches, or memory
imparment

Since orally administered clorazepate dipotassium is rapidly decarboxylated to form
nordazepom here & sssently o crcitig parentdrug. Nordzepem, the prinary
metabolte, quickly appears in the blood and i eiminated fror with
apparent haf e of Sbout 40 t 50 hours. Plasra levels of nordazepam ncrease
proportionally with Clorazepate dipotassium tablets dose and show moderate
accumulation with repeated adminstration. The protein binding of nordiazepam in
plasma s high (97-98%).

Within 10 days after oral administration of a 15 mg (50 Ci) dose of 4C-clorazepate

dipotassium tabets to two volunteers, o1 e rodactuy vas excrted n the
urine and 15-19% was eiminated i the feces. Both subjects were sl e

of radioactivty in ool e T dose)on day ten
Nordiazepam

CorAIgets xsscpam (3 mydromynerdasepanmy. n sTallr amounte o comptea b
hydroxynordiazepam and nordiazepam are aiso found in the urine.

INDICATIONS AND USAGE
Clorazepate dipotassium tablets are indicated for the management of anxiety disorders
or for the short-term relef of the symptoms of anxiety. Anxiety or tension associated
with the stress of everyday lfe usually does not require treatment with an anxiolytic.

a tablets are indicated s adj. o
of partal seizures.

of C
. Eha s, more han & months as 1ot been sssessed by systematk cnical
studis. Long-term studes n epleptc patents, however, have shown continu

erapeutic activkty. The physician shouid reassess periodicaly the usefulness of the
Grag For e i paers

Clorazepate dipotassium tablets are indicated for the symptomatic relief of acute akcohol
withdrawal,

CONTRAINDICATIONS

Corazepate dpotassium ablets are contrandicated n patints wth 2 known
ypersensitivty to the drug and in those with acute narrow angle glaucoma.

WARNINGS

rom Concomitant Use with Opioids: Concomitant use of benzodiazepines,
Reviing Clrazepate dpatasshum tables, and ofiads may resuk nprofound sedation,
respiratory depression, coma, and death. Because of these risks, reserve concomtant
ey o hese g e paments ot Whom sk ate ramnent omtons e
inadequate.

5e of opiokd analgesics and
benzodiazepines increases the risk of drug-related mortality compared to use of opioids.
e 13 Gecion s made (0 prescrise Chrazepate dpotosshm tablets concormkantly
with opioids, prescribe the lowest effective dosages and minimum duratior
ConcomRant use, and folow paients closel for Jgns and Symptoms of respratory
depression and sedation. In patients already receiving an opoid analgesic, prescrive a
lowier intal dose of Clorazepate dipotassium tablets than indicated in the absence of an
opioid and titrate based on cinical response. If an opioid s intiated in a patient afready
Eaking Clorazepate cipotassim tablets, pescrios @ ower it dose of the opio and
tirate based upon ciinical response.

Advise both patients and caregivers about the risks of respiratory depression and

n when Clorazepate dipotassium tablets is used with opiods. Advise patients not
to drive or operate heavy machinery unti the effects of concomitant use with the opioid
have been determined (see PRECAUTIONS: Drug Interactions)

e, Misuse, and Addicti use of benzodiazepines, including Clorazepate
dpotaszum Tabkts, expases users o the ks of abuse, misuse, and addicton, whch
n lead to overdose or death. Abuse and misuse of benzodiazepines often (but not

aiways) Ivoie the use of duses oreater than the misxkmum recommended 90soge and
c

outcomes, including respiratory depression, overdose, or death (see DRUG ABUSE AND
DEPENDENCE: Abuse)

o tablets o , assess
esch patints ik fo abuse, msuse, and addton (eg. usng  standardzed
screening o) Use of Corazepae dpoasshm bt prteuirly o

ecestaotos coutacing svout the ks 3n8 propor use & Corsvepate
dpotasshmt taoets along Wi monkaring for 5 and SYMPIOMS of abuse, miuse:

addicti . avo)
RS Geprec s ot eeancon sesacose win Sbuse, misscorand sacchion
(69, ophid anaigsics, stmulants); and advie patents on the proper disposal of
unused dr s suspected, and instiute
{or rete tham 1) eavy westrent. 6 oppropreve
Dependance and Withdrawal Reactions: To reduce therk of wihdrawa eactions,
use a gradual taper to discontinue Clorazepate dipotassium tabl
Goach i patini-apeciic pan shoul be vaedt 1 ape the dose) {see DOSAGE AND
of of C

tablets)

Patients at an increased risk of withdrawal adverse reactions after benzodiazepine
discontinuation or rapid dosage reduction include those who take higher dosages, and
those who have had longer durations of use.

Acute Wihdrawal Reactions

The contnued se o benzodazspines, nckding Chrazepate dpotassh tabes

apid dosage
Fetucion of Corarapore dpotassum abletsaiter contiued use, of aaminstraton of
fumazeni (a
h can be e threatening (9. e r e (e DU AUSE AND DEPENDENCE.
Depender

Protracted Withdrawal Syndrome

In some cases, benzodiazepine users have developed a protracted withdra
e ome wis Windroval St being wedks o more han 12 menine (see DRUG
ABUSE AND DEPENDENCE).

Use in Depressive Neuroses or Psychotic Reactions: Clorazepate dipotassium
tablets are not recommended for use in depressive neuroses o in psychotic reactions

Use in Children: Because of the lack of sufficient clinical experience, Clorazepate
dipotassium tablets are not recommended for use in patients less than 9 years of age.

interference with Psychomotor Per Patients taking Clorazepate
otassiom bets Shobil e cavtane soamer engaig b hosardos occopatons
requiring mental alrtness, such as operating dangerous machinery including motor
vehicls.

use s Since Cl
has a central nervous system depressant effect, patients should be advised against the
simutaneous use of other CNS depressant drugs, and cautioned that the effects of
alcohol may be increaset

Sulcdal Behavir and Ideation: Antepleptc drugs (AEDs). neludng Corazepate
ease the risk ights or behavior in patients taking
i fo oy oo, Faonte tresoc i sy AED fo oy e aton shovls
be montored for the emergence or worsening o depressin,sulidal thoughts or
‘avior, and/or any unusual changes in mood or behavior.

Pooled anayses of 199 placebo-controled cicl s (mono- and adunctle therapy)

1 diferent AEDS showed that patients randomized to one of the AEDS
epwcx\ma( I s e i (oot Repive Rk 1B, G5 o3 27y o sicidl
thnking or behavir compared to patents randomized to placebo. I these tris, which
o 8 medion treatment duration of 12 weeks, the estimated inilence rate of sicdal
benavior or eaton among 27.863 AED.reated patints was 0.43%, compared (6
0.24% among 16,029 placebo-treated patients, representing an increase of

ase o el Svery 530 ptiens resce

There were our suicdes i drug-treated patnts i the tria and rone i p

e ponts, ot he s & o vk sl any conchtio bk aru affect

oo

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as



one week after starting drug treatment with AEDs and persisted for the duration of
treatment assessed. Because most triais included in the analysis did not extend beyond
24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be
assessed.

raly i the
o amayzd The g of nérenset il win AEDE o varying machanime of pcton
and across a range of indications suggests that the risk applies to al AEDs used for any
g
analyzed. Table 1 shows absolute and relative risk by indication for all evakuated AEDs.

Tabie 1: Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Indication  Placebo Patients Drug Patients Risk Difference:
wkh Events Per wkh Events Per memnce S bvents  Adatonsl brog
1000 Patients 1000 Patier rug Patients with

Patients/ncidence in Events Per 1000
Placebo Patient

Epiepsy 10 34

Psychitric 57 85 i 29

Other 10 18 19 09

Total 24 a3 18 19

‘The relative risk for suicidal thoughts or behavior was higher in clincal trals for epiiepsy
than in cinical trias for psychiatric or other conditions, but the absolute risk differences
were simiar for the epiepsy and psychitric indications.

rescribing Ch o any other AED must
balance the risk of suicidal thoughts or behavior with the risk of untreated ilnes:

Epilepsy and many other llnesses for which AEDs are prescribed are themselves
sszochted wkh morbidty an mrtalty s an ncressed e of ulcdl thoughts and
Benavior. Should suckal thoughts and behaver emerge during treatment, he
prescrive needs to Consider whethr the emergence of these symptoms n any given
patient may be related to the finess being treated.

Patens,the careghvers, and famiies shoud be nformed that AEDS fcrease the ik of
sl noughts and be be advised of the need to be aler
rgence ot worsening of v S and syrptore o depresan, ony s

Changes s Mood of benever, or the eMmergence of Suclal thoughts, behavir. o
thoughts about sef’- harm. Behaviors of concen should be reported immedately to
heattcare providers.
Usage in Py : An increased risk of sssockted weh
diazepa
the first rimester oV Dvegnan(y s been suggested several studies. Corazep
zepi

pregnanta the i of stk of herapy shouldbe consdered Patents shoukibe
advised that f they therapy or intend to
Sk Communicace wih e physician about the Jesiabiy of dscontining the g,

“To provide information regarding the effects of in utero exposure to Clorazepate
dipotassium tablets, physicians are advised to recommend that pregnant patients taking
Gorazepate dpotassiu tablets envolnthe North American Antpleptic Drug (NAED)

regnancy Registry. This can be done by caling the tol-free number 1-888-233-2334,
e one by oot Tamaches e maion o i regitry con a2 b found
at the website http://www.aedpregnancyregitry.org.

during Lactation: Clorazepate dipotassium tablets should not be given to
nursing mothers since it has been reported that nordiazepam is excreted in human
breast mik

Neonatal Sedation and Withdrawal Syndroma; Use of Corazepate dpotssskum
ekt e 1 pregnancy can resuk nsedaton (resprstory dspression ethargy
hypotonia) andlor whdrawalsymptoms (hyperrefe, rkabiky,restiessness,

mors, iconsalslecryng, and feedingcificuie) nthe neonate (see PRECAUTIONS
Pregmarcy), Mankor neonates oxbosed to Clorazepate dpotassiam dor g peqnancy or
iborfor $5ns of Sedtion and morikor ReonAtes GxpoSed th CITazepate potSEm
during pregnancy for signs of withdrawal; manage these neonates accordingly.

PRECAUTIONS
In those patients in which a degree of depression accompanies the anxiety, suicidal
tendencies may be present and protective measures may be required. The least amount
of drug that is feasible should be availble to the patient.

Patients taking Clorazepate dipotassium tablets for prolonged periods should have blood
counts and iver function tests periodicaly. The usual precautions in treating patients
with impaired renal or hepatic function should also be obser

In eiderl or debiated patints,the il dose shou be smal, and increments shoud
the patient, to

excessive sedation,

Information for Patients
patient to read thef

Risks from Concomitant Use with Opioids
Advise both patients and caregiversabout the risks of

s used withopioids and not to use such drugs concomitantly unless supervised by a
healthcare provider. Advisepatients not to drive or operateheavymachinery unti the
effects of opioid

Abuse, Misuse,and Addiction: Informpaints tha th use of Clorszepate
Gpotaeam nies. cven ot recommended iges, exposes users to risks of abuse,
miuse, and addkTonwhhian kad 0 overdose and death, especilbwnen used

:embmawnwmvcthermed\:atmns (eg

the signs
O amaabecoine Sboke, Maesesond oo, o Sk ekl nal ey domtip
these signs and/orsymptoms; and on the proper disposal of unused drug
(5eeWARNINGS and DRUG ABUSEANDDEPENDENCE).

Withdrawal Reactions: Informpatients thatthe continued use of Clorazepate
i may lead

or rapid n of Clorazepate

tablets
Inform patients
o o cosen patamatoingbnsodaepes Rove Sovilopea &

lasting weeks to more than

T2month: of Clorazepate
dipotassium tablets mayrequire a slow taper(seeWARNINGS and DRUG
ABUSEANDDEPENDENCE).

icidalThinkingandBel atients,their caregivers, and famiies should

pmeiert:iuraie Clrazepate dpotassm tblets, may ncrease e riskof

et rancamroanca of worsaring of yrptoes o deprcesene any unusul
changes n mood or behavir,or the emergence of suklathoughts behatr, or
thoughts

healthcareproviders.

vise pregnant females that use of Clorazepate dipotassium tablets late
reamancy Lon feaul i Sadation reepkotory Géprceaon. ethercy, hypotonia)sndler
wihdrawalsymptoms (hypereflexa, fiabiky,restessness, emors, nconsolible
crying, and feeding difficuties) in newborns (st jation and
). Instruct patents to inform

their healthcare provider f they are pregnant.

e patents that thee s o pregnancy exposure regsty hat monkars pregnancy
osed to Clorazepate dipotassium tablets during pregnancy
et

Nursing: Advise patients s not
a tabets. Nursing Mothers).

DRUG INTERACTIONS

use of and the riskof
Sies in the CNS ths "

at sites and
receptors. Whenbenzodiazepinesand opioids arecombined, the

of concomitant use of
benzodiazepines and opioids, and mennarpahsn!s
closehforrespiratorydepressionandsed:

1 Clrszepte dipotasshtalts b tobe combied wah other drugs acting on the

lheegen(s(obe loyed that

the

Pivboryetfects of chorpromasine, but docs

exhbitmonoamineoxidaseinhbition Cinicalstudies have
ed Theactions of the

benzodiazepines may be potentiated by
barbiurat: b nhibitors or other

antidepressants.

Irc tablets are used to

concomitantmedication.

of
t of Clorazepate
dipotassium tabiets.

Pregnancy:
Preqnancy Exposure Registry

nere s bregnancy exposureregsiy ot monkars pregrancy outconcs n vomen
exposed to psychiatric medications, including Clorazepate dipotassium tablets, durin
prégnancy. Heahcare provkiers are encouraged 1o regster patknts caing the Natonal
Pregnancy Registry for Psychiatric Medications at 1-866-961-2388 or visiting onlne
hitps:/womensmentaheakh.org/pregnancyregistry/.

Risk Summary

Neanates born to mothers using benzodazepines te i pregnancy have been reported
ARNING:
Neomatal Secation and Winarawal Syndveme neCincar Consneranons) Avaiable
ata fom publshec observatonlstudies of pregnat women exposed
o not report a o malor bith
defects (see Data).

The background risk of major birth defects and miscarriage for the indicated popultion
s unknown. Al pregnancies have  background risk of birth defect, I0ss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in cinically recognized pregnancies is 2 to 4% and
15 10 20%, respectively.

Clinical Considerations
FetaiNeonatal Adverse Reactions

Benzodiazepines cross the placenta and may produce respiratory depression,
hypotonia, and sedation in neonates. Monitor neonates exposed to Clorazepate

ypotonia,ond TGadEng OBl Monkor negnates exposes ts Crasepels dpotsssim
during pregnancy for signs of withdrawal. Manage these neonates accordingly (see
WARNINGS: Neonatal Sedation and Withdrawal Syndrome).

Data

Human Data

during
pregnancy do ot report  car association with benzodiszephnes and mapr b

e, Ahough eary stodin eporsas an cressad Tk o congensal malormatons
i Gepam o chrdisam o, thare o e conSEvSnt P nared.m mgen

i en studies of
during pregnancy, which were adjusted for confounding exposures to akcohol, tobacco
and other medications. have not confirmed these findinds.



Animal Data

ant rats and
abbks ak doses up to 150 and 15 mo/ky,respectively.dd not cause & feta toxkcies or
maformation. However, the
maternal care of the offspring.

Nursing Mothers:
Risk Summ:

Corazepate and s acive metabole,norcazepam, arepreset nbrest ik Thre are

report n, poor feeding and poor weight gain in infants exposed to
nmzamazemnes lhro ugh breast mik. The efects vcmaze ate on mik producton are
of the potential for serious adverse reactions, including sedatior

A awal Symprors n e, e pelints the brcesteeding o not et ommended
during treatment with Clorazepate dipotassium,

Pediatric Use: Sec WARNINGS.

Gerlatrc Use: Cinialstudies of Chrazepae dpotassum tatiets were not adequate to
determine whether subjects aged 65 and over respond diferently than younger

e iy o defores ptlrts oy e ecpet i Sensive to e cecs of ol
benzodazeines. nciding Clorazepate diotassium. In general,edery or debitated

patients should be started on lower doses of Clorazepate dipotassium and ol
losel.reflecting the greser froquency of dcraased hepatc renal, o cardioc Tunction,
and ther drug ther should ao be made

Slowly, ond wih more cauton i this patnt popuaton (see PRECAUTIONS &
DOSAGE AND ADMINISTRATION).

DRUG INTERACTIONS

The concomtant use of benzodiazepines and opiKs ncreases the sk ofrespratory
depresson because of actions a iferent receptorstes i the CNS tht con

respiration. sites and opio atmu
et When bensodaceomes and opods re combined e porenca fo
benzodiazepines to significantly worsen opioid-related respratory depression exists.
Limit dosage and duration of concomitant use of benzodiazepines and opioids, and
montor patients closely for respiratory depression and sedation.

1 Clrazepate dpatassium abets &t be combined wth ther arugs octng o the
of

the agents to be employed.
prolngs the Seepn tme after hexaoarbalor aftr eyl sconol icreases the

Cinical Studies have shown. mu—,aseu seuawn ek conconons hypnoc medicatons
The actions of cotics,
< hbkors o other

If Clorazepate dipotassium tablets are used to treat anxiety associated with somatic
disease states, careful attention must be paid to possible drug interaction with
concomitant medication.

antacids
o erapente v ot STty mfenes i somaiaslty f Corarenars
dipotassium tablets.

ADVERSE REACTIONS
The sideaffect most requenty reported was arowsiness.Less commony eported (n

descending or ccurrence) were: dizzi tobtestnal complas,
enveamess, s von, ary mouen, headach, and mental confusion. Other
ifects ncluded hsomni, ransint sk rashes, e, ataxa, genkourinary

o, (o, dpop, depreston, hemor, ha e 5

‘There have been reports of abnormal Iver and kidney function tests and of decrease in
hematocr.

blood pressure has
To report SUSPECTED ADVERSE REACTIONS, contact Aurobindo Pharma USA,
Inc. at 1-866-850-2876 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

DRUG ABUSE AND DEPENDENCE

Controlled Substance
Clorazepate dipotassium tablets contains clorazepate, a Schedule IV controlied
substance.

Abuse

2 CNS depressant with a
Rotente o abuse and addirion. Abuso s the Trontone non the apecht 156 0 2
desirable psychological or physiological effects. Misuse is the
enional et o therapeukl puiposes 6 2 by n oGduel 1 3wy ot hen
cri a health care provider or for whom & was not prescribed. Drug addiction
s a cluster of behaviral, cognitive, and physiological phenomena that may include a
strong desie o takethe v, dculis i controling rug use (9. contung drug
ing a higf

activhios and aokaiont. and poséi tokrance of phyetal dependence. Even aking
benzodiazepines as prescrived may put patients at risk for abuse and misuse of their
medication. Abuse and misuse of benzodiazepines may lead to addiction.

Abuse and msuse of benzodiazepies often (bt ot shiays) ol the use o coses

greater than the maximum sage and comr
2CE T ot meieanone, scohoh ancor Tk ocbotanccs, whh s csocred wht an
increased frequency of serious adverse outcomes, including respiratory depression,

overdose, or death. Benzodiazepines are often sought by individuals who abuse drugs
and other substances, and by indiiduals with addictive disorders (see WARNINGS:
Abuse, Misuse, and Addiction).

The ol andjor
se: abdominal pain, amnesia, anorexia, anxiety, aggression, ataxia, blurred vision,
Confusion, depression, dsanBton, diorentatin, dzshess, suphoria, mpare
concentration and memory, indigestion, irritabilty, muscle pain, skurred speech, tremors,
and vertigo.

The with

e rexning
ond e, Death & mare i associve wih popsubstonce se (especily
Bene S nepies whh oty NS eteasants soen o5 oplds e scone)

Dependence
Physical Dependence

mevapy  Physkaldependence k& a sme i develops oo resut of prysibgcal
n response.to epested drug use, mineste by e owal signs

oS aftes run dcontinaton ot > fgnieant aoes eductan of adrug Abrupt

decontinuato or r3pd dosage educton of Tenaodarcpnes of st

fu rennions,

Inchting Sarores, whetsCon b& Hertratening. Povlnts ot on neressed kot

rapid dosage

Tedution nclode those who take higher d0sages (.. igher andor more frequent

doses) and those who have had longer durations of use (see WARNINGS: Dependence

and Withdrawal Reactions).

To reduce the risk of use a gradual taper

tablets or d
ADMINISTRATION: Discontinuation or Dosage Reduction of Clorazepate dipotassium
tablets and WARNINGS: Dependence and Withdrawal Reactions).

Acute Withdrawal Signs and Symptom:
'Acute wihdrawal 5gns and 5y mitoms associted wkh benzodiazepines have inchded
abnormal involuntary movements, anxiety, blurred vision, depersol n, depression,

ercaizaton, 220655, atGe, gAStTOMESnal adverse reactons (eq nausea,
vorting,dirrhes, weht bss, decressed appette),headache, hype

s, ortioity, Fsoria, mermory Bpa e, sl pag ond Sess, paric
e phetopnabi, 1estesaness, achytardi, and romer. e severe acut e
wehdrawal signs and symptors, nclding We-threatening eactions, have ncl
o oo GaEom s Seprenc . habcratons. Moo eyenoss,
Seizores and sukHOKy,

Protracted Withdrawal Syndrome.
Protracted wihdrawsl syndrome sssockked wih benzodazepines & characterized by

anxiety, cognitive impairment, depression, insomna, formication, motor symptoms (e.g
weakness, remor, sscle IWICHES), paresthest, and tbus Uia ereits beyond 4 15
6 weeks after intial L Protracted ptoms may

last weeks to more than 12 months. As a result there may be ety diterentatig

which the benzodiazepine was being used.
Tolerance

Tokerance to tablets may develop therapy.
Tolerance is a physiological state characterized by a reduced response to a drug after
ed administration (L., a higher dose of a drug s required to produce the same
effectthat was once obtaned at 3 ower dose), Tolerance o the therapeuti ffct of
Clorazepate dipotassium tablets may develop; however, ltte tolerance develops to the
et reschons and othe coonie mpArMeNts CotSed by henpodazephes.

OVERDOSAGE

s characterized system depression
ranging from drowsiness to coma. In mid to moderate cases, symptoms can include
drowsiness, confusion, dysarthria, lethargy, hypoti state, diminished reflexes, ataxia,
and hypotonia. Rarely, paradoxical or disinhibitory reactions (inchiding agtation,
irritabilty, impulsiviy, violent behavior, confusion, restlessness, exciement, an
takativeness) may occur. In severe overdosage cases, patients may develop respiratory
depression and com, Overdosage of benzodazepies i combiation wlh other CNS
depressonts ickding cohol nd oplos) may be ot

ana Withdrawal Reactions). Markedly abnormal(owered o civated)
Db presaune:near Tave o esDiatory Tt rabe the concar tha sadkion Groge
and/or alcohol are involved n the overdosage.

Inm:
inchading imavenous flas and afviay management. Fumazend,a spect
benzodizepine receptor antaganst ndcated or the compiete or partal Teversalof the

o 0 i o e st ki Sair e, paredry e
Contextof mixed overdosage wih 0rugs that Increase sezre Tk (.0, (cyclc and
tetracycic and i patients with

sk

increased inpatents i apiepsy. Pamazent X wnlrar\dlaled e potnts whe have
benzodiazepine for control of a potentaly lfe-threatening conditon (e

g epeptcus).If hedecion s made o use fumazen, © snoud be used 35 91

adinct to, not a

averdosage. See the fumazeni Fjecton Prescriing iformaton

Coraler contactng the Poson He Ine (1-800.222-1222) or ekl toxkohgt for
addtional overdosage management recommendatio

DOSAGE AND ADMINISTRATION

For the Relief of Anxiety: Clorazepate dipc tabl

adminstered oraly n divided dose. The usuldaly dose s 30 mg. The dose should be
adjusted gradualy within the range of 1 mg daly in accordance with the response

oFiie pocent i dery or seikates Dot € & aviani o nkote restment ot

daly dose of 7.5 to 15 m

tablets may al

B e commended e dose 5 15 . A e kel Beces e response of

the patient may require adustment of subsequent dosage. Lower doses may be

indicated in the elderly patient. Drowsiness may occur at the initation of treatment and
with dosage increment.

For the Symptomatic Relief of Acute Alcohol Withdrawal:

The folowing dosage schedule is recommended:

15t 24 hours 30 mg il followed by 30 to 60 mg in divided
(ay1) doses
2nd 24 hours 45 t0'90 mg in divided doses
(Day2)
3rd 24 hours 22,510 45 mg in divded doses
(Day 3)
4 15 to 30 mg i divided doses



Thereater, gradually doseto 7.5to 15 mg therapy as
500 as patient's condtion s stable.

The maximum recommended ttal o dose s 90,mg. Avsid excessive reductns nthe
total amount of drug administered on successive d

As an Adjunct to Antiepileptic Drugs: In order to minimze drowsiness, the
recommended inial dosages and dosage increments should not be exceeded.

Aduks: The maxinum recommended il dese i palents over 12 yers 04 759
three times a day. Dosage should be increased by no more than 7.5 mg every week and
should not exceed 90 mg/day.

Children (9-12 ye e maximum recommended intial dose is 7.5 mg two times a
day. Dosageshouh e ncreased by 1o more than 7.5 mg every week and Shoud not
ceed 60 m/day

Discontinuation or Dosage Reduction of Clorazepate dipotassium tablets: To

the risk of withdrawal reactions, use a gradual taper to discontinue Clorazepate
dipotassium tablets or reduce the dosage. If a patient develops withdrawal reactions,
consider pausing the taper or increasing the dosage to the previous tapered dosage
level. Subsequently decrease the dosage more slowly (see WARNINGS and DRUG
ABUSE AND DEPENDENCE).

ANIMAL PHARMACOLOGY AND TOXICOLOGY

e 1 atsan monkeys have shown a substantal diference between doses
radscing amauting sesotie s ects. In rats, conditioned avoidance
response was nibted at an oral iose of 10 majka: sedamm "Was induced at 33 malka;
the LDso was 1320 In monkeys aggressive behavior was reduced at an oral dose
of 0.25 Mglkg: sedation (saxia) was Induced at 7.5 M. the Lbso coukl ot be
determined because of the emetic effect of large doses, but the LDs exceeds 1600
maikg.

Tty fourdogs were ghen clorazepate dpeassi oroly n 22 mont toxcly
Study: doses up to 75 mg/kg were given. Dru curred in the fver:
et wae treascd and Chakatask whh it hepstocebsbr domagé was found,
but lobuar architecture remained well preserved,

ghteen thesus mankeys were gven oral doses of orazepate datassium from 3 to
6 mg/kg daly for 52 weeks. Al treated animals remained similar to control animals

ARhough totalleucocyte ount remaned wihin normal ks tended o fa  the
male animals on the highest

Examination of all organs revealed no alterations attributable to clorazepate dipotassium.
There was no damage to fver function or structure.

Reproduction Studies: In fertity studies, clorazepate did not aker the fertiity indices
or of adut animals y

HOW SUPPLIED

Tablets, USP 3.75mg, 7.5 mg or 15 mg
of clorazepate dipotassium, USP.

‘The 3.75 mg tablets are blue, round, scored tablets debossed with M above the score
and 30 below the score on one side of the tablet and blank on the other side. They are
avaiable as folows

Botties of 100 NDC 13107-319-01

Bottles of 500 NDC 13107-319.05

‘The 7.5 mg tablets are peach, round, scored tablets debossed with M above the score
and 40 beow thescore an one sle of th tble and blank on th athr sde. They are
avalable as follow

Bottesof 100 NDC 13107-320.01

Bottles of 500 NDC 13107-320-05

‘The 15 mg tablets are white, round, scored tablets debossed with M above the score
and 70 below the score on one side of the tablet and blank on the other side. They are
avaiable as folows

tties of 100 NDC 13107-321-01
Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature.]
Protect from light and moisture.

Dispense in a tight, ight-resistant container as defined in the USP using a chi-resistant
closure.

PHARMACIST: Dispense a Medication Guide with each prescription.

Dispense with t i
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MEDICATION GUIDE
Clorazepate Dipotassium Tablets, USP
(Klor 2z pate dye’ poe )

lorazepate dipotassium tablets?
* Clrazepate dipotassium tablets i a icohol,

« shaloworsiowedbreathin
 Ereathingstops(whehmaylesdtotheheartstopphg)
xcessivesleepinesssedation)

» Risk of abuse, misuse, and addiction. There is a

en;
tablet: difi L i

dipotassium

5 Koo
+ Physi a can
 bonoteuadenhstopta dingClorazepat

dipotassium tablets.StoppingClorazepate

dipotassium

dipotassium

tabletssuddenlycancauseseriousandife-

d
symptoms that canlast for to more than 12 months,inclidi pe d

. Physteumendence& not the sameas drug addict oresbout
ipotassium
ntioptapec maciness Clratopete dipokasstor sablets may couse suica ‘thoughts or actions in a vlrysmalhumb-rnfp-upll about1 in500.

thoughts about suicide or dying

or worse anxiety
feeling agitated or restiess
pani attacks.
trouble sieeping (insomnia)
worse iritabity
acting sggresive, bang angry,or vikent
acting on dangerc
o e mercase i ety ond talking (moni)
other unusual changes in behavior or mood

How canl
= Pay attention to any changes, especiall sudden changes, in mood, behaviors, thoughts, or feelngs.
» Keep allfolow-up visits with your heakhcare provider as scheduled.

Whatis Clorazepate dpatassium tabists?

e neat oty erdr
 wth ather medicings to treat patal sezures
» to treat the symptoms of sudden alcohol withdrawal

Clorazepate dipotassium tabletsis a -IVbecause it containsCl that can be abused or lead to dependence.KeepClorazepate dipotassium tabletsin a safeplace to
conol,

DonottakeClorazepate dipotassium tabletsifyou:

dipotassium tablet:
+ have iver or kidney problems.

have or have had depression, mood problems, or or behaviorh
are pregnant or plan to become pregnan

*+ Tokig Chrazepate ipotssshim (3bt e npregnancy may cavse yourbaby t have symptoms of ssdaion (breathing prablms, skggishness, ow muscl ton),sndfor wkhdrawal symptams (Rceness, irkabity, estessness,shaking, excessive crying, fesing problems).

» Tell your heakhcare provider right away  you

your

your han legs or o your ears.

dipotassium

d is against the law. Tell your healthcareprovider if you haveeverabused or

L Tt 3 rcaraney regeiry for womes who ake Cerasconte Gpotascim (3ot Gurn roguancy.The purbose of e egtay & t cotect formatin about the heakh of you and your bab: f you became pregrant durg teatment with Cloazepate dipotassium tabes,tak t your heakhcar provider sbout registerng wth the Natonal Pregnancy Registry for Psychiti Medications. You can regter by

caling
. plan to breastfeed. s passes into breast mik.
? Tok o your neahcare rovker shout the best way Lo fecd o by £ vou e Clrazepate dpotassum tablts
» Breastfeeding s

Howshouldl takeClorazepate dipotassium tablets?

» Take Clorazepate dipotassium tablets exactly as your tels you to take it. Your
* Your heathcare provider may change your dose if needed. Do not change your dose of C
» Do not stop taking Ck tablets g to provider. Stopping C:

WhatarethepossiblesideeffectsofClorazepate dipotassium tablets?
Clorazepate dipotassium loussi includi

dipotassium tablets?”

o Clorazepate dipotassium
o

lorazepate dipotassium
dipotassium i
» drowsiness upset stomach dry mouth
» dizziness blurred vision
tablets.
Ibwshculdl storeClorazepate dipotassium tablets?
* Stor atroom 689 to 779F (20°C to 25°C).

. Keey

* Keap Clotadapate dizotasshum tablots and ah medicines out of the reach of chidren.

dipotassium tablets.

Clorazepate  dipotassium  tabletsfora was DonotgiveClorazepate  dipotassium

tabletsthatiswrittenforhealthprofessionals.

Activeingredient:clorazepatedipotassium
sodium,

“This Medication Guide has been approved by the U.S. Food and Drug Adminisration

Dispense with
‘quides

Henutactured by
m Pty Lt
15 Garn

Carole Ferk ot 4300

Distributed by:
robindo Pharma USA, Inc.

. . magnesium stearate, microcrystaline celulose, potassium carbonate, sodium chioride and sodium lauryl sulfate. The 3.75 mg tablets also contain FD&C Blue No. 2 Auminum Lake and the 7.5 mg tablets also contain FDSC Yelow No. 6 Aluminum Lake.

dipotassium
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