


CITALOPRAM HYDROBROMIDE CAPSULES
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[¢ 13 gn orally d saloctive serotonin
reuptake nhibrtor {SSAY with a chamical stnucture unrelated to that of
othor SSR's or of treycle, tetracyche, of other avaiable antidapressant
agents  Gilalopram Nydr?bvgnlde is a uoemic)bi‘cgr‘:hg phthafane
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The malecular toxmula 15 CH,BIEND and 1 molecular weight 18
40535 Craiopram hydrobromde occurs as a fine white 1o olfewhite
powdes, Cualoprm bydrobromide is spanngly sofubla n water and
soluble m ethano!

Gilalopeam hydrobromide 16 mg capsulas have an wory body and yeliow
cap and contain di 1o 10 my
base. Caalopram hydrebromide 20 mg capsutes have an vory dody and
pink cap and conigin cialopram hydrobromide equivalent to 20 mg
pram base, Gl ¥ 40 mg capailes have an vory
bady and green cap and contan ctalopram lwfrobm:da aquivalent 1o
40 my chalopram buse The ¢apsules alse contam the following mactive
ngredients’ com slarch, trospovidone, edible inks, gelatin, laclose
monohydrate, magneswum stearate iManum dioxide, Bnd yeliow {ron
oxde The louwn%wloﬂng agenis &re used o the yaliow {10 mg)
rapsules DAG Red No. 28, DG Yoiow No 18, and FDAC Yallow Ho.
The following colotirgy agents are used in ke l?;:\k {20 mp) capsulas: DAC
Red No. 28, DAC Yeliow No. 30, FDAC Blue No. 1, and FDAC Red
No 40 Tha foiowing coloring agents are used in the green (40 m}
capsules DAC Yeliow No 10 and FDAC 8lue No

CLINICAL PHARMACCLOGY

Pharmacedynanics

The moechanism of sclion of cilalopram hydrobromide as an
unbideprossant 1 prosumad to be finked to potentation of serotonergic
ety 0 the central hervous systam tesuiting troem e ihubrtion of CNS
neusonal teuptake of sarotone (5-HT). In vitro and i1 vivo studies In
animais suggm that craloprant 18 & highly selective sarclorun reupiaka
ihiddor (SSA1} with mimimal eWects on norepnephring (N ared
doparrina {DA) neuronal reuptaka Toleranca ¢ the inhibiton of 5-HY
uptaks is nof nduced by long tarm (14 day) treaiment of mis with
cdalapram Cdalopram (s 3 racermic mixluce 150/50), and the iphibition of
5.HT rouptake by ctalopram 16 primarily dus to the (§)-enantiomer

Cutalopram has 1o of very low aindy for ST, 5-HTes, dopamine D,
and D, oy, t-, and gadrenargic, l\istann:’m Hy, gamma aminobutync
A 3 180e]

acd (BABA),

gonism of amd 10 1eceplors has
been hyp be d wih varous ! sedative
and cllacts of other psy spic drugs,
Pharmacokinatics

The singla- and multiple-dose pharmacokinutics of atalopram arg knear
and dase-proportonal in & dose range of 10 to 80 mgiday
Buwransformation of citalopram 13 mamly hapatic, with 2 meen eiminal
hali-lfe of about 35 hours, With once daly dosing, steady state plasma
sonceniations are achieved within approxumdlely one week. At steady
atata, the #xtent of accumulation of chatopram in plasma, tased on the
halt-life, 15 xpected 10 be 2 § tmes the plasma concentrakions observed
afler & snglo dose Yhu wablel and oral solution dosage forms of
I ide are

y q!

élmxmma isiibdion
aliowing & g’%&‘\e or&l dose (40 mg tablet) of ctalopram, peak blood
tovols occur at sbotd 4 hours The absoluts ity of

¥ i i

recommended dose for most elderdy patients (see DOSAGE AND
ADMIKISTRATION).

Gander - in three pharmacokinetic studies (tolal Ns‘ag). citaloptam AUC
in wom#n was one and ahait 1o wo §mes that in men, This differance was
not observed In fiva othar pharmacokmetic studles (ol N=1t4). (n
chinical sfudies, no differences in steady slate serum citalopram levels
wora seen betwean men (N=237) and women (N=388) There were no
gender differances in the pharmasokinetics of DCT and DDCY. No
adjustmant of desage on the basis of gendsr 18 racommended.

Heduted hapatic function - Creloprasm oral tlearance was caduced
37% and halt-Ifa was doubled in ;?mm with tedyced hepalc mm&
compared to noimal subjocts 20 mg e the recommended dose for most
hepatically mpaired patients {see DOSAGE AND ADMINISTRATION)

Reduced ranal ksnchon - I patients with mitd to modarate renal function
mpanment, am) clearance of citalopram was raduced by 17% compared
1o nomual sublects Ne udjustment of dosaga for such patiants 5
recommended, No miormation 1 avatiable sbout the pharmacokinstics of
cijalopram 1 pulisnts wih severely raduced renal funclion [eraatining
clsarance <20 mLimin}

%Nvg'nm enzyme X‘fﬁ!}\wn data did not teveal an intubltory effect of
cdalopram an CYP3A4, -2C8, or -2E1, but did suggest that it is a weak
wntubdor of CYP-1A2, 208, and «2C ba axpectsd

have itts inhibdory offact ont in vivo matabalism mediated & thase
cylochromes Howaver, 1 vvo data to addreas this quastion ere imited.

Since CYP3IA4 and 2Ct8 are the prmary anzymes iwoived # the
metabolism of calopram, R 13 axp&ded that potent Inmmc—rumd 3Ad,
: e nd potos

@ a. katoconazoio, a potont
whibtors of CYP2( 18, 8. g , ameprazals, might detreass the clearance
of ciialopram. Caloprany Steady state levels were not significanty
diferent 1n_poor mefabolizets and extensiva 206 metabolizers after
multipls dose edministration o©f cialopram, suggesting  that
coadmisiration, with cakopram, of a drug that inhibis CY! . 18
unkkely to have climcaly signdicart effects on citaiopram metatolism
interactions ufder PRECAUTIONS for more detsited

Bee Drug

nformation on availeble drug interaction data.

Clinica) Bificaoy Traie )

“Tha efficacy of for was osteblighed
" two 4 to 5 weeds m

asa as
plaoabo-oontralied studies (of duration) In aduk
outpatiants {ages 18 to 66) moeéng DSM-Il o DsM-um?mem for
rmajor deprassion Study 1, @ 6-waak tnal in which patients recaiwd f:
cialopram doses ¢f 10, 20, 40, and 80 mg/day, showad thal citaloptam at
doses of 40 and 80 mpiday was stlective as meagurad by the Hanlton
Dapression Ham? Scaia (HAMD) total score, he HAMD deprassad
mosd item (item 1), the Monigomery Asberg Deptession Rating Scats,
and the Clinical Global impression (CGI
showed no clear effact of the 10 and 20
c&m i

dose was not more effective than tha 3
4.waek, &aeehocunwoua 1nal In deprossed patients, of whom 85% mot
entera malancholm, the intal dose was 20 m%/my, foliowed
eation 10 e maximum tolerated doge or a maximum dose of B0 mg/day
Patients teated with citalopram showad significa
improvement than placebo patients on the HAMD jotal score, D ite
1, and tha CGI griy s0ore in thwee addlional placebo-cont
i responss (o treatmant be

In two long-temn studes, dapressad patents who had mzpomhd o
chalopram durng an Inifal 8 of 8 weeks of acuté troatment (fund doses
of 20 0r 40 y In ana study and flexibie doses of 20 to 60 my/day In
the second sfudy) were randomized fo continudtion of clafopiam of ©
placebo In bofh studias, patents receiving continued citalopram

X! d wer felapse rates aver tho
subsequent § manths compared 1 those fecaiving placebc, In the fixed
dose study, the decreased raie of daprassion relapss was similer in
patents recaiving 20 ar 40 mg/day of cialopram.

Analyses of the raiahonship between heatment oulcome and age,
g: or, and oo did not suggest any ddferential respondivineds on
s of thesa patient charactatishes.

U
ighly vanabie resul Ve seon in the chrusal devalopmort of all
anhigepressan di n i ‘whan the

F n thoae

drugs have not :?:n studied in the same cantrolied clinical triai(s),
comparisons among the results of muudbs muﬂng the sffectys of
are

was about 80% refatve 1o an 18 not

difforent ently unrekable. Bucause

dose and
alloctad by footd Tho voiums of distiibution of ciatopram 15 about 12 Lkg
and the badng of cialopmm (CT), demetwylctrlopram (DCT) and
didametwlcislopram (DDCT} to human piasma proteins is about 80%.

of mmr;? g, %amm samples, 1nvestgators, doges of the
traaiments sdminisiorad and comparea, vulcome measuies, ok ) vary
among tials, f s virtually imposaible to distinguish a differenca in dm%
effact m:mde differance due 1o one of the tondounding actore jus
srumerated.

CONTRAINDICATIONS
Goncomilant use in patients faking monoamine oxidase intubitors
{MAOT's} 1s contramdicatad (sae WARNINGS)

Cralopram 18 contmindicated n patents with a hypersanstvity 1o
enafopram of any of tha maciive n
capaules,

WARNINGS
for

with Oxidase

In patiants recalving serotonin reupteke inhibitar drugs in
eombination with a8 monoamine oxidass inbbitor (MQOI), there have

Patents should be advised to snform thew physician i they are taking, of
plan to take, any prascripbon or over-the-counter drigs, as thete is &
potential fof infaractions.

Patisrts shouid be advised fo notdy thed physican # they become
pragnant or intend 1o bacoma pragnant dunng therapy

Patents should be advised 1o notdy thayr physician # they are bresst
faading an infant,

Whie patients may notice inprovemant with caalopram thera
4 waeks, they shoukd be advised to continua therapy as directs

mito

been raports of serious, fatal,
with

yp , rigidity,

posaibie rapid fluctuations of vital signs, and montal status changes

jde sxtreme agitation progressing to deiirlum and coms.
Thase reactions have aho been reportsd in patients who have
tgcantly discontinued SSAI treatmont and have been staritad on 4
MADL Some casas prasented with featuras resembling nmaoleptic
malignant syndrome, rmors, Smited snimal dats on the
affects of combined use of SSRI's and MAOI'S suggest that thess
driigs may act synergistically to sievate blood pressure and evoke
enavioral axocitation. Therefore, it Is recommanded that citalopram
shouid not be used in combination with s MAOL, or within 14 days of
dhcmlhuh& treatmant with 2 MAQI. Similarly, 8t least 14 days
should be aliowasd after stopping citalopram betore starting & MAOL

PRECAUTIONS
General

ral cagés of and SIADH

L y Yeats
Thare are ho specific laboratory tests racommendad

Dl\? intaractions
CNS Drugs - Given the pnmary CNS offacts of ctalupram, cauton shoyid
b usad whan it 1 taken in combination with other centrally acting drugs.

Alcahat < Amxm?h cdalopeam did ot mpcummo the cognilve 800 mosos
eHacts of alcohol in a dlinical triad, as with other psyehotiopic madications,
the use of alcohol by d patards taking
rocommanded

Monoamine Oxidase intebitors (MAG"s) « Ses CONTRAINDICATIONS
and WARNINGS

Is not

Cimetidine ~ In subjacts who had mscaved 21 days of 40 mg/day

i of 400 mg/day dine for & days

resulted In an mcrease m chalopram AUC and C,,, of 43% and 38%,
The chinicat iy

of propfiate

antidiuretic harmona secrabon) have been reported In association with

cllalopram umgt‘onL A patleu@mh these events have recoverod with
and/or medesi b

in ﬁmbo@ommﬂsd trials gi ctalopram, soms of whoh ncluded patients

of these findings is unknawn.

Digosin - In subjects who had recened 21 days of 40 mg/day cialapram,
d at ol and dguxinc}sl dose of 1 mg)
did not afaet the pi af

avidencs for carcinogemcty of cllalopram in mica recemng up to
240 mgikgiday, which is eguwalent fo 20 timas the maximum
racommended human daiy dose (MAHD) of 60 g on a suace ares
(mg/m?) bagis There was an increased wncklance of small intesting
catcinoma In tals receving 8 or 24 mghkg/day, dosee who;t\ are
approvimately 1 2 and 4 ymes the MRHD, respectively, on & mg/m* basis
& no-effect dose fof s tinding was not estahshed The relavance of
1hase tndings to humans 18 unknown.

Mutagengsis

Chialopram was mutagenc in the i vilro bactanal reverse rgation assay
{Ames tagt} in 2 of § bacterial strains (Satmonelia TASS and TAIE37)
the absence of metabolic actvation 1t was clasiogenic m the m vito
Chinage hamster lung coll assay for chrormosomal aburrations s the
prasante and absence of metabolic activation. Cimlopram was not
mi#{emc 1 the o vitro mammahan forwaid gene mulalion assay
{HPAT) m mousa lymphoma calls of in a Coupled in vitrcdn vive
unscheduled DNA synthows (UDS) sssay in rat lver Il was nol
clastogenic in the m winy chromosomal abetration asegy N human
Tymphorytes of i tWo 11 vivD MOUSE MICONUCIEUS agsays

Wﬁ amlopmm ‘was administored orally 1o male and famala mis prior o
and throughout mating and gestation at doses of 16/24 {malesfemales),
32, 48, and 72 mg/xg/day, matng was decreasad at ali doges and fartdty
was toceased at doses »32 mglkgldeg approximately § tmes the
MAXMuM meommon;ed human dase {(MAHD] of 60 mg/day on a body
surface afea (mg/m'} bass, Gestation duiation was ncrpased al
48 mgikg/day, approximately 8 mes the MRHD

!;mﬂmney
tn emmal reproduction studies, clacpram has been shown to have

advetse effects on 9 and postnatel incksding
effoets, whon adminsteres at deses greator than human

elther
digoxin

with bipolar disotder, activation of maniwhypomarnia was reportad m Lithlom ~ Coadrninistraton of ctaloptam {40 mgiday for 10 days) and
0.2% of 1083 patients trested with citalopram and in none of the 446 fithium (30 mmoliday lor 5 days) had no agaificant elfect on the
patisnts traated with placebo of has aiso i of or Iftuum N plasma ithium
been reported in & smait propextion of patiants with migjor 1evals shouid be o the ithum

affectiva
disordars teated wih other marketed antidepressanta Ag with all
i should be used in patients with a

Tustory of mania.

m anticonvulgant effocts of ctalopram bave been observed i
anmal studies, hes nat been iy luated in
paants wih & seure disorder These patlents were exciuded fom
chneeal studias durng the products premarkating testing. in cinical trials
of catopram, seizures ocoutred 1 0.3% of patienis trested with
citalopean (a rale of ona patient per 98 years of exposurs) and 0 5% of
pationts treated wilh placebo (a 7ate of one patient u:)er 50 years of
axpasure}, Like other antidepressants, should be d

dose 1 accordance with standard clinical practios, Because idhium may
enhance the serotonerge efiects of cialopram, cauton should be
axercisad when citalopram and {thwm are coadministered.

T - Combmead of {40 %\iyday far

21 days) and the CYP1A2 substrate theophyline (sﬁt?la dage of 300 mg)

did not affsct the pharmacokinetics ¢f theophyline. The eflect of
hyline on L of ot evak

tnerapeutic doses.

in two rat embryofiotal development stcies, oral adminisiration of
atalopram (32, 56, or 112 mg/kg/day) to pregnant anunals during the
penod of resuttad in yofteial g and
Survival ard an mcreased meidence of fetal shnormalives (mciuding
cardwovascilas and skeletal defecis) af the high dose, which s
approximalely 18 limes the madimum racommen human dose
(MRHD) of 60 mg/day o a body surlaca area {mgfm") basis. This doss
was alse associated wih materna! foxicty (chrucal signs, decreased aw
g&n)“rhs devaiopmental no sffect doss ol 55 myAg/day 18 spproximetely
‘trmes the MRHD on a mo/m® basis In @ rabbit study, no adverss sfferts
Autal at doses of up 10

was n

on Y wore
15 mglkgiday, of approximately 5 tmes tho MAKD on a myim® bass.
T Hacls wore observad at 2 maternfly towic dose m flie

Sumatnptan - Thara have been rare taporls
patients with weak and ¥ followiny the

with tare In patiants with & history of seizurs disorder

i% possibiify of a sucide attempt 18 inbarent in depression and mm‘
persnt untd signdficant remission occurs. Closs suparvison of high

use of & selctve Serotonin reuptake innibitor (SSRI) and sumatriptan i
1 with ard an SSR! (¢ l? . Huoxetine,
ot chnmaly

B i b L
appropriate observation of the patient 18 advisad

Warfann - A ot 40 mg/day ci for 21 days did not
aftact the pharmacokinetics of warann, a CYP3Ad substate.

ns!
patisnts should accompany iitial drug theragy f for
oidlopram shouid be writen for tho smaflest quanﬁy ot capsules
vonsistent with good patient management, in order to reduce the nek of

¥ & Performance
, GLEICPIam "« os of 40 myiday did net
W diu ‘Nhkc:o“m t, thnki
pactve drug may impair ment, thinking, or motor
id bo }l:jhgom 0por o

P time was d by 5%, the eiinical signrdicance of wivch
18 unknown

Catbamazepine ~ Combined administration of cAslopram (40 mgvg:! for
14 days) and carbamazapine {trated to 400 mg/day for 35 days&yp 3:\5
i, B

affect the
aubstrats. Although frough ma)opr’am o;;lma ms( wete ummmi\sg

ﬂwn the enzyme nducing prop P
&t ine rmight increase 4 shoutd be

e

usa any peych
skils, howaver, patients shoul
machimary, including automobiles, until they ara reasonably certain that
citalopram thafapy does not affect thew abildy to angage in such activitias

%lww expanience with citalopram i patients with cerlan concomaant

systomic | 05 ia limted Caution is adwisable n using citalopram In

ﬁ:fxena with diseases or conditions that produce sfered metabohsm or
modynamic tagpoenses

Crialopram has not besn systematically evaluated in patients with &
recent history of myocardial Infarotion of tnst: sa, Patients
with thess daghoses wore generally extluded Trom chinical studses dunng
the growds pratnarketing testing However, the electrocardiograms. of

ents Who raceived citalopram i clinical tnals wete evaluated
and the datz indicate that cual gam & not assocated with the
of climcatly sig Ca

In subjacts with hepatic was

#tha two drups are coadrinisterad.

Triazolem ~ Cambimed administration of citaloptam {trated 10 40 mgfday
for 20 days) and the CYP3A4 subsiawe inazalam {aingle dose of
025 mg) ddd nat affect tha ph of efther
craopram or triazolam

Ketoconazole ~ Combined administration of gitalopram (30 mg) and
Kstoconazaks {200 mg) dacreased 1he Cae. 200 AUC of ketoconazole by

st and wero ot obsarverd in the rabbk

Whaen female rats wore franted with pram (48, 128 of 32 mokg/ds

from lata gesiaton tuough waBMINg, cTaased offspring mortalt Xunng
the first 4 days after birth énd persistent oftapung growth ratardation were
obsarvad at the highast doge, whith is approxmately § tmes the MAHD
on a mg/m" basis. the no 0“35‘ tose of 12 § my/kgday is approxemalely
2 timas the MRHD on a mgim* basis. Sunilar etlacts on oRspring merialdy
and growth wate 88en when dams wate treated throughout gestatnon and
early lactaon at dosas >24 mgikp/day, approxumalely 4 times tha MRHD
on & mgin? basts A no effect dose wag not datermmed in that study,

There are no adequate and wallk-controlied studies in pregnant waman,
thetafore, caalopram shouwd be wsed durmg pregnancy only If fhe
potental banafit justiies the poteniial sk o the fatus

Labor and Defivery
The effect of claloptam on labor and delivery M hmang i unknown.

Nursing Mathors
A$ has basn found W occur with many cther dmgw
in human breast mik. There have boen

8, citalpram 16 excratad

o teports of infants

d faading, and weight loss
in associaton with breast faeding from 3 citalopram-treated mother: in
one casp, the nlant was reported to recovar tompletely upon

21% and 10%, raspectvaly, and did not affoct the
pharmacokinetica of cialopram

CYP3A4 and 2C18 Intubstors - In vilro studies mdlcaladg\ul b;VPaAL and
bolism o

ot by its mother, and in the second 6ase, no
follow up Information was avadable, The decision whethar o continue of
disgontinue efthar nursing or cealopram thesapy shouid take into account
ﬂLe nieks of ealopram exposurs for the infent and tne benefds of

2C19 aie tha primary enzymes invoived m the
Howevar, coadmmistration of cdalopram (40 mg) and ketoconazole
(200 my), & potent Inhibror of CYP3A4, did not signdicantly attect the
pharmacokinatics of Beca d

and plasma toncenirations were increased The use of citalfopram in
d with cauton

LSS L
multipla Lo;ngme gystema, sohibtion of 2 wingle snzyme may not

hepatcally impairad patiants ahouid be ap) and a
lower maximum dosage s recommended (g6 AHD
TRATION).

0 intravenous administeations of sitslopram, the fraction of drug
fecoverad m the ufne as citalopram and DCT was abowt 10% and 5%, INDICATIONS AND USAGE
sespectely, The systeric cloarance of citalopram was 330 mifmin, with Cralopram 18 indicated for the treatment of depression
approximatoly 20% of that due to tenal clearance

The eflicacy ol i the o wag o
Cualopram s ized 10 {DCTY, in 4 to & waek nals of whose 6
did DRCT), cal N-oxde and a d dod most closaly to the DSMAil and DSM-HIR eatagory of Because
pronionic acd dadvative. In humans, unchanged cliaslopam 18 mer maor Saplesaive disorder (see CLINICAL PHARMACOLOGY).
predomuant compound in plasma. At steady statg, he of "
Elaloprants matanoMias, B0 and DDctﬂnyn wlasma ato ly A maor ‘PW'(DSM"V) Mples 3 prominent and ralatrly
onoshall ard one-tonth, respacivaly thal cf the parent drg I viw W&?‘&“}"“%ﬁ'ﬂ? FR A Ay g g o dyspharie
stuthea show hat Cralopmm is at feast 8 tmes more potant than ds m’e S ih&a ,'&m n‘?m ‘5 (o ur’;‘;ad]r?\'o:d h”‘& lm::e:t‘?n‘
oy the nivhon ol serofonm teuptake, suggesting that the  11ve SF e taowing Bute B e rior appalie, Insoma of
metaboliles evalusted do not tkely coninbule sgniicantly to the e, b G0 agiation o d. ppotia,

antdaprassant actions of ctalopram
Invitr studies ysing human hver microsomes ummaleg] that CYP3A4 and‘
lation of
Y

hypersom) r fatique,
faslings of gull or worhiessness, slowsd thinking or Impsired
roncentraton, & suicids atlempt or gulcidal ideation

CYR2C19 are the primary sozymes itveived in the
citalopram,

Eo.maémﬁuwnm

Aga - Chalopram pharmacokinetics 1 subjatts 700 years of age were
compared 10 younger sulyerts i twp normal volunteot sludis. tn a single
dosa ytudy. clalopraan AUG and heff-ite were incraased n the aldary
sudjects by 30% and 50%, respactively, whereas in a multiple doge study
they were morossed by 23% and 30% respechvaly 20 mg is the

‘The antd achon of n d d patients
has not baen adequately shudied.
The efficacy of n ing an rasponse for
up to 24 wocks ml]owmq 8 t6 B weeks of ecute trealment was
in two placeb led trials (sea CLINICAL
PHARMACOLOGY) Novertheless, the physiaan who elacts to use
cralopmm for extendad periods should pancdically re-evaluats the long-
tarm usefulness of the drug for the individual patisnt,

lol - of 40 m%dvg citslopram for 22 days resufted
1n a two-fold increass in the plasma s of the bata-adrenergic biocker
matoprolol. Incrpased metogrolol plasma levels have been lswciaaleng

4

prac {6 5 excretion of
drug in unne 15 & minor route of giminaten Untlt adequata numbers of
patients wih sovere renal impairment have been svalisated dunng
chromic treatmant with citalopram, howaver, ¢ should be used with cauten
in such patiants {see DOSAGE AND ADMINISTRATION)

information for Patlents
Physiians are sdvised to discuss the foliowing 1wsuss with patents {or
whom thay presonbe citalopeam:

Althaugh In aantroliad studios shalopram has not been shown 1o impar
psyohomolor parformancs, any psychoactive dmg’may wmpair yudgment,
fhinking or miotar skifis, and so patients shoud be cautioned about

ommmg i y, including untif thbaty are
raasonably cerlain ihat cdalopram therapy does not affoct thewr ablity to
angags In such activities.

Panants should be loid that, although crtalopram has not baen shown
expanments with normal subjects to increase the mantal and molar skift
impairmens caused by alechol, the concomitant use of ciralopram and
alcohol m depressed patients is nof advised

¢ o
tol had no chinvcally significaat effects on biood pressure of heart
rate

Imipramme and Other Tricyche A ris [TCAS) - In vitr stud
suggest that citalopram 18 a relatively weak ohibitor ot CYP208
Coadmimstration of citaloptam {40 m‘gday for 10 days) with the wicycle
antidepressant mmipraiing {single dose of 100 mg), a Substrate for
CYP2DS, did not signficantly’ aflect the plasma concentrations of
imipramine of citaiopram Howsver, the concentration of the impramine
l was d by
clirical of the hanga 3 unknown. Nevertheless,
caubon 18 indicated in the of TCA's weh
Electroconvalsive Therapy (ECT) - There ara no chrical studies of the
combined use of alectroconvuisive therapy (ECT) and calopram

s B of Fartility

18
gmlopram was administored i the det to NMRIBOM strain mice and
COBS Wi strain tats for 18 and 24 months, respactvaly Thors was no

for the mathar
Padiatric Use
Safaty and effectiveness 1n padiatne patienis have rol besn ostabhahed,
Gariztric U:

90

Of 4472 patents w clinical sfudies of caaiopram, 1357 ware 60 and aver,
1034 wore 65 and over, and 457 ware 75 and over No overal difererces
1 safaty of effdctveness were obsarved batween these subjects snd
younges subjects, and other reported climcdl axpanence has not
wlentified dfferences m fesponses betwesn the eldesly and younger
pationts, but greater sensivity of some older ndraduats cannot be wiled
out Most elderly pationts trealad with citeloprarm in clinicel tralg receved
duily doges batween 20 and 40 mg (see DOSAGE AND
ADMINISTRATION)

in two pl ¥ studias, AUG was d by 23%
and 30%, respectvely, n eidery subjects am compared % youngor
subjocis, and #s hall-ife was increased by 30% and 50%, respectvely
{sse CLINICAL PHARAMACOLOGY).

20 mg/day 18 the recommended dose for most eiderly patients (see
DOSAGE AND AOMINISTRATION).

ADVERSE REACTIONS

The premarkeling development program for citalopram inciudad

calopram axposures in patients and/or noimal subjects from 3 different

groups  of  studies 428 normal  sublacts clirucal
studies, 4422 from patiants in




*at‘ems freated with n ianced a weight

inais
foss of aboik 0 § kg compaved to no change for placeto patients

roups were compated wih fespect to (1) mean
L an

have been reported to b porally d with

traatment i at least 3 patients (uniess athaivase noted) and &re not
{ I labaling: i

tysis (3 cases),

hapatc necrosis
e &0

{2 cases), rotonin

40 mg!, wory bady, green cap prtad in black with *CMA0" and "¢

Bottlas of 100 NDC 57315-086-01
Boitles of 1000 NDC 57315-036-03

abortion,
Torsades de pontes, prapam, and wihdrawal syndtome,

utinalysis vaniables and (2} the incldence of mﬂ‘ems"meeﬁng eritena for

changas from bagelne m thase variables,

DRUG ABUSE AND DEPENDENGE
Class

chnically important changas

N=802) and placebo {N=241)

e from
Proups ware compared with raspect o ((1% mean changs lrom basekne It
varys ECG pormoters and (2) the inculence of pafiants meeting
4 s from g In theae
tmmﬁcnlx':‘?niﬁunl drug-placebo diference
rate for citslopram of 7 bpm

10 o changa in heart rate for placebo, Thare wora no observed

gﬁ:r Events Observad Duritg the Pramarketing Evaluation of
m

Fouomgls a tist of WHO torma that refiect Ireatment-emergent advarse
ADVERSE REACTIONS

suction, 1aportad by patients treated with citaloprarn at muitiple doses w
80 rg‘ddw dunng n% phaso of a fral within fhe

5. Alj roported events are inciuded

except those already isted in TABLE 2 of elsewhera in iabeling, those
avents for which & diug cause was temole, thoge event tarms which wers
&0 genersl as to be uninformatve, and those cccumng In only Gne
patient. it 15 importard fo amphasize that, akthough the evenis seported
ocourred dunng treatment with ciialopram, they were not necassariy

Events are further categorzad by body systam and listed i order of
ding 10 the foliowing defintions fraquent

conksclied and chinieal trials, to
1320 paue‘r'\;[:ms:;e :,ea:‘sLT_here wete, n_addiion, uv“a‘:i ;:.000 Namoa 1% T
condiions and durstion of ireetrent wih ctalopram vaned graatly and Dianhea % 5%
included {in overlapping categories) open-iatel and dauble blind studles, 3 4% gammﬂmm
npationt and cutpatient studies, fixed-dose and dose-diirabios sludies, Vomamn oy kT Halopram and placebo?
snd sh and fong-t Atverse wactons were er 9 change from baselne in varous serum ch
asgossed by collaging adverse events, results ol physico) inath mal Pam i 2%
vial signs, weights laboratory analyses, ECOs, and results of [ General cliyeally sy
ophihalinologic examinations. o 1 TR :i'xss analysas ravealad no h
wil
Advarse evania dunng exposure wefe cbidined pnmardy by generai Fovor 1 2% [N
intufty and fetotdad by chveal in of their M Systom
own choosing Consaquently, # 19 not possibie o provide i Ao } W %
m«m:e o the of o pori ativerss evonls Tiyaiga I P '[ o
without first grouping semdat fypes of evonts a smaller number of H o
staodardized event Categonies fn tho tablos and tabuiatons tat iollow, | Psychiatric Disordars 3’“‘,?:‘;;.? Eﬁ‘\:"‘;‘w clnioally safcart chares
standard Worid Heafth Crganizaton (WHO) terminology has been used  [~gaonne Ti% T6% observed was a decrease in
fo ciasslty repontad advarse evants ey 5% i
e in QT or sther ECG intervals
rr:;a ?‘m?d mmms of wmlsmu nt f of Anxlaty 4% %
ndrduals axperiancod, at laast onse, a Meatment-emargant Anofexia % ET
adversa svent of the type lisied, An event was
amergent d 1 occurred for the first lime or Worsensd whila facelving Agitation 3% % b
therapy following basaline evaluation, Dysmanorthea’ 3% % avenls, 38 definad in the mitoduction o the
" - e Libido Decreased 3% <% a range of 10 to
Asvarso Findings d b Short-Yorm, Placel Tala g % % Sromaikoting dalibisa of 4122
Amony 1063 depressed palionis who rocoived citalopram at doses Respieatory Syatem Disorders.
ranging fromn 10 10 80 mayday i platabo-controtiad tnals of up jo 8 waeks Uppar Respitatory Tract infection 5% 4%
w duraton, 16% disconticued treaiment due to an adverse event, as Rhinitis % %
compared 1o 8% of 446 paterds recawing placebo. The adverse evenis - -
d with 4 and d deugeretated (8., Sinusits % <i% causad by 1,
snsociated with discontinuation  af feast 1% of criajopram-treatod Urogemtal
patianis at a fate Al least twie that of placedo) are shown m TABLE 1 it Ejaculation Disordar l 8% l 1%
should b noted thet one patient can repor more than one reason for Trpcionce’ 7 T
discontasation and be counted mora than ance in this table, ] L.x

“Bvents taported by at least 2% of patients ested with cdaopram ate
soported, excest for e following events w"kﬁ had an ncidencs on

asthania,
i, sieep disorder, nérvoysness pharyngltis,

vislon
micturition disorder, back pain.
Banommator used was lor femaks only (N=638 cnlopramy; N=252

latory delay.
ugnd was for males only (=425 chaloprarm; N=194

g:: &:&gmg ulamgwtﬂp between the dose of ctalopram administered

advarsa vanis was exammad in & fixad doss study

or cnalopram 3D, 20, 40, and

patients recaiving
80 ll\% Jonckhaere's tand tost fovealed a positive doss tesponse
{p< 0.D5) Tor the following advetse everts fatigus, impatonce, insomnia,
swaatig increased, somnolence, and yawning.

Male arg Fornale Soxual Dyafinction with SSRIs

Alihough thanges in sexual desite, sexual parformance and sexual

sahisfaction ofien oceur as manifestations of & psychiairie disorder, they
! of nacologh In paricular,

some evidance suggests thet seledlive seidtonin reuplake inhibriors

(88Ris} can cayss Sush untoward saxual experancas.

Rafable estimetes of the incdene and severity of untoward expenances

TABLE 1 piacabo
Adverse Events with DI of Tre, it in
§hort-Term, Piacebo-Controlled Depression Trials
Percantage of Patlants
Discontinuing Due planaboy,
1o Adverse Evant 2ﬂmamy ajacyl
Bady System/Adverss Evant Chtalopram Pincabo placain).
N=1063 N=448)
Yanaral
Asthwnis 1 1% [ _«1% a
. Sastrointeatingl Qlsordors In
...Nausod 4% 2%
! Dry Mouth 1% <%
" Goniing % 0%
Ceniral ang Peripheral ﬂorvousg stemm Disorders
Daness 2% 1%
Bsychiatrie Disorders
i k3 1%, may 2lso bo &
_Stmnoiance { 2% 1%
_hguaton { 1% <1%
3 g at . oedence of 2% or Marn Among
Clialopran » Treptad Palnts

TABLE 2 enamorales the Incidance, rounded to tha naarest percant, of
treatment smargent sdverse events that pccured among 1063
deprassed pationts who recaivad citalopram & dosas nging from 10 te
0 mg/day i placabo-contraliad tialk of up 10 6 weeks in duration. Events
melyded are those occuring in 2% or mote of patianis trasted with
ctalopram and for whieh the incidance 1 pabients ireatad with ctalopranm
WaE [eatet than the mcdfonce in placebo4ieatod patents

The presctiber hould be Awane that these figures cannot be used to
praditt fhe mcidence of adverse SVants m the tourse of usual medical
practice whare patient charectanstios and other factors differ from those
whth prevatied I the clmical rlals, Stmilarly, tha cited fraquencies cannot
b compared with figutes obltamed from other clical wastgations
volving ditfarent ireatments, udes, ant mnvdsugators, ‘The cted figures,
howavar, de provide The pravcribing physiian with omp basis for
agtimating the relatve contrbution of drug and ron-drug factors 10 the
adversa svent incidence iate In the population studied,

The omy commonly obssived adverse ovant thal ocoutred in chalopram
pabants with an mcidence of 5% or greater and 3t least wice the

nvolving saxus) desire, porformance and satistaction are diffcult to
oblam, howevdr, m part becausa pateds and physiclans may be
reluctant o discuss tham. Accardingly, estimates of the incidance of
untoward sexual expesianca and perlormance cited In the product
tabeling, are ikely to undarestimate ther actual incidence

‘The table belsw diaplays the neidance of sexual side eflects reported by
at lsast 2% of pationtg taking citalop it & poot of placeb
chirutal irials m pationts with depression,

adverse events are those DocuMing on one of mare dcoadions In at laast
1100 patians; infrequent advarse events 816 fhose occurfing in fess than
160 pafiants biX at least 1/1000 patients, rare svents are thoss
occurring in fewer than /1000 patients,

Cardlovascular - Freguent postural

i gnota

Physical and Psychologioal Dapendence
Amymal wdnesw that “o“? abuse fabilty of ¢ 18 Tow

e ase oq
Siotg 2t contoliad oom temperatura 159 to 30°C (59% 10 86%)(zae USP),
Dispenss in g hght hight-resistant contaner

ANIMAL TOXICOLOGY
Retinal Changes In Rats

Cltatoprsm has not been systematcally studied i humans for 4s patentiat
for abusa, tolorance, ot physical dapendance. The pramarketmg eimicat
axpenence with citalopram did not tweai any drug sseking behavior.
Howavar, these cbsarvations ware not systemaic and # ia not possiblo 1o
pradict on the bagis of this kmRed sxpanance tha exient ip which 8 CNS-
actve drug wil be misusad, dverted, andor bused once masksted.
Consaquantly, piysicians should careliully evaiuate claloprar pationts
{or history of drug abuse and follow such patients clo

i changss wore ob d th tho retinas
of albine rats in the 2-year carcnogetucdy study with cilalopram Thats
wag an incraast 1h both and savenity of rebnal n both
male and famale tats tecowving 80 m%/kgfday (13 timeg the maximum
racommentdad daliy human doga of 60 mg on 8 my basis), Similar
findings wera nal prasan? iy tals 1aeving 24 mg/Agiday los two years, in
e troalad for 18 months =l doses up to 240 mgl\%day ot i dos

al

A i
for signs of miguse or abuse (eg., developmant of tolarancs,
incremantations of dose, drug sesiung hehavior}

OVERDOSAGE

Human Experlence

Atthough there were 0o teports of fatal cdalopram overdoss in clinical
trials invetving overdoses of up to 2000 mg. postmarketing raports of drug
averdoses svoiving Gitalopram have inciuded 12 fatalnas, 10
combmation win ather drugs and/or aleohol and 2 with ciaiopram atone
{3920 mg and 2800 mg), as wal as non-fatal ovardoses of up to 6000 mg.

most often overdoge, dlone or 1
combination wih other drugs andior alcohol, mciuded dizziness,
gwoatng, nausaa, vomitng, fremor, somnolence, and sinug tachycardia,
In more rare cages. ohservod symmnm“xozlndudsd amnesia, wrr;‘&ué‘g%

a

traated for ons year at dosos up to 20 my/kg/day (4, nd 10 (mas,
9 thow S’IE Taiman G086 on d Mg
vass)

Additional studies 1o gate the for tis have
perforaad, and the potential sigthoance of this efieqt i

not bagn

humans has no! baan established.

f“m‘w‘u" °‘“;JI,?,'§$ Po5% 10 beagie do i i dos

n & one-year toxicol 50 2 g8 raceiving orai doses
ol 8 inglkg/day {4 tmgs the ; : dad daily auman doge
of 80 mp on a my/m" bags) died suddenly between weeks 17 and 31
{otiawing Inftatian of redtment. Althaugh appropnats data from that study
are nol avaliable to diractly compare plasma levals of calopram (CT) and

f3 metatoites, demettyicitaiopram (DCT) and didemethylotalopram
Is that have been achiaved in humans, pharfagookinatic

coma, y cyanosls,
changes (including QTc profongation, nodal viythm,
a:mytghmns. and one possibie case of Torsades de poinfes)

Mansgement of Overdose

Establish and mamtait an airway o enswe adeguete vortiistion and
oxygenation. Bastne evacuahon bg;nva e aidd usa of activated charcoal
should be congidated Careful sbsaivation and cardiae and vial sign

VP adema
angina pectorls, exirasystoles, casdiac iadure, flushing, myocardial
nfarction, carebrovascular accident, myocardal achemia Hars: transient
mm attack, phiebitis, atriat ibnitetion, cardmc arrest, bundie branch

Central and Paripheral Nervous System Disarders ~ Frequent
migeaity vatl

are s\eg with genaral symptomate and
supportive care, Due to the tama wolume of distribuion of cdatopram,
forced diuresis, f i ¢

{DOCT), 1o Jewe W
data indrtate thal the relative ﬂog 1o humin axposure was greater for the
thanfor udden deaths were not abgerved In rats
at dosss up to 120 G/day, winch producad plasma lavels of CT, DCT
and similar o hose ahserved in dogs &l dodas of 8 markg/tay, A
subsequent intravenous dosing study demonstrated that in beagle dogs,
DOCT saused OF prolongation, & known Hsk lacior for she cbserved
outcomd s effoct oocurred i fogs &1 doses produting peak
DDCT plasma levels of 81010 3250 nM {39 10 155 times the mean stesdy
stale DDCT plasma lvel measwad at the maximumn reconthunded
hurnan dally dose of 60 mg). in dogs, peak DOCT plusma concentrations

dakysis, a
untkely to ba of benefil, Thare are no spacdic antidotes for cHalopram

In managing_overdonage, concider the possibity of mujpls drug
involvement. The physician should &owder cumsc'tng & poison contiol
on the

P

") i Y J“
rdgr, log cramps, involuatary muscie €o

cenler for of any ovardose,

axtrapyramidal ractions,
l;’ypokk\ada. nauralgia, dystoma, abnormal galt, ataxig
2ra: ab! | coordination, ptosis, slupor.
~ Rars gofter, g
Qastrointestinal Disorders - Fraquont: salva increased, fiatulence,
Intr s, B!

3 maths,

dysphagia, teeth gnadmn v, asophagiis. Rare, oolitis, gastus
um, &bmmng‘" chol hgﬂu;gw. duodem;g?)lcan gnlroe:vp&ageal
reflux, glosaitis, jundice, diverticulitis, ractal hemorrhage, hiccups.

Genaral - infrequent. hot llushes, rigoss, alcohol intolerance, syncope,
influenza-ike :;g\pmms. Rare: hayhm

AND

Initisl Traatimant

Citalopram should be administerad af an mnal dose of 20 mg once daily,
genaay wih an mcroado 1o & dose of 40 mg/day, Dose increases should
usually ocCur in ncrements of 20 mg at ntewvals of no less than one
weak Although cortam patisnis may raquito & dosa of 60 mg'day, the
only sudy pertinent to dose response for sffectvanaess did not
demonafrate an advantage for the 60 my/day dose over the 40 mglday
doss, doses above 40 mg are tharefors nat ardinardy recamme 3

Citalopram should bie admitustered caoe dally, i the iorning or evaning,
with or wihout food

Special Populations

1§ the racommended dase for most sidarly patients and

patlents with hopatic mpairmant, with tiration 10 40 mg/day only for
ding patisnts.

No dosage adjustment ls necessary fot patents with id or moderate
renal imparment. Crialopram should bo used with caution in patierts wih

Hamic and i dars - purpura, anemig, 20 morday
sputaxls, & e i Aare: putmanary
anamvia, coagulation deorder, gngwal bleeding. Y
fie and L - Erequent d weight,
increassd waght hepat thist, dry syes, aevetre ignal impairmen,
increasad atkalne phasphatsse, atnormal gutoss tolerance Rare:
obeatty, hypog hepattiz, deny

| Systam - arthriis, muscle
skelotat pain, Rare bursis, osteoporosls

‘Treatment Cialopam Placabo
(425 mules) {184 malos)
Konorman Ejaculation | §,1% (malas only) 1% {males on!
dalay)
Decroasad Libido |3 8% (malas only) <1% {males only)
impotence 2 8% (males only) <1% (males only)
inlemale patents 9 it the raported Incidance

of dacreased lbido and andrgasmia was 1.3% {n=638 lomales) and 1.1%
{n=252 femalos), respactively.

There are no adequately designed studies soxud!

Paychiatric Disorders ~ Frequent. mpared cancaniration, amnasa.
l" 3 &ppalite. ion, Suicide
attempl,

2 f sed nbido, reaction,
pasonisia,

s anamu;/oagvud that acute apeodes of depression requita sewvexal
mordhs or fonger of tharapy, Sy

avalualion of ctalopram in two studies has shown that ks andepressant
oficacy Is mamtamad for pariods of s to 24 waeks followny 6 of 8 weaks
of iruteat reatment (32 woeka total), In one aludy, palisrts were assignad
randomly 1 placabo or to the same dose of cltaiopram (20 o §0 mg/day)
durmg maintenance treatiment as thay had received durng the acuts
hase, whils in he oiner study, patlints wery ssagned

Insgy oumons,
psychotc depression, dslusion, parncid reaction, emational labilty,

randamly to gonnnuaﬂun of citatopram 20 of 40 mg/day, of placab, for

pani teaction, peychosis Rare' catatonic reaction,

omalo’ - Frequent’ g
phcmrd\n. breast pam, breast entavsqemem. vapinal hemotthags
% upsed on fomale subjcts only: 2055

Respiratory zynem Digordars - Frguent coughing infrequent:
branch ySpn

with

wedence i placebo patients was oy disorder
ejaculatory dotay) i male patants {see TABLE 2).

TABLE 2

Priapism hus been reporied with all SSRis
While it is diicut & know the pecisa fsk of sexual dysfunclion

Treaiment-Emergont Advarse Events:
Incidance in Placabo-Conlrolied Clinkal Trials®

with the use of SSRIs, plysicians should foulinely inquite
about such possible side efects.

%xmhpmm and placebo groups wefe tomparad with raspect fa {1) mean
changa from bassline n vitat signs (pulse, syatolic blood pressune, snd
drastoiic biood pressura) and (2) the Intidencs ol patisnts meeting criena
for potentially chnically slondicant changes from basafine i those
varlables, Thasa analysss did n:l reveal any qlnlcuw important changes

3, p are:  asthma, laryngiis,
aputum

8kin and Appendages Disorders - Froquent: rash, prurtus infraquont,
photosansitivity reatdion, urticarla, acng, skin discoioratlon, eczema
alopecia, dermatiis, akin dry, psonasis Hare. hypertrchos's, dectaased
sweabng, melanosi, ketats, celluiths, prustus am

Special Sansas - Frequent accommodabion abnormal, laste perversion
tniitys, ) oye pan. Hare mydnass,
photophobia, dipiopia abaotmal lacrimation, cataracl, taste foss.

Urinary System Disorders - Faquent palyure infrequant, mictutdon
frequency, unndry incontinence, urnary fetention, dysura Rare facial
edema, hematuria, ofigura, pyelonaphrits, tanal calculus, renal pain.

Other Evnnlt; Observed Ouring the Non-US Pastmarketing
o

"""""""""" Perconiage of Patiants |
Heporting Event
Body Sysiem/Adverss Event Thalopram | Phcebo
N108: (N=4.
Autonomie Netvous Systom Oisorders |
20% 14%
| ]

8% i

m vital sgns il D! in addiion, a
of supino and standing vilal sign for

and placebs indicated that is not

associated with orthogtatie changes.

it is estimated Wnat approximataly 8 milion patients have been treated
with ctalopram since market miraduction Although no causal relationshig
to citalapfam trestment has bean found, the foliowing adverse events

In the lafier study, the rales of mlapse %
dapression wete similar 1of the two dose gmup’ (son Clinical Eficacy
Trials under CLINICAL PHARMACOLOGY) Based on thess Imied
data, 4t 18 N6t known whathar the dosg of stalopram needed to maintain
euthynia 1 1dentical to the dosa neded to induce remission if adverse
reachions gre bothersome, & decranse n dose 10 20 mo/day can be
conside!

Switching Patienits To or Fram a Monoamine Oxidase inhibiter

At teast 14 days should elapse bebwaon discontinuation of an MAO! and
witation of caleptarn therapy. Swmilarly, et feast 14 days should be
aliowed after stopping calopram bolore starting & MAOI (seo
CONTRAINDICATIONS and WARNINGS)

HOW SUPPLIED
Citalopram hydrobromide capsules are avsiiablo as toliows:

10 mg', vory body, yeilow cap prntad i black with *CM10" and *G”.

Botties of 100 NDC §7315.084-01
Botties of 1000 NDC 57315-084-02

20 mgt, wory body, pink cap printed i black with “GM20" and "G*

Botties of 100 NDC 57315-08801
Botties of 1000 NDC 57315-085-03

am equal 1o peak G plasma conceniratong, whereas i
humans, staddy state DDCT plasma concantrations arm less than 10% of
steady stals CT plasma conconvatons Assays of DDCT plasma
‘oncentations m 2020 troatet indi fod it
DDCT levels rarely excaadad 70 nM: the highast moasured levst of ODCT
i hman overdose was. 138 M, Wrils DDCT 18 ardinardy present in
humans al fowet favels than in dogs, it is unknown whathat hee are
individuals who may achiave fugher DDCT levels The possibiy that
DGT, a principat metabolfs In humans, may prolony the QT intervalin the
dog has not baon directly examined bacause DCT is rapudly convertad 1o
DOCT in that spacies

MANUFACTURED BY:
ALPHAPHARM PTY LTD
15 Garnet 5t
Carola Pack Qid 4300
Australia
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