From the Editor’s Desk

A Complimentary Relationship:
Psychotherapy and Medication for

Anxiety and Depressive Disorders

By Jack M. Gorman, MD

When an internist diagnoses type 2 diabetes mellitus or
essential hypertension in a patient, it is very likely that the
initial recommendation for therapy will not include a pre-
scription for medication. Unless the situation is severe or
emergent, the physician is most likely to recommend a regi-
men of diet, exercise, and stress management and ask the
patient to return for a reevaluation in several weeks. Only if
the attempt at behavioral change is not successful will med-
ication likely become part of the regimen. Even so, the
attempt at lifestyle management will be reinforced as part of
the ongoing management of the illness.

This does not mean that physicians believe that dia-
betes and hypertension are purely “psychological” issues.
Rather, they understand that emotion and behavior have a
profound impacts on somatic function, that the sensitivity
of cells to insulin or the caliber of blood vessels is deter-
mined by many factors, some of which are controlled by
the central nervous system.

It is ironic, then, that many psychiatrists seem to lost faith
in these essential truths. Not that long ago, psychotherapy
reigned as the champion of first-line interventions in psychi-
atry and medications were looked upon with suspicion.
Today, of course, we know that psychiatric medications are
safe and effective, often necessary to manage serious ill-
nesses, and sometimes life-saving. Somehow, however, the
fact that psychotherapies are also safe and effective and
sometimes superior to medication management is insuffi-
ciently acknowledged.

Nowhere is this more evident than in the treatment of anx-
iety disorders. I am constantly asked to lecture on the treat-
ment of anxiety and depression, but the expectation is always
that I will review what is known about the pharmacologic
management of these common conditions and perhaps give
clinicians and patients hope by describing what is in the
pipeline of the pharmaceutical companies. | am always glad
to do this, because the pharmacologic management of anxi-
ety disorders iseffective and there are fascinating molecules
now in development that promise even better outcomes.

[ am also astonished to realize that psychiatrists do not
have the same enthusiasm to learn about psychosocial inter-
ventions. The simple fact is that for every anxiety disorder—
and for depression as well—there is now empirical evidence
that at least one form of psychotherapy is at least as effective

for most cases as medication. Furthermore, psychotherapy
research has consistently shown that in some situations psy-
chotherapy is more durable than medication management,
leading to longer duration of symptom-free status.

We are delighted that Edna Foa, PhD, and Martin
Franklin, PhD, along with their colleagues at the University
of Pennsylvania in Philadelphia, have collecied the data that
make the aforementioned assertions undeniable. It is my
opinion that every patient with an anxiety disorder should be
told that both cognitive-behavioral psychotherapy and med-
ication have been proven to work in rigorously controlled
research studies; that there is no evidence upon which to
decide which is better; that cognilive-behavioral psychother-
apy has fewer adverse side effects; and that after treatment
completion patient treated with psychotherapy tend to stay
well longer than those who have been treated with medica-
tion. The patient should be given a choice of which modality
to accept, or to have both. One model that our group and oth-
ers is currently studying is to offer cognitive-behavioral ther-
apy to all patients first, reserving medication for those who
do not derive adequate benefit. It seems that we may have
learned something about psychotherapy and behavior from
our internal medicine colleagues.

I would also like to mention that CNS Spectrums is now
receiving many very good, unsolicited research and review
articles from authors around the world. This is a welcome
development we wish to encourage. We are particularly
interested in receiving articles from both psychiatrists and
neurologists and we will work with authors for whom English
is not their first language. In this way, we hope to continue to
be the forum in which both disciplines learn about the best
in each other’s work and that brings to our attention the fine
work being done all around the world.

We want to take this opportunity to alert our readers to a
new feature in CNS Spectrums—Tletters 1o the editor will now
be accepted. All letters will be peer-reviewed and edited, so
that acceptance of a letter is not guaranteed, but we very
much want to hear from you and will make every effort 10
publish as many letters as possible. We will entertain letters
that comment on articles already published in
CNS Spectrums, interesting case reports, and new ideas. In
all cases, letters should not exceed 500 words in length and
should not include figures or tables.

Dr. Gorman is the editor of CNS Spectrums and Leiber professor of psychiatry at Mount Sinai School of Medicine in New York City.
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inhibitors (MAOIS) or in patients with a hypers nsitivity to escitalopram
oxalate or any of the ingredients in LEXAPRO. As with other SSRIs,
caution is indicated in the coadministration of tncychc antidepressants
(TCAs) with LEXAPRO.

Please see brief summaries of prescribing information for LEXAPRO and CELEXA at end-bf advertisement. /
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Well-tolerated therapy
in a powerful SSRI

LEXAPRO 10 mg/day demonstrated
comparable efficacy to CELEXA 40 mg/day"

Significantly improved depression for
many patients beginning at week 1or 2*

Effectively treats anxiety symptoms
associated with depression'
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*Full antidepressant effect may take 4 to © weeks.

LEXAPRO is contraindicated in patients taking monoamine oxidase inhibitors (MAOIS)
or in patients with a hypersensitivity to escitalopram oxalate or any of the ingredients
in LEXAPRO. As with other SSRIS, caution is indicated in the coadministration of
tricyclic antidepressants (TCAs) with LEXAPRO.

Please see brief summaries of prescribing information for LEXAPRO and CELEXA at end of advertisement.
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In the treatment of major depression

LEXAPRO 10 mg/day significantly improved
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Study design: 8-week, randomized, double-blind, placebo-controlled, fixec > (LEXAPRO 10 or
20 mg/day; citalopram 40 mg/day), U.S. multicente 1 trial in adult pe m( nts NlI I) SM-IV diag u d
major depression (MADRS 222, lasting 24 weeks). Overa H mean MADRS=28.9 at baseline

LEXAPRO 10 mg/day demonstrated comparable
efficacy to CELEXA" (citalopram HBr) 40 mg/day'

Lexapro

escitalopram ~oxalate €.,
Well-tolerated strength
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Well-tolerated therapy

The most common adverse events reported with LEXAPRO vs placebo
(approximately 5% or greater and approximately 2X placebo) were nausea,
insomnia, ejaculation disorder, somnolence, increased sweating, and fatigue.

Please see brief summaries of prescribing information for LEXAPRO and CELEXA™ (citalopram HBr) at end of advertisement.

References: |. Burke WJ, Gergel |, Bose A. Fixed-dose trial of the single isomer SSRI escitalopram in depressed outpatients. | Clin Psychiatry. 2002;63:331-336.
2. Data on file, Forest Laboratories, Inc. 3. LEXAPRO [package insert]. St. Louis, Mo: Forest Pharmaceuticals, Inc: 2002.
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In the comprehensive safety database*
Low drop-out rates due to adverse events?

Drop-Out Rates Due to Adverse Events
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» LEXAPRO 10 mg/day had drop-out rates due to adverse events
comparable to placebo

Favorable side-effect profile

» Only one adverse event occurred at a rate above 10%

- LEXAPRO patients experienced no clinically important change
in body weight

Simple 10 mg/day starting dose for all patients®
10 mg/day starting and maintenance dose for most patients

*Includes patients treated
with 10 to 20 mg/day.

Lexapro
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Briet Summary: For complete details, please see full prescribing information for LEXAPRO™
(NDICATIONS AND USAGE LEXAPRO™ (escitalopram) is indicated for the treatment of major
depressive disorder. The efficacy of LEXAPRO™ in the treatment of major depressive disorder was
established, in part, on the basis of from the of racemic
citalopram, of which escitalopram is the active isomer. In addition, the efficacy of escitalopram
was shown in an 8-week controlled trial of outpatients whose diagnoses corresponded most
closely to the DSM-IV category of major depressive disorder (see Clinical Pharmacology). A major
depressive episode (DSM-{V) implies a prominent and reiatively persistent (nearly every day for
at least 2 weeks) depressed or dysphoric mood that usually interferes with daily functioning, and
includes at ieast five of the following nine symptoms: depressed moed. foss of interest in usual
activities, significant change in weight and/or appetite, insomnia or hypersomnia, psychomotor
agitation or retardation, increased fatigue. feelings of guilt or worthlessness, slowed thinking or
impaired concentration, a suicide attempt or suicidal ideation. The efficacy of LEXAPRO™ in hos-
pitalized patients with major depressive disorders has not been adequately studied. While the
longer-term efficacy of LEXAPRO™ has not been systematically evaluated, the efficacy of racemic
citalopram, of which escitalopram is the active isomer, in maintaining a response following 6 to 8
weeks of acute treatment in patients with major depressive disorder was demonstrated in two
placebo-controlled trials, in which patients were observed for relapse for up to 24 weeks. The effi-
cacy of racemic citalopram in maintaining  respanse in patients with recurrent major depressive
disorder who had responded and continued to be improved during an initial 22-25 weeks of treat-
ment and were then followed for a period of up to 72 weeks was demonstrated in a third place-
bo-controlied trial {see Clinical Pharmacology). Nevertheless, the physician who elects to use
LEXAPRO™ for extended periods should periodically re-evaluate the long-term usefulness of the
drug for the individual patient. CONTRAINDICATIONS Concomitant use in patients taking
monaamine cxidase inhibitors (MAQI's) is contraindicated {see Warnings). LEXAPRO™ is con-
traindicated in patients with a hypersensitivity to escitalopram or citalopram or any of the inactive
ingredients in LEXAPRO™. WARNINGS Potential for Interaction with Monoamine Oxidase
Inhibitors In patients receiving serotonin reuptake inhibitor drugs in combination with a
monoamine oxidase inhihitor (MAQI), there have been reports of serious, semetimes fatal,
reactions including hyperthermia, rigidity, myoclonus, autonomic inslahility with possible
rapid fluctuations of vital signs, and mental status changes that include extreme agitation pro-
gressing to delirlum and coma. These reactions have aiso heen reported in patients who have
recently discontinued SSRI treatment and have been started on a MAQI. Some cases pre-
sented with festures resembling neuroleptic malignant syndrome. Furthermore, limited ani-
mal data on the effects of combined use of SSAI's and MAO!'s suggest that these drugs may
act synerpistically to elevate hlood pressure and evoke behavioral excitation. Therefore, it is
recommended that LEXAPRO™ should not be used in combination with a MAOL, or within 14
days of discontinuing treatment with a MAOL. Slmllal!y at Ieasi 14 days should be aflowed
after stopping LEXAPRO™ befors starting a MAOI. PRECAUTIONS General Hyponatremia One
case of fiypanatremia has been reported in association with LEXAPRO™ treatment. Several cases
of hyponatremia or SIADH {syndrome of inappropriate antidiuretic hormone secretion) have been
reported in association with racemic citalopram. All patients with these events have recovered
with discontinuation of escitalopram or citalopram and/or medical intervention. Hyponatremia and
. SIADH have also been reported in association with other marketed drugs effective in the treatment
of major depressive disorder. Activation_of Mania/Hypomania In placebo-controlled trials of
LEXAPRO™, activation of mania/hypomania was reported in one {0.1%) of 715 patients treated
with LEXAFRO"‘ and in none of the 592 patients treated with placebo. Activation of mania/hypo-
mania has also been reported in a small proportion of patients with major affective disorders treat-
ed with racemic citalepram and other marketed drugs effective in the treatment of major depres-
sive disorder. As with all drugs effective in the treatment of major depressive disorder, LEXAPRO™
should be used cautiously in patients with a history of mania. Seizures Although anticonvulsant
effects of racemic citalopram have been observed in animal studies, LEXAPRO™ has not been
systematically evaluated in patients with a seizure disorder. These patients were excluded
from clinical studies during the product's premarketing testing. In clinical trials of
LEXAPRE™, no seizures occurred in subjects exposed to LEXAPRO™. Like other drugs effective
in the treatment of major depressive disorder, LEXAPRO™ should be introduced with care in
patients with a history of seizure disorder. Suicide The possibility of a suicide attempt is inherent
in major depressive disorder and may persist until significant remission occurs. Close supervi-
sion of high risk patients shoutd accompany initial drug therapy. As with all drugs effective in the
treatment of major depressive disorder, prescriptions for LEXAPRO™ should be written for the
smallest quantity of tablets consistent with good patient management, in order to reduce the risk
of overdose. Interference with Cognitive and Motor Performance In studies in normal volunteers,
racemic citalopram in doses of 40 mg/day did not produce impairment of intellectual function or
Because any drug may impair judgement, thinking, or

motor skills, however, patients should be cautioned about operating hazardous machinery, includ-
ing automobiles, untit they are reasonably certain that LEXAPRO™ therapy does not affect their
ability to engage in such activities. Use in Patients with Concomitant lliness Clinical experience
with LEXAPRO™ in patients with certain concomitant systemic ilinesses is limited. Caution is
advisable in using LEXAPRO™ in patients with diseases or conditions that produce altered metab-
olism or hemodynamic respenses. LEXAPRO™ has not been systematically evaluated in patients
with a recent history of myocardial infarction or unsiable heart disease. Patients with these diag-
noses were generally excluded from clinical studies during the product’s premarketing testing. In
subjects with hepatic impairment, clearance of racemic citalopram was decreased and plasma
concentrations were increased. The recommended dose of LEXAPRO™ in hepatically impaired
patients is 10 mg/day (see Dosage and Administration). Because escitalopram is extensively
metabolized, excretion of unchanged drug in uring is a minor route of elimination. Until adequate
numbers of patients with severe renal impairment have been evaluated during chronic treatment
with LEXAPRO™, however, it should be used with caution in such patients (see Dosage and
Administration). Drug Interactions CNS Drugs - Given the primary CNS effects of escitalopram,
caution should be used when it is taken in cpmbination with other centrally acting drugs. Alcohol
- Although racemic citalopram did not potentiate the cognitive and motor effects of alcohal in a
clinical trial, as with other psychotropic medications, the use of alcohol by patients taking
LEXAPRO™ is not recommended. Monoamine Oxidase Inhibitors (MAQls) - See
Contraindications and Wamnings. Cimetidine - In subjects who had received 21 days of 40 mg/day
racemic citalopram, combined administration of 400 mo/day cimetidine for 8 days resulted in an
increase in citalopram AUC and Cryay of 43% and 33%, respectively. The clinical significance of
these findings is unknown, Digoxin - In subjects who had received 21 days of 40 mg/day racemic
citalopram, combined administration of citalopram and digoxin (single dose of 1 mg} did not sig-
nificantly affect the pharmacokinetics of either citalopram or digoxin. Lithium - Coadministration
of racemic citalopram (40 mg/day for 10 days) and lithium (30 mmal/day for 5 days) had no sig-
nificant effect on the pharmacokinetics of citalopram or lithium. Nevertheless, plasma fithium levels
should be menitored with appropriate adjustment to the lithium dose in accordance with standard
clinical practice. Because lithium may enhance the serotonergic effects of escitalopram, caution
should be exercised when LEXAPRO™ and Jithium are coadministered. Sumatriptan — There have
been rare postmarketing reports describing patients with weakness, hyperrefiexia, and incoordi-
nation following the use of a selective serotonin reuptake inhibiter (SSRI) and sumatriptan. If con-
comitant treatment with sumatriptan and an SSRI (e.g., fluoxetine, fluvoxamine, paroxetine, ser-
traline, citelopram, escitalopram) is clinically warranted, appropriate observation of the patient is
advised. Theophylling — Combined administration of racemic citaicpram (40 mg/day for 21 days)
and the CYP1A2 substrate theophyline (single dose of 300 mg) did not affect the pharmacoki-
netics of The effect of on the of citalopram was not
evaluated. Warfarin - Administration of 40 mg/day racemic citalopram for 21 days did not affect
the pharmacokinetics of warfarin, a CYP3A4 substrate. Prothrombin time was mcreased by 5%

tha clinical significance of which is unknown. C: - Combined i

racemic citalopram (40 mg/day for 14 days) and carbamazepine (titrated to 400 mg/day for 35
days) did net affect the phar of a CYP3A4 substrate.
Although trough citalopram plasma \eve\s were unaffected, given the enzyme inducing properties
of the possibility that might increase the clearance of escitalopram
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ategory C Ina rat study, oral I of (56, 112

or 150 mg/kg/day) to pregnant animals during the period of organogenesis resulted in decreased
fetal body weight and associated delays in ossification at the two higher doses {approximate-
ly > 56 times the maximum recommended human dose [MRHD] of 20 mg/day on a body sur-
face area [mg/m?] basis. Maternal toxicity (clinical signs and decreased bady weight gain and food
consumption), mild at 56 mg/kg/day, was present at all dose levels. The developmental ne effect
dose of 56 mg/kg/day is approximately 28 times the MRHD on a mg/m? basis. No teratogenicity
was observed at any of the doses tested (as high as 75 times the MRHD on a mg/m? basis). When
female rats were treated with escitalopram (6, 12, 24, or 48 my/kg/day) during pregnancy and
through weaning, slightly increased offspring mortality and growth retardation were noted at 48
mo/kg/day which is approximately 24 times the MRHD on a mg/m’ basis. Slight matemal toxicity
{clinical signs and decreased body weight gain and food consumption) was seen at this dose
Slightly increased offspring mortality was seen at 24 mg/kg/day. The no effect dose was 12
mg/kg/day which is approximately 6 times the MRHD on a mg/m? hasis. In animal reproduction
studies, racemic citalopram has been shown to have adverse effects on embryo/fetal and post-
natal , including effects, when at doses greater than human
therapeutic doses. In two rat studies, oral I of racemic
citalopram (32, 56, or 112 mg/kg/day) to pregnant animals during the period of organogenesis
resulted in decreased embryo/fetal growth and survival and an increased incidence of fetal
abnormalities (including cardiovascular and skeletal defects) at the high dose. This dose was also
associated with maternal toxicity (clinical signs, decreased BW gain). The developmental no effect
dose was 56 mg/kg/day. In a rabbit study, no adverse effects on embryorfetal development were
observed at doses of racemic citalopram of up to 16 mg/kg/day. Thus, teratogenic effects of
racemic citalopram were observed at a maternally toxic dose in the rat and were not observed in
the rabbit. When female rats were treated with racemic citalopram (4.8, 12.8, cr 32 mg/kg/day)
from late gestation through weaning, increased offspring mortality during the first 4 days after
birth and persistent offspring growth retardation were observed at the highest dose. The no effect
dose was 12.8 morkg/day. Similar effects on offspring mortality and growth were seen when
dams were treated throughout gestation and early lactation at doses 224 mg/kg/day. A no effect
dose was not determined in that study. There are no adequate and well-controlled studies in
pregnant women; therefore, escitalopram should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus. Labor and Delivery The effect of LEXAPRO™ on
labor and delivery in humans is unknown. Nursing Mothers Racemic citalopram, like many cther
drugs. is excreted in human breast milk. There have been two reports of infants experiencing
excessive somnelence, decreased feeding, and weight loss in association with breast feeding
from a citalopram-treated mother; in one case, the infant was reported to recover completely upon
discontinuation of citalopram by its mother and, in the second case, no follow up information was
available. The decision whether to continue or discontinue either nursing or LEXAPRO™
therapy should take into account the risks of citalopram exposure for the infant and the benefits
of LEXAPRO™ treatment for the mother. Pediatric Use Safety and effectiveness in pediatric
patients havs not been established. Geriatric Use Approximately 6% of the 715 patients receiving
escitalopram in controlled trials of LEXAPRO™ in major depressive disorder were 60 years of age
or older; elderly patients in these trials received daily doses of LEXAPRO™ between 10 and 20 mg.
The number of elderly patients in these trials was insufficient to adequately assess for possible
differential efficacy and safety measures on the basis of age. Nevertheless, greater sensitivity of
some elderly individuals to effects of LEXAPRO™ cannot be ruled out. In two pharmacokinetic
studies, escitalopram half-life was increased by approximately 50% in elderly subjects as
compared to young subjects and Crmay was unchanged (see Clinical Pharmacology). 10 mg/day
Is the recommended dose for elderly patients (see Dosage and Administration). Of 4422 patients
in clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 65 and over, and 457
were 75 and over. No overall differences in safety or effectiveness were observed between these
subjects and younger subjects, and other reported clinical experience has not identfied differences
in responses between the elderly and younger patients, but again, greater sensitivity of some
elderly individuals cannot be ruled out. ADVERSE REACTIONS Adverse event information for
LEXAPRO™ was collected from 715 patients with major depressive disorder who were exposed
1o escitalopram and from 532 patients who were exposed to placebo in double-blind, placebo-
controlled trials. An additional 284 patients were newly exposed to escitalopram in open-label
trials. Adverse events during exposure were obtained primarily by general inguiry and recorded
by clinical investigators using terminology of their own choosing. Consequently, it is not passible
to provide a meaningful estimate of the proportion of individuals experiencing adverse events
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following events which had an incidence on placebo > LEXAPRO™: headache, upper respiratory
tract infection, back pain, pharyngitis, mmcled injury. anxiety. "Primarily ejaculatory delay.
“Denominator used was for males only (N: LEXAPRO™: N=188 piacebo). “Denominator used
was for females only (N=490 LE)(APRO‘M N= 404 placebo). Dose Dependency of Adverse Events
The potential dose dependency of common adverse events (defined as an incidence rate of 2 5%
in either the 10 mg or 20 mg LEXAPRO™ groups) was examined on the basis of the combined
incidence of adverse events in two fixed dose trials. The overall incidence rates of adverse events
in 10 mg LEXAPRO™ treated patients (66%) was similar to that of the placebo treated patients
(61%}, while the incidence rate in 20 mg/day LEXAPRO™ treated patients was greater (86%)
Male and Female Sexual Dystunction with SSRIs Although changes in sexual desire. sexual per-
formance and sexual satisfaction often accur as manifestations of a psychiatric disorder, they may
also be a consequence of pharmacologic treatment. In particular, some evidence suggests that
selective serotonin reuptake inhibitors (SSRis) can cause such unfoward sexual experiences.
Reliabie estimates of the incidence and severity of untoward experiences involving sexual desire,
performance and satisfaction are difficult to obtain, however, in part because patients and physi-
cians may be reluctant to discuss them. Accordingly. estimates of the incidence of untoward sex-
ual experience and performance cited in product labeling are likely to underestimate their actual
incidence. Table 2 shows the incidence rates of sexual side effects in patients with major depres-
sive disorder in piacebo controlled trials.

TABLE 2

Incidence of Sexual Side Effects in Placsbo-Controllied Clinical Trials

Adverse Event Placebo

In Males Only
N-205] (N=188
Ejaculation Disorder
primarily ejaculatory delay) 9% <%
Decreased Libido 4% 2%
Impotence % <1%
____InfemalesOny |

T=430] T=404)
Decreased Libido 2% 1%
Anorgasmia 2% <1%

There are no adequately designed studies examining sexual dysfunction with escitalopram treat-
ment. Priapism has been reported with all SSRis. While it is difficult to know the precise risk of
sexual dysfunction associated with the use of SSRIs, physicians should routinely inquire about
such possible side effects. Vital Sign Changes LEXAPRO™ and placebo groups were compared
with respect fo (1) mean change from baseline in vital signs (pufse. systolic hiood pressure, and
diastolic blood pressure) and (2) the incidence of patients meeting criteria for potentially clinically
significant changes from basefine in these variables. These analyses did not reveal any clinically
important changes in vital signs assaciated with LEXAPRO™ treatment. In addition, a comparison
of supine and standing vital sign measures in subjects receiving LEXAPRO™ indicated that
LEXAPRO™ treatment is not associated with orthostatic changes. Weight Changes Patients treated
with LEXAPRO™ in controlled trials did not differ from placebo-treated patients with regard to clin-
ically important change in body weight. Laboratory Changes LEXAPRO™ and placebo groups
were compared with respect to (1) mean change from baseling in various serum chemistry, hema-
tology, and urinalysis variables and (2) the incidence of patients meeting criteria for potentially
clinically significant changes from baseline in these variables. These analyses revealed no clini-
cally important changes in laboratory test parameters associated with LEXAPRO™ treatment. ECG
Changes Electrocardiograms from LEXAPRO™ (N=625). racemic citalopram (N=351), and place-
bo (N=527) groups were compared with respect to (1) mean change from basefine in various ECG
parameters and (2) the incidence of patients meeting criteria for potentially clinically significant
changes from baseline in these variables. These analyses reveaied (1) a decrease in heart rate of
2.2 bpm for LEXAPRO™ and 2.7 bpm for racemic citalopram, compared to an increase of 0.3 bpm
for placebo and {2) an increase in QTc inferval of 3.9 msec for LEXAPRO™ and 3.7 msec for
racemic citalopram, compared to 0.5 msec for placebo. Neither LEXAPRO™ nor racemic citalo-
pram were associated with the development of clinically significant £CG abnormalities. Othar
Events Observed During the Premarketing Evaluation of LEXAPRO™ Following is a list of WHO
terms that reflect treatment-emergent adverse events, as defined in the introduction to the
ADVERSE REACTIONS section. reparted by the 999 patients treated with LEXAPRO™ for periods
of up to one year in double-blind or open-tabel clinical trials during its premarketing evaluation.
All reported events are included except those already listed in Table 1, those occurring in only one
patient, event terms that are so general as to be uninformative, and those that are Unlikely to be
drug related. It is important to emphasize that, although the events reported occurred during
treatment with LEXAPRO™, they were not necessarily caused by it. Events are further categerized
by body system and listed in order of decreasing frequency according to the following definitions:
frequent adverse events are those occurring on one or more accasions in at least 1/100 patients;
infrequent adverse events are those occurring in less than 1/100 patients but at least 1/1000
patients. Cardiovascular — Frequent. palpitation, hypertension. /nfrequent: bradycardia, tachycardia,
ECG abnormal, flushing, varicose vein. Central and Peripheral Nervous System Disorders -
Frequent: paresthesia, light-headed feeling. migraine, tremor, vertigo. nfrequent: shaking, dyse-
quilibrium, tics, restless legs, carpal tunnel syndrome, twitching, faintress, hyperreflexia, muscle
involuntary, muscular tone inreased. Gastrointestinal Disorders - Frequent: vomit-

In the tables and tabulations that follow, standard World Health O
has been used to classify reported adverse events. The stated frequencies of adverse events
represent the proportion of individuals who experienced, at least once, a treatment-emergent
adverse event of the type listed. An event was considered treatment-emergent if it occurred for
the first time or worsened while recelving therapy following baseline evaluaticn. Adverse Events
Associated with Discontinuation of Treatment Among the 715 depressed patients who received
LEXAPRO™ in placebo-controlled trials, 8% discontinued treatment due to an adverse event, as
compared to 2% of 592 patients receiving placebo. In two fixed dose studies, the rate of discon-
tinuation for adverse events in patients receiving 10 mg/day LEXAPRO™ was not significantly
different from the rate of discontinuation for adverse events in patients receiving placebo. The rate
of discontinuation for adverse events in patients assigned to a fixed dose of 20 mg/day
LEXAPRO™ was 10% which was significantly different from the rate of discontinuation for
adverse events in patients receiving 10 mg/day LEXAPRO™ (4%} and placebo {3%). Adverse
events that were associated with the discentinuation of at feast 1% of patients treated with
LEXAPRO™, and for which the rate was at least twice the pfacebo rate, were nausea (2%) and
ejaculation disorder (2% of male patients). Incidence of Adverse Events in Piacebo-Controlled
Clinical Trials Table 1 enumerates the incidence, rounded to the nearest percent, of treatment
emergent adverse events that occurred ameng 715 depressed patients who received LEXAPRO™
at doses ranging from 10 to 20 mg/day in placebo-controlled triais. Events included are those
occurring in 2% or more of patients treated with LEXAPRO™ and for which the incidence in
patients treated with LEXAPRO™ was greater than the incidence in placebo-treated patients. The
prescriber should be aware that these figures cannot be used to predict the incidence of adverse
events in the course of usual medical practice where patient characteristics and other factors
differ from those which prevailed in the clinical trials. Similarly, the cited frequencies cannot be
compared with figures obtained from other clinical investigations invelving different treatments,
uses, and investigators. The cited figures, however, do provide the prescribing physician with
some basis for estimating the refative contribution of drug and non-drug factors to the adverse
event incidence rate in the population studied. The most commaonty observed adverse events in
LEXAPRO™ patients (incidence of approximately 5% or greater and approximately twice the
incidence in placebo patients) were insomnia, ejaculation disorder (primarily ejaculatory delay),
nausea, sweating increased, fatigue, and somnolence (see TABLE 1
TABLE 1
Treatment-Emergent Adverse Events: Incidence in Placeho-Controlled Clinical Trials*
(Percentage of Pallents Reporting Event)
LEXAPRQ™

without irst grouping similar types of events into a smaller number of standardized e'vent categories.
(WHO)

should be considered if the two drugs are coadministered. Triazolam - Combined administration Body System / Adverse Event Placebo
of racemic citalopram (titrated to 40 mg/day for 28 days) and the CYP3A4 substrate triazo- {N=715) (N=592)
lam (singie dose of 0.25 mg) did not significantly affect the pharmacokinetics of either citalo- Autonomic Nervous System Disorders

pram or triazolam. Ketoconazole — Combined administration of racemic citalopram (40 mg) and Dry Mouth 6% 5%
ketoconazole (200 mg) decreased the Cay and AUC of ketoconazole by 21% and 10%, respec- Sweating Increased 5% 2%
tively, and did not significantly affect the pharmacokinetics of citalopram. Ritonavir ~ Combined Central & Peripheral Nervous System Disorders

administration of a single dose of ritonavir (600 mg), both a CYP3A4 substrate and a potent Dizziness 5% 3%
inhibitor of CYP3A4, and escitalopram {20 mg} did not affect the pharmacokinetics of either riton- Gastrointestinal Disorders

avir or escitalopram. CYP3A4 and -2G19 Inhibitors - /1 vitro studies indicated that CYP3A4 and - Nausea 15% 7%
219 are the primary enzymes involved in the of However, coadmini Diarrhea 8% 5%
tration of escitalopram (20 mg) and ritonavir (600 mg), a potent inhibitor of CYP3A4, did not sig- Constipation 3% 1%
nificantly affect the of Because is by Indigesti 3% 1%
multiple enzyme systems, inhibition of a single enzyme may not appreciably decrease escitalo- Abdominal Pain 2% 1%
pram clearance. Orugs Metabolized by Cytochrome P450206 - /n vitro studies did not revea! an General

inhibitory effect of escitalopram on CYP2D6. In addition, steady state levels of racemic citalopram Influenza-like Symptoms 5% 4%
were not significantly different in poor metabolizers and extensive CYP2D6 metabolizers after Fatigue 5% 2%
multiple-dose administration of citalopram, suggesting that coadministration, with escitalopram, Psychiatric Disorders

of a drug that inhibits CYP2DB, is unlikely to have clinically significant effects on escitalopram Insomnia 9% 4%
metabolism. However, there are limited in vivo data suggesting a modest CYP2D6 inhibitory effect Somnolence % 2%
for e, of (20 mo/day for 21 days) with the fricyclic Appetite Decreased 3% 1%
antidepressant desmramme (single dose of 50 mg), a substrate for CYP2DS, resulted in a 40% Libido Decreased 3% 1%
increase in Cmax and a 100% increase in AUC of desipramine. The clinical significance of this find- Respiratory System Disorders

ing is unknown. Nevertheless, caution is indicated in the coadministration of escitalopram and Rhinitis 5% 4%
drugs metabolized by CYP2D6. Metoprolol - Administration of 20 mg/day LEXAPRO™ for 21 days Sinusitis 3% 2%
resulted in a 50% increase in Gz, and 82% increase in AUC of the beta-adrenergic blocker meto- Urggenital

prolol {given in a single dose of 100 mg). Increased metoprolo! plasma levels have been associ- Ejaculation Disorder * 9% A%
ated with decreased cardiosglectivity. Coadministration of LEXAPRO™ and metoprolol had no Impotence: 3% <1%
clinically significant effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT) - Anorgasmia® 2% <1%

There are no clinical studies of the combined use of ECT and escitalopram. Pregnaney Pregnancy

“Events reported by at least 2% of patients treated with LEXAPRO™ are reported. except for the
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ing, fiatulence, heartburn, tooth ache, gastroenteritis, abdominal cramp, gastroesophageat reflux
Infrequent: bicating, increased stoof frequency, abdominat discomtort, dyspepsia, belching. gag-
ging, gastritis, hemorrhoids. General — Frequent: allergy, pain in limb, hot flushes, fever. chest
pain. Infrequent: edema of extremities, chills, malaise, syncope, tightness of chest, leg pain,
edema, asthenia, anaphylaxis. Hemic and Lymphatic Disorders — frfrequent. bruise, anemia, nose-
bleed, hematoma. Metabolic and Nutritional Disorders - Frequent: increased weight, decreased
weight. /nfrequent: bilirubin increased, gout, hypercholesterclemia, hyperglycemia.
Musculoskeletal System Disorders — Freguent: arthralgia, neck/shoulder pain, muscle cramp,
myalgia. infrequent: jaw stiffness, muscle stiffness, arthritis, muscle weakness, arthropathy, back
discomfort, joint stiffness, jaw pain. Psychiatric Disorders - Frequent dreaming abnormal, yawn-
ing. appetite increased, lethargy, irritability, concentration impaired. /nfrequent: agitation, jitteri-
ness, apathy, panic reaction, restlessness aggravated, nervousness, forgetfuness, suicide
attempt, depression aggravated. feeling unreal, excitability, emotional lability, crying abnormal,
depression, anxiety aftack, depersonalization, suicidal tendency. bruxism. confusion, carbohy-
drate craving, amnesia, tremulousness nervous, auditory hallucination. Reproductive
Disorders/Female* — Frequent: menstrual cramps. /nfrequent: menstrual disorder, menorrhagia,
spotting between menses, pelvic inflammation. “% based on female subjects only: N= 658
Respiratory System Disorders — frequent bronchitis, sinus congestion. coughing, sinus
headache, nasal congestion. /nfrequent: asthma, breath shortness, laryngitis, pneumonia, tra-
cheitis. Skin and Appendages Disorders - Frequent: rash. /nfrequent; acne, pruritus, eczema,
alopecia, dry skin, folliculitis, lipoma, furunculosis, dermatitis. Special Senses - Frequent: vision
blurred, ear ache, tinnitus. /nfrequent. taste alteration, eye irritation, conjunctivitis, vision abnor-
mal, visual disturbance, dry eyes, eye infection, pupils dilated. Urinary System Disorders
Frequent: urinary tract infection, urinary frequency. Infrequent: kidney Stone, dysuria, urinary
urgency. OVERDOSAGE Human Experience There have been three reports of LEXAPRO™ over-
dose invelving doses of up to 600 mg. All three patients recovered and no symptoms associated
with the overdoses were reported. (n clinical trials of racemic citalopram, there were no reports of
fatal citalopram overdose involving overdoses of up to 2000 mg. During the postmarketing eval-
uation of citalopram, fike other SSRIs, a fatal outcome in a patient whe has taken an overdose of
citalopram has been rarely reported. Postmarketing reports of drug overdoses involving citalo-
pram have included 12 fatalities, 10 in combination with other drugs and/or alcohol and 2 with
citalopram alone (3920 mg and 2800 mg), as well as non-fatal overdoses of up to 6000 mg.
Symptoms most often accompanying citalopram overdose, alone or in combination with other
drugs and/or alcohol, included dizziness, sweating, nausea, vomiting, tremor. somnolence. sinus
tachycardia, and convulsions. In more rare cases, chserved symptoms included amnesia, confu-
sion, coma, hyperventilation. cyanosis, rhabdomyolysis, and ECG changes (including QTc pro-
longation, nodal rhythm, ventricular arrhythmia, and one possible case of Torsades de pointes).
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Brief Summary: For complete details, please see full prescribing information for Celexa.
INDICATIONS AND USAGE Celexa (citalopram HBr) is indicated for the treatment of depres-
sion. The efficacy of Celexa in the treatment of depression was established in 4-6 week con-
trolled trials of outpatients whose diagnoses corresponded most closely to the DSM-Ill and
DSM-ilI-R category of major depressive disorder. A major depressive episode (DSM-IV) implies
aprominent and relatively persistent (nearly every day for at least 2 weeks) depressed or dys-
phoric mood that usually interferes with daily functioning, and includes at least five of the fol-
lowing nine symptoms: depressed mood, loss of interest in usual activities, S|gn|ﬁcan1 change

CELEXA™
(citalopram HBr)
Tablets/Oral Solution

Nevertheless, caution is indicated in the coadministration of TCA's with Celexa.
Electroconvulsive Therapy (ECT) — There are no clinicat studies of the combined use of elec-
troconvulsive therapy (ECT) and Celexa. Pregnancy Pregnancy Category C - There are no ade-
quate and well-controlled studies in pregnant women; therefore, citalopram should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus. Labor and
Delivery The effect of Celexa on labor and delivery in humans is unknown. Nursing Mothers
As has been found to cccur with many other drugs, citalopram is excreted in human breast
milk. The decision whether to continue or discontinue efther nursing or Celexa therapy should
take into account the risks of citalopram exposure for the infant and the benefits of Celexa
treatment for the mother. Pediatric Use Safety and effectiveness in pediatric patients have not
been established. Geriatric Use Of 4422 patients in clinical studies of Celexa, 1357 were 60
and over, 1034 were 65 and over, and 457 were 75 and over. No overall differences in safety

in weight and/or appetite, insomnia or agitation or

increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentra-
fion, a suicide attempt, or suicidal ideation. The antidepressant action of Celexa in hospitalized
depressed patients has not been adequately studied. The efficacy of Celexa in maintaining an
antidepressant response for up to 24 weeks foliowing 6 to 8 weeks of acute treatment was
demonstrated in two placebo-controlled trials. Nevertheless, the physician who elects to use
Celexa for extended periods should pericdically re-evaluate the long-term usefulness of the
drug for the individual patient. CONTRAINDICATIONS Concomitant use in patients taking
monoamine oxidase inhibitors (MAOI's}) is contraindicated (see WARNINGS). Celexa is con-
traindicated in patients with a hypersensitivity 10 citalopram or any of the inactive ingredients
in Celexa. WARNINGS Potential for Interaction with Monoamine Oxidase Inhibitors. In
patients receiving serotonin reuptake inhibitor drugs in combination with a monoamine
oxidase Inhlhmn {MADI), there have been reports of serious, sometimes fatal, reactions
including rigidity, instability with pmlble rapid
fluctuations of vital signs, and mental status changes that include extreme agitation
progressing to delirium and coma. These reactions have also been reported in patients
who have recently discontinued SSRI treatment and have heen started on an MAOI.
Some cases presented with features ic matignant

or i were observed between these subjects and younger subjects, and other
reported clinical experience has not identified differences in responses between the eiderly
and younger patients, but greater sensitivity of some older individuals cannot be ruled out.
Most elderly patients treated with Celexa in clinical trials received daily doses between 20 and
40 mg. In two pharmacokinetic studies, citalopram AUC was increased by 23% and 30%,
respectively, in elderly subjects as compared to younger subjects, and its half-life was
increased by 30% and 50%, respectively. 20 mg/day is the recommended dose for most eld-
erly patients. ADVERSE REACTIONS The premarketing development program for Celexa
included citalopram exposures in patients and/or normal subjects from 3 different groups of
studies: 429 normal subjects in clinical pharmacology/pharmacokinetic studies; 4422 expo-
sures from patients in controlled and uncontrolied clinical trials, corresponding to approxi-
mately 1370 patient exposure years. There were, in addition, over 19,000 exposures from
mostly epen-label, European postmarketing studies. The conditions and duration of treatment
with Celexa varied greatly and included (in overlapping categories) open-fabel and double-
blind studies, inpatient and outpatient studies, fixed-dose and dose-titration studies, and short-
term and long-term exposure. Adverse reactions were assessed by collecting adverse events,
results of physical examinations, vital signs, weights, laboratory analyses, ECGs, and results of

Furthermore, limited animal data on the effects of combined use of SSRI's and MAQI's
suggest that these drugs may act synergisticaily 10 elevate blood pressure ard evoke
behavioral excitation. Therefore, it is recommended that Celexa should not be used in
combination with an MAQI, or within 14 days of discontinuing treatment with an MAOL.
Smulmy, at loast 14 days should be allowed after stopping Celexa before starting an
MAGI. PRECAUTIONS General Hyponatremia Several cases of hyponatremia and SIADH (syn-
drome of inappropriate antidiuretic hormone secretion) have been reported in association with
Celexa treatment. All patients with these events have recovered with discontinuation of Celexa
amd/or medical intervention. Activation of Mania/ Hypomania In ptacebo-controlled trials of
Celexa,some of which included patients with bipolar disorder, activation of manta/hypomania
was reported in 0.2% of 1063 patients treated with Celexa and in none of the 446 patients
freated with placebo. Activation of mania/hypomania has also been reported in a small pro-
portion of patients with major affective disorders treated with other marketed antidepressants.
As with all antidepressants, Celexa should be used cautiously in patients with a history of
mania. Seizures Afthough anticonvulsant effects of citalopram have been observed in animal
studies, Celexa has not been systematically evaluated in patients with a seizure disorder. These
patients were excluded from clinicat studies during the product’s premarketing testing. In clin-
ical trials of Celexa, seizures occurred in 0.3% of patients treated with Celexa (a rate of one
patient per 98 years of exposure) and 0.5% of patients treated with placebo (a rate of one
patient per 50 years of exposure). Like other antidepressants, Celexa should be introduced with
care in patients with a history of seizure disorder. Suicide The possibility of a suicide attempt

Adverse events during exposure were abtained primarily by
general inguiry and recorded by clinical investigators using terminology of their own choasing.
Consequently, itis not possible to provide a meaningfut estimate of the proportion of individu-
als experiencing adverse events without first grouping similar types of events into a smaller
number of standardized event categories. In the tables and tabulations that follow, standard
Warld Health Organization (WHO) terminology has been used to classify reported adverse
events. The stated frequencies of adverse events represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An event
was considered treatment-emergent if it occumed for the first time or worsened while receiv-
ing therapy following baseline evaluation. Adverse Findings Observed in Short-Term,
Placebo-Controlled Trials Adverse Events Associated With Discontinuation of Treatment
Amang 1063 depressed patients who received Celexa at doses ranging from 10 to 80 mg/day
in placebo-controlled trials of up to 6 weeks in duration, 16% discontinued treatment due to
an adverse evenL as compared to 8% of 446 patients receiving placebo. The adverse events

an drug-related (e, associated with discontinua-
tion in at Ieast 1% of Celexa-treated patients and at a rate at least twice that of placebo) are
shown in TABLE 1. It should be noted that one patient can report more than one reason for
discontinuation and be counted more than once in this table.

TABLE 1.
Adverse Events Asw:laied With Discontinuation of Treatment in Short-Term,

is inherent in depression and may persist until significant remission occurs. Close
of high-risk patients should accompany initial drug therapy. Prescriptions for Celexa should be
written for the smallest quantity of tablets consistent wnh good patient management, in order
to reduce the risk of overdose. Interference With
in normal volunteers, Celexa in doses of 40 mg/day dld not produce impairment of intellectu-

al function or Because any drug may impair judge-
ment, thinking, or motor sidlls, however, patients should be cautioned about operating haz-

ardous machinery, including automobiles, until they are reasonably certain that Celexa thera-
py does not affect their ability to engage in such activities. Use in Patients With Concomitant
Iiness Clinical experience with Celexa in patients with certain concomitant systemic illnesses
s imited. Caution is advisable in using Celexa in patients with diseases or conditions that pro-
duce attered metabolism or hemodynamic responises. Celexa has not been systematically
evaluated in patients with a recent history of myocardial infarction or unstable heart disease.
Patients with these diagnoses were generally excluded from clinical studies during the prod-
wt's pre-marketing testing. However, the electrocardiograms of 1116 patients who received
Celexa in clinical trials were evaluated, and the data indicate that Celexa is not associated with
the development of clinically significant £CG abnormalities. In subjects with hepatic impair-
ment, citalopram clearance was decreased and ptasma concentrations were increased. The
use of Celexa in hepatically impaired patients should be approached with caution and a lower
maximum dosage is recommended. Because citalopram is extensively metabolized, excretion
of unchanged drug in urine is a minor route of elimination. Until adequate numbers of patients
with severe renal impairment have been evaluated during chronic treatment with Celexa, how-
ever, it should be used with caution in such patients. Drug Interactions CNS Drugs - Given
the primary CNS effects of citalopram, caution should be used when it is taken in combination
with other centrally acting drugs. Alcohol - Atthough citalopram did not potentiate the cogni-
tive and motor effects of alcahot in a clinical trial, as with other psychotropic medications, the
use of alcohol by depressed patients taking Celexa is not recommended. Moncamine Oxidase
Inhibitors (MAQI's) ~ See CONTRAINDICATIONS and WARNINGS. Cimetidine ~ In subjects who
had received 21 days of 40 mg/day Celexa, combined administration of 400 mg/day cimeti-
dine for 8 days resutted in an increase in citalopram AUC and Gy 0f 43% and 39%, respec-
tively. The clinical significance of these findings is unknown. Digaxin — In subjects who had
received 21 days of 40 mg/day Celexa, combined administration of Celexa and digoxin (single
dose of 1 mg) did not significantly affect the pharmacokinetics of either citalopram or digoxin.
Lithium - Coadministration of Celexa (40 mg/day for 10 days) and lithium (30 mmol/day for 5
days) had no significant effect on the pharmacokinetics of citalopram or lithium. Nevertheless,
piasma lithium levefs should be monitored with appropriate adjustment to the lithium dose in
accordance with standard clinical practice. Because lithium may enhance the serotonergic
effects of citalopram, caution should be exercised when Celexa and lithium are coadminis-
tered. Theophylline — Combined administration of Celexa {40 mg/day for 21 days) and the
CYP1A2 substrate theophyliine (single dose of 300 mg) did not affect the pharmacokinetics of
The effect of on the of citalopram was not evalu-
ated. Sumatriptan - There have been rare postmarketing reports describing patients with
weakness, hyperreflexia, and incoordination following the use of a selective serotonin reuptake
inhibitor (SSRI) and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (eg,
fluoxetine, fiuvoxamine, paroxetine, sertraline, citalopram) is clinically wamanted, appropriate
observation of the patient is advised. Warfarin — Administration of 40 mg/day Celexa for 21
days did not affect the pharmacokinetics of warfarin, a CYP3A4 substrate. Prothrombin time
was increased by 5%, the clinical significance of which is unknown. Carbamazepine —
Combined administration of Celexa {40 mg/day for 14 days) and carbamazepine {fitrated to
400 mg/day for 35 days) did not significantly affect the pharmacokinetics of carbamazepine,
a CYP3A4 substrate, Although trough citalopram plasma levels were unaffected, given the
enzyme-inducing properties of carbamazepine, the possibility that carbamazepine might
increase the clearance of citalopram should be considered if the two drugs are coadminis-
tered. Triazolam - Combined administration of Celexa (titrated to 40 mg/day for 28 days) and
the CYP3A4 substrate triazolam {single dose of 0.25 mg) did not significantly affect the phar-
macokinetics of either citalopram or triazolam. Ketoconazole — Combined adminisiration of
Celexa (40 mg) and ketoconazole (200 mg) decreased the me and AUC of ketoconazole by
21% and 10%, ively, and did not signifi affect ics of citalo-
pram. CYP3A4 and CYP2C19 Inhibitors - /7 vitro studies |nd|caled that CVPSM and CYP2C19
are the primary enzymes involved in the of cita
of citalopram (40 mg) and kmoconazole (200 mg), a patent lnhlbnor of CYP3M did not signif-
icantty affect the is by mul-
tiple enzyme systems, inhibition of a stngle enzyme may nm apprecnably decrease citalopram
clearance. Metoprolol - Administration of 40 mg/day Celexa for 22 days resulted in a two-fold
increase in the plasma levels of the beta: ic biocker Increased
plasma leveis have been associated with decreased cardicselectivity. Coadministration of
Celexa and metoprolol had no dlmcal!y s»gnmcam effects on blood pressure or heart rate.
Imipramine and Other Tricyclic Anti — in vitro studies suggest that citalo-
pram is a relatively weak inhibitor of CYP206 Coadministration of Celexa (40 mg/day for 10
days) with the tricyciic antidepressant imipramine {single dose of 100 mg), a substrate for
CYP206, did not significantly affect the plasma concentrations of imipramine or citalopram.
However, the concentration of the imipramine metabolite desipramine was increased by
approximately 50%. The clinical significance of the desipramine change is unknown.

Trials
F of Patients Di Due to Adverse Event
Celexa Placebo
Body Event (N=1063) (N=446)
ance In studies  General

Asthenia 1% <1%
Gastrointestinal Disorders

Nausea 4% 0%

Dry Mouth 1% 1%

Vomiting 1% 0%
Central and Peripheral Nervous System Disorders

Dizziness 2% <1%
Psychiatric Disorders

Insomnia 3% 1%

Somnolence 2% 1%

Agitation 1% <1%

Adverse Events Occurring at an Incidence of 2% or More Am elexa-Treated Patier
TABLE 2 enumerates the incidence, rounded to the nearest percent, of treatment-emergent
adverse events that occurred among 1063 depressed patients who received Celexa at doses
ranging from 10 to 80 mg/day in placebo-contrelied triais of up to 6 weeks in duration. Events
included are those occurting in 2% or more of patients treated with Celexa and for which the
incidence in patients freated with Celexa was greater than the incidence in placebo-reated
patients. The prescriber should be aware that these figures cannot be used to predict the inci-
dence of adverse events in the course of usual medical practice where patient characteristics
and other factors differ from those which prevailed in the clinical trials. Similarty, the cited fre-
quencies cannot be compared with figures obtained from ather clinical investigations invotv-
ing different treatments, uses, and investigators. The cited figures, however, do provide the
prescribing physician with some basis for estimating the relative contribution of drug and non-
dnug factors to the adverse event incidence rate in the paputation studied. The only common-
ly observed adverse event that accurred in Celexa patients with an incidence of 5% or greater
and at least twice the incidence in placebo patients was ejaculation disorder (primarily ejacu-
latory delay) in male patients (see TABLE 2).
TABLE 2,
Treatment-Emergent Adverse Events:
Incidence in Placeho-Controlled Clinical Trials*

Percentage of Patients Reporting Event

Celexa Placebo

Body System/Adverse Event {N=1063) (N=446]
Autonomic Nervous System Disorders

Dry Mouth 20% 14%

Sweating Increased 1% 9%
Central & Peripheral Nervous System Disorders

Tremor 8% 6%
Gastrointestinal Disorders

Nausea 21% 14%

Diarrhea 8% 5%

Dyspepsia 5% 4%

Vomiting 4% 3%

Abdominal Pain 3% 2%

neral

Fatigue 5% 3%

Fever 2% <1%
Musculoskeletal System Disorders

Arthralgia 2% 1%

Myalgia 2% 1%
Psychiatric Disorders

Somnolence 18% 10%

Insomnia 15% 14%

Anxiety ) 3%

Anorexia 4% 2%

Agitation 3% 1%

Dysmenorthea' 3% 2%

Libido Decreased 2% <1%

Yawning 2% <1%
Respiratory System Disorders

Upper Respiratory Tract Infection 5% 4%

Rhinitis 5% 3%

Sinusitis 3% <1%
Urogenital

E;aculatlon Disorder* 6% 1%

Impotence’ 3% <1%

* Events reported by at least 2% of patients treated with Celexa are reported, except for the
following events which had an incidence in placebo =Celexa: headache, asthenia, dizziness,
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constipation, palpitation, vision abnormal, sleep disorder, nervousness, pharyngitis, micturition
disorder, back pain. * Denominator used was for females only {N=638 Celexa; N=252 place-
ho). ¢ Primarily ejaculatory delay. * Denominator used was for males only (N=425 Celexa,
N=194 placebo). Dose Dependency of Adverse Events The potential relationship between the
dose of Celexa administered and the incidence of adverse events was examined in a fixed-
dose study in depressed patients receiving placebc or Celexa 10, 20, 40, and 60 mg.
Jonckheere's trend test revealed a positive dose response (p<.05) far the following adverse
events: fatigue, impotence, insomnia, sweanng increased, somnolence, and yawning. Male

nd Female Sexual Dysfunction With SSRI's Although changes in sexual desire, sexual per-
formance and sexual satisfaction often occur as ofa jatric disorder, they
may also be a consequence of pharmacologic treatment. In particular, some evidence suggests
that selective serotonin re-uptake inhibitors (SSRIs) can cause such untoward sexual experi-
ences. Reliable estimates of the incidence and severity of untoward experiences involving sex-
ual desire, performance and satisfaction are difficult to obtain, however, in part because
patients and physicians may be reluctant fo discuss them. Accordingly, estimates of the inci-
dence of untoward sexual experience and performance cited in product labeling, are likely to
underestimate teir actual incidence. The table below displays te incidence of sexual side
effects reported by at least 2% of patients taking Celexa in a pool of placebo-controlled clini-
cal trials in patients with

Treatment Celexa (425 males) Placebo {194 males)

Abaormal Ejaculation 6.1% {males only) 1% {males only)
(mostly ejaculatory delay)

Decreased Libido 3.8% (males only) <1% (males only)

2.8% (males only) <1% (males only)

In female depressed patients receiving Celexa, the reported incidence of decreased libido and
anorgasmia was 1.3% (n=638 females) and 1.1% (n=252 females), respectively. There are no
adequately designed studies examining sexual dysfunction with citalopram treatment.
Priapism has been reported with all SSRis. While it is difficutt to know the precise risk of sex-
ual dysfunction associated with the use of SSRI's, physicians should routinely inquire about
such possible side effects. Vital Sign Changes Celexa and placebo groups were compared with
respect to (1) mean change from baseline in vital signs (pulse, systolic blood pressure, and
diastolic blood pressure) and (2) the incidence of patients meeting criteria for potentially clin-
ically significant changes from baseline in these variables. These analyses did not reveal any
clinically important changes in vital signs associated with Celexa freatment. In addition, a com-
parison of supine and standing vital sign measures for Celexa and placebo treatments indi-
cated that Celexa treatment is not associated with orthostatic changes. Weight Changes
Patients treated with Celexa in controlled trials experienced a weight loss of about 0.5 kg com-
pared to n change for placebo patients. Laboratory Changes Celexa and piacebo groups were
compared with respect to (1) mean change from baseline in various serum chemistry, hema-
{ology, and urinalysis variables and {2} the incidence of patients meeting criteria for potential-
ly clinicalfy significant changes from baseline in these variables. These analyses revealed no
clinically important changes in laboratory test parameters associated with Celexa treatment.
ECG Changes Electrocardiograms from Celexa (N=802) and placebo (N=241) groups were
compared with respect to (1) mean change from baseline in various ECG parameters and (2)
the incidence of patients meeting criteria for potentially clinically significant changes from
baseline in these variables. The only statistically significant drug-placebo difference observed
was a decrease in heart rate for Celexa of 1.7 bpm compared to no change in heart rate for
placebo. There were 1o observed differences in QT or other ECG intervals. Other Events
Observed During the F of Celexa HBr) Following is a
fist of WHO terms that refiect treatment-emergent adverse events, as defined in the infroduc-
tion to the ADVERSE REACTIONS section, reported by patients treated with Celexa at muitiple
doses in & range of 10 to 80 mg/day during any phase of a trial within the premarketing data-
base of 4422 patients. All reported events are inctuded except those already listed in TABLE 2
or elsewhere in labeling, those events for which a drug cause was remote, those event terms
which were so general as to be uninformative, and those occurring in only one patient. t is
important to emphasize that although the events reported occurred during treatment with
Celexa, they were not necessarily caused by it. Events are further categorized by body system
and listed in order of decreasing frequency according to the following definitions: frequent
adverse events are those occurting on one or more occasions in at least 1/100 patients; infre-
quent adverse events are those occurring in less than 1/100 patients but at least 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Cardiovascular —
Frequent: tachycardia, postural Infrequent: ion, bradycar-
dia, edema (extremities), angina pectoris, extrasystoles, cardiac failure, flushing, myocardial
infarcﬁon. cerebrovascular accident, myocardial ischemia. Rare: transient ischemic attack,
phiebitis, atrial fibrillation, cardiac arest, bundle branch block. Central and Peripheral Nervous
System Disqrders — Frequent: pasesthesia, migraine. infrequent. hyperkinesia, vertigo, hyper-
tonia, extrapyramidal disorder, leg cramps, involuntary muscle contractions, hypokinesia, neu-
ralgia, dystonia, abnormal gait, hypesthesia, ataxia. Rare: abnormal coordination, hyperesthe-
sia, ptosis, stupor. Endocrine Disorders ~ Rave: hypothyroidism, goiter, gynecomastia.
Gastrointestinal Disorders — Frequent: saliva increased, flatulence. Infrequent: gastritis, gas-
troenteritis, stomatitis, eructation, hemorrhoids, dysphagia, teeth grinding, gingivitis, esophagi-
tis. Rare: colitis, gastric ulcer, chalecystitis, cholelithiasis, duodenal uicer, gastroesophageal
refiux, glossitis, jaundice, diverticuliis, rectal hemorrhage, hiccups. General — infrequent: hot
flushes, rigors, alcohat intaterance, syncape, influenza-like symptams. Rare: hayfever. Hemic
and Lymnnanc Disorders - Inlrequenr purpura, anemia, epistaxis, teukocytosis, leucopenia,
Iymphadenopattty. Rare: pulmonary embolism,
hypochromic anemia, coagulation disorder, gingival Dleedlng ﬁanollg and Nutritionai
Disorders - Frequent: decreased weight, increased weight. infrequent: increased hepatic
enzymes, thirst, dry eyes, increased alkaline phosphatase, abnormal glucose tolerance. Rare:

obesity, 2, hepatitis, Musculoskeletal
System Disorders — infrequent: arthritis, muscle weakness, skeletal pain. Aare: bursitis, osteo-
porosis. Psychiatric Disorders — Frequent: impaired concentration, amnesia, apathy, depres-
sion, increased appetite, aggravated depression, suicide attempt, confusion. Mnfrequent:
increased fibido, aggressive reaction, paroniria, drug dependence, depersonalization, halluci-
nation, euphoria, psychotic depression, delusion, paranoid reaction, emotional (ability, panic
reaction, psychosis. Rare: catatonic reaction, melancholia. Reproductive Disorders/Female* —
Freguent: amenorrhea. Infrequent: galactorrhea, breast pain, breast enlargement, vaginal
hemorrhage. *% based on female subjects only: 2955 Respiratory System Disorders —
Frequent: coughing. Infrequent: bronchitis, dyspnea, pneumonia. Rare: asthma, laryngitis,
bronchospasm, pneumonitis, sputum increased. Skin and Appendages Disorders — Frequent:
rash, pruritus. infrequent: photosensitivity reaction, urticaria, acne, skin discoloraticn, eczema,
alopecia, dermatitis, skin dry, psoriasis. Aare: hypertrichosis, decreased sweating, melanosis,
keratitis, cellulitis, pruritus ani. Special Senses - Arequent: accommodation abnormal, taste
perversion. nfrequent: tinnitus, conjunctivitis, eye pain. Rare: mydriasis, photophobia, diplop-
ia, abnormal [acrimation, cataract, taste loss. Urinary System Disorders ~ Frequent: polyuria.
Infrequent: micturition frequency, urinary incontinence, urinary retention, dysuria. Rare: facial
edema, hematuria, oliguria, pyelonephritis, renal calculus, renal pain. Other Events Observed
During the Non-US Postmarketing Evaluation of Celexa (citalopram HBr} It is estimated
that over 30 millien patients have been treated with Celexa since market introduction. Atthough
no causal relationship to Celexa freatment has been found, the following adverse events have
Deen reported to be temporally associated with Celexa treatment, and have not been described
elsewhere in labeling: acute renal failure, akathisia, allergic reaction, anaphylaxis, angioede-
ma, choreoathetosis, chest pain, delirium, dyskinesia, ecchymosis, epidermal necrolysis, ery-
thema muitiforme, gastrointestinal hemorrhage, grand mal convuisions, hemolytic anemia,
hepatic necrasis, myoclonus, neurcleptic maiignant syndrome, nystagmus, pancreatitis, pri-
apism, prolactinemia, prothrombin decreased, QT prolonged, mhabdomyolysis, serotonin syn-
drome, spontaneous abortion thrombocytopenia, thrombosis, ventricular arrhythmia, Torsades
de pointes, and withdrawal syndrome. OVERDOSAGE Human Experience Although there
were no reports of fatal citalopram overdese in clinical trials involving overdoses of up to 2000
mg, postmarketing reports of drug overdoses invelving citalopram have included 12 fatalities,
10 in combination with other drugs and/or alcohol and 2 with citalopram alone (3920 mg and
2800 mg), as weil as nonfatal overdoses of up to 6000 mg. Symptoms most often accompa-
nying citalopram overdose, alone or in combination with other drugs and/or alcohat, included
dizziness, sweating, nausea, vemiting, tremor, somnolence, and sinus tachycardia. (n more
rare cases, observed symptems included amnesia, confusion, coma, convulsions, hyperventi-
lation, cyanosis, rhabdomyolysis, and ECG changes {including GTe prolongation, nodal rhythm,
ventricular arrhythmia, and one possible case of Torsades de pointes).
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