Suicidality and Antidepressant Drugs
Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in cmlaven adolescents,
and young adults in short-term studies of major MDD and other one considering
the use of Gitalo or any other antidepressant n a chid, adolescent,or young adult must balance thi risk wnmhe clinical need.
Short-term studies did not show an increase in the risk of suicidality with antidepressants compared to placebo in adults beyond
age 24; there was a reduction in risk with antidepressants compared to placebo in adults aged 65 and older. Depression and
certain other psychiatric disorders are themselves associated with increases in the risk of suicide. Patients of all ages who are
started on antidepressant therapy should be monitored appropriately and observed closely for clinical worsening, suicidality, or
unusual changes in behavior. Families and caregivers should be advised of the need for close observation and communication
with the prescriber. Citalo is not approved for use in pediatric patients

(citalopram hydroror
COMPOSITION:
Active ingredients:
Citalo 20mg film coated tablets:

each film coated tablet contains Citalopram Hydrobromide equivalent to 20 mg Citalopram.
Citalo 40mg film coated tablets:

‘each film coated tablet contains Citalopram Hydrobromide equivalent to 40 mg Gitalopram.
Inactive ingredients:

Citalo 20mg film coated :Lactos
Magnesium Stearate, Groscarmellose Sodium.
Citalo 40mg film coated tablets:

Lactose monohydrate D.C., Microcrystalline Cellulose pH 102, Colloidal Silicon Dioxide (Aerosil 200), Magnesium Stearate,
Croscarmellose Sodium.

Coat: Hydroxypropylmethyl Cellulose 2910, Titanium Dioxide, Polyethylene Glycol 6000.

Citalo oral solutior
Active ingredient: each 1m contains citalopram hydrobromide equivalent to 2mg citalopram.

Inactive ingredients: methyl paraben, propyl paraben, sorbitol 70%, propylene glycol 400, saccharine sodium, banana flavor
powder 212004, citric acid, purified water.

CLINICAL PHARMACOLOGY

Pharmacodynamics

The mechanism of action of citalopram HBr as an antidepressant is presumed to be linked to potentiation of serotonergic activity
in the central nervous system (GNS) resulting from its inhibition of CNS neuronal reuptake of serotonin (5-HT). In vitro and in vivo
studies in animals suggest that citalopram is a highly selective serotonin reuptake inhibitor (SSRI) with minimal effects on
norepinephrine (NE) and dopamine (DA) neuronal reuptake. Tolerance to the inhibition of 5-HT uptake is not induced by long-term
(14-day) treatment of rats with citalopram

Gitalopram is a racemic mixture (50/50), and the inhibition of 5-HT reuptake by citalopram is primarily due to the (S)-enantiomer.
Citalopram has no or very low affinity for 5-HT1A, adrenergic, 5-HT2A, dopamine D1 and D2, a1-, a2-, and B-adrenergic,
histamine H1, gamma aminobutyric acid (GABA), muscarinic cholinergic, and benzodiazepine receptors. Antagonism of
muscarinic, histaminergic, and adrenergic receptors has been hypothesized to be associated with various anticholinergic,
sedative, and cardiovascular effects of other psychotropic drugs.

Pharmacokinetics

The single- and multiple-dose pharmacokinetics of citalopram are linear and dose-proportional in a dose range of 10-60 mg/day.
Biotransformation of citalopram is mainly hepatic, with a mean terminal half-life of about 35 hours. With once daily dosing, steady
state plasma concentrations are achieved within approximately one week. At steady state, the extent of accumulation of
citalopram in plasma, based on the half-life, is expected to be 25 times the plasma concentrations observed after a single dose.
The tablet and oral solution dosage forms of citalopram HBr are bioequivalent

Absorption and Distribution

Following a single oral dose (40 mg tablet) of citalopram, peak blood levels occur at about 4 hours. The absolute bioavailability of
citalopram was about 80% relative to an intravenous dose, and absorption is not affected by food. The volume of distribution of
citalopram is about 12 L/kg and the binding of citalopram (CT), (DCT) and ©DCT to
human plasma proteins is about 80%.

Metabolism and Elimination

Following intravenous administrations of citalopram, the fraction of drug recovered i the urine as citalopram and DCT was about
10% and 5% respectively. The systemic clearance of citalopram was 330 mL/min, with approximately 20% of that due to renal
clearance

Gitalopram is to (oc), (DDCT), citalopram-N-oxide, and a deaminated
propionic acid derivative. In humans, unchanged citalopram is the predominant compound in plasma. At steady state, the
concentrations of citalopram's metabolites, DCT and DDCT, in plasma are approximately one-half and one-tenth, respectively,
that of the parent drug.

In vitro studies show that citalopram is at least 8 times more potent than its metabolites in the inhibition of
suggesting that the metabolites evaluated do not likely contribute significantly to the antidepressant actions of citalopram.

In vitro studies using human liver microsomes indicated that CYP3A4 and GYP2C19 are the primary isozymes involved in the
N-demethylation of citalopram.

Population Subgroups

Age - Citalopram pharmacokinetics in subjects 260 years of age were compared to younger subjects in two normal volunteer
studies. In a single-dose study, citalopram AUC and half-life were increased in the subjects > 60 years old by 30% and 50%,
respectively, whereas in a multiple-dose study they were increased by 23% and 30%, respectively. 20 mg/day is the maximum
recommended dose for patients who are greater than 60 years of age (see WARNINGS and DOSAGE AND ADMINISTRATION), due
to the risk of QT prolongation

Reduced hepatic function:Citalopram oral clearance was reduced by 37% and half-life was doubled in patients with reduced
hepatic function compared to normal subjects. 20 mg/day is the maximum recommended dose for hepatically impaired patients
due to the risk of QT prolongation.

CYP2C19 poor CYP2C19 poor
107%, respectively.

Citalo 20 mg/day is the maximum recommended dose in CYP2C19 p to the risk of QT

CYP2D6 poor melnbolvz-ra Citalopram steady state levels were ot wnmcamly different in poor metabolizers and extensive
metabolizers of CY

Reduced renal Iuncn ion :

in patients with mild to moderate renal fun pairment, oral clearance of citalopram was reduced by 17% compared to
normal subjects. No adjustment of dosage for such patients is recommended.No information is available about the
pharmacokinetics of citalopram in patients with severely reduced renal function (creatinine clearance < 20 mL/min)

Drug-Drug Interactions
In vitro enzyme inhibition data did not reveal an inhibitory effect of citalopram on GYP3A4, 2C8, or -2, but did suggest that it i
weak inhibitor of GYP1A2, -2D6, and -2C19. Citalopram would be expected to have little inhibitory effect on in vivo metabolism
mediated by these enzymes. However, in vivo data to address this question are limited.

CYP3A4 and CYP 2C19 inhibitors:Since CYP3A4 and CYP 2C19 are the primary enzymes involved in the metabolism of
citalopram, it is expected that potent inhibitors of CYP3A4 (e.g., ketoconazole, itraconazole, and macrolide antibiotics) and potent
inhibitors of CYP2C19 (e.g., omeprazole) might decrease the clearance of citalopram. However, coadministration of citalopram
and the potent CYP3A4 inhibitor did not affect the of citalopram. Citalo 20 mg/day is
the maximum recommended dose in patients taking concomitant cimetidine or another CYP2C19 inhibitor, because of the risk of
QT prolongation.

CYP2D6 Inhibitors: Go administration of a drug that inhibits CYP2DG with Gitalo is unlikely to have clinically sig
citalopram metabolism, based on the study results in CYP2D6 poor metabolizers
INDICATIONS AND USAGE

Gitalo (citalopram hydrobromide) is indicated for the treatment of depression

Gitalo (citalopram hydrobromide) is also indicated in the treatment of panic disorder
CONTRAINDICATIONS

“The use of MAOIs intended to treat psychiatric disorders with italo or within 14 days of stopping treatment with Citalo is
contraindicated because of an increased risk of serotonin syndroms

“The use of Citalo within 14 days of stopping an MAOI intended to treat psychiatric disorders is also contraindicated.
“Starting Citalo in a patient who is being treated with MAOIs such as linezolid or intravenous methylene biue is also
contraindicated because of an increased risk of serotonin syndrome.

~Concomitant use in panems taking pimozide is contraindicated

«Citalo is n patients with a 10 citalopram or any of the inacti
“Do not use citalopram ithather mecicinal products known to prolong the QT interval.
lopram is contraindicated in patients with congenital QT syndrome.

WARNINGS

WARNINGS-Clinical Worsening and Suicide Risk

~Clinical Worsening and Suicide Ris}

Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their depression and/or the
emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they are taking
antidepressant medications, and this risk may persist until significant remission occurs. Suicide is a known risk of depression and
certain other psychiatric disorders, and these disorders themselves are the strongest predictors of suicide. There has beef
long-standing concern, however, that antidepressants may have  role in inducing worsening of depression and the emergence of
suicidality in certain patients during the early phases of treatment

Itis unknown whether the suicidalityrisk extends to longer-term use, i.e., beyond several months. However, there is substantial
evidence from placebo-controlled trials in adults that the use of can delay the
recurrence of depression.

Al patients being treated with antidepressants for any indication should be monitored appropriately and observed closely for
clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few months of a course of drug
therapy, or at times of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia
(psychomotor restlessness), hypomania, and mania, have been reported in adult and pediatric patients being treated with
antidepressants for major depressive disorder as well as for other indications, both psychiatric and nonpsychiatric.

Although a causal link between the emergence of such symptoms and either the worsening of depression and/or the emergence
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of suicidal impulses has not been established, there is concern that such symptoms may represent precursors to emerging
suicidality.
Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in patients
whose depression is persistently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to
worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part of the patient's
presenting symptoms.
If the decision has been made to discontinue treatment, medication should be tapered, as rapidly s is feasible, but with
recognition that abrupt dlsnnmmua(mn can be associated with certain symptoms.
Families and caregivers o s being treated with antidepressants for major depressive disorder or other indications, both

sychiatric and nonpsychiatric, ahould be aleied about th neet 15 monior patients for the emergence of agitation, irritability,
unusual changes in behavior, and the other symptoms described above, as well as the emergence of suicidality, and to report
such symptoms immediately to health care providers. Such monitoring should include daily observation by families and
caregivers. Prescriptions for Gitalo should be written for the smallest quantity of tablets consistent with good patient
management, in order to reduce the risk of overdose.

-QT-Prolongation and Torsade de Pointes
Citalopram causes dose-dependent QTc prolongation, an ECG abnormality that has been associated with Torsade de Pointes
(TdP), ventricular tachycardia, and sudden death, all of which have been observed in post-marketing reports for citalopram
Because of the risk of QTc prolongation at higher citalopram doses, it is recommended that citalopram should not be given at
doses above 40 mg/day.
Itis recommended that citalopram should not be used in patients with congenital long QT syndrome, bradycardia, hypokalemia o
hypomagnesemia, recent acute myocardial infarction, or uncompensated heart failure. Citalopram should also not be used in
patients who are taking other drugs that prolong the QTG interval. Such drugs include Class 1A (e.g. quinidine, procainamide) or
Class Il (e.g, amiod: sotaloh g,
antibiotics (e.g, gatifloxacin, moxifloxacin), or any other class of medications known to prolong the QTc interval (e.g.,
pentamidine, levomethadyl acetate, methadone)
The citalopram dose should be limited in certain populations. The maximum dose should be limited to 20 mg/day in patients who
are CYP2C19 poor metabolizers or those patients who may be taking concomitant cimetidine or another CYP2C19 inhibitor, since
higher citalopram exposures would be expected. The maximum dose should also be limited to 20 mg/day in patients with hepatic
impairment and in patients who are greater than 60 years of age because of expected higher exposures.
Electrolyte and/or ECG monitoring is recommended in certain circumstances. Patients being considered for citalopram treatment
who are at risk for significant electrolyte disturbances should have baseline serum potassium and magnesium measurements
with periodic monitoring. Hypokalemia (and/or hypomagnesemia) may increase the risk of QTG prolongation and arrhythmia, and
should be corrected prior to initiation of treatment and periodically monitored. ECG monitoring is recommended in patients for
whom citalopram use is not recommended (see above), but, nevertheless, considered essential. These include those patients with
the cardiac conditions noted above, and those taking other drugs that may prolong the QTc interval.
Citalopram should be discontinued in patients who are found to have persistent QTc measurements >500 ms. If patients taking
citalopram experience symptoms that could indicate the occurrence of cardiac arrhythmias, e.g., dizziness, palpitations, or
syncope, the prescriber should initiate further evaluation, including cardiac monitoring.
+Screening Patients for Bipolar Disorder
A major depressive episode may be the initial presentation of bipolar disorder. It is generally believed mwugh r\o( es(abhshed in
controlled trials) that treating such an episode with an antidepressant alone may increase the likelihood of p
a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described above vep.esem auch
a conversion is unknown. However, prior to initiating treatment with an antidepressant, patients with depressive symptoms should
be adequately screened to determine if they are at risk for bipolar disorder; such screening should include a detailed psychiatric
history, including  family history of suicide, bipolar disorder, and depression. It should be noted that Citalo is not approved for
use i treating bipolar depression.

erotonin Syndrome
The development of a potentially Iife-threatening serotonin syndrome has been reported with SNRIs and SSRIs, including Citalo,
alone but particularly (including triptans, tricyclic antidepressants, fentanyl,
lithium, tramadol, trytophan, buspirone, and St. John's Wort) and with drugs that impair metabolism of serotonin (in particular,
MAOIs, both those intended to treat psychiatric disorders and also others, such as linezolid and intravenous methylene biue).
Serotonin syndrome symptoms may include mental status changes (e.g, aguanon hallucinations, delirium, and coma), autonomic
instability (e.0. tachycardia, abile blood pressure, dizziness, diaphoresis, flushing, symptoms (e.g.,
tremor, rigidity, myoclonus, seizures and/av symptoms (e.g., nausea, vomiting,
rrhea)
Patients should be monitored for the emergence of serotonin syndrome.
‘The concomitant use of Citalo with MAOIs intended to treat psychiatric disorders is contraindicated. Gitalo should also not be
started in a patient who s being treated with MAOIs such as linezolid or intravenous methylene blue. All reports with methylene
blue that provided information on the route of administration involved intravenous administration in the dose range of 1 mg/kg to 8
malkg
No reports involved the administration of methylene blue by other routes (such as oral tablets or local tissue injection) or at lower
doses. There may be circumstances when it is necessary to initiate treatment with an MAOI such as linezolid or intravenous
methylene blue in a patient taking Citalo. Citalo should be discontinued before initiating treatment with the MAOI
If concomitant use of Citalo with other serotonergic drugs including, triptans, tricyclic antidepressants, fentanyl, lithium, tramadol,
buspirone, trytophan and St. John's Wort is clinically warranted, patients should be made aware of a potential increased risk for
serotonin syndrome partioularly during treatment initiation and dose increases. Treatment with Gitalo and any Goncomitant

ic agents should if the above events occur and supportive symptomatic treatment should

Gitalo should be discontinued before initiating treatment with the MAOI
If concomitant use of Gitalo with other serotonergic drugs including, triptans, tricyclic antidepressants, fentanyl, lithium, tramadol,
buspirone, trytophan and St. John's Wort is clinically warranted, patients should be made aware of a potential increased risk for
serotonin syndrome particularly during treatment initiation and dose increases. Treatment with Citalo and any concomitant
agents should if the above events occur and supportive symptomatic treatment should

be initiated.
“Patients with congestive heart failure, bradyarthythmias, myocardial infarction or predisposition to hypokalemia o
hypomagnesaemia because of concomitant illness or drugs, are at higher risk of developing Torsade de Pointes. Health Care
Professionals should consider more frequent electrocardiogram (ECG) monitoring in patients with congestive heart failure,
bradyarrhythmias.
*Hypokalemia and hypomagnesaemia should be corrected before administering citalopram. Electrolytes should be monitored as
clinically indicated
+Patients should contact a healthcare professional immediately if they experience signs and symptoms of an abnormal heart rate
or thythm while taking citalopram.
+Patients should be advised not to stop taking citalopram or change or reduce the dose without first consulting their healthcare
professional, as withdrawal symptoms may ocour when citalopram treatment is discontinued, particularly if this is abrupt.

TIONS

Cital
lopram and omer SSRIs and SNRIs (serotonin and norepinephrine reuptake inhibitors), there have been
spontaneous reports of adverse events occurring upon discontinuation of these drugs, particularly when abrupt, including the
following: dysphoric mood, irritability, agitation, dizziness, sensory disturbances (e.g, paresthesias such as electric shock
sensations), anxiety, confusion, headache, lethargy, emotional lability, insomnia, and hypomania. While these events are
generally self-limiting, there have been reports of serious discontinuation symptoms.
Patients should be monitored for these symptoms when discontinuing treatment with Gitalo. A gradual reduction in the dose rather
than abrupt cessation is recommended whenever possible. If intolerable symptoms occur following a decrease in the dose or
upon discontinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, the physician
may continue decreasing the dose but at a more gradual rate.
Abnormal Bleeding

monitoring is advised if Citalo must be used in such patients. Electrolytes should be monitored in treating patients with diseases

or conditions that cause hypokalemia or hypomagnesemia.

In subjects with hepatic impairment, citalopram clearance was decreased and plasma concentrations were increased. The use of

Citalo 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 Citalo, however, it

should be used with caution in such patients.

it you hzve heen told by your doctor that you have intolerance to some sugars; contact your doctor before taking this medicine.
ient

format
~Physlclans are advlsed to discuss the following issues with patients for whom they prescribe Citalo.

~Patients should be cautioned about the risk of serotonin syndrome with the concomitant use of Citalo and triptans, tramadol or
other serotonergic agent;

- Although in controlled studies citalopram has not been shown to impair psychomotor performance, any psychoactive drug may
impair judgment, thinking, or motor skills, so patients should be cautioned about operating hazardous machinery, including
automobiles, until they are reasonably certain that Citalo therapy does not affect their ability to engage in such activities.
+Patients should be told that, although citalopram has not been shown in experiments with normal subjects to increase the mental
and motor skill impairments caused by alcohol, the concomitant use of Gitalo and alcohol in depressed patients is not advised
~Patients should be advised to inform their physician if they are taking, or plan to take, any prescription or over-the-counter drugs,
as there is a potential for interactions.

“Patients should be cautioned about the concomitant use of Gitalo and NSAIDs, aspirin, warfarin, or other drugs that affect
coagulation since combined use of psychotropic drugs that interfere with serotonin reuptake and these agents has been
associated with an increased risk of bleeding.

«Patients should be advised to notify their physician if they become pregnant or intend to become pregnant during therapy.
«Patients should be advised to notify their physician f they are breastfeeding an infant. While patients may notice improvement
with Citalo therapy in 1to 4 weeks, they should be advised to continue therapy as directed.

+Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits and risks
associated with treatment with Citalo and should counsel them i its appropriate use.

A patient Medication Guide about *Antidepressant Medicines, Depression and other Serious Mental liiness, and Suicidal Thoughts
or Actions* is available for Citalo. The prescriber o health professional should instruct patients, their families, and their caregivers
10 read the Medication Guide and should assist them in understanding its contents

ients should be given the opportunity to discuss the contents of the Medication Guide and to obtain answers to any questions
they may have. The complete text of the Medication Guide is reprinted at the end of this document.

nts should be advised of the following issues and asked to alert their prescriber if these occur while taking Citalo.

ical Worsening and Suicide Risk: Patients, their families, and their caregivers should be encouraged to be alert to the
emergence of anxiety, agitation, panic attacks, insomnia, irritabilty, hostility, aggressiveness, impulsivity, akathisia (psychomotor
restlessness), hypomania, mania, other unusual changes in behavior, worsening of depression, and suicidal ideation, especially
early during antidepressant treatment and when the dose is adjusted up or down. Families and caregivers of patients should be

cmmmculn
requent. tachycardia, postural hypotension, and hypotension
frequent: hypertension, bradycardia, edema (ex(reml(lesy, angina pec toris, extrasystoles, cardiac failure, flushing, myocardial
infarction, cevebrevascularacmdem myccuvdlal ischemi
Rar hemic attack, phi orilation, cardiac arrest, bundle branch block
ipheral Nervous Sysiem bisorders:
Frequent paresthesia, migraine.
Infrequent: hyperkinesia, vertigo, hypertonia, extrapyramidal disorder, leg cramps,
neuralgia, dystonia, abnormal gait, hypesthesia, ataxia
Rare: abnormal coordination, hyperesthesia, ptosis, stupor.
Endocrine Disorders:
Rare: hypothyroidism, goiter, gynecomastia,
Gastrointestinal disorders:
Frequent saliva increased, flatul
Infrequent gastroenteritis, swmamls, eructation, hemorrhoids, dysphagia, teeth grinding, gingivits, esophagitis.
Rare: colitis, gastric ulcer, duodenal ulcer, reflux, glossitis, jaundice, diverticulitis,
rectal hemorrhage, hiccups.
General
Infrequent: hot flushes, rigors, alcohol intolerance, syncope, influenza-like symptoms.
Rare: hayfever.
Hemic and Lymphatic Disorders:
Infrequent. purpura, anemia, epistaxis, leukocytosis, leucopenia, lymphadenopathy.
Rare: pulmonary embolism,
bleeding.
Metabolic and Nutritional Disorders
Frequent decreased weight, increased weight
Inirequent increased hepatio enzymes, thirst, dry eyes, inoreased alkaline phosphatase, and abnormal glucose tolerance.
Rare: obesity, hepatitis, dehydration.
Musculoskeletal system disorders:
Infrequent arthritis, muscle weakness, skeletal pain
Rare: bursitis, osteoporosis.
Psychiatric disorders:
Frequent impaired concentration, amnesia, apathy, depression, increased appetite, aggravated depression, suicide attempt,
confusion.
Infrequent. increased libido, aggressive reaction, paroniria,
psychotic depression, delusion, paranoid reaction, emotional lability, panic reaction, psychosis.
Rare: catatonic reaction, melancholia

nvoluntary muscle contractions, hypokinesia,

anemia, coagulation disorder, gingival

euphoria,

advised to Iook for the emergence of such symptoms on a day to-day basis, since changes may be abrupt. Such symptoms should
be reported to the patient's prescriber or health professional, especially if they are severe, abrupt in onset, or were not part of the
patient's presenting symptoms. Symptoms such s these may be associated with an increased risk for suicidal thinking and
behavior and indicate a need for very close monitoring and possibly changes in the medication.

Laboratory Tests

There are no specific laboratory tests recommended.

DRUG INTERACTIONS

Drugs: WARNINGS, and DOSAGE AND ADMINISTRATION.
Triptans: There have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a triptan if concomitant
treatment of Citalo with a triptan is clinically warranted, careful observation of the patient is advised, particularly during treatment
initiation and dose increases.

CNS Drugs: given the primary CNS effects of citalopram, caution should be used when it is taken in combination with other
centrally acting drugs.

AI hol: the use of alcohol by depressed patients taking Gitalo is not recommended

oamine Oxidase Inhibitors (MAOIs): See commnmcmous WARNINGS and DOSAGE AND ADMINISTRATION

Drugs ‘That Interfere With Hemostasis (NSAIDs, Aspirin, Warfarin, etc. - Serotonin release by platelets plays an important role in
Epidemiological studies of the case-control and cnhnrl design that have demonstrated an association between use
of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding have also
shown that concurrent use of an NSAID or aspirin may potentiate the risk of bleeding. Altered anticoagulant effects, including
increased bleeding, have been reported when SSRIs and SNRIs are coadministered with warfarin. Patients receiving warfarin
therapy should be carefully monitored when Gitalo is initiated or discontinued.

Cimetidine: Citalo 20 mg/day is the maximum recommended dose for patients taking concomitant cimetidine because of the risk
of QT prolongation.

Digoxin: combined administration of Citalo and digoxin
either citalopram or digoxin,

Lithium: because lithium may enhance the serotonergic effects of citalopram, caution should be exercised when Gitalo and
lithium are co-administered

Pimozide: Citalopram did not alter the mean AUC or C of pimozide.

‘The mechanism of this pharmacodynamic interaction is not known.

Theophylline: Combined administration of Gitalo (40 mg/day for 21 days) and the CYP1A2 substrate theophylline (single dose of
300 mg) did not affect the of The effect of on the of citalopram was
not evaluated

of 1 mg) did not sig y affect the of

treatment with sumatriptan and an SSRI (e.g., fluoxetine, fluvoxamine, paroxetine, sertraline,

citalopram is clinically warranted, appropriate observation of the patient is advised.

Warfarin. Prothrombin time was increased by 5% the clinical significance of which is unknown.

Carbamazepine: The possibility that carbamazepine might increase the clearance of citalopram should be considered if the two

drugs are co-administered.

Triazolam: Combined administration of Citalo and the CYP3A4 substrate triazolam (single dose of 0.25 mg) did not significantly

affect the pharmacokinetics of either citalopram o triazolam.

Ketoconazole: Combined administration of Citalo (40 mg) and ketoconazole (200 mg) decreased the C and AUC of ketoconazole

and did not sig; y affect the of citalopram.

s: Citalo 20 mg/ﬂay s the maximum recommended dose for patients taking concomitant CYP2C19 inhibitors

because of the risk of QT prolongation

Metoprolol: Go-administration of citalo and metoprolol had no clinically significant effects on blood pressure or heart rate.

imipramine and Other Tricyclic Antidepressants (TCAS): In vitro studies suggest that citalopram is a relatively weak inhibitor of

CYP2D6.

Co-administration of Citalo (40 mg/day for 10 days) with the TCA imipramine (single dose of 100 mg), a substrate for GYP2D6,

ot significantly affect the piasma concentratians of imipramine or ctalopram. Howaver, the concentration of te [mipramine
was increased by 50%The clinical of change is unknown.

Nevertheless, caution is indicated in the co administration of TCAs with Citalo.

Electroconvulsive Therapy (ECT): there are no clinical studies of the combined use of electroconvulsive therapy (ECT) and Gitalo.

PREGNANCY

Pregnancy Category C.

In animal reproduction studies, citalopram has been shown to have adverse effects on embryo/fetal and postnatal development,
including teratogenic effects, when administered at doses greater than human therapeutic doses.

There are no adequate 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.

Pregnancy-Non-teratogenic Effects

Neonates exposed to Citalo and other SSRIs or serotonin and norepinephrine reuptake inhibitors (SNRIs), late in the third
trimester, requiring prolonged respiratory support, and tube feeding. Such

SSRIs and SNRIs, including Citalo, may increase the risk of bleeding events. use of aspirin,

anti-inflammatory drugs, warfarin, and other anticoagulants may add to the risk. Bleeding events related to SSRIs and SNRIs use
have ranged from ecchymoses, hematomas, epistaxis, and petechiae o life-threatening hemorrhages. Patients should be
cautioned about the risk of bleeding associated with the concomitant use of Gitalo and NSAIDs, aspirin, o other drugs that affect
coagulation.

Hyponatremia

Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including Citalo. In many cases, this hyponatremia
appears to be the result of the syndrome of inappropriate antidiuretic hormone secretion (SIADH), and was reversible when Citalo
was discontinued. Cases with serum sodium lower than 110 mmol/L have been reported. Elderly patients may be at greater risk
of developing hyponatremia with SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise volume depleted may be
at greater risk. Discontinuation of Citalo should be considered in patients with symptomatic hyponatremia and appropriate
medical intervention should be instituted

Signs and symptoms of hyponatremia include headache, difficulty concentrating, memory impairment, confusion, weakness, and
unsteadiness, which may lead to falls. Signs and symptoms associated with more severe and/or acute cases have included
hallucination, syncope, seizure, coma, respiratory arrest, and death

Act ia/Hypomay

ctivation of mania/hypomania has also been reported in a small proportion of patients with major affective disorders treated with
other marketed antidepressants. As with all antidepressants, Gitalo should be used cautiously in patients with a history of mania.
Seizures

iz
Although anticonvulsant effects of citalopram have been observed in animal studies, Gitalo has not been systematically
evaluated in patients with a seizure disorder. These patients were excluded from clinical studies during the product's
premarketing testing. Like other antidepressants, Citalo should be introduced with care in patients with a history of seizure
disorder.

with Cognitive and Motor Performance
Because any psychoactive drug may impair judgment, thinking, or motor skills, however, patients should be cautioned about
operating hazardous machinery, including automabiles, il they are reasonably certain that Gitalo therapy does not affect their
ability to engage in such activites.
Use in P h Concomitant lliness

Due to the risk of QT prolongation, citalopram use should be avoided in patients with certai

cardiac conditions, and ECG

can arise Reported clinical findings have included respiratory distress, cyanosis,
apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia,

hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. These features are consistent with either a direct
toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the clinical
picture is consistent with serotonin syndrome.

When treating a pregnant woman with Gitalo, the physician should carefully consider both the potential risks of taking an SSRI,
along with the established benefits of treating depression with an antidepressant. This decision can only be made on a case by
case ba

Labor and Delivery

The effect of italo on labor and delivery in humans is unknown.

NURSING MOTHERS

As has been found to occur with many other drugs, citalopram s excreted in human breast milk. There have been two reports of
infants experiencing excessive somnolence, decreased feeding, and weight loss in association with breastfeeding 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 Citalo therapy should take into account the risks of citalopram exposure for the infant and the benefits of Gitalo
treatment for the mother.

ric Use
Safety and effectiveness in the pediatric population have not been established.

Decreased appetite and weight loss have been observed in association with the use of SSRIs. Consequently, regular monitoring
of weight and growth should be performed in children and adolescents treated with Citalo,

Geriatric use

SSRIs and SNRIs, including Citalo, have been associated with cases of clinically significant hyponatremia in elderly patients, who
may be at greater risk for this adverse event

ADVERSE REACTIONS

Events are further categorized by body system and lsted in order of decreasing frequency according to the following definitions:
frequent adverse events are those occurring on one or more occasions in at least 1/100 patients; infrequent 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

Frequent. amenorrhea.
Infrequent galactorrhea, breast pain, breast enlargement, vaginal hemorrhage.
Respiratory Sysiem Disorders:

Frequent coughi
Infrequent. hmnchms, dyspnea, pneumonia.
Rare: asthma, laryngitis, bronchospasm, pneumonitis, sputum increased.
Skin and Appendages Disorder:

Frequent rash, pruritus.
Infrequent. photosensitivity reaction, urticaria, acne, skin discoloration, eczema, alopecia, dermatitis, skin dry, psoriasis.
Rare: hypertrichosis, decreased sweating, melanosis, keratitis, cellulitis, pruritus ani.
Speclul Senses:
juent: accommodation abnormal, taste perversion.
Inln?quent tinnitus, conjunctiviti pain
Rare: mydriasis, pnowpnoma diplopia, abnormal lacrimation, cataract, taste loss.
orders

ion frequency, urinary incontinence, urinary retention, dysuri
pyelonephritis, renal calculus, renal pain

Overdosage

Human Experience

As with other SSRIs, a fatal outcome in a patient who has taken an overdose of citalopram has been rarely reported
Symptoms most often accompanying citalopram overdose, alone or in combination with other drugs and/or alcohol, included
dizziness, sweating, nausea, vomiting, tremor, somnolence, and sinus tachycardia. In more rare cases, observed symptoms
included amnesia, confusion, coma, cyanosis, and ECG changes (including QTc
prolongation, nodal rhythm, ventricular arrhythmia, and very rare cases of torsade de pointes).

Acute renal failure has been very rarely reported accompanying overdose.

Management of overdose

Establish and maintain an airway to ensure adequate ventilation and oxygenation. Gastric evacuation by lavage and use of
activated charcoal should be considered. Careful observation and cardiac and vital sign monitoring are recommended, along
with general symptomatic and supportive care. Due to the large volume of distribution of citalopram, forced diuresis, dialysis,
hemoperfusion, and exchange transfusion are unlikely to be of benefit. There are no specific antidotes for Citalo.

In managing overdose, consider the possibility of multiple-drug involvement

The physician should consider contacting a poison control center for additional information on the treatment of any overdose
Dosage and administration

“Citalo should be administered once daily, in the morning or evening, with or without food.

«Citalopram should no longer be prescribed at doses greater than 40 mg per day.

Initial treatment

Citalo (citalopram HBr) should be administered at an initial dose of 20 mg once daily, with an increase to a maximum dose of 40
mg/day at an interval of no less than one week Doses above 40 mg/day are not recommended due to the risk of QT prolongation.
Additionally, the only study pertinent to dose response for effectiveness did not demonstrate an advantage for the 60 mg/day
dose over the 40 mg/day dose.

Special populations.

0 mg/day is the maximum recommended dose for patients who are greater than 60 years of age, patients with hepatic
impairment, and for CYP2C19 poor metabolizers or those patients taking cimetidine or another CYP2C1 inhibitor, because these
drugs factors lead to increased blood levels of citalopram, increasing the risk of QT interval prolongation and Torsade de Pointes,
No dosage adjustment is necessary for patients with mild or moderate renal impairment. Gitalo should be used with caution in
patients with severe renal impairment
Treatment of pregnant women during the third trimester
Neonates exposed to Citalo and other SSRIs or SNRIs, late in the third trimester, have developed complications requiring
prolonged hospitalization, respiratory support, and tube feeding. When treating pregnant women with Citalo during the third
Inmes(ev the physician should carefully consider the potential risks and benefits of treatment
tenance treatment
u is generally agreed that acute episodes of depression require several months or longer of sustained pharmacologic therapy.
Itis not known whether the dose of citalopram needed to maintain euthymia is identical to the dose needed to induce remission.
If adverse reactions are bothersome, a decrease in dose to 20 mg/day can be considered.

Discontinuation of treatment with citalo
Symptoms associated with discontinuation of Gitalopram and other SSRIs and SNRIs have been reported. Patients should be
monitored for these symptoms when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended whenever possible.
Ifintolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming the previously
prescribed dose may be considered. Subsequently, the physician may continue decreasing the dose but at a more gradual rate.
Switching a Patient To or From a Monoamine Oxidase Inhibitor (MAO) Intended to Treat Psychiatric Disorders
At least 14 days should elapse between discontinuation of an MAOI intended to treat psychiatric disorders and initiation of
therapy with Gitalo. Conversely, at least 14 days should be allowed after stopping Citalo before starting an MAOI intended to
treat psychiatric disorders.
Use of Citalo with Other MAOIs, Such as Linezolid or Methylene Blue
Do not start Gitalo in a patient who is being treated with linezolid or intravenous methylene blue because there is an increased
isk of serotonin syndrome.
In a patient who requires more urgent treatment of a psychiatric condition, other interventions, including hospitalization, should be
considered.
In some cases, a patient already receiving Citalo therapy may require urgent treatment with linezolid or intravenous methylene
blue. If acceptable alternatives to linezolid or intravenous methylene blue treatment are not available and the potential benefits of
linezolid or intravenous methylene blue treatment are judged to outweigh the risks of serotonin syndrome in a particular patient,
Citalo should be stopped promptly, and linezolid or intravenous methylene biue can be administered. The patient should be
monitored for symptoms of serotonin syndrome for 2 weeks or until 24 hours after the last dose of linezolid or intravenous
methylene blue, whichever comes first. Therapy with Citalo may be resumed 24 hours after the last dose of linezolid or
intravenous methylene biue.
The risk of methylene blue b routes (such as oral tablets or by local injection) or in intravenous
doses much lower than 1 mg/kg with Gitalo is unclear. The clinician should, nevertheless, be aware of the possibility of emergent
symptoms of serotonin syndrome with such use.

KAGE:

Rare: facial edema, hematuria, olig

carton box containing two (AL/PVC) strip each of 7 tablets and leaflets.
Citalo 40mg: Carton box containing 1, 2 or 3 (AL/ Transparent PVCistrip each of 10 tablets and leaflets.
Citalo oral solution 2mg/mi: carton box containing glass a bottle of 120ml leaflet.

STORAGE: Stored at temperature not exceeding 30° C ,in dry place.

DELTA PHARMA s

Tenth of Ramadan City , AR.E

DELTA PRARMA
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