Paxera® Tablets

(paroxetine hydrochloride)

Studies on pregnant women have demonstrated a risk to the fetus.
Paroxetine should not be taken for women who are pregnant or intending
to be pregnant.

DESCRIPTION

PAXERA ine ide) is an orally

available as white oval biconvex film-coated tablets, scored on one side.
Each tablet contains paroxetine hydrochloride equivalent to 20 mg paroxetine.

ic drug,

of such and either the of d and/or the of
suicidal mpulses has not been establlshed, consu:lerauon should be glven to chang-
ing the regimen, including possibly d in

patients for whom such symptoms are severe, abrupt in onset, ur were not part of
the patient's presenting symptoms.

Families and caregivers of patients being treated with antidepressants for
major depressive disorder or other indications, both psychiatric and nonpsy-
chiatric, should be alerted about the need to monitor patients for the emer-
gence of agitation, irritability, and the other symptoms described above, as
well as the emergence of suicidality, and to report such symptoms immedi-
ately to health care providers.

Prescriptions for paroxetine should be written for the smallest quantity of tablets
consistent with good patient management, in order to reduce the risk of overdose.

Inactive ingredients consist of dibasic calcium phosphate dihydrate, magnesium If the decision has been made to should be
stearate, sodium starch glyeolate, mlcmcrystallme cellulose, povidone, hydrox- tapered, as rapidly as is feasible, but with that abrupt di ion
ypropyl methyl cellul propy lose and titanium dioxide. can be iated with certain

1t should be noted that paroxetine is not approved for use in treating any indica-
INDICATIONS AND USAGF ine is indicated for the of major tions in the pediatric population. A major depressive episode may be the initial

ajor Dep
depressive disorder.
A major depressive episode implies a p and
or dysphoric mood that usually interferes with daily functlonmg nearly every day
for at least 2 weeks; it should include at least 4 of the followmg 8 symptoms:

Change in appetite, change in sleep, p agitation loss of
interest in usual activities or decrease in sexual drive, 1ncreased fatigue, feelings of
guilt or worthlessness, slowed thinking or unpalred concentration, and a suicide
attempt or suicidal ideation.

The effects of p in lized d d patients have not been ade-
quately studied. . The physician who elects to use paroxetine for extended periods
should periodically re-evaluate the long-term usefulness of the drug for the individ-
ual patient.

of bipolar disorder. It is gen believed (though not established in
controlled trials) that treating such an epls()é with an antidepressant alone may
increase the likelihood of precipitation of a mixed/manic episode in patients at risk
for bipolar disorder. Whether any of the symptoms described above represent such
a conversion is unlmown. However, prior to initiating treatment with an antide-
pressant, patients should be adequately screened to determine if they are at risk for
bipolar disorder; such screening should include a detailed psychiatric history,
including a family history of suicide, bipolar disorder, and depression. It should be
noted that paroxetine is not approved for use in treating bipolar depression.

PRECAUTIONS

General: i) of i During premarketing testing, hypo-
mania or mania occurred in approximately 1.0% of unipolar patients treated with

is indicated for the of obses-
sions and eompulslons in paments wn.h obsessive compulsive disorder (OCD). The
obsessions or compulsions cause marked distress, are time-consuming, or signifi-
cantly interfere with social or occupational functlomng
ot ,

In a subset of patients classified as bipolar, the rate of manic episodes
was 2.2% for paroxetine and 11.6% for the combined active-control groups. As
with all drugs effective in the treatment of major depressive disorder, paroxetine
should be used cautiously in patients with a history of mania.

disorder is ch ized by recurrent and ideas, i : During keting testing, seizures occurred in 0.1% of patients treat-
thoughts, impulses, or 1mages b ions) that are ego-dyst and/or rep ed with a rate similar to that associated with other drugs effective in
purposeful, and i i Isions) that are d by the per- maj disorder. P should be used cautiously
son as ble. The physician who elects to use paroxetine for m patlents with a history of seizures. It should be discontinued in any patient who
extended periods should periodically luate the long-term 1l of the lops seizures.
drug for the individual patient. Di; of Ti With F Recent elmlcal trials support-
Panic Di: is indicated for the of panic disorder, with or ing the various approved indications for i phase regi-

without agoraphobla Panic disorder is characterized by the occurrence of unex-
pected panic attacks and associated concern about having additional attacks, worry
about the implications or consequences of the attacks, and/or a significant change
in behavior related to the attacks. Panic disorder is characterized by recurrent unex-
pected panic attacks, i.e., a discrete period of intense fear or discomfort in which 4
(or more) of the following symptoms develop abruptly and reach a peak within 10
mmules

heart, d heart rate; (2) sweating; (3) trem-
bling or shaking; (4) sensations of shormess of breath or smothering; (5) feeling of
choking; (6) chest pain or t; (7) nausea or distress; (8) feeling
dizzy, unsteady, lightheaded, or famt, (9) derealization (feelings of unleallty) or
depersonallzatmn (being demched from oneself); (10) fear of losing control; (11)
fear of dying; (12] or tingling ); (13) chills or hot
flushes. The physician who prescnbes paroxetine for extended periods should peri-
odically re-evaluate the long-term usefulness of the drug for the individual patient.
Social Anxiety Disorder: P: ine is indicated for the of social anxiety
disorder, also known as social phobia. Social anxiety disorder is characterized by a

men, rather than an abrupt discontinuation of treatment. The taper phuse regimen
used in GAD and PTSD clinical trials involved an incremental decrease in the
daily dose by 10 mg/day at weekly intervals. When a daily dose of 20 mg/day was
reached, patients were continued on this dose for 1 week before treatment was
stopped. With this regimen in those studies, the following adverse events were
reported at an incidence of 2% or greater for paroxetine and were at least twice
that reported for placebo: Abnormal dreams, paresthesia and dizziness. In the
majority of patients, these events were mild to moderate and were self-limiting
and did not require medical intervention. During marketing of paroxetine and
other SSRIs and SNRIs (serotonin and norepinephrine reuptake inhibitors), there
have been spontaneous reports of adverse events occurring, \tl‘pon the discontinua-
tion 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, emo-
tional lability, insomnia and hypomania. While these events are generally self-lim-
iting, there have been reports of serious dlscontmuanon symptoms. Patients
should be d for these p with

marked and persistent fear of 1 or more social or performance si in which
the person is exposed to unfamiliar people or to possible scrutiny by others.
Exposure to the feared situation almost invariably provokes anxiety, which may
approach the intensity of a panic attack. The feared situations are avoided or
endured with intense anxiety or distress. The avoidance, anxious anuclpanon, or
distress in the feared sltuatlon(s) interferes significantly with the person's normal
routine, or social activities or i

A gradual in the dose mther than abrupt cessation is recom-
mended whenever possible. If intolerable symptoms occur following a decrease in
the dose or upon dlscontmuauon cf treatment, then Iesummg the previously pre-
scribed dose may be ly, may continue
decreasing the dose but at a more gradual rate.

Hypanatremw Several cases of hyponatremia have been reported. The hypona-

e phy

or there is marked dlstress about having the phobias. Lesser degrees of performance
anxiety or shyness generally do not require psychopharmacological treatment. The
effectiveness of paroxetine in long-term treatment of social anxiety disorder, i.e.,

tremia d to be reversible when paroxetine was discontinued. The majority
of these occurrences have been in elg erly individuals, some in patients taking
diuretics or who were otherwise volume depleted.

Abnormal Bleeding: Published case reports have documented the occurrence of
bleeding episodes in panenis treated W|th psychotrople agents that interfere with

for more than 12 weeks, has not been in adequate and well-
controlled trials. Therefcre, the physician who elects to prescribe p ine for
extended periods should periodically te the long-term of the

drug for the md.wndua.l patient.

nxiety dicated for the of

Generahzed Anx:ety Disorder (GAD) Anxlety or tension associated with the stress
of everyday life usually does not require treatment with an anxiolytic. Paroxetine
has not been studied in children or adolescents with Generalized Anxiety Disorder.
Generahzed Anxiety Disorder is characterized by excessive anxiety and worry
that is for at least 6 months and which the per-

son finds difficult to control. It must be associated with at least 3 of the following
6 symptoms: Restlessness or feeling keyed up or on edge, being easily fatigued, dif-
lt)'lculty concentrating or mind going blank, irritability, muscle tension, sleep distur-

ance.

dicated for the of

reuptake. ical studies, both of the case-control
and cohort design, have between use of psy
drugs that interfere with serotonin reuptake and the occurrence of upper gastroin-
testinal bleeding. In 2 studies, concurrent use of a nonsteroidal anti-inflammato:
drug (NSAID) or aspirin polentiated the risk of bleeding. Although these studies
focused on upper gastrointestinal bleeding, there is no reason to believe that bleed-
ing at other sites may be similarly potentmted Patients should be cautioned
regarding the risk of bleeding d with the itant use of p
with NSAIDs, aspirin, or other drugs that affect coagulation.
Use in Patients With Concomitant Iliness: - Clinical experience with paroxetine
in patients with certain concomitant systemic illnesses is limited. Caution is advis-
able i in usmg paroxetme in patients with diseases or conditions that could affect
s with other SSRIs, mydriasis has been

Posttraumatlc Stress Dlsorder (PTSD) PTSD requires exposure to a traumatic
event that involved actual or threatened death or serious injury, or threat to the phys-
ical integrity of self or others, and a response that involves intense fear, helpless-
ness, or horror. Symptoms that occur as a result of exposure to the traumatic event
include reexperiencing of the event in the form of intrusive thoughts, flashbacks, or
dreams, and intense psychological distress and physiol I reactivity on exp

to cues to the event; avoid: of si i of the event,
inability to recall details of the event, and/or numbmg of general responsiveness
manifested as diminished interest in significant activities, estrangement from oth-

ly repvrted in premarketmg studies with paroxetine. Few cases of acute
angle closure p therapy have been reported in
the literature. As mydriasis can cause acute angle closure in patients with narrow
angle glaucoma, caution should be used when paroxetine is prescribed for patients
with narrow angle glaucoma.

Paroxetine has not been evaluated or used to any appreciable extent in patients
with a recent history of myocardial infarction or unstable heart disease. Patients
with these diagnoses were excluded from clinical studies during the product's pre-
market testing. Evaluation of electrocardiograms of 682 patients who received
paroxetine in double-blind, placebo- contr‘olled trials, however, did not indicate

ers, restricted range of affect, or sense of foreshortened future; and p of
autonomic arousal including hypervigilance, exaggerated startle response, sleep
disturbance, impaired concentration, and irritability or outbursts of anger. A PTSD
diagnosis requires that the symptoms are present for at least a month and that they
cause clinically significant distress or 1mpa|rment in social, occupatlonﬂ] or other
important areas of functioning. The efficacy of g
of PTSD, i.e., for more than 12 weeks, has not been systematically evaluated in
plaeebo-contmlled trials. Therefore, the physician who elects to prescribe paroxe-
tine for extended periods should periodically re-evaluate the long-term usefulness
of the drug for the individual patient.

CONTRAINDICATIONS

Concomitant use in patients taking either monoamine oxidase inhibitors (MAOISs)
or thioridazine is contraindicated.

PAXERA is contraindicated in patients with a hypersensitivity to paroxetine or any
of the inactive ingredients in PAXERA.

WARNINGS

Potential for With Oxidase : In patients
reeelvnng another serotonin reuptake inhibitor drug in combination with a
monoamine oxidase inhibitor (MAOI), there have been reports of serious,
sometimes fatal, reactions including hyperthermia, rigidity, myoclonus, auto-
nomic instability with possible rapid fluctuations of vital signs, and mental sta-
tus changes that include extreme agitation progressing to delirium and coma.
These reactions have also been reported in patients who have recently discon-
tinued that drug and have been started on an MAOI. Some cases presented
with features r neuroleptic While there are no
human data showing such an interaction with pamxetme, limited animal data
on the effects of combined use of paroxetine and MAOISs suggest that these

that is d with the d of slg'mﬁcant ECG abnormali-
ties. Similarly, paroxetine does not cause any clinically important changes in heart
rate or blood pressure.
Increased plasma concentrations of paroxetine occur in patients with severe renal
impairment (creatinine clearance <30 mL/min.) or severe hepatic impairment. A
lower starting dose should be used in such patients.
Information for Patients: Physicians are advised to discuss the following issues
with patients for whom they prescribe paroxetine:
Patients and their families should be encouraged to be alert to the emergence of
anxlety, agitation, panic attacks, insomnia, untablhty, hostility, impulsivity,
ia, hy, mania, g of di i and suicidal ideation,
early during antid Such should be report-
ed to the patient's physician, especially if they are severe, abrupt in onset, or were
not part of the patient's presenting symptoms.
Drugs That Interfere With Hemostasis (NSAIDs, Aspirin, Warfarin, etc.):
Patients should be cautioned about the concomitant use of paroxetine and
NSAIDs, aspirin, or other drugs that affect coagulation since the combined use of
psychotropic drugs that interfere with serotonin reuptake and these agents has
been associated with an increased risk of bleeding.
Interference With Cognitive and Motor Performance: Any psychoactive drug
may impair judgment, thinking, or motor skills. Although in controlled studies
paroxetine has not heen shown to lmpalr psychomotm‘ performauce, patlems
should be d abou
until they are reasonabl cenam that therapy with pamxetme does not affect their
ability to engage in sucg acuvmes
Completing Course of Therapy: While patients may notice improvement with
treatment with paroxetine in 1 to 4 weeks, they should be advised to continue ther-
apy as directed.
P .

drugs may act synergistically to elevnte hlood pressure and evoke al
, it is T d that paroxetine not be used in com-
bination wnh an MAOIL, or within 14 days of discontinuing treatment with an
MAOL At least 2 weeks should be allowed after stopping paroxetine before
starting an MAOI.
Potential Interaction With Thioridazine:Thioridazine administration alone pro-
duces prolongation of the QTC interval, which is associated with serious ven-
tricular arrhythmias, such as torsade de pointes-type arrhythmias and sudden
death. This effect appears to be dose related. An in vivo study suggests that
drugs which inhibit P 450 1ID 6 , such as paroxetine, will elevate plasma levels
of thioridazine. Therefore, it is recommended that paroxetine not be used in
combination with thioridazine.
Clinical Worsening and Suicide Risk: Patients with major depressive disorder,

Patients should be advised to inform their physician
if they are taking, or plan to take, any prescription or over-the-counter drugs, since
there is a potential for interactions.
Alcohol: Although paroxetine has not been shown to increase the impairment of
mental and motor skills caused by alcohol, patients should be advised to avoid
alcohol while taking paroxetine.
Nursing: Patients should be advised to notify their physician if they are breast-
feeding an infant.
Laboratory Tests: There are no specific laboratory tests recommended.
Drug Interactions: Tryptophan: As with other serotonin reuptake inhibitors, an

ion between and tr may occur when they are coad-
ministered. Adverse experiences, consls(lng primarily of headache, nausea, sweat-
ing, and dizziness, have been reponed when tryptophan was administered to

both adult and pediatric, may experience worsening of their depression and/or the patients taking ly, use of paroxetine with
emergence of suicidal ideation and behavior (suicidality), whether or not they are tryptophan is not recommended

taking antidepressant medications, and this risk may persist until i remis- ine Oxidase itors and thioridazine are contraindicated.

sion occurs. Although there has been a long standing concern that Warfarin: Preliminary data suggest that 1here may b bea pharmacodynamlc inter-
may have a role in inducing of d and the of suici- action (that causes an d bleeding diath in the face of d pro-

dality in certain patients, a causal role for antidepressants in inducing such behav-
iors has not been established. Nevertheless, patients being treated with antide-
pressants should be observed closely for clinical worsening and suicidality,
especially at the beginning of a course of drug therapy, or at the time of dose
changes, either increases or decreases. Consideration should be glven to chﬂng»
ing the th ic regimen, i ing possibly di: the

patients whose depression is persistently worse or whose emergent suicidality it 1s

thrombin time) between paroxetine and warfarin. Since there is little clinical expe-
rience, the concomitant administration of paroxetine and warfarin should be
undertaken with caution.

Sumatriptan: There have been rare postmarketing reports describing patients with
wealmess, hyperreflexia, and incoordination following the use of a selective sero-
tonin reuptake inhibitor (SSRI) and sumatriptan. If concomitant treatment wuh
sumatriptan and an | SSRI (e.g.

severe, abrupt in onset, or was not part of the patient's presenting
Because of the poss\bll\ty of co-morbidity between major depressive ‘disorder and
other psychiatric and nonp: ic the same observed when
treating patients with major depressive disorder should be observed when treating
patients with other psychiatric and nonpsychiatric disorders.
The following symptoms anxiety, agitation, panic at(acks msomnm, irritability,
hostility athisia (p: hypo-
mania, and mania, have been repoﬂed in adult and pedlatnc patients being treated
with disorder as well as for other indications,
both psychiatric and nonpsychamc Although a causal link between the emergence

appropnate observatlon of the Patlent is advnsed
The

Drugs ing Hepatic Metab, and phar inetics of
paroxetine may be affected by the induction or i ition of drug bolizing
enzymes.

Cimetidine: Cimetidine inhibits many hy P 450 . In
a study where paroxetine (30 mg once daily) was dosed orally for 4 weeks, steady-
state plﬂsma concentrations of paroxetine were increased by approximately 50%
during with oral cimetidine (300 mg three times daily) for the
final week. Therefore, when these drugs are administered concurrently, dosage
adjustment of paroxetine after the 20-mg starting dose should be guidecfl by clini-




cal effect. The effect of ine on cii s was not stud-

ied.
Phenobarbital: Phenobarbital induces many cytochrome P450 (oxidative)
enzymes. When a single oral 30-mg dose of paroxetine was administered at phe-
nobarbital steady state (100 mg once daily for 14 days), paroxetine AUC and T 1/2
were reduced (by an average of 25% and 38%, respectively) compared to paroxe-
tine administered alone. The effect of paroxetine on phenobarbltal phamweokl-
netics was not studied. Since ine exhibits nonli ph; i

bore orogastric tube with appropriate airway protection, if needed, may be indi-
cated if performed soon after ingestion, or in symptomatic patients. Activated
charcoal should be administered. Due to the large volume of distribution of this
drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are
unlikely to be of benefit. No specific antidotes for paroxetine are lnown. A spe-
cific caution involves patients who are taking or have recently taken paroxetine
who mrght ingest i of a tricyclic antid In such a case,

the
results of this study may not address the case where the 2. drugs are both being
chronically dosed. No initial dosage dj of is red nec-

of the f)arent tricyclic and/or an aetlve metabolite may increase the
possibility of clinically significant sequelae and extend the time needed for close
medlcal observanon In managing overdosage, consider the possibility of multi-

essary when bital; any

should be guided by clinical effect

Phenytoin: When a single oral 30-mg dose of paroxetine was administered at
phenytoin steady state (300 mg once daily for 14 days), paroxetine AUC and T 1/2
were reduced (by an average of 50% and 35%, respectively) compared to paroxe-
tme adrmmstered alone. In a separate study, when a single oral 300-mg dose of
steady state (30 mg once daily for 14

fg The should consider contacting a poison control
center or additional information on the treatment of any overdose.

DOSAGE AND ADMINISTRATION

Major Depressive Disorder:

Usual Initial Dosage: Paroxetine should be administered as a single daily dose
with or without food, usually in the momning. The recommended initial dose is 20
mg/day Patients were dosed in a range of 20 to 50 mg/day in the chmcal trials

days), phenywm AUC was sllghtly reduced (12% on avemge) compared to pheny-
toin administered alone. Since both drugs exhibit the

above studies may not address the case where the 2 drugs are both being chroni-
cally dosed. No initial dosage ad]ustments are considered necessary when these

the ef] of in the of major d
disorder. As with all drugs effective in the treatment of major depressive disor-
der, the full effect may be delayed. Some patients not responding to a 20-mg dose
may benefit from dose increases, in 10-mg/day increments, up to a maximum of
50 mg/day. Dose changes should occur at intervals of at least 1 week.
Therapy: There is no body of evidence available to answer the

drugs are coad: any should be guided by clini-
cal effect.

Drugs Metabolized by Cytochrome P 450 IID 6 : Many drugs, i most
drugs effective in the treatment of major de essive disorder (paroxetine, other
SSRIs and many #ricyclics), are y the 2 P 450 isozyme P

450 IID 6. Like other agents that are metabollzed by P 450 IID 6, paroxetine may
significantly inhibit the activity of this isozyme. In most patlen&s (>90%), this P
450 IID 6 isozyme is saturated early during dosing with paroxetine. In 1 study,
daily dosmg of paruxenne (20 mg once daily) under steady-state conditions
d single 100 mg) C max , AUC, and T 1/2 by an aver-

age of gproxrmately 2-, 5-, and 3-fold, respectlvely Concomitant use of paroxe-
tine with other drugs metabolized by cytochrome P 450 IID 6 has not been for-
mally studied but may require lower doses than usually prescribed for either
paroxetine or the other drug. Therefore, coadministration of paroxetine with other
drugs that are metabolized by this isozyme, including certain drugs effective in the
treatment of major _ depressive disorder (e g nortriptyline, amitriptyline,
and fl p nisperidone, and Type

1C antiarrhythmics (e.g.. flecainide, and inid;
this enzyme (e.g., qumulme), should be approached with caution.
However, due to the risk of serious ventricular arrhythmias and sudden death

or that inhibit

question of how long the patient treated with paroxetine should remain on it. It is
generally agreed that acute episodes of major depressive disorder require several
months or longer of sustaine a})harmacologlc therapy. Whether the dose needed to
induce rermssmn is identical to the dose needed to maintain and/or sustain
i ion of the efficacy of paroxetine has
shown '.hat eﬁ‘ icacy is ‘maintained for periods of up to 1 year with doses that aver-
aged about 30 mg.
Obsessive Compulsive Disorder:
Usual Initial Dosage: Paroxetine should be administered as a single daily dose
with or without food, usually in the morning. The recommended dose of paroxe-
tine in the treatment of OCD is 40 mg. daily. Patients should be started on 20
mg/day and the dose can be i in 10-mg/day Dose changes
should occur at intervals of at least 1 week. Patients were dosed in a range of 20
to 60 mg/day in the clinical trials the effe of in
the treatment of OCD. The maximum dosage should not exceed 60 mg/day.
Maintenance Therapy: Long-term maintenance of efficacy was demonstrated in
a 6-month relapse prevention trial. In this trial, patients with OCD assigned to
ated a lower relapse rate cempared to patients on placebo.

potentially associated with elevated plasma levels of thioridazine,
thioridazine should not be coadministered. At steady state, when 'the P 450 IID 6
pathway is essentially saturated, paroxetine clearance is govemed by alternative P
450 isozymes that, unlike P 450 IID 6, show no evidence of saturation.
Tricyclic Anndepressants (TCAs): Caution is indicated in the coadministration of
tricyclic antidepressants (TCAs) with paroxetine, because paroxetine may inhibit
TCA metabolism. Plasma TCA concentrations may need to be monitored and the
dose of TCA may need to be reduced, if a TCA is coadministered with paroxetine.
Drugs Highly Bound to Plasma Protein: Because paroxetine is highly bound to
plasma protein, administration of paroxetine to a patient taking another drug that
1s highly protein bound may cause increased free concentrations of the other drug,
potentially resulting in adverse events. Conversely, adverse effects could result
from displacement of paroxetine by other highly bound drugs.
Drugs That Interfere With Hemotasis (NSAIDs, Aspirin, Warfarin, etc.):
Serotonin release by platelets plays an important role in hemostasis.
Epidemiological studies of the case-control and cohort design that have demon-
strated an association between use of tpsyehr:)tmple drugs that interfere with sero-
tonin reuptake and the inal bleeding have also
shown that concurrent use of an NSAID or aspirin potentiated the risk of bleed-
ing. Thus, patients should be cautioned about the use of such drugs concurrently
with paroxetine.
Alcohol: Althou
motor skills caus:
ing paroxetine.
Lithium: A multiple-dose study has shown that there is no pharmacokinetic
interaction between paroxetine and ln.hlum carbonate. However, since there is lit-
tle clinical experience, the istration of p ine and lithium
should be undertaken with cauuon
in: The steady-stat inetics of was not altered when
administered with dlgoxm at steady state. Since there is little clinical experience,
the concurrent administration of paroxetine and digoxin should be undertaken
with caution.
Diazepam: Under steady-state conditions, diazepam does not appear to affect
paroxetine kinetics. The effects of paroxetine on diazepam were not evaluated.
Procyclidine: Daily oral dosing of paroxetine (30 mg once daily) increased
steady state AUC 0-24 , C max , and C min values of procyclidine (5 mg oral once
daily) by 35%, 37%, and 67% respectively, compared to procyclidine alone at
steady state. If anticholinergic effects are seen, the dose of procyclidine should be
reduced.
Theophylline: Reports of elevated theophylline levels associated with treatment
with paroxetine have been reported. While this interaction has not been formally
studied, it is recommended that theophylline levels be monitored when these drugs
are concurrently administered.
Electroconvulsive Therapy (ECT): There are no clinical studies of the combined
use of ECT and paroxetine.
Pregnancy: There are no adequate and well-controlled studies in pregnant
women. Because animal regroduetion studies are not always predictive of human
response, this drug should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
Nonter ic Effects: exposed to paroxetine and other SSRIs or
SNRIs, late in the third trimester have developed complications requiring pro-
longed hospitalization, respiratory support, and tube feeding. Such comrllcanons
can arise immediately upon delivery. Reported clinical findings have included res-
piratory distress, cyanosis, apnea, seizures, temperature instability, feeding diffi-
culty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jit-
teriness irritability, and constant crying. These features are consistent with either
a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation syn-
drome. It should be noted, in some cases, the clinical picture is consistent with

paroxetine does not increase the impairment of mental and
by alcohol, patients should be advised to avoid alcohol while

OCD is a chronic and it is ble to consider i for a
responding patient. Dosage adjustments should be made to maintain the patient on
the lowest effective dosage, and patients should be periodically reassessed to
determine the need for continued treatment.
Panic Disorder:
Usual Initial Dosage: Paroxetine should be administered as a single daily dose
with or without food, usually in the morning. The target dose of paroxetine in the
treatment of panic disorder is 40 mg/day. Patients should be started on 10 mg/day.
Dose changes should occur in 10-mg/day increments and at intervals of at least 1
week Patients were dosed in a range of 10 to 60 mg/day in the clinical trials
ing the effecti of The i dosage should not

exceed 60 mg/day.

Maintenance Thzmpy: Panic disorder is a chronic condition, and it is reasonable
to consider continuation for a responding patient. Dosage adjustments should be
made to maintain the pahent on the lowest effective dosage, and patients should
be periodically dto d ine the need for

Social Anxiety Disorder:

Usual Initial Dosage: Paroxetine should be administered as a single daily dose
with or without foog usually in the morning. The recommended and initial dosage
is 20 mg/day. In clinical trials the effectiveness of paroxetine was demonstrated
in patients dosed in a range of 20 to 60 mg/day. While the safety of paroxetine has
been evaluated in patients with social anxiety disorder at doses up to 60 mg/day,
avaréable information does not suggest any additional benefit for doses above 20
mg/day.

Maintenance Therapy: There is no body of evidence available to answer the
question of how long Lhe patient treated with paroxetine should remain on it.
Although the efficacy of paroxetine beyond 12 weeks of dosing has not been
demonstrated in controlled clinical trials, social anxiety disorder is recognized as
a chronic condition, and it is ble to consider i of for
a responding patient. Dosage adjustments should be made to maintain the patient
on the lowest effective dosage, and patients should be periodically reassessed to
determine the need for continued treatment.

Generalized Anxiety Disorder:

Usual Initial Dosage: Paroxetine should be administered as a single daily dose
with or without food, usually in the morning. In clinical trials the effectiveness of
paroxetine was demonstrated in patients dosed in a range of 20 to 50 mg/day. The
recommended starting dosage and the established effective dosage is 20 mg/day.

There is not sufficient evidence to suggest a greater benefit to doses higher than
20 mg/day. Dose changes should occur in 10 mg/day increments and at intervals
of at least 1 week.

Therapy: Sy ic ion of i ine for peri-
ods of up to 24 weeks in patients with Generalized Anxlety Disorder who had
responded while taking paroxetine during an 8-week acute treatment rhase has
demonstrated a benefit of such maintenance. Nevertheless, patients should be peri-
odically reassessed to determine the need for maintenance treatment.
Posttraumatic Stress Disorder:

Usual Initial Dosage: Paroxetine should be administered as a single daily dose
with or without food, usually in the moming. The recommended starting dosage
and the established effective dosage is 20 mg/day. In 1 clinical trial, the effective-
ness of paroxetine was demonstrated in patients dosed in a range of 20 to 50
mg/day. However, in a fixed dose study, there was not sufficient evidence to sug-
gest a greater benefit for a dose of 40 mg/day compared to 20 mg/day. Dose
changes, if indicated, should occur in 10 mg/day increments and at intervals of at
least 1 week.

Maintenance Therapy: There is no body of evidence available to answer the
question of how long the patient treated with paroxetine should remain on it.
Although the efﬁcacy of paroxetine beyond 12 weeks of dosing has not been

serotonin syndrome . When treating a pregnant woman with p during the
third trimester, the physician slmulg carefully consider the potermal risks and ben-
efits of treatment.

Labor and Delivery: The effect of paroxetine on labor and delivery in humans is
unknown.

Nursing Mothers: Like many other drugs, paroxetine is secreted in human milk,
and caution should be exercised when paroxetine is administered to a nursing
woman.

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

Geriatric Use: Pharnacokinetic studies revealed a decreased clearance in the eld-
erly, and a lower starting dose is recommended; there were, however, no overall
differences in the adverse event profile between elderly and younger patients, and
effectiveness was similar in younger and older patients.

ADVERSE REACTIONS
The most common adverse events included the followmg

lled clinical trials, PTSD is recognized as a chronic condl-
tion, and it 1s ble to consider i of for a
patient. Dosage adjustments should be made to maintain the patient on the lowest
effective dosage, and patients should be periodically reassessed to determine the
need for continued treatment.
Special Populations:
Treatment of Pregnant Women During the Third Trimester: Neonates exposed
to paroxer.me and other SSRIs or SNl{ls late in the third trimester have developed
ions requiring prol support, and tube
feedmg When treatmg pregnant women with pamxenne during the third
trimester, the physician should carefully consider the potential risks and benefits
of treatment. The physician may consider tapering paroxetine in the thi
trimester.
Dosage for Elderly or Debilitated Patients, and Patients With Severe Renal or
Hepatic Impairment: The recommended initial dose is 10 mg/day for elderly
patients, debilitated patients, and/or patients with severe renal or hepatic 1mpa.|r—
ment. Increases may be made if indicated. Dosage should not exceed 40 mg/day.
Patients to or From a Monoamine Oxidase Inhibitor: At least 14

Somnolence, insomnia, agitation, tremor, anxi d appetite.
ﬁastramtestmal. Constlpatlon nausea, dlarrhea, dry mouth, vommng, ﬂatulence
ido  d

days should elapse between discontinuation of an MAOI and initiation of therapy

Other: Asthenia, abnormal g,

eardrovaseular palpltauons, vasodrlatmn, logil loskeletal
blurred vision, taste perversmn, rhinitis,

chest and back pain.
Male and Female Sexual Dysjunctmn with SSRIs: Although changes in sexual
desire, sexual per and sexual often occur as a

with p ine. Similarly, at least 14 days should be allowed after stopping
p before stamng an MAOIL
Ti With p with dis-

continuation of paroxenne have been reported (see PRECAUTIONS) Patients
shouldb ‘nmonitored for these

of psyuhlamc disorders, they may also be a consequence of pharmacologic treat-
ment. In particular, some evidence suggests that SSRIs can cause such untoward
sexual experiences.
DRUG ABUSE AND DEPENDENCE
Clas f b
has not been systematically
studied in animals or humans for its otentlal for abuse, tolerance or physical
dependence. While the clinical trials did not reveal any tendency for any drug-
seeking behavior, these observations were not systematic and it is not possible to
predict on the basis of this limited experience the extent to which a CNS-active
drug will be misused, diverted, and/or abused once marketed. Consequently,
patients should be evaluated carefully for history of drug abuse, and such patients
should be observed closely for signs of misuse or abuse of paroxetine (e.g., devel-
opment of tolerance, incrementations of dose, drug-seeking behavior).

OVERDOSAGE

ls not a ¢

I‘hyslcal and F

of the for which is bemg prescribed. A gradual reduction in
the dose rather than abrupt cessation is recommended whenever possible. If intol-
erable symptoms occur following a decrease in the dose or upon discontinuation
of then e P! prescnbed dose may be consi

t 1y, the may g the dose but at a more grad»

ual rate.

STORAGE CONDITIONS

Store in a dry place below 25°C, protected from light.
Do not refrigerate.

Do not use after expiry date.

PRESENTATION
PAXERA® 20 mg Tablets are available in blister packs of 30’s.
Keep Medicament out of reach of children.

This is a medicament
-AN is a product which affects your health, and its consumption con-

Commonly reported adverse events iated with i
include somnolence, coma, nausea, tremor, tachycardia, confusion, vomiting, and
dizziness. Other notable signs and symptoms observed with overdoses mvolvmg

trary to instructions is dangerous for you.
- Follow smctly thehdoct?r s prescription, the method of use and the instructions
who sol

paroxetine (alone or with other substances) include mydriasis,
(mcludmg status epilepticus), ventricular dysrhythmlas (}' ncludmg torsade de
pointes), hyp aggressive syncope, stupor, brady-
cardia, dystonia, thabdomyolysis, symptoms of hepauc dysfunction (including
hepatic failure, hepatic necrosis, Jaundwe‘ hepatitis, and hepatic steatosis), sero-

tonin d ‘manic , acute renal failure, and urinary

retention.

Overdmage Management: Treatment should consist of those general measures
in the of ge with any drugs effective in the treat-

ment of major depressive disorder.

Ensure an adk airway, ion, and Monitor cardiac thythm

and vital signs. General supportive and symptomatic measures are also recom-
mended. Induction of emesis is not recommended. Gastric lavage with a large-

- The aucwr and the phan'namst are experts in medicine, its benefits and risks.
- Do not by yourself interrupt the period of treatment prescribed.
- Do not repeat the same prescription without consulting your doctor.
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