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Each capsule contains 20 mg of fluoxetine (as fluoxetine hydrochloride).

'WONYT NYINND AINN

Adults:

Major depressive episodes.

Obsessive-compulsive disorder (OCD).

Bulimia nervosa: Fluoxetine is indicated as a complement of psychotherapy for the reduction of binge-
eating and purging activity.

Children and adolescents aged 8 years and above:

Moderate to severe major depressive episode, if depression is unresponsive to psychological therapy
after 4-6 sessions. Antidepressant medication should be offered to a child or young person with
moderate to severe depression only in combination with a concurrent psychological therapy.

:D2'N X9 [I7Y2 oMYA DDTYA
4.1 Therapeutic indications

Adults:
Treatmentof-depression: Major depressive episodes.

Obsessive-compulsive disorders (OCD).
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Bulimia nervosa: Fluoxetine is indicated as a complement of psychotherapy for the reduction of binge-
eating and purging activity. Fluoxetine-isalse-indicatedforthe treatmentof bing i It
behai o bulimi '

Children and adolescents aged 8 years and above:

Moderate to severe major depressive episode, if depression is unresponsive to psychological therapy
after 4—6 sessions. Antidepressant medication should be offered to a child or young person with
moderate to severe depression only in combination with a concurrent psychological therapy.

4.2 Posology and method of administration

Posology

Adults

Major Depressive Disorder

Adults and the elderly: The recommended dose is 20 mg daily. Dosage should be reviewed and adjusted
if necessary within 3 to 4 weeks of initiation of therapy and thereafter as judged clinically appropriate.
Although there may be an increased potential for undesirable effects at higher doses, in some patients,
with insufficient response to 20 mg, the dose may be increased gradually up to a maximum of 60 mg
(see section 5.1). Dosage adjustments should be made carefully on an individual patient basis, to
maintain the patients at the lowest effective dose.

Patients with depression should be treated for a sufficient period of at least 6 months to ensure that
they are free from symptoms.
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Obsessive Compulsive Disorder

Adults and the elderly: The recommended dose is 20 mg daily. Although there may be an increased
potential for undesirable effects at higher doses, in some patients, if after two weeks there is insufficient
response to 20 mg, the dose may be increased gradually up to a maximum of 60 mg.

If no improvement is observed within 10 weeks, treatment with fluoxetine should be reconsidered. If a
good therapeutic response has been obtained, treatment can be continued at a dosage adjusted on an
individual basis. While there are no systematic studies to answer the question of how long to continue
fluoxetine treatment, OCD is a chronic condition and it is reasonable to consider continuation beyond 10
weeks in responding patients. Dosage adjustments should be made carefully on an individual patient
basis, to maintain the patient at the lowest effective dose. The need for treatment should be reassessed
periodically. Some clinicians advocate concomitant behavioral psychotherapy for patients who have
done well on pharmacotherapy. Long-term efficacy (more than 24 weeks) has not been demonstrated in

OCD.

Bulimia Nervosa
Adults and the elderly: A dose of 60 mg/day is recommended. Long-term efficacy (more than 3 months)
has not been demonstrated in bulimia nervosa.

All indications
The recommended dose may be increased or decreased. Doses above 80 mg/day have not been
systematically evaluated.

Pediatric population - Children and adolescents aged 8 years and above (Moderate to severe major
depressive episode)
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Treatment should be initiated and monitored under specialist supervision. The starting dose is

10 mg/day fluoxetine (as hydrochloride) given as oral solution (there is a drug from another company,
which comes as a solution). Dose adjustments should be made carefully, on an individual basis, to
maintain the patient at the lowest effective dose.

After one to two weeks, the dose may be increased to 20 mg/day. Clinical trial experience with daily
doses greater than 20 mg is minimal. There is only limited data on treatment beyond 9 weeks.

Lower weight children:

Due to higher plasma levels in lower weight children, the therapeutic effect may be achieved with lower
doses (see section 5.2).

For pediatric patients who respond to treatment, the need for continued treatment after 6 months
should be reviewed. If no clinical benefit is achieved within 9 weeks, treatment should be reconsidered.

Withdrawal symptoms seen on discontinuation of Prozac: Abrupt discontinuation should be avoided.
When stopping treatment with Prozac the dose should be gradually reduced over a period of at least
one to two weeks in order to reduce the risk of withdrawal reactions (see sections 4.4 and 4.8). If
intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, then
resuming the previously prescribed dose may be considered. Subseguently, the physician may continue
decreasing the dose, but at a more gradual rate.
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4.4 Special warnings and precautions for use

Pediatric population - Children and adolescents under 18 years of age

Suicide-related behaviors (suicide attempt and suicidal thoughts), and hostility (predominantly
aggression, oppositional behavior and anger) were more frequently observed in clinical trials among
children and adolescents treated with antidepressants compared to those treated with placebo. Prozac
should only be used in children and adolescents aged 8 to 18 years for the treatment of moderate to
severe major depressive episodes and it should not be used in other indications. If, based on clinical
need, a decision to treat is nevertheless taken, the patient should be carefully monitored for the
appearance of suicidal symptoms. In addition, only limited evidence is available concerning long-term
effect on safety in children and adolescents, including effects on growth, sexual maturation and
cognitive, emotional and behavioral developments (see section 5.3).

In a 19-week clinical trial decreased height and weight gain was observed in children and adolescents
treated with fluoxetine (see section 5.1). It has not been established whether there is an effect on
achieving normal adult height. The possibility of a delay in puberty cannot be ruled out (see sections 5.3
and 4.8). Growth and pubertal development (height, weight and TANNER staging) should therefore be
monitored during and after treatment with fluoxetine. If either is slowed, referral to a paediatrician
should be considered.

In pediatric trials, mania and hypomania were commonly reported (see section 4.8). Therefore, regular
monitoring for the occurrence of mania/hypomania is recommended. Fluoxetine should be discontinued
in any patient entering a manic phase.

It is important that the prescriber discusses carefully the risks and benefits of treatment with the
child/young person and/or their parents.
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4.8 Undesirable effects

d. Pediatric population (see sections 4.4 and 5.1)

Adverse reactions that have been observed specifically or with a different frequency in this population
are described below. Frequencies for these events are based on pediatric clinical trial exposures (n =

610).

In pediatric clinical trials, suicide-related behaviors (suicide attempt and suicidal thoughts), hostility (the
events reported were: anger, irritability, aggression, agitation, activation syndrome), manic reactions,
including mania and hypomania (no prior episodes reported in these patients) and epistaxis, were
commonly reported and were more frequently observed among children and adolescents treated with
antidepressants compared to those treated with placebo.

Isolated cases of growth retardation have been reported from clinical use (See also section 5.1).

In pediatric clinical trials, fluoxetine treatment was also associated with a decrease in alkaline
phosphatase levels.

Isolated cases of adverse events potentially indicating delayed sexual maturation or sexual dysfunction
have been reported from pediatric clinical use (see also section 5.3).

5.1 Pharmacodynamic properties

Pediatric population

Major depressive episodes: Clinical trials in children and adolescents aged 8 years and above have been
conducted versus placebo. Prozac, at a dose of 20 mg, has been shown to be significantly more effective
than placebo in two short-term pivotal studies, as measured by the reduction of Childhood Depression
Rating Scale-Revised (CDRS-R) total scores and Clinical Global Impression of Improvement (CGI-I) scores.
In both studies, patients met criteria for moderate to severe MDD (DSM-IIl or DSM-IV) at three different
evaluations by practicing child psychiatrists. Efficacy in the fluoxetine trials may depend on the inclusion
of a selective patient population (one that has not spontaneously recovered within a period of 3-5
weeks and whose depression persisted in the face of considerable attention). There is only limited data
on safety and efficacy beyond 9 weeks. In general, efficacy of fluoxetine was modest. Response rates
(the primary endpoint, defined as a 30% decrease in the CDRS-R score) demonstrated a statistically
significant difference in one of the two pivotal studies (58% for fluoxetine versus 32% for placebo,
P=0.013 and 65% for fluoxetine versus 54% for placebo, P=0.093). In these two studies the mean
absolute changes in CDRS-R from baseline to endpoint were 20 for fluoxetine versus 11 for placebo,
P=0.002 and 22 for fluoxetine versus 15 for placebo, P<0.001.

Effects on growth, see sections 4.4 and 4.8:

After 19 weeks of treatment, pediatric subjects treated with fluoxetine in a clinical trial gained an
average of 1.1 cm less in height (p=0.004) and 1.1 kg less in weight (p=0.008) than subjects treated with
placebo.

In a retrospective matched control observational study with a mean of 1.8 years of exposure to
fluoxetine, pediatric subjects treated with fluoxetine had no difference in growth adjusted for expected
growth in height from their matched, untreated controls (0.0 cm, p=0.9673).
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5.2 Pharmacokinetic properties

Pediatric population: The mean fluoxetine concentration in children is approximately 2-fold higher than
that observed in adolescents and the mean norfluoxetine concentration 1.5-fold higher. Steady state
plasma concentrations are dependent on body weight and are higher in lower weight children (see section
4.2). As in adults, fluoxetine and norfluoxetine accumulated extensively following multiple oral dosing;
steady-state concentrations were achieved within 3 to 4 weeks of daily dosing.
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	It is important that the prescriber discusses carefully the risks and benefits of treatment with the child/young person and/or their parents.

