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ZOLOFT™

NAME OF MEDICINAL PRODUCT
ZOLOFT™

QUALITATIVE AND QUANTITATIVE COMPOSITION
Sertraline is available as film-coated tablets for oral administration containing sertraline

hydrochloride equivalent to 50 mg or 100 mg sertraline.

PHARMACEUTICAL FORM

Film-coated tablets.

CLINICAL PARTICULARS

Therapeutic indications

Sertraline is indicated for the treatment of symptoms of depression, including depression
accompanied by symptoms of anxiety, in patients with or without a history of mania.
Following satisfactory response, continuation with sertraline therapy is effective in
preventing relapse of the initial episode of depression or recurrence of further depressive

episodes.

Sertraline is indicated for the treatment of obsessive-compulsive disorder (OCD). Following
satisfactory response, continuation with sertraline therapy is effective in preventing relapse

of the initial episode of OCD.

Sertraline is indicated for the treatment of pediatric patients 6 years of age and older with

OCD.

Sertraline is indicated for the treatment of panic disorder, with or without agoraphobia.
Following satisfactory response, continuation with sertraline therapy is effective in

preventing relapse of the initial episode of panic disorder.

Sertraline is indicated for the treatment of post-traumatic stress disorder (PTSD). Following
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satisfactory response, continuation with sertraline therapy is effective in preventing relapse

of the initial episode of PTSD.

Sertraline is indicated for the treatment of social phobia (social anxiety disorder). Following
satisfactory response, continuation with sertraline therapy is effective in preventing relapse

of the initial episode of social phobia.

Sertraline is indicated for the treatment of premenstrual dysphoric disorder (PMDD). The
essential features of PMDD include markedly depressed mood, anxiety or tension,
affective lability, and persistent anger or irritability. Other features include decreased
interest in activities, difficulty concentrating, lack of energy, change in appetite or sleep,
and feeling out of control. Physical symptoms associated with PMDD include breast
tenderness, headache, joint and muscle pain, bloating and weight gain. These symptoms
occur regularly during the luteal phase and remit within a few days following onset of
menses; the disturbance markedly interferes with work or school or with usual social
activities and relationships with others. In making the diagnosis, care should be taken to
rule out other cyclical mood disorders that may be exacerbated by treatment with an

antidepressant.

Posology and method of administration

Sertraline should be administered once daily, either in the morning or evening.

Sertraline tablets can be administered with or without food.

Initial Treatment
Depression and OCD

Sertraline treatment should be administered at a dose of 50 mg/day.

Panic Disorder, PTSD and Social Phobia
Therapy should be initiated at 25 mg/day. After one week, the dose should be increased
to 50 mg once daily. This dosage regimen has been shown to reduce the frequency of

early-treatment-emergent side effects characteristic of panic disorder.
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Premenstrual Dysphoric Disorder
Sertraline treatment should be initiated with a dose of 50 mg/day, either daily throughout
the menstrual cycle or limited to the luteal phase of menstrual cycle, depending on

physician assessment.

Titration

Depression, OCD, Panic Disorder, PTSD and Social Phobia

Patients not responding to a 50 mg dose may benefit from dose increases. Dose changes
should be made at intervals of at least one week, up to a maximum of 200 mg/day.
Changes in dose should not be made more frequently than once per week given the

24-hour elimination half-life of sertraline.

The onset of therapeutic effect may be seen within 7 days. However, longer periods are

usually necessary to demonstrate therapeutic response, especially in OCD.

Premenstrual Dysphoric Disorder

Patients not responding to a 50 mg dose may benefit from dose increases (at 50 mg
increments/menstrual cycle) up to 150 mg/day when dosing daily throughout the menstrual
cycle, or 100 mg/day when dosing during the luteal phase of the menstrual cycle. If a

100 mg/day dose has been established with luteal phase dosing, a 50 mg/day titration

step for three days should be utilized at the beginning of each luteal phase dosing period.

Maintenance
Dosage during long-term therapy should be kept at the lowest effective level, with

subsequent adjustment depending on therapeutic response.

Use in Children

The safety and efficacy of sertraline have been established in pediatric OCD patients aged
6 to 17 years. The administration of sertraline to pediatric OCD patients (aged 13 to

17 years) should commence at 50 mg/day. Therapy for pediatric OCD patients (aged 6 to
12 years) should commence at 25 mg/day, increasing to 50 mg/day after one week.
Subsequent doses may be increased in case of lack of response in 50 mg/day
increments, up to 200 mg/day, as needed. In a clinical trial in patients aged 6 to 17 years

with depression or OCD, sertraline appeared to have a similar pharmacokinetic profile to
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that found in adults. However, the generally lower body weights of children compared to

those of adults should be taken into consideration when increasing the dose from 50 mg.

Titration in Children and Adolescents
Sertraline has an elimination half-life of approximately one day; dose changes should not

occur at intervals of less than one week.

Use in the Elderly

The same dose range as in younger patients may be used in the elderly. Over 700 elderly
patients (>65 years) have participated in clinical studies that demonstrated the efficacy of
sertraline in this patient population. The pattern and incidence of adverse reactions in the

elderly were similar to that in younger patients.

Use in Hepatic Insufficiency
The use of sertraline in patients with hepatic disease should be approached with caution.
A lower or less frequent dose should be used in patients with hepatic impairment (see

section 4.4 - Special warnings and precautions for use).

Use in Renal Insufficiency

Sertraline is extensively metabolized. Excretion of unchanged drug in urine is a minor
route of elimination. As expected from the low renal excretion of sertraline, sertraline
dosing does not have to be adjusted based on the degree of renal impairment (see

section 4.4 - Special warnings and precautions for use).

Contraindications

Sertraline is contraindicated in patients with a known hypersensitivity to sertraline.

Concomitant use in patients taking monoamine oxidase inhibitors (MAOIS) is

contraindicated (see section 4.4 - Special warnings and precautions for use).

Concomitant use in patients taking pimozide is contraindicated (see section 4.5 -

Interaction with other medicinal products and other forms of interaction).
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Special warnings and precautions for use

Serotonin Syndrome

The development of potentially life-threatening syndromes like serotonin syndrome (SS) or
neuroleptic malignant syndrome (NMS) has been reported with selective serotonin
reuptake inhibitors (SSRIs), including treatment with sertraline. The risk of SS or NMS with
SSRIs is increased with concomitant use of serotonergic drugs [including amphetamines,
triptans and opioids (e.g., fentanyl and its analogues, tramadol, dextromethorphan,
tapentadol, meperidine, methadone, pentazocine)], with drugs that impair metabolism of
serotonin (including MAOIs), antipsychotics and other dopamine antagonists. SS
symptoms may include mental status changes (e.g., agitation, hallucinations, coma),
autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia),
neuromuscular aberrations (e.g., hyperreflexia, incoordination) and/or gastrointestinal
symptoms (e.g., nausea, vomiting, diarrhea). Some signs of SS, including hyperthermia,
muscle rigidity, autonomic instability with possible rapid fluctuation of vital signs, and
mental status changes resemble NMS. Patients should be monitored for the emergence of

signs and symptoms of SS or NMS syndrome (see section 4.3 - Contraindications).

Monoamine Oxidase Inhibitors

Cases of serious reactions, sometimes fatal, have been reported in patients receiving
sertraline in combination with a MAOI, including the selective MAOI selegiline, the
reversible MAOI moclobemide, and MAOI drugs, e.g., linezolid (an antibiotic that is a
reversible non-selective MAQOI) and methylene blue. Some cases presented with features
resembling SS, the symptoms of which include hyperthermia, rigidity, myoclonus,
autonomic instability with possible rapid fluctuations of vital signs, mental status changes
that include confusion, irritability and extreme agitation progressing to delirium and coma.
Therefore, sertraline should not be used in combination with an MAOI or within 14 days of
discontinuing treatment with an MAOI. Similarly, at least 14 days should elapse after
discontinuing sertraline treatment before starting an MAOI (see section 4.3 -

Contraindications).

Other Serotonergic Drugs

Co-administration of sertraline with other drugs that enhance the effects of serotonergic
neurotransmission, such as amphetamines, tryptophan, fenfluramine, and fentanyl, 5-HT
agonists, or the herbal medicine St. John’s Wort (Hypericum perforatum) should be

undertaken with caution and avoided whenever possible due to the potential for
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pharmacodynamic interaction.

QTc Prolongation/Torsade de Pointes (TdP)

Cases of QTc prolongation and TdP have been reported during post-marketing use of
sertraline. The majority of reports occurred in patients with other risk factors for QTc
prolongation/TdP. Therefore, sertraline should be used with caution in patients with risk
factors for QTc prolongation (see sections 4.5 — Interaction with other medicinal products

and other forms of interaction and 5.1 — Pharmacodynamic properties).

Switching from Selective Serotonin Reuptake Inhibitors Antidepressants or
Anti-obsessional Drugs

There is limited controlled experience regarding the optimal timing of switching from
SSRIs, antidepressants or anti-obsessional drugs to sertraline. Care and prudent medical
judgment should be exercised when switching, particularly from long-acting agents, such
as fluoxetine. The duration of a washout period for switching from one SSRI to another

has not been established.

Activation of Mania/Hypomania

During pre-marketing testing, hypomania or mania occurred in approximately 0.4% of
sertraline-treated patients. Activation of mania/hypomania has also been reported in a
small proportion of patients with major affective disorder treated with other marketed

antidepressant and anti-obsessional drugs.

Seizures

Seizures are a potential risk with antidepressant and anti-obsessional drugs. Seizures
were reported in approximately 0.08% of patients treated with sertraline in the
development program for depression. No seizures were reported in patients treated with
sertraline in the development program for panic. During the development program for
OCD, four out of approximately 1800 patients exposed to sertraline experienced seizures
(approximately 0.2%). Three of these patients were adolescents, two with a seizure
disorder and one with a family history of seizure disorder, none of whom were receiving
anticonvulsant medication. In all these cases, the relationship with sertraline therapy was
uncertain. Since sertraline has not been evaluated in patients with a seizure disorder, it
should be avoided in patients with unstable epilepsy; patients with controlled epilepsy

should be carefully monitored. Sertraline should be discontinued in any patient who
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develops seizures.

Suicide/Suicidal Thoughts or Clinical Worsening

All patients treated with sertraline, in particular those at high risk, should be monitored
appropriately and observed closely for clinical worsening and suicidality. Patients, their
families, and their caregivers should be encouraged to be alert to the need to monitor for
any clinical worsening, suicidal behavior or thoughts and unusual changes in behavior
especially when initiating therapy or during any change in dose or dosage regimen. The
risk of suicide attempt must be considered, especially in depressed patients, and the
smallest quantity of drug, consistent with good patient management, should be provided to

reduce the risk of overdose.

Suicide is a known risk of depression and certain other psychiatric disorders, and these
disorders themselves are strong predictors of suicide. Pooled analyses of short-term
placebo-controlled trials of antidepressant medicines (SSRIs and others) showed that
these medicines increase the risk of suicidality in children, adolescents, and young adults
(aged 18 to 24 years) with major depression and other psychiatric disorders. Short-term
studies did not show an increase in the risk of suicidality with antidepressants compared
to placebo in adults beyond the age of 24 years; there was a reduction in the risk of

suicidality with antidepressants compared to placebo in adults aged 65 years and older.

Sexual Dysfunction
SSRIs may cause symptoms of sexual dysfunction (see section 4.8 — Undesirable effects).
There have been reports of long-lasting sexual dysfunction where the symptoms have

continued despite discontinuation of SSRIs.

Abnormal Bleeding/Hemorrhage

There have been reports of bleeding abnormalities with SSRIs from ecchymoses and
purpura to life-threatening hemorrhage. Caution is advised in patients taking SSRIs,
particularly in concomitant use with drugs known to affect platelet function (e.g., atypical
antipsychotics and phenothiazines, most tricyclic antidepressants, aspirin and non-steroidal
anti-inflammatory drugs [NSAIDs]) as well as in patients with a history of bleeding
disorders (see section 4.5 - Interaction with other medicinal products and other forms of

interaction).
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Hyponatremia

Hyponatremia may occur as a result of treatment with SSRIs or serotonin norepinephrine
reuptake inhibitors (SNRIs) including sertraline. In many cases, hyponatremia appears to
be the result of a syndrome of inappropriate antidiuretic hormone secretion (SIADH).
Cases of serum sodium levels 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 (see
section 4.2 - Posology and method of administration: Use in the Elderly). Discontinuation
of sertraline 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 that 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.

Because of the well-established comorbidity between OCD and depression, panic disorder
and depression, PTSD and depression, and social phobia and depression, the same
precautions observed when treating patients with depression should be observed when

treating patients with OCD, panic disorder, PTSD or social phobia.

Bone Fractures
Epidemiological studies show an increased risk of bone fractures in patients receiving
serotonin reuptake inhibitors (SRIs) including sertraline. The mechanism leading to this

risk is not fully understood.

Use in Hepatic Insufficiency

Sertraline is extensively metabolized by the liver. A multiple-dose pharmacokinetic study in
subjects with mild, stable cirrhosis demonstrated a prolonged elimination half-life and
approximately three-fold greater AUC and C,,,, in comparison to normal subjects. There
were no significant differences in plasma protein binding observed between the two
groups. The use of sertraline in patients with hepatic disease should be approached with

caution. A lower or less frequent dose should be used in patients with hepatic impairment.

Use in Renal Insufficiency

Sertraline is extensively metabolized. Excretion of unchanged drug in urine is a minor
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route of elimination. In studies of patients with mild to moderate renal impairment
(creatinine clearance 30-60 mL/min) or moderate to severe renal impairment (creatinine
clearance 10-29 mL/min), multiple-dose pharmacokinetic parameters (AUC(.54 or Cpax)
were not significantly different compared to controls. Half-lives were similar, and there
were no differences in plasma protein binding in all groups studied. This study indicates
that, as expected from the low renal excretion of sertraline, sertraline dosing does not

have to be adjusted based on the degree of renal impairment.

Diabetes/Loss of Glycemic Control

Cases of new-onset diabetes mellitus have been reported in patients receiving SSRIs
including sertraline. Loss of glycemic control including both hyperglycemia and
hypoglycemia has also been reported in patients with and without pre-existing diabetes.
Patients should therefore be monitored for signs and symptoms of glucose fluctuations.
Diabetic patients especially should have their glycemic control carefully monitored since
their dosage of insulin and/or concomitant oral hypoglycemic drug may need to be

adjusted.

Laboratory Tests

False-positive urine immunoassay screening tests for benzodiazepines have been reported
in patients taking sertraline. This is due to lack of specificity of the screening tests.
False-positive test results may be expected for several days following discontinuation of
sertraline therapy. Confirmatory tests, such as gas chromatography/mass spectrometry,

will distinguish sertraline from benzodiazepines.

Angle-Closure Glaucoma

SSRIs including sertraline may have an effect on pupil size resulting in mydriasis. This
mydriatic effect has the potential to narrow the eye angle, resulting in increased intraocular
pressure and angle-closure glaucoma, especially in patients pre-disposed. Sertraline
should therefore, be used with caution in patients with angle-closure glaucoma or history

of glaucoma.

Use in Children and Adolescents
Long-term safety on cognitive, emotional, physical, and pubertal maturation in children and
adolescents aged 6 to 16 years was evaluated in a long-term observational study for up to

3 years (see section 5.1 — Pharmacodynamic properties). Physicians must monitor
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pediatric patients on long-term treatment for abnormalities in growth and development.

Interaction with other medicinal products and other forms of interaction

Monoamine Oxidase Inhibitors

See sections 4.3 - Contraindications and 4.4 - Special warnings and precautions for use.

Pimozide

Increased pimozide levels have been demonstrated in a study of a single low-dose
pimozide (2 mg) with sertraline co-administration. These increased levels were not
associated with any changes in electrocardiogram (EKG). While the mechanism of this
interaction is unknown, due to the narrow therapeutic index of pimozide, concomitant

administration of sertraline and pimozide is contraindicated.

Drugs that Prolong the QTc Interval

The risk of QTc prolongation and/or ventricular arrhythmias (e.g., TdP) is increased with
concomitant use of other drugs that prolong the QTc interval (e.g., some antipsychotics
and antibiotics) (see sections 4.4 - Special warnings and precautions for use and 5.1 —

Pharmacodynamic properties).

CNS Depressants and Alcohol

The co-administration of sertraline 200 mg daily did not potentiate the effects of alcohol,
carbamazepine, haloperidol or phenytoin on cognitive and psychomotor performance in
healthy subjects; however, the concomitant use of sertraline and alcohol is not

recommended.

Lithium

In placebo-controlled trials in normal volunteers, the co-administration of sertraline with
lithium did not significantly alter lithium pharmacokinetics, but did result in an increase in
tremor relative to placebo, indicating a possible pharmacodynamic interaction. When
co-administering sertraline with medications, such as lithium, which may act via

serotonergic mechanisms, patients should be appropriately monitored.

Phenytoin
A placebo-controlled trial in normal volunteers suggests that chronic administration of

sertraline 200 mg/day does not produce clinically important inhibition of phenytoin

10
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metabolism. Nonetheless, it is recommended that plasma phenytoin concentrations be
monitored following initiation of sertraline therapy, with appropriate adjustments to the
phenytoin dose. In addition, co-administration of phenytoin may cause a reduction of

sertraline plasma levels.

Sumatriptan

There have been rare post-marketing reports describing patients with weakness,
hyperreflexia, incoordination, confusion, anxiety and agitation following the use of
sertraline and sumatriptan. If concomitant treatment with sertraline and sumatriptan is
clinically warranted, appropriate observation of the patient is advised (see section 4.4 -

Special warnings and precautions for use: Other Serotonergic Drugs).

Other Serotonergic Drugs
See section 4.4 - Special warnings and precautions for use: Serotonin Syndrome,

Monoamine Oxidase Inhibitors, and Other Serotonergic Drugs.

Protein-Bound Drugs

Since sertraline is bound to plasma proteins, the potential of sertraline to interact with
other plasma protein-bound drugs should be borne in mind. However, in three formal
interaction studies with diazepam, tolbutamide, and warfarin respectively, sertraline was
not shown to have significant effects on the protein binding of the substrate (see

subsections Warfarin and Other Drug Interactions).

Warfarin

Co-administration of sertraline 200 mg daily with warfarin resulted in a small but
statistically significant increase in prothrombin time, the clinical significance of which is
unknown. Accordingly, prothrombin time should be carefully monitored when sertraline

therapy is initiated or stopped.

Other Drug Interactions

Formal drug interaction studies have been performed with sertraline. Co-administration of
sertraline 200 mg daily with diazepam or tolbutamide resulted in small, statistically
significant changes in some pharmacokinetic parameters. Co-administration with
cimetidine caused a substantial decrease in sertraline clearance. The clinical significance
of these changes is unknown. Sertraline had no effect on the beta-adrenergic blocking

11



LPD Title: Sertraline Hydrochloride

LPD rev no.: 27.0

LPD Date: February 27, 2023

Country: Thailand

Reference CDS ver: 28.0; date: May 10, 2022

ability of atenolol. No interaction of sertraline 200 mg daily was observed with

glibenclamide or digoxin.

Electroconvulsive Therapy
There are no clinical studies establishing the risks or benefits of the combined use of

electroconvulsive therapy (ECT) and sertraline.

Drugs Metabolized by Cytochrome P450 2D6

There is variability among antidepressants in the extent to which they inhibit the activity of
isozyme cytochrome P450 (CYP) 2D6. The clinical significance of this depends on the
extent of inhibition and the therapeutic index of the co-administered drug. CYP 2D6
substrates with a narrow therapeutic index include tricyclic antidepressants (TCAs) and
class 1C antiarrhythmics, such as propafenone and flecainide. In formal interaction
studies, chronic dosing with sertraline 50 mg daily showed minimal elevation (mean 23%
to 37%) of steady-state desipramine plasma levels (a marker of CYP 2D6 isoenzyme

activity).

Drugs Metabolized by Other CYP Enzymes (CYP 3A3/4, CYP 2C9, CYP 2C19, CYP
1A2)

CYP 3A3/4

In vivo interaction studies have demonstrated that chronic administration of sertraline
200 mg daily does not inhibit the CYP 3A3/4-mediated 6-B-hydroxylation of endogenous
cortisol or the metabolism of carbamazepine or terfenadine. In addition, the chronic
administration of sertraline 50 mg daily does not inhibit the CYP 3A3/4-mediated
metabolism of alprazolam. The data suggest that sertraline is not a clinically relevant

inhibitor of CYP 3A3/4.

Co-administration of sertraline with metamizole, which is an inducer of metabolising
enzymes including CYP2B6 and CYP3A4 may cause a reduction in plasma concentrations
of sertraline with potential decrease in clinical efficacy, therefore, caution is advised when
metamizole and sertraline are administered concurrently; clinical response and/or drug

levels should be monitored as appropriate.

12
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CYP 2C9

The apparent lack of clinically significant effects of the chronic administration of sertraline
200 mg daily on plasma concentrations of tolbutamide, phenytoin and warfarin suggests
that sertraline is not a clinically relevant inhibitor of CYP 2C9 (see subsections Other Drug

Interactions, Phenytoin, and Warfarin).

CYP 2C19
The apparent lack of clinically significant effects of the chronic administration of sertraline
200 mg daily on plasma concentrations of diazepam suggests that sertraline is not a

clinically relevant inhibitor of CYP 2C19 (see subsection Other Drug Interactions).

CYP 1A2

In vitro studies indicate that sertraline has little or no potential to inhibit CYP 1A2.

Fertility, pregnancy and lactation

Pregnancy

Reproduction studies have been performed in rats and rabbits at doses up to
approximately 20 times and 10 times the maximum daily human mg/kg dose, respectively.
There was no evidence of teratogenicity at any dose level. At the dose level
corresponding to approximately 2.5 to 10 times the maximum daily human mg/kg dose,
however, sertraline was associated with delayed ossification in fetuses, probably

secondary to effects on the dams.

Observational studies have provided evidence of an increased risk (less than 2-fold) of
postpartum haemorrhage following exposure to SSRIs, including sertraline, especially

within the month prior to birth.

There was decreased neonatal survival following maternal administration of sertraline at
doses approximately five times the maximum daily human mg/kg dose. Similar effects on
neonatal survival have been described for other antidepressant drugs. The clinical

significance of these effects is unknown.

There are no adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, sertraline should be

used during pregnancy only if the perceived benefits outweigh the risks.
13
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Isolated studies in small numbers of nursing mothers and their infants indicated negligible
or undetectable levels of sertraline in infant serum, although levels in breast milk were
more concentrated than in maternal serum. Use in nursing mothers is not recommended

unless, in the judgment of the physician, the benefit outweighs the risk.

If sertraline is used during pregnancy and/or lactation, the physician should be aware that
symptoms, including those compatible with withdrawal reactions, have been reported in

some neonates whose mothers had been on SSRI antidepressants, including sertraline.

Women of childbearing potential should employ an adequate method of contraception if

taking sertraline.

Exposure during late pregnancy to SSRIs may have an increased risk for persistent
pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1 to 2 per 1000 live
births in the general population and is associated with substantial neonatal morbidity and
mortality. In a retrospective case-control study of 377 women whose infants were born
with PPHN and 836 women whose infants were born healthy, the risk for developing
PPHN was approximately six-fold higher for infants exposed to SSRIs after the 20" week
of gestation compared to infants who had not been exposed to antidepressants during
pregnancy. A study of 831,324 infants born in Sweden in 1997 to 2005 found a PPHN risk
ratio of 2.4 (95% ClI, 1.2 to 4.3) associated with patient-reported maternal use of SSRIs “in
early pregnancy” and a PPHN risk ratio of 3.6 (95% ClI, 1.2 to 8.3) associated with a
combination of patient-reported maternal use of SSRIs “in early pregnancy” and an

antenatal SSRI prescription “in later pregnancy”.

Lactation

Isolated studies in small numbers of nursing mothers and their infants indicated negligible
or undetectable levels of sertraline in infant serum, although levels in breast milk were
more concentrated than in maternal serum. Use in nursing mothers is not recommended

unless, in the judgment of the physician, the benefits outweigh the risks.

Fertility
There is no clinical trial data on fertility. In animal studies, no effect on fertility parameters

was observed (see also section 5.3 - Preclinical safety data).

14
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4.7 Effects on ability to drive and use machines

Clinical pharmacology studies have shown that sertraline has no effect on psychomotor

performance. However, as psychotropic drugs may impair the mental or physical abilities

required for the performance of potentially hazardous tasks, such as driving a car or

operating machinery, the patient should be cautioned accordingly.

4.8 Undesirable effects

The side-effect profile commonly observed in double-blind, placebo-controlled studies in

patients with OCD, panic disorder, PTSD, and social phobia was similar to that observed

in clinical trials in patients with depression.

ADRs by SOC and CIOMS frequency category listed in order of decreasing medical

seriousness or clinical importance within each frequency category and SOC.

Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency Not
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Known
(=1/110) <1/10) <1/100) <1/1,000) (cannot be
estimated from
the available
data)
Blood and thrombocytopenia*$,
lymphatic system leukopenia*$,
disorders platelet function test
abnormal*$
Immune system hypersensitivity* anaphylactoid
disorders reaction*®
Endocrine inappropriate
disorders antidiuretic hormone
secretion*S,
hyperprolactinaemia*$,
hypothyroidism*
Metabolism and decreased diabetes mellitus*,

15
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Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency Not
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Known
(=1110) <1/10) <1/100) <1/1,000) (cannot be

estimated from

the available

data)

nutrition disorders appetite, hyponatraemia*$,

increased hypoglycaemia*,

appetite* hyperglycaemia*$
Psychiatric insomnia depressive hallucination*, psychotic disorder*
disorders symptoms*, aggression®,

anxiety*, confusional

agitation*, state*, euphoric

bruxism*, mood*

nightmare*, libido

decreased*
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Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency Not
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Known
(=1/10) <1/10) <1/100) <1/1,000) (cannot be

estimated from

the available

data)
Nervous system dizziness, hypertonia*, syncope®, serotonin syndrome*$,
disorders headache* tremor, extrapyramidal coma*, convulsion*$,
somnolence, disorder*, muscle | dystonia®s,
paraesthesia* contractions akathisia*
involuntary*,

hypoaesthesia*,

hyperkinesia*,

migraine*
Eye disorders visual impairment* | mydriasis*,
periorbital
oedema*
Ear and labyrinth tinnitus*
disorders
Cardiac disorders palpitations* tachycardia® torsade de pointes*S
(see sections 4.4, 4.5
and 5.1),
electrocardiogram QT
prolonged* (see
sections 4.4, 4.5 and
5.1), blood cholesterol
increased*S
Vascular disorders hot flush* haemorrhage*, cerebral
hypertension* vasoconstriction*$

(including reversible
cerebral
vasoconstriction

syndrome and
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Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency Not
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Known
(2111 0) <1M10) <1/100) <1/1,000) (cannot be
estimated from
the available
data)
Call-Fleming
syndrome)
Respiratory, yawning* bronchospasm®, eosinophilic
thoracic and epistaxis* pneumonia*$
mediastinal
disorders
Gastrointestinal diarrhoea, vomiting*, gastrointestinal pancreatitis*$
disorders nausea constipation®, haemorrhage*
abdominal pain*,
dry mouth,
dyspepsia
Hepatobiliary alanine liver injury*S
disorders aminotransferase
increased”,
aspartate
aminotransferase
increased*
Skin and rash*, urticaria®, toxic epidermal
subcutaneous hyperhidrosis purpura*, necrolysis*S, Stevens-
tissue disorders pruritus®, Johnson syndrome*$,
alopecia*® angioedema*$,
exfoliative rash*$,
photosensitivity skin
reaction*$
Musculoskeletal arthralgia*® muscle spasms* rhabdomyolysis*,
and connective trismus*S
tissue disorders
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Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency Not
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Known
(=1110) <1/10) <1/100) <1/1,000) (cannot be
estimated from
the available
data)
Renal and urinary urinary enuresis*S
disorders retention*,
haematuria®,
urinary
incontinence*
Reproductive ejaculation priapism*,
system and breast disorder, galactorrhoea*,
disorders sexual gynaecomastia*

dysfunction (see

section 4.4),

menstruation

irregular*
General disorders chest pain*, gait disturbance*, | face oedema®,
and administration malaise*, oedema drug withdrawal
site conditions pyrexia®, peripheral* syndrome*$

asthenia*, fatigue*
Investigations weight increased* | weight laboratory test

decreased” abnormal*

Injury, poisoning fracture®

and procedural

complications

* - ADR identified post-marketing.

§ . ADR frequency represented by the estimated upper limit of the 95% confidence interval calculated
using “The Rule of 3”. ADR = adverse drug reaction; SOC = System Organ Class; CIOMS = Council

for International Organization of Medical Sciences.

4.9 Overdose
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Sertraline has a margin of safety dependent on patient population and/or concomitant
medications. Deaths have been reported involving overdoses of sertraline, alone or in
combination with other drugs and/or alcohol. Therefore, any overdosage should be treated
aggressively. Symptoms of overdose include serotonin-mediated side effects, such as
electrocardiogram QT prolonged, TdP (see sections 4.4 - Special warnings and
precautions for use, 4.5 - Interactions with other medicinal products and other forms of
interaction and 5.1 — Pharmacodynamic properties), somnolence, gastrointestinal
disturbances (such as nausea and vomiting), tachycardia, tremor, agitation and dizziness.

Less frequently reported was coma.

There are no specific antidotes to sertraline. Establish and maintain an airway and ensure
adequate oxygenation and ventilation, if necessary. Activated charcoal, which may be
used with a cathartic, may be as or more effective than lavage, and should be considered
in treating overdose. Induction of emesis is not recommended. Cardiac and vital sign
monitoring is recommended, along with general symptomatic and supportive measures.
Due to the large volume of distribution of sertraline, forced diuresis, dialysis,

hemoperfusion and exchange transfusion are unlikely to be of benefit.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Sertraline is a potent and selective inhibitor of neuronal serotonin (5-HT) reuptake in vitro,
which results in the potentiation of the effects of 5-HT in animals. It has only very weak
effects on norepinephrine and dopamine neuronal reuptake. At clinical doses, sertraline
blocks the uptake of serotonin into human platelets. It is devoid of stimulant, sedative or
anticholinergic activity or cardiotoxicity in animals. In controlled studies in normal
volunteers, sertraline did not cause sedation and did not interfere with psychomotor
performance. In accord with its selective inhibition of 5-HT uptake, sertraline does not
enhance catecholaminergic activity. Sertraline has no affinity for muscarinic (cholinergic),
serotonergic, dopaminergic, adrenergic, histaminergic, gamma-aminobutyric acid (GABA)
or benzodiazepine receptors. The chronic administration of sertraline in animals was
associated with down-regulation of brain norepinephrine receptors as observed with other

clinically effective antidepressants and anti-obsessional drugs.

Sertraline has not demonstrated potential for abuse. In a placebo-controlled, double-blind,
randomized study of the comparative abuse liability of sertraline, alprazolam and
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d-amphetamine in humans, sertraline did not produce positive subjective effects indicative
of abuse potential. In contrast, subjects rated both alprazolam and d-amphetamine
significantly greater than placebo on measures of drug liking, euphoria and abuse
potential. Sertraline did not produce either the stimulation and anxiety associated with
d-amphetamine or the sedation and psychomotor impairment associated with alprazolam.
Sertraline does not function as a positive reinforcer in rhesus monkeys trained to
self-administer cocaine, nor does it substitute as a discriminative stimulus for either

d-amphetamine or pentobarbital in rhesus monkeys.

Clinical Trials

Major Depressive Disorder

A study was conducted that involved depressed outpatients who had responded by the
end of an initial 8-week open treatment phase on sertraline 50 mg/day to 200 mg/day.
These patients (N=295) were randomized to continuation for 44 weeks on double-blind
sertraline 50 mg/day to 200 mg/day or placebo. A statistically significantly lower relapse
rate was observed for patients taking sertraline compared to those on placebo. The mean

dose for completers was 70 mg/day.

Obsessive-Compulsive Disorder

In a long-term study, patients meeting DSM-III-R criteria for OCD who had responded
during a 52-week single-blind trial on sertraline 50 mg/day to 200 mg/day (n=224) were
randomized to continuation of sertraline or to substitution of placebo for up to 28 weeks of
observation for discontinuation due to relapse or insufficient clinical response. Patients
receiving continued sertraline treatment experienced a significantly lower rate of
discontinuation due to relapse or insufficient clinical response over the subsequent

28 weeks compared to those receiving placebo. This pattern was demonstrated in male

and female subjects.

Panic Disorder

In a long-term study, patients meeting DSM-III-R criteria for panic disorder who had
responded during a 52-week open trial on sertraline 50 mg/day to 200 mg/day (n=183)
were randomized to continuation of sertraline or to substitution of placebo for up to

28 weeks of observation for discontinuation due to relapse or insufficient clinical response.
Patients receiving continued sertraline treatment experienced a significantly lower rate of
discontinuation due to relapse or insufficient clinical response over the subsequent
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28 weeks compared to those receiving placebo. This pattern was demonstrated in male

and female subjects.

Post-traumatic Stress Disorder

In a long-term study, patients meeting DSM-III-R criteria for PTSD who had responded
during a 24-week open trial on sertraline 50 mg/day to 200 mg/day (n=96) were
randomized to continuation of sertraline or to substitution of placebo for up to 28 weeks of
observation for relapse. Patients receiving continued sertraline treatment experienced
significantly lower relapse rates over the subsequent 28 weeks compared to those

receiving placebo. This pattern was demonstrated in male and female subjects.

Social Phobia (Social Anxiety Disorder)

In a social phobia relapse prevention study, patients who were responders at the end of a
20-week, multicenter, flexible-dose study that compared sertraline (50 mg/day to

200 mg/day) to placebo, were re-randomized for an additional 24 weeks to either
sertraline continuation treatment (within 50 mg/day to 200 mg/day) or placebo substitution,
while placebo responders remained on placebo. Patients receiving sertraline continuation
treatment experienced a statistically significantly lower relapse rate over this 24-week

study than patients randomized to placebo substitution treatment.

Cardiac Electrophysiology

In a dedicated thorough QTc study, conducted at steady-state at supratherapeutic
exposures in healthy volunteers (treated with 400 mg/day, twice the maximum
recommended daily dose), the upper bound of the 2-sided 90% CI for the time matched
Least Square mean difference of QTcF between sertraline and placebo (11.666 msec)
was greater than the predefined threshold of 10 msec at the 4-hour postdose time point.
Exposure-response analysis indicated a slightly positive relationship between QTcF and
sertraline plasma concentrations [0.036 msec/(ng/mL); p<0.0001]. Based on the exposure-
response model, the threshold for clinically significant prolongation of the QTcF (i.e., for
predicted 90% CI to exceed 10 msec) is at least 2.6-fold greater than the average C.«
(86 ng/mL) following the highest recommended dose of sertraline (200 mg/day) (see
sections 4.4 - Special warnings and precautions for use, 4.5 - Interactions with other
medicinal products and other forms of interaction, 4.8 - Undesirable effects and 4.9 -

Overdose).
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Pediatric Population

Post-marketing safety study SPRITES

An observational post-approval study of 941 patients aged 6 to 16 years was conducted to
evaluate the long-term safety of treatment with sertraline (with and without psychotherapy)
compared with psychotherapy on cognitive, emotional, physical, and pubertal maturation
for up to 3 years. This study was conducted in clinical practice settings in children and
adolescents with primary diagnoses of obsessive compulsive disorder, depression, or
other anxiety disorders and evaluated cognition [assessed by the Trails B test and the
Metacognition Index from the Behavior Rating Inventory of Executive Function (BRIEF),
behavioral/emotional regulation (assessed by the Behavioral Regulation Index from the
BRIEF) and physical/pubertal maturation (assessed by standardized height/weight/body
mass index (BMI) and Tanner Stage)]. Sertraline is approved in the pediatric population
only for patients aged 6 years of age and older with OCD (see section 4.1 — Therapeutic

indications).

Standardization of each primary outcome measure based on sex and age norms showed
that the overall results were consistent with normal development. No statistically significant
differences were observed for the primary outcome measures, with the exception of
weight. A statistically significant finding for standardized weight was observed in
comparative analyses; however, the magnitude of the change in weight was small [mean

(SD) change in standardized z-scores < 0.5 SD] and observed mainly at higher doses.

Premenstrual Dysphoric Disorder (PMDD)

The effectiveness of ZOLOFT for the treatment of PMDD was established in two
double-blind, parallel group, placebo-controlled flexible dose trials (Studies 1 and 2)
conducted over 3 menstrual cycles. Patients in Study 1 met DSM-III-R criteria for Late
Luteal Phase Dysphoric Disorder (LLPDD), the clinical entity now referred to as
Premenstrual Dysphoric Disorder (PMDD) in DSM-IV. Patients in Study 2 met DSM-IV
criteria for PMDD. Study 1 utilized daily dosing throughout the study, while Study 2 utilized
luteal phase dosing for the 2 weeks prior to the onset of menses. The mean duration of
PMDD symptoms for these patients was approximately 10.5 years in both studies.
Patients on oral contraceptives were excluded from these trials; therefore, the efficacy of

sertraline in combination with oral contraceptives for the treatment of PMDD is unknown.

Efficacy was assessed with the Daily Record of Severity of Problems (DRSP), a
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patient-rated instrument that mirrors the diagnostic criteria for PMDD as identified in the
DSM-1V, and includes assessments for mood, physical symptoms, and other symptoms.
Other efficacy assessments included the Hamilton Depression Rating Scale (HAMD-17),
and the Clinical Global Impression Severity of lliness (CGI-S) and Improvement (CGI-l)

scores.

In Study 1, involving n=251 randomized patients, ZOLOFT treatment was initiated at

50 mg/day and administered daily throughout the menstrual cycle. In subsequent cycles,
patients were dosed in the range of 50-150 mg/day on the basis of clinical response and
toleration. The mean dose for completers was 102 mg/day. ZOLOFT administered daily

throughout the menstrual cycle was significantly more effective than placebo on change

from baseline to endpoint on the DRSP total score, the HAMD-17 total score, and the

CGI-S score, as well as the CGI-I score at endpoint.

In Study 2, involving n=281 randomized patients, ZOLOFT treatment was initiated at

50 mg/day in the late luteal phase (last 2 weeks) of each menstrual cycle and then
discontinued at the onset of menses. In subsequent cycles, patients were dosed in the
range of 50-100 mg/day in the luteal phase of each cycle, on the basis of clinical response
and toleration. Patients who were titrated to 100 mg/day received 50 mg/day for the first

3 days of the cycle, then 100 mg/day for the remainder of the cycle. The mean ZOLOFT
dose for completers was 74 mg/day. ZOLOFT administered in the late luteal phase of the
menstrual cycle was significantly more effective than placebo on change from baseline to
endpoint on the DRSP total score and the CGI-S score, as well as the CGI-I score at

endpoint.

There was insufficient information to determine the effect of race or age on outcome in

these studies.

Pharmacokinetic properties
Sertraline exhibits dose-proportional pharmacokinetics over the range of 50 mg to 200 mg.
In man, following oral once-daily dosing over the range of 50 mg to 200 mg for 14 days,
peak plasma concentrations (C,,,) Of sertraline occur at about 4.5 to 8.4 hours post
dosing. The pharmacokinetic profile in either adolescents or the elderly is not significantly
different from that in adults between 18 and 65 years. The mean half-life of sertraline for
young and elderly men and women ranges from 22 to 36 hours. Consistent with the
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terminal elimination half-life, there is an approximately two-fold accumulation up to steady-
state concentrations, which are achieved after one week of once-daily dosing.
Approximately 98% of the circulating drug is bound to plasma proteins. Animal studies
indicate that sertraline has a large apparent volume of distribution. The pharmacokinetics
of sertraline in pediatric OCD patients have been shown to be comparable to adults
(although pediatric patients metabolize sertraline with slightly greater efficiency). However,
lower doses may be advisable for pediatric patients, given their lower body weights

(especially those patients aged 6-12 years), in order to avoid excessive plasma levels.

Sertraline undergoes extensive first-pass hepatic metabolism. The principal metabolite in
plasma, N-desmethylsertraline, is substantially less active (about 20 times) than sertraline
in vitro, and there is no evidence of activity in in vivo models of depression. The half-life of
N-desmethylsertraline is in the range of 62 to 104 hours. Sertraline and
N-desmethylsertraline are both extensively metabolized in man and the resultant
metabolites excreted in feces and urine in equal amounts. Only a small amount (<0.2%) of

unchanged sertraline is excreted in urine.

Food does not significantly change the bioavailability of sertraline tablets.

Preclinical safety data
Extensive chronic safety evaluation studies in animals show that sertraline is generally
well tolerated at doses that are appreciable multiples of those that are clinically effective.

Sertraline has also been shown to be devoid of mutagenic effects.

Juvenile Animal Studies
In a juvenile toxicology study in Sprague-Dawley rats, dose levels of 0, 10, 40 or
80 mg/kg/day of sertraline were administered orally to male and female rats on postnatal
Days 21 through 56, with a non-dosing recovery phase up to postnatal Day 196. The
administration of 80 mg/kg of sertraline to males and females on postnatal Days 21 to 56
resulted in dehydration, chromorhinorrhea and reduced average body weight gain. In
addition, rales, hunched posture and reduced food consumption also occurred in male rats
given 80 mg/kg/day. Delays in sexual maturation occurred in males (80 mg/kg/day) and
females (=10 mg/kg/day), but despite this finding there were no sertraline-related effects
on any of the male (organ weights, mating and fertility, sperm motility or sperm
concentration) or female (estrous cycling, mating and fertility, or ovarian and uterine
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parameters) reproductive endpoints that were assessed. There were no sertraline-related
effects on any behavior parameter (learning and memory, auditory startle response, and
locomotor activity) in males, while a decrease in auditory startle response occurred in
females at 40 and 80 mg/kg/day. There were no sertraline-related effects on male or
female femur lengths, brain weights, gross necropsy or microscopic observations at any
dose level. In juvenile males, the no-observed-adverse-effect level (NOAEL) for general
toxicity was 40 mg/kg/day (correlating to a C,, of 262 ng/mL and an AUC,; of

3170 ngehr/mL on postnatal Day 56). In juvenile females, the NOAEL could not be
established based on the delays in sexual maturation that occurred at 210 mg/kg. All of
the aforementioned effects attributed to the administration of sertraline were reversed at
some point during the non-dosing recovery phase of the study. The clinical relevance of

these effects observed in rats administered sertraline has not been established.

Animal Studies on Fertility
In two studies conducted in rats, collective evidence did not show an effect on fertility

parameters.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Sertraline tablets include the following inert ingredients: calcium hydrogen phosphate,
microcrystalline cellulose, hydroxypropyl cellulose, sodium starch glycolate, magnesium
stearate, hydroxypropylmethyl cellulose, polyethylene glycol, polysorbates, titanium dioxide

(E171).

6.2 Incompatibilities

None

6.3 Shelf-life

Please see details on carton.

6.4 Special precautions for storage

Store below 30°C.

7. MARKETING AUTHORISATION HOLDER
Viatris (Thailand) Limited
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v &) a U d' £Z n( . dll
seiadumianlunisldin: sfinszdunnd serotonin au9)

A ¥ £ . . a'
gINNITOWEND serotonin (Serotonergic Drugs) a )
aita 4.4 - dAudenuaztanivszinduiiaslunisldun: serotonin syndrome enlungu

{ v AE‘ . §
monoamine oxidase inhibitors LLazmﬁﬂizun“n‘ﬁ serotonin 5%6]

gfiaunulysan
A X o o a = 2 . . A |aaa % A A
\#Ha931n sertraline 3unulys@ulunaiann 33023328031 sertraline 2zl JASunuenau
sunulds@uluwaaunars adslananulunsnsimafedjisenuenduedisdns
9T 3 Gfa diazepam, tolbutamide LAz warfarin LUWLINEN sertraline Anaatingd
wndAydansaunuldsdulunarsanvasenmanii (giatedes warfarin usztjfzendas
A
au)
Warfarin

@ . (% ! [ . o Y . i a £
M3l sertraline %az 200 ¥N.3INAY warfarin ¥nlAA prothrombin time WRNYWIRE
& v A o aa 4 o @ aa_ oV v o & A A
Wwntos wadupdanylunesda dvanuiagluneadiingslinuge asmudasunie

weaL sertraline 1u;§ﬂwﬁ"lﬁm warfarin 39023AAAINAT prothrombin time 881932 NATL39

Un3a1aaa1dn
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I¢insdnmatadumenisfal §Aonues sertraline fUs1a% N3TUUTENIUN sertraline
Fuaz 200 Wn. $I0NY diazepam W38 tolbutamide ¥nlATnsasuudasludaudsunsea
MINFTINUARATTHoNN uadnpd A lunesid nMasulsenuiaunen cimetidine ¥
1%m13a11 sertraline NF19NMBARAIBENININ AMUEAYMMIAATNTBINM TR BRLLAY
wisnitgslinsuta sertraline lifnasannuaunsalunissugs beta-adrenergic 10987

atenolol liwutlfA3andaniszning sertraline 348z 200 Un. NU glibenclamide %38 digoxin

M33NEIMN19IABA8 1NN (Electroconvulsive Therapy)
b A v d' A {d‘ v v . 1 o o a
g1 lidTayauaasnnuiioamia Uslominazlannnsly sertraline Saunumssnsmiia

Lwey WA [electroconvulsive therapy (ECT)]

mﬁgnmm’mavlaﬂﬁmguvlmf Cytochrome P450 2D6

?JﬂUL“U@]ﬂ’]iﬂ“lJEi‘lﬂ’]iﬁN’]%TE]d isoenzyme cytochrome P450 (CYP) 2D6 289813NE113A
Fuahdanuuandiiu Seipidunadinduivvewalumssudiuazaniluns
$hm (therapeutic index) V898 7ilRTINNY nguvad CYP 2D6 substrates 7§ therapeutic
index LALIIND UﬁLLﬁ%ﬂJLﬁ%’]ﬂ@;&le@ivlﬁmﬁﬂ [tricyclic antidepressants (TCAs)] LRZE1INEN
IsamalaiduAadsnizlu class 1C (antiarrhythmics) LT propafenone Laz flecainide Tu
mafnnUfAsensenissnetadunanisidlals sertraline 1w1a 50 un.daTudasani
wugwuzaulunizaugavassn desipramine Tuwaiaan (@2L9FMIFnues CYP

X ‘o A
2D6 isoenzyme) galwiNpaLaNiaY 18y 23 09 37%)

sfigninaueladlasidwlnsl CYP 8w 9 (CYP 3A3/4, CYP 2C9, CYP 2C19, CYP 1A2)
CYP 3A3/4

msdneUfAensznisenlugainasasnuin Mssudszmu sertraline 1W1@ 200 WN./3%
Duszoziiawn W SnadugimuInns 6-3 hydroxylation 289 endogenous cortisol #3aLa
AUaATNVRILN carbamazepine %38 terfenadine ST;O?%QIMI CYP 3A3/4 uaﬂmnifu n3
$utsEmuen sertraline w1 50 un./3% uszaziawin Lifinagusuanuodfuvasn
alprazolam @adalay CYP 3A3/4 namsAnsraiuaasliifiuinen sertraline laldidud?
SUSIRaNIiNINuas CYP 3A3/4 ARUWHENWNIARHN

[ . ' o . 2 o o { °
ﬂ’]ﬂfﬁiﬂ sertraline IUNUYT metamizole ‘]NL‘IJ%@]’JL‘V\ﬁﬂ’]%’?‘ﬂaﬁLauvl,‘ITﬂ%ﬂiiiJ'luﬂﬁiLﬂJ

UNUBATY JIuN9 CYP2B6 Waz CYP3A4 2137 lwIzauanuutuaadsn sertraline 11

WAIFNIAARY TIa719V IR LT ANTHANINARDNAAaI b a3k ATbTANNIzIaTz L lald e
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4.6

metamizole 310NUEN sertraline AINANGAMIUNITADURUAINWNARKN UAL/MIDIZALENAY

AFULARNICRY

CYP 2C9

mM3sudsEnIue sertraline 2w1@ 200 an.AAwmdwnanwudilifuafftuidynadin

dannuITNTUaad tolbutamide, phenytoin Was warfarin luwaaun 25531 sertraline la'le
Jusadugs CYP 2C9 Aiguwusiunanaiin (@vnTatia ﬂg’jﬁ%m@iamﬁu phenytoin L

warfarin)

CYP 2C19
M3TULzNIUeN sertraline @ 200 wn A dwaswwdd Ldnandenudsaynmenain
faIrauANNITNTURILN diazepam Tuwanaun T9d7nen sertraline 'l laiduaqdugs CYP

2C19 NduWuiiunIaain (@iata Ufisundennauw)

CYP 1A2
2 v . A Y A A o &
ﬂ’]iﬂﬂj&]”]l%ﬁﬂﬂ@ﬂ@ﬂﬂﬂﬂﬂ?’] sertraline Nwauaﬂﬁsﬂiwuwﬂluﬂqiﬂﬂﬂﬂ CYP 1A2

a o ¢ a A 6 = 1 ¥

N3LIYNUS A03NATIN UAZEATIZTAIN IARAILAS

a A 6
d030AIA

= = a o ! A =< )

nnndAnisnzaiyRuslunszdouazny luamasgeauis 10 uaz 20 viwes
PNAFIFALuA (Un/nn/in) anuiay ldwornanguwdianafivihldinamnizy
(teratogenicity) NMnIzaUaIIWIAL ate lsfimunvwasdszanm 2.5 G910 ey

% . o v v v d
muﬁ@goqmluﬂu (UN./NN./A%) sertraline ml%maauluﬂsiﬁﬁn'lmﬁamz@ﬂ"mm TI019

LHAIUIANNAADAILLVAIRAT

a L v Qs { J v 1 '
miﬁnmmammm%mﬂimamsvl@ﬂ%ﬂangmmaamsﬁmmLﬁmgwu (W8N 2 L) VI

mauﬁa@aan%ﬁ'\maawﬁ'\imﬂﬁvﬁ{ummju SSRIs ‘J’J&lﬁ\‘] sertraline I@EIL%W’WQEII’]\‘]EIG

A A '
muluniisfannanaaea
A o . o & ' ' o A o
el sertraline lugaidaudluamiani 5 haaswegegadaiunldluau@n./nn./iu)

. a o @ A \ o Ao Y o
WU’J’m’liia@%’J@lTam’Jaau%a\‘]ﬂaa@la@lad SIi\‘lLﬂﬂﬁi’lm’mwammamﬂuﬁﬂufJ’lLLﬂ‘fNLﬂS’]

aung 89 linnuanusauneaainuainad
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oW A = a A A a A ¢ = a o & v &
felddnsdnsfiaruguaiisanelundgsdansd asmnnsdnsnnuaiywuivesda]
Lisnunsorhwansasuanasluanlaianaly 3902314 sertraline lungslnssfianizile

& = v ' A
Nﬂ‘].]i‘:Iil‘D%YIWOVL@]N&J’mﬂ’J’]ﬂ’n&lLﬁUd

nmsdnslunguian g sasnIafiissgndisiuuawasuazlumn deuanitszaumn
sertraline T#@TU22ININAININAUDITZAUN MENNITANTINIA b DIUAINTZALEN sertraline
Twihuwansanzdudunitludiuvaswnian lauusihlilsen sertraline Tundaniliunyas

PANINNLNN ﬁLﬁ%dﬂ@j&J@h@iﬂﬂﬁLﬁgq

fiinalwen sertraline lundgsfiasiiuazmisndadosgndrotiuuanias unngdais
szlaszInhasnneainanwiveimslumsnusniianansen lasunsine liaduesn
@18 SSRI 1IN sertraline T9amistimnfianguannadadlanud jitennneiniinan

£
A Aa & [ v o a A a v (3 L% .
Iu%muaﬂuiaﬂﬁa@aﬂisnm{lm'ﬁqumLu@mwmwamm:aumamaﬂ%m sertraline

803010 TIN NN SSRIs Mg 29vn8v89MI99a337 a1aiuanuAsInsAanuewlafa
Iu‘ﬁaa@Lﬁa@ﬂaﬂgdﬁuamd@imﬁad [persistent pulmonary hypertension (PPHN)] lun1sn
wsniia wu PPHN lugasn 1 89 2 da 1,000 manddwludszannsiall uaznnisiigunus
AuMaLauthe (morbidity) uazMaLFuTIAVBILANLINLAA (neonatal) FaudN9gs finits
ﬂ’ﬁﬁm:nLLUUﬂ'ﬂ%%ﬁdLﬂ%ﬂuLﬁﬂUﬂéu (retrospective case-control study) luaa3s1uwin 377
519 BemsnusniAaduPPHN uazaa3s1wIn 836 ﬁﬂﬁﬁmimmmﬁ@qmmwﬁ AN
209mM7LAa PPHN tRudulszanm 6 L‘ViﬂumsmmﬂLﬁ@ﬁvlﬁ%'ué'm”amﬂ@:w SSRIs lagH
ANTNMERFIFUAAT 20 vasmInsnsTAiiaSauRaurumInusniien la ledsusuam
UM T RN TANGIATSA MsAnENanUsnasTaulunInusnAas 1%
831,324 7u3xWIN4] 2540 fi9 2548 WLSAIWFE (risk ratio) M3LAia PPHN Ay 2.4
(95% CI 1.2 A9 4.3) Fogunusiumnesunslden ssris “luaassniteaiasss
FI9UIN" URTEATNALIVI PPHN WL 3.6 (95% Cl 1.2 fi9 8.3) HIFUWRSALMITBNU

& 1

i'JﬂJ"lli’Nﬂ"lil“ﬁU’] SSRIs "luﬁ@l%lﬁtﬁ'jﬁdﬁdﬂﬁiﬂ"ﬁ'ldLL‘Sﬂ" LLRS “ﬁ?dﬁﬁﬂ"ﬂﬂdﬂ"ﬁ@ﬁﬂiiﬁ"
= 1 ¥
ami‘szwma‘lwuuqm

mafns N dwaninana et Iumimmjmﬁﬂq AABIINAILINKUAKLEY WUITIZALEY

sertraline 1usﬁ'§'umaamina%i1mm”m‘h INRID LUEINITNATIIG L6 DI TN
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sertraline T uu NI IO NI WA UG TUVRINITANAAN

Tauuzinlilgin sertraline Tundsnliuayas uananunwndiiuirduddaniaies

NILDIYAWD

a o 6 =S

WNUT INMIANENIUIATNAaad lUWLINA

@ ]

VL&iﬁﬂTagamsmaaammﬁﬁﬂﬁlﬁmﬁumsw

o

3
Hansznudad il Inenaaiywug (@ade 5.3 - Taysnnudaeasdiuain

= a aa
MIANHINIARAN)
4.7 wmiammmmin‘lumsifuﬁmuwmumazmuquLﬂ%aaﬁ'nsna
MIANBUNRTINGINIIAARN BINUNAUDS sertraline sianistafantnilavasla adrslna
4 { & a . o v Aa
\e9anen Neangnidedadszan (psychotropic) a1avilianuaansaluniifanse
oA d'd a s 1 ™ d' A ‘ﬂl > = =3
nzviAaNITuNAlanEL AR UATIY LT °mJ°umuwmuzmamuquLmawmﬂmaﬂﬂ N
A @y g
GRRLOLIA LI REVH
48 waswlanvilszasauasan
% ~ A @ 2 . o oy A
NATILALINNU leLiasannANIANEILLL double-blind, muqumsmmaﬂ‘luaﬂwmﬂu
OCD, panic disorder, PTSD ua¢ social phobia 3zafnaadsnuAwulwnsIdeHaua I8l
I}ﬂ’ﬂ’mkﬂ%mﬂ%’]
Uiz laifsszasnainanaaszuualelzaassemMauazraInaNg CIoMs lag
5’@L§ﬂd%1ﬂ&1ﬂ1ﬂw1ﬁaﬂm'mm'm%’musomammwnsi’n%ammﬁ'lﬁ'mummaﬁn‘lu
LARSUNIAAINALALILUUAILITVBITWANY
aaa [ 1 6
a9 nsenanlainelseaea
STUVDIYITVDY | WULBLNIN NUUay Nuttay NURaENIN Tainsu
319M8 (=1/10) (=1/100 @9 (=>1/1,000 @is (=>1/10,000 @19 ANND
<1/10) <1/100) <1/1,000) (laigansn
Usza191n
v Ad 1
aﬂaﬂuag
1a)
anuiadn&dnig Snuwnaadand
FLUULRDALAY mufiadeaundr
ﬁ']l,%a‘a\'i NANIINARUNIT
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aaa o.a 1 6
a9 nsenanlaineilseasd

> 1 ] v ¥ 1
ITUVDIYIZVDY | WULDYNIN WUUag NUUDY NU®DYNIN Tainsw
' = = =< {
3198 (=1110) (=1/100 @9 (=1/1,000 D19 (=1/10,000 D9 AN
<1/10) <1/100) <1/1,000) (ladgnsn
Uszanaann
% Aa
aNaniog
u u
¥
@)
o =3 A
MUV BINRALREA
faung S
ANNHALNANIY Ugasemun® 2N ILWLUY
szuundaunu anaphylactoid*§
anNHadndng inappropriate
dowlsvie antidiuretic hormone
.8
secretion
. . .8
hyperprolactinaemia
mzlnsasden®
aNnuAaUnEnig 2INBIANT wwnut ladoalu
LWANUBRTULAE aA8d 881N Foad S s
A X * kS a 2 *
azlasuiny RURPATIVTI analuidandn
o “
srauihaalwiange
§
a a vL. o = v, . . I P
anuAaUndng | woulinau M IBAULAT Usznunaan 030
a0 Aannya* Ujnseniaioe
NIAUNIZENY* | SURW
o &
msuauwnawu* | nnzadula
Wusne* (euphoric mood)*
AMUADINTT
MIUNARARI®
anuAaUndnig | duee nmahadiany | nuaaasInTI” serotonin syndrome*§
seuuszan adsyer f9@nN mMIARanlnd 1asin* an* dystonia*
a vL . . a a, §
LA bl NImeiiailné
2IMIEH NaNLHaNAGD 81Ttk baidia
(tremor) I@Uﬁ’dﬁ‘umugu ﬁ(akathisia)*
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aaa o.a 1 6
a9 nsenanlaineilseasd

§

vasoconstriction)*

= = :
((TITINDI ns;;umms
Lﬁutﬁa@m ﬂeluawaa

RAAMUURUNAL be

JTUUBIBILVRY | WUULBBNN wuias NUTaL NURDUNIN Tainsu
319n8 (=1/10) (=1/100 @9 (=>1/1,000 @is (=>1/10,000 @19 ANad
<1/10) <1/100) <1/1,000) (ladgnsn
Uszanaann
ﬁbgaﬁﬁag
@)
9% 146 (muscle
m’miﬁﬂﬁﬁl Wl contractions
L‘ﬁyﬂu involuntary)*
(paraesthesia)* mi‘%’ummiﬁﬂ
ANRI
(hypoaesthesia)*
mmsagvl,sjﬁa
(hyperkinesia)*
lainaur
aNnuAaUnEnig MINBILAL JiuanEne*
@ Halna* souhanuaui®
ANUHaUNANIIY Lﬁmsl,wgl*
LLa:ﬁamﬂfﬂu
ANuRaLn@NIg Tagu* mladuwsr torsade de pointes* >
il (@WTa 4.4, 4.5 uaz
5.1) aanlWieiale
19 QT s1iw’ (@
#T8 4.4, 4.5 Uaz 5.1)
szavladuluiien
gaﬁu’g
aNnuAaUnEnIg Fouquu anLiaa* mzdiaanely
TLUURREALREA anuanlafiagsr | auaInaaa (cerebral
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<1/10) <1/100) <1/1,000) (ladgnsn
Uszanaann
% Aa
Jananidag
u u
¥
@)
Lae Call-Fleming
syndrome)
A a < o AAa a
ANUAAUNENIY w1+ naaeauAanss* | daaenigundaladlu
madunsla Waaren lna #ag9 (eosinophilic
71529870 WRSHIS pneumonia)*$
nand
anulalndny | vinalRe aTeu* \domsenluszuy | duseusniau S
NILABEINIT CRINET viasyn* 1aa MILAUIINT
Y99* Unuid
2193 hitas
A A . . © A .S
anuAadn@vas szauLaw s AULRWE
AU MaLauInG alanine
aminotransferase
A X
LN
a 6
szauLaw L]
aspartate
aminotransferase
A X
LAY
anNHaUnang A AUNL* toxic epidermal
RAaniduasiitaLie Wiaaanun Wudnfear necrolysis* 8
1@t Au* Stevens-Johnson
FIRU* syndrome* 8
. L8
angioedema
exfoliative rash*§
Uiz hdsussvas
Aoy S
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dszu1aan
[ Aa
aNaniog
u u
¥
@)
anuAaUndnig a1nstada nanwitardu nautaasgas
naaLhauas (arthralgia)* AR (rhabdomyolysis)’
hatEaLNeI Wi 21NIT INTUD
(trismus)*§
ANNEAUNANI9 aszliaan* Jasnzsa
a a A
lauazmadn Jaaiziifoa*
Taanie naudlaanizliag*
ANUAAUNANIY anuAaUndlu ANLBINTIALTIAN
izuuﬁuwuufuaz NIRRT (priapism)* 813
LU Teian DU
RUIIDATIWNI (galactorrhoea)* N1z
\wer (@it nulalwwese
4.4) Ysz3uden (gynaecomastia)* 5
W lrsiana*
anuAadndnaly Bunian* NILAL luniuaniin® ennnsn
LASUILIMA LA UL fﬁn"lajam g HaUn&(Gait LiAINMINgALN* 8
A o (% ] .
Alwen 14* annsdew | disturbance)*
WRy* danan* NNEUINTE LA
PIUINW*
MNIATIING IRUNLAN* tnnnaa* WNANIIATIING
wasdjuans wasdfianstiadnar

AUIAEY AN
1wy uaziymn

lunslgen

NITQNUANAIBNAN*

*- ADR fIWLHRI9INENII919 U8
§

{ Yo Y o o ' § o ] vo wa
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a9 nsenanlaineilseasd

SzuvalgIraas | wulasunn wuias NUTaL NURDUNIN Tainsu
319n8 (=1/10) (=1/100 @9 (=>1/1,000 @is (=>1/10,000 @19 ANad
<1/10) <1/100) <1/1,000) (Ligansa
iszannan
”aylaﬁﬁagj
@)

» aaa ' o :
The Rule of 3~ ADR = Uiz liiNstszaadarnen; SOC = szunaivizaassnane; CIOMS = Council for

International Organization of Medical Sciences

4.9

mM3lasusninawIa

. a o . & > ' @y
Sertraline JvaulIAANNYRBAAY (Margin of safety) Juagnungudszanivefihe uay/

A o A ) ' A A o A= iAda A o

wiamilgnduniudie adland nsnudiheniuifiafasanniuleniuem
sertraline \iuMaTAALALY HIaTwnLENARLA/MIagT datudteflaTueninswmeds
ATIATUMITNBIEN9LANN 81NN TIATLELARIMG TalA Nat 9LAeIv89

i i ' { @ ' X ) v a @ A
serotonin-mediated (7% ARKINKAlAT QT 81du, naziladuiadinizaiia TdP (g
Wila 4.4 — dnfounsstanssziaduiiaslunislden wade 4.5 - URsunseninseua:
UfFenluztuuudu uaziate 5.1 - quand@nmandawamans) 92953 UG
2111 IuUsUTIU (11 AawlELaza i uw) Walatewis a1nIEU (tremor) nznela by

a a ! Aa @ | A '
LASLIYUAIRE RAUDINITNUINLINUBDENINAND Iﬂlﬂ

ldfiuARmanzdniu sertraline IWidauazaimsidavasmadumalaly laslid
panFauuazmsszunsamanisswa lunsasndn lunmssnwmslao sertraline A
AR a15a 1T activated charcoal laganal#sunuenszuny (cathartic) Toonalena
wihifinunIadindinsdeas liuusihinsildendou arsanasziuaziinaiug cardiac
wae vital signs 8 lUAUM IS amaim i lluszmsshsnuuulssaulszaas tiesan
sertraline ﬁmsmzmm@ﬁmﬁagamﬂ (large volume of distribution) n3¥in lWaL TR
mﬂifu mIadla (dialysis) hemoperfusion LRZNITENELREE (exchange transfusion) CRYEY

NN
Qmauﬂ?m'wmﬁ'fm ¢

qmamﬁ?\mamé’%wamam‘

(= a a 09// H Qf 1 .
sertraline LﬂumUUUdﬁLmzﬁNLLazﬁQﬂﬁgma neuronal serotonin (5-HT) reuptake luraaa
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A o Y A i @ 6 =) ' . . .
NANDI Gﬁx‘mﬂmmum’lﬁmad 5-HT lugainaaad waiinade norepinephrine LAY dopamine
neuronal reuptake ¥asun luwwanlan19adiin sertraline 3zTanun13849 serotonin g
% ' a% v . . . a ]
indaliaavadau ludainasaslinungninzdunalszannia anticholinergic #iawueia
a =< A a Aa ] . 1o [ I
wila nadnmziiaaiuguluaiaaiasdndwudi sertraline livliirdu (navszam)

{ & | A a5
wagldldsumunisiedanlnllasasla (psychomotor performance) sertraline liisgnaas
catecholamine T9FaaAaaINUNNTIIUAIHUE 5-HT uptake NLan1z131229 sertraline 144l
mﬁ&lﬁ\‘igﬂﬁﬁ]ﬂﬂﬁcﬁ_l (affinity) AU muscarinic (cholinergic), serotonergic, dopaminergic,
adrenergic, histaminergic, gamma-aminobutyric acid (GABA) %38 benzodiazepine
receptors N7k sertraline Wt 9lugailaNuFUNUENUNILAA down-regulation U84
norepinephrine receptor Tusued LA WAL ELATNLATILAS anti-obsessional drugs 7

lanansadfinang

laiwuin sertraline dnansznulunisinlmiianslelunefife luns@nsuuuaiuga
d1uenaan double-blind, randomized laslianaadandugliazuunidTouiiiuy abuse
liability w8381 sertraline, alprazolam L8z d-amphetamine 1%&11@1&#5 sertraline 'ldlduaainag
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	ZOLOFTTM
	1. Name of Medicinal Product
	ZOLOFTTM
	2. Qualitative and Quantitative Composition
	Sertraline is available as film-coated tablets for oral administration containing sertraline hydrochloride equivalent to 50 mg or 100 mg sertraline.

	3. Pharmaceutical Form
	Film-coated tablets.

	4. Clinical Particulars
	4.1 Therapeutic indications
	Sertraline is indicated for the treatment of symptoms of depression, including depression accompanied by symptoms of anxiety, in patients with or without a history of mania. Following satisfactory response, continuation with sertraline therapy is effe...
	Sertraline is indicated for the treatment of obsessive-compulsive disorder (OCD). Following satisfactory response, continuation with sertraline therapy is effective in preventing relapse of the initial episode of OCD.
	Sertraline is indicated for the treatment of pediatric patients 6 years of age and older with OCD.
	Sertraline is indicated for the treatment of panic disorder, with or without agoraphobia. Following satisfactory response, continuation with sertraline therapy is effective in preventing relapse of the initial episode of panic disorder.
	Sertraline is indicated for the treatment of post-traumatic stress disorder (PTSD). Following satisfactory response, continuation with sertraline therapy is effective in preventing relapse of the initial episode of PTSD.
	Sertraline is indicated for the treatment of social phobia (social anxiety disorder). Following satisfactory response, continuation with sertraline therapy is effective in preventing relapse of the initial episode of social phobia.
	Sertraline is indicated for the treatment of premenstrual dysphoric disorder (PMDD). The essential features of PMDD include markedly depressed mood, anxiety or tension, affective lability, and persistent anger or irritability. Other features include d...
	4.2 Posology and method of administration

	Sertraline should be administered once daily, either in the morning or evening.
	Sertraline tablets can be administered with or without food.
	Initial Treatment
	Depression and OCD
	Sertraline treatment should be administered at a dose of 50 mg/day.
	Panic Disorder, PTSD and Social Phobia
	Therapy should be initiated at 25 mg/day. After one week, the dose should be increased to 50 mg once daily. This dosage regimen has been shown to reduce the frequency of early-treatment-emergent side effects characteristic of panic disorder.
	Premenstrual Dysphoric Disorder
	Sertraline treatment should be initiated with a dose of 50 mg/day, either daily throughout the menstrual cycle or limited to the luteal phase of menstrual cycle, depending on physician assessment.
	Titration
	Depression, OCD, Panic Disorder, PTSD and Social Phobia
	Patients not responding to a 50 mg dose may benefit from dose increases. Dose changes should be made at intervals of at least one week, up to a maximum of 200 mg/day. Changes in dose should not be made more frequently than once per week given the 24-h...
	The onset of therapeutic effect may be seen within 7 days. However, longer periods are usually necessary to demonstrate therapeutic response, especially in OCD.
	Premenstrual Dysphoric Disorder
	Patients not responding to a 50 mg dose may benefit from dose increases (at 50 mg increments/menstrual cycle) up to 150 mg/day when dosing daily throughout the menstrual cycle, or 100 mg/day when dosing during the luteal phase of the menstrual cycle. ...
	Maintenance
	Dosage during long-term therapy should be kept at the lowest effective level, with subsequent adjustment depending on therapeutic response.
	Use in Children
	The safety and efficacy of sertraline have been established in pediatric OCD patients aged 6 to 17 years. The administration of sertraline to pediatric OCD patients (aged 13 to 17 years) should commence at 50 mg/day. Therapy for pediatric OCD patients...
	Titration in Children and Adolescents
	Sertraline has an elimination half–life of approximately one day; dose changes should not occur at intervals of less than one week.
	Use in the Elderly
	The same dose range as in younger patients may be used in the elderly. Over 700 elderly patients (>65 years) have participated in clinical studies that demonstrated the efficacy of sertraline in this patient population. The pattern and incidence of ad...
	Use in Hepatic Insufficiency
	The use of sertraline in patients with hepatic disease should be approached with caution. A lower or less frequent dose should be used in patients with hepatic impairment (see section 4.4 - Special warnings and precautions for use).
	Use in Renal Insufficiency
	Sertraline is extensively metabolized. Excretion of unchanged drug in urine is a minor route of elimination. As expected from the low renal excretion of sertraline, sertraline dosing does not have to be adjusted based on the degree of renal impairment...
	4.3 Contraindications

	Sertraline is contraindicated in patients with a known hypersensitivity to sertraline.
	Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs) is contraindicated (see section 4.4 - Special warnings and precautions for use).
	Concomitant use in patients taking pimozide is contraindicated (see section 4.5 - Interaction with other medicinal products and other forms of interaction).
	4.4 Special warnings and precautions for use

	Serotonin Syndrome
	The development of potentially life-threatening syndromes like serotonin syndrome (SS) or neuroleptic malignant syndrome (NMS) has been reported with selective serotonin reuptake inhibitors (SSRIs), including treatment with sertraline. The risk of SS ...
	Monoamine Oxidase Inhibitors
	Cases of serious reactions, sometimes fatal, have been reported in patients receiving sertraline in combination with a MAOI, including the selective MAOI selegiline, the reversible MAOI moclobemide, and MAOI drugs, e.g., linezolid (an antibiotic that ...
	Other Serotonergic Drugs
	Co-administration of sertraline with other drugs that enhance the effects of serotonergic neurotransmission, such as amphetamines, tryptophan, fenfluramine, and fentanyl, 5-HT agonists, or the herbal medicine St. John’s Wort (Hypericum perforatum) sho...
	QTc Prolongation/Torsade de Pointes (TdP)
	Cases of QTc prolongation and TdP have been reported during post-marketing use of sertraline. The majority of reports occurred in patients with other risk factors for QTc prolongation/TdP. Therefore, sertraline should be used with caution in patients ...
	Switching from Selective Serotonin Reuptake Inhibitors Antidepressants or Anti-obsessional Drugs
	There is limited controlled experience regarding the optimal timing of switching from SSRIs, antidepressants or anti-obsessional drugs to sertraline. Care and prudent medical judgment should be exercised when switching, particularly from long-acting a...
	Activation of Mania/Hypomania
	During pre-marketing testing, hypomania or mania occurred in approximately 0.4% of sertraline-treated patients. Activation of mania/hypomania has also been reported in a small proportion of patients with major affective disorder treated with other mar...
	Seizures
	Seizures are a potential risk with antidepressant and anti-obsessional drugs. Seizures were reported in approximately 0.08% of patients treated with sertraline in the development program for depression. No seizures were reported in patients treated wi...
	Suicide/Suicidal Thoughts or Clinical Worsening
	All patients treated with sertraline, in particular those at high risk, should be monitored appropriately and observed closely for clinical worsening and suicidality. Patients, their families, and their caregivers should be encouraged to be alert to t...
	Suicide is a known risk of depression and certain other psychiatric disorders, and these disorders themselves are strong predictors of suicide. Pooled analyses of short-term placebo-controlled trials of antidepressant medicines (SSRIs and others) show...
	Sexual Dysfunction
	SSRIs may cause symptoms of sexual dysfunction (see section 4.8 – Undesirable effects). There have been reports of long-lasting sexual dysfunction where the symptoms have continued despite discontinuation of SSRIs.
	Abnormal Bleeding/Hemorrhage
	There have been reports of bleeding abnormalities with SSRIs from ecchymoses and purpura to life-threatening hemorrhage. Caution is advised in patients taking SSRIs, particularly in concomitant use with drugs known to affect platelet function (e.g., a...
	Hyponatremia
	Hyponatremia may occur as a result of treatment with SSRIs or serotonin norepinephrine reuptake inhibitors (SNRIs) including sertraline. In many cases, hyponatremia appears to be the result of a syndrome of inappropriate antidiuretic hormone secretion...
	Because of the well-established comorbidity between OCD and depression, panic disorder and depression, PTSD and depression, and social phobia and depression, the same precautions observed when treating patients with depression should be observed when ...
	Bone Fractures
	Epidemiological studies show an increased risk of bone fractures in patients receiving serotonin reuptake inhibitors (SRIs) including sertraline. The mechanism leading to this risk is not fully understood.
	Use in Hepatic Insufficiency
	Sertraline is extensively metabolized by the liver. A multiple-dose pharmacokinetic study in subjects with mild, stable cirrhosis demonstrated a prolonged elimination half-life and approximately three-fold greater AUC and Cmax in comparison to normal ...
	Use in Renal Insufficiency
	Sertraline is extensively metabolized. Excretion of unchanged drug in urine is a minor route of elimination. In studies of patients with mild to moderate renal impairment (creatinine clearance 30-60 mL/min) or moderate to severe renal impairment (crea...
	Diabetes/Loss of Glycemic Control
	Cases of new-onset diabetes mellitus have been reported in patients receiving SSRIs including sertraline. Loss of glycemic control including both hyperglycemia and hypoglycemia has also been reported in patients with and without pre-existing diabetes....
	Laboratory Tests
	False-positive urine immunoassay screening tests for benzodiazepines have been reported in patients taking sertraline. This is due to lack of specificity of the screening tests. False-positive test results may be expected for several days following di...
	Angle-Closure Glaucoma
	SSRIs including sertraline may have an effect on pupil size resulting in mydriasis. This mydriatic effect has the potential to narrow the eye angle, resulting in increased intraocular pressure and angle-closure glaucoma, especially in patients pre-dis...
	4.5 Interaction with other medicinal products and other forms of interaction

	Monoamine Oxidase Inhibitors
	See sections 4.3 - Contraindications and 4.4 - Special warnings and precautions for use.
	Pimozide
	Increased pimozide levels have been demonstrated in a study of a single low-dose pimozide (2 mg) with sertraline co-administration. These increased levels were not associated with any changes in electrocardiogram (EKG). While the mechanism of this int...
	Drugs that Prolong the QTc Interval
	The risk of QTc prolongation and/or ventricular arrhythmias (e.g., TdP) is increased with concomitant use of other drugs that prolong the QTc interval (e.g., some antipsychotics and antibiotics) (see sections 4.4 - Special warnings and precautions for...
	CNS Depressants and Alcohol
	The co-administration of sertraline 200 mg daily did not potentiate the effects of alcohol, carbamazepine, haloperidol or phenytoin on cognitive and psychomotor performance in healthy subjects; however, the concomitant use of sertraline and alcohol is...
	Lithium
	In placebo-controlled trials in normal volunteers, the co-administration of sertraline with lithium did not significantly alter lithium pharmacokinetics, but did result in an increase in tremor relative to placebo, indicating a possible pharmacodynami...
	Phenytoin
	A placebo-controlled trial in normal volunteers suggests that chronic administration of sertraline 200 mg/day does not produce clinically important inhibition of phenytoin metabolism. Nonetheless, it is recommended that plasma phenytoin concentrations...
	Sumatriptan
	There have been rare post-marketing reports describing patients with weakness, hyperreflexia, incoordination, confusion, anxiety and agitation following the use of sertraline and sumatriptan. If concomitant treatment with sertraline and sumatriptan is...
	Other Serotonergic Drugs
	See section 4.4 - Special warnings and precautions for use: Serotonin Syndrome, Monoamine Oxidase Inhibitors, and Other Serotonergic Drugs.
	Protein-Bound Drugs
	Since sertraline is bound to plasma proteins, the potential of sertraline to interact with other plasma protein-bound drugs should be borne in mind. However, in three formal interaction studies with diazepam, tolbutamide, and warfarin respectively, se...
	Warfarin
	Co-administration of sertraline 200 mg daily with warfarin resulted in a small but statistically significant increase in prothrombin time, the clinical significance of which is unknown. Accordingly, prothrombin time should be carefully monitored when ...
	Other Drug Interactions
	Formal drug interaction studies have been performed with sertraline. Co-administration of sertraline 200 mg daily with diazepam or tolbutamide resulted in small, statistically significant changes in some pharmacokinetic parameters. Co-administration w...
	Electroconvulsive Therapy
	There are no clinical studies establishing the risks or benefits of the combined use of electroconvulsive therapy (ECT) and sertraline.
	Drugs Metabolized by Cytochrome P450 2D6
	There is variability among antidepressants in the extent to which they inhibit the activity of isozyme cytochrome P450 (CYP) 2D6. The clinical significance of this depends on the extent of inhibition and the therapeutic index of the co-administered dr...
	Drugs Metabolized by Other CYP Enzymes (CYP 3A3/4, CYP 2C9, CYP 2C19, CYP 1A2)
	CYP 3A3/4
	In vivo interaction studies have demonstrated that chronic administration of sertraline 200 mg daily does not inhibit the CYP 3A3/4-mediated 6-(-hydroxylation of endogenous cortisol or the metabolism of carbamazepine or terfenadine. In addition, the c...
	Co-administration of sertraline with metamizole, which is an inducer of metabolising enzymes including CYP2B6 and CYP3A4 may cause a reduction in plasma concentrations of sertraline with potential decrease in clinical efficacy, therefore, caution is a...
	CYP 2C9
	The apparent lack of clinically significant effects of the chronic administration of sertraline 200 mg daily on plasma concentrations of tolbutamide, phenytoin and warfarin suggests that sertraline is not a clinically relevant inhibitor of CYP 2C9 (se...
	CYP 2C19
	The apparent lack of clinically significant effects of the chronic administration of sertraline 200 mg daily on plasma concentrations of diazepam suggests that sertraline is not a clinically relevant inhibitor of CYP 2C19 (see subsection Other Drug In...
	CYP 1A2
	In vitro studies indicate that sertraline has little or no potential to inhibit CYP 1A2.
	4.6 Fertility, pregnancy and lactation

	Pregnancy
	Reproduction studies have been performed in rats and rabbits at doses up to approximately 20 times and 10 times the maximum daily human mg/kg dose, respectively. There was no evidence of teratogenicity at any dose level. At the dose level correspondin...
	Observational studies have provided evidence of an increased risk (less than 2-fold) of postpartum haemorrhage following exposure to SSRIs, including sertraline, especially within the month prior to birth.
	There was decreased neonatal survival following maternal administration of sertraline at doses approximately five times the maximum daily human mg/kg dose. Similar effects on neonatal survival have been described for other antidepressant drugs. The cl...
	There are no adequate and well-controlled studies in pregnant women. Because animal reproduction studies are not always predictive of human response, sertraline should be used during pregnancy only if the perceived benefits outweigh the risks.
	Isolated studies in small numbers of nursing mothers and their infants indicated negligible or undetectable levels of sertraline in infant serum, although levels in breast milk were more concentrated than in maternal serum. Use in nursing mothers is n...
	If sertraline is used during pregnancy and/or lactation, the physician should be aware that symptoms, including those compatible with withdrawal reactions, have been reported in some neonates whose mothers had been on SSRI antidepressants, including s...
	Women of childbearing potential should employ an adequate method of contraception if taking sertraline.
	Exposure during late pregnancy to SSRIs may have an increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1 to 2 per 1000 live births in the general population and is associated with substantial neonatal morbidity ...
	Lactation
	Fertility
	Clinical pharmacology studies have shown that sertraline has no effect on psychomotor performance. However, as psychotropic drugs may impair the mental or physical abilities required for the performance of potentially hazardous tasks, such as driving ...
	4.9 Overdose

	Sertraline has a margin of safety dependent on patient population and/or concomitant medications. Deaths have been reported involving overdoses of sertraline, alone or in combination with other drugs and/or alcohol. Therefore, any overdosage should be...
	There are no specific antidotes to sertraline. Establish and maintain an airway and ensure adequate oxygenation and ventilation, if necessary. Activated charcoal, which may be used with a cathartic, may be as or more effective than lavage, and should ...

	5. Pharmacological Properties
	5.1 Pharmacodynamic properties
	Sertraline is a potent and selective inhibitor of neuronal serotonin (5-HT) reuptake in vitro, which results in the potentiation of the effects of 5-HT in animals. It has only very weak effects on norepinephrine and dopamine neuronal reuptake. At clin...
	Sertraline has not demonstrated potential for abuse. In a placebo-controlled, double-blind, randomized study of the comparative abuse liability of sertraline, alprazolam and d-amphetamine in humans, sertraline did not produce positive subjective effec...
	Clinical Trials
	Major Depressive Disorder
	A study was conducted that involved depressed outpatients who had responded by the end of an initial 8-week open treatment phase on sertraline 50 mg/day to 200 mg/day. These patients (N=295) were randomized to continuation for 44 weeks on double-blind...
	Obsessive-Compulsive Disorder
	In a long-term study, patients meeting DSM-III-R criteria for OCD who had responded during a 52-week single-blind trial on sertraline 50 mg/day to 200 mg/day (n=224) were randomized to continuation of sertraline or to substitution of placebo for up to...
	Panic Disorder
	In a long-term study, patients meeting DSM-III-R criteria for panic disorder who had responded during a 52-week open trial on sertraline 50 mg/day to 200 mg/day (n=183) were randomized to continuation of sertraline or to substitution of placebo for up...
	Post-traumatic Stress Disorder
	In a long-term study, patients meeting DSM-III-R criteria for PTSD who had responded during a 24-week open trial on sertraline 50 mg/day to 200 mg/day (n=96) were randomized to continuation of sertraline or to substitution of placebo for up to 28 week...
	Social Phobia (Social Anxiety Disorder)
	In a social phobia relapse prevention study, patients who were responders at the end of a 20-week, multicenter, flexible-dose study that compared sertraline (50 mg/day to 200 mg/day) to placebo, were re-randomized for an additional 24 weeks to either ...
	Cardiac Electrophysiology
	In a dedicated thorough QTc study, conducted at steady-state at supratherapeutic exposures in healthy volunteers (treated with 400 mg/day, twice the maximum recommended daily dose), the upper bound of the 2-sided 90% CI for the time matched Least Squa...
	Pediatric Population
	Post-marketing safety study SPRITES
	An observational post-approval study of 941 patients aged 6 to 16 years was conducted to evaluate the long-term safety of treatment with sertraline (with and without psychotherapy) compared with psychotherapy on cognitive, emotional, physical, and pub...
	Standardization of each primary outcome measure based on sex and age norms showed that the overall results were consistent with normal development. No statistically significant differences were observed for the primary outcome measures, with the excep...
	Premenstrual Dysphoric Disorder (PMDD)
	The effectiveness of ZOLOFT for the treatment of PMDD was established in two double-blind, parallel group, placebo-controlled flexible dose trials (Studies 1 and 2) conducted over 3 menstrual cycles. Patients in Study 1 met DSM-III-R criteria for Late...
	Efficacy was assessed with the Daily Record of Severity of Problems (DRSP), a patient-rated instrument that mirrors the diagnostic criteria for PMDD as identified in the DSM-IV, and includes assessments for mood, physical symptoms, and other symptoms....
	In Study 1, involving n=251 randomized patients, ZOLOFT treatment was initiated at 50 mg/day and administered daily throughout the menstrual cycle. In subsequent cycles, patients were dosed in the range of 50-150 mg/day on the basis of clinical respon...
	In Study 2, involving n=281 randomized patients, ZOLOFT treatment was initiated at 50 mg/day in the late luteal phase (last 2 weeks) of each menstrual cycle and then discontinued at the onset of menses. In subsequent cycles, patients were dosed in the...
	There was insufficient information to determine the effect of race or age on outcome in these studies.
	5.2 Pharmacokinetic properties

	Sertraline exhibits dose-proportional pharmacokinetics over the range of 50 mg to 200 mg. In man, following oral once-daily dosing over the range of 50 mg to 200 mg for 14 days, peak plasma concentrations (Cmax) of sertraline occur at about 4.5 to 8.4...
	Sertraline undergoes extensive first-pass hepatic metabolism. The principal metabolite in plasma, N-desmethylsertraline, is substantially less active (about 20 times) than sertraline in vitro, and there is no evidence of activity in in vivo models of ...
	Food does not significantly change the bioavailability of sertraline tablets.
	5.3 Preclinical safety data

	Extensive chronic safety evaluation studies in animals show that sertraline is generally well tolerated at doses that are appreciable multiples of those that are clinically effective. Sertraline has also been shown to be devoid of mutagenic effects.
	Juvenile Animal Studies
	In a juvenile toxicology study in Sprague-Dawley rats, dose levels of 0, 10, 40 or 80 mg/kg/day of sertraline were administered orally to male and female rats on postnatal Days 21 through 56, with a non-dosing recovery phase up to postnatal Day 196. T...
	Animal Studies on Fertility
	In two studies conducted in rats, collective evidence did not show an effect on fertility parameters.

	6. Pharmaceutical Particulars
	6.1 List of excipients
	Sertraline tablets include the following inert ingredients: calcium hydrogen phosphate, microcrystalline cellulose, hydroxypropyl cellulose, sodium starch glycolate, magnesium stearate, hydroxypropylmethyl cellulose, polyethylene glycol, polysorbates,...
	6.2 Incompatibilities

	None
	6.3 Shelf-life

	Please see details on carton.
	6.4 Special precautions for storage

	Store below 30 C.
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	เอกสารกำกับยา
	โซลอฟท์TM
	ZOLOFTTM

	1. ชื่อยา
	โซลอฟท์TM (ZOLOFTTM)
	2. สูตรยา
	sertraline (เซอร์ตราลีน) เป็นยาเม็ดเคลือบฟิล์มสำหรับรับประทานมีตัวยา sertraline hydrochloride เทียบเท่า sertraline 50 หรือ 100 มก.
	3. ลักษณะยา
	ยาเม็ดเคลือบฟิล์ม
	4. คุณสมบัติทางคลินิก
	4.1 ข้อบ่งใช้
	sertraline มีข้อบ่งใช้สรรพคุณรักษาอาการของโรคซึมเศร้า (depression) รวมทั้งที่มีอาการวิตกกังวล (anxiety) ร่วมด้วย และที่เคยมีหรือไม่มีประวัติฟุ้งพล่าน (mania) มาก่อน เมื่อผู้ป่วยตอบสนองต่อยาเป็นที่น่าพอใจแล้ว การให้การรักษาด้วย sertraline ต่อเนื่องจะมี...
	นอกจากนี้ sertraline ยังมีข้อบ่งใช้รักษาโรคย้ำคิดย้ำทำ [obsessive compulsive disorder (OCD)] เมื่อผู้ป่วยตอบสนองต่อยาเป็นที่น่าพอใจแล้ว การให้การรักษาด้วย sertraline ต่อเนื่องจะมีผลช่วยป้องกันการคืนกลับของโรคย้ำคิดย้ำทำที่เป็นอยู่เดิม
	sertraline ยังมีข้อบ่งใช้รักษาโรค OCD ในเด็กที่มีอายุ 6 ปีขึ้นไป
	sertraline มีข้อบ่งใช้รักษาโรคตื่นตระหนก (panic disorder) ที่มีหรือไม่มีอาการกลัวการอยู่ในที่โล่งหรือที่ชุมชน (agoraphobia) เมื่อผู้ป่วยตอบสนองต่อยาเป็นที่น่าพอใจแล้ว การให้การรักษาด้วย sertraline ต่อเนื่องจะมีผลช่วยป้องกันการคืนกลับของโรค panic disor...
	sertraline มีข้อบ่งใช้รักษาโรคเครียดหลังได้รับภยันตราย (post-traumatic stress disorder, PTSD)  เมื่อผู้ป่วยตอบสนองต่อยาเป็นที่น่าพอใจแล้ว การให้การรักษาด้วย sertraline ต่อเนื่องจะมีผลช่วยป้องกันการคืนกลับของโรค PTSD ที่เป็นอยู่เดิม
	sertraline มีข้อบ่งใช้รักษาโรคกลัวการเข้าสังคม (social phobia) เมื่อผู้ป่วยตอบสนองต่อยาเป็นที่น่าพอใจแล้ว การให้การรักษาด้วย sertraline ต่อเนื่องจะมีผลช่วยป้องกันการคืนกลับของโรค social phobia ที่เป็นอยู่เดิม
	sertraline มีข้อบ่งใช้สำหรับรักษาโรคอารมณ์ละเหี่ยก่อนมีประจำเดือน (premenstrual dysphoric disorder หรือ PMDD)
	ลักษณะสำคัญของ PMDD ได้แก่ อารมณ์ซึมเศร้าอย่างเด่นชัด วิตกกังวล หรือตึงเครียด อารมณ์แปรปรวน (affective lability) และอารมณ์โกรธต่อเนื่องหรือหงุดหงิดง่าย ลักษณะสำคัญอื่นๆ รวมถึงความสนใจในกิจกรรมลดลง รวบรวมสมาธิได้ยาก ไม่มีแรง ความอยากอาหารหรือการนอนหลับ...
	4.2 ขนาดและวิธีใช้ยา
	ควรให้ sertraline วันละครั้ง (เช้าหรือเย็น)
	sertraline ชนิดเม็ดสามารถให้พร้อมอาหารหรือไม่ก็ได้
	การรักษาเบื้องต้น
	การรักษาโรคซึมเศร้าและโรค OCD
	ควรเริ่มการรักษาด้วย sertraline ขนาด 50 มก./วัน
	การรักษาโรคตื่นตระหนก (Panic Disorder), โรค PTSD และโรคกลัวการเข้าสังคม (Social Phobia)
	ควรเริ่มการรักษาด้วยขนาด 25 มก./วัน จากนั้น 1 สัปดาห์ จึงควรเพิ่มขนาดยาเป็น 50 มก./วัน พบว่าการให้ขนาดยาตามหลักการนี้ช่วยให้ลดความถี่ในการเกิดผลข้างเคียงจากยาในระยะแรกของการรักษาซึ่งเป็นลักษณะเฉพาะของโรคตื่นตระหนก
	การรักษาโรค PMDD
	การรักษาด้วย sertraline ควรเริ่มต้นด้วยขนาดยา 50 มก./วัน ทุกวันตลอดรอบการมีประจำเดือน หรือให้เฉพาะช่วงหลังไข่ตกของรอบการมีประจำเดือน ขึ้นกับการประเมินของแพทย์
	การปรับขนาดของยา
	ในผู้ป่วยโรคซึมเศร้า, OCD, โรคตื่นตระหนก, PTSD และโรคกลัวการเข้าสังคม
	การปรับยาเพิ่มขึ้นอาจมีประโยชน์ในผู้ป่วยที่ไม่ตอบสนองต่อขนาดยา 50 มก. อาจเพิ่มขนาดยาได้จนถึงขนาดยาสูงสุด 200 มก./วัน โดยควรทิ้งช่วงห่างอย่างน้อย 1 สัปดาห์ก่อนปรับเปลี่ยนขนาดยา ไม่ควรปรับขนาดยาถี่เกินกว่า 1 ครั้งต่อสัปดาห์ เนื่องจาก sertraline มีค่าครึ...
	อาจเห็นผลการรักษาภายใน 7 วัน อย่างไรก็ดีการแสดงให้เห็นการตอบสนองต่อการรักษามักจะต้องใช้เวลาที่นานกว่านี้ โดยเฉพาะอย่างยิ่งในผู้ป่วย OCD
	ในผู้ป่วย PMDD
	การปรับยาเพิ่มขึ้นอาจมีประโยชน์ในผู้ป่วยที่ไม่ตอบสนองต่อขนาดยา 50 มก. (โดยเพิ่มคราวละ 50 มก./รอบการมีประจำเดือน) จนถึง 150 มก./วัน โดยให้ยาติดต่อกันทุกวันตลอดรอบการมีประจำเดือน หรือให้ยา 100 มก./วัน กรณีให้ยาเฉพาะช่วงหลังไข่ตกของรอบการมีประจำเดือน ถ้า...
	ขนาดยาที่ใช้ในการควบคุมโรค
	การรักษาระยะยาวควรให้ในขนาดต่ำสุดที่ยังได้ผล การปรับขนาดยาครั้งต่อไปอาศัยการตอบสนองของผู้ป่วยเป็นเกณฑ์ตัดสิน
	การใช้ยาในเด็ก
	มีหลักฐานยืนยันความปลอดภัยและประสิทธิผลของยา sertraline ในเด็กอายุ 6 ถึง 17 ปี ที่เป็น OCD ผู้ป่วยเด็กอายุ 13 ถึง 17 ปีที่เป็น OCD ควรเริ่มด้วยขนาดยา 50 มก./วัน  สำหรับผู้ป่วยเด็กอายุ 6 ถึง12 ปี ที่เป็น OCD ควรเริ่มการรักษาที่ขนาดยา 25 มก./วัน จากนั้น...
	การปรับขนาดยาในเด็กและวัยรุ่น
	sertraline มีค่าครึ่งชีวิตของการกำจัดยาประมาณ 1 วัน  ดังนั้นจึงไม่ควรเปลี่ยนแปลงขนาดยาเร็วกว่าช่วงห่าง 1 สัปดาห์
	การใช้ยาในผู้สูงอายุ
	อาจให้ยาในช่วงขนาดเดียวกับที่ให้ในผู้ป่วยที่อายุน้อยกว่าได้ จากการศึกษาในผู้ป่วยสูงอายุ (มากกว่า 65 ปี) กว่า 700 ราย แสดงให้เห็นประสิทธิผลของยา sertraline ในผู้ป่วยกลุ่มนี้ พบว่ารูปแบบและอุบัติการณ์ในการเกิดผลอันไม่พึงประสงค์ในผู้สูงอายุคล้ายคลึงกันกั...
	การใช้ยาในผู้ป่วยที่ตับทำงานบกพร่อง
	การใช้ยาในผู้ป่วยที่เป็นโรคตับควรกระทำด้วยความระมัดระวัง ควรลดขนาดยาหรือลดความถี่ในการให้ยาแก่ผู้ป่วยที่ตับทำงานบกพร่อง (ดูหัวข้อ 4.4 - คำเตือนและข้อควรระวังเป็นพิเศษในการใช้ยา)
	การใช้ยาในผู้ป่วยที่ไตทำงานบกพร่อง
	เนื่องจาก sertraline ถูกเมตาบอไลซ์หมดไปเป็นส่วนใหญ่ การกำจัดยาในรูปเดิมทางปัสสาวะจึงมีเป็นส่วนน้อยเท่านั้น การที่ยา sertraline มีการขับออกทางไตต่ำจึงไม่ต้องปรับขนาดยา sertraline ตามระดับความบกพร่องของไต (ดูหัวข้อ 4.4 - คำเตือนและข้อควรระวังเป็นพิเศษใน...
	4.3 ข้อห้ามใช้
	4.4 คำเตือนและข้อควรระวังเป็นพิเศษในการใช้ยา
	กลุ่มอาการ Serotonin Syndrome
	มีรายงานเกิดกลุ่มอาการที่คุกคามชีวิตที่คล้าย SS หรือ กลุ่มอาการ neuroleptic malignant syndrome (NMS) จากการใช้ยากลุ่ม selective serotonin reuptake inhibitors (SSRIs) รวมถึงการรักษาด้วย sertraline  ความเสี่ยงของการเกิด SS หรือ NMS เมื่อใช้ SSRIs จะเพิ่...
	SSRIs อาจทำให้เกิดภาวะหย่อนสมรรถภาพทางเพศ (ดูหัวข้อ 4.8 – ผลอันไม่พึงประสงค์ของยา) มีรายงานการเกิดภาวะหย่อนสมรรถภาพทางเพศระยะยาว ซึ่งอาการยังคงดำเนินต่อไปแม้จะหยุดยา SSRIs แล้วก็ตาม
	เลือดออกผิดปกติ/เลือดออก
	มีรายงานการมีเลือดออกผิดปกติในผู้ป่วยที่ใช้ยากลุ่ม SSRIs เช่น ห้อเลือดและจ้ำเลือดจนถึงเลือดออกที่อาจเป็นอันตรายถึงแก่ชีวิต แนะนำให้ระมัดระวังในกรณีที่ผู้ป่วยใช้ยากลุ่ม SSRIs โดยเฉพาะเมื่อใช้ร่วมกับยาที่ทราบแน่ชัดว่ามีผลต่อหน้าที่การทำงานของเกล็ดเลือด ...
	โซเดียมในเลือดต่ำ
	โซเดียมในเลือดต่ำอาจเกิดขึ้นจากผลจากการรักษาด้วยยากลุ่ม SSRIs หรือ serotonin norepinephrine reuptake inhibitors (SNRIs) รวมทั้ง sertraline โซเดียมในเลือดต่ำในผู้ป่วยหลายรายเป็นผลเนื่องมาจากกลุ่มอาการของการหลั่งฮอร์โมน antidiuretic อย่างไม่เหมาะสม (syn...
	การใช้ในเด็กและวัยรุ่น
	ได้มีการประเมินความปลอดภัยระยะยาวในด้านการเจริญเติบโตสู่วัยรุ่นเต็มที่ในแง่ของการรับรู้และการคิด อารมณ์ กายภาพ และการเริ่มภาวะเจริญพันธุ์ในเด็กและวัยรุ่นที่มีอายุ 6 ถึง 16 ปีในการศึกษาเชิงสังเกตระยะยาวเป็นเวลานานถึง 3 ปี (ดูหัวข้อ 5.1 – คุณสมบัติทางเภ...

	4.5 ปฏิกิริยาระหว่างยาและปฏิกิริยาในรูปแบบอื่น
	Monoamine Oxidase Inhibitors
	ดูหัวข้อ 4.3 - ข้อห้ามใช้ และหัวข้อ 4.4 - คำเตือนและข้อควรระวังเป็นพิเศษในการใช้ยา
	4.6 การเจริญพันธุ์ สตรีมีครรภ์ และสตรีระหว่างให้นมบุตร
	สตรีมีครรภ์
	การศึกษาเชิงสังเกตหลายโครงการได้ให้หลักฐานของการมีความเสี่ยงสูงขึ้น (น้อยกว่า 2 เท่า) ของภาวะเลือดออกหลังคลอดหลังจากที่ได้รับยากลุ่ม SSRIs รวมถึง sertraline โดยเฉพาะอย่างยิ่งภายในหนึ่งเดือนก่อนคลอด
	สตรีระหว่างให้นมบุตร
	การเจริญพันธุ์

	4.7 ผลต่อความสามารถในการขับขี่ยานพาหนะและควบคุมเครื่องจักรกล
	4.8 ผลอันไม่พึงประสงค์ของยา
	4.9 การได้รับยาเกินขนาด
	Sertraline มีขอบเขตความปลอดภัย (margin of safety) ขึ้นอยู่กับกลุ่มประชากรของผู้ป่วย และ/หรือการใช้ยาอื่นร่วมด้วย อย่างไรก็ดี มีรายงานผู้ป่วยที่ถึงแก่ชีวิตเนื่องจากรับประทานยา sertraline เกินขนาดชนิดเดียว หรือร่วมกับยาอื่นและ/หรือสุรา ดังนั้นผู้ป่วยที่...
	ไม่มียาแก้พิษเฉพาะสำหรับ sertraline  ให้เปิดและคงการเปิดของทางเดินหายใจไว้ โดยให้มี  ออกซิเจนและการระบายอากาศที่เพียงพอในกรณีจำเป็น ในการรักษาการได้ยา sertraline เกินขนาดอาจพิจารณาใช้ activated charcoal โดยอาจให้ร่วมกับยาระบาย (cathartic) ซึ่งอาจได้ผล...
	5. คุณสมบัติทางเภสัชวิทยา
	สรีรวิทยาไฟฟ้าหัวใจ
	ในการศึกษาช่วง QTc เฉพาะอย่างละเอียด ซึ่งดำเนินการที่สภาวะคงที่ โดยมีการให้ยาในขนาดที่สูงกว่าขนาดยาที่ใช้ในการรักษาในอาสาสมัครที่มีสุขภาพดี (ได้รับยาที่ขนาดยา 400 มก./วัน ซึ่งเป็นขนาดยาที่สูงกว่าขนาดยาสูงสุดต่อวันที่แนะนำถึงสองเท่า) ขอบเขตบนของ 2-side...
	ประชากรเด็ก
	การศึกษาความปลอดภัยหลังวางจำหน่าย SPRITES
	ได้ดำเนินการศึกษาเชิงสังเกตหลังการอนุมัติตำรับยาในผู้ป่วย 941 รายที่มีอายุ 6 ถึง 16 ปีเพื่อประเมินความปลอดภัยระยะยาวทางด้านการเจริญสู่วัยรุ่นเต็มที่ในแง่ของการรับรู้และการคิด อารมณ์ กายภาพ และการเริ่มภาวะเจริญพันธุ์ของการรักษาด้วย sertraline (โดยมีและ...
	การกำหนดมาตรฐานของการวัดผลหลักซึ่งพิจารณาด้านเพศและอายุได้แสดงให้เห็นว่าผลลัพธ์โดยรวมมีความสอดคล้องกับพัฒนาการปกติ ไม่สังเกตพบว่ามีความแตกต่างที่มีนัยสำคัญทางสถิติสำหรับการวัดผลหลัก ยกเว้นน้ำหนักตัว ได้สังเกตพบผลลัพธ์ด้านน้ำหนักตัวมาตรฐานที่มีนัยสำคัญ...
	การศึกษาด้านการเจริญพันธุ์ในสัตว์ทดลอง
	จากหลักฐานทั้งหมดที่รวบรวมมาจากการศึกษาที่ทำการทดลองในหนูแรทสองโครงการนั้น ไม่พบผลกระทบที่มีต่อค่าพารามิเตอร์ของการเจริญพันธุ์
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