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ZOLOFT™ ODT

1. NAME OF MEDICINAL PRODUCT
ZOLOFT™ oDT

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
ZOLOFT™ ODT is available as orally disintegrating tablets (ODT) for oral administration

containing sertraline hydrochloride equivalent to 25 mg or 50 mg sertraline.

3. PHARMACEUTICAL FORM
Orally disintegrating 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 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.
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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 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 orally disintegrating tablets should be placed in the mouth, on the tongue, where
it will rapidly disintegrate, and then should be swallowed. The orally disintegrating tablets
can be taken with or without water and should be taken immediately upon removal from
the package. For patients requiring multiple orally disintegrating tablets in one dose, each
orally disintegrating tablet should be placed individually in the mouth and swallowed upon

disintegration before taking the subsequent tablet.
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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-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
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patients (aged 13-17 years) should commence at 50 mg/day. Therapy for pediatric OCD
patients (aged 6-12 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
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 (MAOISs) 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 (SS) - The development of potentially life-threatening syndromes
like serotonin syndrome (SS) or Neuroleptic Malignant Syndrome (NMS) has been
reported with 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 which 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 monoamine oxidase inhibitor
(MAQI), including the selective MAOI selegiline, the reversible MAOI moclobemide, and
MAOI drugs, e.g., linezolid (an antibiotic that is a reversible non-selective MAOI) 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 pharmacodynamic interaction.
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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 (SSRIs), Antidepressants or
Antiobsessional drugs - There is limited controlled experience regarding the optimal
timing of switching from SSRIs, antidepressants or antiobsessional 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 antiobsessional drugs.

Seizures - Seizures are a potential risk with antidepressant and antiobsessional 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 1,800 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
anti-convulsant medication. In all these cases, the relationship to 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

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
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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
(ages 18-24 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).

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 Use in the Elderly). Discontinuation of sertraline should be considered in

patients with symptomatic hyponatremia and appropriate medical intervention should be
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instituted. Signs and symptoms of hyponatremia include headache, difficulty concentrating,
memory impairment, confusion, weakness and unsteadiness which may lead to falls.
Signs and symptoms associated with more severe and/or acute cases have included

hallucination, syncope, seizure, coma, respiratory arrest, and death.

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 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,.,, or Cp.x) Were not significantly different compared with 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

8
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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 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 which prolong the

9
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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 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,

10
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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 ability of atenolol. No interaction of sertraline 200 mg daily was

observed with glibenclamide or digoxin.

Electroconvulsive Therapy (ECT) - There are no clinical studies establishing the risks or

benefits of the combined use of 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 the 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 6-13 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

11
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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.

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.

Pregnancy and lactation

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.

12
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There was decreased neonatal survival following maternal administration of sertraline at
doses approximately five times the maximum 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.

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.

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 1,000 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% CI, 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.”

Effects on ability to drive and use machines

13
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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
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Not 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*$,
hypothyroidism*
Metabolism and decreased diabetes mellitus*,
nutrition disorders appetite, hyponatraemia*$,
increased hypoglycaemia®,
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Adverse Reactions Table

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

estimated

from the

available data)

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

anxiety*, confusional state*,

agitation*, euphoric mood*

bruxism*,

nightmare*,

libido

decreased”
Nervous system dizziness, hypertonia*, syncope®, serotonin syndrome*$,
disorders headache* tremor, extrapyramidal coma*, convulsion*$,

somnolence, disorder*, muscle | dystonia*$,

paraesthesia* contractions akathisia*

involuntary*,

hypoaesthesia®,

hyperkinesia*,

migraine*
Eye disorders visual mydriasis®,
impairment* 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
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Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Not Known
(21/10) <1/10) <1/100) <1/1,000) (cannot be
estimated
from the
available data)
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
Call-Fleming
syndrome)
Respiratory, yawning* bronchospasm®, eosinophilic
thoracic and epistaxis* pneumonia*$
mediastinal
disorders
Gastrointestinal diarrhoea, vomiting*, gastrointestinal pancreatitis*S
disorders nausea constipation®, haemorrhage*
abdominal
pain®,
dry mouth,
dyspepsia
Hepatobiliary alanine liver injury*S

disorders

aminotransferase
increased*,
aspartate

aminotransferase
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Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Not Known
(21/10) <1/10) <1/100) <1/1,000) (cannot be
estimated
from the
available data)
increased*
Skin and rash*, urticaria®, toxic epidermal
subcutaneous hyperhidrosis purpura®, necrolysis*S, Stevens-
tissue disorders pruritus®, Johnson syndrome*$,
alopecia*® angioedema*$,
exfoliative rash*S,
photosensitivity skin
reaction*$
Musculoskeletal arthralgia® muscle spasms* rhabdomyolysis*,
and connective trismus*$
tissue disorders
Renal and urinary urinary retention*, | enuresis*$
disorders 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*,
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Adverse Reactions Table

System Organ Very Common Uncommon Rare Frequency
Class Common (=1/100 to (=1/1,000 to (=1/10,000 to Not Known
(=1/110) <1/10) <1/100) <1/1,000) (cannot be
estimated
from the
available data)
fatigue™
Investigations weight weight laboratory function test
increased” 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

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 - Interaction 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.

18




LPD Title: Sertraline Hydrochloride

LPD rev no.: 6.0
LPD Date: February 27, 2023

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

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 antiobsessional 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
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 which 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
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rate was observed for patients taking sertraline compared to those on placebo. The mean

dose for completers was 70 mg/day.

Obsessive-Compulsive Disorder (OCD)

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

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
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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,a
(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).

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).
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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-1V. 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
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.
Other efficacy assessments included the Hamilton Depression Rating Scale (HAMD-17),
and the Clinical Global Impression Severity of lliness (CGI-S) and Improvement (CGI-I)

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
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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-l 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 22-36 hours. Consistent with the 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 with 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 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
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unchanged sertraline is excreted in the urine.

Food does not significantly change the bioavailability of sertraline tablets.

Bioequivalence (for orally disintegrating tablets)
In a clinical study in healthy subjects, single oral doses of sertraline 50 mg orally
disintegrating tablets administered with or without water were observed to be bioequivalent

to the sertraline 50 mg film-coated 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 post-natal
Days 21 through 56, with a non-dosing recovery phase up to post-natal Day 196. The
administration of 80 mg/kg of sertraline to males and females on post-natal 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
parameters) reproductive endpoints that were assessed. There were no sertraline-related
effects on any behaviour 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; to

3170 ngehr/mL on post-natal Day 56). In juvenile females, the NOAEL could not be
established based on the delays in sexual maturation that occurred at =10 mg/kg. All of
the aforementioned effects attributed to the administration of sertraline were reversed at
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6.3

6.4

10.

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.

PHARMACEUTICAL PARTICULARS

List of excipients

Sertraline orally disintegrating tablets include the following inert ingredients:
microcrystalline cellulose, crospovidone, hydroxypropyl cellulose, ethyl acrylate + methyl
methacrylate copolymer dispersion, aminoalkyl methacrylate copolymer E, glyceryl
monostearate, polysorbate 80, stearic acid, sodium lauryl sulfate, polydimethylsiloxane +
silicone dioxide mixture, D-mannitol, magnesium aluminometasilicate, sucrose esters of

fatty acids, magnesium stearate, saccharin sodium hydrate, flavoring

Incompatibilities

None.

Shelf-life

Please see details on carton.

Special precautions for storage

Store below 30°C.

MARKETING AUTHORISATION HOLDER
Viatris (Thailand) Limited

MARKETING AUTHORISATION NUMBER
Zoloft™ (ODT 25 mg) Reg. No. 1C 35/63 (N)
Zoloft™ (ODT 50 mg) Reg. No. 1C 34/63 (N)

DATE OF AUTHORISATION
Zoloft™ (ODT 25 mg) 17 April 2020
Zoloft™ (ODT 50 mg) 16 April 2020

DATE OF REVISION OF THE TEXT
27 February 2023
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Phenytoin - sl,umﬁﬁ'ﬂs‘ﬁamuquﬁaUmmaﬂlummaﬁmﬁﬂﬂﬁ WUIINSIA sertraline 200
an/Au uszozinaun Wnsdudiuaued@uves phenytoin Afanuddynandin
athelsfimuuuzi e Siussfamuszauanuituduses  phenytoin  lunsaaile
SuuNITNENeEN sertraline uazUSUUWIA  phenytoin  Iiwanzaa wonanitmsla

phenytoin 373 881¥N 1 RI=AL sertraline TUWWANRNAAAS

Sumatriptan — ﬁi’]mwumnﬁwﬁuﬁaﬂmmaé’amﬂﬁmvl,ﬁa’mﬁmmmluﬁamm@lugﬂ’mﬁ
1@3uen sertraline SR sumatriptan IWUa1n138a1LTI hyperreflexia N3 LWLTZE WY
fuvoandutita dusw Sannaa nazdunsan  lunsdifidaslden  sertraline Taniu
sumatriptan  A239zdaIlinIARAMFINAIMIVRII BBt aMANzEN (@WaTe 4.4 - M

% v o a % { % ~ . §
anuazdandssziaduiiawlunslsen: ENANIEGUAND serotonin au9)

A Y £ . . 4'
gINNITANEND serotonin (Serotonergic Drugs) aw )
giite 4.4 - dudeuusztenivzindumanlunislden: serotonin syndrome wlungu

; . = 4
monoamine oxidase inhibitors LLazmﬁﬂizun“n‘ﬁ serotonin d 9

gnfisunulus@in - 1iesan sertraline SuAUlUsARluwaaN S9aT328n0 sertraline 2
UfAsenuenauisuruldsdulunasundas agnelsfiouluns@nsniafel jAsennuen
anathadunens 3 sade diazepam, tolbutamide W&z warfarin MWUINEN sertraline Una
atadtbiAydenmssunulusduluwansanvaseiwanil (@Wadatan warfarin wazdfnaen

\ &
CRHRGIN)

[ . o ' o . o v . . A X
Warfarin - N3l sertraline 3%4a2 200 4n.53AY warfarin ¥inlA4 prothrombin time NNV
v 1 s o Qs aAa l& o Qs aAa s 1 L g Qq/, 4 t:l
Lﬁﬂuﬁ]ﬂ LL@]ﬁuUﬂ’Wﬂfylu‘ﬂ’Nﬁﬂ@] mmmmmylummauﬂm"l,wmmm mumﬁanw%a

YA sertraline lugﬂﬁﬂﬁiﬁm warfarin 394A13@a@ U6 prothrombin time 88193520A3279

UAsendaman - ladmsdnmamadumimsfis§isoves sertraline fuendu m3
JuUsemueN sertraline Waz 200 N, TINAU diazepam W38 tolbutamide ¥nlWEnns
Wasuudaslududsuedamandmaumaasisnies  waldbidaluniedd  ms
sutlsemuniunuegn  cimetidine  ¥lWn1Twdann  sertraline  MN39NTBAARIBLEINAN

ANuEIAYNInaAnTaInIRUAswuLlaama Ho9 linTuse sertraline laifinada

11



LPD Title: Sertraline Hydrochloride

LPD rev no.: 6.0

LPD Date: February 27, 2023

Country: Thailand

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

ANUENNINIUNIIIULI  beta-adrenergic w8980 atenolol laiwulfA3danuizning

sertraline 2%az 200 Un. N glibenclamide %30 digoxin

M3TNEINIALITA 8 TN [Electroconvulsive Therapy (ECT)]

ﬂ'ﬂvlajﬁiagauammﬁmﬁﬂm?a Uszlominaz laannislat sertraline 790U ECT

. « o &
grigniuaiveladlazidwlas Cytochrome P450 (CYP) 2D6 - 2aulnamItusany
° . o =< v A ' o A o o o
9 upe9 isoenzyme CYP2D6 189813N11l3aGULATIIAMNULANGNINY TINDEAYNIS
aa &L o o & o o . . 6 o, o
ARNIuALVaLI A lWMITLHILALATRlUANIINYN  (therapeutic index) VBILNNIATINAW
ﬂ&jmlad CYP2D6 substrates 13 therapeutic index WALTINDG TCAs uazensnmlsanalaldn
Aad9m2zlu class 1C (antiarrhythmics) 11w propafenone waz flecainide lunsdn¥Uf A58
sznisenasnadunemaleld sertraline sw1a 50 wn.deindadanuuingwuinszauls
] ¥ o . &
NMZRUANVBILT desipramine Tunanaan (mm%miwmwuaa CYP2D6 isoenzyme) §3U%

\iniay (18dy 23-37%)

mv”‘ignmmnalaen"lfmmﬁuleﬁﬁ CYP 8% ¢ (CYP 3A3/4, CYP 2C9, CYP 2C19, CYP 1A2)
CYP3A3/4: msfinunifiisenseninionlugainaaasnudn nssudsenu sertraline 1u1a
200 un.A% LduszazlIa s vl.&iﬁwaﬂ’mfwmumi 6-betahydroxylation W83 endogenous
cortisol WIBLUANLBRTUVBIEN carbamazepine %38 terfenadine %aéaiﬂﬂ CYP3A3/4
WONINNTIH MIIULTENIUEN sertraline Bw1a 50 un./3u tuszazaawin Tifinagusawem
UBATNRILN alprazolam %Gﬁaiﬂﬂ CYP3A3/4 Namiﬁﬂ‘mmahf:uamlﬁt.ﬁu’hm sertraline
Ll Iudasudsdansrinauwsas CYP3A3/4 Aguwusiunanaiin

M3l sertraline 32uRUEN metamizole Gotdudawigainvasiewloflunszurunisia
WNUDRTY 219 CYP2B6 Waz CYP3A4 anavnliszeuanuiduduvosen sertraline lu
WaFNanad d9o1avn s aninansaainanasle aain asldanusiaszindalden
metamizole $INAUEN sertraline AITLENAAMUMTABLEUBINARAN La/MIDITAVENANY
ANULANTEN

v

CYP2C9: M33UUTem uen sertraline T11a 200 NN.AWwIa 1w ldnandns g

72
(2

NNARBNADANUTUTHBS  tolbutamide, phenytoin L8z warfarin lunangan T80
sertraline 'lildifludadugs CYP2co Aduwusiiumindiin (gWataten UjiSundamau

phenytoin L8z warfarin)
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4.6

CYP2C19: m3Tulsemuen  sertraline 211 200  3n./Awdwaiwingd i inang
0 @ Aaa ' o v @ . 4 &, .
ANMUFIANIINRANADIZALANUITNTUIEIEN diazepam luwangun T9T3187 sertraline

laldidudnduds cyP2ct9 Nduwuinuneadin (giada Ujisindamnau)
=2 ] . A 9 A A o &
CYP1A2: miAnm lunaaanaaadtsin sertraline Anathasnia laifinalunsgugs CYP1A2

aA 6 ~ 1 EY
amumsnu,amm‘szmwslwuuqm
= = a @ \ A = '

ﬁnﬂmiﬂﬂmmma:Lﬁ]srywuflum:@nmmzvx}}’Lumm@mwgaﬁmm 10 WAL 20 LYNVDIVWA
gagaluan (Wn./nn./3%) amiey ldwonangiutstananvhlfiian1ansy (teratogenicity)
ﬁnmm”wawm@m a9 lsneuNIMwIeeNlIzanm 2.5 D9 10 mwawm@qaq@iuﬂu

@ . o v ) o o 4 @
(N./NN.1T%) sertraline mlvamaau’l,umiﬁﬁmsaiwmz@ﬂmm FID1HAINNNNNAFADAD

LNUDIFAT

=1 a = v Q =1 dl &/ v 1 1
miﬂﬂmmammwmﬂIﬂsaﬂws"L@“’L%ﬁaﬂg’lumaamsumwLamqwu ($haanin 2 1) Ve
muzl,ﬁa@aammﬁ'maawa“’amnﬁ"lﬁ%’ummju SSRIs 31409 sertraline laglanizasinii

= ]
o Ulu'ﬁud Lpaunatafaa

Wald sertraline Tudaidmualuzmiasn 5 whwesswageganldluau@n.innsiu) wui
a = 1 Q A 1 Q q’q/ v, U §
MI70ATINVDIAIBOUNAIARDARART  TIALITIHIUNALTULASIN WAL EUATULATIDH

59 linTueNuEIA N IAR N INAT

oW A = A a A a A & A =2 a o ¢ o \
gilidnsdnsfiaruguaiioanelundgsiassd asannafinsnnziaiywisvesda il
suIniwmanIaausuadluanldiauall  39a2slW sertraline  lundsdassfianizidio

a2 A ' A
Nal vl uTEANG La R UINNINANLRE

mydnmlunguidn 9 vesnImfiissgndistiusawatuazluniin  deuandiszaum
sertraline 1w@supa9MINdaNanisszaLN iauT0aIa e Dauddnszauen sertraline
Twihuwainsanzidudunitludiuvvasnian lauusihlilsen sertraline lundsnliuayas

LANINNLNN ﬁLﬁudwj&J@h@iaﬂﬁLﬁm
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4.7

4.8

diinslien  sertraline  luwdsliasiiuazmiandgafssgndioiunauias  unndais
32AT2IIHINNLALT I B9 DI T IUNIINLIALAANNIIAN AT UNIITN N LsaduLaT

[ & . P2 qu, = 1 = 2 @ Aaaa

@18 SSRI 394N sertraline mmmmmumﬂqumﬂ’mmLmvl,@ﬂuﬂgmmmﬂmmsnaum

'
o a A

lundgandlamaasasidaliitquindanifsanamanzaudiazdadldin sertraline
= 3 €d' £Z 1 v c?/' 6 n' d' a >3 a
FAIAIATIAN LB SSRIs B9V EUBINITAINTIA aNNNANULFLINITLAAANNAULARA
&4 _ .
lu%aacﬂLﬁa@ﬂaﬂgwuammmﬁaa [persistent pulmonary hypertension (PPHN)] Tunmsn
usntAia Wy PPHN luaas 1-2 da 1,000 mInddwludszainimall waznizigunusnu
& L A Aa = a ' o a A =2
nsiduthg (morbidity) UazMTLEUTIAVRILANLINIAA (neonatal) AauTIgs Anikansdnm
@ (% a a ' . Ao A a
LLUUUBWHMLIJ?UULV]UUﬂQN (retrospective case-control study) Tugassiuiu 377 Mo T98
MINWINNALTUPPHN Laz&AII1WI% 836 ﬁslﬁﬁmimumﬁ@qmmwﬁ ANULRLIVAINT
=) QI J 1 a { QU > Q ' 1
1A PPHN LANU1UI2010h 6 Lmlumsﬂmﬂm@ﬁ"l,muamamnqu SSRIs lagp1%ainIan
o o & <& & A a a [ A A M v o o o
MURRIFUAIYN 20  vaInIasasIALlatlSauiaunumnusniian b lasusuaaewn
=< o , <& & = = A o
FULATITEHAINAIINNIATIA  NIANENINUTLNARILAWIWNNINLINLAAT NG 831,324
8333190 2540 — 2548 WUSATWALY (risk ratio) N3LAA PPHN YNy 2.4 (95% CI1.2-
A o o go o = , & & 1 o A
4.3) GIFNNUSAUMINLNWMITITEN SSRIs IUEAITZRINAINTIATINIA WATOATIRE
1 Q & = = Q v
289 PPHN Winny 3.6 (95% CI1.2-8.3) TIFUNUTNUNTINENUIINVBINTIEEN SSRIs 11

AAITEHINIAIATIATIILINLALT IV EVAINITAIANTIA

Na6iamwmm‘m‘lumsﬁ'uﬁmuwwmuaxmuquLﬂ%ﬂdfﬁ'ﬂina
MIANHUARTINGINWARTN LUWLNAUAY sertraline dian1staRanlvilasadla atglna
{ { a0 a . o [ a o
\{Be991nen Neangndaadailszan (psychotropic) anarinlianuanansalunisiansanszyin
A A o A o . o A A A o a =< A
AINTINNALanIEAADWATIY LT °ll‘1J°IJEJ’I‘LL‘W’WI‘HZ‘HSE]WJ‘]JQNLﬂia\‘lﬁ]ﬂiﬂal,ﬁilv[,ﬂ AITLH

pj:ﬂwmwﬁ

%) 1R 6
NRS%INWG']J?&&OW?JE]GH’]

v A A Yo A< . (% Uy A
Na"ll"lx‘lLﬂElG“/]Wlle@‘l'iJaﬂ?ﬂﬂﬂﬂﬁiﬂﬂiﬂ"umﬂ double-blind, muqumymmaﬂlugﬂwmﬂu
OCD, panic disorder, PTSD W82 social phobia A UARINUNWLIUNNTIFuHaVaI8N Tl

{1 elynduLesn
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aaa 1 3 o 1 {
ﬂgﬂiﬂﬂ1ﬂﬁdﬂ?3ﬁdﬂ%’lﬂ gIANNITUUBD EI’QZ?.IB\‘IT'I\‘]TI']HLL&Z‘H&I’)@@')’]Nﬁ CilomMS Tﬂﬂ

\y 3 o aa
ﬁ)ﬂL%ﬂdﬁ)’mu’mlﬂ‘vi’lﬁaEl@l’]&lﬂ')’l&l%”ml,lﬁdﬂ’m NIILAN ﬂﬁ%aﬂ'ﬂ']uﬁ']ﬂiyﬂ']ﬂﬂa%ﬂi%

LARZHNIAAINNALALILUUDILITVDIT WY

aaa o.a 1 6
a9 nsenanlaineilseasd

STUVDIYILVAY | WULDLNIN NUUow NUTaY WURBHNN Tainsw
3198 (=1/10) (=1/100 @19 (=>1/1,000 @is (=1/10,000 @19 ANad
<1/10) <1/100) <1/1,000) (ldaansn
szanmann
”aylaﬁﬁag:
@)
aNnuAaUnanig mMzndadaadini
LUULRDALAS Un@xs
Hmdas mMandaiiaauds
NAMINAREUMT
MUV BINRALREA
HaUn@*s
aNNHaUn&an1g m’s:nﬂﬁ"luﬁu* MWL
sruundaunu anaphylactoid*'
ANURALUNENTS mansszeilandin
dawlivie myiuaaela
AN AN
(inappropriate
antidiuretic hormone
secretion)* nzlys
uandnluRangs
(hyperprolactinaemia)*
s pzlnsenden®
ANUAAUNENIY 2NBINIT wnnws laodenln
LANUBRTULAL ANRY 881N Bandns srauihena
azlasums pmIRNTW Twdoad* sz

haalwiaages
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aaa o 1 s
a9 nsenanlainelseaea

STUVBILILVBY | WUUBEAIN Nulag NUbay WUBDUNIN Tainsu
19me (=1/10) (=1/100 i (=1/1,000 B (=1/10,000 &9 AN
<1/10) <1/100) <1/1,000) (laigansn
UYszanoann
o Aa
aNanlag
u u
15
ANUAAUNANIY nanlinay IMITUEN* | Uszanvaau® 15n30*
I FannaIa* M23717* M

9 , o &
NITRUNITRIY™ FURW* NNITATY

muwaunawu* | 1a (euphoric

Huse* an mood)*
ADININILNE
AAAd*
ANURaUNaNI9 99 menduied | nuesdtansn® serotonin syndrome*$
JzuulIzRIN nadswe* anudsdann | maadenln lasin* 0 Az
Wwld* oy | emedadnd néaitadainges
&% (tremor) $79 ndwLitana anmstslaida
T anuidn lasfaduaiugw #(akathisia)*
FUdE ALY 1ai'le” (muscle

(paraesthesia)* | contractions
involuntary)* n13
a R
TUANUIFNAARI
(hypoaesthesia)*
oy ik

(hyperkinesia)*

lansu*

ANURALUNENTS MINDILAL gajﬂummmﬁ*

@1 Halnd* TauanuaNin
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aaa o 1 s
a9 nsenanlainelseaea

N398N LAZHIH

Na

pneumonia)*$

STUUDIYILVAY | WULDININ NUUow NUTaY WURBHNN Tainsw
19me (=1/10) (=1/100 i (=1/1,000 B (=1/10,000 &9 aNad
<1/10) <1/100) <1/1,000) (ldaansn
szanmann
”agaﬁﬁag:
15
ANuHaNANIY Lﬁmsl,mg*
u.a:ﬁam’fu’l,u
ANNRAUNANI9 Togu* wmladus* torsade de pointes*
wala (@178 4.4, 4.5 uaz
5.1) aaulWiiale
39 QT g1dw (9
Wala 4.4, 4.5 Uaz 5.1)
szavluduluiien
gqifu@
ANuRaLnANIg Fougunu® ANlRaA* ANNAY | NMzraaalianl
TUURREALREA lafiage* FNDINAAT (cerebral
vasoconstriction)*$ (%\1
Wi ngweIms
NaaaLRan lhAUAINA
dasuuurunaU e
Lae Call-Fleming
syndrome)
ANUANUNENIY w1+ waanaunanse* | daasniaudidaledlu
madunela WWaaren lna* #ag9 (eosinophilic

17




LPD Title: Sertraline Hydrochloride

LPD rev no.: 6.0

LPD Date: February 27, 2023

Country: Thailand

Reference CDS ver: 28.0; date: May 10, 2022
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STUUDIYILVAY | WULDININ Wulag wukas WURBHNN Tainsw
19me (=1/10) (=1/100 i (=1/1,000 B (=1/10,000 &9 aNad
<1/10) <1/100) <1/1,000) (ldaansn
szanmann
”agaﬁﬁag:
15
anuAadn@ne | vinae 0 3uu vasyn* | \Rameanluszuy | dudaudniau*
MILABEINT aawld havias 1hn | mMadneims
wits el
tiay
anuRaUn@vad szauLaw s AULRIR LS
au madwing alanine
aminotransferase
g
szauLaw L
aspartate
aminotransferase
g
anNHaUndnig Aw wisean | awdiwt 1iluin toxic epidermal
fwiluaziitolio N \Raa* au* necrolysis*® Stevens-
TeRnthe FIRU* Johnson syndrome*$
angioedema*$ fuuag
waananiduun
(exfoliative rash)*
Uiz hdsussvas
Aanihe*s
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STUUDIYILVAY | WULDININ Wulag wukas WURBHNN Tainsw
19me (=1/10) (=1/100 fis (=1/1,000 B (=1/10,000 &9 anan
<1/10) <1/100) <1/1,000) (ladansn
szanmann
”agaﬁﬁag:
15
ANURAUNENIg amIdaada néaitadn néuitesnaaany
néwutiauas (arthralgia)* AT (rhabdomyolysis)
dladaufoann ANITINTUD9*
ANURaUNENg Taaeliaan* Taanzya*s
lauaznmadn Tasnzlifoadn*
Tase
ANURALUNENTS anuRaUndle AMZBIATIAUTIAN
izuuﬁuwuufuaz M598I Welon (priapism)* 81n3
LAVl JUIINNINNN iualng
NCRGVRVE (galactorrhoea)* N1
4.4) nulalwwese
Uszdaanun (gynaecomastia)*
laimainane*
anwdauUnaraly Wunihan* nILaH Tuwiiwansin® enmsi
UAZUILITHAT LA §”§ﬂvl,ajamu* HaUné(gait \iaINMIngaEN*s
lwen 14* annsdew | disturbance)*
Wag* deudn* | vouewwauan®
MINTIIN i ihwinae* NANTATIIN
wasduans wasdfianstiadnar
MILALAY AW nIzQnLANWIanN*
1wy uazymn
lumslgen

*- ADR fIWLHRI9INENI9919 U8
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aaa o 1 s
a9 nsenanlainelseaea

JTULBIYITVY | WULBLNIN Wulag wukas WURBHNN Tainsw
19me (=1/10) (=1/100 i (=1/1,000 B (=1/10,000 &9 aNad
<1/110) <1/100) <1/1,000) (laimansn
Uszanaan
"aﬂaﬁﬁag
15

{ %o v o o ; { o ER B va
5 - annudvad ADR leaimualdidumstszanadadinauuastrsanudetin 95% diladwialaslsis “The

Rule of 3" ADR = Ufjfisenlifsiszasdarngn; SOC = szunaibizwessnany; CIOMS = Council for

International Organization of Medical Sciences

4.9

nMslasugnnanIa
. Qs . J 1 Qs 1 U
Sertraline JvaulvanNNUaaaNE (margin of safety) Puognungulszmnsvadnie uas/
A o A o | A A @y A= Aa A o i
WA I ENauIINeY atelIna fnsnufihentuidiadiesnniudszniue sertraline
a a = A 1 L= dl A o qu LV dl Qs a = s
NWIWATRALALTY  WIDINAVLIDULAZ/NIOFN muugmmvl,mummummmam‘ﬂmu
AMIINBIALIILANA 81NTVBINT LATULILARUUWIA TALA NaTI9LALIa9 serotonin-mediated
1 § s 1 13’ s v A s a @ @ o
1 AW WA 1T QT 819U Nz ladwiadIvIzsha TdP (Wt 4.4 - ALdan
wazdamvzinduiiaslunsldon wade 4.5 - UjfisonsewiveuazdJiTonlusdunuau
WAZHITD 5.1 — qmauu”ﬁmal,né“mwamaﬁ) 19T TTUUMAARIAITWUILTIN (151
A Y a o v & o ' a a '
aaulauazaniow) rladwsy anmsau (temor) Amzmalalissunazioudsee §au

Aa v oA '
2INNINUNLINUUBENINND Iﬂll']

lifiouAfmanizdnsy  sertraline  IWdauazasmsleavasmadumalald lagldd
sandranuarnszsa meaniisanalunsdisndn  lumsshunslden  sertraline 1fin
wuAa19Ra5a 1T activated charcoal Taganalwsanniugnszune (cathartic) G9a1alanawrin
\WisunIadiniimsderias lduussihnsvildenieu arsasasziuacdaniug cardiac uaz
vital signs  Twldiumsshmanwenmsria ldussmssnsuuudeaulszaes  desan
sertraline ﬁmsmzm@f‘fatﬁagamn (large volume of distribution) N13¥in AL TR&z1N
iu ydrela (dialysis) hemoperfusion LazNN3ENELREA (exchange transfusion) 349 haitnazdl

a
NR®
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5.
5.1

AMENUANIAFEING

AMANTANINETNAMEAT

sertraline Lflm‘ﬁﬂ'u&ﬁLﬁlﬁzﬁldLLazﬁQﬂf%N@ia neuronal serotonin (5-HT) reuptake luraaa
nanas Gevldiasugndues 5-HT ludasnasas udiinada norepinephrine uaz dopamine
neuronal reuptake $faeann lupsafAldnsndan sertraline 9:anun1384 serotonin Sigh
INRALRDAVDIAY luﬁmfw@aaavl,&iwqu%%s:éjulﬂ@ﬂi:a’mﬁa anticholinergic #3868
wala nsAnmsfianiuguluaaadandndwudi sertraline laivilinedu (nadszan) uaz
Lilusumwmaadenlnilesasla (psychomotor performance) sertralinevl,sjl,ﬁmmfiuad
catecholamine GsgaaadasnuMdudasuss 5-HT uptake Manzlanzas sertraline 'Maidl
mmﬁa@@‘ﬁ'ﬁ]ﬂﬂﬁ‘i’u (affinity) AU muscarinic (cholinergic), serotonergic, dopaminergic,
adrenergic, histaminergic, GABA 738 benzodiazepine receptors N3l sertraline muqlu
AT UANMURFNNUTALATLAG down-regulation 83 norepinephrine receptor Tuguas

LTWLADINUNLELATULATILAZ antiobsessional drugs 7l lARANIIARANDH

laiwui sertraline inansznulunisldifiansldmlumaide lunsdnsuuuaiugueas

B1%aan double blind, randomized lasliaraadnsiduglwazunmdouiiioy abuse liability
. . 6 . iV v AL

VDI sertraline, alprazolam L8z d-amphetamine qu‘léwﬂ sertraline 'l leLaaINaNTiNa:

mlAifam st lunmaniia  lumsasanudin  ensgNaSNeIL  alprazolam  waz  d-

amphetamine W16 drug-liking, euphoria L8z abuse potential LLé”JWU’i’]QGﬂ’j’]aﬁa’]ﬁﬁﬂ‘iﬁ

v ' o o @ . | o o & @ a o =
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10.

Zoloft™ (ODT 25 mg) wunzfoud 1C 35/63 (N)
Zoloft™ (ODT 50 mg) wanzifoui 1C 34/63 (N)

(-5 A:l Yo e = o =
auﬂvlmumgummmﬂum‘mm

Zoloft™ (ODT 25 mg) 17 April 2020
Zoloft™ (ODT 50 mg) 16 April 2020
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	ZOLOFTTM ODT
	1. Name of Medicinal Product
	ZOLOFTTM ODT
	2. Qualitative and Quantitative Composition
	ZOLOFTTM ODT is available as orally disintegrating tablets (ODT) for oral administration containing sertraline hydrochloride equivalent to 25 mg or 50 mg sertraline.

	3. Pharmaceutical Form
	Orally disintegrating 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 orally disintegrating tablets should be placed in the mouth, on the tongue, where it will rapidly disintegrate, and then should be swallowed. The orally disintegrating tablets can be taken with or without water and should be taken immediate...
	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 ch...
	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...
	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 lut...
	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 13-17 years) should commence at 50 mg/day. Therapy for pediatr...
	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 patter...
	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 precautio...
	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 t...
	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 (SS) - The development of potentially life-threatening syndromes like serotonin syndrome (SS) or Neuroleptic Malignant Syndrome (NMS) has been reported with SSRIs, including treatment with sertraline. The risk of SS or NMS with SSRI...
	Monoamine Oxidase Inhibitors - Cases of serious reactions, sometimes fatal, have been reported in patients receiving sertraline in combination with a monoamine oxidase inhibitor (MAOI), including the selective MAOI selegiline, the reversible MAOI mocl...
	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 ...
	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 w...
	Switching from Selective Serotonin Reuptake Inhibitors (SSRIs), Antidepressants or Antiobsessional drugs - There is limited controlled experience regarding the optimal timing of switching from SSRIs, antidepressants or antiobsessional drugs to sertral...
	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...
	Seizures - Seizures are a potential risk with antidepressant and antiobsessional 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 ...
	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 thei...
	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 af...
	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 ho...
	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 an...
	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 ...
	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 wit...
	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 severa...
	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, especi...
	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 ...
	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 which prolong the QTc interval (e.g., some antipsychotics and antibiotics) (see sections 4.4...
	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 u...
	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 phar...
	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 co...
	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 ...
	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 moni...
	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 param...
	Electroconvulsive Therapy (ECT) - There are no clinical studies establishing the risks or benefits of the combined use of 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 the inhibition and ...
	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 Pregnancy and lactation

	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 human mg/kg dose. Similar effects on neonatal survival have been described for other antidepressant drugs. The clinical...
	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 1,000 live births in the general population and is associated with substantial neonatal morbidity...
	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...
	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 b...
	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 effect...
	Clinical Trials
	Major Depressive Disorder
	A study was conducted which 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-blin...
	Obsessive-Compulsive Disorder (OCD)
	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 d...
	Food does not significantly change the bioavailability of sertraline tablets.
	Bioequivalence (for orally disintegrating tablets)
	In a clinical study in healthy subjects, single oral doses of sertraline 50 mg orally disintegrating tablets administered with or without water were observed to be bioequivalent to the sertraline 50 mg film-coated 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 post-natal Days 21 through 56, with a non-dosing recovery phase up to post-natal Day 196....

	6. Pharmaceutical Particulars
	6.1 List of excipients
	Sertraline orally disintegrating tablets include the following inert ingredients: microcrystalline cellulose, crospovidone, hydroxypropyl cellulose, ethyl acrylate + methyl methacrylate copolymer dispersion, aminoalkyl methacrylate copolymer E , glyce...
	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 โอดีที
	ZOLOFTTM ODT

	1. ชื่อยา
	โซลอฟท์TM โอดีที
	2. สูตรยา
	โซลอฟท์TM โอดีที เป็นยาเม็ดชนิดแตกตัวเร็วในช่องปาก (orally disintegrating tablet; ODT) สำหรับรับประทานมีตัวยา sertraline hydrochloride เทียบเท่า sertraline 25 มก. หรือ 50 มก.
	3. ลักษณะยา
	ยาเม็ดชนิดแตกตัวเร็วในช่องปาก
	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)
	วางยาเม็ด sertraline ชนิดแตกตัวเร็วในช่องปากไว้บนลิ้น ซึ่งยาเม็ดจะแตกตัวอย่างรวดเร็ว จากนั้นจึงกลืนยา สามารถรับประทานยาเม็ดชนิดแตกตัวเร็วในช่องปากพร้อมน้ำหรือไม่ก็ได้ และควรรับประทานทันทีที่นำเม็ดยาออกมาจากบรรจุภัณฑ์ สำหรับผู้ป่วยที่จำเป็นต้องรับประทา...

	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 พบว่าการให้ขนาดยาตามหลักการนี้ช่วยให้ลดความถี่ในการเกิดผลข้างเคียงจากยาในร...
	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 ไม...
	อาจเห็นผลการรักษาภายใน 7 วัน อย่างไรก็ดีการแสดงให้เห็นการตอบสนองต่อการรักษามักจะต้องใช้เวลาที่นานกว่านี้ โดยเฉพาะอย่างยิ่งในผู้ป่วย OCD
	ในผู้ป่วย PMDD – การปรับยาเพิ่มขึ้นอาจมีประโยชน์ในผู้ป่วยที่ไม่ตอบสนองต่อขนาดยา 50 มก. (โดยเพิ่มคราวละ 50 มก./รอบการมีประจำเดือน) จนถึง 150 มก./วัน โดยให้ยาติดต่อกันทุกวันตลอดรอบการมีประจำเดือน หรือให้ยา 100 มก./วัน กรณีให้ยาเฉพาะช่วงหลังไข่ตกของรอบกา...
	ขนาดยาที่ใช้ในการควบคุมโรค - การรักษาระยะยาวควรให้ในขนาดต่ำสุดที่ยังได้ผล การปรับขนาดยาครั้งต่อไปอาศัยการตอบสนองของผู้ป่วยเป็นเกณฑ์ตัดสิน
	การใช้ยาในเด็ก – มีหลักฐานยืนยันความปลอดภัยและประสิทธิผลของยา sertraline ในเด็กอายุ 6-17 ปี ที่เป็น OCD ผู้ป่วยเด็กอายุ 13-17 ปีที่เป็น OCD ควรเริ่มด้วยขนาดยา 50 มก./วัน  สำหรับผู้ป่วยเด็กอายุ 6-12 ปี ที่เป็น OCD ควรเริ่มการรักษาที่ขนาดยา 25 มก./วัน จ...
	การปรับขนาดยาในเด็กและวัยรุ่น - sertraline มีค่าครึ่งชีวิตของการกำจัดยาประมาณ 1 วัน  ดังนั้นจึงไม่ควรเปลี่ยนแปลงขนาดยาเร็วกว่าช่วงห่าง 1 สัปดาห์
	การใช้ยาในผู้สูงอายุ – อาจให้ยาในช่วงขนาดเดียวกับที่ให้ในผู้ป่วยที่อายุน้อยกว่าได้ จากการศึกษาในผู้ป่วยสูงอายุ (มากกว่า 65 ปี) กว่า 700 ราย แสดงให้เห็นประสิทธิผลของยา sertraline ในผู้ป่วยกลุ่มนี้ พบว่ารูปแบบและอุบัติการณ์ในการเกิดผลอันไม่พึงประสงค์ในผ...
	การใช้ยาในผู้ป่วยที่ตับทำงานบกพร่อง - การใช้ยาในผู้ป่วยที่เป็นโรคตับควรกระทำด้วยความระมัดระวัง ควรลดขนาดยาหรือลดความถี่ในการให้ยาแก่ผู้ป่วยที่ตับทำงานบกพร่อง (ดูหัวข้อ 4.4 - คำเตือนและข้อควรระวังเป็นพิเศษในการใช้ยา)
	การใช้ยาในผู้ป่วยที่ไตทำงานบกพร่อง - เนื่องจาก sertraline ถูกเมตาบอไลซ์หมดไปเป็นส่วนใหญ่ การกำจัดยาในรูปเดิมทางปัสสาวะจึงมีเป็นส่วนน้อยเท่านั้น การที่ยา sertraline มีการขับออกทางไตต่ำจึงไม่ต้องปรับขนาดยา sertraline ตามระดับความบกพร่องของไต (ดูหัวข้อ 4...
	4.3 ข้อห้ามใช้
	4.4 คำเตือนและข้อควรระวังเป็นพิเศษในการใช้ยา
	กลุ่มอาการ Serotonin Syndrome (SS) - มีรายงานเกิดกลุ่มอาการที่คุกคามชีวิตที่คล้าย SS หรือ กลุ่มอาการ Neuroleptic Malignant Syndrome (NMS) จากการใช้ยากลุ่ม SSRIs รวมถึงการรักษาด้วย sertraline  ความเสี่ยงของการเกิด SS หรือ NMS เมื่อใช้ SSRIs จะเพิ่มขึ้น...
	เลือดออกผิดปกติ/เลือดออก – มีรายงานการมีเลือดออกผิดปกติในผู้ป่วยที่ใช้ยากลุ่ม SSRIs เช่น ห้อเลือดและจ้ำเลือดจนถึงเลือดออกที่อาจเป็นอันตรายถึงแก่ชีวิต แนะนำให้ระมัดระวังในกรณีที่ผู้ป่วยใช้ยากลุ่ม SSRIs โดยเฉพาะเมื่อใช้ร่วมกับยาที่ทราบแน่ชัดว่ามีผลต่อหน...
	โซเดียมในเลือดต่ำ - โซเดียมในเลือดต่ำอาจเกิดขึ้นจากผลจากการรักษาด้วยยากลุ่ม SSRIs หรือ SNRIs รวมทั้ง sertraline โซเดียมในเลือดต่ำในผู้ป่วยหลายรายเป็นผลเนื่องมาจากกลุ่มอาการของการหลั่งฮอร์โมน antidiuretic อย่างไม่เหมาะสม (syndrome of inappropriate anti...
	การใช้ในเด็กและวัยรุ่น - ได้มีการประเมินความปลอดภัยระยะยาวในด้านการเจริญเติบโตสู่วัยรุ่นเต็มที่ในแง่ของการรับรู้และการคิด อารมณ์ กายภาพ และการเริ่มภาวะเจริญพันธุ์ในเด็กและวัยรุ่นที่มีอายุ 6 ถึง 16 ปีในการศึกษาเชิงสังเกตระยะยาวเป็นเวลานานถึง 3 ปี (ดูหั...

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

	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...
	ชีวสมมูล (สำหรับยาเม็ดชนิดแตกตัวเร็วในช่องปาก)
	การศึกษาวิจัยทางคลินิกในอาสาสมัครที่มีสุขภาพแข็งแรงพบว่าการให้ยา sertraline ชนิดเม็ดแตกตัวเร็วในช่องปากขนาด 50 มก. เพียงครั้งเดียว โดยรับประทานพร้อมน้ำหรือไม่ก็ได้ มีชีวสมมูลเทียบเท่ากับยา sertraline ชนิดเม็ดเคลือบฟิล์มขนาด 50 มก.

	6. รายละเอียดทางเภสัชกรรม
	6.1 รายชื่อสารประกอบในตำรับยา
	ยา sertraline ชนิดเม็ดแตกตัวเร็วในช่องปากประกอบไปด้วย: microcrystalline cellulose, crospovidone, hydroxypropyl cellulose, ethyl acrylate + methyl methacrylate copolymer dispersion, aminoalkyl methacrylate copolymer E , glyceryl monostearate, polysorba...

	6.2 ความไม่เข้ากันกับยาตัวอื่น (Incompatibilities)
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	เก็บไว้ในอุณหภูมิต่ำกว่า 30 องศาเซลเซียส
	7. ชื่อผู้รับอนุญาตนำหรือสั่งยาแผนปัจจุบันเข้ามาในราชอาณาจักร
	บริษัท เวียร์ทริศ (ประเทศไทย) จำกัด



