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PRODUCT INFORMATION 

ZOLOFT 
(sertraline hydrochloride) 

NAME OF THE DRUG 

ZOLOFT (sertraline hydrochloride) is an antidepressant for oral administration. It is chemically 
unrelated to tricyclic, tetracyclic or other available antidepressant agents. It has a molecular 
weight of 342.7. Sertraline hydrochloride has the following chemical name (1S,4S)'-4-(3,4-
dichlorophenyl)-1,2,3,4-tetrahydro-N-methyl-1-naphthalenamine hydrochloride. The empirical 
formula C17H17NCl2.HCI is represented by the following structural formula: 

er CAS NO. 79559-97-0 
DESCRIPTION 

Sertraline hydrochloride is a white crystalline powder that is slightly soluble in water and 
isopropyl alcohol and sparingly soluble in ethanol. 

ZOLOFT is supplied for oral administration as film coated tablets containing sertraline 
hydrochloride equivalent to 50 or 100 mg sertraline and the following inactive ingredients: 

Cellulose - microcrystalline 
Calcium hydrogen phosphate 
Hydroxypropyl cellulose 
Sodium starch glycollate 
Magnesium stearate 
White opadry 
Clear opadry 

PHARMACOLOGY 

Pharmacodynamics 

The mechanism of action of sertraline is presumed to be linked to its inhibition of CNS neuronal 
uptake of serotonin (5HT). Studies at clinically relevant doses in man have demonstrated that 
sertraline blocks the uptake of serotonin Into human platelets. In-vitro studies in animals also 
suggest that sertraline is a potent and selective inhibitor of neuronal serotonin reuptake and has 
only very weak effects on noradrenaline and dopamine neuronal reuptake. In-vitro studies have 
shown that sertraline has no significant affinity to adrenergic (alpha1, alpha2, beta) cholinergic, 
GABA, dopaminergic, histaminergic, serotonergic (5HT1A, 5HT18, 5HT2) or benzodiazepine 
receptors; antagonism of such receptors has been hypothesized to be associated with various 
anticholinergic, sedative and cardiovascular effects for other psychotropic drugs. The chronic 
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administration of sertraline was found in animals to down regulate brain noradrenaline receptors 
as has been observed with other clinically effective drugs used to treat depression, OCD and 
panic disorder. Sertraline do~s not inhibit monoamine oxidase. 

Drugs known to influence serotonin receptors in animals and isolated cell preparations have 
been used to investigate possible 5HT receptor abnormalities in patients with OCD. No clear 
picture has emerged, but OCD symptoms were worseneo by meta-chlorophenylpiperazine 
(mCPP), a mixed agonist at serotonin receptors in untreated OCD patients in comparison to 
healthy controls, but not after patients had been treated with the non-selective 5HT reuptake 
inhibitor clomipramine. Tricyclic antidepressants without SRI effects have no efficacy in OCD. 

Clinical Trials 

Major Depression 

The efficacy of ZOLOFT in the treatment of a major depressive episode was established in 
controlled trials of six to eight weeks in outpatients whose diagnoses corresponded most closely 
to the· DSM-Ill category of major depressive disorder. Efficacy and safety have been 
established in studies up to 24 weeks. 

A major depressive episode implies a prominent and relatively persistent depressed or 
dysphoric mood that usually interferes with daily functioning (nearly every day for at least 2 
weeks); it should include at least 4 of the following 8 symptoms; change in sleep, psychomotor 
agitation or retardation, loss of interest in usual. activities or decrease in sexual drive, increased 
fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, and a 
suicide attempt or suicidal ideation. 

The antidepressant action of ZOLOFT in hospitalised depressed patients has not been 
adequately studied. A study of depressed outpatients who had responded to ZOLOFT during 
an initial eight-week open treatment phase and were then randomised to continuation on 
ZOLOFT or placebo demonstrated a significantly lower relapse rate over the next eight weeks 
for patients taking ZOLOFT compared to those on placebo. Therefore, the physician who 
elects to U$e ZOLOFT for extended periods should periodically reevaluate the long-term 
usefuln.ess of the drug for the individual patient. 

) Obsessive Compulsive Disorder (OCD) 

The efficacy and safety of ZOLOFT in the treatment of OCD were established in three eight to 
twelve week controlled trials of non-depressed outpatients with mild, moderate, or severe OCD, 
diagnosed on the basis of DSM-Ill or DSM-111-R criteria. Efficacy and safety were maintained in 
a 40 week continuation of the 12 week fixed-dose, placebo-controlled study. In patients with 
OCD, the obsessions or compulsions must cause marked distress, be time-consuming, or 
significantly interfere with social or occupational functioning in· order to meet the DSM-111-R 
diagnosis of OCD. 

Obsessions are recurrent, persistent ideas, thoughts, images, or impulses that are ego-dystonic. 
Compulsions are repetitive, purposeful, and intentional behaviors performed in response to an 

obsession or in a stereotyped fashion, and are recognized by the person as excessive or 
unreasonable. In three double blind, multicenter, parallel group, placebo controlled trials, both 
clinically relevant and statistically significant improvements in response rates (40%) were noted 
in sertraline treatment groups. 



( 
\ 

) 

3 

In a 12-week double-blind fixed-dose placebo-controlled study in OCD, 26% of patients 
receiving placebo were regarded as responders to therapy, whereas 40% of patients receiving 
sertraline were regarded as responders. 

Panic Disorder 

The efficacy and safety of Zoloft in the treatment of panic disorder has been evaluated in four 
double-blind, placebo-controlled clinical trials for up to 12 weeks: two flexible dose studies and 
two fixed dose studies. At the last week of treatment (week 10 or 12), both flexible dose studies 
and one of the fixed dose studies showed statistically significant differences from placebo in 
favour of ZOLOFT in terms of mean change from baseline in the total number of DSM-111-R 
defined panic attacks (last observation carried forward analysis). As the flexible dose ·studies 
were of identical protocol, data for these investigations can be pooled. The mean number of full 
panic attacks at baseline was 6.2/week (N=167) in the ZOLOFT group and 5.4/week in the 
placebo group (N=175). At week 10 ·(last observation carried forward analysis), the mean 
changes from baseline were 4.9/week and· 2.5/week for the ZOLOFT and placebo groups, 
respectively. The proportion of patients having no panic attacks afthe final evaluation was 69% 
in the ZOLOFT group and 57% in the placebo group. The mean daily dose administered at the 
last week of treatment was approximately 120mg (range: 25-200mg) in the flexible dose 
studies. Al! patients entered into clinical trials had a DSM-lllR diagnosis of panic disorder with 
or without agoraphobia. It was found in the flexible dose studies that initiating treatment at 
25mg/day for one week led to a lower incidence of early discontinuations. 

The primary efficacy measure was the number of DSM-111-R defined panic attacks occurring 
each week. Secondary efficacy variables measured included the Sheehan Panic and 
Anticipatory Anxiety Scale (PAAS), Hamilton Anxiety (HAM-A) Scale and the Clinical Global 
Impressions (CGI) rating of severity of Illness and Improvement. 

The statistically significant superiority of sertraline over placebo in the treatment of panic 
disorder was demonstrated by the reduction in the number of panic attacks per week at study 
endpoint. Analyses of the secondar-Y efficacy variables confirmed that the reduction in panic 
attack frequency was associated with significant improvement in a broad range of disease 
symptoms. No clear dose-dependency has been demonstrated over the 50 to 200mg/day dose 
range investigated in the fixed dose studies. Efficacy beyond 12 weeks has not been assessed. 

Pharmacokinetics 

Systemic Bioavailability - In man, following oral once-daily dosing over the range of 50 to 200 
mg for 14 days, mean peak plasma concentrations (Cmax) of sertraline occurred between 4.5 to 
8.4 hours post dosing. The average terminal elimination half-life of plasma sertraline is about 
26 hours. Based on this pharmacokinetic parameter, steady-state sertraline plasma levels 
should be achieved after approximately one week of once-daily dosing. Linear dose­
proportional pharmacokinetics were demonstrated in a single dose study in which the Cmax and 
area under the plasma concentration time curve (AUC) of sertraline were proportional to dose 
over a range of 50 to 200 mg. Consistent with the terminal elimination half-life, there is an 
approximately two-fold accumulation, compared to a single dose of sertraline, with repeated 

·dosing over a 50 to 200 mg dose range. The single-dose bioavailability of sertraline tablets is 
approximately equal to an equivalent dose of solution. 

The effects of food on the bioavailability of sertraline were studied in subjects administered a 
single dose with and without food. AUC was slightly increased when drug was administered 
with food but the Cmax was 25% greater, while the time to reach peak plasma concentration 
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decreased from 8 hours post-dosing to 5.5 hours. These changes were not considered 
clinically significant. Animal studies indicate that sertrali.ne has a large apparent volume of 
distribution. 

Metabolism - Sertraline undergoes extensive first pass metabolism. The principal initial 
pathway of metabolism for sertraline is N-demethylation. N-desmethylsertraline has a plasma 
terminal elimination half-life of 62 to 104 hours. Both in-vitro biochemical and in-vivo 
pharmacological testing have shown N-desmethylsertraline to be substantially less active than 
sertraline. Both sertraline and N-desmethylsertraline undergo oxidative deamination and 
subsequent reduction, hydroxylation and glucuronide conjugation. In a study of radiolabelled 
sertraline involving two healthy male subjects, sertraline accounted for less than 5% of the 
plasma radioactivity. About 40-45% of the administered radioactivity was recovered in urine in 9 
days. Unchanged sertraline was not detectable in the urine. For the same period, about 40-
45% of the administered radioactivity was accounted for in faeces, including 12-14% 
unchanged sertraline. Desmethylsertraline exhibits time-related, dose dependent increases in 
AUC (0-24 hour) Cmax and Cmin with about a 5-9 fold increase in these pharmacokinetic parameters 
between day 1 and day 14. 

Protein _Binding - In-vitro protein binding studies performed with radiolabelled 3H-sertraline 
showed that sertraline is highly bound to serum proteins (98%) in the range of 20 to 500 ng/ml. 

However, at up to 300 and 200 ng/ml concentrations respectively, sertraline and N­
desmethylsertraline did not alter the plasma protein binding of two other highly protein bound 
drugs, viz., warfarin and propranolol (see PRECAUTIONS). 

Age - Sertraline plasma clearance were compared in male and female young subjects (18-45 
years) and elderly subjects ( ~ 65 years) in an open-label, multiple-dose study. Eleven subjects 
in each group received sertraline once daily for 30 days according to a titrated regimen up to 
200 mg/day. No significant differences in Cmax, AUC or elimination half-life were found for the 
young women or the elderly of either sex. In comparison, Cmax and AUC were lower and half-.life 
shorter in _young men. Thus the elimination of sertraline appears to be slightly more rapid in 
young males. Although these differences are statistically significant, they are unlikely to be 
clinically significant. The ratios of sertraline clearance to desmethylsertraline clearance of the 
four groups were similar. 

Liver Disease - Sertraline is extensively metabolised by the liver. A single dose 
pharmacokinetic study in patients with mild, stable cirrhosis demonstrated a prolonged 
elimination half-life and increased AUC in comparison to normal subjects. If ZOLOFT is 
administered to patients with hepatic impairment, a lower or less frequent dose should be 
considered (refer to DOSAGE AND ADMINISTRATION). 

Renal Disease - In patients with mild to severe renal impairment (creatinine clearance 50- < 20 
ml/min) single dose pharmacokinetic parameters (AUCco-inf), Cmax. T max) are not significantly 
different compared with controls. However, steady state pharmacokinetics have not been 
adequately studied and caution is advised when treating these patients. 

INDICATIONS 

ZOLOFT (sertraline hydrochloride) is indicated·for the treatment of major depression, obsessive 
compulsive disorder (OCD) and panic disorder 



.(---

( 

) 

5 

CONTRAINDICATIONS 

ZOLOFT is contraindicated in patients with a known hypersensitivity to sertraline. 
Monoamine Oxidase Inhibitors (MAOI) 

Cases of serious reactions, sometimes fatal, have been reported in patients receiving ZOLOFT 
in combination with a monoamine oxidase inhibitor (MAOI), including the selective MAO!, 
selegiline, and the reversible MAOI (reversible inhibitor of monoamine oxidase - RIMA), 
moclobemide. Some cases presented with features resembling the serotonin syndrome. 
Similar cases, sometimes fatal, including hyperthermia, rigidity, myoclonus, autonomic instability 
with possible rapid fluctuations of vital signs, and mental status changes that include confusion, 
irritability and extreme agitation progressing to delirium and coma have been reported with other 
antidepressants during combined treatment with an MAOI and in patients who have recently 
discontinued an antidepressant or an antiobsessional drug and have been started on an MAOI. 
ZOLOFT 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 be allowed after stopping ZOLOFT 
before starting an MAOI. 

PRECAUTIONS 

General 

Withd-rawar Reactions-_ -Tnese-ffa\ie been reportea ·wim-ssRr-antiae-pressanrn,--iF1c1oain9 · ---­
ZOLOFT, when they have been abruptly discontinued or reduced. Dosage should be tapered 
when discontinuing treatment, particularly for those taking high doses. 

Other Serotonergic Drugs - Coadministration of sertraline with other drugs which enhance 
serotonergic neurotransmission, such as tryptophan or fenfluramine, should be undertaken only 
with caution and avoided whenever possible due to the potential for pharmacodynamic 
interaction. 

Activation of Mania/Hypomania - During premarketing testing, hypomania or mania occurred 
in approximately 0.4% of ZOLOFT treated patient's. Activation of ma.nia/hypomania has also 
been reported in a small proportion of patients with major affective disorder treated with other 
antidepressant and antiobsessional drugs. 

Weight Loss - Significant weight loss may be an undesirable result of treatment with sertraline 
for some patients but, on average, patients in controlled trials had minimal 0.5 to 1 kg weight 
loss, versus smaller changes on placebo. Only rarely (<Q.1 %) have sertraline patients been 
discontinued for weight loss. 

Seizures - Seizures are a potential risk with drugs used to treat depression, OCD and panic 
disorder. ZOLOFT has not been evaluated in patients with a seizure disorder. These patients 
were excluded from clinical studies during the product's premarket testing. ZOLOFT should 
therefore be avoided in patients with unstable epilepsy. Its use in patients with controlled 
epilepsy should be carefully monitored. The drug should be ·discontinued in any patient who 
develops seizures. 

Suicide - The possibility of a suicide attempt is inherent in depression and may persist until 
significant remission occurs. Close supervision of high risk patients should accompany initial 
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drug therapy. Prescriptions for ZOLOFT should be written for the smallest quantity of tablets 
consistent with good patient management, in order to reduce the-risk of overdose. 

Weak Uricosuric Effect - ZOLOFT is associated with a mean decrease in serum uric acid of 
approximately 7%. The clinical significance of this weak uricosuric effect is unknown, and there 
have been no reports of acute renal failure with ZOLOFT. 
Use in Patients with Coricomifant Illness - Caution is advisable in using ZOLOFT in patients 
with diseases or conditions that could . affect metabolism or haemodynamic responses. 
ZOLOFT has not been evaluated or used to any appreciable extent in patients with a recent 
history of myocardial infarction or unstable heart disease. Patients with these diagnoses were 
excluded from clinical studies during the product's premarket testing. However, the 
electrocardiograms of 77 4 patients who received ZOLOFT in double-blind trials were evaluated 
and the data indicate that ZOLOFT is not associated with the development of significant ECG 
abnormalities. 

Use in Hepatic Insufficiency - ZOLOFT is extensively metabolized by the liver. A single dose 
pharmacokinetic study in patients with mild, stable cirrhosis demonstrated a prolonged 
elimi_nation half-life and increased AUG in comparison to normal subjects. The use of ZOLOFT 
in patients with hepatic disease must be approached with caution. If ZOLOFT is administered to 
patients with hepatic impairment, a lower or less frequent dose should be considered. No 
information is available about long-term use of ZOLOFT in the presence of hepatic impairment. · 

Use in renal insufficiency - Since sertraline is extensively metabolised, excretion of unchanged 
drug in urine is a minor route of elimination. 

In patients with mild to severe renal impairment (creatinine clearance 50-< 20ml/min) single 
dose pharmacokinetic parameters (AUC<o-inf), Cmax, T max) were not significantly different 
compared with controls. 

However steady state pharmacokinetics of sertraline have not been adequately studied in this 
patient group and caution is advised when treating these patients with renal impairment. 

Interference with Cognitive and Motor Performance - In controlled studies, ZOLOFT did not 
cause sedation and did not interfere with psychomotor performance. 

Information for Patients: Physicians are· advised to discuss the following issues with patients 
for whom they prescribe ZOLOFT: 

0 Patients should be told that, although ZOLOFT has not been shown to impair the ability of 
normal subjects to perform tasks requiring complex motor or mental skills in laboratory 
experiments, drugs that act on the central nervous system may affect some individuals 
adversely. 

o Patients should be told that, although ZOLOFT has not been shown in experiments with 
normal subjects to increase the mental and motor skill impairments caused by alcohol, the 
concomitant use of ZOLOFT and alcohol in depressed patients is not advised. 

a Patients should be asked about use of over-the-counter (OTC) drug products, and told that, 
while no adverse interaction of ZOLOFT with such products is known .to occur, the potential 
for interaction exists. Thus, the use of any OTC product should be initiated cautiously 
according to the directions of use given for the OTC product. 
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• Patients should be advised to notify their physician if they become pregnant or intend to 
become pregnant during therapy. 

Patients should be advised to notify their physician if they are breast feeding an infant. 

Carcinogenicity, Mutagenicity 

The carcinogenic potential of sertraline has not been fully elucidated. Lifetime carcinogenicity 
studies were carried out in CD-1 mice and Long-Evans rats (at doses up to 40 mg/kg), giving 
rise to plasma drug exposure levels similar to or slightly higher than that achieved following the 
maximum recommended human dose of 200 mg. There was a dose-related increase in the 
incidence of liver adenomas in male mice receiving sertraline at 10-40 mg/kg. No increase was 
seen in female mice or in rats of either sex receiving the same treatments, nor was there an 
increase in hepatocellular carcinomas. Liver adenomas have a variable rate of spontaneous 
occurrence in the CD-1 mouse and are of unknown significance to humans. There was an 
increase in follicular adenomas of the thyroid in female rats receiving sertraline at 40 mg/kg; 
this was not acc'ompanied by thyroid hyperplasia. While there was an increase in uterine 
adenocarcincimas in rats receiving sertraline at 10-40 nig/kg compared to placebo controls, this 
effect was not clearly drug related. 

Sertrafine had no genotoxic effects, with or without metabolic activation, based on the following 
assays; bacterial mutation assay; mouse lymphoma mutation assay; and tests for cytogenetic 
aberrations in vivo in mouse bone marrow and in vitro in human lymphocytes. 

Impairment of Fertility 

A decrease in fertility was seen in one of two rat studies at a dose of. 80 mg/kg (giving rise to 
plasma drug exposure levels similar to or slightly higher than that achieved following the 
maximum recommended human dose of 200 mg). 

Use in Pregnancy. 

CATEGORY 83 

This category is defined as drugs which have been taken by only a limited number of pregnant 
women and women of child bearing age, without an increase in the frequency of malformation 
or other direct or indirect harmful effects of the human foetus having been observed. Studies in 
animals have shown evidence of an increased occurrence of foetal damage, the significance of 
which is considered uncertain in humans. 

Teratogenic Effects - Reproduction studies have been performed in rats and rabbits at doses 
up to 80 and 40 mg/kg, giving rise to plasma drug exposure levels similar to or slightly higher 
than that achieved tallowing the maximum recommended human dose of 200 mg. 

There was no evidence of teratogenicity at any dose level. However, sertraline was associated 
with delayed ossification in foetuses, probably secondary to effects on the dams. 

Non-teratogenic Effects - There was also decreased neonatal survival following maternal 
administration of sertraline at doses giving rise to plasma drug exposure levels similar to or 
slightly higher than that achieved following the maximum recommended humar:i dose of 200 mg. 
The decrease in pup survival was shown to be most probably due to in-utero exposure to 

14+ 



8 

sertraline. The clinical significance of these effects is unknown. Similar effects have been 
described with other antidepressants. 

There are no adequate arid well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, Zoloft should not be used · 
during pregnancy unless in the judgement of the physician, the expected benefit justifies the 
risk to the foetus. If Zoloft is used in pregnancy, the physician should be aware that withdrawal 
reactions have been reported in some neonates whose mothers had been on SSRI 
antidepressants, including Zoloft, durin~ pregnancy. 

Women of childbearing potential should avoid becoming pregnant if taking Zoloft. 

Labour and Delivery - The effect of ZOLOFT on labour and delivery in humans is unknown. 

Use in lactation - Only limited data concerning sertraline levels in breast milk are available. 
However, in breast-fed infants whose mothers were taking sertraline, there have been reports of 
adverse effects. Because sertraline is excreted in human milk, breastfeeding while on Zoloft is 

·. ) not recommended. 
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Paediatric Use - Safety and effectiveness in children have not been established. 

Geriatric Use - Several hundred elderly patients have participated in clinical studies with 
ZOLOFT. The pattern· of adverse reactions in the elderly was similar to that in younger patients. 

DRUG INTERACTIONS 

Monoamine Oxidase Inhibitors - see CONTRAINDICATIONS. 

Potential Effects of Coadministration of Drugs Highly Bound to Plasma Proteins - Because 
sertraline is tightly bound to plasma protein, the administration of ZOLOFT to a patient taking 
another drug which is bound to protein may cause a shift in plasma concentrations potentially 
resulting in an adverse effect. Conversely, adverse effects may result from displacement of 
protein bound sertraline by other protein bound drugs. 

Formal drug interaction studies have been performed with ZOLOFT. In a study comparing 
prothrombin time AUCco-120 hr) following dosing with warfarin (0.75 mg/kg) before and after 22 
days of dosing with either ZOLOFT (50-200 mg/day) or placebo, there was a mean increase in 
prothrombin time of 8% relative to baseline for ZOLOFT compared to a 1 % decrease for 
placebo (p < 0.02). The normalization of prothrombin time for the ZOLOFT group was delayed 
compared to the placebo group. The clinical significance of this change is unknown. 
Accordingly, prothrombin time should be carefully monitored when ZOLOFT therapy is initiated 
or stopped. 

CNS Active Drugs - In a study comparing the disposition of intravenously administered 
diazepam before and after 21 days of dosing with either ZOLOFT (50 to 200 mg/day escalating 
dose) or placebo, there was a 32% decrease relative to baseline in diazepam clearance for the 
ZOLOFT group compared to a 19% decrease relative to baseline for the placebo group (p < 
0.03). There was a 23% increase in T max for desmethyldiazepam in the ZOLOFT group 
compared to a 20% decrease in the placebo group (p < 0.03). 

The clinical significance of these changes is unknown. 
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In the placebo~controlled trial in normal volunteers, the administration of two doses of ZOLOFT 
did not significantly alter steady-state lithium levels or the renal clearance of lithium. There are, 
however, no controlled clinical trials with ZOLOFT in patients treated with lithium. Co­
administration of sertraline with lithium may lead to a higher incidence of side effects. Caution -
is therefore advised if such concomitant administration is required. Accordingly, it is 
recommended that plasma lithium levels be monitored following initiation of ZOLOFT 'therapy 
with appropriate adjustments to the lithium dose. 

The risk of using ZOLOFT in combination with other CNS active drugs has not been 
systematically evaluated. Consequently, caution is advised if the concomitant administration of 
ZOLOFT and such drugs is required. 

Drugs Metabolised by P450 2D6 - Many antidepressants, e.g. the SSRls, including sertraline, 
and most tricyclic antidepressants, inhibit the biochemical activity of the drug metabolising 
isozyme cytochrome P450 206 (debrisoquine hydroxylase) and thus may increase the plasma 
Goncentrations of co-administered drugs that are metabolised by P450 206. The drugs for 
which this potential interaction is of greatest concern are those metabolised primarily by 206 
and which have a narrow therapeutic index, e.g. the tricyclic antidepressants and the Type 1 C 
antiarrhythmics propafenone and flecainide. The extent to which this interaction is an important 
clinical problem depends on the extent of the inhibition of P450 206 by the antidepressant and 
the therapeutic index of the co-administered drug. There is variability among the 
antidepressants in the extent of clinically important 206 inhibition, and in fact sertraline at lower 
doses has a less prominent inhibitory effect on 206 than some others in the class. 
Nevertheless, even sertraline has the potential for clinically important 206 inhibition. 
Consequently, concomitant use of a drug metabolised by P450 206 with ZOLOFT may require 
lower doses than usually prescribed for the. other drug. Furthermore, whenever ZOLOFT is 
withdrawn from co-therapy, an increased dose of the co-administered drug may be.required ... 

Hypoglycaemic Drugs - In a placebo-controlled trial in normal volunteers, administration of 
ZOLOFT for 22 days '(including 200 mg/day for the final 13 days) caused a statistically 
significant 16% decrease from baseline in the clearance of tolbutamide following an intravenous 
1000 mg dose'. ZOLOFT administration did not noticeably change either the plasma protein 
binding or the apparent volume of distribution of tolbutamide, suggesting that the decreased 
clearance was due to a change in the metabolism of the drug. The clinical significance of this 
decrease in tolbutamide clearance is unknown. No interaction was observed with 
glibenclamide. 

Cardiovascular - ZOLOFT (100 mg), when administered to 10 healthy male subjects had no 
effect on the beta-adrenergic blocking ability of atenolol. No interaction was observed with 
digoxin. 

Cimetidine - A controlled study in 13 healthy volunteers showed that co-administration of 
cimetidine caused a statistically significant increase in sertraline mean AUC(o-inf) by 50%, Cmax by 
24% and T % by 26%. The apparent greater effect on sertraline AUC than on half-life is 

consistent. with reductions in first pass metabolism and total body clearance. Significant 
increases in some desmethylsertraline parameters were also found. Cimetidine is likely to exert 
inhibitory effects on various cytochrome P-450 enzymes which are responsible for the N­
dealkylation pathway important in the metabolism of sertraline and many other drugs. 

Side effects considered possibly related to treatment were reported for 4 of the 13 subjects after 
administration of sertraline with placebo. None of these led to discontinuation but two subjects 
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were discontinued because of misdosing. 
considered possibly related to treatment. 
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There were no laboratory test abnormalities 

The clinical significance of the pharmacokinetic interaction between sertraline and cimetidine is 
uncertain. The magnitude of the effect is relatively small compared to the known intersubject 
variability. Moreover, there are no data to indicate that the magnitude of the antidepressant 
effect of sertraline is directly related to plasma concentration. Hence, there are no firm reasons 
to suggest an alteration in the sertraline dosage regimen in patients receiving cimetidine. 

Serotonergic Drugs - There is limited controlled experience regarding the optimal timing of 
switching from other antidepressants to ZOLOFT. Care and prudent medical judgement should 
be exercised when switching, particularly from long-acting· agents. The duration of washout 
which should intervene when switching from one selective serotonin reuptake inhibitor (SSRI) to 
another has not been established. Until further data are available, serotonergic drugs, eg 
fenfluramine, tryptophan, should not be used in conjunction with ZOLOFT. 

Microsomal Enzyme Induction - Preclinical studies have shown ZOLOFT to induce hepatic 
microsomal enzymes. In clinical studies, ZOLOFT was shown to induce hepatic enzymes 
minimally as determined by a small (5%) but statistically significant decrease in antipyrine half­
life following administration of 2.00 mg/day for 21 days. 

Other Interactions 

Electroconvulsive Therapy - There are no clinical studies establishing the risks or benefits of 
the combined use of electroconvulsive therapy (ECT) and ZOLOFT. · 

CNS Depressants and Alcohol - Although ZOLOFT did not potentiate the cognitive and 
psychomotor effects of alcohol in experiments with normal subjeds, the concomitant use of 
ZOLOFT and alcohol in depressed patients is not recommended. 

Driving, Use of Machinery - Clinical pharmacology studies have shown that ZOLOFT appears 
to have no effect on psychomotor performance. However, as drugs used to treat depression, 
OCD or panic disorder may impair the mental or physical attributes required for the performance 
of potentially hazardous tasks such as driving a car or using machinery the patient should be 
cautioned accordingly. 

ADVERSE REACTIONS 

Commonly Observed - The most commonly observed adverse events associated with the use 
of ZOLOFT and not seen at an equivalent incidence among placebo treated patients were: 
gastrointestinal complaints, including nausea, diarrhoea/loose stools, anorexia and dyspepsia; 
tremor; dizziness; insomnia; somnolence; increased sweating; dry ·mouth; and male sexual 
dysfunction (principally ejaculatory delay). 

Associated with Discontinuation of Treatment - Fifteen percent of 271 O subjects who 
received ZOLOFT in premarketing multiple dose clinical trials discontinued treatment due to an 
adverse event. The more common events (reported by at least 1 % of subjects) associated with 
discontinuation included agitation, insomnia, male sexual dysfunction (primarily ejaculatory 
delay), somnolence, dizziness, headache, tremor, anorexia, diarrhoea/loose stools, nausea and 
fatigue. 


