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 APO-QUETIAPINE XR 

quetiapine fumarate 

PRODUCT INFORMATION 

NAME OF THE MEDICINE 

Quetiapine fumarate 

Chemical Name: Bis[2-(2-[4-(dibenzo[b,f][1,4]-thiazepin-11-yl)piperazin-1-yl] ethoxy) ethanol] 

fumarate. 

The chemical structure of quetiapine fumarate is: 

 

 

 

 

 

 

 

CAS number:  111974-72-2 

DESCRIPTION 

Quetiapine fumarate is a weak acid (pKa 3.3, 6.8) which exhibits moderate pH dependent solubility 

(94.3 mg/mL to 2.37 mg/mL at pH values from 1 to 9) and lypophilicity characteristics (Log P) which 

vary with pH (0.45 in water, 1.37 at pH 5, 2.65 at pH 7 and 2.59 at pH 9).  Quetiapine fumarate has 

an aqueous solubility of 3.29 mg/mL at 25°C. 

 APO-QUETIAPINE XR 50 mg 200 mg, 300 mg and 400 mg are modified release tablets which are 

pink (50 mg), yellow (200 mg), light yellow (300 mg) or white (400 mg) in colour.  Each tablet 

contains quetiapine fumarate equivalent to 50 mg, 200 mg, 300 mg or 400 mg of quetiapine free 

base.  The tablets also include the following excipients ς lactose, hypromellose, sodium chloride, 

povidone, talc, magnesium stearate, microcrystalline cellulose (50mg), Opadry II 85F540003 Pink 

ς PI no. 109248 (50mg), Opadry 03B52117 Yellow ς PI No. 106712 (200mg), Opadry 03B82929 

Yellow ς PI No. 106295 (300mg) and Opadry 03B58900 White- PI No. 106176 (400mg).   APO-

QUETIAPINE XR tablets do not contain gluten. 
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PHARMACOLOGY 

Mechanism of Action 

Quetiapine is an atypical antipsychotic agent. Quetiapine and the human plasma metabolite, 

norquetiapine, interact with a broad range of neurotransmitter receptors. Quetiapine and 

norquetiapine exhibit affinity for brain serotonin (5HT2) and dopamine D1 and D2 receptors; this 

combination of receptor antagonism with a higher selectivity for 5HT2 relative to D2 receptors is 

believed to contribute to the clinical antipsychotic properties and low extrapyramidal side effects 

(EPS) liability of quetiapine compared to typical antipsychotics.  Quetiapine has no affinity for the 

norepinephrine transporter (NET) and low affinity for the serotonin 5HT1A receptor, whereas 

norquetiapine has high affinity for both. Inhibition of NET and partial agonist action at 5HT1A sites by 

norquetiapine may contribute to ǉǳŜǘƛŀǇƛƴŜΩǎ therapeutic efficacy as an antidepressant.  

Quetiapine and norquetiapine have high affinity at histaminergic and adrenergic alpha1 receptors 

and moderate affinity at adrenergic alpha2 receptors. Quetiapine also has low or no affinity for 

muscarinic receptors, while norquetiapine has moderate to high affinity for several muscarinic 

receptor subtypes, which may explain anti-cholinergic (muscarinic) effects.  The norquetiapine 

metabolite 7-hydroxy norquetiapine also has affinity for histaminergic H1 and 5HT2B and 2C receptors 

at clinically relevant concentrations. 

Pharmacodynamics 

Quetiapine is active in tests for antipsychotic activity, such as conditioned avoidance. It also 

reverses the action of dopamine agonists, measured either behaviourally or electrophysiologically, 

and elevates dopamine metabolite concentrations, a neurochemical index of D2 receptor blockade.  

The extent to which the metabolites norquetiapine and 7-hydroxy norquetiapine contribute to the 

pharmacological activity of quetiapine in humans is uncertain. 

In pre-clinical tests predictive of EPS, quetiapine is unlike typical antipsychotics and has an atypical 

profile. Quetiapine does not produce dopamine D2 receptor supersensitivity after chronic 

administration. Quetiapine produces only weak catalepsy at effective dopamine D2 receptor 

blocking doses. Quetiapine demonstrates selectivity for the limbic system by producing 

depolarisation blockade of the mesolimbic but not the nigrostriatal dopamine-containing neurones 

following chronic administration. Quetiapine exhibits minimal dystonic liability in haloperidol-

sensitised or drug-naive Cebus monkeys after acute and chronic administration.   

Pharmacokinetics 

Absorption 

Quetiapine is well absorbed and extensively metabolised by the liver following oral administration.  

Steady state peak molar concentrations of the active metabolite norquetiapine are 35% of that 

observed for quetiapine. 
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The pharmacokinetics of quetiapine and norquetiapine are linear across the approved dosage 

range. 

Peak plasma concentrations of quetiapine are achieved approximately 6 hours after administration 

(Tmax) of quetiapine modified release tablets.  Dose-proportional pharmacokinetics is displayed for 

doses of quetiapine modified release tablets of up to 800 mg administered once daily.  The 

maximum plasma concentration (Cmax) and the area under the plasma concentration-time curve 

(AUC) for quetiapine modified release tablets administered once daily are comparable to those 

achieved for the same total daily dose of immediate-release quetiapine fumarate (Quetiapine 

immediate release tablets) administered twice daily. When quetiapine modified release tablets 

administered once daily is compared to the same total daily dose of quetiapine immediate release 

administered once daily, the AUC is comparable and the Cmax is 59% lower for quetiapine modified 

release tablets.  The AUC and Cmax for the metabolite norquetiapine are 18% and 37% lower than 

quetiapine respectively. 

In a study examining the effects of food on the bioavailability of quetiapine, a high-fat meal was 

found to produce statistically significant increases in the quetiapine modified release tablets Cmax 

(44%-52%) and AUC (20%-22%).  In comparison, a light meal had no significant effect on the Cmax or 

AUC of quetiapine.  It is recommended that quetiapine modified release tablets are taken once daily 

without food. 

There are no clinically relevant differences in the observed apparent oral clearance (CL/F) and 

exposure of quetiapine between subjects with schizophrenia and bipolar disorder. 

Distribution 

Quetiapine is approximately 83% bound to plasma proteins. 

Metabolism 

Quetiapine is extensively metabolised by the liver.  In vitro investigations established that CYP3A4 is 

likely to be the primary enzyme responsible for cytochrome P450 mediated metabolism of 

quetiapine.  Norquetiapine is primarily formed and eliminated via CYP3A4.  CYP2D6 and CYP2C9 are 

also involved in quetiapine metabolism. 

Quetiapine and several of its metabolites (including norquetiapine) were found to be weak to 

modest inhibitors of human cytochrome P450 3A4, 2C19, 2D6, 1A2 and 2C9 activities in vitro.  In 

vitro CYP inhibition is observed only at concentrations approximately 5 to 50-fold higher than those 

observed at a dose range of 300 to 800 mg/day in humans. Based on these in vitro results, it is 

unlikely that co-administration of quetiapine with other medicines will result in clinically significant 

drug inhibition of cytochrome P450 mediated metabolism of the other drug.  From animal studies it 

appears that quetiapine can induce cytochrome P450 enzymes.  In a specific interaction study in 
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psychotic patients, however, no increase in the cytochrome P450 activity was found after 

administration of quetiapine. 

Elimination 

The elimination half-lives of quetiapine and norquetiapine are approximately 7 and 12 hours 

respectively. 

Following administration of radiolabelled quetiapine, less than 5% of unchanged drug related 

material is accounted for in the urine or faeces.  Approximately 73% of the radioactivity is excreted 

in the urine and 21% in the faeces.  The average molar dose fraction of free quetiapine and the 

active human plasma metabolite norquetiapine is <5% excreted in the urine. 

Special populations 

Gender 

The kinetics of quetiapine do not differ between men and women. 

Use in renal impairment 
 
The mean plasma clearance of quetiapine was reduced by approximately 25% in subjects with 

severe renal impairment (creatinine clearance less than 30mL/min/ 1.73m2), but the individual 

clearance values are within the range for normal subjects. 

Use in hepatic impairment  
 
The mean plasma clearance of quetiapine was reduced by approximately 25% in subjects with 
hepatic impairment (stable alcoholic cirrhosis), but the individual clearance values are within the 
range for normal subjects. Since quetiapine is extensively metabolised by the liver, higher plasma 
levels are expected in the hepatically impaired population, and dosage adjustment may be needed 
in these patients (see DOSAGE AND ADMINSTRATION).  
 
Use in elderly  
 
The mean clearance of quetiapine in the elderly is approximately 30 to 50% lower than that seen in 
adults aged 18 to 65 years (see DOSAGE AND ADMINISTRATION).  
 
CLINICAL TRIALS  
 
Clinical pharmacology studies in patients with schizophrenia, schizo-affective disorder and bipolar 
disorder were conducted to assess the tolerability of a 300 mg starting dose. Key safety 
assessments included vital sign measurements, adverse events, ECG, clinical laboratory tests and 
physical examinations. A starting dose of 300 mg/day of quetiapine modified release tablets was 
well tolerated in terms of the key assessments and the safety profile was similar to that seen with 
the recommended starting dose for quetiapine immediate release tablets. The recommended 
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quetiapine modified release tablets starting dose was further supported by the quetiapine modified 
release tablets clinical efficacy studies in schizophrenia.  
 
Bipolar disorder (adults)  
 
Efficacy of quetiapine modified release tablets in the treatment of bipolar disorder indications was 
established in part, on the basis of extrapolation from the established effectiveness of quetiapine 
immediate release tablets.  
 
Maintenance treatment in combination with lithium or sodium valproate  
 
The efficacy of quetiapine immediate release tablets in the maintenance treatment of bipolar 

disorder was established in two similarly designed placebo-controlled trials in patients who met 

DSM-IV criteria for bipolar I disorder. These trials included patients whose most recent mood 

episode was mania (approximately 36%), depression (approximately 30%) or mixed state 

(approximately 34%); and patients with or without psychotic features. Patients with rapid cycling 

(approximately 37%) were also included. 

Both trials consisted of an open label phase followed by a randomised treatment phase. In the open 
label phase (n=3414), patients were required to be stabilised on quetiapine immediate release 
tablets (400-800 mg/day) in combination with a mood stabiliser (lithium or valproate) for at least 12 
weeks prior to randomisation. In the randomisation phase, patients who were symptomatically 
stable for at least 12 weeks (n=1326) either continued treatment with quetiapine immediate 
release tablets (at the same dose, then adjusted as clinically indicated) in combination with a mood 
stabiliser or received placebo in combination with a mood stabiliser for up to 104 weeks. 
Approximately 40% of patients received lithium and 60% received valproate.  
 
The primary endpoint was time to recurrence of any mood event (mania, depression or mixed 

state). A mood event was defined as medication initiation, hospitalisation, Young Mania Rating 

{ŎŀƭŜ ό¸aw{ύ ǎŎƻǊŜ җнл ƻǊ aƻƴǘƎƻƳŜǊȅ-!ǎōŜǊƎ 5ŜǇǊŜǎǎƛƻƴ wŀǘƛƴƎ {ŎŀƭŜ όa!5w{ύ ǎŎƻǊŜ җнл ƻƴ ǘǿƻ 

consecutive assessments or study discontinuation due to a mood event. Quetiapine immediate 

release tablet was superior to placebo in increasing the time to recurrence of a mood event in both 

studies.  Patients on quetiapine immediate release tablets had a 70% less risk of experiencing a 

recurrence of a mood event (refer Figure 1 and Table 1) compared to patients on placebo.  Patients 

on quetiapine immediate release tablets had a lower risk of experiencing a mood event prior to 

week 28 and week 52 compared to patients on placebo (refer Table 2). 
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Figure 1  Time to recurrence of a mood event for the combined maintenance  
treatment studies, Kaplan Meier curves (ITT population)  

 

 

ITT Intent-to-treat. PLA Placebo. QTP Quetiapine. LI Lithium. VAL Valproate.  

 

Table 1       Summary of efficacy results (ITT population) for maintenance treatment  

 

 

ITT Intent-to-treat. PLA Placebo. QTP Quetiapine. LI Lithium. VAL Valproate. N Number of patients in treatment group. 
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Table 2  Kaplan Meier estimates of mood, manic and depressive event rates at  

weeks  28 and 52 (ITT population) ς combined studies  

 
 

ITT Intent-to-treat. PLA Placebo. QTP Quetiapine. LI Lithium. VAL Valproate. N Number of patients in treatment group. 

Maintenance treatment with quetiapine immediate release tablets was superior to placebo in 

increasing the time to recurrence of a depressive or a manic event (refer Table 1). Patients on 

quetiapine immediate release tablets also had a lower risk of experiencing a depressive or a manic 

event prior to week 28 and week 52 compared to patients on placebo (refer Table 2).  

Efficacy was demonstrated to be independent of the nature of the most recent episode (manic, 
mixed or depressive), the mood stabiliser (lithium or valproate), rapid cycling course, gender, age or 
ethnicity.  
 
Maintenance treatment as monotherapy  
The efficacy of quetiapine immediate release tablets in the maintenance treatment of bipolar 
disorder as monotherapy was established in a placebo-controlled trial in 1172 patients who met 
DSM-IV criteria for bipolar I disorder. Approximately 50% of the 2438 patients initially treated with 
quetiapine for their index episode achieved stabilisation and were eligible for enrolment in the 
placebo-controlled randomised phase. The most recent mood episode of patients included was 
mania (approximately 54%), depression (approximately 28%) or mixed state (approximately 18%). 
Patients with rapid cycling were also included.  
 
The trial consisted of an open label phase followed by a randomised treatment phase. In the open 
label phase, patients were required to be stabilised on quetiapine immediate release tablets (300-
800 mg/day) for at least 4 weeks prior to randomisation to quetiapine immediate release tablets, 
placebo or lithium.  In the randomisation phase, the dose of quetiapine immediate release tablets 
and lithium could be adjusted as clinically indicated. Randomised treatment was intended for up to 
104 weeks however the study was stopped early following a positive interim analysis.  
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The primary endpoint was time to relapse/recurrence of any mood event (mania, depression or 

ƳƛȄŜŘ ǎǘŀǘŜύΦ ! ƳƻƻŘ ŜǾŜƴǘ ǿŀǎ ŘŜŦƛƴŜŘ ŀǎ ƳŜŘƛŎŀǘƛƻƴ ƛƴƛǘƛŀǘƛƻƴΣ ƘƻǎǇƛǘŀƭƛǎŀǘƛƻƴΣ ¸aw{ ǎŎƻǊŜ җнл ƻǊ 

MADRS scƻǊŜ җнл ƻƴ ǘǿƻ ŎƻƴǎŜŎǳǘƛǾŜ ŀǎǎŜǎǎƳŜƴǘǎ ƻǊ ǎǘǳŘȅ ŘƛǎŎƻƴǘƛƴǳŀǘƛƻƴ ŘǳŜ ǘƻ ŀ ƳƻƻŘ ŜǾŜƴǘΦ 

Quetiapine immediate release tablets was superior to placebo in increasing the time to 

relapse/recurrence of a mood event. Patients on quetiapine immediate release tablets had a 71% 

less risk of experiencing a relapse/recurrence of a mood event (refer Figure 2 and Table 3) 

compared to patients on placebo. Quetiapine immediate release tablets was also superior to 

placebo in increasing time to relapse/recurrence of manic events and depressive events (refer Table 

3). Efficacy was demonstrated to be independent of the nature of the most recent episode (manic, 

mixed or depressive), rapid cycling course, gender, age or ethnicity. 

Figure 2  Time to relapse/recurrence of a mood event, manic event and depressive 

event, Kaplan Meier curves (ITT population)  

 

ITT Intent-to-treat. The numbers above the x-axis indicate the number of patients at risk of having an event at given time-points 
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Table 3       Summary of efficacy results (ITT population) for maintenance treatment  

 

ITT Intent-to-treat.  PLA Placebo.  QTP Quetiapine. LI Lithium. VAL Valproate. N Number of patients in treatment group. 

 
Bipolar depression  
 
The safety and efficacy of quetiapine modified release tablets for treatment of bipolar depression 
was demonstrated in an 8 week placebo controlled study (n=270) at a dose of 300 mg/day. Patients 
met the DSM-IV criteria for bipolar I or II disorder, with or without rapid cycling courses.  
 

Anti-depressant activity was assessed by the change from baseline for MADRS total score (primary 

endpoint), at 8 weeks (day 57). The anti-depressant effect of quetiapine modified release tablets 

was superior compared to placebo as early as day 8 (week 1) and was maintained through to week 

у όǊŜŦŜǊ CƛƎǳǊŜ оύΦ ¢ƘŜ ǇǊƻǇƻǊǘƛƻƴ ƻŦ ǇŀǘƛŜƴǘǎ ǎƘƻǿƛƴƎ җрл҈ ǊŜŘǳŎǘƛƻƴ ƛƴ a!5w{ ǘƻǘŀƭ ǎŎƻǊŜ 

(responders) was higher for quetiapine modified release tablets compared to placebo by week 2 

and continued to end-of-treatment (p<0.001). The proportion of patients showing a MADRS total 

ǎŎƻǊŜ Җмн όǊŜƳƛǎǎƛƻƴύ ǿŀǎ ƘƛƎƘŜǊ ŦƻǊ  quetiapine modified release tablets compared to placebo 

group by Week 1 and continued to end-of-treatment (p<0.05). The Clinical Global Impression ς 

Bipolar ς Severity of Illness (CGI-BP-S) and CGl-BP ς Improvement (CGI-BP-I), measures of the 

clinicians impression of the severity of the patients overall illness and improvement from baseline, 

were also assessed with  quetiapine modified release tablets superior to placebo at week 8. Efficacy 

was demonstrated to be independent of bipolar I or II diagnosis, rapid cycling course, gender, age or 

ethnicity. 
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Figure 3 MADRS total score change from baseline ς LS mean (95% CI)  

(LOCF, MITT population)  

 

 

CI Confidence interval; LOCF Last observation carried forward; LS Least square; MITT Modified Intention to Treat; XR Extended-

release; MADRS Montgomery-Asberg Depression Rating Scale. 

The safety and efficacy of quetiapine 300 mg and 600 mg once daily for the treatment of bipolar 
depression was established in 4 similarly designed placebo controlled clinical trials (n=2461) over 8 
weeks with 2 of these studies assessing maintenance of effect for up to 52 weeks. In all 4 studies 
quetiapine doses of 300 mg/day and 600 mg/day demonstrated clinical and statistical superiority to 
placebo in the treatment of depression at 8 weeks. The magnitude of the anti-depressant effect 
was also supported by the secondary outcome variables. Alleviation of anxiety symptoms by 
quetiapine in all 4 studies was confirmed by a statistically superior Hamilton Rating Scale for Anxiety 
(HAM-A) total score change from baseline compared to placebo. Efficacy was demonstrated to be 
independent of bipolar I or II diagnosis, rapid cycling course, gender, age or ethnicity.  
 

Maintenance of the quetiapine effect in bipolar depression was demonstrated during the 

continuation phase with patients treated with quetiapine experiencing a significantly longer time to 

ǊŜŎǳǊǊŜƴŎŜ ƻŦ ŀƴȅ ƳƻƻŘ ŜǾŜƴǘ όŘŜǇǊŜǎǎƛƻƴΣ ƳƛȄŜŘ ǎǘŀǘŜ ƻǊ ƳŀƴƛŀΤ ŘŜŦƛƴŜŘ ŀǎ ŀ a!5w{ ǎŎƻǊŜ җнл ƻǊ 

ŀ ¸aw{ ǎŎƻǊŜ җмсΤ ƛƴƛǘƛŀǘƛƻƴ ƻŦ ŀƴ ŀƴǘƛǇǎȅŎƘƻǘƛŎΣ ŀƴǘƛ-depressant, mood stabilizer etc; 

hospitalization for symptoms of depression and/or mania/hypomania; discontinuation due to 

symptoms of depression and/or mania/hypomania), compared to placebo as shown in Figure 4. 

Quetiapine patients had a lower risk of experiencing a mood event at weeks 26 and 52 compared to 
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patients on placebo. Patients on quetiapine had a 49% less risk of experiencing a mood event 

compared with patients treated with placebo [HR 0.51 (95% CI 0.38, 0.69; p <0.001)]. The risk of a 

mood event for quetiapine versus placebo was reduced by 41% for the 300 mg dose and by 55% for 

the 600 mg dose. 

Figure 4      Time to recurrence of a mood event, Kaplan Meier curves (combined  

                     ITT population) 

 
ITT Intention-to-treat. N Number of patients in treatment group. PLA Placebo. QTP Quetiapine. 

Quetiapine patients also had a lower risk of experiencing a depressive event at weeks 26 and 52 
compared to patients on placebo. The analysis of time to a depressive event mirrored the overall 
mood event results with patients on quetiapine having a 57% less risk of experiencing a depressive 
event compared with patients treated with placebo (HR 0.43, 95% CI 0.30, 0.62, p<0.001). The risk 
of a depressive event for quetiapine versus placebo was reduced by 52% for the 300 mg dose and 
by 61% for the 600 mg dose.  
 
No increased risk for a manic or hypomanic event was observed. Quetiapine treatment of a 
depressive episode was also not associated with a switch to mania or hypomania.  
Time to all cause discontinuation, including the composite mood event, was also examined with the 
Kaplan-Meier estimate of time to 50% all cause discontinuation being 311 days for quetiapine 
treatment, compared to 156 days for placebo treatment.  
 
The maintenance of effect observed in patients treated with quetiapine was demonstrated to be 
independent of bipolar diagnosis (i.e. I or II), gender or age.  
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There was no increased risk of suicidal behaviour or ideation associated with quetiapine treatment 
for bipolar depression in either the acute or continuation phase.  
 
Acute mania  
 
The safety and efficacy of quetiapine modified release tablets for treatment of bipolar mania was 

demonstrated in a 3 week placebo controlled study (n=308) at doses of 400-800 mg/day. Patients 

met the DSM-IV criteria for bipolar I disorder, with the most recent episode being either manic or 

mixed. Patients with or without rapid cycling courses were also included. 

The primary outcome variable for this trial was change from baseline to day 22 in the YMRS total 

score.  Quetiapine modified release tablet was demonstrated to be superior to placebo in reducing 

the level of manic symptoms as early as day 4 and for up to 3 weeks (day 22) of treatment (refer 

Figure 5). 

Figure 5       YMRS total score change from baseline ς LS mean (95% CI) (LOCF, MITT 
         population)  

 

 

CI Confidence interval. LS Least square. LOCF Last Observation-Carried forward. MITT Modified-Intent-to-Treat. YMRS Young Mania Rating 

Scale. 

¢ƘŜ ǇǊƻǇƻǊǘƛƻƴ ƻŦ ǇŀǘƛŜƴǘǎ ǎƘƻǿƛƴƎ җрл҈ ǊŜŘǳŎǘƛƻƴ ƛƴ ¸aw{ ǘƻǘŀƭ ǎŎƻǊŜ όǊŜǎǇƻƴŘŜǊǎύ ǿŀǎ 
statistically significantly higher for the quetiapine modified release tablet group compared to the 
placebo group at day 8 (week 1) and at the end of treatment. The proportion of patients showing a 
¸aw{ ǘƻǘŀƭ ǎŎƻǊŜ Җмн όǊŜƳƛǎǎƛƻƴύ ǿŀǎ ǎǘŀǘƛǎǘƛŎŀƭƭȅ ǎƛƎƴƛŦƛŎŀƴǘƭȅ ƘƛƎƘŜǊ ŦƻǊ ǘƘŜ quetiapine modified 
release tablet group compared to the placebo group by day 8 (week 1) and at the end of treatment. 
The changes in CGI-BP-S and CGI-BP-I overall illness scores were statistically significant in favour of 
quetiapine modified release tablets at day 4 and at end of treatment.  
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The efficacy of quetiapine in the treatment of manic episodes was further established in three 
short-term placebo-controlled trials in patients who met DSM-IV criteria for bipolar I disorder. The 
primary outcome variable for these trials was change from baseline to day 21 in the YMRS total 
score. In two 12-week trials (n=300, n=299) comparing quetiapine to placebo, quetiapine was 
superior to placebo in reducing manic symptoms. The majority of patients who responded at day 21 
maintained responses to day 84. In a 3-week placebo controlled trial (n=170) comparing quetiapine 
to placebo in patients on a mood stabiliser (lithium or valproate), quetiapine was superior to 
placebo in reducing manic symptoms.  
 
Schizophrenia (adults)  
 
The efficacy of quetiapine modified release tablets in the treatment of schizophrenia was 

demonstrated in the following clinical studies: 

¶ a 6-week placebo-controlled trial in patients who met DSM-IV criteria for schizophrenia,  

¶ an active-controlled quetiapine immediate release-tablets to- quetiapine modified release 
tablets switching study in clinically stable outpatients with schizophrenia  

¶ a placebo-controlled relapse prevention study conducted in patients with stabilised 
schizophrenia  

 
Placebo-controlled efficacy and safety data  
 
The primary outcome variable in the placebo-controlled trial was changed from baseline to final 
assessment in the Positive and Negative Symptom Scale (PANSS) total score.  Quetiapine modified 
release tablet (once daily) was administered as 300 mg on (Day 1), and increased up to the required 
dose by Day 2 or 3.  Quetiapine modified release tablets 400 mg/day, 600 mg/day and 800 mg/day 
were associated with statistically significant improvements in psychotic symptoms compared to 
placebo. The effect size of the 600 mg and 800 mg doses was greater than that of the 400 mg dose.  
 
In three, 6-week clinical studies in patients with schizophrenia (N=951) the incidence of treatment 
emergent suicidal ideation or suicide attempt, as measured by the Columbia Analysis of Suicidal 
Behaviour, was low in quetiapine modified release tablet treated patients (0.6%) and similar to 
placebo (0.9%).  
 
Switching from quetiapine immediate release tablets to quetiapine modified release tablets  
 
In the 6-week active-controlled switching study the primary outcome variable was the proportion of 
patients who showed lack of efficacy, i.e. who discontinued study treatment due to lack of efficacy 
or whose PANSS total score increased 20% or more from randomization to any visit. In patients 
stabilised on quetiapine immediate release 400 mg to 800 mg, efficacy was maintained when 
patients were switched to an equivalent daily dose of quetiapine modified release tablets given 
once daily. Switching patients from quetiapine immediate release to quetiapine modified release 
tablets at equivalent total doses was safe and well tolerated in terms of adverse events, vital signs, 
ECG and laboratory parameters. The safety profile of quetiapine modified release tablets was 
comparable to quetiapine immediate release tablets.  
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Relapse prevention  
 
A long-term placebo-controlled relapse prevention study was conducted in patients with stabilised 

schizophrenia who had been maintained on quetiapine modified release tablets for 16 weeks. 

Randomised treatment was planned for 12 months (or until relapse), however the maximum 

duration was approximately 9 months due to early termination as a result of a positive interim 

analysis. This study concluded that quetiapine modified release tablets were significantly more 

effective than placebo in preventing relapse (hospitalisation due to worsening of schizophrenia, and 

increase in PANSS total score of 30% from baseline, score 6 or 7 on CGI-I scale or need for other 

antipsychotic medication to treat psychosis) with 11 (11.7%) with relapse in the quetiapine 

modified release tablet group and 50 (48.5%) in the placebo group (p<0.0001). The estimated risks 

of relapse after 6 months treatments was 14.3% for the quetiapine modified release tablet 

treatment group compared to 68.2% for placebo (p<0.0001). The mean dose of quetiapine modified 

release tablet was 669 mg. There were no additional safety findings associated with treatment with 

quetiapine modified release tablets for up to 12 months. In particular, reports of adverse events 

related to EPS and weight gain did not increase with longer-term treatment with quetiapine 

modified release tablets. 

Major depressive disorder (adults)  
 
The efficacy of quetiapine modified release tablets in the treatment of major depressive disorder 
(MDD) was established in 4 placebo-controlled monotherapy clinical trials (including 1 study in 
elderly patients), 2 clinical trials as combination therapy with an antidepressant, and 1 
monotherapy, placebo-controlled maintenance trial. All trials included patients who met DSM-IV 
criteria for MDD, single or recurrent episodes, with and without psychotic features. The majority of 
patients in all studies were diagnosed as having recurrent MDD.  
 
Acute treatment of major depressive disorder  
 
The efficacy of quetiapine modified release tablets as monotherapy in the treatment of MDD was 
demonstrated in two 6-week placebo-controlled, fixed dose trials, and one 8 week placebo-
controlled, modified fixed dose trial [n=1445]. The majority of patients were dosed once daily with 
either 150 mg or 300 mg with one trial (Study 1) assessing a 50 mg dose. The primary endpoint in 
these trials was the change from baseline to week 6 or 8 in the MADRS total score.  
 
 Quetiapine modified release tablets at a dose of 50 mg, 150 mg, and 300 mg once daily was 

superior to placebo in reduction of depressive symptoms as measured by change in MADRS total 

score, with significant improvement observed within the first week and continuing throughout the 

study. Duloxetine included as an active comparator in one study (Study 2) did not demonstrate 

statistically significant superiority compared to placebo until day 15. 
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Table 4         Efficacy results for short-term studies in MDD (LOCF) (MITT population)  

 

 

a Unadjusted p-value; LOCF last observation carried forward: MITT Modified intent to treat: LS Least square; MADRS 

Montgomery-Asberg Depression Rating Scale; CI Confidence interval 

The efficacy of quetiapine modified release tablets in the treatment of MDD was further 
demonstrated in two 6-week placebo-controlled, fixed dose trials (n=936) as combination therapy 
with an antidepressant in patients who had previously shown an inadequate response to at least 
one antidepressant.  Quetiapine modified release tablet 300 mg once daily in combination with 
ongoing antidepressant therapy was superior to antidepressant therapy alone in reduction of 
MADRS total score in both trials while quetiapine modified release tablet 150 mg was superior to 
antidepressant therapy alone in one study only. Improvement in depressive symptoms was seen at 
week 1 through end of study (week 6).  
 
Use in elderly patients  
 
The safety and efficacy of quetiapine modified release tablets was evaluated in an 11-week, double-
blind, randomised, placebo-controlled study in non-demented elderly patients (aged 66-89 years) 
with MDD. The mean dose of quetiapine modified release tablets was 160 mg/day.  Quetiapine 
modified release tablets flexibly dosed in the range of 50 to 300 mg per day demonstrated 
superiority over placebo in reducing depressive symptoms as measured by improvement in MADRS 


