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1. NAME OF THE MEDICINAL PRODUCT

KETIPINOR 25 MG FILM-COATED TABLET
KETIPINOR 100 MG FILM-COATED TABLET
KETIPINOR 200 MG FILM-COATED TABLET

(ww 7 x W) paplod

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

25 mg tablet: Each film-coated tablet contains quetiapine fumarate equivalent to quetiapine 25 mg.
100 mg tablet: Each film-coated tablet contains quetiapine fumarate equivalent to quetiapine 100 mg.
200 mg tablet: Each film-coated tablet contains quetiapine fumarate equivalent to quetiapine 200 mg.
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3. PHARMACEUTICAL DOSAGE FORM

Film-coated tablet.

25 mg tablet: Brown/dark pink, round, convex, film-coated tablet, diameter 6 mm.
100 mg tablet: Light yellow, round, convex, film-coated tablet, diameter 8 mm.
200 mg tablet: White, round, convey, film-coated tablet, diameter 11 mm.
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

- Treatment of schizophrenia

- Treatment of acute manic episodes associated with bipolar 1 disorder, as either monotherapy or adjunct
to lithium or divalproex.

4.2 Dosage and method of administration
Ketipinor can be administered with or without food.

Usual dose: Ketipinor should generally be administered with an initial dose of 25 mg twice daily, with
increases in increments of 25 — 50 mg twice or thrice daily on the 2" and 3" day, as tolerated, to a target
range of 300 - 400 mg daily by the 4™ day, given twice or thrice daily.

Further dosage adjustments, if indicated, should generally occur at intervals of not less than 2 days, as steady
state for Ketipinor would not be achieved for approximately 1 — 2 days in the typical patient. When dosage
adjustments are necessary, dose increments/decrements of 25 — 50 mg twice daily are recommended.

Antipsychotic efficacy was demonstrated in a dose range of 150 - 750 mg/day. Although it has been
reported that doses more than 300 mg/day were not more efficacious than 300 mg/day dose, in some
cases, doses in the range of 400 — 500 mg/day appeared to be needed. The safety of doses more than 800
mg/day has not been established.

Maintenance treatment: While the effectiveness of long term use of quetiapine has not been clearly dem-
onstrated, the effectiveness of maintenance treatment is well established for many other antipsychotic
drugs. Itis recommended that responding patients be continued on Ketipinor at the lowest dose needed
to maintain remission. Patients should be periodically reassessed for efficacy and the need for maintenance
treatment.

Reinitiation of treatment in patients previous discontinued : It is recommended that when restarting
patients who had stopped therapy with Ketipinor for less than 1 week, initiation with Ketipinor is not
required and the maintenance dose may be reinitiated. However, for patients who have been off Ketipinor
for more than 1 week, the initiation titration schedule should be followed.

Acute Manic Episodes Associated with Bipolar Disorder:

As monotherapy or as adjunct therapy to mood stabilizers (lithium or divalproex), total daily dose for the
first 4 days of therapy is 100 mg (Day 1), 200 mg (Day 2), 300 mg (Day 3) and 400 mg (Day 4). Further dos-
age adjustment up to 800 mg/day by Day 6 should be in increments of no more than 200 mg/day. Depend-
ing on the clinical response and tolerability of the individual patient, the dose may be adjusted within the
range of 200 - 800 mg/day. The usual effective dose range is 400 — 800 mg/day.

Children and adolescents
The safety and efficacy of quetiapine have not been evaluated in children and adolescents.

Elderly

As with other antipsychotics, Ketipinor should be used with caution in the elderly, especially during the ini-
tial dosing period. Elderly patients should be started on Ketipinor 25 mg/day. The dose should be increased
daily, in increments of 25 — 50 mg to an effective dose, which is likely to be lower than in younger patients.
Note: the mean plasma clearance of quetiapine was reduced by 30-50% in elderly subjects when compared
to younger patients.

Renal and Hepatic Impairment:

The oral clearance of quetiapine is reduced by approximately 25 % in patients with renal or hepatic impair-
ment. Quetiapine is extensively metabolized by the liver, and therefore should be used with caution in
patients with known hepatic impairment.

Patients with renal or hepatic impairment should be started on Ketipinor 25 mg/day. The dosage should
be increased daily with increments of 25 to 50 mg/day until an effective dosage, depending on the clinical
response and tolerability of the individual patient.

4.3 Contra-indications

- Hypersensitivity to the active substance or to any of the excipients of the product

« Concomitant administration of cytochrome P450 3A4 inhibitors, such as HIV-protease inhibitors, azole-
antifungal agents, erythromycin, clarithromycin and nefazodone (see also section 4.5).

4.4 Special warnings and special precautions for use

Cardiovascular

Ketipinor should be used with caution in patients with known cardiovascular disease or family history of
QT prolongation, cerebrovascular disease, or other conditions predisposing to hypotension. Ketipinor may
induce orthostatic hypotension, especially during the initial dose-titration period and therefore dose reduc-
tion or more gradual -titration should be considered if this occurs.

Seizures
As with other antipsychotics, caution is recommended when treating patients with a history of seizures.

Extrapyramidal symptoms
Clinical experience thus far indicates that the incidence of extrapyramidal symptoms was no different from
that of placebo across the recommended therapeutic dose range.

Tardive dyskinesia
If signs and symptoms of tardive dyskinesia appear, dose reduction or discontinuation of Ketipinor should
be considered (see section 4.8).

Neuroleptic malignant syndrome

Neuroleptic malignant syndrome has been associated with antipsychotic treatment, including quetiapine
(see also section 4.8). Clinical manifestations include hyperthermia, altered mental status, muscular rigidity,
autonomic instability, and increased creatine phosphokinase. In such an event, Ketipinor should be discon-
tinued and appropriate medical treatment given.

Acute withdrawal reactions

Acute withdrawal symptoms including nausea, vomiting and insomnia have very rarely been described
after abrupt cessation of high doses of antipsychotic drugs. Recurrence of psychotic symptoms may also
occur, and the emergence of involuntary movement disorders (such as akathisia, dystonia and dyskinesia)
has been reported. Therefore, gradual withdrawal is advisable.

Elderly patients with dementia-related psychosis

Quetiapine is not approved for the treatment of patients with dementia-related psychosis. Increased risk of
cerebrovascular adverse events has been reported in the dementia population with some atypical antipsy-
chotics. The mechanism for this increased risk is not known. An increased risk cannot be excluded for other
antipsychotics or other patient populations. Ketipinor should be used with caution in patients with risk
factors for stroke.

It has also been reported that elderly patients with dementia-related psychosis are at increased risk of death
when treated with quetiapine although the causal relationship between quetiapine treatment and death in
these elderly patients with dementia has not been established.

Interactions

See also section 4.5.

Concomitant use of quetiapine with a strong hepatic enzyme inducer such as carbamazepine or pheny-
toin substantially decreases quetiapine plasma concentrations, which could affect the efficacy of quetia-
pine therapy. In patients receiving a hepatic enzyme inducer, initiation of Ketipinor treatment should only
occur if the physician considers that the benefits of quetiapine outweigh the risks of removing the hepatic
enzyme inducer. It is important that any change in the inducer is gradual, and if required, replaced with a
non-inducer (e.g. sodium valproate).

Hyperglycemia and Diabetes Melitus

Hyperglycemia in some cases, extreme, and associated with ketoacidosis or hyperosmolar coma or death, has
been reported in patients treated with atypical antipsychotics. Assessment of the relationship between atypical
antipsychotic use and glucose abnormalities is complicated by the possibility of an increased background risk of
diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus in the general
population. Given this confounders, the relationship between atypical antipsychotic use and hyperglycemia-
related adverse events is not completely understood. However, epidemiological studies suggest an increased
risk of treatment-emergent hyperglycemia-related events in patients treated with the atypical antipsychotics,
Precise risk estimates for hyperglycemia-related adverse events in patients treated with atypical antipsychotics
are not available.

Patients with an established diagnosis of diabetes mellitus who are started on antipsychotics should be moni-
tored regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity,
family history of diabetes) who are starting treatment with atypical antipsychotics should undergo fasting blood
glucose testing at the beginning of treatment and periodically during treatment. Any patient treated with atypi-
cal antipsychotics should be monitored for symptoms of hyperglycemia including polydipsia, polyuria, polypha-
gia, and weakness. Patients who develop symptoms of hyperglycemia during treatment with atypical antipsy-
chotics should undergo fasting blood glucose testing. In some cases, hyperglycemia has resolved when the atypi-
cal antipsychotic was discontinued; however, some patients required continuation of anti-diabetic treatment
despite discontinuation of the suspect drug.

QT prolongation

QT prolongation has been observed in cases of overdose with quetiapine. As with other antipsychotics,
caution should be exercised when quetiapine is prescribed with medicines known to increase the QTc inter-
val, especially in the elderly, in patients with congenital long QT syndrome, congestive heart failure, heart
hypertrophy, hypokalaemia and hypomagnesaemia. Concomitant use of quetiapine with other neurolep-
tics should be avoided.

Additional information

Use of quetiapine in combination with divalproex or lithium in moderate to severe manic episodes is lim-
ited; however, combination therapy was well tolerated (see sections 4.8 and 5.1).

Ketipinor 100 mg and 200 mg tablets contain lactose monohydrate. Patients with rare hereditary problems
og galacc}ose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take
this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Given the primary central nervous system effects of quetiapine, Ketipinor should be used with caution in
combination with other centrally acting drugs and alcohol.

Cytochrome P450 (CYP) 3A4 is the enzyme that is primarily responsible for the cytochrome P450 mediated
metabolism of quetiapine. Concomitant administration of quetiapine (dosage of 25 mg) with ketoconazole,
a CYP3A4 inhibitor, has been reported to cause a 5- to 8-fold increase in the AUC of quetiapine. On the
basis of this, concomitant use of quetiapine with CYP3A4 inhibitors is contraindicated. It is also not rec-
ommended to take quetiapine together with grapefruit juice. As a consequence of this interaction, lower
plasma concentrations can occur, which could affect the efficacy of quetiapine therapy.

Co-administration of quetiapine with phenytoin (another microsomal enzyme inducer) can cause a greatly
increased clearance of quetiapine by approx. 450%.

In patients receiving a hepatic enzyme inducer, initiation of Ketipinor treatment should only occur if the
physician considers that the benefits of quetiapine outweigh the risks of removing the hepatic enzyme
inducer. It is important that any change in the inducer is gradual, and if required, replaced with a non-
inducer (e.g. sodium valproate) (see also section 4.4).

The pharmacokinetics of quetiapine were not significantly altered by co-administration of the antidepres-
sants imipramine (a known CYP2D6 inhibitor) or fluoxetine (a known CYP3A4 and CYP2D6 inhibitor).

The pharmacokinetics of quetiapine were not significantly altered by co-administration of the antipsychot-
ics risperidone or haloperidol. Concomitant use of quetiapine and thioridazine caused an increased clear-
ance of quetiapine with approx. 70%.

The pharmacokinetics of quetiapine were not altered when co-administered with cimetidine.

The pharmacokinetics of lithium were not altered when co-administered with quetiapine.

The pharmacokinetics of sodium valproate and quetiapine were not altered to a clinically relevant extent
during concomitant administration.

Formal interaction studies with commonly used cardiovascular drugs have not been performed.

As with other antipsychotics, caution should be exercised when quetiapine is prescribed with medicines
known to increase the QTc interval (see also section 4.4).

Caution should be exercised when quetiapine is prescribed with drugs causing electrolyte imbalance.

4.6 Pregnancy and lactation

Pregnancy

Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapy-
ramidal and/or withdrawal symptoms following delivery. There have been reports of agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder in these neonates. These com-
plications have varied in severity; while in some cases symptoms have been self-limited, in other cases
neonates have required intensive care unit support and prolonged hospitalization.

;(etipinor should be used during pregnancy only if the potential benefit justifies the potential risk of the
oetus.

Lactation
The degree to which quetiapine is excreted into human milk is unknown. Women who are breast-feeding
should therefore be advised to avoid breast-feeding while taking Ketipinor.
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4.7 Effects on ability to drive and use machines

Given its primary central nervous system effects, quetiapine may interfere with activities requiring mental
alertness. Therefore, patients should be advised not to drive or operate machinery, until individual suscep-
tibility to this is known.

4.8 Undesirable effects

The most commonly reported Adverse Drug Reactions (ADRs) with quetiapine are somnolence, dizziness,
dry mouth, mild asthenia, constipation, tachycardia, orthostatic hypotension, and dyspepsia.

As with other antipsychotics, weight gain, syncope, neuroleptic malignant syndrome, leucopenia, neutro-
penia and peripheral edema, have been associated with quetiapine.

The incidences of ADRs associated with quetiapine therapy are tabulated below according to the format
recommended by the Council for International Organizations of Medical Sciences (CIOMS Il Working Group;
1995)

System Organ Class |Very Common [Common Uncommon Rare Very rare
(>1/10) (>1/100, (>1/1000, <1/100) |(>1/10000, (<1/10000)
<1/10) <1/1000) including isolated
reports
Blood and lymphatic
system Leucopenia® |Eosinophilia Neutropenia®
Immune system
disorders Hypersensitivity
Metabolism and
nutrition disorders !—IG);perglycemia
Diabetes
mellitus's”
Nervous system Dizziness®,
disorders somnolence?, |Syncope® Seizure' Tardive
headache dyskinesia’
Cardiac disorders QT interval Ventricular  |Cardiac arrest,
Tachycardia® |prolonged arrhythmias - (Torsades du
VF, VT® pointes®
Vascular disorders Orthostatic

hypotension®

Respiratory,

thoracic, and Rhinitis
mediastinal
disorders
Gastrointestinal Dry mouth,
disorders constipation,
dyspepsia
Hepatobiliary
disorders Jaundice’ Hepatitis’
Skin and
subcutaneous Angioedema’,
tissue disorders Stevens-Johnson
syndrome’
Reproductive Priapism
system and breast
disorders
General disorders Mild asthenia, Neuroleptic  [Sudden
and administration peripheral malignant unexplained
site conditions edema syndrome' death®
Investigations Weight gain, |Elevations in
elevation gamma-GT
in serum levels?, elevations

transaminases |in non-fasting
(ALT, AST)* serum triglyceride
levels, elevations
in total
cholesterol

(1) See section 4.4.

(2) Somnolence may occur, usually during the first two weeks of treatment and generally resolves with the
continued administration of quetiapine.

(3)There were no cases of persistent severe neutropenia or agranulocytosis reported in controlled trials with
quetiapine. During post-marketing experience, resolution of leukopenia and/or neutropenia has followed
cessation of therapy with quetiapine. Possible risk factors for leucopenia and/or neutropenia include pre-
existing low white cell count and history of drug induced leucopenia and/or neutropenia.

(4) Asymptomatic elevations in serum transaminase (ALT, AST) or gamma-GT-levels have been observed in
some patients administered quetiapine. These elevations were usually reversible on continued quetiapine
treatment.

(5) As with other antipsychotics with alphal adrenergic blocking activity, quetiapine may induce orthos-
tatic hypotension, associated with dizziness, tachycardia and, in some patients, syncope, especially during
the initial dose-titration period (see section 4.4).

(6) Hyperglycemia or exacerbation of pre-existing diabetes has been reported in very rare cases during
quetiapine treatment.

(7) Calculation of frequency for these ADRs frequency has been taken from post-marketing data only.

(8) These adverse effects are class effects of neuroleptics.

Quetiapine treatment was associated with small dose-related decreases in thyroid hormone levels, particu-
larly total T4 and free T4. The reduction in total and free T4 was maximal within the first two to four weeks of
quetiapine treatment, with no further reduction during long-term treatment. In nearly all cases, cessation
of quetiapine treatment was associated with a reversal of the effects on total and free T4, irrespective of the
duration of treatment.

Smaller decreases in total T3 and reverse T3 were seen only at higher doses. Levels of TBG were unchanged
and in general, reciprocal increases in TSH were not observed, with no indication that quetiapine causes
clinically relevant hypothyroidism.

4.9 Overdose and treatment

Experience with quetiapine in overdosage is limited. Estimated doses of quetiapine up to 20 g have been
taken, without fatal consequences. Patients recovered without sequelae. There have been very rare reports
of overdose of quetiapine alone resulting in death or coma, or QT-interval prolongation.

In general, reported signs and symptoms were those resulting from an exaggeration of the drug’s known
pharmacological effects, i.e., drowsiness and sedation, tachycardia and hypotension.

There is no specific antidote to quetiapine. In cases of severe signs, the possibility of multiple drug involve-
ment should be considered, and intensive care procedures are recommended, including establishing and
maintaining a patent airway, ensuring adequate oxygenation and ventilation, and monitoring and support
of the cardiovascular system. Whilst the prevention of absorption in overdose has not been investigated,
gastric lavage (after intubation, if patient is unconscious) and administration of activated charcoal together
with a laxative should be considered.

Close medical supervision and monitoring should be continued until the patient recovers.

5.PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Diazepines, oxazepines and thiazepines, ATC code: NO5A HO4.

Mechanism of action

Quetiapine is an atypical antipsychotic agent which interacts with a broad range of neurotransmitter recep-
tors. Quetiapine exhibits affinity for brain serotonin (5HT2) and dopamine D1- and D2- receptors. It is this
combination of receptor antagonism with a higher selectivity for 5HT2 relative to D2- receptors, which is
believed to contribute to the antipsychotic properties and low extrapyramidal side effects (EPS) liability of
quetiapine. Quetiapine also has high affinity at histaminergic and adrenergic al- receptors, with a lower
affinity at adrenergic a2- receptors, but no appreciable affinity at cholinergic muscarinic or benzodiazepine
receptors.

Quetiapine is active in tests for antipsychotic activity, such as conditioned avoidance. It also blocks the
action of dopamine agonists, measured either behaviourally or electrophysiologically, and elevates dopa-
mine metabolite concentrations, a neurochemical index of D2- receptor blockage.

Pharmacodynamic effects

Unlike standard antipsychotics, quetiapine 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. Quetiapine shows minimal
EPS liability, and it has been hypothesised that agents with a lower EPS liability may also have a lower liabil-
ity to produce tardive dyskinesia (see section 4.8).

Clinical Efficacy

Lack of induction of EPS is considered a feature of atypical antipsychotics. Unlike many other antipsychot-
ics, quetiapine does not produce sustained elevations in prolactin, which is considered a feature of atypical
antipsychotics. In the treatment of moderate to severe manic episodes, quetiapine demonstrated efficacy
in reduction of manic symptoms at 3 and 12 weeks. Use of quetiapine in combination with divalproex or
lithium in moderate have been found to be well-tolerated in moderate to severe manic episodes.

Quetiapine is effective when given twice a day, although it has a pharmacokinetic half-life of approximately
7 hours. This is further supported by the data from a positron emission tomography (PET) study which iden-
tified that for quetiapine, 5HT2- and D2- receptor occupancy are maintained for up to 12 hours. The safety
and efficacy of doses greater than 800 mg/day have not been established.

The long-term efficacy of quetiapine in prevention of relapses has not been verified. In patients with schizo-
phrenia, quetiapine was effective in maintaining the clinical improvement during continuation therapy in
those who showed an initial treatment response, suggesting some long-term efficacy.

5.2 Pharmacokinetic properties

Quetiapine is well absorbed and extensively metabolised following oral administration. The principal
human plasma metabolites do not have significant pharmacological activity.

The bioavailability of quetiapine is not significantly affected by administration with food. The elimination
half-life of quetiapine is approximately 7 hours. Quetiapine is approximately 83% bound to plasma proteins.
The pharmacokinetics of quetiapine are linear, and do not differ between men and women.

The mean clearance of quetiapine in the elderly is approximately 30 to 50% lower than that seen in adults
aged 18 to 65 years.

The mean plasma clearance of quetiapine was reduced by approximately 25% in subjects with severe renal
impairment (creatinine clearance less than 30 ml/min/1.73m2), but the individual clearance values are
within the range for normal subjects.

Quetiapine is extensively metabolized in the liver, with parent compound accounting for less than 5% of
unchanged drug-related material in the urine or faeces, following the administration of radiolabelled que-
tiapine. Approximately 73% of the radioactivity is excreted in the urine and 21% in the faeces. The mean
quetiapine plasma clearance decreases with approx. 25% in persons with known hepatic impairment (sta-
ble alcoholic cirrhosis). As quetiapine is extensively metabolized in the liver, elevated plasma levels are
expected in the population with hepatic impairment. Dose adjustments may be necessary in these patients
(see section 4.2).

CYP3A4 is the primary enzyme responsible for cytochrome P450 mediated metabolism of quetiapine.
Quetiapine and several of its metabolites were found to be weak inhibitors of human cytochrome P450
1A2, 2C9, 2C19, 2D6 and 3A4 activities, but only at concentrations at least 10- to 50-fold higher than those
observed in the usual effective dose range of 300 to 450 mg/day in humans. Based on this, it is unlikely
that co-administration of quetiapine with other drugs 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 psychotic patients, however, no
increase in the cytochrome P450 activity was found after administration of quetiapine.

6. PHARMACEUTICAL PARTICULARS

6.1 Incompatibilities
Not applicable

6.2 Shelf life
3years

6.3 Special precautions for storage
Store below 30°C. Keep out of reach and sight of children.

6.4. Packaging
PVC/PVDC/Aluminium blister. The blisters are packed in cartons.

Tablet strength Carton contents Blisters

25 mg Tablet 10 tablets 1 blister of 10 tablets
60 tablets 6 blisters of 10 tablets
100 tablets 10 blisters of 10 tablets

100 mg Tablet 30 tablets 3 blisters of 10 tablets
60 tablets 6 blisters of 10 tablets
100 tablets 10 blisters of 10 tablets

200 mqg Tablet 30 tablets 3 blisters of 10 tablets
60 tablets 6 blisters of 10 tablets
100 tablets 10 blisters of 10 tablets

Not all pack sizes may be marketed.

Manufactured by

Orion Corporation
Orion Pharma

Orionintie 1
02200 Espoo, Finland
Date of Revisi fText:) 2012
ate of Revision of Text : January m
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