Quel®

Quetiapine

Presentation:

Quel® 25: Each film coated tablet contains Quetiapine 25 mg as Quetiapine fumarate in packs of 30
and 60 tablets.

Quel® 50: Each film coated tablet contains Quetiapine 50 mg as Quetiapine fumarate in packs of 30
and 60 tablets.

Quel® 100: Each film coated tablet contains Quetiapine 100 mg as Quetiapine fumarate in packs of
30 and 60 tablets.

Quel® 200: Each film coated tablet contains Quetiapine 200 mg as Quetiapine fumarate in packs of
30,60 and 1000 tablets.

Quel® 300: Each film coated tablet contains Quetiapine 300 mg as Quetiapine fumarate in packs of
30 and 60 tablets.

* Hospital Packs are also avaliable.

* Not all pack sizes are available in all countries.

Excipients: Lactose monohydrate, dibasic calcium phosphates dihydrate, microcrystalline cellulose, povi-
done, sodium starch glycolate, colloidal anhydrous silica, magnesium stearate, (opadry pink for Quel®
25), (opadry yellow for Quel® 100), (opadry white for Quel® 50, Quel® 200 and Quel® 300)
Pharmaceutical form:

Film coated tablets for oral use.

Pharmacotherapeutic group:

Antipsychotic agent. ATC: NOSAH04

Therapeutic Indications:

Quel® is indicated for the treatment of:

 Schizophrenia.

« Bipolar Disorder, including:

- Manic episodes associated with bipolar disorder.

- Major depressive episodes in bipolar disorder.

- Preventing recurrence in bipolar disorder in patients whose manic, mixed or depressive episode has
responded to quetiapine treatment.

Posology and Method of Administration:

Adults

For the treatment of schizophrenia:

Quel® should be administered twice daily, with or without food. The total daily dose for the first 4 days
of therapy is 50 mg (Day 1), 100 mg (Day 2), 200 mg (Day 3) and 300 mg (Day 4). From Day 4 onwards,
the dose should be titrated to the usual effective dose range of 300 to 450 mg/day. Depending on the
clinical response and tolerability of the individual patient, the dose may be adjusted within the range
150 to 750 mg/day.

For the treatment of manic episodes associated with bipolar disorder:

Quel® should be administered twice daily, with or without food. As monotherapy or as adjunct therapy to
mood stabilizers, the total daily dose for the first four days of therapy is 100 mg (Day 1), 200 mg (Day 2),
300 mg (Day 3) and 400 mg (Day 4). Further dosage adjustments up to 800 mg per day by Day 6 should
be in increments of no greater than 200 mg per day. The dose may be adjusted depending on clinical
response and tolerability of the individual patient, within the range of 200 to 800 mg per day. The usual
effective dose is in the range of 400 to 800 mg per day.

For the treatment of depressive episodes associated with bipolar disorder:

Quel® should be administered once daily at bedtime, with or without food. The total daily dose for
the first four days of therapy is 50 mg (Day 1), 100 mg (Day 2), 200 mg (Day 3) and 300 mg (Day 4).
The recommended daily dose is 300 mg. In clinical trials, no additional benefit was seen in the 600 mg
group compared to the 300 mg group. Individual patients may benefit from a 600 mg dose. In individual
patients, in the event of tolerance concerns, clinical trials have indicated that dose reduction to a mini-
mum of 200 mg could be considered. When treating depressive episodes in bipolar disorder, treatment
should be initiated by physicians experienced in treating bipolar disorder.

For recurrence in bipolar disorder:

For prevention of recurrence of manic, depressive or mixed episodes in bipolar disorder, patients who
have responded to Quel® for acute treatment of bipolar disorder should continue on therapy at the same
dose. The dose may be adjusted depending on clinical response and tolerability of the individual patient
within the dose range of 300 mg to 800 mg/day administered twice daily. It is important that the lowest
effective dose is used for maintenance therapy.

Elderly: As with other antipsychotics, Quel® should be used with caution in the elderly, especially during
the initial dosing period. Elderly patients should be started on Quel® 25 mg/day. The dose should be
increased daily, in increments of 25 to 50 mg, to an effective dose, which is likely to be lower than that
in younger patients.

Efficacy and safety have not been evaluated in patients over 65 years with depressive episodes in the
framework of bipolar disorder.

Children and adolescents: Quetiapine is not indicated for use in children and adolescents below 18
years of age.

Renal and hepatic impairment: The oral clearance of quetiapine is reduced by approximately 25% in
patients with renal or hepatic i Quetiapine is | bolized by the liver, and there-
fore should be used with caution in patients with known hepatic impairment.

Patients with renal or hepatic impairment should be started on Quel® 25 mg/day. The dose should be
increased daily, in increments of 25 to 50 mg, to an effective dose.

If you forget to take a dose of Quel®

If you forget to take a dose, take it as soon as you remember. If it is almost time to take the next dose,
wait until then. Do not take a double dose to make up for a forgotten dose.

If you stop taking Quel®

If you suddenly stop taking Quel®, you may be unable to sleep (insomnia), you may feel sick (nausea),
or you may experience headache, diarrhea, being sick (vomiting), dizziness or irritability. Your doctor may
suggest you reduce the dose gradually before stopping treatment. If you have any further questions on
the use of this product, ask your doctor or pharmacist.

Contra-indications:

Do not take quetiapine if the following applies to you. If you are not sure, talk to your doctor or phar-
macist before taking quetiapine.

* You are allergic (hypersensitive) to quetiapine or any of the excipients of Quel®

 You are taking any of the following medicines:

- Protease inhibitors, such as Nelfinavir (for HIV infection).

- Azole medicines (for fungal infections).

- Medicines for an infection (like erythromycin or clarithromycin).

- Nefazodone (for depression).

Warnings and Precautions for use:

Before you take your medicine, tell your doctor if:

 You, or someone in your family, have or have had any heart problems such as a very fast heart beat
or prolonged QT on an ECG (heart tracing), or if you are taking any medicines that may have an impact
on the way your heart beats.

 You have low blood pressure.

 You have had a stroke, especially if you are elderly.

 You have problems with your liver.

 You have ever had a seizure.

 You know that you have had low levels of white blood cells in the past (which may or may not have
been caused by other medicines).

 You have diabetes or have a risk of getting diabetes. If you do, your doctor may check your blood sugar
levels while you are taking quetiapine.

 You are an elderly person with dementia. If you are, quetiapine should not be taken because the group
of medicines that quetiapine belongs to, may increase the risk of stroke or in some cases the risk of death,
in elderly people with dementia.

 You or someone else in your family has a history of blood clots, as medicines like these have been
associated with formation of blood clots.

Tell your doctor immediately if you experience:

* A combination of fever, severe muscle stiffness, sweating or a lowered level of consciousness (a disorder
called “neuroleptic malignant syndrome”). Inmediate medical treatment may be needed.
 Uncontrollable movements, mainly of your face or tongue.

o Dizziness or feeling very drowsy. This could increase the risk of accidental injury (fall) in elderly patients.
* Seizures.

A long-lasting and painful erection (Priapism).

These conditions can be caused by this type of medicine.

Thoughts of suicide and worsening of your depression

If you are depressed you may sometimes have thoughts of harming or killing yourself. These may be
increased when first starting treatment, since these medicines all take time to work, usually about two
weeks but sometimes longer. These thoughts may also be increased if you suddenly stop taking your
medication. You may be more likely to think like this if you are a young adult. Information from clinical
trials has shown an increased risk of suicidal thoughts and/or suicidal behavior in young adults aged less
than 25 years with depression.

If you have thoughts of harming or killing yourself at any time, contact your doctor or go to a hospital
straight away. You may find it helpful to tell a relative or close friend that you are depressed, and ask them
to read this leaflet. You might ask them to tell you if they think your depression is getting worse, or if they
are worried about changes in your behavior. Weight gain has been seen in patients taking quetiapine. You
and your doctor should check your weight regularly.

Pregnancy and Lactation:

Pregnancy: Category B, if you are pregnant, trying to get pregnant, or breast-feeding, talk to your doctor
before taking quetiapine. The following symptoms may occur in newborn babies of mothers that have
used quetiapine in the last trimester (last three months of their pregnancy): shaking, muscle stiffness and/
or weakness, sleepiness, agitation, breathing problems and difficulty in feeding. If your baby develops any
of these symptoms you may need to contact your doctor.

Lactation: The degree to which quetiapine is excreted into human milk is unknown. Women who are
breastfeeding should therefore be advised to avoid breast feeding while taking quetiapine.

Drug Interactions:

Please tell your doctor or pharmacist if you are taking, or have recently taken, any other medicines be-
cause it may affect the way the medicines work. This includes medicines that you buy without a prescrip-
tion and herbal medicines. In particular, tell your doctor if you are taking any of the following medicines:
o Epilepsy medicines (like phenytoin or carbamazepine).

« High blood pressure medicines.

o Rifampicin (for tuberculosis).

* Barbiturates (for difficulty sleeping).

o Thioridazine (another anti-psychotic medicine).

 Medicines that affect the heart, for example, drugs that can cause an imbalance in some of the chemi-
cals in your blood such as diuretics (water pills) or certain antibiotics.

Before you stop taking any of your medicines, please talk to your doctor first.

If you have a urine drug screen, taking quetiapine could cause positive results for methadone or drugs
for depression called tricyclic antidepressants (TCAs), even though you may not be taking methadone or
TCAs. The result will need to be confirmed by a more specific test.

Taking Quel® with food and drink

 Quel® can be taken with or without food.

 Be careful how much alcohol you drink. This is because the combined effect of quetiapine and alcohol
can make you feel sleepy.

Do not drink grapefruit juice while you are taking quetiapine. It can affect the way the medicine works.
Driving and using machines

Your tablets may make you feel sleepy. Do not drive or use any tools or machines until you know how
the tablets affect you.

Hospital - If you go into hospital, tell the medical staff that you are taking quetiapine.

mportant information about some of the ingredients of Quel®

Quel® contains lactose which is a type of sugar. If you have been told by your doctor or pharmacist that
you cannot tolerate or digest some sugars, talk to your doctor before taking this medicine.

If you have been on other medication for this condition, and that medication has stopped your periods,
changing to Quel® may allow them to return.

Undesirable effects:

Like all medicines, quetiapine can cause side effects, although not everybody gets them.

If any of the following happen, stop taking your medication and contact a doctor or go to the nearest
hospital straight away, as you may need urgent medical attention:

Uncommon (affects up to 1in 100 people):

Seizures, allergic reactions that may include raised lumps (weals), swelling of the skin and swelling
around the mouth, uncontrollable movements, mainly of your face or tongue (Tardive dyskinesia).

Rare (affects up to 1in 1,000 people):

A combination of high temperature (fever), sweating, stiff muscles, feeling very drowsy or faint, large
increase in blood pressure or heartbeat (a disorder called “neuroleptic malignant syndrome”), jaundice
(yellowing of the skin and eyes), hepatitis (inflammation of the liver), priapism (a long-lasting and painful
erection), blood clots in the veins especially in the legs (symptoms include swelling, pain and redness
in the leg), which may travel through blood vessels to the lungs causing chest pain and difficulty in
breathing

Very rare (affects up to 1 in 10,000 people):

Severe allergic reaction (called anaphylaxis) that may include difficulty in breathing, dizziness and col-
lapse, rapid swelling of the skin, usually around the eyes, lips and throat (angioedema), a severe rash,
which may develop quickly. Symptoms may include redness, blistering or peeling of the skin, with possible
blisters in the mouth or nose.

Other possible side effects:

Very common (affects more than 1in 10 people):

Dizziness (may lead to falls), headache, dry mouth, feeling sleepy (this may go away with time, as you
keep taking quetiapine) (may lead to falls), discontinuation symptoms (symptoms which occur when
you stop taking quetiapine) include not being able to sleep (insomnia), feeling sick (nausea), headache,
diarrhea, being sick (vomiting), dizziness and irritability. Gradual withdrawal over a period of at least 1 to
2 weeks is advisable, putting on weight

Common (affects up to 1in 10 people):

Rapid heartbeat, feeling like your heart is pounding, racing or has skipped beats, indigestion or consti-
pation, feeling weak, swelling of arms or legs, high blood sugar low blood pressure when standing.
This may make you feel dizzy or faint (may lead to falls), blurred vision, abnormal muscle movements.
These include difficulty starting muscle movements, shaking, feeling restless or muscle stiffness without
pain, abnormal dreams and nightmares, feeling more hungry, feeling irritated, disturbance in speech or
language, thoughts of suicide and worsening of your depression, shortness of breath, vomiting (mainly in
the elderly), fever, fainting (may lead to falls), stuffy nose.

Uncommon (affects up to 1in 100 people):

Restless legs, difficulty swallowing, sexual dysfunction, development of diabetes, change in electrical
activity of the heart seen on ECG (QT prolongation), a slower than normal heart rate which may occur
when starting treatment and which may be associated with low blood pressure and fainting.

Rare (affects up to 1in 1,000 people):

Swelling of breasts and unexpected production of breast milk (galactorrhoea), menstrual disorder, wal-

hormones in your blood, increased liver enzymes, decreases in the number of certain types of blood
cells (including red blood cells), increased blood creatine phosphokinase (a substance in the muscles),
decreases in the amount of sodium in the blood, and increases in the amount of the hormone prolactin in
the blood. Increases in the hormone prolactin could in rare cases lead to the following:
Men and women to have swelling of the breasts and unexpectedly produce breast milk and women to
have no monthly period or irregular periods.
Your doctor may ask you to have blood tests from time to time.
If any of the side effects get serious, or if you notice any side effects not listed in this leaflet, please tell
your doctor or pharmacist.

hildren an lescen
The same side effects that may occur in adults may also occur in children and adolescents.
The following side effect has been seen only in children and adolescents:
Very Common (affects more than 1 in 10 people):
Increase in blood pressure, increased appetite, abnormal muscle movements. These include difficulty
starting muscle movements, shaking, feeling restless or muscle stiffness without pain, increase in the
amount of a hormone called prolactin, in the blood. Increases in the hormone prolactin could in rare
cases lead to the following:
- Boys and girls to have swelling of breasts and unexpectedly produce breast milk
- Girls to have no monthly period or irregular periods.
- Inreased appetite.
- Vomiting.

mmon (may aff 1in 1 le):

- Feeling weak, fainting (may led to falls)
- Stuffy nose.
Overdose:
If you take more quetiapine than prescribed by your doctor, you may feel sleepy, feel faint or dizzy and
have palpitations (a pounding heart beat). Contact your doctor or nearest hospital straight away. Take
Quel® tablets with you.
Pharmacological Properties:
Pharmacodynamic Properties:
Quel®(Quetiapine) is an atypical antipsychotic agent. Quetiapine and the active human plasma metabo-
lite, norquetiapine interact with a broad range of neurotransmitter receptors. Quetiapine and norquetia-
pine exhibit affinity for brain serotonin (SHT2) 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 extra pyramidal side effect (EPS) liability of quetiapine
compared to typical antipsychotics. Additionally, norquetiapine has high affinity for the norepinephrine
transporter (NET). Quetiapine and norquetiapine also have high affinity at histaminergic and adrenergic
alpha receptors, with a lower affinity at adrenergic alpha2 and serotonin SHT1A receptors. Quetiapine
has no appreciable affinity at muscarinic or benzodiazepine receptors.
Pharmacokinetic Properties:
Quetiapine is well absorbed and extensively metabolized following oral administration. The bioavailability
of quetiapine is not significantly affected by administration with food. Quetiapine is approximately 83%
bound to plasma proteins. Steady-state peak molar concentrations of the active metabolite norquetiapine
are 35% of that observed for quetiapine. The elimination half-lives of quetiapine and norquetiapine are
approximately 7 and 12 hours, respectively. The mean clearance of quetiapine in the elderly is approxima-
tely 30 to 50% lower than that seen in adults aged 18 to 65 years. he mean plasma clearance of quetia-
pine was reduced by approximately 25% in subjects with severe renal impairment (creatinine clearance
less than 30 ml/min/1.73m2) and in subjects with hepatic impairment (stable alcoholic cirrhosis), but the
individual clearance values are within the range for normal subjects. The average molar dose fraction of
free quetiapine and the active human plasma metabolite norquetiapine is <5% excreted in the urine.
Quetiapine is extensively metabolized, with parent compound accounting for less than 5% of unchanged
drug-related material in the urine or faeces, following the administration of radio labeled quetiapine.
Approximately 73% of the radioactivity is excreted in the urine and 21% in the faeces.
Special precautions for storage:
Store below 30°C.
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king, talking, eating or other activities while you are a sleep, body temperature decreased (hypoth
inflammation of the pancreas, which causes severe pain in the abdomen and back.

Very rare (affects up to 1 in 10,000 people):

Severe rash, blisters, or red patches on the skin. Worsening of pre-existing diabetes, inappropriate
secretion of a hormone that controls urine volume, breakdown of muscle fibers and pain in muscles
(rhabdomyolysis).

Not known (cannot be estimated from the available data):

Skin rash with irregular red spots (erythema multiforme). Toxic epidermal necrolysis.

The class of medicines to which quetiapine belongs can cause heart rhythm problems, which can be
serious and in severe cases may be fatal

Some side effects are only seen when a blood test is taken. These include changes in the amount of
certain fats (triglycerides and total cholesterol) or sugar in the blood, changes in the amount of thyroid

This is a medicament

« A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.
« Follow strictly the doctor' prescription, the method of use and the instructions
of the pharmacist who sold the medicament
« The doctor and the pharmacist are experts in medicine, s benefits and risks.
« Do not by yourself interrupt the period of treatment prescribed for you.
» Do not repeat the same prescription without consulting your doctor.
« Keep medicament out of the reach of children.
COUNCIL OF ARAB HEALTH MINISTERS
UNION OF ARAB PHARMACISTS

T PHARMA
Total Quality
www.tgpharma.com
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