ARIPIPRACARE 10 mg & 20 mg Tablets
{Aripiprazole}
1.Name of the medicinal product
ARIPIPRACARE 10 mg Tablet
ARIPIPRACARE 20 mg Tablet
2.Qualitative and quantitative composition
For ARIPIPRACARE 10 mg Tablet
Each tablet contains Aripiprazole 10 mg
For the full st of excipients, see section 6.1.
For ARIPIPRACARE 20 mg Tablet
Each tablet contains Aripiprazole 20 m
For the full st of excipients, see section 6.1.
3.Pharmaceutical form
Tablet.
Eor ARIPIPRACARE 10 mg Tablet
White to off white biconvex plain round Tablets
FEor ARIPIPRACARE 20 mg Tablet
White to off white biconvex round Tablets
ulars

4.1 Therapeutic indications
ARIPIPRACARE is indicated for the treatment of in adults and in adol d 15 years and older.
ARIPIPRACARE is indicated for the treatment of moderate to severe manic episodes in Bipolar | Disorder and for the
prevention of a new manic episode in adults who experienced predominantly manic episodes and whose manic episodes
responded to aripiprazole treatment

ARIPIPRACARE is indicated for the treatment up to 12 weeks of moderate to severe manic episodes in Bipolar | Disorder
in adolescents aged 13 years and older.

4.2 Posology and method of administration

Aduits

Schizophrenia: the recommended starting dose for ARIPIPRACARE is 10 or 15 mg/day with a maintenance dose of 15
mg/day administered on a once-a-day schedule without regard to meals. ARIPIPRACARE is effective in a dose range
G110 to 30 majday. Enhanced effcacy at doses highor than a daiy doso of 15 mg has nol beon demonsirated athough
individual patients may benefit from a higher dose. The maximum daily dose should not exceed 30 m

Manic episodes in Bipolar | Disorder: the recommended starting dose for ARIPIPRACARE is 15 mg administered on a
once-a-day schedule without regard to meals as monotherapy or combination therapy. Some patients may benefit from a
higher dose. The maximum daily dose should not exceed 30 mg.

Recurrence prevention of manic episodes in Bipolar | Disorder: for preventing recurrence of manic episodes in pa-
tients, who have been receiving aripiprazole as monotherapy or combination therapy, continue therapy at the same dose.
Adjustments of daily dosage, including dose reduction should be considered on the basis of clinical status.

ic population
Schizophrenia in adolescents aged 15 years and older: he recommendad dose for ARIPIPRACARE is 10 mlday
administered on a onco--day schodule without regard fo meals, Treament should be niated at 2 mg for 2 days, tirated
to'5 mg for 2 additional days to reach the 10mg, te, subsequent

es should be administered in 5 mg increments without exceeding the maximum daily dose of 30 mg. ARIPIPRACARE is
effective in a dose range of 10 to 30 mg/day. Enhanced efficacy at doses higher than a daily dose of 10 mg has not been
demonstrated although individual patients may benefit from a higher dose.

ARIPIPRACARE s not recommended for use in patients with schizophrenia below 15 years of age due to insufficient
data on safety and efficacy.

Manic opisodes in ipolar | Disordr i adolescents agod 13 years and oder: he ecommended doso for ARIPIPRA-
CARE is 10 mg eals. Treatment should be initiated at 2 mg
for 2 days, tirated 1o 5 m for 2 acdtonsl doys 1o reach the racommended daiy dose of 10 mg. The treatment duration
should be the minimum necessary for symptom control and must not exceed 12 weeks.

Enhanced efficacy at doses higher than a daily dose of 10 mg has not been demonstrated, and a daily dose of 30 mgis as-
Sociated with a substantially higher incidence of significant adverse reactions including EPS related events, somnolence,
fatigue and weight gain. Doses higher than 10 mg/day should therefore only be used in exceptional cases and with close
clinical monitoring. Younger patients are at increased risk of experiencing adverse events associated with aripiprazole.
Therefore, ARIPIPRACARE is not recommended for use in patients below 13 years of age.

Irritability associated with autistic disorder: the safety and efficacy of ARIPIPRACARE in children and adolescents
aged below 18 years have not yet been established.

Tics associated with T ’s disorder: the safety and efficacy of ARIPIPRACARE in children and adolescents 6 to
18 years of age have not yet been established

Special population

Special population
Hepatic impairment
No dosage adjustment is required for patients with mild to moderate hepatic impairment. In patients with severe he-
patic impairment, the data available are insufficient to establish recommendations. In these patients dosing should be
managed cautiously. However, the maximum daily dose of 30 mg should be used with caution in patients with severe
hepatic.impairment.
Renal impairm
No dosage adjustment is required in patients with renal impairment.
Elderly
‘The safety and efficacy of ARIPIPRACARE in the treatment of schizophrenia or manic episodes in Bipolar | Disorder in
patients aged 65 years and older has not been established. Owing to the greater sensitivity of this population, a lower
starting dose should be considered when clinical factors warrant.
Gender
No dosage adjustment s requird fr fomale patients as compared to male patients
Smoking st
Aocording o 'ine metabolic pathway of aripiprazole no dosage adjustment is required for smokers.
Dose adjustments due to interaction:
When concomitant administration of strong CYP3A4 or CYP2D6 inhibitors with aripiprazole occurs, the aripiprazole dose
should be reduced. When the CYP3A4 or CYP2DS inhibitor is withdrawn from the combination therapy, aripiprazole
dose should then be increased.
When concomitant administration of strong CYP3A4 inducers with aripiprazole occurs, the aripiprazole dose should be
increased. When the CYP3Ad inducer is withdrawn from the combination therapy, the aripiprazole dose should then be
reduced to the recommended dose.
Method of administration
ARIPIPRACARE is for oral use.
4.3 CONTRAINDICATIONS
Hypersensiityto the acive substanco or t any o the excpients
4.4 Special warnings and precautions for u:
During antpéychoti reatment. improvement  the patents cinical condion may take several days to some weeks.
Patients should be closely monitored throughout this period
Suicidality
The occurrence of suicidal behaviour is inherent in psychotic illnesses and mood disorders and in some cases has been
reported early after initiation or switch of antipsychotic treatment, including treatment with aripiprazole.
Close supervsion ofighisk patients shoud accompany antpsychali treatment

rdiovascular d
Aripiprazole should e used it cauton n patients with known cardiovascular disease (history of myocardial infarction
orischaemic heart disease, heart failure, or conduction abnormalites), cerebrovascular disease, conditions which would
predispose patients to hypotension (dehydration, hypovolemia, and treatment with antihypertensive medicinal products)
or hypertension, including accelerated or malignant. Cases of venous thromboembolism (VTE) have been reported with
antipsychotic medicinal products. Since patients treated with antipsychotics often present with acquired risk factors for
VTE, all possible risk factors for VTE should be identified before and during treatment with aripiprazole and preventive
measures undertaken.
QT prolongation
In clinical trials of aripiprazole, the incidence of QT prolongation was comparable to placebo. Aripiprazole should be used
caution in patients with a family history of QT prolongation.
Tardive dyskinesia
in dlinical trials of one year or less duration, there were uncommon reports of treatment emergent dyskinesia during
treatment with aripiprazole. If appearin a patient dose reduction
or discontinuation should be considered.
These symptoms oan temporaly detriorte o oan eve rse aer dsoontiustion o reatment
Other extra
In pacaiatic inical rals SF aripiprazole akathisia and Parkinsonism wero observed. fsgns and symploms of ohar EPS
appear in a patient taking aripiprazole, dose reduction and close clinical monitoring should be considere
Neuroleptic Malignant Syndrome (NMS
NMS is a potentially fatal symptom complex associated with antpsychots. I cinicaltils, are cases of NMS were
reported during treatment with aripiprazole. Clinical IMS ar altered men-
tal status and evidence of autonomic instabilty (irregular pulse or oo rassur, tadhycardio, diaphoresis and cardiac
dysthythmia). Additional signs may include elevated creatine and acute
renal failure. However, elevated creatine phosphokinase and rhabdomyolysis, not necessarily in association with NMS,
have alo bean reparted. f 2 patient dovelopssigns and symploms indicaive of NMS o prosents with unexplaned bigh
fever without additional ciinical including

Seizure
In lincal s, uncommon casos of sefzure were roported during trostment with ariprazole: Thereforo, aripprazole
should e used wil cauionn patients who have a isoryof with seizures.
Elderly patients with dementia-related psychosis

Increased mortality

Aipiprazole m odary patients wihpeychosis assocaled il Alzhomer's disease, patient reated withariprazole were
atincreased risk of death compared to plac ugh the causes of deaths were varied, most of the deaths appeared
o bo aither cardiovascular (o g heart e, sudden death) or nfoctious (6., preumonia) i natre.

Cerebrovascular adverse reactions

Cerebrovascular adverse reactons (e.g. siroke, lransient ischaeic attack), including fataltes, were reported in pa-

i
Hyperglycaemia, in some cases exireme and associated with ketoacidosis or hyperosmolar coma or death, has been
reported in patients treated with atypical antipsychotics, including aripiprazole. Risk factors that may predispose patients
to severe complications include obssity and familyhistory ofdiabetes, In clinical trials with aripprazol, there were no sig-
nificant differences in iiabetes) or in abnormal
glycaemia laboratory values compared to placebo. Precise risk estimates for hyperg\ycasm\a-re\aled adverse reactions
in patients treated with aripiprazole and with other atypical antipsychotics are ot available to allow direct comparisons.
Patients treated with any antipsychotics, including aripiprazole, should be observed for signs and symptoms of hypergly-
caemia (such as polydipsia, polyuria, polyphagia and weakness) and patients with diabetes mellitus or with risk factors for
diabetes mellitus should be monitored regularly for worsening of glucose control.

Hypersensitvity reactions, characterised by allergic symptoms, may occur with aripiprazole.

Weight

Weight gain is commonly seen in schizophrenic and bipolar mania patients due to co-morbidities, use of antipsychotics
known to cause weight gain, poorly managed lifestyle, and might lead to severe complications. Weight gain has been
reported post-marketing among patients prescribed aripiprazole. When seen, it is usually in those with significant risk fac-
tors such as history of diabetes, thyroid disorder o pituitary adenoma. In dlinical trials aripiprazole has not been shown to
induce clinically relevant weight gain in adults. In clinical trials of adolescent patients with bipolar mania, aripiprazole has
been shown to be associated with weight gain after 4 weeks of treatment. Weight gain should be monitored in adolescent
patients with bipolar mania. If weight gain is clinically significant, dose reduction should be considered.

Dysphagia

Oesophageal dysmotility and aspiration have been associated with the use of antipsychotics, including aripiprazole.
Avpiprazole should bsused caulously In plents s sk o sapiraton pnaumoria

Patients can experience ncreased urges, pamcmany for gambling, and the inability to control these urges while taking ar-
ipiprazole. Other urges, reported, include: increased sexual rges, compulsive shopping, binge or compulsive eating, and
other impulsive and compulsive behaviours. It is important for prescribers to ask patients or their caregivers specifically
about the development of new or increased gambling urges, sexual urges, compulsive shopping, binge or compulsive
eating, or other urges while being treated with aripiprazole. It should be noted that impulse-control symptoms can be as-
sociated with the underlying disorder; however, s, urges were reported to have stopped when the dose was
reduced or the medication was discontinued. Impuise contrl disorders may resultin harm to the patient and others if not

Common Uncommon _| Not known
Leukopenia
Neutropenia
b

Blood and lymphatic
system disorders

Immune system ‘Allergic reaction (e.g. anaphylactic reaction,
disorders angioedema including swollen tongue, tongue
oedema, face oedema, pruritus, or urticaria)
Hyperprolacti- | Diabetic hyperosmolar coma

i Diabetic ketoacidosis

Endocrine disorders

Metabolism and Diabetes mellitus Hypergly- Hyponatremia
nutrition disorders caemia Anorexia
Psychiatric disorders | Insomnia Depression, | Suicide attempt, suicidal ideation and

Anxiety Hyperseuality | completed suicide

recognised Consider dose reduction or stopping the medication if a patient develops such urges while t

ARIPIPRACARE tablets contain lactose. Patients with rare hereditary problems of galactose intolerance, the lapp lactase
deﬂc\sncy or glucose-galactose malabsorption should not take this medicinal product.

nts with ADHD comorbidi

Despme the high comorbidity frequency of Bipolar | Disorder and ADHD, very limited safety data are available on con-

comitant use olarlplpram\s and stimulants; therefore, extreme caution should be taken when these medicinal products
re co-administere

Ealls

Avipiprazole may cause somnolence, postural hypotension, motor and sensory instability, which may lead to falls.

Caution should be taken when treating patients at higher risk, and a lower starting dose should be considered (e.g.,

elderly, or debilitated patients)

4.5 Interaction with other medicinal products and other forms of interaction

Due to its al-adrenergic receptor antagonism, aripiprazole has the potential to enhance the effect of certain antihyper-

tensive medicinal products.

Given the primary CNS effects of aripiprazole, caution should be used when aripiprazole is admi

with alcohol or other CNS medicinal products with overlapping adverse reactions such as sedation.

If aripiprazole is administered concomitantly with medicinal products known to cause QT prolongation or electrolyte im-

balance, caution should be used

Potential for other medicinal products to affect aripiprazole

A gastric acid blocker, the H2 antagonist famotidine, reduces aripiprazole rate of absorption but this effect is deemed not

c |n|ca||y relevant. Aripiprazole is metabolised by multiple pathways involving the CYP2D6 and CYP3A4 enzymes but not

P1A enzymes. Thus, no dosage adjustment is required for smokers.

Qumldms and other CYP2DG6 inhibitors

In a clinical trial in healthy subjects, a strong inhibitor of CYP2DS (quinidine) increased aripiprazole AUC by 107 %, while

Cmax was unchanged. The AUC and Cmax of dehydro-aripiprazole, the active metabolite, decreased by 32 % and 47

%, respecively. Ar\p\prazole dose should be reduced to approximately one-half of its prescribed dose when concomitant

her strong inhibitors of CYP2DS, such as fluoxetine and paroxetine,

may be expected to have similar efects and similar dose reuctions should therefore be appiid.

Ketoconazole and other CYP3A4 inhibitors

In a clinical trial in healthy subjects, a strong inhibitor of CYP3A4 (ketoconazole) increased aripiprazole AUC and Cmax

by 63 % and 37 %, respectively. The AUC and Cmax of dehydro-aripiprazole increased by 77 % and 43 %, respectively.

In CYP2D6 poor metabolisers, concomitant use of strong inhibitors of CYP3A4 may resultin

dence of low serum prolactin levels in females (< 3 ng/mL) and males (< 2 ng/mL) was 37.0 % and 59.4 %, respectively.
Manic episodes in Bipolar | Disorder in adolescents aged 13 years and older

‘The frequency and type of adverse reactions in adolescents with Bipolar | Disorder were similar to those in adults except
for the following reactions: very commonly (> 1/10) somnolence (23.0 %), extrapyramidal disorder (18.4 %), akathisia
(16.0 %), and fatigue (11.8 %); and commonly (> 1/100, < 1/10) abdominal pain upper, heart rate increased, weight
increased, increased appeite, muscle twitching, and dyskinesia

‘The following adverse reactions had a possible dose response relationship; extrapyramidal disorder (incidences were
10mg, 9.1 %; 30 mg, 28.8 %; placebo, 1.7 %); and akathisia (incidences were 10 mg, 12.1 %; 30 mg, 203 %; placebo,
1.7%).

Mean changes in body weight in adolescents with Bipolar | Disorder at 12 and 30 weeks for aripiprazole were 2.4 kg
and5.8 kg, and for placebo 0.2 kg and 2.3 kg, respectively.

In the paediatric population somnolence and fatigue were observed more frequently in patients with bipolar disorder
compared to patients with schizophrenia

In the paediatric bipolar population (10 to 17 years) with exposure up to 30 weeks, incidence of low serum prolactin levels

Pathological gambling, hypersexuality, compulsive shopping and binge or compulsive eating can occur in patient streated

Reporting suspected adverse reactions after registration of the medicinal product is important. It allows continued mon-
itoring of the benefit-risk balance of the medicinal product. Healthcare professionals are asked to report any suspected
adverse reactions at EPVC email ‘pv.report@edaegypt.gov.eg” or company PhV email: pv@multicare-eg.com

In clinical trials and post-marketing experience, accidental or intentional acute overdose of aripiprazole alone was identi-
fied in adult patients with reported estimated doses up to 1,260 mg with no fatalities. The potentially medically important
signs and symptoms observed included lethargy, increased blood pressure, somnolence, tachycardia, nausea, vomiting
and diarrhoea. In addition, reports of accidental overdose with aripiprazole alone (up o 195 mg) in children have been
received with no fatalities. The potentially medically serious signs and symptoms reported included somnolence, transient

Management of overdose should concentrate on supportive therapy, maintaining an adequate airway, oxygenation and
ventiation, and management of symptoms. The possibility of multiple medicinal product involvement should be consid-
ered. Therefore, cardiovascular monitoring should be started immediately and should include continuous e\eclracardmr

lose

hour after aripiprazole, decreased anmprazole Cmax by about 41 % and AUC

Haemodialysis
Although there is no information on the effect of haemodialysis in treating an overdose with aripiprazole, haemodialysis is.

Salivary hyperscretion ‘Abdominal discomfort
Vomiting Stomach discomfort

Hepatobiliary disorders Hepatic failure
Hepatitis

Jaundice

Skin and subcutaneous Rash
tissue disorders Photosensitivity reaction
ecia
Hyperhidrosis
Drug Reaction with Eosinophilia and Systemic
Symptoms (DRESS)

of arpiprazole compared o that In CYP2DG extensive metabolizers, When considering concontant adminisraton of
ketoconazole or other strong CYP3Ad inhibitors with aripiprazole, pmenual nenens should outweigh the potential risks
to the patient. When concomitant adminisration of ketoronazole wilh zole occurs, aripiprazole dose should be
reduced -half of it Other o CYPOAG, such as traconazele and HIV
protease inhibitors may be expected to have similar effects and similar dose reductions should therefore be applied. Upon
discontinuation of the CYP2D6 or CYP3Ad inhibitor, the dosage of aripiprazole should be increased to the level prior to
the initiation of the concomitant therapy. When weak inhibitors of CYP3A4 (e.g. ditiazem) or CYP2D6 (e.g. escitalopram)
are used concomitantly with aripiprazole, modest increases in plasma aripiprazole concentrations may be expected.
Carbamazepine and other CYP3A4 inducers
Following concomitant administration of carbamazepine, a sirong inducer of CYP3A, and oral aripirazole (0 patients

with means of Cmax and AUC for aripiprazole were 68 % and 73
o lower respectively, compared to when aripiprazole (30 mg) was administered alone. Similarly, for dehydro-aripiprazole
the geometric means of Cmax and AUC after carbamazepine co-administration were 69 % and 71 % lower, respectively,
than those following treatment with aripiprazole alone. Aripiprazole dose should be doubled when concomitant administra-
tion of aripiprazole occurs with carbamazepine. Concomitant adh
(such as rifampicin, rifabutin, phenytoin, phenobarbital, primidone, efavirenz, nevirapine and St. John's Wort) may be
expected to have similar effects and similar dose increases should therefore be applied. Upon discontinuation of strong
CYP3A4 inducers, the dosage of aripiprazole should be reduced to the recommended dose.
Valproate and lithium
When either valproate or lithium was administered concomitantly with aripiprazole, there was no cinically significant
change in aripiprazole concentrations and therefore no dose adjustment is necessary when either valproate or lithium
is administered with aripiprazole.
Potential for aripiprazole to affect other medicinal products
In clinical studies, 1 iay doses of aripiprazole had no significant effect on the metabolism of substrates of CY-
P2D6 (dextromethorphan/3-methoxymorphinan ratio), CYP2C9 (warfarin), CYP2C19 (omeprazole). and CYP3A (dex-
tromethorphan). Additionally, aripiprazole and dehydro-aripiprazole did not show potential for altering CYP1A2- mediated
metabolism in vitro. Thus, aripiprazole is unlikely to cause clinically important medicinal product interactions mediated
by these enzymes
When aripiprazole was administered concomitantly with either valproate, lithium or lamotrigine, there was no dlinically
important change in valproate, lthium or lamotrigine concentrations.
Serotonin syndrome
Cases of serotonin syndrome have been reported in patients taking aripiprazole, and possible signs and symptoms for
this condition can occur especially in cases of concomitant use with other serotonergic medicinal products, such as SSRI/
SR, orwith mecicinl producss it are knoun i ncresse arilprszola concentrons

Fertility, pregnancy and lactatior

Pregnancy
There are no adequate and well-controlled trials of aripiprazole in pregnant women. Congenital anomalies have been re-
ported; however, causal relationship with aripiprazole could not be established. Animal studies could not exclude potential
developmental toxicity. Patients must be advised to notify their physician if they become pregnant or intend to become.
pregnant during treatment with aripiprazole. Due to insufficient safety information in humans and concerns raised by
animal reproductive studies, this medicinal product should not be used in pregnancy unless the expected benefit clearly
justifies the potential risk to the foetus.
Newborn infants exposed to antipsycholtics (including aripiprazole) during the wm trimester of pregnancy are at risk of
adverse reactions including extrapyramidal and/or withdrawal symptoms that may vary in severity and duration following
delivery. There have been reports of agitation, hypertonia, hypotonia, tremor, Somnolence. respiratory distress and feed-
ing disorder in these neonates. These complications have varied in severity; while in some cases symptoms have been
self-imited; in other cases neonates have required intensive care unit support and prolonge hospialization. Consequently,
newborn infants should be monitored carefully
These products should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Breast-feeding
Aripiprazole is excreted in human milk. A decision must be made whether to discontinue breast-feeding or to discontinue/
abstain from aripiprazole therapy taking into account the benefit of breast-feeding for the child and the benefit of therapy
for the woman

Fertilty

Avipiprazole did not impair fertlity based on data from reproductive toxicity studies.

4.7 Effects on ability to drive and use machines

Aviiprazole has minor to moderate nfluence on the abilty to drive and use machines dus o potential nervous system and
visual effects, ) syncope, diplopia.

4.8 Undesirable eﬁects

‘Summary of the safety profile

The most commonly reported adverse reactions in placebo-controlled trials are akathisia and nausea each occurring in
more than 3 % of patients treated with oral aripiprazole.

Tabulated list of adverse reactions

The incidences of the Adverse Drug Reactions (ADRs) associated with aripiprazole therapy are tabulated below. The table
is based on adverse events reported during clinical trials and/or post-marketing use.

Al ADRs are listed by system organ class and frequency; very common (2 1/10), common (2 1/100 to < 1/10), uncommon
(z 1/1,000 to < 1/100), rare (= 1/10,000 to < 1/1,000), very rare (< 1/10,000) and not known (cannot be estimated from

tients (mean age: 84 years; range: 78-88 years). Overall, 1.3 % of d patients reported

adverse reactions compared with 0.6 % of placebo-treated patients in these trals. This difference wasnot statistically
significant. However, in one of these trials, a fixed-dose trial, there was a significant dose response relationship for
cerebrovascular adverse reactions in patients treated with aripiprazole (see section 4.8).
Avipiprazole is not indicated for the treatment of patients with dementia-related psychosis.

thin each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
The frequency of adverse reactions reported during post-marketing use cannot be determined as they are derived from
spontaneous reports. Consequently, the frequency of these adverse events is qualified as “not known”

and Rhabdomyolysis
connective tissue Myalgia

disorders Stiffness

Renal and urinary Utinary incontinence
disorders Urinary retention

Restlessness Pathological gambling in females (< 3 ng/mL) and males (< 2 ng/mL) was 28.0 % and 53.3 %, respecively.
Impulse-control disorders Pathological gambling and other impulse control disorders
Binge eatin
Compulsive shopping with aripiprazole (see section 4.4).
Poriomania g o ion:
Aggression
Agitation
Nervousness
Nervous system Akathisia Tardive Neuroleplc Malnant Syncrome (NHS) 45 overvosace
disorders Extrapyramidal dyskinesia [ Grand mal
Dystonia Serotonin syndmme
Tremor Speech disorder
Headache
Sedation
Somnolence
Dizziness
Eye disorders Vision blurred Diplopia Oculogyric crisis loss of consciousness and extrapyraical symptoms.
Cardiac disorders Tachycardia | Sudden unexplained death of overdose
orsades de pointes
QT prolongation
Ventricular arthythmias
Cardiac arrest graphic monitoring to detect possible arrhythmias. Followin
Bradycardia medical supervision and monitoring should continue until the patient recovers.
Vascular disorders Orthostatic | Venous thromboembolism (including pulmonary 9.
hypotension | embolism and deep vein thrombosis) by about 51 %, suggesting that charcoal may be effective in the treatment of overdos
Hypertension Haemodialysi
Respiratory, Tiooups “Aspiration preumonia unlikely to be useful in overdose management since aripiprazole is highly bound to plasma proteins.
thoracic and mediasti- Laryngospasm 5. CLINICAL PHARMACOLOGY
red in combination nal disorders Oropharyngeal spasm 5.1 Pharmacodynamics
Gaslrumuslmal Constipation Pancreatitis other
disorders Dyspepsia Dysphagia Mechanism of action
Diarrhoea

Ithas been proposed that aripiprazole's efficacy in schizophrenia and Bipolar | Disorder is mediated through a combina-
tion of partial agonism at dopamine D2 and serotonin 5-HT1A receptors and antagonism of serotonin 5-HT2A receptors.
Aripiprazole exhibited antagonist properties in animal models of dopaminergic hyperactivity and agonist properties in
animal models of dopaminergic hypoactivity. Aripiprazole exhibited high binding affinity in vitro for dopamine D2 and D3,
serotonin 5-HT1A and 5-HT2A receptors and moderate affinity for dopamine D4, serotonin 5-HT2C and 5-HT7, alpha-1
adrenergic and histamine H1 receptors. Aripiprazole also exhibited moderate binding affinity for the serotonin reuptake
site and no appreciable affinity for muscarinic receptors. Interaction with receptors other than dopamine and serotonin
subtypes may explain some of the other dlinical effects of aripiprazole.

Avipiprazole doses ranging from 0.5 to 30 mg administered once a day 1o healthy subjects for 2 weeks produced a
dosedependent reducuon in me bmdlng of 11C-raclopride, a D2/D3 receptor ligand, to the caudate and putamen detected
by positron emission tom

5.2Pharmacokinetics

Absorption

Avipiprazole i well absorbed, with peak plasma concentrations occurring within 3-5 hours after dosing. Aripiprazole un-
dergoes minimal pre-systemic metabolism. The absolute oral bioavailabiliy of the tablet formulation is 87 %. There is no
elfect ofa mgn fat meal on the pharmacokinetics of aripiprazole.

tributior
Anplpram\e s widely distibuted througho the body with an apparent volume of isributon of 4.9 kg, mmcsxmg exten-

Pregnancy, puerper- Drug withdrawal syndrome neonatal
ium and perinatal
conditions

istribution. At aripiprazole and d ter than 99 %
bound to serum proteins, binding primarily to albumin,

Reproductive system Priapism
and breast disorders
General disorders and | Fatigue
administration site
conditions

Temperature regulation disorder (e.g. hypo-
thermia, pyrexia)

Chest pain

Peripheral oedema

Weight decreased

Weight gain

Alanine Aminotransferase increased
Aspartate Aminotransferase increased
Gamma-glutamyltransferase increased
Alkaline phosphatase increased

QT prolonged

Blood glucose increased

Glycosylated haemoglobin increased
Blood glucose fluctuation

Creatine phosphokinase Increased

Investigations

cription of selected adverse reactions
Adults
Extrapyramidal symptoms (EPS)
Schizophrenia: in a long-term 52-week controlled trial, d patients had a II-ower incidence
(25.8%) of EPS including Parkinsonism, akathisia, dystonia and dysklnssla compared with hose troated wih haloperidol
(57.3 %). In a long-term 26-week placebo-controlled trial, the incidence of EPS was 19 % for aripiprazole-treated patients
and 13.1 % for placebo-treated patients. In another long-term 26-week controlled trial, the incidence of EPS was 14.8 %
for aripiprazole-treated patients and 15.1 % for olanzapine-treated patients.
Manic episodes in Bipolar | Disorder: in a 12-week controlled trial, the incidence of EPS was 23.5 % for aripiprazole-treat-
ed patients and 53.3 % for haloperidol-ireated patients. In another 12-week trial, the incidence of EPS was 26.6 %for
patients treated with aripiprazole and 17.6 % for those treated with lithium. In the long-term 26-week maintenance phase
of a placebo-controlled trial, the incidence of EPS was 18.2 % for aripiprazole-treated patients and 15.7 % for place-
bo-treated patients.
Akathisia
In placebo-controlled trials, the incidence of akathisia in bipolar patients was 12.1 % with aripiprazole and 3.2 % with
placebo. In schizophrenia patients the incidence of akathisia was 6.2 % with aripiprazole and 3.0 % with placebo
Dystonia
Class effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible in-
dividuals during the first few days of treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes.
progressing to tightness of the throat, swallowing difficuly, difficulty breathing, and/or protrusion of the tongue. Whilethese
symptoms can occur at low doses, they occur more frequently and with greater severity with high potency and at higher
doses of first generation antipsychotic medicinal products. An elevated risk of acute dystonia is observed in malesand
younger age groups.
Prolactin

In clinical trials for the approved indications and post-marketing, both increase and decrease in serum prolactin ascom-
pared to baseline was observed with aripiprazole (section 5.1).
Laboratory parameters
Comparisons between aripiprazole and placebo in the proportions of patients experiencing potentially clinically significant
changes in routine laboratory ai parameters (see section 5.1) revealed no medically importantdifferences. Eleva-
tions of CPK (Creatine Phosphokinase), generally transient and asymptomatic, were abserved i 35 %l aripiprazole
treated patients as compared to 2.0 % of patients who received placebo.

I

Schizophrenia in adolescents aged 15 years and older

In a short-term placebo-controlled clinical trial involving 302 adolescents (13 to 17 years) with schizophrenia, the frequen-
cy and type of adverse reactions were similar to those in adults except for the following reactions that were reported more
frequently in adolescents receiving aripiprazole than in adults receiving aripiprazole (and more frequently than placebo):
Somnolence/sedation and extrapyramidal disorder were reported very commonly (2 1/10), and dry mouth, increased ap-
petite, and orthostatic hypotension were reported commonly (= 1/100, < 1/10). The safety profile in a 26-week open-iabel
extension trial was similar to that observed in the short-term, placebo-controlled trial

The safety profile of a long-term, double-blind, placebo~controlled trial was also similar except for the following reactions-
that were reported more frequently than paediatric patients taking placebo: weight decreased, blood insulin increased,
arrhythmia, and leukopenia were reported commonly (2 1/100, < 1/10).

In the pooled adolescent schizophrenia population (13 to 17 years) with exposure up to 2 years, incidence of low serum-
prolactin levels in females (< 3 ng/mL) and males (< 2 ng/mL) was 29.5 % and 48.3 %, respectively. In the adolescent
(13 10 17 years) schizophrenia population with aripiprazole exposure of 5 mg to 30 mg up to 72 months, incidence of low
serum prolactin levels in females (< 3 ng/mL) and males (< 2 ng/mL) was 25.6 % and 45.0 %, respectively.

In two long-term trials with adolescent (13 to 17 years) schizophrenia and bipolar patients treated with aripiprazole, inci-

Avipiprazole is extensively metabolised by the liver primarily by three biotransformation pathways: dehydrogenation,
hydroxylation, and N-dealkylation. Based on in vitro studies, CYP3A4 and CYP2D6 enzymes are responsible for dehydro-
genation and hydroxylation of aripiprazole, and N-dealkylation s catalysed by CYP3A4. Aripiprazole is the predominant
medicinal product moety in systemic circulation. At steady state, dehydro-aripiprazole, the active metabolite, represents
about 40 % of aripiprazole AUC in plasma.
Elimination
The mean elimination half-lives for aripiprazole are approximately 75 hours in extensive metabolisers of CYP2D6 and
approximately 146 hours in poor metabolisers of CYP2D6.
‘The total body clearance of aripiprazole s 0.7 mijmin/kg, which is primarily hepaic.
Following a single oral dose of [14C}-abelled aripiprazol 27 % of th radioactivity was
recovered in the urine and approximately 60 % in the faeces. Less than 1 % of unchanged aripiprazole was excreted in
the urine and approximately 18 % was recovered unchanged in the faeces.
Paediatric population

he pharmacokinetics of aripiprazole and dehydro-aripiprazole in paediatric patients 10 to 17 years of age were similar to
mase in adults after correcting for the differences in body weights.

E/der/y
There are no differences in the pharmacokinetics of aripiprazole between healthy elderly and younger adult subjects, nor
is there any detectable effect of age in a population pharmacokinetic analysis in schizophrenic patients.

Gender
There are no differences in the pharmacokinetics of aripiprazole between healthy male and female subjects nor is there
any detectable effect of gender in a population pharmacokinetic analysis in schizophrenic patients.

Smoking

Population pharmacokinetic evaluation has revealed no evidence of clinically significant effects from smoking on the
pharmacokinetics of aripiprazole.

ace
Population pharmacokinetic evaluation showed no evidence of race-related differences on the pharmacokinetics of ar-
ipiprazole.
Renal impaiment
The pharmacokinetic characteristics of aripiprazole and dehydro-aripiprazole were found to be similar in patients with
severe renal disease compared to young healthy subjects.
Hepatic impairment
Asingle-dose study in subjects with varying degrees of liver cirthosis (Child-Pugh Classes A, B, and C) did not reveal a
significant effect of hepatic impairment on the of aripiprazole and dehyd le, but the study
included only 3 patients with Class C liver cirthosis, which is insufficient to draw conclusions on their metabolic capaciy.
6.Pharmaceutical particulars
6.1 List of excipients
For ARIPIPRACARE 10 mg Tablet
Maize starch, low substituted hydroxypropyl cellulose ES, lactose Crospovidone XL10, C
sodium, microcrystalline cellulose (Avicel PH 101), and magnesium stearate
For ARIPIPRACARE 20 mg Tablet
Maize starch, low substituted hydroxypropyl cellulose E5, lactose monohydrate DC, Sodium Starch Glycolate (Type A),
microcrystalline cellulose (Avicel PH 102), Colloidal Silicone Dioxide ( Aerosil 200) and magnesium stearate
6.2 Shelf life
For ARIPIPRACARE 10 mg Tablet
3 years
For ARIPIPRACARE 20 mg Tablet
3 years
6.3 Special precautions for storage
Store at temperature not exceeding 30 °C, in a dry place
6.4 Nature and contents of container
E

Carton box containing 1.2 or 3 (AL opaque white PVC) strips, each of 10 tablets and an inner leaflet
For ARIPIPRACARE 20 mg Tablet
Carton box containing 2 (ALI opague white PVC) strips, each of 10 tablets and an inner leaflet.

6.5 Manufacturer & Licensor Information S
Manufacturer g
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Licensor =

o
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