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Read all of this leaflet carefully before you start taking d
this medicine

- Keep this leaflet. You may need to read it again.

-If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to
others. It may harm them, even if their symptoms are the same as
yours.

- If any of the side effects gets serious, or if you notice any side
effects not listed in this leaflet, please tell your doctor or
pharmacist.

In this leaflet:

1.What ARINA® ODT is and what it is used for.

2. Before you take ARINA® ODT.

3. How to take ARINA® ODT.

4. Possible side effects.

5. How to store ARINA® ODT.

6. Further information

1. What ARINA® ODT is and what it is used for
Pharmacotherapeutic group

Atypical antipsychotic. ATC code: NOSAX12.

Therapeutic indications

ARINA® ODT s indicated for the treatment of

1. Schizophrenia

2. Bipolar | Disorder

- Acute Treatment of Manic and Mixed Episodes

ARINA® ODT is indicated for the acute treatment of manic and
mixed episodes associated with bipolar | disorder, both as
monotherapy and as an adjunct to lithium or valproate.

- Maintenance Treatment of Bipolar | Disorder

ARINA® ODT is indicated for the maintenance treatment of
bipolar | disorder, both as monotherapy and as an adjunct to either
lithium or valproate.

3. Adjunctive Treatment of Major Depressive Disorder:

ARINA® ODT is indicated for use as an adjunctive therapy to
antldeprsssams for the treatment of major depressive disorder

MD|

4. \mtab\lﬂy Associated with Autistic Disorder:

ODT is indicated for the treatment of irritability
associated with autistic disorder.
5. Special Considerations in Treating Pediatric Schizophrenia,

Bipolar | Disorder, and Irritability Associated with Autistic Disorder:
Psychiatric disorders in children and adolescents are often serious
mental disorders with variable symptom profiles that are not
always congruent with adult diagnostic criteria. It is recommended
that psychotropic medication therapy for pediatric patients only be
initiated after a thorough diagnostic evaluation has been
conducted and careful consideration given to the risks associated
with medication treatment. Medication treatment for pediatric
patients with schizophrenia, bipolar | disorder, and irritability
associated with autistic disorder is indicated as part of a total
treatment program that often includes psychological, educational,
and social interventions.
2. Before you take ARINA® ODT
A.Do not Take ARINA® ODT
Known hypersensitivity reaction to
ranged from pruritus/urticaria to anaphyTaxls
B. Take special care with ARINA® ODT
Use in Elderly Patients with Dementia-Related Psychosis, Increased
Mortality.
Elderly Eat\ems with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death.
ARINA® ODT (Aripiprazole ) is not approved for the treatment of
patients with dementia-related psychosis.
Compulsive or uncontrollable urges to gamble, binge eat, shop, and
have sex have been reported with the use of the antipsychotic drug
aripiprazole. These uncontrollable urges were reported to have
stopped when the medicine was discontinued or the dose was
reduced. These impulse-control problems are rare, but they may
result in harm to the patient and others if not recognized.
Cerebrovascular Adverse Events, Including Stroke: In
placebo-controlled clinical studies (two flexible dose and one fixed
dose study) of dementia-related psychosis, there was an increased
incidence of cerebrovascular adverse events (eg, stroke, transient
ischemic attack), including fatalities, in Ar\p\prazo\e-{reated
patients (mean age: 84 years; range: 78-88 years). In the fixed-dose
study, there was a statistically significant dose response
relationship for cerebrovascular adverse events in patients treated
with Aripiprazole. Aripiprazole is not approved for the treatment of
patients with dementia-related psychosis.
Safety Experience in Elderry Patients with Psychosis
Associated with Alzheimer’s Disease
The safety and efficacy of ARINA® ODT in the treatment of
patients with psychosis associated with dementia have not been
established
If the prescriber elects to treat such patients with ARINA® ODT,
?Hance should be exercised, particularly for the emergence of
difficulty swallowing or excessive somnolence, which could
predispose to accidental injury or aspiration.
Clinical Worsening of Depression and Suicide Risk
Patients with major depressive disorder (MDD), both adult and
pediatric, mar experience worsenmg of their depression and/or the
emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant
medications, and this risk may persist until significant remission
occurs. Suicide is a known risk of depression and certain other
psychiatric disorders, and these disorders themselves are the
strongest predictors of suicide. There has been a long-standing
concer, however, that antidepressants may have a role in inducing
worsening of depression and the emergence of suicidality in certain
patients during the early phases of treatment. Pooled analyses of
short-term, placebo-controlled trials of antidepressant drugs (SSRIs
and others) showed that these drugs increase the risk of suicidal
thinking and behavior (suicidality) in children, adolescents, and
young adults (ages 18-24) with MDD and other psychiatric
disorders. Short-term studies did not show an increase in the risk of
suicidality with antidepressants compared to placebo in adults
beyond age 24; there was a reduction with antidepressants
compared to placebo in adults aged 65 and older.
It is unknown whether the suicidality risk extends to longer-term
use, ie, beyond several months. However, there is substantial
evwdence from placebo-controlled maintenance trials in adults with
P that the use of P 1ts can delay the recurrence
of depression.
All patients being treated with antidepressants for any
indication should be monitored appropriately and
observed closely for clinical worsening, suicidality, and
unusual changes in behavior, especially during the initial
few months of a course of drug therapy, or at times of
dose changes, either increases or decreases.
The following symptoms, anxiety, agitation, panic attacks,
insomnia, ‘\rritabihtf/, hostility, aggressiveness, impulsivity, akathisia
(psychomotor restlessness), hypomania, and mania, have been
reported in adult and pediatric patients being treated with
antidepressants for MDD as well as for other indications, both
psychiatric and nonpsychiatric. Although a causal link between the
emergence of such symptoms and either the worsenmg
depression and/or the emergence of suicidal impulses has not be
established, there is concern that such symptoms may represent
precursors to emerging suicidality.
Consideration should be given to changing the therapeutic
regimen, including possibly discontinuing the medication, in
patients whose depression is persistently worse, or who are
experiencing emergent suicidality or symptoms that might be
precursors to worsening depression o suicidality, especially if these
symptoms are severe, abrupt in onset, or were not part of the
patient’s presenting symptoms.
Families and careglvers of patients being treated with
for major disorder or other
indications, both sychlatrlc and nonpsychiatric, should be
alerted about tﬁe need to monitor patients for the
emergence of agitation, irritability, unusual changes in
behavior, and the other symptoms described above, as
well as the emergence of suicidality, and to report such
symptoms immediately to healthcare providers. Such
monitoring should include daily observation by families
and caregivers. Prescriptions for ARINA® ODT should be written
for the smallest quantity of tablets consistent with good patient
management, in order to reduce the risk of overdose.
Screening Patients for Bipolar Disorder: A major depressive
episode may be the initial presentation of bipolar disorder. It is
generally be‘{ieved (though not established in controlled trials) that
treating’ such an episode with an antidepressant alone may
increase the likelihood of precipitation of a mixed/manic episode in
patients at risk for bipolar disorder. Whether any of the symptoms
described above represent such a conversion is unknown. However,
prior to initiating treatment with an antidepressant, patients with
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Eressive symptoms should be adequately screened to determine
if they are at risk for bipolar disorder; such screening should include
a detailed psychiatric history, including a family history of suicide,
bipolar disorder, and depression.
It should be noted that ARINA® ODT is not approved for use in
treatmg depressmn in the pedlatnc popu\atmn
y NMS): A p fatal

symptom comp\ex sometimes referred to as Neuroleptic Malignant i
Syndrome (NMS) may occur with administration of antipsychotic
drugs, including Aripiprazole. Rare cases of NMS occurred during
Aripiprazole treatment in the worldwwde clinical database. Clinical

of NMS are h , muscle rigidity, altered
mental status, and evidence of autonomic instability (irregular
pulse or blood pressure, tachycardia, diaphoresis, and cardiac
dysrhythmia). Additional signs may include elevated creatine
?h‘csphokmase, myoglobinuria (rhabdomyolysis), and acute renal
ailure.
The diagnostic evaluation of patients with this syndrome is
complicated. In arriving at a diagnosis, it is important to exclude
cases where the clinical presentation includes both serious medical
illness (eg, pneumonia, systemic infection) and untreated or
inadequately treated extrapyramidal swgfns and symptoms (EPS).
Other important considerations in the differential diagnosis include
central anticholinergic toxicity, heat stroke, drug fever, and primary
central nervous system patho\oﬁ
The management of NMS shoul dvmclude.
1) immediate discontinuation of antipsychotic drugs and other
dvugs not essential to concurrent therapy;

mtenswe Sy é)lomauc treatment and medical monitoring;

) treatment of any concomitant serious medical problems for
wh\(h specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for
uncomplicated NMS.

If a patient requires antipsychotic drug treatment after recovery
from NMS, the potential reintroduction of drug therapy should be
carefully considered. The patient should be carefully monitored,
since recurrences of NMS have been reported.

Tardive Dyskinesia: A syndrome of potentially irreversible,
involuntary, dyskinetic movements may develop in patients treated
with antipsychotic drugs.

Although the prevalence of the syndrome appears to be highest
among the elderly, especially elderly women, it is impossible to rely
upon prevalence estimates to predict, at the inception of
antipsychotic treatment, which patients are likely to develop the
syndrome. Whether antipsychotic drug products differ in  their
potential to cause tardive dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood that it
will become irreversible are believed to increase as the duration of
treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can
develop, although much less commonly, after reral'\ve\y brief
treatment periods at low doses.

Metabolic Changes: Atypical antipsychotic drugs have been
associated with metabolic changes that include hyperglycemia/dia-
betes mellitus, dyslipidemia, and body weight gain. While all drugs
in the class have been shown to produce some metabolic changes,
each drug has its own specific risk profile.
Hyperglycemia/Diabetes Mellitus: 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
hyperg\f/cem\a-related adverse 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 atzp\(a\ antipsychotics should be monitored 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 atypical
antipsychotics should be monitored for symptoms of hyperglycemia
including polydipsia, polyuria, polyphagia, and weakness. Patients
who develop symptoms of hyperglycemia during treatment with
atypical antipsychotics should undergo fasting blood glucose
testing. In some cases, hyperglycemia has resolved when the
atypical antipsychotic was discontinued; however, some patients
required ~ continuation  of anti-diabetic  treatment despite
discontinuation of the suspect drug.
Duslimidemin Undesrble altorati

in lipids have been
observed in patients treated with atypical antipsychotics.

There were no significant differences between Aripiprazole-and
placebo-treated patients in the proportion with changes from
normal to clinically significant levels for fasting/nonfasting total

illnesses is limited
c.Taking other medicines, herbal or dietary supplements:
Please inform your doctor or pharmacist if you are taking or have
recently taken any other medications, including over-the-counter
medicines, including herbal medicines.
Given the primary CNS effects of Aripiprazole, caution should be
used when ARINA® ODT s taken in combination with other
centrally acth drugs or alcohol.
Due to its alpha adrenerF\c antagonism, Aripiprazole has the
potential to enhance the effect of certain antihypertensive agents.
Potential for Other Drugs to Affect ARINA® ODT
Aripiprazole is not a substrate of CYP1A1, CYP1A2, CYP2A6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2E1 enzymes.
Aripiprazo\e also does not undergo direct glucuronidation. This
uggests that an interaction of Aripiprazole with inhibitors or
ucers of these enzymes, or other factors, like smoking, is unlikel
Bolh CYP3A4 and CYP2D6 are respons|b|e for Anp\prazoP/e
metabolism. Agents that induce CYP3A4 (eg, carbamazepine)
could cause an increase in Aripiprazole clearance and lower blood
levels. Inhibitors of CYP3A4 (eg, ketoconazole) or CYP2D6 (eg
quinidine, fluoxetine, or ine) can inhibit Ari

No dosage adjustment of venlafaxine is required when Aripiprazole
is added to venlafaxine.

Fluoxetine, Paroxetine, and Sertraline

A population pharmacokinetic analysis in patients with major
depressive disorder showed no substantial change in plasma
concentrations of fluoxetine (20 mg/day or 40 mg/day), paroxetine
CR (37.5 mg/day or 50 mg/day), or sertraline (100 mg/day or 150
mg/day) dosed to steady-state. The steady-state plasma
concentrations of fluoxetine and norfluoxetine increased by about
18% and 36%, respectively, and concentrations of paroxetine
decreased by about 27%. The steady-state plasma concentrations
of sertraline and desmethylsertraline were not substantially
changed when ~these antidepressant therapies  were
i with Aripiprazole. dosing was 2
mg/day to 15 mg/day (when given with fluoxetine or paroxetine) or
2 mg/day to 20 mg/day (when given with sertraline).

d. Taking with food and drink:

You should take ARINA® ODT without food.

e. Pregnancy and breast-feeding:

elimination and cause increased blood levels,
Ketoconazole and Other CYP3A4 Inhibitors
Coadministration of ketoconazole (200 mg/day for 14 days) with a
15 mg single dose of Aripiprazole increased the AUC of Aripiprazole
and its active metabolite by 63% and 77%, respectively. The effect
of a higher ketoconazole dose (400 mg/day) has not been studied.
When ketoconazole is given concomitantly with Aripiprazole, the
Aripiprazole dose shou\g be reduced to one-half of its normal dose.
Other strong inhibitors of CYP3A4 (itraconazole) would be
expected to have similar effects and need similar dose reductions;
moderate inhibitors (erythromycin, grapefruit juice) have not been
studied. When the CYP3A4" inhibitor is withdrawn from the
combination therapy, the Aripiprazole dose should be increased.
Quinidine and Ot{mr CYP2D6 Inhibitors
Coadministration of a 10 mg single dose of Aripiprazole with
quinidine (166 mg/day for 13 days), a potent inhibitor of CYP2D6,
increased the AUC of Anplﬁrazole by 112% but decreased the AUC
of its active dro-Aripiprazole, by 35%. Aripi
dose should be reduced to one-half of its normal dose when
quinidine is given concomitantly with Aripiprazole. Other significant
inhibitors of CYP2D6, such as fluoxetine or paroxetine, would be
expected to have similar effects and should lead to similar dose
reductions. When the CYP2D6 inhibitor is withdrawn from the
combination therapy, the Aripiprazole dose should be increased.
When adjunctive ARINA® ODT is administered to patients with
major depressive disorder, ARINA® ODT should be administered
without dosage ad]usrmem
Carbamazepine and Other CYP3A4 Inducers
Coadministration of carbamazepine (200 mg twice daily), a potent
CYP3A4 inducer, with Aripiprazole (30 mg/day) resulted in an
approximate 70% decrease in Cmax and AUC values of both
Anp\prazo\e and its active metabolite, dehydro-Aripiprazole . When
dded to Aripij therapy, Aripiprazole dose
shou\d be doubled. Additional dose increases should be based on
clinical eval When c e is withdrawn from the
combination therapy, the Aripiprazole dose should be reduced.
Potential for ARINA® ODT to Affect Other Drugs
Avripiprazole is unlikely to cause clinically important pharmacokinet-
ic interactions with drugs metabolized by cytochrome P450
enzymes. In in vivo studies, 10 mg/day to 30 mg/day doses of
Avripiprazole had no significant effect on metabolism by CYP2D6
(dextromethorphan), CYP2C9 (warfarin), CYP2C19 (omeprazole,
warfarin), and  CYP3A4  (dextromethorphan)  substrates.
Additionally, Aripiprazole and dehydro-Aripiprazole did not show
potential for altering CYP1A2-mediated metabolism in vitro.
No effect of Aripiprazole was seen on the pharmacokinetics of
lithium or valproate.
Alcohol
There was no significant ~difference between Aripiprazole
coadministered with ethanol and placebo coadministered with
ethanol on performance of gross motor skills or stimulus response
in healthy subjects. As with most psychoactive medications,
patiems should be advised to avoid alcohol while taking ARINA®
ODT.

Drugs Havmg No Clinically Important Interactions with

ARINA® ODT

Famotidine

Coadministration of Aripiprazole (given in a single dose of 15 mg)

with a 40 mg sm?(le dose of the H2 antagonist famotidine, a potent
astric acid blocker, decreased the solubility of Aripiprazole and,
ence, its rate ofabsorpu'on, reducing by 37% and 21% the Cmax

of Aripiprazole and dehydro-Aripiprazole, respectively, and by 13%

and 15%, respectively, the extent of absorption (AUC). No dosage

adjustment of Aripiprazole is required when administered

concomltamly with famotidine.

Valproate

When valproate (500 mg/day-1500 mg/day) and Aripiprazole (30

mg/day) were coadministered, at steady-state the Cmax and AUC

of Aripiprazole were decreased by 25%. No dosage adjustment of

Aripiprazole is required when administered concomitantly with

valproate.

\I\/hen Anplprazole (30 mg/day) and valproate (1000 mg/day) were

cholesterol, fasting triglycerides, fasting LDLs, and fasting/nonfast-
ing HDLs.

Analyses of patients with at least 12 or 24 weeks of exposure were
limited by small numbers of patients.

Orthostatic Hyp ripiprazole may cause orthostatic
hypotension, perhaps due to its al-adrenergic receptor
antagonism

Avripiprazole should be used with caution in patients with known
cardiovascular disease (history of myocardial infarction or ischemic
heart disease, heart failure or conduction abnormalities),
cerebrovascular disease, or conditions which would predispose
patients to hypotension (dehydration, hypovolemia, and treatment
with antihypertensive medications)
If parenteral benzodiazepine therapy is deemed necessary in
addition to Aripiprazole injection treatment, patients should be
momtored for excessive sedauon and for orthostatic hypotension.
and ytosis: Class Effect:
Inclinical trial and/or postmarketmg experience, events of
leukopenia/neutropenia have been reported temporally related to
antipsychotic agents, including ARINA® ODT . Agranulocytosis has
also been reported.
Possible risk factors for leukoper include

-

tate there were no dlinically significant
changes in the Cmax or AUC of valproate. No dosage adjustment of
valproate is required when administered concomitantly with
Avripiprazole,

Lithium

A pharmacokinetic interaction of Aripiprazole with lithium is
unlikely because lithium is not bound to plasma proteins, is not
metabolized, and is almost entirely excreted unchanged in urine.
Coadministration of therapeutic doses of lithium (1200
mg/day-1800 mg/day) for 21 days with Avipiprazole (30 mg/day
did not result i clinically significant changes in the pharma:okmet

Pregnancy

ic Effects
Pregnancy Category C: In  animal studies, Aripiprazole
demonstrated  developmental  toxicity, including  possible

teratogenic effects in rats and rabbits.

There are no adequate and well-controlled studies in pregnant
women. It is not known whether Aripiprazole can cause fetal harm
when administered to a pregnant woman or can affect
reproductive capacity. Neonates exposed to antipsychotic drugs
during the third trimester of pregnancy are at risk for
extrapyramidal 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 comﬁﬁtaﬁons 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.

Avripiprazole should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Labor and Deliver,

The effect of Aripiprazole on labor and delivery in humans is
unknown.

Nursing Mothers

Avripiprazole is excreted in human breast milk. A decision should be
made whether to discontinue nurs‘m% or to discontinue the drug,
taking into account the importante of the drug to the mother.

3. How to take ARINA® ODT :

Always take ARINA® ODT exactly as your doctor has told you. You
should check with your doctor or pharmacist if you are not sure,
ARINA® ODT are taken every day as a single daily dose.

ARINA® ODT break easily, so you should handle the tablets
carefully. Do not handle the tablets with wet hands as the tablets
may break up.

Hold the blister strip at the edges and separate one blister cell
from the rest of the strip by gently tearing along the perforations
around it.

2. Carefully peel off the backing.

3. Place the tablet on your tongue. The tablet will rapidly
disintegrate and can be swallowed without water.

Schizophrenia

Adults: Dose Selection: The recommended starting and target dose
for ARINA® ODT is 10 mg/day or 15 mg/day administered on a
once-a-day schedule without regard to meals. ARINA® ODT has
been systematically evaluated and shown to be effective in a dose
range of 10 mg/day to 30 mg/day; however, doses higher than 10
mg/day or 15 mg/day were not more effective than 10 mag/day or
15 mg/day. Dosage increases should generally not be made before
2 weeks, the time needed to achieve steady-state.

Maintenance Treatment: Patients should be periodically reassessed
to determine the continued need for maintenance treatment.
Adolescents: Dose Selection: The recommended target dose of
ARINA® ODT is 10 mg/day. Aripiprazole was studied in adolescent
patients 13 to 17 years of age with schizophrenia at daily doses of
10 mg and 30 mg. The starting daily dose of the tablet formulation
in these patients was 2 mg, which was titrated to 5 mg after 2 days
and to the target dose of 10 mg after 2 additional days. Subsequent
dose increases should be administered in 5 mg increments. The 30
mg/day dose was not shown to be more efficacious than the 10
mg/?ay dose. ARINA® ODT can be administered without regard to
meals.

Maintenance Treatment: It is generally recommended that
responding patients be continued beyond the acute response, but
at the lowest dose needed to maintain remission. Patients should
be periodically reassessed to determine the need for maintenance
treatment.

Switching from Other Antipsychotics

There are no systematically collected data to specifically address
switching patients with schizophrenia from other antipsychotics to
ARINA® ODT or concerning concomitant administration with
other antipsychotics. While immediate discontinuation of the
previous antipsychotic treatment may be acceptable for some
patients with schizophrenia, more gradual discontinuation may be
most appropriate for others. In all cases, the period of overlapping
antipsychotic administration should be minimized.

Bipolar | Disorder

Acute Treatment of Manic and Mixed Episodes

Adults: The recommended starting dose in adults is 15 mg given
once daily as monotherapy and 10 mg to 15 mg given once daily as
adjunctive therapy with lithium or valproate. ARINA® ODT can be
given without regard to meals. The recommended target dose of
ARINA® ODT is 15 mg/day, as monotherapy or as adjunctive
therapy with lithium or valproate. The dose may be increased to 30
mag/day based on clinical response. The safety of doses above 30
mg/day has not been evaluated in clinical trials.

Pediatrics: The recommended starting dose in pediatric patients (10

ics of Aripiprazole or its active dehydro
(Cmax amr AUC increased by less than 20%). No dosage
ad ustment of Aripiprazole is required when administered
concornilamly with lithium.

Coadministration of Aripiprazole (30 mg/day) with lithium (900
mg/day) did not result in clinically significant changes in the
pharmacokinetics of lithium. No dosage adjustment of lithium is
required when admini i concomitantly with Aripiprazol
Lamotrigine

Coadministration of 10 mg/day to 30 mg/day oral doses of

pre-existing low white blood cell (oum (WBC) and history of
drug-induced \eukofema/neutr?ema Patients with a history ofa
clinically significant low WBC or drug-induced

for 14 days to patients with bipolar [ disorder had no
effect on the steady-state pharmacokinetics of 100 mg/day to 400
mg/day \amomgme a UDP-glucuronosyltransferase 1A4 substrate.

nia should have their comple\e lood count (CBC) monnored
frequently duvm? the first few months of therapy and
discontinuation of ARINA® ODT should be considered at the first
sign of a clinically significant decline in WBC in the absence of other
causative factors.
Patients with clinically significant neutropenia should be carefully
monitored for fever or other symptoms or signs of infection and
treated promptly if such symptoms or signs occur. Patients with
severe neutropenia (absolute neutrophil count <1000/mm3
should discontinue ARINA® ODT and have their WBC followed
until recovery.
Seizures/Convulsions: As with other antipsychotic drugs,
Avripiprazole should be used cautiously in patients with a history of
seizures or with conditions that lower the seizure threshold, eg,
Alzheimer's dementia. Conditions that lower the seizure threshold
may be more prevalent in a population of 65 years or older.
Potential for Cognitive and Motor Impairment: ARINA®
ODT, like other antipsychotics, may have the potential to impair
judgment, thinking, or motor skills. Despite the relatively modest
mcveased incidence of these events compared to placebo, patients
should be cautioned about operating hazardous machinery,
including automobiles, until they are reasonably certain that
therapy with ARINA® ODT does not affect them ag\/erse\y.
Body Temperature Regulation: Disruption of the body’s ability
to reduce core body temperature has been attributed to
antipsychotic agents. Appropriate care is advised when prescribing
Aripiprazole for patients who will be experiencing conditions which
may contribute to an elevation in core body temperature, (eg,
exercising strenuously, exposure to extreme heat, receiving
concomitant medication with anticholinergic activity, or being
subject to dehydration).
Suicide: The possibility of a suicide attempt is inherent in psychotic
\\Inesses, bipolar disorder, and major depressive disorder, and close
supervision of high-risk patients should accompany drug therapy.
Prescriptions for ARINA® ODT should be written for the smallest
quantity consistent with good patient in order to

No dosage ad| of lamotrigine is required when Aripiprazole
is added to lamotrigine.

Dextromethorphan

Avripiprazole at doses of 10 mg/day to 30 mg/day for 14 days had
no effect on dextromethorphan’s O-dealkylation to its ‘major
metabolite, dextrorphan, a pathwa}/fdependent on CYP2D6 activity.
Aripiprazole also had no effect on dextromethorphan's
N-demethylation to its metabolite 3-methc I

o

to 17 years) as is 2 mg/day, with titration to 5 mg/day
after 2 days, and a target dose of 10 mg/day after 2 additional days.
Recommended dosing as adjunctive therapy to lithium or valproate
is the same. Subsequent dose increases, if needed, should be
administered in 5 mg/day increments. ARINA® ODT can be given
without regard to meals.

Maintenance Treatment: The recommended dose for maintenance
treatment, whether as monotherapy or as adjunctive therapy, is the
same dose needed to stabilize patients during acute treatment,
both for adult and pediatric patients. Patients should be periodically
reassessed to determine the continued need for maintenance
treatment.

Adjunctive Treatment of Major Depressive Disorder
Adults: Dose Selection: The recommended starting dose for
ARINA® ODT as adjunctive treatment for patients already taking
an antidepressant is 2 mg/day to 5 mg/day The efficacy of ARINA®

=

ODT as an adjunctive therapy for major depi disorder was
established wwthm a dose range of 2 mg/day to 15 mg/day. Dose
adjustments of up to 5 mg/day should occur gradually, at intervals
of no less than 1 week

Maintenance Treatment: The efficacy of ARINA® ODT for the

pathway dependent on CYP3A4 activity. No dosage adjustment of
dextromethorphan is required when administered concomitantly
with Aripiprazole.

Warfarin

Aripiprazole 10 mg/day for 14 days had no effect on the
pharmacokinetics of R-warfarin and S-warfarin or on the
pharmacodynamic end point of International Normalized Ratio,
indicating the lack of a clinically relevant effect of Aripiprazole on
CYP2C9 and CYP2C19 metabolism or the binding of highly
protein-bound warfarm No dosage adjustment of “warfarin is
required when i concomitantly with Aripiprazol
Omeprazole

Aripiprazole 10 mg/day for 15 days had no effect on the
pharmacokinetics of a single 20 mg dose of omeprazole, a
CYP2C19 substrate, in healthy subjects. No dosage adjustment of
omeprazole is required when adminislered concomitantly with
Aripiprazole .

Lorazepam

Coadministration of lorazepam injection (2 mg) and Aripiprazole
injection (15 mg) to healthy subjects (n=40: 35 males and 5
females; ages 19-45 years old) did not result in clinically important
changes in the pharmacokinetics of either drug. No dosage
adjustment of Aripiprazole is required when  administered
concomitantly with lorazepam. However, the intensity of sedation
was greater with the combination as compared to that observed
with Aripiprazole alone and the orthostatic hypotension observed
was ?reater with the combination as compared to that observed
with orazepam alone.

Esc

reduce the risk of overdose.

Dysphagia: Esophageal dysmotility and aspiration have been
associated with antipsychotic drug use, including ARINA® ODT.
Aspiration pneumonia is a common cause of morbidity and
mortality in elderly patients, in particular those with advanced
Alzheimer's dementia. Aripiprazole and other antipsychotic drugs
should be used cautiously in patients at risk for aspiration
pneumonia.

Use in Patients with Concomitant lliness: Clinical experience
with ARINA® ODT in patients with certain concomitant systemic

Coadministration of 10 mg/day oral doses of Aripiprazole for 14
days to healthy subjects had no effect on the steady-state
pharmacokinetics of 10 mg/day escitalopram, a substrate of
CYP2C19 and CYP3A4. No dosage adjustment of escitalopram is
required when Aripiprazole is added to escitalopram.
Venlafaxine

Coadministration of 10 mg/day to 20 mg/day oral doses of
Aripiprazole for 14 days to healthy subjects had no effect on the
steadystate pharmacokinetics of venlafaxine and O-desmethylvenla-
faxine following 75 mg/day venlafaxine XR, a CYP2D6 substrate.

adjunctive maintenance treatment of major depi disorder has

not been evaluated. While there is no body of evidence available to
answer the question of how long the patient treated with ARINA®
ODT should be maintained, patients should be periodically
reassessed to determine the continued need for maintenance
treatment.
Irritability Associated W|th Autistic Disorder

ediatric Patients: D ion: The efficacy of Aripiprazole has
been established in the treatmem of pediatric patients 6 to 17
years of age with irritability associated with autistic disorder at
doses of 5 mg/day to 15 mg/day. The dosage of ARINA® ODT
should be individualized according to tolerability and response.
Dosing should be initiated at 2 mg/day. The dose should be
increased to 5 mg/day, with subsequent increases to 10 mg/day or
15 mg/day if needed. Dose adjustments of up to 5 mg/day should
occur gradually, at intervals of no less than 1 week.

Maintenance Treatment: The efficacy of ARINA® ODT for the
maintenance treatment of irritability associated with autistic
disorder has not been evaluated. While there is no body of evidence
available to answer the question of how long the patient treated
with ARINA® ODT should be maintained, patients should be
periodically reassessed to determine the continued need for
maintenance treatment.

Dosage Adjustment

Dosage adjustments in adults are not routinely indicated on the
basis of age, gender, race, or renal or hepatic impairment status.
Dosage adjustment for patients taking Aripiprazole concomitantly
with strong CYP3A4 inhibitors: When concomitant administration
of Aripiprazole with strong CYP3A4 inhibitors such as ketoconazole
or clarithromycin is indicated, the Aripiprazole dose should be
reduced to one-half of the usual dose. When the CYP3A4 inhibitor
is withdrawn from the combination therapy, the Aripiprazole dose
should then be increased.

Dosage adjustment for patients taking Aripiprazole concomitantl
with _potential CYP2D6__inhibitors:  When  concomitant
administration of potential CYP2D6 inhibitors such as quinidine,
fluoxetine, or paroxetine with Aripiprazole occurs, Aripiprazole dose
should be reduced at least to one-half of its normal dose. When the
CYP2D6 inhibitor is withdrawn from the combination therapy, the
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Avripiprazole dose should then be increased. When adjunctive
ARINA® ODT is administered to patients with major depressive
disorder, ARINA® ODT should be administered without dosage
adjustment.
Dosing _recommendation _in _patients _taking _Aripiprazole
concomitantly with strong CYP3A4 and CYP2D6 inhibitors: When
concomitant administration of Aripiprazole with strong inhibitors
of CYP3A4 (such as ketoconazole or clarithromycin) and CYP2D6
(such as quinidine, fluoxetine, or paroxetine) is indicated, the
Avripiprazole dose should be reduced to one-quarter (25%) of the
usual dose. When the CYP3A4 and/or CYP2D6 inhibitor is
hd from the combination therapy, the Aripj le dose
should be increased.
Dosing _recommendation _in _patients taking _Aripiprazole
concomitantly with_strong, moderate, or weak inhibitors of
CYP3A4 and CYP2D6: Patients who may be receiving a
combination of strong, moderate, and weak inhibitors of CYP3A4
and CYP2D6 (e.g., a potent CYP3A4 inhibitor and a moderate
CYP2D6 inhibitor or a moderate CYP3A4 inhibitor with a
moderate CYP2D6 inhibitor), the dosing may be reduced to
one-quarter (25%) of the usual dose initially and then adjusted to
achieve a favorable clinical response.
Dosing recommendation in Eal'\ems who are classified as CYP2D6
poor_metabolizers (PM): The Aripiprazole dose in PM patients
should initially be reduced to one-half (50%) of the usual dose
and then adjusted to achieve a favorable clinical response. The
dose of Aripiprazole for PM patients who are administered a
strong CYP3A4 inhibitor should be reduced to one-quarter (25%)
of the usual dose.
Dosage adjustment for patients taking potential CYP3A4 inducers:
When a potential CYP3A4 inducer such as carbamazepine is
added to Aripiprazole therapy, the Aripiprazole dose should be
doubled. Additional dose increases should be based on clinical
evaluation. When the CYP3A4 inducer is withdrawn from the
combination therapy, the Aripiprazole dose should be reduced to
10 mg to 15 mg.
Pediatric Use Safe\y and effectiveness in pediatric patients with
major depressive disorder or agitation associated with
schizoghrema or bipolar mania have not been established.
The efficacy of adjunctive ARINA® ODT with concomitant lithium
or valproate in the treatment of manic or mixed episodes in
pediatric patients has not been systematically evaluated.
Geriatric Use: No dosage adjustment is recommended for elderly
patients.
Renal Impairment: No dosage adjustment is required in
subjects with renal impairment.
Hepatic In a single-dose study (15 mg of

Aripiprazole ) in subjects with varying degrees of liver cirrhosis
(Child-Pugh Classes A, B, and C), the AUC of Aripiprazole,
compared to healthy subjects, increased 31% in mild HI, increased
8% in moderate HI, and decreased 20% in severe Hl. None of
these differences would require dose adjustment.

I based on

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 individuals during the first
few days of treatment. Dystonic symptoms include: spasm of the neck
muscles, sometimes progressing to tightness of the throat,
swallowing difficulty, difficulty breathing, and/or protrusion of the
tongue. While these 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 drugs. An elevated risk
of acute dystonia is observed in males and younger age groups.
Comparisons between aripiprazole and placebo in the proportions of
patients experiencing potentially clinically significant changes in
routine laboratory and lipid parameters revealed no medically
important differences. Elevations of CPK (Creatine Phosphokinase),
generally transient and asymptomatic, were observed in 3.5 % of
aripiprazole treated patients as compared to 2.0 % of patients who
received placebo.

Other findings

Adverse reactions known to be associated with antipsychotic therapy
and also reported during treatment with aripiprazole include
neuroleptic malignant syndrome, tardive ~dyskinesia, ~seizure,
cerebrovascular adverse reactions and increased mortality in elderly
demented patients, hyperglycaemia and diabetes mellitus.

Paediatric population

Schizophrenia in adolescents aged 15 years and older

In a short-term _placebo-controlled clinical trial involving 302
adolescents (13-17 years) with schizophrenia, the frequency and type
of undesirable effects were similar to those in adults except for the
following reactions that were reported more frequently in
adolescents receiving aripiprazole than in adults receiving
anp\prazo\e (and more frequently than placebo):

idal disorder were reported very
commonly (= 1/10), and dry mouth, increased appetite, and
orthostatic hypotension were reported (ommon\y (=1/100, < 1/10).
The safety profile in a 26-week open-label extension trial was similar
to that observed in the short-term, placebo-controlled trial.

In the pooled adolescent schizophrenia population (13-17 years)
with exFosure 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 (13-17 years) schizophrenia population with
aripiprazole exposure of 5 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.

Manic episodes in Bipolar | Disorder in adolescents aged 13 years
and older

The frequency and type of undesirable effects in adolescents with
Bipolar | Disorder were similar to those in adults except for the
following reactions: very commonly (= 1/10) somnolence (23.0 %),

Gender: No dosage is rec
gender.
Race: No dosage adjustment is recommended based on race.
Smoking: No dosage adjustment is recommended based on
smoking status.
DRUG ABUSE AND DEPENDENCE
Controlled Substance
ARINA® ODT is not a controlled substance.
Abuse and Dependence
Avripiprazole has not been systematically studied in humans for its
potential for abuse, tolerance, or physical dependence. In physical
dependence studies in monkeys, withdrawal symptoms were
observed upon abrupt cessation of dosing. While li;e clinical trials
did not reveal any tendency for any drug-seeking behavior, these
observations were not systematic and it is not possible to predict
on the basis
Overdose:
P(ou take more ARINA® ODT than Erescn’bed by your doctor,
k to your doctor or pharmacist straight away.
Human Experience
The largest known dose with a known outcome involved acute
ingestion of 1260 mg of oral Aripiprazole (42 times the maximum
recommended daily dose) by a patient who fully recovered.
Deliberate or accidental overdosage was also reported in children
(age 12 and younger) involving oral Aripiprazole ingestions up to
195 mg with no fatalities.
Common adverse reactions (reported in at least 5% of all
overdose cases) reported with oral Aripiprazole overdosage (alone
or in combination with other substances) include vomiting,
somnolence, and tremor. Other clinically important signs and
symptoms observed in one or more patients with Aripiprazole
overdoses (alone or with other substances) include acidosis,
aggression,  aspartate  aminotransferase  increased,  atrial
fibrillation, bradycardia, coma, confusional state, convulsion, blood
creatine  phosphokinase increased, depressed level of
consciousness, hypertension, hypokalemia, hypotension, lethargy,
loss of consciousness, QRS complex prolonged, QT prolonged,
pneumonia aspiration, respiratory arrest, status epilepticus, and
tachycardia.
Management of Overdosage
No specific information is available on the treatment of overdose
with Aripiprazole . An electrocardiogram should be obtained in
case of overdosage and if QT interval prolongation is present,
cardiac monitoring should be instituted. Otherwise, management
of overdose should concentrate on supportive therapy,
maintaining an adequate airway, oxygenation and ventilation, and
management of symptoms. Close medical supervision and
monitoring should continue until the patient recovers.
Charcoal: In the event of an overdose of ARINA® ODT , an early
charcoal administration may be useful in partially prevemmg the
ion of Aripiprazole i of 50 g of activated
charcoal, one hour after a single 15 mg oral dose of Aripiprazole,
decreased the mean AUC and Cmax of Aripiprazole by 50%.
Hemodialysis: Although there is no information on the effect of
hemodialysis in treating an overdose with Aripiprazole,
hemodialysis is unlikely to be useful in overdose management
since Aripiprazole is highly bound to plasma proteins.
If you forget to take ARINA® ODT
If you forget to take a dose, take it as soon as you remember it.
However, if it is almost time for your next dose, skip the missed
dose. Do not take a double dose (two doses at the same time) to
make up for a forgotten dose. If you have any further questions on
the use of this medicine, ask your doctor or pharmacist.
4. Possible side effects
Like all medicines, ARINA® ODT can cause side effects, although
not everyone get them. The majority of all adverse reactions were
mild to moderate in severity.
The following adverse reactions occurred more often (> 1/100)
than placebo, or were identified as possibly medically relevant
adverse reactions (*).
The frequency listed below is defined using the following
convention: common (= 1/100 to < 1/10) and uncommon
(=1/1,000 to < 1/100).
Psychiatric disorders
Common:  restlessness,
depression*®
Nervous system disorders
Common: extr?fyram\da\ disorder, akathisia, tremor, dizziness,
somnolence, sedation, headache
Eye disorders
Common: blurred vision, Uncommon: diplopia
Cardiac disorders
Uncommon: tachycardia*®
Vascular disorders
Uncommon: orthostatic hypotension*
Gastrointestinal disorders
Common: dyspepsia, vomiting, nausea, constipation, salivary
hypersecretion
General
Common: fatigue
Description of selected adverse reactions
Extrapyramidal symptoms (EPS;
Schizophrenia: in a long term 52-week controlled trial,
aripiprazole-treated patlems had an overall-lower incidence (25.8
%) of EPS including parkinsonism, akathisia, dystonia and
dyskinesia compared with those treated with ha\opendol (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

insomnia, ~ anxiety, ~Uncommon:

and site ¢

fal 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 appetite, muscle
twitching, and dyskinesia.
The following undesirable effects had a possible dose response
relationship; extrapyramidal disorder (incidences were 10 mg, 9.1 %,
30 mg, 28.8%, placebo, 1.7%,); and akathisia (incidences were 10
mg, 12.1%, 30 m% 20.3%, ﬁlacebo 1.7%).
Mean changes in body weight in ado\escems with Bipolar | Disorder
at 12 and 30 weeks for aripiprazole were 2.4 kg and 5.8 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 (10-17 years) with exposure up
to 30 weeks, incidence of low serum prolactin levels in females (<3
ng/ml) and males (<2 ng/ml) was 28.0% and 53.3%, respectively.
Post-Marketing
The following adverse reactions have been reported during
post-marketing surveillance. The frequency of these reactions is
considered not known (cannot be estimated from the available data).
Blood and lymphatic system disorders: leukopenia, ~ neutropenia,
thrombocytopenia.
mmune system _disorders: allergic reaction (e.g. anaphylactic
reaction, angioedema including swollen tongue, tongue oedema,
face oedema, pruritus, or urticaria).
Endocrine disorders: hyperglycaemia, diabetes mellitus, diabetic
ketoacidosis, diabetic hyperosmolar coma.
Metabolism and nutrition disorders: weight gain, weight decreased,
anorexia, hyponatremia.
Psychiatric disorders: chiatric disorders: agitation, nervousness, pathological gambling;
sumde attempt, suicidal ideation, and completed suicide.
Nervous system disorders: speech disorder, Neuroleptic Malignant
Syndrome (NMS), grand mal convulsion, serotonin syndrome.
Cardiac disorders: QT prolongation, ventricular arrhythmias, sudden
unexplained death, cardiac arrest, torsades de pointes, bradycardia.
Vascular disorders: syncope, hypertension, venous thromgoembor
lism (including pulmonary embolism and deep vein thrombosis).
Respiratory, thoracic and mediastinal disorders: oropharyngeal
spasm, laryngospasm, aspiration pneumonia.
Gastrointestinal _disorders:  pancreatitis, dysphagia,
discomfort, stomach discomfort, diarrhoea.
epatobmary disorders: hepatlc failure, jaundice, hepatitis, increased
Alanine Aminotransferase (ALT), increased Aspartate Aminotransfer-
ase (AST), increased Gamma Glutamyl Transferase (GGT), increased
alkaline phosphatase.
Skin _and subcutaneous tissue disorders: rash, photosensitivity
reaction, alopecia, hyperhidrosis.
Musculoskeletal_and connective tissue disorders: rhabdomyolysis,
mya\?\a, stiffness.
Renal and urinary disorders: urinary incontinence, urinary retention
Pregnancy, puerperium and perinatal conditions: drug withdrawal
syndrome neonatal.
Reproductive Sf(stem and breast disorders: priapism.
General disorders and administration site conditions: temperature
regulation disorder (e.g. hypothermia, pyrexia), chest pain, peripheral
oedema.
Investigations: increased Creatine Phosphokinase, blood glucose
increased, blood glucose fluctuation, glycosylated haemoglobin
increased.
5. How to store ARINA® ODT
-Keep the medicine out of the reach of children.
- Do not store above 30°C.
-The validity date which written after the EXP on the carbon indicates
the last day of the month
- ARINA® ODT does not require any special storage conditions.
- Medicines should not be disposed of via wastewater or household
waste. Ask your pharmacist how to dispose of medicines no longer
required. These measures will help to protect the environment.
6. Further information
a.What ARINA® ODTcontains
The active substance is: Aripiprazole
ARINA® ODT 10: Each orodispersible tablet contains 10mg
Avripiprazole in packs of 30 tablets.
ARINA® ODT 15: Each orodispersible tablet contains 15 mg
Aripiprazole in packs of 30 tablets.
hospital packs are also available (500.1000),
not all pack sizes are available in all countries.
b. Physical Description:
ARINA® ODT 10: Round, flat beveled, pmktab\els debossed with
TQ on one side and piain on the other si
ARINA® ODT 15: Round, flat beveled, yellow tablets, debossed with
TQ on one side and plain on the other side.
Excipients: Lactose Monohydrate, Microcrystalline Cellulose,
Croscarmellose Sodium, Silica, Colloidal Anhydrous, Magnesium
Stearate, Vanilla F\avour, Aspartame, Red Iron Oxide in (ARINA®
0DT 10) and Yellow Iron Oxide in (ARINA® ODT 15), Purified water.
- Pharmaceutical form: Orodispersible Tablets for oral use
¢. Marketing Authorization Holder and Manufacturer
Al-Tagaddom Pharmaceutical Industries
Almwaggar — Amman, Jordan
Tel.: +962-6-4050092 Fax: +962-6-4050091
P.0. Box: 1019 Amman 11947 Jordan
Email: info@tgpharma.com
d. This leaflet was last approved in 04/2018;version number
|-Arina-ARN-LMO-RO/AE

abdominal

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-treated patients
and 53.3% for haloperidol-treated 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 lon

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 placebo-treated patients.

Akathisia

In placebo-controlled trials, the incidence of akathisia in bipolar

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's prescription, the method of use

and the instructions of the pharmacist who sold the medicament.
The doctor and the pharmacist are experts in medicine, its
benefits and risks.

« Do not by yourself interrupt the period of treatment prescribed

= 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
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