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FANAPT TABLETS 1 MG, each 1 mg tablet contains 1 mg iloperidone, oral tablets.
FANAPT TABLETS 2 MG, each 2 mg tablet contains 2 mg iloperidone, oral tablets.
FANAPT TABLETS 4 MG, each 4 mg tablet contains 4 mg iloperidone, oral tablets.
FANAPT TABLETS 6 MG, each 6 mg tablet contains 6 mg iloperidone, oral tablets.
FANAPT TABLETS 8 MG, each 8 mg tablet contains 8 mg iloperidone, oral tablets.
FANAPT TABLETS 10 MG, each 10 mg tablet contains 10 mg iloperidone, oral tablets.
FANAPT TABLETS 12 MG, each 12 mg tablet contains 12 mg iloperidone, oral tablets.

MYIKDN AN

FANAPT® is an atypical antipsychotic agent indicated for the treatment of schizophrenia in adults.
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4-5 CONTRAINDICATIONS

Hypersensitivity to the active substance, or to any of the excipients listed in section 13. Anaphylaxis, angioedema, and
other hypersensitivity reactions have been reported [see Adverse Reactions (67.2)].

5-6 WARNINGS AND PRECAUTIONS
56.1 Increased Risks in Elderly Patients with Dementia-Related Psychosis

Increased Mortality

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased
risk of death compared to placebo. FANAPT is not approved for the treatment of patients with dementia-
related psychosis [see Boxed Warning].

Cerebrovascular Adverse Events, Including Stroke
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In placebo-controlled trials with risperidone, aripiprazole, and olanzapine in elderly patients with dementia, there was
a higher incidence of cerebrovascular adverse events (cerebrovascular accidents and transient ischemic attacks)
including fatalities compared to placebo-treated patients. FANAPT is not approved for the treatment of patients with
dementia-related psychosis [see Boxed Warning].

56.2 QT Prolongation

In an open-label QTc study in patients with schizophrenia or schizoaffective disorder (n=160), FANAPT was
associated with QTc prolongation of 9 msec at an iloperidone dose of 12 mg twice daily. The effect of FANAPT on
the QT interval was augmented by the presence of CYP450 2D6 or 3A4 metabolic inhibition (paroxetine 20 mg once
daily and ketoconazole 200 mg twice daily, respectively). Under conditions of metabolic inhibition for both 2D6 and
3A4, FANAPT 12 mg twice daily was associated with a mean QTcF increase from baseline of about 19 msec.

No cases of torsade de pointes or other severe cardiac arrhythmias were observed during the pre-marketing clinical
program.

[..]

Certain circumstances may increase the risk of torsade de pointes and/or sudden death in association with the use of
drugs that prolong the QTc¢ interval, including (1) bradycardia; (2) hypokalemia or hypomagnesemia; (3) concomitant
use of other drugs that prolong the QTc¢ interval; and (4) presence of congenital prolongation of the QT interval; (5)
recent acute myocardial infarction; and/or (6) uncompensated heart failure.

Caution is warranted when prescribing FANAPT with drugs that inhibit FANAPT metabolism [see Drug Interactions
(#8.1)], and in patients with reduced activity of CYP2D6 [see Clinical Pharmacology (£213.3)].

It is recommended that patients being considered for FANAPT treatment who are at risk for significant electrolyte
disturbances have baseline serum potassium and magnesium measurements with periodic monitoring. Hypokalemia
(and/or hypomagnesemia) may increase the risk of QT prolongation and arrhythmia. FANAPT should be avoided in
patients with histories of significant cardiovascular illness, e.g., QT prolongation, recent acute myocardial infarction,
uncompensated heart failure, or cardiac arrhythmia. FANAPT should be discontinued in patients who are found to
have persistent QTc measurements >500 msec.

If patients taking FANAPT experience symptoms that could indicate the occurrence of cardiac arrhythmias, e.g.,
dizziness, palpitations, or syncope, the prescriber should initiate further evaluation, including cardiac monitoring.

56.3 Neuroleptic Malignant Syndrome (NMS)
[...]

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is important to
identify cases in which the clinical presentation includes both serious medical illness (e.g., pneumonia, systemic
infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms (EPS). Other important
considerations in the differential diagnosis include central anticholinergic toxicity, heat stroke, drug fever, and
primary central nervous system (CNS) pathology.

The management of this syndrome should include: (1) immediate discontinuation of the antipsychotic drugs and other
drugs not essential to concurrent therapy, (2) intensive symptomatic treatment and medical monitoring, and (3)
treatment of any concomitant serious medical problems for which specific treatments are available. There is no
general agreement about specific pharmacological treatment regimens for 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.

56.4 Tardive Dyskinesia

Tardive dyskinesia is a syndrome consisting of potentially irreversible, involuntary, dyskinetic movements, which
may develop in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be
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highest among the elderly, especially elderly women, it is impossible to rely on 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 administered increases. However, the
syndrome can develop, although much less commonly, after relatively brief treatment periods at low doses.

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may remit, partially
or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment itself, however, may suppress (or
partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the underlying process.
The effect that symptomatic suppression has upon the long-term course of the syndrome is unknown.

Given these considerations, FANAPT should be prescribed in a manner that is most likely to minimize the occurrence
of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients who suffer from a
chronic illness that (1) is known to respond to antipsychotic drugs, and (2) for whom alternative, equally effective, but
potentially less harmful treatments are not available or appropriate. In patients who do require chronic treatment, the
smallest dose and the shortest duration of treatment producing a satisfactory clinical response should be sought. The
need for continued treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient on FANAPT, drug discontinuation should be
considered. However, some patients may require treatment with FANAPT despite the presence of the syndrome.
56.5 Metabolic Changes

Atypical antipsychotic drugs have been associated with metabolic changes that may increase
cardiovascular/cerebrovascular risk. These metabolic changes include hyperglycemia, dyslipidemia, and body weight

gain-fsee-Patient-Counseling-tformation{(17-3)}. While all atypical antipsychotic drugs have been shown to produce

some metabolic changes, each drug in the class has its own specific risk profile.

Hyperglycemia and Diabetes Mellitus

[...]

Dyslipidemia

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

[...]

56.7 Orthostatic Hypotension and Syncope

FANAPT can induce orthostatic hypotension associated with dizziness, tachycardia, and syncope. This reflects its
alphal-adrenergic antagonist properties. In double-blind placebo-controlled short-term studies, where the dose was
increased slowly, as recommended above, syncope was reported in 0.4% (5/1344) of patients treated with FANAPT,
compared with 0.2% (1/587) on placebo. Orthostatic hypotension was reported in 5% of patients given 20-24 mg/day,

3% of patients given 10-16 mg/day, and 1% of patients given placebo. More rapid titration would be expected to
increase the rate of orthostatic hypotension and syncope.

FANAPT should be used with caution in patients with known cardiovascular disease (e.g., heart failure, history of
myocardial infarction, ischemia, or conduction abnormalities), cerebrovascular disease, or conditions that predispose
the patient to hypotension (dehydration, hypovolemia, and treatment with antihypertensive medications). Monitoring
of orthostatic vital signs should be considered in patients who are vulnerable to hypotension.

56.9 Hyperprolactinemia

As with other drugs that antagonize dopamine D2 receptors, FANAPT elevates prolactin levels.
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Hyperprolactinemia may suppress hypothalamic GnRH, resulting in reduced pituitary gonadotropin secretion. This, in
turn, may inhibit reproductive function by impairing gonadalsteroidogenesis in both female and male patients.
Galactorrhea, amenorrhea, gynecomastia, and impotence have been reported with prolactin-elevating compounds.
Long-standing hyperprolactinemia when associated with hypogonadism may lead to decreased bone density in both
female and male patients.

Tissue culture experiments indicate that approximately one-third of human breast cancers are prolactin-dependent in
vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with previously
detected breast cancer. Mammary gland proliferative changes and increases in serum prolactin were seen in mice and
rats treated with FANAPT [see Nonclinical Toxicology (£314.1)]. Neither clinical studies nor epidemiologic studies
conducted to date have shown an association between chronic administration of this class of drugs and tumorigenesis
in humans; the available evidence is considered too limited to be conclusive at this time.

[...]

56.12 Suicide

The possibility of a suicide attempt is inherent in psychotic illness, and close supervision of high-risk patients should
accompany drug therapy. Prescriptions for FANAPT should be written for the smallest quantity of tablets consistent
with good patient management in order to reduce the risk of overdose.

[...]

6— ADVERSE REACTIONS
6 .1 Clinical Studies Experience

[...]

Table 7: Percentage of Treatment-Emergent Adverse Reactions in Short-Term, Fixed- or Flexible-Dose, Placebo-Controlled Trials in Adult Patients*

Body System or Organ Class Placebo FANAPT 10-16 mg/day FANAPT 20-24 mg/day
% % %
Dictionary-derived Term (N=587) (N=483) (N=391)
Body as a Whole
Arthralgia 2 3 3
Fatigue 3 4 6
Musculoskeletal Stiffness 1 1 3
Weight Increased 1 1 9
Cardiac Disorders
Tachycardia 1 3 12
Eye Disorders
Vision Blurred 2 3 1
Gastrointestinal Disorders
Nausea 8 7 10
Dry Mouth 1 8 10
Diarrhea 4 5 7
Abdominal Discomfort 1 1 3
Infections
Nasopharyngitis 3 4 3
Upper Respiratory Tract Infection 1 2 3
Nervous System Disorders
Dizziness 7 10 20
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Somnolence 5 9 15

Extrapyramidal Disorder 4 5 4

Tremor 2 3 3

Lethargy 1 3 1
Reproductive System

Ejaculation Failure <1 2 2
Respiratory

Nasal Congestion 2 5 8

Dyspnea <1 2 2
Skin

Rash 2 3 2
Vascular Disorders

Orthostatic Hypotension 1 3 5

Hypotension <1 <1 3

Dose-Related Adverse Reactions in Clinical Trials

Based on the pooled data from 4 placebo-controlled, 4- or 6-week, fixed- or flexible-dose studies, adverse reactions
that occurred with a greater than 2% incidence in the patients treated with FANAPT, and for which the incidence in
patients treated with FANAPT 20-24 mg/day were twice than the incidence in patients treated with FANAPT 10-16
mg/day were: abdominal discomfort, dizziness, hypotension, musculoskeletal stiffness, tachycardia, and weight
increased.

[...]

Blood and Lymphatic Disorders: Infrequent — anemia, iron deficiency anemia; Rare — leukopenia
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Cardiac Disorders: Frequent — palpitations; Rare — arrhythmia, atrioventricular block first degree, cardiac failure
(including congestive and acute)

Ear and Labyrinth Disorders: Infrequent — vertigo, tinnitus

Endocrine Disorders: Infrequent — hypothyroidism

Eye Disorders: Frequent - conjunctivitis (including allergic); Infrequent — dry eye, blepharitis, eyelid edema, eye
swelling, lenticular opacities, cataract, hyperemia (including conjunctival)

Gastrointestinal Disorders: Infrequent — gastritis, salivary hypersecretion, fecal incontinence, mouth ulceration; Rare
- aphthous stomatitis, duodenal ulcer, hiatus hernia, hyperchlorhydria, lip ulceration, reflux esophagitis, stomatitis

General Disorders and Administrative Site Conditions: Infrequent — edema (general, pitting, due to cardiac disease),
difficulty in walking, thirst; Rare - hyperthermia

Hepatobiliary Disorders: Infrequent — cholelithiasis

Investigations: Frequent: weight decreased; Infrequent — hemoglobin decreased, neutrophil count increased,
hematocrit decreased

Metabolism and Nutrition Disorders: Infrequent — increased appetite, dehydration, hypokalemia, fluid retention
Musculoskeletal and Connective Tissue Disorders: Frequent — myalgia, muscle spasms; Rare — torticollis

Nervous System Disorders: Infrequent — paresthesia, psychomotor hyperactivity, restlessness, amnesia, nystagmus;
Rare — restless legs syndrome

Psychiatric Disorders: Frequent — restlessness, aggression, delusion; Infrequent — hostility, libido decreased,
paranoia, anorgasmia, confusional state, mania, catatonia, mood swings, panic attack, obsessive-compulsive disorder,
bulimia nervosa, delirium, polydipsia psychogenic, impulse-control disorder, major depression

Renal and Urinary Disorders: Frequent — urinary incontinence; Infrequent — dysuria, pollakiuria, enuresis,
nephrolithiasis; Rare — urinary retention, renal failure acute

Reproductive System and Breast Disorders: Frequent — erectile dysfunction; Infrequent — testicular pain, amenorrhea,
breast pain; Rare — menstruation irregular, gynecomastia, menorrhagia, metrorrhagia, postmenopausal hemorrhage,
prostatitis.

Respiratory, Thoracic and Mediastinal Disorders: Infrequent — epistaxis, asthma, rhinorrhea, sinus congestion, nasal
dryness; Rare — dry throat, sleep apnea syndrome, dyspnea exertional

67.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of FANAPT: retrograde ejaculation
and hypersensitivity reactions (including anaphylaxis; angioedema; throat tightness; oropharyngeal swelling; swelling
of the face, lips, mouth, and tongue; urticaria; rash; and pruritus). Because these reactions were reported voluntarily
from a population of uncertain size, it is not possible to reliably estimate their frequency or establish a causal
relationship to drug exposure.

[...]

Midazolam (a sensitive CYP 3A4 substrate): A study in patients with schizophrenia showed a less than 50% increase
in midazolam total exposure at iloperidone steady state (14 days of oral dosing at up to 10 mg iloperidone twice daily)
and no effect on midazolam Crax. Thus, an interaction between iloperidone and other CYP3 A4 substrates is unlikely.
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8-9 USE IN SPECIFIC POPULATIONS
89.1 Pregnancy

Pregnancy Category C

FANAPT caused developmental toxicity, but was not teratogenic, in rats and rabbits.

The iloperidone metabolite P95, which is a major circulating metabolite of iloperidone in humans but is not present in
significant amounts in rats, was given to pregnant rats during the period of organogenesis at oral doses of 20, 80, or
200 mg/kg/day. No teratogenic effects were seen. Delayed skeletal ossification occurred at all doses. No significant
maternal toxicity was produced. Plasma levels of P95 (AUC) at the highest dose tested were 2 times those in humans
receiving the MRHD of iloperidone.

There are no adequate and well-controlled studies in pregnant women.
Non-teratogenic Effects

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 complications 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.

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

89.2 Labor and Delivery

The effect of FANAPT on labor and delivery in humans is unknown.
89.3 Nursing Mothers

FANAPT was excreted in milk of rats during lactation. It is not known whether FANAPT or its metabolites are
excreted in human milk. It is recommended that women receiving FANAPT should not breast-feed.

89.4 Pediatric Use

Safety and effectiveness in pediatric and adolescent patients have not been established.
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89.5 Geriatric Use

Clinical Studies of FANAPT in the treatment of schizophrenia did not include sufficient numbers of patients aged 65
years and over to determine whether or not they respond differently than younger adult patients. Of the 3210 patients
treated with FANAPT in premarketing trials, 25 (0.5%) were >65 years old and there were no patients >75 years old.

Studies of elderly patients with psychosis associated with Alzheimer’s disease have suggested that there may be a
different tolerability profile (i.e., increased risk in mortality and cerebrovascular events including stroke) in this
population compared to younger patients with schizophrenia [see Boxed Warning and Warnings and Precautions
(56.1)]. The safety and efficacy of FANAPT in the treatment of patients with psychosis associated with Alzheimer’s
disease has not been established. If the prescriber elects to treat such patients with FANAPT, vigilance should be
exercised.
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