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A Study to Compare the Effectiveness and Safety of Flexibly Varied Doses of
Paliperidone Palmitate and Risperidone in Treating Patients With Schizophrenia

A Randomized, Double-Blind, Parallel Group, Comparative Study of Flexibly Dosed
Paliperidone Palmitate (25, 50, 75, or 100 mg eq.) Administered Every 4 Weeks and
Flexibly Dosed RISPERDAL CONSTA (25, 37.5, or 50 mg) Administered Every 2
Weeks in Subjects With Schizophrenia
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The purpose of this study is to compare the effectiveness and safety over 1 year of
treatment of intramuscular injections of paliperidone palmitate and long-acting
risperidone in patients with schizophrenia.

Paliperidone palmitate is being developed as a long-acting intramuscular injectable
formulation for the treatment of schizophrenia. Many patients with schizophrenia
achieve symptom stability with the available oral antipsychotic medications; however, it
is estimated that up to 75% have difficulty adhering to a daily oral treatment regimen.
Long-acting injectable formulations may make compliance with the treatment regimen
easier by eliminating the need for daily medication. An injectable formulation of
risperidone is widely used in the treatment of schizophrenia and has been well
tolerated by patients with chronic schizophrenia at the recommended dosage of 25 to
50 milligrams every 2 weeks. The present study is designed to evaluate the
comparability of paliperidone palmitate and long-acting injectable risperidone over 1
year of treatment. This is a randomized, double-blind, active-controlled, parallel-group,
multicenter comparative study in patients with schizophrenia. The study comprises a
screening period of up to 1 week (including periods for washout of psychotropic
medications and, if necessary, an oral tolerability test) and a 53-week double-blind
treatment period. In the double-blind treatment period, patients will be randomly
assigned in equal numbers to receive treatment with either (1) flexibly dosed
paliperidone palmitate administered every 4 weeks or (2) flexibly dosed long-acting
risperidone administered every 2 weeks. Drug effectiveness and safety will be
evaluated periodically throughout the study. Samples for pharmacokinetic evaluation
will be collected at designated time points, and a blood sample will be collected at
baseline (before the start of the double-blind treatment period) or at any subsequent
visit for an optional pharmacogenomic (genetic) analysis. The study hypothesis is that
paliperidone palmitate will be as effective as long-acting risperidone in the treatment of
patients with schizophrenia.

Paliperidone palmitate (25, 50, 75, or 100 milligrams (mg) equivalent) every 4 weeks,
or long-acting risperidone 25, 37.5, or 50 mg every 2 weeks of double-blind treatment
period, injected into the gluteal muscle (buttocks). Oral risperidone (1-6 mg) first 4
weeks of double-blind period

Schizophrenia

paliperidone palmitate
antipsychotic agents
dementia praecox
risperidone
intramuscular injection
mental disorders
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Study Design

Study Type:
Primary Purpose:
Study Phase:

Interventional Study Model:
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schizophrenia
PANSS

Interventional
Treatment
Phase 3

Parallel Assignment

Number of Arms:

Masking:
Allocation:

Enroliment:

Double (masked roles unspecified)
Randomized

700

Arms and Interventions

Intervention Details:
Drug: paliperidone palmitate
Outcome Measures
Primary Outcome Measures:

1. The change in the total score of the Positive and Negative Syndrome Scale (PANSS) from the beginning to the
end of the double-blind treatment period or to the last post-randomization assessment.

Secondary Outcome Measures:

2. The investigator's Clinical Global Impression of the Severity (CGI-S) of schizophrenia and rating of mental
function on a Personal and Social Performance Scale (PSP). Evaluations of adverse events, laboratory tests,
and other measures of drug safety.

Eligibility
Minimum Age: 18 Years
Maximum Age:

Sex: All

Gender Based:

Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

¢ A diagnosis of schizophrenia (disorganized, catatonic, paranoid, residual, or

undifferentiated types) according to the Diagnostic and Statistical Manual of

Mental Disorders, 4th edition (DSM IV) for at least 1 year before the screening

evaluation

a total PANSS score of 60 to 120 at screening and baseline (pre-treatment)

evaluations

¢ A body mass index (BMI [weight (kilograms)]/[height (meters)]?) of at least 15.0
kg/m?

Exclusion Criteria:

e A primary active DSM-IV Axis | diagnosis other than schizophrenia
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e a DSM-IV diagnosis of active substance dependence within 3 months of
screening evaluation

¢ a history of treatment resistance as defined by failure to respond to 2 adequate
trials of different antipsychotic medications

« A woman who is pregnant, breast-feeding, or planning to become pregnant
during the study period

Contacts/Locations

Study Officials: Johnson & Johnson Pharmaceutical Research and Development, L.L.C. Clinical Trial
Study Director
Johnson & Johnson Pharmaceutical Research & Development, L.L.C.

Locations:
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