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SYNOPSIS

Name of Sponsor/Company Janssen Research & Development*

Name of Finished Product To be determined

Name of Active Ingredient(s) R092670  (paliperidone palmitate)

* Janssen Research & Development is a global organization that operates through different legal entities in various 
countries. Therefore, the legal entity acting as the sponsor for Janssen Research & Development studies may 
vary, such as, but not limited to Janssen Biotech, Inc.; Janssen Products, LP; Janssen Biologics, BV; Janssen-
Cilag International NV; Janssen, Inc; Janssen Infectious Diseases BVBA; Janssen R&D Ireland; or Janssen 
Research & Development, LLC. The term “sponsor” is used to represent these various legal entities as identified 
on the Sponsor List.

Status: Approved

Date: 2 September 2014

Prepared by: Janssen Research & Development, LLC (formerly Johnson & Johnson Pharmaceutical 
Research and Development [J&JPRD])

Protocol No.: R092670PSY1005

Title of Study: A Single-Dose, Open-Label, Randomized, Parallel-Group Study to Assess the 
Pharmacokinetics, Safety, and Tolerability of a Paliperidone Palmitate 3-Month Formulation in Subjects 
With Schizophrenia

EudraCT Number: 2007-003581-17

NCT No.: NCT01559272

Clinical Registry No.: CR012652

Coordinating Investigator(s): David Walling, PhD - CNS Network, LLC, 12772 Valley View St., Suite 
3, Garden Grove, CA, USA

Study Center(s):

Panel A: Belgium (2 sites), Bulgaria (1 site), Malaysia (1 site), South Africa (1 site), Taiwan (3 sites), and 
the USA (10 sites).

Panel B: Belgium (1 site), Bulgaria (1 site), Croatia (1 site), Israel (3 sites), Malaysia (2 sites), Republic 
of Korea (2 sites), Slovakia (3 sites), South Africa (1 site), Spain (4 sites), Taiwan (3 sites), and the USA
(3 sites).

Panel C: Belgium (1 site), Bulgaria (1 site), Malaysia (2 sites), Republic of Korea (2 sites), Spain (1 site), 
Taiwan (2 sites), and the USA (1 site).

Panel D: Belgium (1 site), Bulgaria (1 site), Croatia (1 site), Israel (2 sites), Malaysia (3 sites), Republic 
of Korea (2 sites), Slovakia (3 sites), South Africa (1 site), Spain (4 sites), and the USA (2 sites).

Publication (Reference): None

Study Period:

Panel A: Study initiation date: 29 February 2008; Study completion date: 28 October 2009.

Panel B: Study initiation date: 14 April 2010; Study completion date: 11 April 2012.

Panel C: Study initiation date: 04 August 2008; Study completion date: 26 October 2009.
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Test Product, Dose and Mode of Administration, Batch No.:

Period 1:

 Panels A and C: 1 mg paliperidone IR solution in the gluteal muscle.

 Panels B and D: 1 mg paliperidone IR solution in the deltoid or gluteal muscle.

Batch numbers and expiry dates: 07F04/F024, 31 May 2008; 08A30/F024, 31 December 2008; 
08I23/F024, not used; 10A27/F024, December 2010; and 11K02/F024, November 2012.

Period 2:

All subjects received a long-acting paliperidone palmitate formulation. The 3-month injection interval 
formulation F015 used in Panels A, B, and D had 

The injection was given in the same muscle but at the opposite side (left or right) as in Period 1. 
The following study agents were administered in Period 2:

Panel A: a single i.m. injection of 1.5 ml of the following formulations of paliperidone palmitate:

 200 mg eq./mL F015, , injected in the gluteal muscle (batch 
number, expiry date: 07K21/F015, 31 December 2008).

 200 mg eq./mL F015, , injected in the gluteal muscle (batch 
number, expiry date: 07L11/F015, 31 December 2009).

.

Panel B: a single i.m. injection of 1 of the following doses of paliperidone palmitate:

 75 mg eq. F015 injected in the gluteal muscle.

 150 mg eq. F015 injected in the gluteal muscle.

 450 mg eq. F015 injected in the gluteal muscle.

 300 mg eq. F015 injected in the deltoid muscle.

 450 mg eq. F015 injected in the deltoid muscle.

Batch number and expiry date: 10A08/F015, 31 January 2012.

Panel C: a single 1.5 ml i.m. injection of  
, injected in the gluteal muscle (batch number, expiry date: 07L04/F016, 

31 December 2009).

Panel D: a single i.m. injection of 1 of the following doses of paliperidone palmitate:

 525 mg eq. F015 injected in the gluteal muscle.

 525 mg eq. F015 injected in the deltoid muscle.

 350 mg eq. F015 injected in the gluteal muscle.

 175 mg eq. F015 injected in the deltoid muscle.

Batch number and expiry date: 11J26/F015, 30 November 2013.
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Subjects were to be first enrolled in Panels A and C. Once the interim analyses of these panels were 
available, subjects then enrolled in Panel B. After the interim analysis of Panel B, Panel D was started to 
study higher doses, as well as other clinically relevant dose administrations.

Duration of Treatment: For each of the 4 panels, there was a screening phase (up to 21 days before the 
first study agent administration of the first period) followed by an open-label treatment phase consisting 
of 2 single-dose treatment periods. The study agent injection was followed by a 96-hour observation 
period in Period 1, and a 364-day observation period (544-day in Panel D and those who consented in 
Panel B) in Period 2. Successive study agent administration was separated by a washout period of at least 
7 and no more than 21 days. The total study length was from 53 weeks to a maximum of 58 weeks. For 
Panel D, and if consent was given to the extension period for subjects in Panel B, the study length was 
increased by approximately an additional 26 weeks.

An interim analysis was conducted after 63 subjects in Panel A completed their Day 196 assessments in
Period 2 to evaluate the PK and safety. Recruitment into Panel B was to start only if the F015 formulation 
exhibited a local tolerability and safety profile that was acceptable and comparable to the 1-month 
formulation.

Subjects were enrolled in Panel C once enrollment in Panel A was completed. An interim analysis was
conducted after 25 subjects completed their Day 196 visit assessments in Panel C.

In Panel B, interim analyses were conducted after a minimum of 15 subjects per treatment group 
completed their Day 196 assessments in Period 2 and after all subjects per treatment group completed 
their Day 364 to evaluate the pharmacokinetics and safety.

In Panel D, an interim analysis was conducted after at least 10 subjects who received 525 mg eq. F015 
injection (either deltoid or gluteal) completed Day 84 of Period 2 to evaluate the PK and safety. Another 
interim analysis was conducted when all subjects, assigned to one of the 525 mg-eq. treatments, 
completed the study (Day 544 of Period 2) and all other subjects completed at least Day 364 of Period 2.

Criteria for Evaluation:

Pharmacokinetics: Serial PK blood samples for determination of paliperidone and/or 
paliperidone palmitate were collected for a 96-hour observation period in Period 1 and a 364- or 544-day 
observation period in Period 2. The following key PK parameters were calculated for paliperidone: 
maximum plasma concentration (Cmax), time to reach the maximum plasma concentration (tmax), area 
under the plasma concentration-time curve from time 0 to the time of the last quantifiable concentration 
(AUClast), area under the plasma concentration-time curve from time 0 to infinite time (AUC∞,), half-life
(t1/2), and relative bioavailability of paliperidone palmitate (Frel). Additional PK parameters were included,
if deemed appropriate.

Psychiatric evaluations: Positive and Negative Syndrome Scale for Schizophrenia (PANSS) and Clinical 
Global Impression-Severity (CGI-S) were assessed, primarily for safety.

Pharmacogenomics: An optional pharmacogenomic blood sample (10 mL) was collected to allow for 
pharmacogenomic research, as necessary.

Safety: Safety and tolerability were evaluated throughout the study.

The total volume of blood to be drawn for clinical laboratory tests, PK evaluations, and optional 
pharmacogenomic research was approximately 267 mL.
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Panels B and D

Summary Table of the Key Pharmacokinetic Parameters of Paliperidone after Gluteal Administration of 75 mg eq., 150 mg eq., 350 mg eq., 450 mg eq. and 
525 mg eq. Paliperidone Palmitate (F015) in Period 2 

(Study R092670PSY1005)

Pharmacokinetics of paliperidone
75 mg eq. Gluteal 150 mg eq. Gluteal 350 mg eq. Gluteal

Period 2 N Mean Median (Min-Max) N Mean Median (Min-Max) N Mean Median (Min-Max)

Cmax, ng/mL 20 10.8 10.1 (1.39-23.3) 18 12.2 8.33 (3.86-57.4) 24 44.0 36.7 (1.37-187)

tmax, days 20 29.00 (16.98-113.99) 18 27.51 (8.09-41.00) 24 31.03 (5.00-84.08)

AUC12months, ng.h/mL 16 20352 21133 (11666-34464) 13 30662 28412 (14659-49307) 17 86132 82199 (42606-138011)

AUC18months, ng.h/mL 14 21342 21577 (13047-34616) 10 35154 36811 (20711-49307) 17 92922 94811 (45523-138572)

AUC, ng.h/mL 16 22007 22214 (10671-34683) 10 39323 42963 (26283-49399) 16 101244 102894 (47481-157706)

t1/2, days 18 83.0 44.9 (26.9-341.5) 10 96.6 79.6 (27.7-198.9) 19 94.7 77.4 (22.8-274.1)

Frel, AUC, % 13 113.92 117.65 (68.20-137.61) 10 104.37 103.33 (40.64-151.63) 16 118.93 115.91 (77.22-174.74)

Pharmacokinetics of paliperidone
450 mg eq. Gluteal 525 mg eq. Gluteal

Period 2 N Mean Median (Min-Max) N Mean Median (Min-Max)

Cmax, ng/mL 21 40.3 35.0 (7.31-80.7) 24 63.8 56.3 (11.1-143)

tmax, days 21 28.00 (13.00-54.98) 24 23.01 (2.00-41.00)

AUC12months, ng.h/mL 20 92597 93608 (34078-154371) 23 123752 113091 (47244-276295)

AUC18months, ng.h/mL 17 107055 110699 (54659-186494) 20 131102 112913 (57075-282608)

AUC, ng.h/mL 13 115241 123273 (35579-159235 18 145611 142201 (77446-285761)

t1/2, days 15 120.5 81.5 (21.2-349.5) 20 91.8 68.5 (29.0-254.4)

Frel, AUC, % 11 109.36 111.61 (78.67-138.06) 18 107.80 107.41 (56.51-164.27)
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Summary Table of the Key Pharmacokinetic Parameters of Paliperidone after Deltoid Administration of 175 mg eq. 300 mg eq. 450 mg eq. and 525 mg eq. 
Paliperidone Palmitate (F015) in Period 2

(Study R092670PSY1005)

Pharmacokinetics of 
paliperidone

175 mg eq. Deltoid 300 mg eq. Deltoid 450 mg eq. Deltoid

Period 2 N Mean Median (Min-Max) N Mean Median (Min-Max) N Mean Median (Min-Max)

Cmax, ng/mL 25 25.8 21.2 (9.85-67.3) 20 32.4 28.0 (11.7-69.4) 22 45.0 40.1 (6.49-113)

tmax, days 25 23.99(5.00-56.10) 20 34.00 (13.00-83.12) 22 23.98 (12.99-51.07)

AUC12months, ng.h/mL 18 49993 44149 (26712-99648) 17 72959 74065 (45401-106437) 19 119012 122682 (22679-216062)

AUC18months, ng.h/mL 14 46806 45391 (26712-70029) 12 75884 76193 (49856-117544) 16 132017 138021 (34360-216062)

AUC, ng.h/mL 22 50407 46480 (26773-100550) 17 78166 77925 (50607-112132) 17 132645 131651 (64417-216177)

t1/2, days 22 56.6 51.7 (19.7-143.1) 17 77.7 73.5 (28.3-177.8) 18 85.9 71.8 (24.5-226.5)

Frel, AUC, % 22 108.77 107.94 (74.85-149.89) 15 106.61 102.60 (77.70-136.12) 14 108.43 101.78 (81.84-145.99)

Pharmacokinetics of 
paliperidone

525 mg eq. Deltoid

Period 2 N Mean Median (Min-Max)

Cmax, ng/mL 24 80.0 57.9 (27.6-416)

tmax, days 24 24.51 (0.99-54.99)

AUC12months, ng.h/mL 20 136074 124735 (85817-221565)

AUC18months, ng.h/mL 18 141127 125429 (85817-244079)

AUC, ng.h/mL 22 144173 128969 (85887-257003)

t1/2, days 22 60.7 56.9 (21.3-115.2)

Frel, AUC, % 20 112.72 109.98 (84.83-144.77)
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 After i.m. injection of 75-525 mg-eq. paliperidone palmitate (F015) in the gluteal or deltoid muscle, 
paliperidone palmitate is slowly absorbed, reflected by a Tmax of approximately 23 to 34 days and an 
apparent half-life of approximately 2-4 months; the half-life was similar in the gluteal and deltoid 
dose groups, except for the 75 mg eq. gluteal dose group where the half-life was slightly lower 
compared to the other dose groups.These data support the dosing of paliperidone palmitate every 
3 months.

 The median apparent half-life of paliperidone palmitate is approximately 44.9 days for a dose of 
75 mg eq., 79.6 days for 150 mg eq., 77.4 days for 350 mg eq., 81.5 days for 450 mg eq. and 
68.5 days for 525 mg eq. after a single dose in the gluteal muscle and 51.7 days for 175 mg eq., 
73.5 days for 300 mg eq., 71.8 for 450 mg eq. and 56.9 days for 525 mg eq. after a single dose in the 
deltoid muscle.

 The median dose-normalized Cmax, AUC∞ was similar for all doses. Additionally, both the 
paliperidone AUC∞ and Cmax increased dose-proportionally in the 75-525 mg eq. range according to 
the statistical analysis.

 The LSmeans Cmax of paliperidone was higher after injection of paliperidone palmitate in the deltoid 
muscle compared to the gluteal muscle (27% increase over all dose levels) whereas there was no 
difference between both injection sites for AUC∞.

 After injection of paliperidone palmitate (F015) the paliperidone AUC∞ and Cmax were independent 
of BMI, or race. Exposure (Median Cmax) was slightly higher in males after single dose 
administration.

 The relative bioavailability approximated 100%, independent of dose, injection site, BMI, race or 
gender.

 The estimated inter-subject variability (coefficient of variation, %CV) for the AUC∞ and Cmax varied 
between 22.0 and 34.8 and 49.1 and 99.2, respectively, for the different treatment groups.

 Paliperidone is a racemic mixture. The R078543(+)/R078544(-) PK parameter ratios after i.m. 
injections of paliperidone palmitate are approximately 1.8 and 1.9 for AUC (AUC12months and AUC∞) 
and Cmax respectively, similar to the 1-month formulation.

 After i.m. administration of paliperidone palmitate, a low incidence of low paliperidone palmitate 
concentrations was observed, similar to the 1-month formulation.

 With increased training of trial personnel prior to the initiation of Panel B and Panel D, there were no 
issues related to incomplete injection of the study agent due to incomplete shaking, as observed in 
Panels A and C.

PHARMACOGENOMIC RESULTS:

 Pharmacogenomic analyses from the genetic samples collected in this study have not been conducted 
and may be reported separately, if warranted.

PSYCHIATRIC RESULTS:

In Panels A, B, C, and D, no clinically significant changes were seen in the mean PANSS total or factor 
scores between baseline of Period 1 and endpoint with the end of study scores being within 3 points of the 
baseline score. This was expected since patients were treated throughout the course of the study with oral 
antipsychotic medication and required stable symptoms for study entry. Across panels, the median CGI-S 
score was 3 indicating mild illness and remained at 3 for all groups and all of the panels.





Disclaimer  
 
Information in this posting shall not be considered to be a claim for any marketed product. Some 
information in this posting may differ from the approved labeling for the product. Please refer to the full 
prescribing information for indications and proper use of the product. 
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