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ABSTRACT
The present invention provides a method of treating patients with long acting injectable

paliperidone palmitate formulations.
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DOSING REGIMENS ASSOCIATED WITH EXTENDED
RELEASE PALIPERIDONE INJECTABLE FORMULATIONS

CROSS-REFERENCE TO RELATED APPLICATIONS
[0001] This application is a divisional of Australian Application No. 2024202306 filed 10 April
2024, which is a divisional of Australian Application No. 2021387679 filed 07 May 2021, is
related to PCT/EP2021/062144, and claims priority from United States of America Provisional
Application No. 63/119,382 filed 30 November 2020, the disclosure of each of which is
incorporated by reference in its entirety herein for all purposes.
FIELD OF THE INVENTION
[0002] This invention relates to methods of treating a psychiatric patient in need of treatment
with long acting injectable paliperidone palmitate formulations.
BACKGROUND OF THE INVENTION
[0003] Antipsychotic medications are the mainstay in the treatment of schizophrenia,
schizoaffective disorder, and schizophreniform disorders. Antipsychotics were first introduced in
the mid-1950s. These typical or first generational drugs are usually effective in controlling the
positive symptoms of schizophrenia but are less effective in moderating the negative symptoms
or the cognitive impairment associated with the disease. Atypical antipsychotics or second
generation drugs, typified by risperidone and olanzapine, were developed in the 1990s, and are
generally characterized by effectiveness against both the positive and negative symptoms
associated with schizophrenia.
[0004] Paliperidone palmitate is the palmitate ester of paliperidone (9-hydroxy-risperidone), a
monoaminergic antagonist that exhibits the characteristic dopamine D> and serotonin (5-
hydroxytryptamine type 2A) antagonism of the second generation, atypical antipsychotic drugs.
Paliperidone (9-OH risperidone) is the major active metabolite of risperidone. Extended release
(ER) osmotic controlled release oral delivery (OROS) paliperidone, as a tablet formulation, is
marketed in the United States (U.S.) for the treatment of schizophrenia and maintenance of
effect.
[0005] Paliperidone palmitate has been developed as a long-acting, intramuscular (i.m.),
injectable aqueous nanosuspension for the treatment of schizophrenia and other related diseases
that are normally treated with antipsychotic medications. Because of extreme low water

solubility, paliperidone esters such as paliperidone palmitate dissolve slowly after an
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What is claimed is:

1. A method for administering paliperidone palmitate to a patient in need thereof who has
been administered a first dose of a paliperidone palmitate extended-release injectable suspension,
comprising administering a second dose of the paliperidone palmitate extended-release injectable
suspension to a deltoid or gluteal muscle of the patient up to two weeks before or three weeks
after a time that is six months after administration of the first dose, wherein there is no

intervening dose of paliperidone palmitate between the first dose and the second dose.

2. The method of claim 1, wherein the second dose is administered to the gluteal muscle.

3. The method of claim 1 or claim 2, wherein the patient has a steady state paliperidone

plasma concentration at the time of the first dose.

4. The method of any one of the preceding claims, wherein the patient is in need of
treatment for psychosis, schizophrenia, schizoaffective disorder, schizophreniform disorder, or

bipolar disorder.

5. The method of claim 4, wherein the patient is in need of treatment for schizophrenia.

6. The method of any one of the preceding claims, wherein the first dose comprises about

1092 mg of paliperidone palmitate or about 1560 mg of paliperidone palmitate.

7. The method of any one of the preceding claims, wherein the second dose comprises about

1092 mg of paliperidone palmitate or about 1560 mg of paliperidone palmitate.

8. The method of any one of the preceding claims, wherein the first dose and the second

dose each comprise about 1092 mg paliperidone palmitate.

9. The method of any one of claims 1-7, wherein the first dose and the second dose each

comprise about 1560 mg paliperidone palmitate.
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10. The method of any one of the preceding claims, wherein the plasma concentration of

paliperidone in the patient is about 5 to about 50 ng/mL at the time of the second dose.

11. The method of claim 10, wherein when the first dose comprises 1092 mg paliperidone
palmitate, the plasma concentration of paliperidone in the patient is about 5 to about 30 ng/mL at

the time of the second dose.

12.  The method of claim 10, wherein when the first dose comprises 1560 mg paliperidone
palmitate, the plasma concentration of paliperidone in the patient is about 9 to about 40 ng/mL at

the time of the second dose.

13. The method of any one of the preceding claims, wherein the plasma concentration of
paliperidone achieves a peak of about 10 to about 150 ng/mL after administration of the second

dose.

14.  The method of claim 13, wherein when the first dose is 1092 mg paliperidone palmitate,
the plasma concentration of paliperidone in the patient achieves a peak of about 10 to about 125

ng/mL after administration of the second dose.

15. The method of claim 13, wherein when the first dose is 1560 mg paliperidone palmitate,
the plasma concentration of paliperidone in the patient achieves a peak of about 35 to about 145

ng/mL after administration of the second dose.

16. The method of any one of the preceding claims, wherein the paliperidone palmitate
extended-release injectable suspension comprises:

about 280 mg/mL to about 350 mg/mL of the paliperidone palmitate;

about 8 mg/mL to about 12 mg/mL of a wetting agent;

one or more buffering agents;

about 65 mg/mL to about 85 mg/mL of a suspending agent; and

water q.s. ad 100%.
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17. The method of claim 16, wherein the suspension is from about pH 6.0 to about pH 8.0.

18.  The method of claim 16 or claim 17, wherein the one or more buffering agents comprise
citric acid monohydrate, sodium dihydrogen phosphate monohydrate, disodium hydrogen

phosphate anhydrous, or sodium hydroxide.

19. The method of claim 16, wherein the paliperidone palmitate extended-release injectable
suspension comprises:

about 312 mg/mL of paliperidone palmitate;

about 10 mg/mL of polysorbate 20; and

about 75 mg/mL of polyethylene glycol 4000.
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