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1 EXECUTIVE SUMMARY

Paliperdione has been marked as an extended release (ER) formulation with a once-dail
administration schedule for the treatment of schizophrenia. Paliperidone palmitate

was originally submitted by Johnson & Johnson Pharmacetucial Research and
Development (J&JPRD) on 25 October 2007. On 25 August 2008, the division issued a complete
response letter. Following the complete response letter, the discussion meetings between the
sponsor and the FDA were held on 9 September 2008 and 21 November 2008. J&JPRD filed the
resubmission on 03 February 2009 to address the comments and questions raised by the division
in the complete response letter.

In the resubmission package, the sponsor included a recently completed clinical study report
(R092670-PSY-3007) to support the initial and maintenance dose of 150 mg eq. An interim
analysis of safety data from Study R092670-PSY-1008, a long-term (up to 53 weeks), open-label,
safety study, was also provided to support the use of a higher initiation and maintenance dose.

The sponsor proposed dosing regimen was summarized in Table 1. The sponsor’s proposal was
based on the findings from the recently finished clinical trials and the population PK simulation
studies.

Table 1 Summary of the Sponsor Proposed Dosing Regimen

Patient Population Initial Dosin Dosing Window | Maintenance Dosin Dosing Window

Our findings, based on the independent simulation studies, were summarized below.

e The sponsor proposed target maintenance dose is 75 mg eq. q 4 weeks and can be
adjusted between 25 to 150 mg eq q 4 weeks. The recommended maintenance dosing
regimen is acceptable.

o Paliperidone once daily ER formulation has been approved for the treatment of
schizophrenia. The recommended dosing is 6 mg q 24 hour and can be adjusted
between 3 mg to 12 mg q 24 hour.
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o The simulation showed that 75 mg eq q 4 week using long acting injection yields
similar exposure as 6 mg q 24 hour for the ER formulation.

o The simulation also indicated that 25 and 150 mg eq q 4 weeks using long acting
injection yields similar exposure as 2 mg q 24 hour and 12 mg q 24 hour for the
ER formulation. In the current submission, 25 mg eq q 4 weeks has shown to be
effective in treating patients with schizophrenia.

e The sponsor also proposed an initial dose of 150 mg eq on the first day, followed by 100
mg eq by the end of the first week. The proposed initial dosing regimen is acceptable.

o The desirable exposure is defined as median exposure between the steady state
peak and trough concentration following 6 mg q.d. oral ER formulation.

o Starting the treatment with 150 mg eq dose provides the benefit that the desirable
exposure can be achieved within 1 week. Following the proposed initial dosing
regimen, the peak exposure is below the highest clinical tested exposure that
appears to be safe and well tolerated.

e The sponsor proposed that the second initial dose can be administered within 2 days prior
to or after the scheduled time. In addition, the maintenance dose can be given within 1
week prior to or after the scheduled time. The simulation results demonstrated that
paliperidone exposure is within the desirable exposure. Therefore the proposed dosing
window is acceptable.

e The sponsor proposed an initial dose of 100 mg eq and 75 mg eq on day1 and one week
later in combination with a maintenance dose of 50 mg eq for patients with mild renal
impairment. The simulation results indicated that paliperidone exposure is mainly within
the desirable exposure range. The peak exposure is below the highest clinical tested
exposure that appears to be safe and well tolerated. Therefore, the proposed dosing
regimen in patients with mild renal impairment is acceptable. It is to note that
paliperidone palimtate is not recommended in patients with moderate or severe renal
impairment.
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e We have the following proposals for patients who intend to switch from other long acting
injection to paliperidone palimtate long acting injection.

o One proposal is to use paliperidone ER formulation between the two long acting
injections. This would allow the physician to titrate paliperidone dose to
compensate the elimination of the previous antipsychotic drug based on the
clinical response and also provide a flexible regimen to adjust the dose timely for
adverse events. After the patient is stabilized on paliperidone ER formulation and
most of the previous antipsychotic drug is eliminated, the paliperidone palmitate
injection can be started with the standard initiation dosing.

o For patients that cannot follow the proposed switching strategy, the alternative
proposal is to switch the patients to the maintenance dosing of paliperidone
palmitate long acting injection without the loading dose. However, the appropriate
maintenance dose will be determined by the physician’s clinical judgment and
cannot be established by using pharmacokinetic simulation alone.

e The sponsor proposed a re-initiation dosing regimen (Table 1). We found that the re-

initiation dosing regimens for patients who miss doses for 4 - 6 weeks and > 6 months are

acceptable with the assumption that paliperidone tolerability and the underlying disease
rogression are not affected due to the missing doses.

e We recommend the re-initiation dose (doses on day 1 and day 8) for a patient who
discontinues paliperidone palmitate treatment for 6 weeks — 6 months be the same dose as
the previous maintenance dose with a maximum of 100 mg eq.
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