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EXCLUSIVITY SUMMARY

NDA # 22-043 SUPPL # 000 HFD # 130

Trade Name Invega Extended Release Tablets

Generic Name paliperidone

Applicant Name Janssen, L.P.

Approval Date, If Known April 27, 2007

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)(i), 505(b)(2) or efficacy supplement?
YES [X] No[]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SE8
505(b)(1) (Type 6 NDA)
¢) Did it require the review of clinical data other than to support a safety claim or change in

labeling related to safety? (If it required review only of bioavailability or bioequivalence
data, answer "no.") :

" YES NO[]
If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your

reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

N/A

d) Did the applicant request exclusivity?

Page 1



YES NO[]
If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
5 years

e) Has pediatric exclusivity been granted for this Active Moiety?
YES [] NO

If the answer to the above question in YES, is this approval a result of the studies submitted in

response to the Pediatric Written Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?
YES[] No

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate)
has not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES X No[]

If"yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s). '

NDA# 21-999 Invega Extended Release Tablets (Acute treatment indication)
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NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moicty and
one previously approved active moiety, answer "yes.” (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously
approved.)

" YES[] NO X

If"yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s). :

NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part II of the summary should

only be answered “NO” for original approvals of new molecular entities.)
IF “YES,” GO TO PART III.

PARTIII THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant." This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). Ifthe answerto 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation.

YES No[]
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application,

(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

_ YES NO[]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE §8:

(b) Did the applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data would not
independently support approval of the application?

YES [] NoO

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES [ ] NO X

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES[] NO

If yes, explain:
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(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical
investigations submitted in the application that are essential to the approval:

Study R076477-SCH-301

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation” to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "essential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.")

Investigation #1 ' YES[] NO
Investigation #2 YES[] NO[]

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval®, does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1 YES [] No X

Investigation #2 YES [] No[]

If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on: ’
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

Study R076477-SCH-301

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
o .
IND # 65,850 YES X ' No [
! Explain:
Investigation #2 ' !
]
IND # YES [] ! NO []
' ! Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study? :

Investigation #1 !

!
YES [] t NO []
Explain: , .1 Explain:
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Investigation #2 !
!

YES [] .iNoE]

Explain: ! Explain:

(¢) Notwithstanding an answer of "yes" to () or (b), are there other reasons to believe that
- the applicant should not be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES[] NO [X]

If yes, explain:

Name of person completing form: Keith Kiedrow, PharmD
Title: Regulatory Project Manager
Date: May 31, 2007

Name of Office/Division Director signing form: Thomas Laughren, MD

Title: Director, Division of Psychiatry Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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Thisis a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Thomas Laughren
6/1/2007 09:04:18 AM



PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

NDA/BLA #:___22-043 Supplement Type (e.g. SE5): _New NDA Supplement Number: 000

Stamp Date:_6/27/2006 Action Date: 4/27/2007
HFD_130 Trade and generic names/dosage form: Invega (paliperidone) Extended Release Tablets

Applicant: __Janssen, L.P. C/O Johnson & Johnson Pharmaceutical Research and Development, L.L.C.

Therapgutic Class: _Schizophrenia (code 2020200)
Indication(s) previously approved: Séhizophrenia {code 2020200)

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.
Number of indications for this application(s):___1

Indicatidn #1:. Maintenance Treatment of Schizephrenia

Is there a full waiver for this indication (check one)?

X Yes: Please proceed to Section A.

O No: Please check all that apply: Partial Waiver Deferred Completed
NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Bection A: Fully Waived Studies

Reason(s) for full waiver:

Q3 Products in this class for this indication have been studied/labeled for pediatric population

O Disease/condition does not exist in children

O Too few children with disease to study

Q1 There are safety concerns

X Other: Paliperidone is being studied in children under a WR (under IND 65850) that was issued in November 2,
2006. In a meeting held February 16, 2006, it was decided that PREA requirements would be waived for all age groups

for the maintenance indication. _

If studiies are fully waived, then pediatric information is complete for this indication. If there is another indication, Dlease see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS,

l§ection B: Partially Waived Studies
Age/weight range being partially waived:

Min_ kg mo,, yr. Tanner Stage
Max kg_ ‘mo. yr. Tanner Stage

Reason(s) for partial waiver:

O Products in this class for this indication have been studied/labeled for pediatric population
Q Disease/condition does not exist in children
U Too few children with disease to study



NDA 21-346 S015
Page 2

. & 'There are safety concerns
8 Adult studies ready for approval
& Formulation needed
8 Other:

If studlies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

ISection C: Deferred Studies —l

Age/weight range being deferred:

Min kg mo, yr. Tanner Stage
Max kg mo, yr. Tanner Stage,

Reason(s) for deferral:

L Produects in this class for this indication have been studied/labeled for pediatric population
QO Disease/condition does not exist in children '
B2 Too few children with disease to study
U There are safety concerns
0 Adult studies ready for approval
O Formulation needed

Other:
Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

{ Section D: Completed Studies ' ]

Age/weight range of completed studies:

Min kg mo., yr. Tanner Stage
Max kg mo,, yr. Tanner Stage
Comments:

If there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered
into DFS.

This page was completed by:
Keith Kiedrow, PharmD

{See appended electronic signature page}

Regulatory Project Manager

cc: NDA 21-346 S015
HFD-960/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG



NDA 21-346 SO15
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DEVELOPMENT, HFD-960, 301-594-7337.

(revised 12-22-03)

Appears This Way
On Original

Appears This Way
On Origingj
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Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2:

Is there a full waiver for this indication (check one)?
&1 Yes: Please proceed to Section A.
U No: Please check all that apply: Partial Waiver Deferred Completed

NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Iﬁection A: Fully Waived Studies

Reason(s) for full waiver:

QO Products in this class for this indication have been studied/labeled for pediatric population
U Disease/condition does not exist in children

O Too few children with disease to stud.

O There are safety concerns :

O Other:

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS. '

[Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. yr. Tanner Stage
Max kg mo, yr. Tanner Stage

Reason(s) for partial waiver:

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

oo00ooo

If studies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.
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|§ection C: Deferred Studies

0000000

Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo.,, yr. Tanner Stage

Reason(s) for deferral:

Products in this class for this indication have been stndied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Adult studies ready for approval

Formulation needed

Other:

Date studies are due (mm/dd/yy):

If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

section D: Completed Studies

Age/weight range of completed studies:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage,
Comments:

If there are additional indications, please copy the fields above and complete pediatric information as directed, If there are no
other indications, this Pediatric Page is complete and should be entered into DFS,

This page was completed by:

cc:

{See appended electronic signature page}

Regulatory Project Manager
NDA 21-346 S015
HFD-960/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG
DEVELOPMENT, HFD-960, 301-594-7337.

(revised 10-14-03)



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Keith Kiedrow
5/31/2007 02:38:57 PM



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

CLINICAL INSPECTION SUMMARY

DATE;: March 2, 2007

TO: Keith Kiedrow, Regulatory Project Manager, HFD-130
Karen Brugge, M.D., Clinical Reviewer :
Division of Psychiatry Products, HFD-130

THROUGH: Constance Lewin, M.D., M.P.H.
Branch Chief
" Good Clinical Practice Branch I
Division of Scientific Investigations

FROM: Sherbet Samuels, R.N., M.P.H.
SUBJECT: Evaluation of Clinical Inspections

NDA: 22-043

APPLICANT: Johnson and Johnson Pharmaceutical Research, L.L.C.

DRUG: Paliperidone

THERAPEUTIC CLASSIFICATION: Standard Review

INDICATION: [  in Subjects with Schizophrenia. L)
CONSULTATION REQUEST DATE: 09/05/06

DIVISION ACTION GOAL DATE: 03/09/07

PDUFADATE: = 04/27/07

I. BACKGROUND:

Paliperidone was studied to evaluate its efficacy in the I J: of the symptoms of
-schizophrenia and to assess its safety and tolerability in subjects with schizophrenia. The sponsor has
submitted a new drug application (NDA # 22-043) for marketing approval of paliperdone for the T

4 of the symptoms of schizophrenia. Drs. Raisa Andrezina and Emilis Subata’s sites in Latvia -
and Lithuania, respectively, were selected for inspection due to insufficient domestic data. The goals of the
inspections were to assess adherence to FDA regulatory requirements: specifically, investigator oversight,
protocol compliance, validity of primary efficacy endpoint data, and protection of subjects’ rights, safety,
and welfare. Protocol R0O76477-SCH-301 entitled “A Randomized, Double-Blind, Placebo-Controlled,
Parallel-Group Study with an Open-Label Extension Evaluating Extended Release OROS® Paliperidone in
the T o in Subjects with Schizophrenia” was inspected.

b(4)



' Summary Report of Foreign Inspections

1I. RESULTS (by protocol/site):

Name of CI City, State Country { Protocol Inspection EIR Received Final
. ' Date Date Classification
Dr. Raisa Andrezina Riga Latvia RO76477- Dec. 11-13, 2006 Feb. 16,2007 VAI
SCH-301
Dr. Emilis Subata Klaipeda Lithuania R076477- Dec. 4-8, 2006 Feb. 12, 2007 VAI
: SCH-301

- Key to Classifications
NAI = No deviation from regulations. Data acceptable.

VAI-No Response Requested= Deviations(s) from regulations. Data acceptable.
VAlI-Response Requested = Deviation(s) from regulations. See specific comments below for data

acceptability

OAI = Significant deviations from regulations. Data unreliable.

A. Protocol # R076477-SCH-301

1. Raisa Andrezina, M.D., Ph.D.
Mental Health Care Center
- Department of Psychiatry

Tvaika Street 2
Riga LV-1005

Latvia

a. What was inspected: Dr. Andrezina enroiled 13 subj
subjects” records. Primary endpoint efficacy data were

b. Limitations of inspection: Records are in foreign language.

¢. General observations/commentary: The inspection found the following record discrepancies:

ects. The inspection encompassed an audit of all
verified for all subjects.

Total PANSS Score
Subject Number Visit Number Data Listings CRF Medical Records
100212 98 45 45 43 '
100213 2 106 106 102
100214 7 62 62 68
100216 3 105 105 109
5 95 95 90
100226 4 69 69 66
Total VAS Score
Subject Number Visit Number Data Listings _ CRF Medical Records
100213 98 QS-49 90 90
100214 16 QS-89 11 89
' 18 QS-93 7 .




Total VAS Score

Subject Number Visit Number Data Listings CRF Medical Records
2 Qs-10 16 16
100215 DD-25 19 19
9 Qs-10 9 -
DD-25 15 -
98 QSs-23 13 -
DD-13 9 -
100216 9 QS-96 50 50
12 QS-96 50 50
2 Qs-8 10 10
100217 DD-18 18 8
5 Qs-97 4 4
12 Qs-38 12 88

d. The review division should consider the impact, if any,
Other than the inaccuracies noted above,

2. Emilis Subata, MD, PhD
Klaipeda Mental Hospital

Bangu 6a

Klaipeda 91251

Lithuania

a

b. Limitations of inspection: Records are in foreign language.

of these discrepancies on the efficacy results.
the data appear acceptable.

. What was inspected: Dr. Subata enrolled 12 subjects. The inspection encompassed an audit of all
subjects’ records. Primary endpoint efficacy data were verified for all subjects.

c. General observations/commentary: The inspection found the following discrepancies:

*  For subject 100325, the Positive and Negative Syndrome Scale for Schizophrenia (PANSS) form
at visit 3 indicates a total score of 96. However, the medical records report a total PANSS score of

92.

¢ For subject 100326, the PANSS form at visit 17 indicates a total score

medical records report a total PANSS score of 54.

of 55. However, the

®  For subject 100331, the PANSS form at visit 1 indicates a total score of 82. However, the medical
records report a total PANSS score of 88.

*  For subject 100347, the PANSS form at visit 6 indicates a total score of 77. However, the medical
records report a total PANSS score of 80.

d. Other than the inaccuracies noted above, the data appear acceptable.

Appears This Way
On Original




1I. OVERALL ASSESSMENT OF FINDINGS AND GENERAL RECOMMENDATIONS
As mentioned above, the inspections of Dr. Andrezina and Dr. Subata’s sites found inaccurate record

keeping. Other than the inaccuracies noted above, the data from these sites appear acceptable in support of
the respective indication.

{See appended electronic signature page}

Sherbet Samuels, R.N., M.P.H.

CONCURRENCE:

{See appended electronic signature page}

Constance Lewin, M.D., M.P H.
Branch Chief

Good Clinical Practice Branch I
Division of Scientific Investigations



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Sherbert Samuels
3/2/2007 12:25:02 PM
Cso

Constance Lewin
3/2/2007 12:43:12 PM
MEDICAL OFFICER





