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Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the
requirement that the Office provide a patent term adjustment determination with the notice of allowance. See
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term
adjustment) should follow the process outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and
Budget approval before requesting most types of information from the public. When OMB approves an agency
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration
date for the agency to display on the instrument that will be used to collect the information and (ii) requires the
agency to inform the public about the OMB Control Number’s legal significance in accordance with 5 CFR
1320.5(b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain
or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is
governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary
depending upon the individual case. Any comments on the amount of time you require to complete this form
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box
1450, Alexandria, Virginia 22313-1450. Under the Paperwork Reduction Act of 1995, no persons are required to
respond to a collection of information unless it displays a valid OMB control number.

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the
requirements of the Act, please be advised that: (1) the general authority for the collection of this information is
35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which
the information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission
related to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and
Trademark Office may not be able to process and/or examine your submission, which may result in termination of
proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records
may be disclosed to the Department of Justice to determine whether disclosure of these records is required
by the Freedom of Information Act.

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence
to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of
settlement negotiations.

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance
from the Member with respect to the subject matter of the record.

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having
need for the information in order to perform a contract. Recipients of information shall be required to
comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

5. A record related to an International Application filed under the Patent Cooperation Treaty in this system of
records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property
Organization, pursuant to the Patent Cooperation Treaty.

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes
of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C.
218(c)).

7. A record from this system of records may be disclosed, as a routine use, to the Administrator, General
Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency's
responsibility to recommend improvements in records management practices and programs, under authority
of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations
governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive.
Such disclosure shall not be used to make determinations about individuals.

8. A record from this system of records may be disclosed, as a routine use, to the public after either publication
of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a
record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the
record was filed in an application which became abandoned or in which the proceedings were terminated
and which application is referenced by either a published application, an application open to public
inspection or an issued patent.

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Application No. Applicant(s)
12/337,144 VERMEULEN ET AL.
Notice of Allowabilit Examiner ArtUnit | B8 (st Inventorto
y Renee Claytor 1627 File) Status
No

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWARBILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. X This communication is responsive to the RCE filed on 11/17/2014.
OA declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. [ An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction
requirement and election have been incorporated into this action.

3. X The allowed claim(s) is/are 1-5,13.15-20,22 and 24. As a result of the allowed claim(s), you may be eligible to benefit from the Patent
Prosecution Highway program at a participating intellectual property office for the corresponding application. For more information,
please see hifp://www usplo.gov/patenis/inil_events/oph/index.jsg or send an inquiry to PPHicedback@usplo.gov .

4. [] Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
Certified copies:

a)[dJ Al b)[J Some *c)[] None of the:
1. [ Certified copies of the priority documents have been received.
2. [ Certified copies of the priority documents have been received in Application No.
3. [ Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).
* Certified copies not received: __

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. [] CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.

[0 including changes required by the attached Examiner's Amendment / Comment or in the Office action of
Paper No./Mail Date .
Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. [] DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1. [0 Notice of References Cited (PTO-892) 5. [] Examiner's Amendment’Comment

2. X Information Disclosure Statements (PTO/SB/08), 6. [X] Examiner's Statement of Reasons for Allowance
Paper No./Mail Date

3. [ Examiner's Comment Regarding Requirement for Deposit 7. [ Other .

of Biological Material
4. [ Interview Summary (PTO-413),
Paper No./Mail Date .

U.S. Patent and Trademark Office
PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20150309
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Application/Control Number: 12/337,144 Page 2
Art Unit: 1627

DETAILED ACTION
The present application is being examined under the pre-AlA first to invent

provisions.

Request for Continued Examination
A request for continued examination under 37 CFR 1.114, including the fee set
forth in 37 CFR 1.17(e), was filed in this application after allowance or after an Office
action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm'r Pat. 1935). Since
this application is eligible for continued examination under 37 CFR 1.114, and the fee
set forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has
been reopened pursuant to 37 CFR 1.114. Applicant's submission filed on 11/17/2014

has been entered.

REASONS FOR ALLOWANCE
The following is an examiner’s statement of reasons for allowance: please see
the original Notice for Allowance given on 6/25/2013.
It is noted that Applicants have filed an IDS, which has been considered and no
art was found to be relevant to the present invention.
Any comments considered necessary by applicant must be submitted no later

than the payment of the issue fee and, to avoid processing delays, should preferably
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Application/Control Number: 12/337,144 Page 3
Art Unit: 1627

accompany the issue fee. Such submissions should be clearly labeled “Comments on

Statement of Reasons for Allowance.”

Conclusion

Any inquiry concerning this communication or earlier communications from the
examiner should be directed to Renee Claytor whose telephone number is (571)272-
8394. The examiner can normally be reached on M-F 8:00-4:30.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone
number for the organization where this application or proceeding is assigned is 571-
273-8300.

Information regarding the status of an application may be obtained from the
Patent Application Information Retrieval (PAIR) system. Status information for
published applications may be obtained from either Private PAIR or Public PAIR.
Status information for unpublished applications is available through Private PAIR only.
For more information about the PAIR system, see http:/pair-direct.uspto.gov. Should
you have questions on access to the Private PAIR system, contact the Electronic
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a
USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

/Renee Claytor/

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 633



Application/Control Number: 12/337,144 Page 4
Art Unit: 1627

Primary Examiner, Art Unit 1627
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

Substitute for form 1449A/PTO Application Number

12/337,144

Filing Date

12/17/2008

|NFORMAT|0N DlSCLOSURE FirstNamedl{vventor
STATEMENT BY APPLICANT  [Z2pAtn

An Vermeulen

1627

Claytor, Deirdre

(use as many sheets as necessary)

Attorney Docket Number
Sheet 1 of 1

PRD2901USNP

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Examiner’s
Initials*

Cite

No.'

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
(book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s),

publisher, city and/or country where published

Kazuo YAMADA et al., Future Potentiality of Pharmacotherapy for
Schizophrenia in Acute Phase, Clinical Psychopharmacology, Vo. 8, No. 10

(2005), pp.1563-1568

Examiner
Signature

Date

/Renee Ca\,’OV/ Considered 03/09/2015

*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance

and not considered. Include copy of this form with next communication to applicant.
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Applicant(s)/Patent Under
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

Substitute for form 1449A/PTO App/jcaﬁon Number 12/337,144

Filing Date 12/17/2008

INFO RMATION DISCLOSURE First Named I'nventor An Vermeulen
STATE M E NT BY AP P LI CANT g)r(zumpirf;rrtll\ljg;;e é?:;tor, Deirdre

(use as many sheets as necessary) Attorney Docket Number | PRD2901USNP
Sheet 1 of 1

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
Examiner's | Cite (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), T
Initials* No.' publisher, city and/or country where published

Kazuo YAMADA et al., Future Potentiality of Pharmacotherapy for

Schizophrenia in Acute Phase, Clinical Psychopharmacology, Vo. 8, No. 10

(2005), pp.1563-1568

Takashi YOSHIO, Sustained-release Antipsychotic Drugs (depot drugs),

Psychiatric Nursing, Vol. 33, No.4 (2006), pp.64-67
sinanws | __/ReneE Claytor/ Considered | 03/09/2015

*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance
and not considered. Include copy of this form with next communication to applicant.

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /R.C/
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EAST Search History

EAST Search History

EAST Search History (Prior Art)

Ref ijHits iSearch Query DBs Default Plurals jiTime
# Operator Stamp
L1 1353 ipaliperidone US-PGPUB; USPAT; EPG; OR OFF 2015/03/09
JPO; DERWENT 11:41
L2 189 L1 and US-PGPUB; USPAT; EPC; CR OFF 2015/03/09
@ad<="20071219" {iJPO; DERWENT 11:41
L3 {52983 iischizophren$2 US-PGPUB; USPAT; EPC; CR OFF 2015/03/09
JPO; DERWENT 11:41
L4 {104 L2 and L3 US-PGPUB; USPAT; EPC; CR OFF 2015/03/09
JPO; DERWENT 11:41
L5 4 "20090163519" US-PGPUB; USPAT; EPO; CR OFF 2015/03/09
JPO; DERWENT 11:53
S1 {414 ijpaliperidone US-PGPUB; USPAT; EPC; CR OFF 2010/11/29
JPO; DERWENT 14:00
S 4 S1 and US-PGPUB; USPAT; EPC; CR OFF 2010/11/29
@ad="20071219" {{JPO; DERWENT 14:01
S3 #1689 St and US-PGPUB; USPAT; EPC; CR OFF 2010/11/29
@ad<="20071219" {{JPO; DERWENT 14:01
$4 {37089 iischizophren$2 US-PGPUB; USPAT; EPG; OR OFF 2010/11/29
JPO; DERWENT 14:01
S5 93 S3 and 4 US-PGPUB; USPAT; EPC; OR OFF 2010/11/29
JPO; DERWENT 14.02
S6 {9 dosing adj US-PGPUB; USPAT; EPC; OR OFF 2010/11/29
escalation JPO; DERWENT 16:24
S7 #0 S1 and S6 US-PGPUB; USPAT; EPC; OR OFF 2010/11/29
JPO; DERWENT 16:24
S8 31 "5254556" US-PGPUB; USPAT; EPC; OR OFF 2010/11/29
JPO; DERWENT 19:03
89 {19 "6077843" US-PGPUB; USPAT; EPC; OR OFF 2010/11/29
JPO; DERWENT 19:31
S10 i1 "6555544" US-PGPUB; USPAT; EPC; OR OFF 2010/11/29
JPO; DERWENT 19:35
S11 120655 ipsychiatri$2 US-PGPUB; USPAT; EPC; OR OFF 2010/12/03
JPO; DERWENT 10:28
S12 417  iipaliperidone US-PGPUB; USPAT; EPC; OR OFF 2010/12/03
JPO; DERWENT 10:29
S13 139 #S12 and Si11 US-PGPUB; USPAT; EPC; OR OFF 2010/12/03
JPO; DERWENT 10:29
S14 14 S11 same S12 US-PGPUB; USPAT; EPC; OR OFF 2010/12/03
JPO; DERWENT 10:29
S15 #895  Hpaliperidone US-PGPUB; USPAT; EPC; OR OFF 2013/06/14
JPO; DERWENT 08:53
S16 {185 §S15 and US-PGPUB; USPAT; EPC; OR OFF 2013/06/14
@ad<="20071219" {{JPO; DERWENT 08:53
S17 146189 ijschizophren$2 US-PGPUB; USPAT; EPC; OR OFF 2013/06/14
JPO; DERWENT 08:53
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EAST Search History

sig 102 §s16 and S17 US-PGPUB; USPAT; EPO;  |OR OFF  2013/06/14
JPO; DERWENT 08:53

s19 {102 ists US-PGPUB; USPAT; EPO;  {OR OFF  2013/06/14
JPO; DERWENT 08:53

520 1217 paliperidone US-PGPUB; USPAT; EPO;  [OR OFF  J2014/08/11
JPO; DERWENT 13:55

s21 187 {s20 and US-PGPUB; USPAT; EPO;  JOR OFF  §2014/08/11
@ad<="20071219" {JPO; DERWENT 13:55

S22 {50743 Yschizophren$2 US-PGPUB; USPAT; EPO;  JOR OFF  {2014/08/11
JPO; DERWENT 13:55

523 103" {s21 and S22 US-PGPUB; USPAT; EPO;  |OR OFF  2014/08/11
JPO; DERWENT 13:55

s24 103 s23 US-PGPUB; USPAT; EPO;  JOR OFF  {2014/08/11
JPO; DERWENT 13:55

S25 {50743 {schizophren$2 US-PGPUB; USPAT; EPO;  JOR OFF  {2014/08/11
JPO; DERWENT 13:56

526 {103 {S24 and S25 US-PGPUB; USPAT; EPO;  |OR OFF  J2014/08/11
JPO; DERWENT 13:56
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Application/Control No. Applicant(s)/Patent Under
Reexamination
Index of Claims 12337144 VERMEULEN ET AL.
DT
RENEE CLAYTOR 1627
4 Rejected - Cancelled N | Non-Elected A Appeal
= Allowed + Restricted | Interference o) Objected
[0 cClaims renumbered in the same order as presented by applicant O cpa O T.D. O R.1.47
CLAIM DATE
Final Original  |07/01/2010 [12/03/2010|06/28/2011 |06/14/2013|08/11/2014 | 03/09/2015
1 1 + v v = = =
2 2 + v v = = =
3 3 + v v = = =
4 4 + 4 4 = = =
5 5 - v v - - -
6 + v v
7 + v v
8 + v v
9 + v v
10 - v v
11 - v v
12 - N N
6 13 - v v = = =
14 - N -
7 15 - v v = = =
16 - v v = = =
17 - v v = = =
10 18 - v v = = =
11 19 - v v = = =
12 20 - v v - _ _
21 - N N
13 22 - v v - _ _
23 - N -
14 24 - v v = = =
25 - v v
26 - v v
27 - v v
28 - v v
29 - v v
30 - N N
31 - v v
32 - N -
33 - v v

U.S. Patent and Trademark Office

Part of Paper No. : 20150309
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Doc code: RCEX PTO/SB/A0EFS (07-09)

Doc description: Request for Continued Examination (RCE) Approved for use through 07/31/2C12. OMB 0651-0031
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERGCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

REQUEST FOR CONTINUED EXAMINATION(RCE)TRANSMITTAL
(Submitted Only via EFS-Web)

Application | 4, 547 144 Filing | 5408.12-17 Docket Number | 015 601usnp At 1 ge27
Number Date (if applicable) Unit

First Named An Vermeulen Examiner Claytor, D. Renee

Inventor Name

This is a Request for Continued Examination (RCE) under 37 CFR 1.114 of the above-identified application.
Request for Continued Examination (RCE) practice under 37 CFR 1.114 does not apply to any utility or plant application filed prior to June 8,
1995, or to any design application. The Instruction Sheet for this form is located at WWW.USPTO.GOV

SUBMISSION REQUIRED UNDER 37 CFR 1.114

Note: If the RCE is proper, any previously filed unentered amendments and amendments enclosed with the RCE will be entered in the order
in which they were filed unless applicant instructs otherwise. If applicant does not wish to have any previously filed unentered amendment(s)
entered, applicant must request non-entry of such amendment{s).

] Previously submitted. If a final Office action is outstanding, any amendments filed after the final Office action may be considered as a
submission even if this box is not checked.

[ ] Consider the arguments in the Appeal Brief or Reply Brief previously filed on

[ ] Other

[X] Enclosed

Amendment/Reply
Information Disclosure Statement (IDS)

Affidavit(s)/ Declaration(s)

Other
Application Data Sheet

MISCELLANEQUS

|:| Suspension of action on the above-identified application is requested under 37 CFR 1.103(c) for a period of months
{Period of suspension shall not exceed 3 months; Fee under 37 CFR 1.17{i) required)

[] Other

FEES

The RCE fee under 37 CFR 1.17(e) is required by 37 CFR 1.114 when the RCE is filed.
The Director is hereby authorized to charge any underpayment of fees, or credit any overpayments, to
Deposit Account No 100750

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED

Patent Practitioner Signature

[] Applicant Signature

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 641
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Doc code: RCEX
Doc description: Request for Continued Examination (RCE) Approved for use through 07/31/2C12. OMB 0651-0031

PTO/SB/30EFS (07-09)

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Signature of Registered U.S. Patent Practitioner

Signature

/Hal Brent Woodrow/

Date (YYYY-MM-DD} (2015-06-12

Name

Hal. B. Woodrow

Registration Number | 32501

This collection of information is required by 37 CFR 1.114. The information is required to obtain or retain a benefit by the public which is to
file {and by the USPTO to process) an application. Confidentiality is governed by 35 U.8.C. 122 and 37 CFR 1.11 and 1.14. This collection is
estimated to take 12 minutes to complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time
will vary depending upon the individual case. Any comments on the amount of time you require to complete this form and/or suggestions for

reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce,
P.O. Box 1450, Alexandria, VA 22313-1450.
If you need assistance in completing the form, call 1-800-PT0O-9199 and select option 2.

EFS - Web 2.1.15
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be
advised that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information
solicited is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office
is to process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1.

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information
Act (5 U.5.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the
Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need
for the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization,
pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of
National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services,
or his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.5.C. 2904 and
2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.5.C. 151. Further, a record may
be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in an
application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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CERTIFICATE OF EFS TRANSMISSION
I hereby certify that this paper (along with any paper referred to as being attached
or enclosed) is being transmitted to the United States Patent and Trademark Office on
the date shown below via the “Electronic Filing System” in accordance with 37 C.F.R.
§ 1.6(a) (4).

Kristin Miele /Kristin Miele/ June 12, 2015

Type or print name Signature Date

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants: An Vermeulen et al. Art Unit: 1627

Serial No.: 12/337,144 Examiner: Claytor, D.

Filed: 12/17/2008 Confirmation Number: 3172

For: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE
ESTERS

Mail Stop: IDS

Commissioner for Patents

P. O. Box 1450

Alexandria, VA 22313-1450

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT

Dear Sir:

This copy is supplemental to the Information Disclosure Statements filed on April
11, 2011, December 12, 2011, September 18, 2013, November 17, 2014 and December 5,
2014.

Pursuant to 37 C.F.R. §1.56 and in accordance with 37 C.F.R. §§1.97-1.98,

information relating to the above-identified application is hereby disclosed. Inclusion of
information in this statement is not to be construed as an admission that this information is
material as that term is defined in 37 C.F.R. §1.56(b).

Applicant(s) reserve(s) the right to establish the patentability of the claimed
invention over any of the information provided herewith, and/or to prove that this
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information may not be prior art, and/or to prove that this information may not be enabling

for the teachings purportedly offered.

This statement should not be construed as a representation that a search has been
made, or that information more material to the examination of the present patent

application does not exist.

X In accordance with §1.97(b), since this Information Disclosure Statement is
being filed either within three months of the filing date of the above-identified national
application (other than a continued prosecution application under §1.53(d)), within three
months of the date of entry into the national stage of the above identified application as set
forth in §1.491, or before the mailing date of a first Office Action on the merits of the above-

identified application, or before the mailing date of a first Office Action after the filing of a

request for continued examination under §1.114, no additional fee is required.

] In accordance with §1.129(a), this Information Disclosure Statement is being
filed in connection with [_] the first or [_]second After Final Submission, therefore:
] Statement in Accordance with §1.97(e) (attached); or
[] Please charge Deposit Account No. 10-0750/ the fee of $180.00
as set forth in §1.17(p).

] In accordance with §1.97(c), this Information Disclosure Statement is being
filed after the period set forth in §1.97(b) above but before the mailing date of either a Final
Action under §1.113 or a Notice of Allowance under §1.311, or an action that otherwise
closes prosecution and that it is accompanied by one of:

] Statement in Accordance with §1.97(e) (attached); or
[] Please charge Deposit Account No. 10-0750/ the fee of $180.00 as
set forth in §1.17(p).
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[] In accordance with §1.97(d), this Information Disclosure Statement is being filed
after the mailing date of either a Final Action under §1.113 or a Notice of Allowance under
§1.311 but before the payment of the Issue Fee. Applicant(s) hereby petition(s) for
consideration of this Information Disclosure Statement. Included are: Statement in
Accordance with §1.97(e) (attached) and the fee of $180.00 as set forth in §1.17(p).

[] Copies of each of the references listed on the attached Form PTO-1449 are

enclosed herewith.

] Copies of references listed on the attached Form PTO-1449 are enclosed
herewith EXCEPT THAT:

] In view of the voluminous nature of references [list as appropriate],
and the likelihood that these references are available to the Examiner,
copies are not enclosed herewith.

] If any of the foregoing publications are not available to the Examiner,

Applicant will endeavor to supply copies at the Examiner’s request.

X Copies of only foreign patent documents and non-patent literature are
enclosed in accordance with 37 CFR 1.98 (a)(2).

X There are no listed references which are not in the English language.

] The relevance of those listed references which are not in the English

language is as follows:

] Attached are copies of search report(s) from corresponding patent
application(s), which are listed on the attached Submission Under MPEP 609 D.

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 646



Docket Number: PRD2901USNP

] Attached are the following non-published pending patent applications and/or
nonpatent literature which may be deemed relevant, which are listed on the attached
Submission Under MPEP 609 D.

Please charge any deficiency or credit any overpayment to Deposit Account No. 10-
0750/PRD2901USNP/HBW.

Respectfully submitted,

Johnson & Johnson By:_/Hal Brent Woodrow/

One Johnson & Johnson Plaza Hal B. Woodrow, Reg. No. 32,501
New Brunswick, NJ 08933-7003

Phone: (732) 524-2976

Dated: 12 June 2015
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COMBINE‘D~ DECLARATION AND ASSIGNMENT

Title of Invention: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

This declaration and assignment is directed to: R
O The attached or filed herewith application of (list of named inventors) ,
or

X The United States application or PCT international application number 12/337,144
filed on December 17, 2008.

Declaration
As thé below named inventor, I hereby declare that:
The above-identified application (“Application™) was made or authorized by me.
I'believe that I am the original inventor or an original inventor of a claimed invention or discovery in the Application.

I have reviewed and understood the contents of the Application, including the claims, and I acknowledge the duty to disclose
information which is material to patentability as defined in Title 37, the United States Code of Federal Regulations, §1.56 for filings of
this Application in the United States of America.

I hereby acknowledge that any willful false statement made in this declaration is punishable under 18 U.S.C. § 1001 by fine or
imprisonment of not more than five (5) years, or both for filings of this Application in the United States of America.

Assignment

J I hereby acknowledge that I have previously assigned the above-identified invention by previous assignment (attached hereto)
which is hereby conformed for recordation in the US Patent Office.

or
X For good and valuable consideration, the sufficiency of which is acknowledged, I hereby assign and transfer and/or have
assigned and transferred to:
Janssen Pharmaceutica NV
Turnhoutseweg 30, Beerse, Belgium B-2340

A corporation of the state or country of Belgium

(hereinafter designated as the “Assignee”), my entire right, title, and interest in, to, and under the Application, including all priority rights
for other countries arising therefrom, all inventions or discoveries therein disclosed, and any and all Letters Patent of the United States,
European Patent Office and of all other countries, which may be granted for such inventions or discoveries, or any of them, all such
inventions or discoveries and all rights in such Application including any and all provisionals, substitutions, divisions, and continuations
thereof, and to all Letters Patent that may be granted for said inventions and discoveries, and in and to all extensions, supplementary
protection certificates, reexaminations, renewals, and reissues thereof, to be held and enjoyed by Assignee for its own use and enjoyment
to the full end of the term or terms for which such Letters Patent may be granted, as fully and entirely as the same would have been held
and enjoyed by me had this assignment and sale not been made.

I shall execute all papers necessary in connection with the Application in the United States Patent and Trademark Office,
European Patent Office, any other patent offices, and under the Patent Cooperation Treaty, and any continuing, divisional, or reissue
applications thereof, any reexamination of any of such applications, and any patent term extensions or supplementary protection
certificates of any such applications and also to execute separate assignments in connection with such applications as the Assignee may
deem necessary or expedient.
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I shall execute all papers necessary in connection with any litigation or any other judicial proceeding in the United States or other
country, or any administrative proceeding in the United States Patent and Trademark Office, European Patent Office, any other patent
office, or under the Patent Cooperation Treaty coricerning the Application(s) or any continuation, divisional, or reissue applications
thereof, or any reexamination of any such applications, or any Letters Patent isSued therefrom or any patent term extensions or
supplementary protection certificates of any such applications and to cooperate with the Assignee in every way possible in obtaining
evidence and going forward with such litigation or proceeding. :

I shall execute all papers and documents and perform any act which may be neéessary in connection with claims or provisions of
the International Convention for Protection of Industrial Property or similar agreements.

I shall do all other acts which, in the opinion of Assignee, may be necessary or desirable to secure the grant of Letters Patent to
Assignee or its nominees, in the United States, by the European Patent Office and in all other countries where Assignee may desire to
have such inventions or discoveries, or any of them, patented, with specifications and claims in such form as shall be approved by
Assignee and to vest and confirm in Assignee or its nominees the full and complete legal and equitable title to all such Letters Patent.

I hereby (i) authorize and request the Commissioner of Patents to issue any and all Letters Patent of the United States resulting
from the Application or any divisional, continuation, or reissue applications thereof, and any reexamination of any of such applications, to
Assignee, and (ii) covenant that I have full right to convey the interest herein assigned, and that I have not executed, and will not execute,
any agreement in conflict herewith. -

I hereby grant the attorney of record the power to insert on this assignment any further identification which may be necessary or
desirable in order to obtain legal recordation of this document.

Srihari Gopalg % %M
(] IV

Signature

My, 26 2015
, ;

Date
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COMBINED DECLARATION AND ASSIGRNMENT

Title of Invention: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

This declaration and assignment is directed to:
il The attached or filed herewith application of (list of named inventors) |
or

XY

filed on December 17, 2008.

Declaration
As the below named inventor, | hereby declare that:
he above-identified application (“Application”) was made or authorized by me
I believe that [ am the original inventor or an original inventor of a claimed invention or discovery in the Application.
I have reviewed and understood the conlents of the Application, including the claims, and [ acknowledge the duty to disclose

information which is material to patentability as defined in Title 37, the United States Code of Federal Regulations, §1.56 for filings of
this Application m the United States of America.

5
H
i

I hereby acknowledge that any willful false staternent made m this declaration is punishable under 18 U.S.C. § 1001 by fine or
mmnprisonment of not more than five {S) years, or both for filings of this Application in the United States of America.

Assignment

] I hereby acknowiedge that | have previously assigned the above-identified invention by previous assignoient (attached hereto)
which is hereby conformed for recordation in the US Patent Office.

or
For good and valuable consideration, the sufficiency of which is acknowledged, I hereby assign and transfer and/or have
d%%mn@d and transferred to:

Janssen Pharmaceutica NV
Turnhoutseweg 30, Beerse, Belgrum B-2340

A corporation of the state or country of Belgium

{(hercinafler designated as the “Assignee™ ), my entire right, title, and interest in, o, and under the Application, including all priority rights
for other countries arising tncrcfrmm all ventions or discoveries therein disclosed, and any and all Letters Patent of the United States,
European Patent Office and of all other countnies, which may be granted for such inventions or discoveries, or any of thern, all such
mventions or discoveries and all rights in such Application inchuding any and all provisionals, substitutions, divisions, and continnations
thereot, and to all Letters Patent that may be granied for said inventions and discoveries, and in and to all extensions, supplementary
protection certificates, reexaminations, renewals, and reissues thereof, to be held and enjoyed by Assignee for its own use and enjoyient
to the full end of the term or terms for which such Letters Patent may be granted, as fully and entively as the same would have been held

and enjoyed by me had this assignment and sale not been made.

¥ shall execute all papers necessary in connection with the '»\,pplicatior' in the United States Patent and Trademark Office,
Europcan Patent Office, any other patent offices, and under the Patent Cooperation Treaty, and any continuing, divisional, or reissue
apphications thereof, any recxarsination of any of such applications, and auny patent tern exiensions or suppleruentary protechion
certificates ot any such applications and also 1o exccute separate assigniuents in conuection with such applications as the Assignee may
deemn necessary or expedient.
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Attorney Docket No. PRD2901USNP

CERTIFICATE OF EFS TRANSMISSION
I hereby certify that this paper (along with any paper referred to as being attached or enclosed) is being transmitted
to the United States Patent and Trademark Office on the date shown below via the “Electronic Filing System” in
accordance with 37 CF.R. § 1.6(a)(4).

Kristin Miele /Kristin Miele/ June 12, 2015

Type or print name Signature Date

In The United States Patent And Trademark Office

Applicants: An Vermeulen et al. Art Unit: 1627
Serial No.: 12/337,144 Examiner: Claytor, D. Renee
Filed: 12/17/2008 Confirmation Number: 3172

For: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

Commissioner for Patents
P. O. Box 1450
Alexandria, VA 22313-1450
AMENDMENT
Sir:
This paper is in response to the Notice of Allowance dated March 13, 2015.

Entry of the following amendment is respectfully requested.
Amendments to the Claims are reflected in the listing of claims which begins

on page 2 of this paper.

Remarks/Arguments begin on page 8 of this paper.
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Amendments to the Claims:

This listing of claims replaces all prior versions, and listings, of claims in the

captioned application.

Listing of Claims:

1. (Currently Amended) A dosing regimen for administering paliperidone palmitate to
a psychiatric patient in need of treatment for schizophrenia, schizoaffective disorder,

or schizophreniform disorder comprising

(1) administering intramuscularly in the deltoid of a patient in need of treatment a
first loading dose of about 150 mg-eq. of paliperidone as paliperidone
palmitate formulated in a sustained release formulation on the first day of

treatment;

(2) administering intramuscularly in the deltoid muscle of the patient in need of
treatment a second loading dose of about 100 mg-eq. of paliperidone as
paliperidone palmitate formulated in a sustained release formulation on the 6™

to about 10th day of treatment; and

(3) administering intramuscularly in the deltoid or gluteal muscle of the patient in
need of treatment a first maintenance dose of about 25 mg-eq. to about 150
mg-eq. of paliperidone as paliperidone palmitate in a sustained release
formulation a month (+7 days) after the second loading dose. enabeut-the

34th-to-aboutthe 38th-day-of treatment:

2. (Currently Amended) The dosing regimen of claim 1 wherein after administration

of the first maintenance dose ef-a-sustainedrelease-depotformulation-of
paliperidone-palmitate-is-administered, subsequent maintenance doses of from

about 25 mg-eq. to 150 mg-eq. are administered in the deltoid or gluteal muscle of

the psychiatric patient in need_of treatment at monthly (+7 days) intervals afterthe

30" day-of treatment.
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3. (Previously Presented) The dosing regimen of claim 1 wherein the sustained

release formulation is an aqueous nanoparticle suspension.

4. (Currently Amended) A dosing regimen for administering paliperidone palmitate

to a psychiatric patient in need of treatment for psychotic disorder comprising

(a) administering intramuscularly in the deltoid of a patient in need of
treatment a first loading dose of about 150 mg-eq. of paliperidone as paliperidone

palmitate formulated in a sustained release formulation on the first day of treatment;

(b) administering intramuscularly in the deltoid muscle of the patient in need of
treatment a second loading dose of about 100 mg-eq. of paliperidone as
paliperidone palmitate formulated in a sustained release formulation on the eighth

day of treatment; and

(c) administering intramuscularly in the deltoid or gluteal muscle of the patient
in need of treatment a first maintenance dose of about 25 mg-eq. to about 150 mg-

eq. of paliperidone as paliperidone palmitate in a sustained release formulation a

month (£7 days) after the second loading dose. er-abeutthe 36th-day-oftreatment:

5. (Previously Presented) The dosing regimen of claim 4 wherein the sustained

release formulation is an aqueous nanoparticle suspension of.

6. (Cancelled)

7. (Cancelled)

8. (Cancelled)

9. (Cancelled)

10. (Cancelled)
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11. (Cancelled)
12. (Cancelled)

13. (Previously Presented) The dosing regimen of claim 4 wherein the psychiatric
patient is in need of treatment for psychotic disorder wherein the psychotic disorder

is schizophrenia.
14. (Canceled)

15. (Previously Presented) The dosing regimen of claim 4 wherein the psychiatric
patient is in need of treatment for a psychotic disorder wherein the psychotic disorder

is schizoaffective disorder.

16. (Currently Amended) A dosing regimen for administering paliperidone palmitate
to a renally impaired psychiatric patient in need of treatment for schizophrenia,

schizoaffective disorder, or schizophreniform disorder comprising

(a) administering intramuscularly in the deltoid of a renally impaired psychiatric
patient in need of treatment a first loading dose of from about 75 mg-eq. of
paliperidone as paliperidone palmitate formulated in a sustained release

formulation on the first day of treatment;

(b) administering intramuscularly in the deltoid muscle of the patient in need of
treatment a second loading dose of from about 75 mg-eq. of paliperidone as
paliperidone palmitate formulated in a sustained release formulation on the 6™

to about 10th day of treatment; and
(c) administering intramuscularly in the deltoid or gluteal muscle of the patient in

need of treatment a first maintenance dose of about 25 mg-eq. to about 75

mg-eq. of paliperidone as paliperidone palmitate in a sustained release
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formulation a month (7 days) after the second loading dose. erabeutthe
34th-to-about the 38th-dayof treatment:

17. (Currently Amended) The dosing regimen of claim 16 wherein_after the first
maintenance dose ef-asustainedreleaseformulation-of paliperidonepalmitatedis
administered-monthly, subsequent maintenance doses of from about 25 mg-eq. to
150 mg-eq. are administered in the deltoid or gluteal muscle of the psychiatric
patient in need of treatment at monthly (+7) intervals afterthe-30"-day-oftreatment.

18. (Previously Presented) The dosing regimen of claim 16 wherein the sustained

release formulation is an aqueous nanoparticle suspension.

19. (Currently Amended) A dosing regimen for administering paliperidone palmitate
to a renally impaired psychiatric patient in need of treatment for psychotic disorder

comprising

(a) administering intramuscularly in the deltoid of a renally impaired
psychiatric patient in need of treatment a first loading dose of from about 75 mg-eq.
of paliperidone as paliperidone palmitate formulated in a sustained release

formulation on the first day of treatment;

(b) administering intramuscularly in the deltoid muscle of the patient in need of
treatment a second loading dose of from about 75 mg-eq. of paliperidone as
paliperidone palmitate formulated in a sustained release formulation on the eighth

day of treatment; and

(c) administering intramuscularly in the deltoid or gluteal muscle of the patient
in need of treatment a first maintenance dose of about 25 mg-eq. to about 50 mg-eq.

of paliperidone as paliperidone palmitate in a sustained release formulation_a month

(7 days) after the second loading dose. enabeutthe36th-day-oftreatment:

20. (Previously Presented) The dosing regimen of claim 19 wherein the sustained

release formulation is an aqueous nanoparticle suspension.

5
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21. (Cancelled)

22. (Previously Presented) The dosing regimen of claim 4 wherein the psychiatric
patient is in need of treatment for of a psychotic disorder wherein the psychotic

disorder is schizophrenia.
23. (Canceled)

24. (Previously Presented) The dosing regimen of claim 4 wherein the psychiatric
patient is in need of treatment for a psychotic disorder wherein the psychotic disorder

is schizoaffective.

25-33 (Cancelled)

34 (New) The dosing regimen of claim 4 wherein after administration of the first
maintenance dose, subsequent maintenance doses of from about 25 mg-eq. to 150
mg-eq. are administered in the deltoid or gluteal muscle of the psychiatric patient in

need of treatment at monthly (+7 days) intervals.

35 (New) The dosing regimen of claim 19 wherein after administration of the first
maintenance dose, subsequent maintenance doses of from about 25 mg-eq. to 150
mg-eq. are administered_in the deltoid or gluteal muscle of the psychiatric patient in

need_of treatment at monthly (+7 days) intervals.

36. (new) The dosing regimen of claim 1, 4, 16 or 19 wherein the formulation is an

aqueous nanoparticle suspension comprises

(a) from 3 to 20% (w/v) of the paliperidone palmitate having an average
particle size (d50) of from about 1600nm to about 900 nm;
(b) from 0.5 to 3% (w/v) of a wetting agent wherein the wetting agent is

polysorbate 20;
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(c) one or more buffering agents sufficient to render the composition neutral to
very slightly basic (pH 8.5);

(d) from 0.5 to 3% (w/v) of a suspending agent wherein the suspending agent
is polyethylene glycol 4000; and

(e) up to 2% (w/v) preservatives; and

(f) water g.s. ad 100%.

37. (New) The dosage regimen of claim 36 wherein the concentration of paliperidone

palmitate is 156 mg/ml in the aqueous nanoparticle suspension.

38. (New) The dosing regimen of claim 1, 4, 16 and 19 wherein the sustained
release depot formulation is an aqueous nanoparticle suspension consists

essentially of

(a) 156 mg/ml of the paliperidone palmitate having an average particle size
(d50) of from about 1600nm to about 900 nm;

(b) 12mg/ml of polysorbate 20;

(c) one or more buffering agents sufficient to render the composition neutral to
very slightly basic (pH 8.5);

(d) 30 mg/ml of a suspending agent wherein the suspending agent is
polyethylene glycol 4000; and

(f) water g.s. ad 100%..

39. (New) The dosage regimen of claim 38 wherein in the buffering agents
contained in the aqueous nanoparticle suspension are citric acid monohydrate,
disodium hydrogen phosphate anhydrous, sodium dihydrogen phosphate

monohydrate, sodium hydroxide.

40. (New) The dosage regimen of claim 38 wherein in the pH of the aqueous

nanoparticle suspension is in the range of pH 7 to 7.5.
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REMARKS/ARGUMENTS

Status of the Claims

Claims 1-33 were originally filed in the present application. Claims 1, 2, 4, 16,
17 and 19 have been amended. Claims 34-40 have been added. Claims 6-12, 14,
21, 23 and 25-33 have been cancelled. After entry of this amendment, claims 1-5,
13, 15-20, 22, 24 and 34-40 will be pending.

Amendments to the Claims

Claims 1, 4, 16 and 19 have be amended to more clearly describe what
applicants’ invention. The first maintenance dose is now described as being from
about 25 mg-eq. to 150 mg-eq. administered monthly (x7 days). Support for this
amendment may be found on page 7, lines 23-25 and page 8, lines 18-20. No new
matter is added by these amendments. Entry and consideration of these
amendments is respectfully requested.

Claim 2 and 17 have been amended by clarify that the subsequent
maintenance doses will be from about 25 mg-eq. to 150 mg-eq. administered
monthly (7 days). Support for this amendment can be found on page 7, lines 29-31
and page 8, lines 18-20 of the specification. No new matter is added by these
amendments. Entry and consideration of these amendments is respectfully
requested.

New claims 34 and 35 have been added to clarify that the subsequent
maintenance doses will be from about 25 mg-eq. to 150 mg-eq. administered
monthly (7 days). Support for this amendment can be found on page 7, lines 29-31
and page 8, lines 18-20 of the specification. No new matter is added by these new
claims. Entry and consideration of these claims is respectfully requested.

New claims describe formulations of suitable aqueous nanoparticle
suspensions. Support for these new claims may be found on pages 10-16 and Table
2, on page 22 of the specification. No new matter is added by these new claims.

Entry and consideration of these claims is respectfully requested.
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CONCLUSION
Applicants respectfully request reconsideration and allowance of claims 1-5,
13, 15-20, 22, 24 and 34-20. The Commissioner is hereby authorized to charge any
deficiency or credit any overpayments necessitated by this Amendment to Deposit
Account No. 10-0750/PRD2901USNP/HBW.

Respectfully submitted,

Johnson & Johnson By: _/Hal Brent Woodrow/

One Johnson & Johnson Plaza

New Brunswick, NJ 08933-7003 Hal B. Woodrow, Reg. No. 32,501
Phone: (732) 524-2976

Dated: 12 June 2015
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SUBSTITUTE STATEMENT IN LIEU OF AN OATH OR DECLARATION FOR UTILITY

OR DESIGN PATENT APPLICATION (35 U.S.C. 115(d) AND 37 CFR 1.64)

Title of | DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
Invention | PALIPERIDONE ESTERS

This statement is directed to:

|:| The attached application,
OR

12/337144 _ 12/17/2008

|i|United States application or PCT international application number

LEGAL NAME of inventor to whom this substitute statement applies:

(E.g., Given Name (first and middle (if any)) and Family Name or Surname)

Vivek Kusumakar

Residence (except for a deceased or legally incapacitated inventor):

City State Country
Mailing Address (except for a deceased or legally incapacitated inventor):

City State Zip Country

| believe the above-named inventor or joint inventor to be the original inventor or an original joint inventor of a claimed invention
in the application.

The above-identified application was made or authorized to be made by me.

| hereby acknowledge that any willful false statement made in this statement is punishable under 18 U.S.C. 1001 by fine or
imprisonment of not more than five (5) years, or both.

Relationship to the inventor to whom this substitute statement applies:

|:| Legal Representative (for deceased or legally incapacitated inventor only),

|:| Assignee,

IE Person to whom the inventor is under an obligation to assign,

|:| Person who otherwise shows a sufficient proprietary interest in the matter (petition under 37 CFR 1.46 is required), or

|:| Joint Inventor.

[Page 1 of 2]

This collection of information is required by 35 U.S.C. 115 and 37 CFR 1.63. The information is required to obtain or retain a benefit by the public which is to file (and
by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 1 minute to
complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any
comments on the amount of time you require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO
THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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SUBSTITUTE STATEMENT

Circumstances permitting execution of this substitute statement:
IE Inventor is deceased,

|:| Inventor is under legal incapacity,

|:| Inventor cannot be found or reached after diligent effort, or

|:| Inventor has refused to execute the oath or declaration under 37 CFR 1.63.
If there are joint inventors, please check the appropriate box below:

IE An application data sheet under 37 CFR 1.76 (PTO/AIA/14 or equivalent) naming the entire inventive entity has been
or is currently submitted.

OR

|:| An application data sheet under 37 CFR 1.76 (PTO/AIA/14 or equivalent) has not been submitted. Thus, a Substitute
Statement Supplemental Sheet (PTO/AIA/11 or equivalent) naming the entire inventive entity and providing inventor
information is attached. See 37 CFR 1.64(b).

WARNING:

|Petitioner/applicant is cautioned to avoid submitting personal information in documents filed in a patent application that may
contribute to identity theft. Personal information such as social security numbers, bank account numbers, or credit card numbers
(other than a check or credit card authorization form PTO-2038 submitted for payment purposes) is never required by the USPTO
to support a petition or an application. If this type of personal information is included in documents submitted to the USPTO,
petitioners/applicants should consider redacting such personal information from the documents before submitting them to the
JUSPTO. Petitioner/applicant is advised that the record of a patent application is available to the public after publication of the
application (unless a non-publication request in compliance with 37 CFR 1.213(a) is made in the application) or issuance of a
patent. Furthermore, the record from an abandoned application may also be available to the public if the application is
referenced in a published application or an issued patent (see 37 CFR 1.14). Checks and credit card authorization forms
PTO-2038 submitted for payment purposes are not retained in the application file and therefore are not publicly available.

PERSON EXECUTING THIS SUBSTITUTE STATEMENT:

wame. 1@l B. Woodrow
Signature:/HaI B WOOdrOW/

APPLICANT NAME AND TITLE OF PERSON EXECUTING THIS SUBSTITUTE STATEMENT:
If the applicant is a juristic entity, list the applicant name and the title of the signer:

Janssen Pharmaceutica NV

Date (Optional):

Applicant Name:

Title of P E ti .
Thic Substitote Statomans. PTOXy Holder, Janssen Pharmaceutica NV

| The signer, whose title is supplied above, is authorized to act on behalf of the applicant.
[Residence of the 5|gner (unless provided in an application data sheet, PTOJAIA/14 or equivalent):

City State Country
Mailing Address of the signer (unless provided in an application data sheet, PTO/AIA/14 or equivalent)

City State Zip Country
Note: Use an additional PTO/AIA/02 form for each inventor who is deceased, legally incapacitated, cannot be found or reached

after diligent effort, or has refused to execute the oath or declaration under 37 CFR 1.63.
[Page 2 of 2]
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection
with your submission of the attached form related to a patent application or patent. Accordingly,
pursuant to the requirements of the Act, please be advised that: (1) the general authority for the

collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary;
and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark
Office is to process and/or examine your submission related to a patent application or patent. If you do
not furnish the requested information, the U.S. Patent and Trademark Office may not be able to
process and/or examine your submission, which may result in termination of proceedings or
abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the
Freedom of Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from
this system of records may be disclosed to the Department of Justice to determine whether
disclosure of these records is required by the Freedom of Information Act.

2. Arecord from this system of records may be disclosed, as a routine use, in the course of
presenting evidence to a court, magistrate, or administrative tribunal, including disclosures to

opposing counsel in the course of settlement negotiations.

3. Arecord in this system of records may be disclosed, as a routine use, to a Member of
Congress submitting a request involving an individual, to whom the record pertains, when the
individual has requested assistance from the Member with respect to the subject matter of the
record.

4. Arecord in this system of records may be disclosed, as a routine use, to a contractor of the
Agency having need for the information in order to perform a contract. Recipients of
information shall be required to comply with the requirements of the Privacy Act of 1974, as
amended, pursuant to 5 U.S.C. 552a(m).

5. Arecord related to an International Application filed under the Patent Cooperation Treaty in
this system of records may be disclosed, as a routine use, to the International Bureau of the

World Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

6. Arecord in this system of records may be disclosed, as a routine use, to another federal
agency for purposes of National Security review (35 U.S.C. 181) and for review pursuant to
the Atomic Energy Act (42 U.S.C. 218(c)).

7. Arecord from this system of records may be disclosed, as a routine use, to the Administrator,
General Services, or his/her designee, during an inspection of records conducted by GSA as
part of that agency's responsibility to recommend improvements in records management
practices and programs, under authority of 44 U.S.C. 2904 and 2906. Such disclosure shall
be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant ( i.e., GSA or Commerce) directive. Such disclosure shall not
be used to make determinations about individuals.

8. Arecord from this system of records may be disclosed, as a routine use, to the public after
either publication of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent
pursuant to 35 U.S.C. 151. Further, a record may be disclosed, subject to the limitations of 37

CFR 1.14, as a routine use, to the public if the record was filed in an application which
became abandoned or in which the proceedings were terminated and which application is

referenced by either a published application, an application open to public inspection or an

issued patent.
9. Arecord from this system of records may be disclosed, as a routine use, to a Federal, State,

or local law enforcement agency, if the USPTO becomes aware of a violation or potential
violation of law or regulation.
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PRD2901USNP
121337144

. . Attorney Docket Number
Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

The application data sheet is part of the provisional or nonprovisional application for which it is being submitted. The following form contains the
bibliographic data arranged in a format specified by the United States Patent and Trademark Office as outlined in 37 CFR 1.76.

This document may be completed electronically and submitted to the Office in electronic format using the Electronic Filing System (EFS) or the
document may be printed and included in a paper filed application.

Secrecy Order 37 CFR 5.2

(] Portions or all of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuant to
37 CFR 5.2 (Paper filers only. Applications that fall under Secrecy Order may not be filed electronically.)
Inventor Information:
Inventor 1
Legal Name
Prefix| Given Name Middle Name Family Name Suffix
Srihari Gopal
Residence Information (Select One) (@ US Residency () Non US Residency () Active US Military Service
City | Belle Mead State/Province | NJ Country of Residencd | US
Mailing Address of Inventor:
Address 1 173 Berkley Avenue
Address 2
City Belle Mead | State/Province NJ
Postal Code 08502 | Country! us
Inventor 2
Legal Name
Prefix| Given Name Middle Name Family Name Suffix
Vivek Kusumaker
Residence Information (Select One) (@ US Residency () Non US Residency () Active US Military Service
City State/Province Country of Residencé
Mailing Address of Inventor:
Address 1
Address 2
City | State/Province
Postal Code | Country
Inventor 3
Legal Name
Prefix| Given Name Middie Name Family Name Suffix
Peter H. Lewyn-Briscoe
Residence Information (Select One) (@) US Residency () Non US Residency () Active US Military Service

EFS Web 2.2.11
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. . Attorney Docket Number
Application Data Sheet 37 CFR 1.76

PRD2901USNP

Application Number

12/337144

Title of Invention

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

City | Newtown

State/Province | PA |Country of Residencd | US

Mailing Address of Inventor:

Address 1 28 Sibelius Road
Address 2
City Newtown l State/Province l PA
Postal Code 18940 | Country us
Inventor 4
Legal Name
Prefix| Given Name Middle Name Family Name Suffix
Mahesh Samtani
Residence Information (Select One) (@ US Residency () Non US Residency () Active US Military Service
City | Flemington State/Province | NJ Country of Residencd | US
Mailing Address of Inventor:
Address 1 2 Sheppard Drive
Address 2
City Flemington I State/Province NJ
Postal Code 08822 | Country! us
Inventor 5
Legal Name
Prefix| Given Name Middle Name Family Name Suffix
An Vermeulen
Residence Information (Select One) (O US Residency (8 Non US Residency () Active US Military Service
City Beerse Country of Residence BE
Mailing Address of Inventor:
Address 1 Turnhoutseweg 30
Address 2
City Beerse l State/Province
Postal Code B-2340 | Country BE
Inventor 6
Legal Name
Prefix| Given Name Middle Name Family Name Suffix

Alfons

Wouters

Residence Information (Select anQ/[@aHS\Beficgﬁg%n @RPOYE Ry FL A31G p%MiligarbSMc@
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Attorney Docket Number | PRD2901USNP
Application Number 121337144

Application Data Sheet 37 CFR 1.76

Title of Invention DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

City Beerse Country of Residence ! BE
Mailing Address of Inventor: 12/337144

Address 1 Turmhoutseweg 30

Address 2

City Beerse l State/Province

Postal Code I B-2340 | Country BE

All Inventors Must Be Listed - Additional Inventor Information blocks may be
generated within this form by selecting the Add button.

Correspondence Information:

Enter either Customer Number or complete the Correspondence information section below.
For further information see 37 CFR 1.33(a).

[ ] An Address is being provided for the correspondence Information of this application.

Customer Number 27777

Email Address jnjuspatent@corus.jnj.com

Application Information:

Title of the Invention DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS
Attorney Docket Number| PRD2901USNP Small Entity Status Claimed [ |

Application Type Nonprovisional

Subject Matter Utility

Total Number of Drawing Sheets (if any) 3 Suggested Figure for Publication (if any) | 2

Filing By Reference:

Only complete this section when filing an application by reference under 35 U.S.C. 111(c) and 37 CFR 1.57(a). Do not complete this section if
application papers including a specification and any drawings are being filed. Any domestic benefit or foreign priority information must be
provided in the appropriate section(s) below (i.e., “Domestic Benefit/National Stage Information” and “Foreign Priority Information”).

For the purposes of a filing date under 37 CFR 1.53(b), the description and any drawings of the present application are replaced by this
reference to the previously filed application, subject to conditions and requirements of 37 CFR 1.57(a).

Application number of the previously Filing date (YYYY-MM-DD) Intellectual Property Authority or Country
filed application

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 667
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Attorney Docket Number | PRD2901USNP

Application Data Sheet 37 CFR 1.76

Application Number 12/337144

Title of Invention DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

Publication Information:
[ ] Request Early Publication (Fee required at time of Request 37 CFR 1.219)

Request Not to Publish. | hereby request that the attached application not be published under

] 35 U.S.C. 122(b) and certify that the invention disclosed in the attached application has not and will not be the
subject of an application filed in another country, or under a multilateral international agreement, that requires
publication at eighteen months after filing.

Representative Information:

Representative information should be provided for all practitioners having a power of attorney in the application. Providing
this information in the Application Data Sheet does not constitute a power of attorney in the application (see 37 CFR 1.32).

Either enter Customer Number or complete the Representative Name section below. If both sections are completed the customer
Number will be used for the Representative Information during processing.

Please Select One: (® Customer Number (O US Patent Practitioner (O Limited Recognition (37 CFR 11.9)
Customer Number 27777

Domestic Benefit/National Stage Information:

This section allows for the applicant to either claim benefit under 35 U.S.C. 119(e), 120, 121, or 365(c) or indicate National Stage
entry from a PCT application. Providing this information in the application data sheet constitutes the specific reference required
by 35 U.S.C. 119(e) or 120, and 37 CFR 1.78.

When referring to the current application, please leave the application number blank.

Prior Application Status | Expired

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD)
Claims benefit of provisional 61/014918 2007-12-19

Prior Application Status | Expired

Application Number Continuity Type Prior Application Number Filing Date (YYYY-MM-DD)

Claims benefit of provisional 61/120276 2008-12-05

Additional Domestic Benefit/National Stage Data may be generated within this form
by selecting the Add button.

Foreign Priority Information:

This section allows for the applicant to claim priority to a foreign application. Providing this information in the application data sheet
constitutes the claim for priority as required by 35 U.S.C. 119(b) and 37 CFR 1.55(d). When priority is claimed to a foreign application
that is eligible for retrieval under the priority document exchange program (PDX)i the information will be used by the Office to
automatically attempt retrieval pursuant to 37 CFR 1.55(h)(1) and (2). Under the PDX program, applicant bears the ultimate
responsibility for ensuring that a copy of the foreign application is received by the Office from the participating foreign intellectual
property office, or a certified copy of the foreign priority application is filed, within the time period specified in 37 CFR 1.55(g)(1).

Mytan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 068
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Attorney Docket Number | PRD2901USNP

Application Data Sheet 37 CFR 1.76

Application Number 12/337144

Title of Invention DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

Application Number Countryi Filing Date (YYYY-MM-DD) Access Codei(if applicable)

Additional Foreign Priority Data may be generated within this form by selecting the
Add button.

Statement under 37 CFR 1.55 or 1.78 for AlA (First Inventor to File) Transition
Applications

This application (1) claims priority to or the benefit of an application filed before March 16, 2013 and (2) also

contains, or contained at any time, a claim to a claimed invention that has an effective filing date on or after March
[] 16,2013.

NOTE: By providing this statement under 37 CFR 1.55 or 1.78, this application, with a filing date on or after March

16, 2013, will be examined under the first inventor to file provisions of the AlA.

Authorization to Permit Access:

[X] Authorization to Permit Access to the Instant Application by the Participating Offices

If checked, the undersigned hereby grants the USPTO authority to provide the European Patent Office (EPO),

the Japan Patent Office (JPO), the Korean Intellectual Property Office (KIPO), the World Intellectual Property Office (WIPO),
and any other intellectual property offices in which a foreign application claiming priority to the instant patent application

is filed access to the instant patent application. See 37 CFR 1.14(c) and (h). This box should not be checked if the applicant
does not wish the EPO, JPO, KIPO, WIPO, or other intellectual property office in which a foreign application claiming priority
to the instant patent application is filed to have access to the instant patent application.

In accordance with 37 CFR 1.14(h)(3), access will be provided to a copy of the instant patent application with respect

to: 1) the instant patent application-as-filed; 2) any foreign application to which the instant patent application

claims priority under 35 U.S.C. 119(a)-(d) if a copy of the foreign application that satisfies the certified copy requirement of
37 CFR 1.55 has been filed in the instant patent application; and 3) any U.S. application-as-filed from which benefit is
sought in the instant patent application.

in accordance with 37 CFR 1.14(c), access may be provided to information concerning the date o f filing this Authorization.

Applicant Information:

Providing assignment information in this section does not substitute for compliance with any requirement of part 3 of Title 37 of CFR

to have an assighment recorded by the Office.

NMsAdla
Iviyla

Bz Tanmcania APRIYNO
V. Jalldsstil (11 INZU
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Application Number 12/337144

Application Data Sheet 37 CFR 1.76

Title of Invention DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

Applicant 1

If the applicant is the inventor (or the remaining joint inventor or inventors under 37 CFR 1.45), this section should not be completed.
The information to be provided in this section is the name and address of the legal representative who is the applicant under 37 CFR
1.43; or the name and address of the assignee, person to whom the inventor is under an obligation to assign the invention, or person
who otherwise shows sufficient proprietary interest in the matter who is the applicant under 37 CFR 1.46. If the applicant is an
applicant under 37 CFR 1.46 (assignee, person to whom the inventor is obligated to assign, or person who otherwise shows sufficient
proprietary interest) together with one or more joint inventors, then the joint inventor or inventors who are also the applicant should be
identified in this section.

(® Assignee (O Legal Representative under 35 U.S.C. 117 (O Joint Inventor

O Person to whom the inventor is obligated to assign. O Person who shows sufficient proprietary interest

If applicant is the legal representative, indicate the authority to file the patent application, the inventor is:

Name of the Deceased or Legally Incapacitated Inventor :

If the Applicant is an Organization check here. X

Organization Name Janssen Pharmaceutica NV

Mailing Address Information For Applicant:

Address 1 Turnhoutseweg 30

Address 2

City Beerse State/Province

Country | BE Postal Code B-2340
Phone Number Fax Number

Email Address

Additional Applicant Data may be generated within this form by selecting the Add button.

Assignee Information including Non-Applicant Assignee Information:

Providing assignment information in this section does not subsitute for compliance with any requirement of part 3 of Title 37 of CFR to
have an assignment recorded by the Office.

Assignee 1

Complete this section if assignee information, including non-applicant assignee information, is desired to be included on the patent
application publication . An assignee-applicant identified in the "Applicant Information” section will appear on the patent application
publication as an applicant. For an assignhee-applicant, complete this section only if identification as an assignee is also desired on the
patent application publication.

If the Assignee or Non-Applicant Assignee is an Organization check here. X

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 670
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Application Data Sheet 37 CFR 1.76

Attorney Docket Number

PRD2901USNP

Application Number

121337144

Title of Invention

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

Organization Name

Janssen Pharmaceutica NV

Mailing Address Information For Assignee including Non-Applicant Assignee:

Address 1 Turnhoutseweg 30

Address 2

City Beerse State/Province

Country BE Postal Code B-2340
Phone Number Fax Number

Email Address

Additional Assignee or Non-Applicant Assignee Data may be generated within this form by
selecting the Add button.

Signature:
NOTE: This form must be signed in accordance with 37 CFR 1.33. See 37 CFR 1.4 for signature requirements and
certifications.
Signature |/Hal Brent Woodrow/ Date (YYYY-MM-DD)| 2015-06-12
First Name | Hal B. Last Name | Woodrow Registration Number | 32501

Additional Signature may be generated within this form by selecting the Add button.

This collection of information is required by 37 CFR 1.76. The information is required to obtain or retain a benefit by the public which
is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This
collection is estimated to take 23 minutes to complete, including gathering, preparing, and submitting the completed application data
sheet form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you require to
complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the attached form related to
a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised that: (1) the general authority for the collection
of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which the information is
used by the U.S. Patent and Trademark Office is to process and/or examine your submission related to a patent application or patent. If you do not
furnish the requested information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1.

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act (5 U.S.C. 552)
and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the Department of Justice to determine
whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a court, magistrate, or

administrative tribunal, including disclosures to opposing counsel in the course of settlement negotiations.

3.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a request involving an
individual, to whom the record pertains, when the individual has requested assistance from the Member with respect to the subject matter of
the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for the information in
order to perform a contract. Recipients of information shall be required to comply with the requirements of the Privacy Act of 1974, as
amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records may be disclosed,
as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant to the Patent C o o p eration Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of National Security
review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or his/her designee,
during an inspection of records conducted by GSA as part of that agency's responsibility to recommend improvements in records
management practices and programs, under authority of 44 U.S.C. 2904 and 2908. Such disclosure shall be made in accordance with the
GSA regulations governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. Such
disclosure shall not be used to make determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of the application pursuant
to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record may be disclosed, subject to the limitations of 37
CFR 1.14, as aroutine use, to the public if the record was filed in an application which became abandoned or in which the proceedings were
terminated and which application is referenced by either a published application, an application open to public inspections or an issued
patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law enforcement agency, if the
USPTO becomes aware of a violation or potential violation of law or regulation.
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Attorney Docket No.: PRD29GIUSNE

COMBINED DECLARATION AND ASSIGRNMENT

Title of Invention: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

This declaration and assignment is directed to:
il The attached or filed herewith application of (list of named inventors) |
or

XY

filed on December 17, 2008.

Declaration
As the below named inventor, | hereby declare that:
he above-identified application (“Application”) was made or authorized by me
I believe that [ am the original inventor or an original inventor of a claimed invention or discovery in the Application.
I have reviewed and understood the conlents of the Application, including the claims, and [ acknowledge the duty to disclose

information which is material to patentability as defined in Title 37, the United States Code of Federal Regulations, §1.56 for filings of
this Application m the United States of America.

5
H
i

I hereby acknowledge that any willful false staternent made m this declaration is punishable under 18 U.S.C. § 1001 by fine or
mmnprisonment of not more than five {S) years, or both for filings of this Application in the United States of America.

Assignment

] I hereby acknowiedge that | have previously assigned the above-identified invention by previous assignoient (attached hereto)
which is hereby conformed for recordation in the US Patent Office.

or
For good and valuable consideration, the sufficiency of which is acknowledged, I hereby assign and transfer and/or have
d%%mn@d and transferred to:

Janssen Pharmaceutica NV
Turnhoutseweg 30, Beerse, Belgrum B-2340

A corporation of the state or country of Belgium

{(hercinafler designated as the “Assignee™ ), my entire right, title, and interest in, o, and under the Application, including all priority rights
for other countries arising tncrcfrmm all ventions or discoveries therein disclosed, and any and all Letters Patent of the United States,
European Patent Office and of all other countnies, which may be granted for such inventions or discoveries, or any of thern, all such
mventions or discoveries and all rights in such Application inchuding any and all provisionals, substitutions, divisions, and continnations
thereot, and to all Letters Patent that may be granied for said inventions and discoveries, and in and to all extensions, supplementary
protection certificates, reexaminations, renewals, and reissues thereof, to be held and enjoyed by Assignee for its own use and enjoyient
to the full end of the term or terms for which such Letters Patent may be granted, as fully and entively as the same would have been held

and enjoyed by me had this assignment and sale not been made.

¥ shall execute all papers necessary in connection with the '»\,pplicatior' in the United States Patent and Trademark Office,
Europcan Patent Office, any other patent offices, and under the Patent Cooperation Treaty, and any continuing, divisional, or reissue
apphications thereof, any recxarsination of any of such applications, and auny patent tern exiensions or suppleruentary protechion
certificates ot any such applications and also 1o exccute separate assigniuents in conuection with such applications as the Assignee may
deemn necessary or expedient.

Attorney Docket No.: PRD2SOITSNE




[ shall execute all papers necessary in conoection with any ltigation or any other judicial proceeding in the United States or other
country, or any adminsirative proceeding in the United States Patent and Trademark Gffice, Furopean Patent Oiffice, any other patent
office, or under the Patent Cooperation Treaty concerning the Application(s) or any continuation, divisional, or reissue applications
thereof, or any reexamination of any such apphcations, or auy Letters Patent issued therefrom or any patent torm extensions o
supplernentary protection certificates of any such applications and to cooperate with the Assignee w cvery way possible in obtaing

ovidence and going forward with such Litigation or proceeding.

[ shall execute all papers and documents and perform any act which may be necessary in connection with clainas or provisions of
the Imsmat ional Counvention for Protection of Industrial Property or sirpilar agreements.

I shall do ail other acts which, in the opinion of Assignee, may be necessary or desirable to secure the grant of Letters Patent to
Assignee or its nominees, in the United States, by the European Patent Of'] and in all other countrics where Assignee may desire to
uch nventions or discoverics, or any of theny, patented, with spec ‘1!‘ tions and claims in such form as shall be approved by
Assignee and 1o vest and confirm in Assignee or its nominecs the full and complete legal and equitable title 1o all such Letters Patent.

=
@
<
&
o

I hereby (i) authorize and request the Commissioner of Patents to issue any and all Letters Patent of the United States resulting
from the Application or any divisional, continuation, or reissuc applications thereof, and any reexamination of any of such applications, to
Assignee, and (it) covenant that [ have full right to convey the interest herein assigned, md that | have not executed, and will not exccute,
any agreement in conflict herewith.

[ hereby grant the attorney of record the power to tusert on this assigrunent any further ideuntification which may be necessary or
desirable in order to obtain jegal recordation of this docurnent,

Mahesh Samtani

Digitally signed by MAHESH SAMTANI
A H E S H DN: c=US, 0=JNJ, ou=Emplayees, (}5/26/2@1 5
Date

ou=361380, cre=MAHESH SAMTANI,
emait=MSamtani@its.jrj.com

Y 1 Reason: L.am approving this
document,
: . Ciate: 2015.05.20 12:45:14 -04'00

Signature

2
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Electronic Patent Application Fee Transmittal

Application Number:

12337144

Filing Date:

17-Dec-2008

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name:

An Vermeulen

Filer:

Hal Brent Woodrow/Kristin Miele

Attorney Docket Number: PRD2901USNP
Filed as Large Entity
Filing Fees for Utility under 35 USC111(a)
Description Fee Code Quantity Amount Sub-Total in
UsD($)
Basic Filing:
Pages:
Claims:
Miscellaneous-Filing:
Late Filing Fee for Oath or Declaration 1051 1 140 140

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:
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Description Fee Code Quantity Amount Suz-s'l's(t:)l in
Extension-of-Time:
Miscellaneous:
RCE- 2nd and Subsequent Request 1820 1 1700 1700
Total in USD ($) 1840
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Electronic Acknowledgement Receipt

EFS ID: 22620474

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

First Named Inventor/Applicant Name: An Vermeulen
Customer Number: 27777
Filer: Hal Brent Woodrow/Kristin Miele
Filer Authorized By: Hal Brent Woodrow
Attorney Docket Number: PRD2901USNP
Receipt Date: 12-JUN-2015
Filing Date: 17-DEC-2008
Time Stamp: 16:32:07
Application Type: Utility under 35 USC 111(a)

Payment information:

Submitted with Payment yes

Payment Type Deposit Account
Payment was successfully received in RAM $1840

RAM confirmation Number 3331

Deposit Account 100750
Authorized User WOODROW, HAL B.

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 C.F.R. Section 1.16 (National application filing, search, and examination fees)

Charge any Additional Fees equired i 37 G F Ry ecton 17 518 BRI B 1T PRPPS P32 5k 77
RASHA S rasten (PR AP HEAAG BT THPO 32 57

T




Charge any Additional Fees required under 37 C.F.R. Section 1.19 (Document supply fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 C.F.R. Section 1.21 (Miscellaneous fees and charges)

File Listing:
Document .. . File Size(Bytes Multi Pages
Document Description File Name ( y V . . 9
Number Message Digest | Part/.zip| (ifappl.)
. o 697878
Request for Continued Examination PRD2901USNP_RCE_06_12_15.
1 no 3
(RCE) pdf
e5328ccc907a23395869f36204ac78608c56)|
Warnings:
Information:
PRD290TUSNP_S IIDS_06_1 179
2 Transmittal Letter —>UPPIIL>_Lo_ no 4
2_15.pdf
8757091791a99e0c8b7199e8aal308b8809
39d6e
Warnings:
Information:
. . 150039
3 Information Disclosure Statement (IDS) [ PRD2901USNP_SuppIDS1449_ no 1
Form (SB08) 06_12_15.pdf
180a4a17979tbb92da1015955c9f6afabe ()
5261
Warnings:
Information:
This is notan USPTO supplied IDS fillable form
962845
4 Non Patent Literature Gibaldi_103_2007.pdf no 3
897bbb23ee8ea2227c1b78dbb49c2bfobb
Oecd4f
Warnings:
Information:
PRD2901USNP_ExDEC_A G 112820
5 Oath or Declaration filed —=X ~Asst no 2
opal.pdf
3b89b2bef5eef8d5a392¢9f147119325afb5
9644
Warnings:
Information:
PRD290TUSNP_EXDEC_A L 474783
6 Oath or Declaration filed = x _Asst_Le no 2
wynBriscoe.pdf
3103716150d5b13458e591b48fd6ffa03754]
Warnings:
Information:
140303
PRD2901USNP_Amend_06_12
7 yes 9
_15.pdf
92¢5e313fbedffd30cdad75aed3a382af3e9
138b
Multipart Description/PDF files in .zip description
Document Description Start End
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Amendment Submitted/Entered with Filing of CPA/RCE 1 1

Claims 2 7
Applicant Arguments/Remarks Made in an Amendment 8 9
Warnings:
Information:
PRD2901USNP_SubstStat 202385
8 Oath or Declaration filed —>ubstotatemen no
t_DeceasedInventor.pdf
b5066fb5215f5f2a644f4572fd375f42e4b88]
Warnings:
Information:
103625
9 Application Data Sheet PRD2901USNP_ADS.pdf no
55e3475620398ce27ac81actbe1570f35a5b)
9b1b
Warnings:
Information:
This is notan USPTO supplied ADS fillable form
PRD290TUSNP_EXDEC_Asst_S 100669
10 Oath or Declaration filed . XDEL_Asst_>a no
mtani.pdf
411d0bfdf12de8bacf858051201ff5505415
9057
Warnings:
Information:
32659
11 Fee Worksheet (SB06) fee-info.pdf no
50a353a8d6bb4388edb491ec548828c99ff|
d9dcc
Warnings:
Information:
Total Files Size (in bytes); 3095920
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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PTO/SB/06 (09-11)

Approved for use through 1/31/2014. OMB 0651-0032
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

APPLICATION AS FILED - PART |

PATENT APPLICATION FEE DETERMINATION RECORD Application or Docket Number Filing Date
Substitute for Form PTO-875 1 2/337,1 44 12/17/2008 D To be Mailed
eNnTiTY: [XLArRceE [ smaLL [] Micro

(Column 1) (Column 2)
FOR NUMBER FILED NUMBER EXTRA RATE ($) FEE ($)
L1 Basic Fee N/A N/A N/A
(37 CFR 1.16(a), (b), or (c))
D SEARCH FEE N/A N/A N/A
(37 CFR 1.16(K), (i), or (m))
L
EXAMINATION FEE
(37 CFR 1.16(0), (), or (q)) N/A N/A N/A
TOTAL CLAIMS ) N
(37 CFR 1.16() minus 20 = X3 =
INDEPENDENT CLAIMS ) N
(37 CFR 1.16(n)) minus 3 = X3 =
If the specification and drawings exceed 100 sheets
] of paper, the application size fee due is $310 ($155
A3F7)PCL|$A1-|—1|2N SIZE FEE for small entity) for each additional 50 sheets or
¢ 16(s)) fraction thereof. See 35 U.S.C. 41(a)(1)(G) and 37
CFR 1.16(s).
[ MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR 1.16()
p—
* If the difference in column 1 is less than zero, enter “0” in column 2. TOTAL
APPLICATION AS AMENDED - PART Il
(Column 1) (Column 2) (Column 3)
CLAIMS HIGHEST
REMAINING NUMBER
— | 06/12/2015 | \-1en PREVIOUSLY PRESENT EXTRA RATE ($) ADDITIONAL FEE ($)
E AMENDMENT PAID FOR
= ;I'?;?I (37 CFR - 36 Minus | = 33 -3 x 80 = 240
5 .
Independent . : s
E 527 3@3’1.&%» 4 Minus 6 =0 x $420 = 0
= D Application Size Fee (37 CFR 1.16(s))
<C  f—
& FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 GFR 1.16(j) 780
TOTAL ADD'L FEE 1020
(Column 1) (Column 2) (Column 3)
CLAIMS HIGHEST
REMAINING NUMBER
AFTER PREVIOUSLY PRESENT EXTRA RATE ($) ADDITIONAL FEE ($)
— AMENDMENT PAID FOR
E I?;?I (37 CFR . Minus . _ X s _
Independent B i o
= B Minus - s -
E I:l Application Size Fee (37 CFR 1.16(s))
=
< |:| FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 GFR 1.16(j)

* If the entry in column 1 is less than the entry in column 2, write “0” in column 3.

** If the “Highest Number Previously Paid For” IN THIS SPACE is less than 20, enter “20”.
*** If the “Highest Number Previously Paid For” IN THIS SPACE is less than 3, enter “3”.
The “Highest Number Previously Paid For” (Total or Independent) is the highest number found in the appropriate box in column 1.

TOTAL ADD’L FEE

LIE
/PAUL STANBACK/

This collection of information is required by 37 CFR 1.16. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete, including gathering,
preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S.
Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PTO-9199 and select option 2.
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Document code: WFEE
United States Patent and Trademark Office
Sales Receipt for Accounting Date: 06/17/2015

PSTANBAC  SALE #00000001 Mailroom Dt: 06/12/2015 100750 12337144
01 FC: 1202 240.00 DA
02 FC:1203 780.00 DA
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

Substitute for form 1449A/PTO Application Number

12/337,144

Filing Date

12/17/2008

|NFORMAT|0N DlSCLOSURE FirstNamedl{vventor
STATEMENT BY APPLICANT  [Z2pAtn

An Vermeulen

1627

Claytor, Deirdre

(use as many sheets as necessary)

Attorney Docket Number
Sheet 1 of 1

PRD2901USNP

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item

Examiner's | Cite (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), T
Initials* No.' publisher, city and/or country where published
Third Party Observations filed during prosecution of corresponding EP Appl
No. 08863534.7 (J&J Ref. PRD2901EPEPT)
Examiner Date
Signature Considered

*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance

and not considered. Include copy of this form with next communication to applicant.

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 683




Electronic Acknowledgement Receipt

EFSID: 23087020
Application Number: 12337144
International Application Number:
Confirmation Number: 3172

Title of Invention:

PALIPERIDONE ESTERS

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

First Named Inventor/Applicant Name:

An Vermeulen

Customer Number:

27777

Filer:

Hal Brent Woodrow/Kristin

Miele

Filer Authorized By:

Hal Brent Woodrow

Attorney Docket Number: PRD2901USNP
Receipt Date: 31-JUL-2015
Filing Date: 17-DEC-2008
Time Stamp: 17:00:34

Application Type:

Utility under 35 USC 111(a)

Payment information:

Submitted with Payment no
File Listing:
Document . L. . File Size(Bytes)/ Multi Pages
D tD t File N . . .
Number ocument Lescription rie Mame Message Digest | Part/.zip| (ifappl.)
117914
Other Reference-Patent/App/Search PRD290TUSNP_SupplIDS_07_3
1 no 4
documents 1_15.pdf
492afaad032b8ee425f99a134908eb39c7 9
01c0
Warnings:
Information:
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149800
Information Disclosure Statement (IDS) [ PRD2901USNP_SuppIDS1449_

Form (5B08) 07_31_15.pdf no !

b36dabefbc81630bfab0de7 15a8dca734b7
ec529

Warnings:

Information:

This is notan USPTO supplied IDS fillable form

PRD2901EPEPT_EP088635347 2872078
3 Non Patent Literature Third Part_yot,s.pdf o . .

€2a22948b47e2a3¢941010303f59757bbea
58466

Warnings:

Information:

Total Files Size (in bytes); 3139792

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Docket No. PRD2901USNP

CERTIFICATE OF EFS TRANSMISSION
I hereby certify that this paper (along with any paper referred to as being attached
or enclosed) is being transmitted to the United States Patent and Trademark Office on
the date shown below via the “Electronic Filing System” in accordance with 37 C.F.R.
§ 1.6(a) (4).

Kristin Miele /Kristin Miele/ July 31, 2015

Type or print name Signature Date

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants: An Vermeulen et al. Art Unit: 1627

Serial No.: 12/337,144 Examiner: Claytor, D.

Filed: 12/17/2008 Confirmation Number: 3172

For: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE
ESTERS

Mail Stop: IDS

Commissioner for Patents

P. O. Box 1450

Alexandria, VA 22313-1450

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT

Dear Sir:

This copy is supplemental to the Information Disclosure Statements filed on April
11, 2011, December 12, 2011, September 18, 2013, November 17, 2014, December 5,
2014 and June 12, 2015.

Pursuant to 37 C.F.R. §1.56 and in accordance with 37 C.F.R. §§1.97-1.98,

information relating to the above-identified application is hereby disclosed. Inclusion of
information in this statement is not to be construed as an admission that this information is
material as that term is defined in 37 C.F.R. §1.56(b).

Applicant(s) reserve(s) the right to establish the patentability of the claimed
invention over any of the information provided herewith, and/or to prove that this
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information may not be prior art, and/or to prove that this information may not be enabling

for the teachings purportedly offered.

This statement should not be construed as a representation that a search has been
made, or that information more material to the examination of the present patent

application does not exist.

X In accordance with §1.97(b), since this Information Disclosure Statement is
being filed either within three months of the filing date of the above-identified national
application (other than a continued prosecution application under §1.53(d)), within three
months of the date of entry into the national stage of the above identified application as set
forth in §1.491, or before the mailing date of a first Office Action on the merits of the above-

identified application, or before the mailing date of a first Office Action after the filing of a

request for continued examination under §1.114, no additional fee is required.

] In accordance with §1.129(a), this Information Disclosure Statement is being
filed in connection with [_] the first or [_]second After Final Submission, therefore:
] Statement in Accordance with §1.97(e) (attached); or
[] Please charge Deposit Account No. 10-0750/ the fee of $180.00
as set forth in §1.17(p).

] In accordance with §1.97(c), this Information Disclosure Statement is being
filed after the period set forth in §1.97(b) above but before the mailing date of either a Final
Action under §1.113 or a Notice of Allowance under §1.311, or an action that otherwise
closes prosecution and that it is accompanied by one of:

] Statement in Accordance with §1.97(e) (attached); or
[] Please charge Deposit Account No. 10-0750/ the fee of $180.00 as
set forth in §1.17(p).
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[] In accordance with §1.97(d), this Information Disclosure Statement is being filed
after the mailing date of either a Final Action under §1.113 or a Notice of Allowance under
§1.311 but before the payment of the Issue Fee. Applicant(s) hereby petition(s) for
consideration of this Information Disclosure Statement. Included are: Statement in
Accordance with §1.97(e) (attached) and the fee of $180.00 as set forth in §1.17(p).

[] Copies of each of the references listed on the attached Form PTO-1449 are

enclosed herewith.

] Copies of references listed on the attached Form PTO-1449 are enclosed
herewith EXCEPT THAT:

] In view of the voluminous nature of references [list as appropriate],
and the likelihood that these references are available to the Examiner,
copies are not enclosed herewith.

] If any of the foregoing publications are not available to the Examiner,

Applicant will endeavor to supply copies at the Examiner’s request.

X Copies of only foreign patent documents and non-patent literature are
enclosed in accordance with 37 CFR 1.98 (a)(2).

X There are no listed references which are not in the English language.

] The relevance of those listed references which are not in the English

language is as follows:

] Attached are copies of search report(s) from corresponding patent
application(s), which are listed on the attached Submission Under MPEP 609 D.
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] Attached are the following non-published pending patent applications and/or
nonpatent literature which may be deemed relevant, which are listed on the attached
Submission Under MPEP 609 D.

Please charge any deficiency or credit any overpayment to Deposit Account No. 10-
0750/PRD2901USNP/HBW.

Respectfully submitted,

Johnson & Johnson By:_/Hal Brent Woodrow/

One Johnson & Johnson Plaza Hal B. Woodrow, Reg. No. 32,501
New Brunswick, NJ 08933-7003

Phone: (732) 524-2976

Dated: 31 July 2015
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

NOTICE OF ALLOWANCE AND FEE(S) DUE

27777 7590 08/11/2015 | EXAMINER |
BERNARD F. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA | ART UNIT PAPER NUMBER |
NEW BRUNSWICK, NJ 08933-7003 1627

DATE MAILED: 08/11/2015

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKETNO. | CONFIRMATION NO.

12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172

TITLE OF INVENTION: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE | PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

nonprovisional UNDISCOUNTED $960 $0 $0 $960 11/12/2015

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS
PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

I. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO, verify whether entitlement to that
entity status still applies.

If the ENTITY STATUS is the same as shown above, pay the TOTAL FEE(S) DUE shown above.

If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL, complete section number 5 titled
"Change in Entity Status (from status indicated above)".

For purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of

maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.
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PART B - FEE(S) TRANSMITTAL
Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE

Commlssmner for Patents

P.O.Box 1

Alexandria, Virginia 22313-1450
or Fax (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where
ppropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
1cated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" for

malntenance fee notifications.

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any change of address)

27777 7590 08/11/2015
BERNARD F. PLANTZ
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA
NEW BRUNSWICK, NJ 08933-7003

Note: A certificate of mailing can only be used for domestic mailings of the

Fee(s) Transmittal. This certificate cannot be used for any other accompanying

Eapers. Each additional paper, such as an assignment or formal drawing, must
ave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
I hereby certify that this Fee(s) Transmittal is being deposited with the United
States Postal Service with sufficient postage for first class mail in an envelope
addressed to the Mail Stop ISSUE FEE address above, or being facsimile
transmitted to the USPTO (571) 273-2885, on the date indicated below.

(Depositor's name)

(Signature)
(Date)
APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. | CONFIRMATION NO.
12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172
TITLE OF INVENTION: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS
| APPLN. TYPE ENTITY STATUS | ISSUE FEE DUE | PUBLICATION FEE DUE | PREV. PAID ISSUE FEE | TOTAL FEE(S) DUE DATE DUE
nonprovisional UNDISCOUNTED $960 $0 $0 $960 11/12/2015
| EXAMINER | ART UNIT CLASS-SUBCLASS |
KAROL, JODY LYNN 1627 514-257000

1. Change of correspondence address or indication of "Fee Address" (37
CFR 1.363).

| Chan%e of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

(] "Eee Address" indication (or "Fee Address" Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Number is required.

2. For printing on the patent front page, list
1

(1) The names of up to 3 registered patent attorneys
or agents OR, alternatively,

(2) The name of a single firm (having as a member a 2

registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE

(B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : [ ndividuat Corporation or other private group entity [ Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)

[ Issue Fee
[ Publication Fee (No small entity discount permitted)
[ Advance Order - # of Copies

[ A check is enclosed.
| Payment by credit card. Form PTO-2038 is attached.

(1 The director is hereby authorized to charge the required fee(s), any deficiency, or credits any
overpayment, to Deposit Account Number (enclose an extra copy of this form).

5. Change in Entity Status (from status indicated above)
| Applicant certifying micro entity status. See 37 CFR 1.29

| Applicant asserting small entity status. See 37 CFR 1.27

| Applicant changing to regular undiscounted fee status.

NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

NOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro
entity status, as applicable.

NOTE: This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements and certifications.

Authorized Signature

Date

Typed or printed name

Registration No.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

| APPLICATION NO. | FILING DATE FIRST NAMED INVENTOR | ATTORNEY DOCKETNO. | CONFIRMATION NO. |
12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172
27777 7590 08/112015 | EXAMINER |
BERNARD F. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA | ART UNIT PAPER NUMBER |
NEW BRUNSWICK, NJ 08933-7003 1627

DATE MAILED: 08/11/2015

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the
requirement that the Office provide a patent term adjustment determination with the notice of allowance. See
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term
adjustment) should follow the process outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and
Budget approval before requesting most types of information from the public. When OMB approves an agency
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration
date for the agency to display on the instrument that will be used to collect the information and (ii) requires the
agency to inform the public about the OMB Control Number’s legal significance in accordance with 5 CFR
1320.5(b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain
or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is
governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary
depending upon the individual case. Any comments on the amount of time you require to complete this form
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box
1450, Alexandria, Virginia 22313-1450. Under the Paperwork Reduction Act of 1995, no persons are required to
respond to a collection of information unless it displays a valid OMB control number.

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the
requirements of the Act, please be advised that: (1) the general authority for the collection of this information is
35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which
the information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission
related to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and
Trademark Office may not be able to process and/or examine your submission, which may result in termination of
proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records
may be disclosed to the Department of Justice to determine whether disclosure of these records is required
by the Freedom of Information Act.

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence
to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of
settlement negotiations.

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance
from the Member with respect to the subject matter of the record.

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having
need for the information in order to perform a contract. Recipients of information shall be required to
comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

5. A record related to an International Application filed under the Patent Cooperation Treaty in this system of
records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property
Organization, pursuant to the Patent Cooperation Treaty.

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes
of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C.
218(c)).

7. A record from this system of records may be disclosed, as a routine use, to the Administrator, General
Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency's
responsibility to recommend improvements in records management practices and programs, under authority
of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations
governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive.
Such disclosure shall not be used to make determinations about individuals.

8. A record from this system of records may be disclosed, as a routine use, to the public after either publication
of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a
record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the
record was filed in an application which became abandoned or in which the proceedings were terminated
and which application is referenced by either a published application, an application open to public
inspection or an issued patent.

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Application No. Applicant(s)

. -, , 12/337,144 VERMEULEN ET AL.
Examiner-Initiated Interview Summary i i
Examiner Art Unit
JODY KAROL 1627

All participants (applicant, applicant’s representative, PTO personnel):

(1) JODY KAROL. (3) .

(2) Hal Woodward. GO

Date of Interview: 31 July 2015.

Type: X Telephonic [ Video Conference
[ Personal [copy given to: [] applicant [ applicant’s representative]

Exhibit shown or demonstration conducted: [ Yes ] No.
If Yes, brief description:

Issues Discussed []101 [J112 [J102 [J103 []Others

(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion)

Claim(s) discussed: 5,22,24 and 38.

Identification of prior art discussed:

Substance of Interview
(For each issue discussed, provide a detailed description and indicate if agreement was reached. Some topics may include: identification or clarification of a
reference or a portion thereof, claim interpretation, proposed amendments, arguments of any applied references etc...)

Obtained approval for the Examiner's amendment described in detail in the Allowability Notice.

Applicant recordation instructions: It is not necessary for applicant to provide a separate record of the substance of interview.

Examiner recordation instructions: Examiners must summarize the substance of any interview of record. A complete and proper recordation of
the substance of an interview should include the items listed in MPEP 713.04 for complete and proper recordation including the identification of the
general thrust of each argument or issue discussed, a general indication of any other pertinent matters discussed regarding patentability and the
general results or outcome of the interview, to include an indication as to whether or not agreement was reached on the issues raised.

[] Attachment

/JODY KAROL/
Examiner, Art Unit 1627

U.S. Patent and Trademark Office
PTOL-413B (Rev. 8/11/2010) Interview Summary Paper No. 20150805
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Application No. Applicant(s)
12/337,144 VERMEULEN ET AL.
. oy [ i AlA (First Inventor to
Notice of Allowability Eé%r\';';irml_ f‘é‘;"“ File) Status
No

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. [X] This communication is responsive to 6/12/2015.
Oa declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. [J An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction
requirement and election have been incorporated into this action.

3. [X] The allowed claim(s) is/are 1-5,13,15-20.22.24 and 34-40. As a result of the allowed claim(s), you may be eligible to benefit from the
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more
information, please see hilg://www.usgio.gov/batents/init_evenis/oph/index.sg or send an inquiry to PPHfeedback@uspio.gov .

4. [J Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
Certified copies:

a)[J Al b)[J Some *c)[] None of the:
1. [ Certified copies of the priority documents have been received.
2. [ Certified copies of the priority documents have been received in Application No.
3. [J Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).
* Certified copies not received: __

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. [J CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.
[0 including changes required by the attached Examiner's Amendment / Comment or in the Office action of

Paper No./Mail Date .

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. [] DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1. [0 Notice of References Cited (PTO-892) 5. X Examiner's Amendment/Comment

2. X Information Disclosure Statements (PTO/SB/08), 6. [X] Examiner's Statement of Reasons for Allowance
Paper No./Mail Date See Continuation Sheet

3. [0 Examiner's Comment Regarding Requirement for Deposit 7. [ Other .

of Biological Material
4. X Interview Summary (PTO-413),
Paper No./Mail Date 207150805 .

U.S. Patent and Trademark Office
PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20150805
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Continuation Sheet (PTOL-37) Application No. 12/337,144

Continuation of Attachment(s) 2. Information Disclosure Statements (PTO/SB/08), Paper No./Mail Date: 6/12/2015 and 7/31/2015.
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Application/Control Number: 12/337,144 Page 2
Art Unit: 1627

DETAILED ACTION
Continued Examination Under 37 CFR 1.114

1. A request for continued examination under 37 CFR 1.114, including the fee set
forth in 37 CFR 1.17(e), was filed in this application after allowance or after an Office
action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm'r Pat. 1935). Since
this application is eligible for continued examination under 37 CFR 1.114, and the fee
set forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has
been reopened pursuant to 37 CFR 1.114. Applicant's submission filed on 6/12/2015
has been entered.

Receipt is acknowledged of applicant’s Amendment/Remarks filed 6/12/2015.
Claims 1, 2, 4, 16, 17, and 19 have been amended. Claims 6-12, 14, 21, 23, and 25-33
are cancelled. Claims 34-40 are newly added. Claims 1-5, 13, 15-20, 22, 24, and 34-

40 are pending and are currently under consideration.

Information Disclosure Statement
2. The information disclosure statement (IDS) filed on 2/20/2004 is in compliance
with the provisions of 37 CFR 1.97. Accordingly, the information disclosure statement

has been considered.

EXAMINER’S AMENDMENT

3. An examiner’s amendment to the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendment may be filed as provided
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Application/Control Number: 12/337,144 Page 3
Art Unit: 1627

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be
submitted no later than the payment of the issue fee.

Authorization for this examiner’'s amendment was given in a telephone interview
with Hal Woodward on 7/31/2015.

The application has been amended as follows:

In claim 5, line 2, after “suspension”; delete “of”.

In claim 22, line 1, after "claim”; delete "4" and insert --19--.

In claim 24, line 1, after "claim”; delete "4" and insert --19--.

In claim 38, line 1, after “claim 1, 4, 16”; delete “and” and insert --or--.

Reasons for Allowance
4. The following is an examiner’s statement of reasons for allowance: Claims 1-5,
13, 15-20, 22, 24, and 34-40 are directed a dosing regimen for administering
paliperidone palmitate to a psychiatric patient or a renally impaired psychiatric treatment
in need of treatment for schizophrenia, schizoaffective disorder, schizophreniform
disorder or a psychotic disorder comprising administering a intramuscularly in the
deltoid a first loading dose of paliperidone palmitate formulated in a sustained release
formulation, administering intramuscularly in the deltoid a second loading dose of
paliperidone palmitate formulated in a sustained release formulation on the 6" to about
the 10" day of treatment, and administering intramuscularly in the deltoid or gluteal
muscle to the patient in need of treatment a first maintenance dose of paliperidone

palmitate formulated in a sustained release formulation a month (+ 7 days) after the
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Application/Control Number: 12/337,144 Page 4
Art Unit: 1627

second loading dose. The claims are allowable over the closest cited prior art, Frangois
et al. (US 6,555,544 B2), because the cited prior art does not teach, disclose, nor
render obvious the instantly claimed dosing regimen. While Francois et al. teach a
pharmaceutical composition for intramuscular injection comprising 9-hydroxy-
risperidone fatty acid ester (i.e. paliperidone palmitate) in submicron form for use in the
treatment of psychosis, schizophrenia, schizoaffective disorders, etc., Francois et al.
teach the composition is administering every three weeks or even at longer intervals
where possible (see abstract; column 8, lines 8-20). There is nothing in Francgois et al.
that teaches or suggests using two loading doses 6-10 days apart followed by a monthly
maintenance dose at the specific dosages as instantly claimed.

Any comments considered necessary by applicant must be submitted no later
than the payment of the issue fee and, to avoid processing delays, should preferably
accompany the issue fee. Such submissions should be clearly labeled “Comments on

Statement of Reasons for Allowance.”

Conclusion

Claims 1-5, 13, 15-20, 22, 24, and 34-40 are allowed.
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Correspondence

Information regarding the status of an application may be obtained from the
Patent Application Information Retrieval (PAIR) system. Status information for
published applications may be obtained from either Private PAIR or Public PAIR.
Status information for unpublished applications is available through Private PAIR only.
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should
you have questions on access to the Private PAIR system, contact the Electronic
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a
USPTO Customer Service Representative or access to the automated information
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

Any inquiry concerning this communication or earlier communications from the
examiner should be directed to Jody L. Karol whose telephone number is (571)270-
3283. The examiner can normally be reached on 8:30 am - 5:00 pm Mon-Fri EST.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’'s
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone
number for the organization where this application or proceeding is assigned is 571-

273-8300.

/Jody L. Karol/

Examiner, Art Unit 1627
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Request for Continued Examination (RCE) practice under 37 CFR 1.114 does not apply to any utility or plant application filed prior to June 8,
1995, to any international application that does not comply with the requirements of 35 U.8.C. 371, or to any design application. The
Instruction Sheet for this form is located at WWW.USPTO.GOV.

SUBMISSION REQUIRED UNDER 37 CFR 1.114

Note: If the RCE is proper, any previously filed unentered amendments and amendments enclosed with the RCE will be entered in the order
in which they were filed unless applicant instructs otherwise. If applicant does not wish to have any previously filed unentered amendment(s)
entered, applicant must request non-entry of such amendment(s).

|:| Previously submitted. If a final Office action is outstanding, any amendments filed after the final Office action may be considered as a
submission even if this box is not checked.

|:| Consider the arguments in the Appeal Brief or Reply Brief previcusly filed on

[ ] Other

Enclosed

[ ] Amendment/Reply
Information Disclosure Statement (IDS)

|:| Affidavit(s)/ Declaration(s)

[] Other

MISCELLANECUS

|:| Suspension of action on the above-identified application is requested under 37 CFR 1.103(c) for a period of months
(Period of suspension shall not exceed 3 months; Fee under 37 CFR 1.17{i) required)

[ ] Other

FEES

The RCE fee under 37 CFR 1.17(e) is required by 37 CFR 1.114 when the RCE is filed.
The Director is hereby authorized to charge any underpayment of fees, or credit any overpayments, to
Deposit Account No 100750
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file {and by the USPTO to process) an application. Confidentiality is governed by 35 U.8.C. 122 and 37 CFR 1.11 and 1.14. This collection is
estimated to take 12 minutes to complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time
will vary depending upon the individual case. Any comments on the amount of time you require to complete this form and/or suggestions for

reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce,
P.O. Box 1450, Alexandria, VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be
advised that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information
solicited is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office
is to process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1.

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information
Act (5 U.5.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the
Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need
for the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization,
pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of
National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services,
or his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.5.C. 2904 and
2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.5.C. 151. Further, a record may
be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in an
application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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CERTIFICATE OF EFS TRANSMISSION
I hereby certify that this paper (along with any paper referred to as being attached
or enclosed) is being transmitted to the United States Patent and Trademark Office on
the date shown below via the “Electronic Filing System” in accordance with 37 C.F.R.
§ 1.6(a) (4).

Kristin Miele /Kristin Miele/ November 11, 2015

Type or print name Signature Date
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Filed: 12/17/2008 Confirmation Number: 3172

For: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE
ESTERS

Mail Stop: IDS

Commissioner for Patents

P. O. Box 1450

Alexandria, VA 22313-1450

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT

Dear Sir:

This copy is supplemental to the Information Disclosure Statements filed on April
11, 2011, December 12, 2011, September 18, 2013, November 17, 2014, December 5,
2014, June 12, 2015 and July 31, 2015.

Pursuant to 37 C.F.R. §1.56 and in accordance with 37 C.F.R. §§1.97-1.98,

information relating to the above-identified application is hereby disclosed. Inclusion of
information in this statement is not to be construed as an admission that this information is
material as that term is defined in 37 C.F.R. §1.56(b).

Applicant(s) reserve(s) the right to establish the patentability of the claimed
invention over any of the information provided herewith, and/or to prove that this
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information may not be prior art, and/or to prove that this information may not be enabling

for the teachings purportedly offered.

This statement should not be construed as a representation that a search has been
made, or that information more material to the examination of the present patent

application does not exist.

X In accordance with §1.97(b), since this Information Disclosure Statement is
being filed either within three months of the filing date of the above-identified national
application (other than a continued prosecution application under §1.53(d)), within three
months of the date of entry into the national stage of the above identified application as set
forth in §1.491, or before the mailing date of a first Office Action on the merits of the above-

identified application, or before the mailing date of a first Office Action after the filing of a

request for continued examination under §1.114, no additional fee is required.

] In accordance with §1.129(a), this Information Disclosure Statement is being
filed in connection with [_] the first or [_]second After Final Submission, therefore:
] Statement in Accordance with §1.97(e) (attached); or
[] Please charge Deposit Account No. 10-0750/ the fee of $180.00
as set forth in §1.17(p).

] In accordance with §1.97(c), this Information Disclosure Statement is being
filed after the period set forth in §1.97(b) above but before the mailing date of either a Final
Action under §1.113 or a Notice of Allowance under §1.311, or an action that otherwise
closes prosecution and that it is accompanied by one of:

] Statement in Accordance with §1.97(e) (attached); or
[] Please charge Deposit Account No. 10-0750/ the fee of $180.00 as
set forth in §1.17(p).
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[] In accordance with §1.97(d), this Information Disclosure Statement is being filed
after the mailing date of either a Final Action under §1.113 or a Notice of Allowance under
§1.311 but before the payment of the Issue Fee. Applicant(s) hereby petition(s) for
consideration of this Information Disclosure Statement. Included are: Statement in
Accordance with §1.97(e) (attached) and the fee of $180.00 as set forth in §1.17(p).

[] Copies of each of the references listed on the attached Form PTO-1449 are

enclosed herewith.

] Copies of references listed on the attached Form PTO-1449 are enclosed
herewith EXCEPT THAT:

] In view of the voluminous nature of references [list as appropriate],
and the likelihood that these references are available to the Examiner,
copies are not enclosed herewith.

] If any of the foregoing publications are not available to the Examiner,

Applicant will endeavor to supply copies at the Examiner’s request.

X Copies of only foreign patent documents and non-patent literature are
enclosed in accordance with 37 CFR 1.98 (a)(2).

X There are no listed references which are not in the English language.

] The relevance of those listed references which are not in the English

language is as follows:

] Attached are copies of search report(s) from corresponding patent
application(s), which are listed on the attached Submission Under MPEP 609 D.
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] Attached are the following non-published pending patent applications and/or
nonpatent literature which may be deemed relevant, which are listed on the attached
Submission Under MPEP 609 D.

Please charge any deficiency or credit any overpayment to Deposit Account No. 10-
0750/PRD2901USNP/HBW.

Respectfully submitted,

Johnson & Johnson By: _/Hal Brent Woodrow/

One Johnson & Johnson Plaza Hal B. Woodrow, Reg. No. 32,501
New Brunswick, NJ 08933-7003

Phone: (732) 524-2976

Dated: November 11, 2015
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PTO/SB/08A (08-00)

Approved for use through 10/31/2002. OMB 0651-0031
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

Substitute for form 1449A/PTO Application Number 12/337,144
Filing Date 12/17/2008
INFO RMATION DISCLOSURE First Named Inventor An Vermeulen
Group Art Unit 1627
STATEM ENT BY APPLICANT Examiner Name Claytor, Deirdre
(use as many sheets as necessary) Attorney Docket Number | PRD2901USNP
Sheet 1 of 1

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Examiner’s
Initials*

Cite

No.'

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
(book, magazine, journal, serial, symposium, catalog, efc.), date, page(s), volume-issue humber(s),
publisher, city and/or country where published

Australian Patent Opposition for AU Patent Appl No. 2008340101 dated 20 May 2015
(J&J File Ref. PRD2901AUPCT)

Statement of Grounds and Particulars dated 19 August 2015 re: Australian Patent
Opposition for AU Patent Appl No. 2008340101 (J&J File Ref. PRD2901AUPCT)

Cleton A, Rossenu S, Crauwels H, et al. A single-dose, open-label, parallel,
randomized, dose-proportionality study of paliperidone after intramuscular injections
of paliperidone palmitate in the deltoid or gluteal muscle in patients with
schizophrenia. J Clin Pharmacol. 2014,;54(9):1048-1057

Cleton A, Rossenu S, Hough D, Crauwels H, Vandebosch A, Berwaerts J, Eerdekens
M, Francetic, |. "Evaluation of the pharmacokinetic profile of gluteal versus deltoid
intramuscular Injections of paliperidone palmitate 100 mg equivalent in patients with
schizophrenia" Clin.Pharmacal. Therapeutics. Published March 2008

Cockshott WP, Thompson GT, Howlett LJ, Seeley ET. Intramuscular or
intralipomatous injections? N Engl J Med. 1982;307(6):356-358

Haramati N, Lorans R, Lutwin M, Kaleya RN. Injection granulomas. Intramuscle or
intrafat? Arch Fam Med. 1994;3(2):146-148

Janicak, P. G. and Winans, E. A. "Paliperidone ER: a review of the clinical trial data"
Neuropsychiatr. Dis. Treat. 2007, Dec 3(6): 869 - 897

Rosen, H, and Abribat, T. "The rise and rise of drug delivery" Nat. Rev. Drug Discov.
2005, May 4(5): 381-5.

Rossenu S, Cleton A, Hough D, et al. Pharmacokinetic profile after multiple deltoid or
gluteal intramuscular injections of paliperidone palmitate in patients with
schizophrenia. Clinical Pharmacology in Drug Development. 2015;4(4):270-278

Samtani MN, Vermeulen A, Stuyckens K. Population pharmacokinetics of
intramuscular paliperidone palmitate in patients with schizophrenia: a novel once-
monthly, long-acting formulation of an atypical antipsychotic. Clin Pharmacokinet.
2009;48(9):585-600

Synopsis of the Phase |l clinical study described at Example 8 of the opposed
application accessed at http://lyoda.yale.edu/sites/default/files/nct00590577.pdf on 17
August 2015

Yin J, Collier AC, Barr AM, Honer WG, Procyshyn RM. Paliperidone Palmitate Long-
Acting Injectable Given Intramuscularly in the Deltoid Versus the Gluteal Muscle: Are
They Therapeutically Equivalent? J Clin Psychopharmacol. 2015;35(4):447-449

Examiner
Signature

Date
Considered

*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance
and not considered. Include copy of this form with next communication to applicant.
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Electronic Patent Application Fee Transmittal

Application Number: 12337144

Filing Date: 17-Dec-2008

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name: An Vermeulen
Filer: Hal Brent Woodrow/Kristin Miele
Attorney Docket Number: PRD2901USNP

Filed as Large Entity

Filing Fees for Utility under 35 USC111(a)

Description Fee Code

Quantity

Amount

Sub-Total in
UsD($)

Basic Filing:

Pages:

Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Miscellaneous:
RCE- 2nd and Subsequent Request 1820 1 1700 1700
Total in USD ($) 1700
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Electronic Acknowledgement Receipt

EFS ID: 24053501

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

First Named Inventor/Applicant Name: An Vermeulen
Customer Number: 27777
Filer: Hal Brent Woodrow/Kristin Miele
Filer Authorized By: Hal Brent Woodrow
Attorney Docket Number: PRD2901USNP
Receipt Date: 11-NOV-2015
Filing Date: 17-DEC-2008
Time Stamp: 16:20:40
Application Type: Utility under 35 USC 111(a)

Payment information:
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Payment Type Deposit Account
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RAM confirmation Number 12323

Deposit Account 100750
Authorized User WOODROW, HAL B.
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Total Files Size (in bytes):| 24127216

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

NOTICE OF ALLOWANCE AND FEE(S) DUE

27777 7590 12/02/2015 | EXAMINER |
BERNARD F. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA | ART UNIT PAPER NUMBER |
NEW BRUNSWICK, NJ 08933-7003 1627

DATE MAILED: 12/02/2015

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKETNO. | CONFIRMATION NO.

12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172

TITLE OF INVENTION: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE | PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

nonprovisional UNDISCOUNTED $960 $0 $0 $960 03/02/2016

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS
PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

I. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO, verify whether entitlement to that
entity status still applies.

If the ENTITY STATUS is the same as shown above, pay the TOTAL FEE(S) DUE shown above.

If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL, complete section number 5 titled
"Change in Entity Status (from status indicated above)".

For purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of

maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.
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PART B - FEE(S) TRANSMITTAL
Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE

Commlssmner for Patents

P.O.Box 1

Alexandria, Virginia 22313-1450
or Fax (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where
ppropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
1cated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" for

malntenance fee notifications.

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any change of address)

27777 7590 12/02/2015
BERNARD F. PLANTZ
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA
NEW BRUNSWICK, NJ 08933-7003

Note: A certificate of mailing can only be used for domestic mailings of the

Fee(s) Transmittal. This certificate cannot be used for any other accompanying

Eapers. Each additional paper, such as an assignment or formal drawing, must
ave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
I hereby certify that this Fee(s) Transmittal is being deposited with the United
States Postal Service with sufficient postage for first class mail in an envelope
addressed to the Mail Stop ISSUE FEE address above, or being facsimile
transmitted to the USPTO (571) 273-2885, on the date indicated below.

(Depositor's name)

(Signature)
(Date)
APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. | CONFIRMATION NO.
12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172
TITLE OF INVENTION: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS
| APPLN. TYPE ENTITY STATUS | ISSUE FEE DUE | PUBLICATION FEE DUE | PREV. PAID ISSUE FEE | TOTAL FEE(S) DUE DATE DUE
nonprovisional UNDISCOUNTED $960 $0 $0 $960 03/02/2016
| EXAMINER | ART UNIT CLASS-SUBCLASS |
KAROL, JODY LYNN 1627 514-257000

1. Change of correspondence address or indication of "Fee Address" (37
CFR 1.363).

| Chan%e of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

(] "Eee Address" indication (or "Fee Address" Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Number is required.

2. For printing on the patent front page, list
1

(1) The names of up to 3 registered patent attorneys
or agents OR, alternatively,

(2) The name of a single firm (having as a member a 2

registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE

(B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : [ ndividuat Corporation or other private group entity [ Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)

[ Issue Fee
[ Publication Fee (No small entity discount permitted)
[ Advance Order - # of Copies

[ A check is enclosed.
| Payment by credit card. Form PTO-2038 is attached.

(1 The director is hereby authorized to charge the required fee(s), any deficiency, or credits any
overpayment, to Deposit Account Number (enclose an extra copy of this form).

5. Change in Entity Status (from status indicated above)
| Applicant certifying micro entity status. See 37 CFR 1.29

| Applicant asserting small entity status. See 37 CFR 1.27

| Applicant changing to regular undiscounted fee status.

NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

NOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro
entity status, as applicable.

NOTE: This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements and certifications.

Authorized Signature

Date

Typed or printed name

Registration No.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

| APPLICATION NO. | FILING DATE FIRST NAMED INVENTOR | ATTORNEY DOCKETNO. | CONFIRMATION NO. |
12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172
27777 7590 1210212015 | EXAMINER |
BERNARD F. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA | ART UNIT PAPER NUMBER |
NEW BRUNSWICK, NJ 08933-7003 1627

DATE MAILED: 12/02/2015

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the
requirement that the Office provide a patent term adjustment determination with the notice of allowance. See
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term
adjustment) should follow the process outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and
Budget approval before requesting most types of information from the public. When OMB approves an agency
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration
date for the agency to display on the instrument that will be used to collect the information and (ii) requires the
agency to inform the public about the OMB Control Number’s legal significance in accordance with 5 CFR
1320.5(b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain
or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is
governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary
depending upon the individual case. Any comments on the amount of time you require to complete this form
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
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NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. X This communication is responsive to 11/11/2015.
Oa declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. [J An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction
requirement and election have been incorporated into this action.

3. [X] The allowed claim(s) is/are 1-5,13,15-20.22.24 and 34-40. As a result of the allowed claim(s), you may be eligible to benefit from the
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more
information, please see hilg://www.usgio.gov/batents/init_evenis/oph/index.sg or send an inquiry to PPHfeedback@uspio.gov .

4. [J Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
Certified copies:

a)[J Al b)[J Some *c)[] None of the:
1. [ Certified copies of the priority documents have been received.
2. [ Certified copies of the priority documents have been received in Application No.
3. [J Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).
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4. [ Interview Summary (PTO-413),
Paper No./Mail Date .

/SHENGJUN WANG/
Primary Examiner, Art Unit 1627

U.S. Patent and Trademark Office
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DETAILED ACTION
Continued Examination Under 37 CFR 1.114

1. A request for continued examination under 37 CFR 1.114, including the fee set
forth in 37 CFR 1.17(e), was filed in this application after allowance or after an Office
action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm'r Pat. 1935). Since
this application is eligible for continued examination under 37 CFR 1.114, and the fee
set forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has
been reopened pursuant to 37 CFR 1.114. Applicant's submission filed on 6/12/2015
has been entered.

Receipt is acknowledged of applicant’s Amendment/Remarks filed 6/12/2015.
Claims 1, 2, 4, 16, 17, and 19 have been amended. Claims 6-12, 14, 21, 23, and 25-33
are cancelled. Claims 34-40 are newly added. Claims 1-5, 13, 15-20, 22, 24, and 34-

40 are pending and are currently under consideration.

Information Disclosure Statement
2. The information disclosure statement (IDS) filed on 11/11/2015 is in compliance
with the provisions of 37 CFR 1.97. Accordingly, the information disclosure statement
has been considered.
It is noted that three of the references cited on the IDS and used in the Australian
grounds for opposition for Au Patent Application No. 2008340101 dates 8/19/20015 are
after the priority date of 12/10/2007 for US Provisional Application No. 61/014,918, but

before the priority date of 12/5/2008 for US Provisional Application No. 61/120,276. The
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Synopsis of the Phase lll clinical study was issued on 9/12/2008; Janicak et al. was
published on 1/15/2008; and Cleton et al. (“Evaluation of the pharmacokinetic profile of
gluteal versus deltoid intramuscular injections of paliperidone palmitate 100 mg
equivalent in patients with schizophrenia") was published March 2008. However, the
instant claims are fully supported by US Provisional Application No. 61/014,918 and

thus these references are not applicable as prior art.

EXAMINER’S AMENDMENT

3. An examiner’s amendment to the record appears below. Should the changes
and/or additions be unacceptable to applicant, an amendment may be filed as provided
by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be
submitted no later than the payment of the issue fee.

Authorization for this examiner’'s amendment was given in a telephone interview
with Hal Woodward on 7/31/2015.

The application has been amended as follows:

In claim 5, line 2, after “suspension”; delete “of”.

In claim 22, line 1, after "claim”; delete "4" and insert --19--.

In claim 24, line 1, after "claim”; delete "4" and insert --19--.

In claim 38, line 1, after “claim 1, 4, 16”; delete “and” and insert --or--.

Reasons for Allowance
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4. The following is an examiner’s statement of reasons for allowance: Claims 1-5,
13, 15-20, 22, 24, and 34-40 are directed a dosing regimen for administering
paliperidone palmitate to a psychiatric patient or a renally impaired psychiatric treatment
in need of treatment for schizophrenia, schizoaffective disorder, schizophreniform
disorder or a psychotic disorder comprising administering a intramuscularly in the
deltoid a first loading dose of paliperidone palmitate formulated in a sustained release
formulation, administering intramuscularly in the deltoid a second loading dose of
paliperidone palmitate formulated in a sustained release formulation on the 6" to about
the 10" day of treatment, and administering intramuscularly in the deltoid or gluteal
muscle to the patient in need of treatment a first maintenance dose of paliperidone
palmitate formulated in a sustained release formulation a month (+ 7 days) after the
second loading dose. The claims are allowable over the closest cited prior art, Francois
et al. (US 6,555,544 B2), because the cited prior art does not teach, disclose, nor
render obvious the instantly claimed dosing regimen. While Frangois et al. teach a
pharmaceutical composition for intramuscular injection comprising 9-hydroxy-
risperidone fatty acid ester (i.e. paliperidone palmitate) in submicron form for use in the
treatment of psychosis, schizophrenia, schizoaffective disorders, etc., Francois et al.
teach the composition is administered every three weeks or even at longer intervals
where possible (see abstract; column 8, lines 8-20). There is nothing in Francgois et al.
that teaches or suggests using two loading doses 6-10 days apart followed by a monthly

maintenance dose at the specific dosages as instantly claimed.
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Any comments considered necessary by applicant must be submitted no later
than the payment of the issue fee and, to avoid processing delays, should preferably
accompany the issue fee. Such submissions should be clearly labeled “Comments on

Statement of Reasons for Allowance.”

Conclusion

Claims 1-5, 13, 15-20, 22, 24, and 34-40 are allowed.

Correspondence

Information regarding the status of an application may be obtained from the
Patent Application Information Retrieval (PAIR) system. Status information for
published applications may be obtained from either Private PAIR or Public PAIR.
Status information for unpublished applications is available through Private PAIR only.
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should
you have questions on access to the Private PAIR system, contact the Electronic
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a
USPTO Customer Service Representative or access to the automated information
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

Any inquiry concerning this communication or earlier communications from the
examiner should be directed to Jody L. Karol whose telephone number is (571)270-

3283. The examiner can normally be reached on 8:30 am - 5:00 pm Mon-Fri EST.
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If attempts to reach the examiner by telephone are unsuccessful, the examiner’'s
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone
number for the organization where this application or proceeding is assigned is 571-

273-8300.

/Jody L. Karol/

Examiner, Art Unit 1627

/SHENGJUN WANG/

Primary Examiner, Art Unit 1627
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16 35 = =
17 36 = =
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Application/Control No.

Applicant(s)/Patent Under
Reexamination

Index of Claims 12337144 VERMEULEN ET AL.
Examiner Art Unit
RENEE CLAYTOR 1627
v Rejected - Cancelled N | Non-Elected A Appeal
= Allowed + Restricted | Interference o) Objected
Xl Claims renumbered in the same order as presented by applicant O cpA O T.D. O R.1.47
CLAIM DATE
Final Original [07/01/2010|12/03/2010(06/28/2011|06/14/2013(08/11/2014| 03/09/2015 | 08/05/2015 | 11/18/2015
18 37 = =
19 38 = =
20 39 = =
21 40 = =
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Doc code: RCEX PTO/SB/IOEFS (07-14)

Doc description: Request for Continued Examination (RCE) Approved for use through 07/31/2016. OMB 0651-0031
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of inforrnation unless it contains a valid OMB control number.

REQUEST FOR CONTINUED EXAMINATION(RCE)TRANSMITTAL
(Submitted Only via EFS-Web)

Application | 1, 547 144 Filing | bogg-12-17 Docket Number | 1o 155001usnp Art 1 Yeor
Number Date (if applicable) Unit

First Named An Vermeulen Examiner Karol, Jody Lynn

Inventor Name

This is a Request for Continued Examination (RCE) under 37 CFR 1.114 of the above-identified application.

Request for Continued Examination (RCE) practice under 37 CFR 1.114 does not apply to any utility or plant application filed prior to June 8,
1995, to any intemational application that does not comply with the requirements of 35 U.S.C. 371, or to any design application. The
Instruction Sheet for this form is located at WWW.USPTO.GOV.

SUBMISSION REQUIRED UNDER 37 CFR 1.114

Note: If the RCE is proper, any previously filed unentered amendments and amendments enclosed with the RCE will be entered in the order
in which they were filed unless applicant instructs otherwise. If applicant does not wish to have any previously filed unentered amendment(s)
entered, applicant must request non-entry of such amendment(s).

|:| Previously submitted. If a final Office action is outstanding, any amendments filed after the final Office action may be considered as a
submission even if this box is not checked.

|:| Consider the arguments in the Appeal Brief or Reply Brief previously filed on

[ ] Other

[X] Enclosed

[ ] Amendment/Reply
|Z| Information Disclosure Statement (IDS)

|:| Affidavit(s)f Declaration(s)

[ ] Other

MISCELLANEOUS

|:| Suspension of action on the above-identified application is requested under 37 CFR 1.103{c) for a period of months
{Period of suspension shall not exceed 3 months; Fee under 37 CFR 1.17(i) required)

[ ] Other

FEES

The RCE fee under 37 CFR 1.17(e) is required by 37 CFR 1.114 when the RCE is filed.
|Z| The Director is hereby authorized to charge any underpayment of fees, or credit any overpayments, to
Deposit Account No 100750

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED

> Patent Practitioner Signature

Applicant Signature
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Doc code: RCEX
Doc description: Request for Continued Examination (RCE) Approved for use through 07/31/2016. OMB 0651-0031

PTO/SB/30EFS (07-14)

U.5. Patent and Trademark Office; U.5. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of inforrnation unless it contains a valid OMB control number.

Signature of Registered U.S. Patent Practitioner

Signature

Hal Brent Woodrow/

Date (YYYY-MM-DD}) E01 6-02-26 I

Name

Hal B. Woodrow

Registration Number F2501

This collection of information is required by 37 CFR 1.114. The information is required to obtain or retain a benefit by the public which is to
file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.8.C. 122 and 37 CFR 1.11 and 1.14. This collection is
estimated to take 12 minutes to complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time
will vary depending upon the individual case. Any comments on the amount of time you require to complete this form and/or suggestions for
reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce,
P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PT0-9199 and select option 2.

EFS - Web2.1.15
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be
advised that: {1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information
solicited is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office
is to process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1.

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information
Act (5 U.5.C. 552) and the Privacy Act (5 U.5.C. 552a). Records from this system of records may be disclosed to the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the
Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need
for the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization,
pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of
National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services,
or his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U_.5.C. 2804 and
2306. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant {i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.5.C. 122(b) or issuance of a patent pursuant to 35 U.5.C. 151. Further, a record may
be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in an
application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Docket No. PRD2901USNP

CERTIFICATE OF EFS TRANSMISSION
I hereby certify that this paper (along with any paper referred to as being attached
or enclosed) is being transmitted to the United States Patent and Trademark Office on
the date shown below via the “Electronic Filing System” in accordance with 37 C.F.R.
§ 1.6(a) (4).

Kristin Miele /Kristin Miele/ March 1, 2016

Type or print name Signature Date

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants: An Vermeulen et al. Art Unit: 1627

Serial No.: 12/337,144 Examiner: Karol, Jody Lynn

Filed: 12/17/2008 Confirmation Number: 3172

For: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE
ESTERS

Mail Stop: IDS

Commissioner for Patents

P. O. Box 1450

Alexandria, VA 22313-1450

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT

Dear Sir:

This copy is supplemental to the Information Disclosure Statements filed on
November 11, 2015, April 11, 2011, December 12, 2011, September 18, 2013, November
17, 2014, December 5, 2014, June 12, 2015, July 31, 2015 and November 11, 2015.

Pursuant to 37 C.F.R. §1.56 and in accordance with 37 C.F.R. §§1.97-1.98,

information relating to the above-identified application is hereby disclosed. Inclusion of
information in this statement is not to be construed as an admission that this information is
material as that term is defined in 37 C.F.R. §1.56(b).

Applicant(s) reserve(s) the right to establish the patentability of the claimed

invention over any of the information provided herewith, and/or to prove that this
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information may not be prior art, and/or to prove that this information may not be enabling

for the teachings purportedly offered.

This statement should not be construed as a representation that a search has been
made, or that information more material to the examination of the present patent

application does not exist.

X In accordance with §1.97(b), since this Information Disclosure Statement is

being filed either within three months of the filing date of the above-identified national
application (other than a continued prosecution application under §1.53(d)), within three
months of the date of entry into the national stage of the above identified application as set

forth in §1.491, or before the mailing date of a first Office Action on the merits of the above-

identified application, or before the mailing date of a first Office Action after the filing of a

request for continued examination under §1.114, no additional fee is required.

] In accordance with §1.129(a), this Information Disclosure Statement is being
filed in connection with [_] the first or [_]second After Final Submission, therefore:
] Statement in Accordance with §1.97(e) (attached); or
] Please charge Deposit Account No. 10-0750/  the fee of $180.00
as set forth in §1.17(p).

] In accordance with §1.97(c), this Information Disclosure Statement is being
filed after the period set forth in §1.97(b) above but before the mailing date of either a Final
Action under §1.113 or a Notice of Allowance under §1.311, or an action that otherwise
closes prosecution and that it is accompanied by one of:

] Statement in Accordance with §1.97(e) (attached); or
] Please charge Deposit Account No. 10-0750/ the fee of $180.00 as
set forthin §1.17(p).
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[] In accordance with §1.97(d), this Information Disclosure Statement is being filed
after the mailing date of either a Final Action under §1.113 or a Notice of Allowance under
§1.311 but before the payment of the Issue Fee. Applicant(s) hereby petition(s) for

consideration of this Information Disclosure Statement. Included are: Statement in
Accordance with §1.97(e) (attached) and the fee of $180.00 as set forth in §1.17(p).

] Copies of each of the references listed on the attached Form PTO-1449 are

enclosed herewith.

] Copies of references listed on the attached Form PTO-1449 are enclosed
herewith EXCEPT THAT:

] In view of the voluminous nature of references [list as appropriate],
and the likelihood that these references are available to the Examiner,
copies are not enclosed herewith.

] If any of the foregoing publications are not available to the Examiner,

Applicant will endeavor to supply copies at the Examiner’s request.

= Copies of only foreign patent documents and non-patent literature are
enclosed in accordance with 37 CFR 1.98 (a)(2).

X There are no listed references which are not in the English language.

] The relevance of those listed references which are not in the English

language is as follows:

] Attached are copies of search report(s) from corresponding patent

application(s), which are listed on the attached Submission Under MPEP 609 D.
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] Attached are the following non-published pending patent applications and/or
nonpatent literature which may be deemed relevant, which are listed on the attached
Submission Under MPEP 609 D.

Please charge any deficiency or credit any overpayment to Deposit Account No. 10-
0750/PRD2901USNP/HBW.

Respectfully submitted,

Johnson & Johnson By: _/Hal Brent Woodrow/

One Johnson & Johnson Plaza Hal B. Woodrow, Reg. No. 32,501
New Brunswick, NJ 08933-7003

Phone: (732) 524-2976

Dated: February 26, 2016
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PTO/SB/08A (08-00)
Approved for use through 10/31/2002. OMB 0651-0031
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

Substitute for form 1449A/PTO App/icaﬁon Number 12/337 144

Filing Date 12/17/2008

|NFORMAT|ON DlSCLOSURE First Named Inventor An Vermeulen

Group Art Unit 1627
STATEMENT BY APPLICANT Examiner Name Claytor, Deirdre
(use as many sheels as necessary) Attorney Docket Number | PRD2901USNP
Sheet 1 of 1

OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS

Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item

Examiner’s Cite (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s),
Initials™ No.' publisher, city and/or country where published
Third Party Observations dated 01/28/16 filed during prosecution of EP
Application No. 10773821.3 (J&J ref. PRD3131EPEPT)
Examiner Date
Signature Considered

*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance
and not considered. Include copy of this form with next communication to applicant.
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Application Number 12/337,144
Filing Date 12/17/2008
First Named Inventor An Vermeulen
SUBMISSION UNDER MPEP 609.068 | Group At Unit 1627
Examiner Name Claytor, Deirdre
page 1 of 1 Attorney Docket Number PRD2901USNP
U.S. PATENT DOCUMENTS
U.S. Patent Document
i Pages, Columns, Lines,
E)_(a_lminer Cite Name offgftzntt)ee or Aptpllcant Kind Code” wherg relevant passages or
Initials No. or-ted Documen Number (if known) relevant figures appear
FOREIGN PATENT DOCUMENTS
Foreign Patent Document Pages, Columns, Lines,
Name of Patentee or where relevant passages
Examiner Cite . . or relevant figures T
Initials No. Applicant of Cited Document Office’  Number*  KindCode® appear
OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS
Include name of the author (in CAPITOL LETTERS), title of the article (when appropriate),
Examiner’s Cite title of the item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), T?
Initials* No.' volume-issue number(s), publisher, city and/or country where published
Office Action mailed March 24, 2015 in US Serial No. 13/903,638;
Attorney Docket No. PRD3131USDIV1
Final Office Action mailed October 22, 2015 in US Serial No. 13/903,638;
Attorney Docket No. PRD3131USDIV1
Examiner Date
Signature Considered
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Electronic Patent Application Fee Transmittal

Application Number: 12337144

Filing Date: 17-Dec-2008

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name: An Vermeulen
Filer: Hal Brent Woodrow/Kristin Miele
Attorney Docket Number: PRD2901USNP

Filed as Large Entity

Filing Fees for Utility under 35 USC 111(a)

Description Fee Code

Quantity

Amount

Sub-Total in
UsD($)

Basic Filing:

Pages:

Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Description Fee Code Quantity Amount Sullaj-s'l';(tsa)l in
Miscellaneous:
RCE- 2nd and Subsequent Request 1820 1 1700 1700
Total in USD ($) 1700
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Electronic Acknowledgement Receipt

EFS ID: 25064885
Application Number: 12337144
International Application Number:
Confirmation Number: 3172

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

PALIPERIDONE ESTERS

First Named Inventor/Applicant Name:

An Vermeulen

Customer Number:

27777

Filer:

Hal Brent Woodrow/Kristin Miele

Filer Authorized By:

Hal Brent Woodrow

Attorney Docket Number: PRD2901USNP
Receipt Date: 01-MAR-2016
Filing Date: 17-DEC-2008
Time Stamp: 14:35:25

Application Type:

Utility under 35 USC 111{(a)

Payment information:

Submitted with Payment

yes

Payment Type Deposit Account
Payment was successfully received in RAM $1700

RAM confirmation Number 673

Deposit Account 100750

Authorized User

WOODROW, HAL B.

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

Charge any Additional Fees required under 37 CFR 1.16 (National application filing, search, and examination fees)

Charge any Additional Fees reqmredKEg;elrQN CFR }

a0V

17 (Patent
aNSsScn

i el s S Y

Bt 0 757
art 3. p. 757
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Charge any Additional Fees required under 37 CFR 1.19 (Document supply fees)

Charge any Additional Fees required under 37 CFR 1.20 (Post Issuance fees)

Charge any Additional Fees required under 37 CFR 1.21 (Miscellaneous fees and charges)

File Listing:
Document .. . File Size(Bytes Multi Pages
Document Description File Name ( y i . . 9
Number Message Digest | Part/.zip| (ifappl.)
) o 1350053
Request for Continued Examination PRD2901USNP_RCE_03_01_16.
1 no 3
(RCE) pdf
bab6c1668c1c38b0b7209963bfcYacedals
5465
Warnings:
Information:
PRD290TUSNP_S [IDS_03_0 117827
2 Transmittal Letter —>UPPIIL> U5 no 4
1_16.pdf
0f8f8435566633633a6863f00d 9fd59eelac
Warnings:
Information:
. . 121402
3 Information Disclosure Statement (IDS) | PRD2901USNP_SupplDS1449_ no 1
Form (SB08) 03_01_16.pdf
13d51e283155ec13c8f249416bd 13b521e5|
Tefad
Warnings:
Information:
This is not an USPTO supplied IDS fillable form
80865
Other Reference-Patent/App/Search PRD2901USNP_IDS609d_03_01
4 no 1
documents _16.pdf
529486b8e43732a0e3414a1468b36573bd|
49480
Warnings:
Information:
117735
Other Reference-Patent/App/Search PRD3131EPEPT_3rdPartyObv_0
5 no 3
documents 1_28 16.pdf
afc44c7e6b977e07c09f9834 Sacaeffa44990|
774
Warnings:
Information:
18657019
Other Reference-Patent/App/Search PRD3131USDIV1_FinalOA_10_
6 no 19
documents 22_15.pdf
1cbcf40cc567b779dd 145ch173b782ed8a3
Warnings:
Information:
15708404
Other Reference-Patent/App/Search PRD3131USDIV1_OA_03_24 1
7 no 16
documents 5.pdf
e18b2f27af209d77082c5¢81576105c9f601
bad4
Warnings:

Information:
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30675
8 Fee Worksheet (SB06) fee-info.pdf no 2

effa2fa11250f8f073fbb027433f4800829be
1cb

Warnings:

Information:

Total Files Size (in bytes): 36183980

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810}, a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Docket No. PRD2901USNP

CERTIFICATE OF EFS TRANSMISSION
I hereby certify that this paper (along with any paper referred to as being attached
or enclosed) is being transmitted to the United States Patent and Trademark Office on
the date shown below via the “Electronic Filing System” in accordance with 37 C.F.R.
§ 1.6(a) (4).

Dawn H. Wilson /Dawn H. Wilson/ April 7, 2016

Type or print name Signature Date

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants: An Vermeulen et al. Art Unit: 1627

Serial No.: 12/337,144 Examiner: Karol, Jody Lynn

Filed: 12/17/2008 Confirmation Number: 3172

For: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE
ESTERS

Mail Stop: IDS

Commissioner for Patents

P. O. Box 1450

Alexandria, VA 22313-1450

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT

Dear Sir:

This copy is supplemental to the Information Disclosure Statements filed on
November 11, 2015, April 11, 2011, December 12, 2011, September 18, 2013, November
17, 2014, December 5, 2014, June 12, 2015 and July 31, 2015 and March 1, 2016.

Pursuant to 37 C.F.R. §1.56 and in accordance with 37 C.F.R. §§1.97-1.98,

information relating to the above-identified application is hereby disclosed. Inclusion of
information in this statement is not to be construed as an admission that this information is
material as that term is defined in 37 C.F.R. §1.56(b).

Applicant(s) reserve(s) the right to establish the patentability of the claimed

invention over any of the information provided herewith, and/or to prove that this
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information may not be prior art, and/or to prove that this information may not be enabling

for the teachings purportedly offered.

This statement should not be construed as a representation that a search has been
made, or that information more material to the examination of the present patent

application does not exist.

X In accordance with §1.97(b), since this Information Disclosure Statement is

being filed either within three months of the filing date of the above-identified national
application (other than a continued prosecution application under §1.53(d)), within three
months of the date of entry into the national stage of the above identified application as set

forth in §1.491, or before the mailing date of a first Office Action on the merits of the above-

identified application, or before the mailing date of a first Office Action after the filing of a

request for continued examination under §1.114, no additional fee is required.

] In accordance with §1.129(a), this Information Disclosure Statement is being
filed in connection with [_] the first or [_]second After Final Submission, therefore:
] Statement in Accordance with §1.97(e) (attached); or
] Please charge Deposit Account No. 10-0750/  the fee of $180.00
as set forth in §1.17(p).

] In accordance with §1.97(c), this Information Disclosure Statement is being
filed after the period set forth in §1.97(b) above but before the mailing date of either a Final
Action under §1.113 or a Notice of Allowance under §1.311, or an action that otherwise
closes prosecution and that it is accompanied by one of:

] Statement in Accordance with §1.97(e) (attached); or
] Please charge Deposit Account No. 10-0750/ the fee of $180.00 as
set forthin §1.17(p).
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[] In accordance with §1.97(d), this Information Disclosure Statement is being filed
after the mailing date of either a Final Action under §1.113 or a Notice of Allowance under
§1.311 but before the payment of the Issue Fee. Applicant(s) hereby petition(s) for

consideration of this Information Disclosure Statement. Included are: Statement in
Accordance with §1.97(e) (attached) and the fee of $180.00 as set forth in §1.17(p).

] Copies of each of the references listed on the attached Form PTO-1449 are

enclosed herewith.

] Copies of references listed on the attached Form PTO-1449 are enclosed
herewith EXCEPT THAT:

] In view of the voluminous nature of references [list as appropriate],
and the likelihood that these references are available to the Examiner,
copies are not enclosed herewith.

] If any of the foregoing publications are not available to the Examiner,

Applicant will endeavor to supply copies at the Examiner’s request.

= Copies of only foreign patent documents and non-patent literature are
enclosed in accordance with 37 CFR 1.98 (a)(2).

X There are no listed references which are not in the English language.

] The relevance of those listed references which are not in the English

language is as follows:

] Attached are copies of search report(s) from corresponding patent

application(s), which are listed on the attached Submission Under MPEP 609 D.
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DBOSIMNG REGIMEN ASSOUIATED WITH LONG ACTING INJEUTARBLE
PALIPERIDONE ESTERS

FIELD OF THE INVENTION

This mvention relates 1o a method of troating patients it need of treatment with

long acting injectable paliperidone palmitate fornudations,

BACKGROUND OF THE INVENTION
10
Antipsvehotic medications are the mainstay in the treatment of schizophrenia,
suhizoaifective disender, and schizophrentform disopders. Converntional antipsychotios
were introduced in the mid-1950s, These typical or fust generstion drogs are asually

effective i contradling the positive symptoms of sehizophrenia, bt are less effective in

Sk
N

moderating the negalive svimgiorns o the cognitive ngpabrment associated with the
disease. Atypical antipsychoties or second goppration drugs, typified by risporidone and
olanzapine, were developed o the 1990x, and wre penarally charsctenized by
effectivencss aguinst both the postive and segative symptoms  associated with

sehizophienia.

b
o

faliporidone palmitate 380 the  pudmatate ester of  palipendong
S-hydrogy-risperidone), a moncwninergic antagonist thet exhibits the charastenstic
dopandne Dy oand sorotonin (S-hydroxyivyplamine ype 34 astagoaism of the
spopnd-generation, atyploal antipsvchotic drugs. Paliporidone i the major active

metabolite of risporidons. Brionded welease (BR) osmotic contrelled release onal

s
F

delivery {OROS) paliperidone, a¢ a tablet formulation, s marksted tn the L’tm ad States

{ULS) for the treatment of schizophrenia and stdntenance of effedt.

Paliporidone palodtate is being developed g8 8 lopg-acting, imragmsoudar (),
injectable. aqueous naposospension for the tommemt of schizophronty and other
discases that sre normally treated with antipsyehotic medugions. Because of exireme

3 jow waier solubility, paliperidone esters such as patipenidone palimitale dissolve slowldy
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after an Law ngection before bein iyrimi to patiperidone and made available in

the systemde ehrcuiation.

Many patiemis with these mental Ulnesses achieve symplom. stability with

available oral antipsychotio medivations; however, it is estimated that up 1o 73% have

8 difficulty adhering to a daily oral teatment vogimen, i compliance problems.
Problems with adherence ofton result i worsening of symptoms, seboptimal trestroent
response, frequent relapses and re-hospitalizations, and ag insbillty to benell from

rehabifitative and psychosocial therapies

10 concentrations of pitﬁipe done when administored onoe r_:'mr_s‘i.h}}; which may greatly
avhance compliance with dosing. Paliperidone palmitate was formlated as ap sgqueous

o

nang suspension as is described In US Patonts 6,377,545 anad 6.3 S5.544, However,

"

(ver the data was anadyzed from the clinicad trials of this fornmlation 1t was discovered

that the absorption of paliperidone from these ingeetions was far more complex than

G,
5%

was originally anticipated.  Additionally, attaining a potentiad therapeutic plasma fovel
of padipetidens in patients was discoversd to be dependant on the site € of Injection vntdd
steaddy state concentration 8 reached. Dme to the challenging natuwre of ENSURING an
optinm plasty concentration-tine profile for tresting patients with paliperidone @iy
desirable to develop a doning regimen that fulfills this geal Ip patients in need of

20 freaiment

SUMMARY OF THE INVENTION

In one embodiment of the present invention thore &8 p&*c}vid.ed a dosing regimen

25 for adiministering paliperidone esters 1o @ peyvehiatoie pationt in nesd of treatment
comprising administering fntranascalarly in the deltoid a frst loading dase fromm about

0 yag-ag. e about 150 wg-eq. of wah;\pnddﬂ& as g paliperidone palnutate Tormudated
in a sustained rolease formulation on the fest day of freatme; administoring
intrarmuscalarly & second loading dose fa‘mm about 100 oy to abeut 150 mg-eq of

30 paliperidons as a paliperidone palmitate fornmlated o a sustained release formulation
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tastvesen abowt the 6th o 10th day of trestment; and adiministe Srng im‘;ra:mn&a:u‘i;sr:tiy in
the gluteal a maintenance dose of about 25 to about 150 mg-exg of palipenidone as ¢
paliperidone ester in o sustained release formulation on between abont the 34 and
abont the 38t day of treatment,

In one enbodiment of the present Invention theve is provided a dosin & repimen
for administering palipevidone esters to o psychiatric patient in need of treatment
comprising administering intramuscutay in the deficid a fivst foading dose from ghout
) mg-eq. o about 130 mg-eq. of puliperidone as a paliperidone palmitste formmdated
i @ susiained release formudation on the fivst day of eatment; administe ring
mitramuscularty a scoond loading dose from abowt 100 ng o about 130 mg-eg of
paliperidons as a paliperidone paliditate formulated in o sostained release form slation
hetween about the &h to 10t day of teatnent; and advindstering ntramuscularly in
the ghoteal a matntenance dose of about 25 to showt 150 mg-o. of paliperidone as 2
patiperidone ester in 8 sustadoed relesse formndation spproxinat ely monthly from the
date of the second loading dose.

in another embodiment of the preseut invention there IS provided s dosing
regimen for admdaistering paliperidone palrnitate to 8 psychintrio patent tn need of
frestment comprising sdidnistering mtramusculardy in the dedtoid of & patient in need
of treatowent a fst oading dose from ghout 1D0 mgeeq. o gbont 150 mg-eg of
patiperidone as paliperidone palmitate formaulated in a sustained release formulstion on
the first day of treatment; administering intramuscularty in the deltoid muscle of e
patient in need of troatrent a seeond loading dess from about 100 mgeayg. to abowt 180
mg-eg. of patiperidone as paliperidons palmitate formulated in o sustained reloase
formadation on the cighth day of treatiert; snd ad ministering mvanmscnlardy in the
deltoid or ghuteal rusele of the pationt in need of treatment a maintenance dase of
ahont 28 mg-eq. 1o about 78 mg-eq. of paliperidons as paliporidone padmiiate Ina
sustained reloase formmdation on botween about the 3dih day and the 38th day of
{reatment,

I another embodiment of the present vention there is provided g dosing

0 iy heed of

regimen for administering paliperidens palnitate o 1 peyohiatric patie

treatrent comprising administering intramusenlarly in the deltoid of a patient in need
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of treatment a first loading dose of sbout 150 mg-og of paliperidone as padiperidons
palmitate forraulated in a sustained release formulation on the fivst day of treatment]
siministoring intramoseudarty in the delodd muscle of the patiens in need of treatment a
second loading dose from about 100 myg-eq. of paliperidone as paliperkione palmitate
formulated in a sustained release formuolation on the eighth day of weatment; and
ahmimistering intranmuscubarly in the delioid oo gluteal ansels of the patient in need of
treatmiont @ puintenance dose of abont 25 mg-eg. 1 abont 73 mg-eg. of palipetidons as
valiperidons palmitate in 8 sustained relense frmulation approximately sonthly from
the date of the secomd loading dose,

In another embodiment of the present investion there is provided a dosing

regimen for administering peliperidone paimitate to a psychintric patient in need of
treatment comprising adiministering intamusculary in the deltold of & patient i need
of troatment a first loading dose of abow 130 mgeeg of paliparidone ax paliperudone
palmitate formulated fno s sustained relosse formulation oo the first day of teatment;
shminiytoring intranwscularly i the deltoid muoscle of the patient in need of treatment &
secand Ioading dose from aboat 10 mp-og. of paliperidone as paliperidons paismiaig
formulated in & sustained release fornmiation on the sighth duy of treatment; and
schministering intramuscudanty in the deltodd or gluteal muscle of the patient in need of
treatment a mainienance dose of about 75 mg-ag. of paliperidone as palipesidone
palmitate in a sustained release formutation approxinutely monthly from the date of the
second losding dose.

o vet another snvbodiment of the prosent invention there 1s provided a dosing
regimen for sdministering paliperidone esters to a renally impatred psychuatrio patient
in need of trestnent comprising adnthidstering intramuscularly i the deltord a first
foading dose of gbout 7T3mg-eq of paliperidone as a paliperidons palmitste formudated
i o sustained release forpmiation on the first day of treatroent; admigisiening
ntramuscularly a second toading dose of abont 78 mig-og of paliperidone as &
paliperidone palmitate formelated iy a sustained relrase formalation between about the
Gth 1o 10 day of peatmenty and aduiinmseing inbramuse uiaziy i the gloteal a

maintenanes dose of ghoat 25 mg-eg. to about 75 mp-og of paliperidons ay &
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paliperidone paloitale In & sostained release formulation on between aboart the 34% and
shont the 38t day of trestmen.
In yet another embodiment of the present invention there i provided a doging
regimen for administering paliperidone esters to a ronally bopaired peyehiairic patient
3 in need of treatment comprising administering intranwscularly io the deltold ¢ first
loading dose of abeut 100mg-eq of palipeidone as 2 paliperidone palmitate formuolated
i 3 sustained release formulation on the frst day of treatnent; sdudinisterin &
intramuscunlady & second loading dose of about 75 mgeeg of palipsridone as a
paliperidone palmilate formulated in a sustained release Formulation berween about the
MY sthw (0th day of treatmment; and sdministoring intramuescolarty in the gloteal 3
maintenance dose of about 23 mgeag. o about 73 myg-eyg of paliperidone as &
paliperidone palmitate in a sustained release formulation approximately monthly from
the date of the second ading dose,

in a ferther erabodiment of the present vention there s provided a dosing

aacd
LA

regimen for adiministering paliperidone palmdtas © a peychiatic pationt in need of
treatment comprising sdmdnistening mtramusculacly in the deltoid of & patient i need
“treatment a st loading dose of about 75 mgreq. of patiperidons us palipesidons
palraitate formulated a2 sustained relouse fwmulation on the fivet day of tretment;
administering ntrawauscslardy i the defold mancle of the patient in need of sreatinent a
283 second loading dose of abont 73 wmg-eq of paliperidons ay paliperidone palmitate
formulated in 2 sustained release formulation on the eighth day of treatment; and
administering intramuseulacly in the deltoid or glotes] rouscle of the patiest in need of
satment & matntenance Jose of from about 23 mg-og. to abowt 50 mgeeq. of
paliperidons ay paliperidone palinitate n g sustadned release formulation on aboust the
23 b day and the 38th day of treatment,
in one embodiment of the present Wnveotion there Is ovided & dosing regines
for administering paliperidons estors toa psychiatrie patient in need of treatinent
conywising adninistering intrarnusonlarly i the delioid a first oading dose of shout
150 mg-eq. of paliperidone as a g}aﬂip@}‘i{hn& palvatate fornmdated in g sustained
3 release formulation on the Brst day of treatoenty thersalter adninisteving

tramuscularty & second malntesance doss of from about 25 mg-eq. to about 100 mg~

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 774



WO 28RS PUTEPIOONQ6TIIR

1.3

20

30

B

og of palipgidone as a paliperidose palmittate formulated in g sustained release
formulation between abont the 6t o 10th day of treatment; and administering
mbramusoubindy i the gluteal a madadenance dose of about 28 to about 100 mg-eg. of
paliperidone as a paliperidone palimitate in a sostained release formulation oo batween
abont the 34% and about the 3Rth day of treatment.

{2 further snbodiment of the present mvention there s provided a dosing

egimen for administering palipetidens palmitate to a psycldatere pationt o soed of

T

3

treatment commprising administering intravousculardy v the deltoid of & pationt i peed
of trestiment g flest loading dose from about 130 mg-eq. of palipecidone ay a
patiperidone palmitate sster i o sustained release formudation on the fest day of
sregtment; thereafter administening fotrannascularty in the delioisd muscle of the pationt
i need of treutment 1 maintenance dose from about 25 mg-eg. 1o about 100 mg-aq. of
paliperidone ax paliperidone palmitate fornmbted 8 8 sostained release fornmilation on
the eighth day of weatment; and admimistering intramuscularly in the deltord or ghiteal
mwsele of the pationt in reed of reatment & mudntenatee dose of about 28 mg-eq.
about T mg-og. of paliperidone ab paliperidone palmitide in g sastained release

formutation on shout the 3dth day and the 38th day of toatment,

This awd other oljects and advantages of the prosent invention msy be

appreciuted from areview of the present applications.

BRIEY DERBCRIFTION OF THE FIGURES

Figwre 1 shows the observed versay the population phatreacokinetics nuxdel
sinmilation for plasms palipariione concantrations for paliperidone palnutate 150 myg

ey inthe deliowd on day 1, followed by 25wy eq. i either the deltond ar gluteus an
civys B, 36, and 64,

Figore 2 shows the ohserverd vorsus the population pharmacokinetios modet
simatation for plasma paliperidons concontratinns for palipevidons ig»al;n:a;iiaﬁ.&*&.& T30 mg
eg. by the deltold o day 1, followed by 100 myp o in either the deltowd or glulens on

dayy R, 36, and 64,
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Figure 3 shows the nbserved versus the popuiation pharmacokinetios mosdd
siwnabation for plasma paliperidone concentrations for paliperidone padmiiate 150 mg
. i the deltold on day 1, followed hy 150 mig g, in either the deltoid or shatous on

days &, 3%, and 64,

DETAILED DESCRIPTION

We have discoversd afier extensive anudvsis of the clinicad dats that paliperidone
palmiate due 1o its dissolution rate-limited absorption exhibits Sip-flop Kinetics, where
the apparent hali-ltfe is controlled by the absorption rate constant. Additionally the
volumy of injfected drag prodoct also impacts the amﬁm‘m‘i rate constant, Howas alse

discovered that deliedd dajoctions result in a fastor vise in initial plastng conceniration,

facilitate pationty” attaining 2 rapid therapeutio concentration of paliperidone it s
preferred (o provide the initial Toading dose of paliperidone palmitate in the deltolds, The
leading dose should be froan shont 100 mgeeq. to about 150 mg-eg. of paliperidons
provided in the form of paliperidone palndtate, After the Hirst or more proferably after the
second foading dose injoction patienis will he approaching a steady state concontragion of

paliperidone fu their plasms and may be injected in either the deltedd of the ghuteal

miisele therentler. However, it is preforced that the patismts recetve further uyjechions in
the gluteal muscle.

In view of these discoveries the rononsended dosing regimen for patisngs o
attain 2 therapeutic plasisa fevel of paliperidone is for patiems 1o receive the first dose of
paliperidone palmitate on day 1 of treatment, followed by a second dose betseeen uys &
e 10 of treptmont, then a thind dose hetwsen days 34 1038 of reatment or mouthly
+7days after the second dose. More proforsbly the patients will be administered a first

dose onday 1, & second dose on day | and s third dose ou o showt day 3 of teatnoent oy

b igocted in the deltoid souscle. Thereafter paliperidone palnvitate will be adminisiered
3} AL ¢ ¥
by injection approximately once a month {e.g. monthly #7sdays of approximately onos

every four weeks) thereafter, To ussure that a potential therapeutic plasma level of

palipersdone s attwined at least & frst Joading dose of 150 mgeeq of palipetidone as a
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patiperidene palmitate ester should be administered on day one of treatment. Preferbly
the first teo doses will be loading dose of betwess from sbout 100 mg-eq. 1o about 150
mg-eg. of paliperidone as a palipoddone palmitate seter 1 assure that a potential
therapeutic plasma level of paliperidone §s attained by the patient. The subsequent doses
theveaftor will drop 1o 2 therapestic maintenance dose of from about 35 mg ey, o 150
mg-eq. por month {27 days). Preferably the maintenance dose will be from abowt 28mg
ey o about 100 me ey wore prefovably the maitenance dose will be from about 23mg
. to about 78 g oq and most proferably the waintenance dose inftially will be abowt
30 mg 2., or more preforably the maintenasce dose initally will e aboe 75 mg
e which may be administered intramuseularly into the deltold or ghueal muscle, tat
mare preferably will be administorad i the gloteal nuiscls. Those of m‘éinmy skill in the
art will understand that the maintenance dose may be tivated up or down in view of the
patients condition (response 10 the medication and renal Runction.

Since paliperdone s malnly elimicated through the kidneys, pationts with renal
fapatrment will have a bighey total exposure o paliperidone after Loy infections of
paliperidone palmitate. For patiens with wenal impateaent 1 woold desirable to adfust
thes lowding doses 0 account for the ereaved exposum kevels of paticuts with renal
frapairment. For patients with md ls;i. rovd Dnpairment the loading doses should be

reduced to 78 mg-eq, for the fisst two losding doses. The maintenance doses

shoukd

t

range frow about 23 mg-eq. 1o whout 75 wg-eyg, and more preferably with range from
ahowt 25 mg-sg 1o abow 30 mgeeg. The doses would be adiministered on day 1 of
freatment, followed by a vecond dose betwesn days & ©0 1 of treatroent, then g third dase
betwesn days 3410 38 of reatmoent. Move preferably the paticnts will be administored o
fiest dose on day 1, asecond dose ou day 8 and & third dose on duy 36 of treatment. The
first fwo doses will preferably be injected n the deftoisd muscle. Thereadter palipetidone
palmitate will be administered by injection approximately once g month (8.2, one a month

+7 days or once svery four weoks) thereafter. For the purpose of this putent a:pp}ia;:m:im

“

renat function is estinated by glomerular fstion rate (GFR) usoally measured by the
cremtinine clearanos (bost cakonlated from a 24-hour urine colloction). Creatine clearance
may be estimated by the Cockoredt and Gaalt method based on soram ove AT

concentration, as described i Frodiction of oreatinine olesrance from senum creatinine,

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 777



WO 2000/ 0R0S POT/EPIONSINGTTSH

Nephron 1976; vol 16, pages 341, Patienis with mild renal impairsent have a
creatinine clearance of 30 1o <RO ml/mingte.
iy recommended that the second initlation dose of paliperidone palmitase be

givens about one week (610 duysy after the First dose. To avold & missed dose, pations

A

may be given the sccond dose 2 days before oy after the cae-week tinepoint, Stnilady,
the third and sobseguent Injections after the initiation regtmen are recommended to he
given monthdy. To avold g missed reonthly dose, patients may be given the injoction up

17 diys before or after the moathly timepotat.

After initiation, the reoommended injection ovele of paliperidone palmitate is
HE o monthly. M ess than & weeks have clapsed since the last injection, thew the previeundy

stabiiized dose should be administered as snon as possitie, followed by fjections at

mopthily untervals.

If more than & weeks have slapeed since the last ifjection, relpitiation with the

same dose the patient was previously stabilized to shookd be resumed in the following

13 manners 1o deltoid injection as soon as prawtically possible, followed by 2} ancther
deboid injection one wesk later, and 3) resumption of sither delioid or glateal dosing at

monthly intervals,

Imore than & months have elapsed stace the last indection, # is recommended
to re~initiate dosing as described above,

24 Additionally, in this patient population needle Jength and BME index are two
redated variables that need 10 be considered 1o assore pationts attain therapautic
concentration of paliperidone in the desived time fame. Paticats with high BMI had
ower plasma conceniration of paliperidone aud o lessened treatment response. The fower
taitial plasma concentration in high BMI patients was likely due to unintended partial ov

23 complete injection into adipose tissue, instead of deep tnjoction o musele, However,
once steady-state plasisa concentition are attained BMI no longer influenced plasma
conceutrabions or clinical efficacy. From these observations #t was determined that for

patients weighing <80 kg (< 200 1b) o Boch needle will be of sdequate length B use dn
tgections to reach e musele Hesue for deltold injections with prodorably 8 23 gavge

0 b g LS inch neadle

30 peedie. However, for paticats with high BMls, 280 kg &
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shoutd beused for deltold injections. For ghatesd musele Injections a L.5-mch nesdie
should be used, Proferably the 1.8-inch needle will be a 22-gauge neadle.

Paliperidone estors are psyehotic sgents beloaging o the chemical class of
benxisarazole derivatives, which contailos a racende mixtore of (4)- and {-)-
paliperidone, which are deseribed W US Patent 5,254,556 (ncorporated herein by
reference),  The chendeal nuse for paliperidone palmitate is (E-3-{2-{4-{6-fluore-1,2
benzisoxazol-3-yl-T-piperidingtethyl 16,7, 8 S teteabydm-2-methyb-d-ono-4 #-

pyrided 1, 2-aipyrimidin-S-vi hexadecanoate, The structural formula is

s
i
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Paliperidone esters may be formulated with phasrecentived excipients into jactable
dosaze forms as desoribed in US Patent 3,254,356 and US Patent §077,843
{ineorporated herein by eforonve). Injectable formulations ey be forpudated o
FYUETUS LATTIeTs,

Currently it is preferd to administer paliperidone palmitsde in a onee monihly
agusous depot, Sultable agueous depot formulations are described in US Patent
§,077.843 {incorporated herein by referencel. The aguoous formutation would
preferably be a nano partivie suspension of wherein the nano parttcles would be of an
averages size of Joss than 2000 mm to about 100 s, Preferably the nono particles
would have an average particle size (450} of from about 1600 am to 400 v and most
preferably abont 1400 nm 1o 900G um, Preferably the 490 will be tess than about 3300
nny and more preforably Jess than about 4400 nme As used herein, an effective average
particle stze (A5 of less than 2,000 nm means that at least 30% of the particles have a
diametor of Joss than 2,000 mm when measured by art-known conventional techuiques,

such as sedimentation feld flow fractionation, photon correlation spectroscapy b disk
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centrifugation. With refereace to the effective average particle size, it is preforred that
at east BO%:, e.g. 5,000 nm. Most preferably, 90% of the panticles have a size of less |
Phaaery 4 4003 .

-Suitabde agueous sane particke depot formulations wre described in US Patent
6,358,544 (incorporated herein by reforence). Iy one embodiment of the present
wmyention the formudation would comprise ranoparticles, a surfictant, a suspending
agent, and optionally one or more additiona] ingredients selected from the group
congisting of preservatives, buffers and an isctonizing agents.
Useful surface modifiers are believed to include those that physically adhere to the
surface of the active agent but do not chewnically bond theretn,

Suitable surface modifiors can prefirably be selected from known organic amd
irorganic pharmaceuticnl exeipionts. Sueh excipients include various polymers, ow
molecnlar weight oligomers, natural prodocts wad suefactants, Preferred surface

Ctants. Representative cxamples of

modifiers include somionic and anlonic surf
excipients include golatin, caseit, lecithin (phosphatides), gom acacis, cholesterol,
tragacanth, stearic soid, banzalkoniun chloride, calciom stearaie, slyvoeryl
morostcaraty, cotostearyl aleohol, cetoms xus}gol amulsifying wax, sowbitun esters,
';m}y{wyeth}fimﬁ alkyl ethers, 2.2, macrogol ethers stch as cotomacrogoel 1000,
polyoxyethviene castor oil dertvativis, podyoxyethylene sorbitan fatty acid pster, g.g.,
the commercially svailable TWERNS W . polyethyiene glyeals, pafyaxyethylene
stearates, colioddal silicon diokide, phosphates, sodhon dodecyisulfute,
carboxymethyleolhuiose caloium, carboxymethyleelulose sodinm, methyloelnlose,
hydroxyethylcellnlose, hydoxypropyvicetivlose, hydroxypropyimethvicellalose phitatate,
soncrystatiing cellulose, magnestwn ahoninate silicate, tiethanolaming, polyviayd
alzehol (PVA), poloxamers, tyloxapol and polyvinyvipyrrolidons (PVPL Most of these
excipionts are desoribed in detadl in the Handbook of Pharmaceutioal Excipienis,
publishied joindy by the Amerivun Pharmaceutical Axsociation snsd The Pharnuacentioal
Society of Great Britain, the Phanmacentical Pross, 1986, The surface madifiers are
commmereially avatlable andéor can be prepaved by techninmes known in the mt. Two or

more surfsce modifiers can be used in combinstion.
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Particularly preferred sarf

%, such as FLURONICTY, P8, FIOR and F127 which are block

¢ modifiers include polyvinyipyrrolidone;

tvloxapal; pologams
copuivimers of sthvlene oxide and propylene oxide available from BASE poloxamines,
such as TETRONIC™ 908 ¢T90R) which i3 a tetrafunctional block copolymer devived
from sequential addition of ethylene oxide and propylene oxide o ethylenedinmine
avatlable from RASF; dextran locithin: Acvosel OT ™ (AOT) whivh is a dioety! ester
of sodiunysulfosuceivie acid available frow Oyteo Industries; DUPONOL™ P which is
a sodiam leurvl sulfate available from DuPont; TRITON s 200 which §s an alky)

30, 40, 60 and 80

aryl polyether sulfonate avatlable From Robm and Haas) TWEEN
which are polyoxyothylene sorbitan fatty acid esters available from KT Speciality
Chensicals; SPANTY 20, 40, 60 and 80 which are sorbitan esters of fatty aclds;
ARLACELT™ 20, 40, 60 and R0 which are sorbitan exters of fatty acids available from
Hercules, loeg CARBOWAX™ :

O and 934 which are polyethylene glycols available
froun Unjon Carbide;, CRODEST. A EL 1O whicht s a mixiure of sucrose strarate and
sugrnse distoarate available from Croda Tne: CRODESTA™ SL-40 which is svailable
from Crogha, e hexyideoy! thmethyd amnonium ohioride (OUTAC): bovine seram
atbumin and SASOHCO which ts Oy Hyp O (CONCHOH, (OROH) Oy (8

&

The surface modifiers which Have been foursd 10 be paruaittarly usefal include
tyloxapol and a pofosamer, preferbly, Fluronie, TM. F108 and Plurenic THM. P68,

Pluronde THL FIOS corresponds to podoxamer 338 and is the polyosyeihylens,
polyoxyprogylene block copolymer that conforms generally to the formuola HO[UH,
CHs O IOHECHDCOH, O, [OH: CHa O H in which the aversge values of X, y and 2
ate respectively 138, 54 and 128, Other commarcial names of poloxamer 33% ame
Hodag NONIONIC™ 1108-F available from Hodag, and SYNFERONIC™ PR 1B
available from KT Amencas.

The optivaal reladve amount of pelipetidone palmitate and the surface nunditier
doponds on varioes pavameters. The optiraal ameunt of the swrface modifier can
depend, fov example, upon the particutar sorface modifier selected, the oritical micelle
concentration of the surface medifier i it forms muicelles, the surfiwe aren of the
artipsychotic agent, ate, The specific surface wodifier preferably is present inan

amowy of 6.1 o 1 mg per sopre mster surface ey of the paliperidone palmitme. 1
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praferred in the case of paliperidone pabmitate {S-hydroxyrisperidone palmitate) to ase

PLURONIC™ FI0R ay a sucfuce mcedifier, & relative amount (wiw of ol ingredients
of approximately 81 is preferred.

The particles of this invention can be prepared by amethod comprising the
steps of dispersing paliperidone palmiate in a liguid dispersion medium and applving
mwchanical means in the prosence of grinding media to roduce the pasticle stee of the
antipsychotic agest to an effective aversge particle size of Joss than 28800 nm, The
particles can be reduced in sive in the presence of a surfuce modifier Altornatively, the
particles can be contacted with & surface mndifier after atirition.

A generad procedure for preparing the particles of this invention mcludes ()
obtaining paliperidone palmitate in micronized form (b adding the mivronived

saliperidone palritate to o Boguid medium to formoa premuix; and (o) subjecting the
pagy) ] ¥ 4 g

prenux o mechanicnd means in the presence of a grinding medivm 1o reduce the

effective average panticle siz

A

The paliperidone palmitate in micronized form misy be preparsd wing

techuiques known in the art. 1t s preferred that the particie sive of the micronized

palipenidone puliitate be less than ghout 100 s as determrined by siove analysis, I the
particle sire of the micronized palipevidons palmitate is greater than about MY wn,
then it s preferred that the particles of paliperidons patmitate be reduced in size o Jess
than 100 g

The micronized paliperidone palmitate can then be added 1o a Hguid medivm in
which It is essentially fnsoluble t© form & promix. The conventration of padiperidone
palmitate in the Hquwid medivm Caeighs by weight percentage) vay vary widely and
depends on the selected antipsyebotic agent, the selected swrface modificr amd other
factors. Suitable concentrations of pulipesidone palmitaie in compositions vary between
0.1 1o 60%, preforabiv is from 0.5 10 30%., and more preferably, s approximately 7%
Gwivt B i currenily preferred to use a voncentration of abow HOmg ogof
padiperidone per wil or about 156 myg of paliperidons palasitate per mi.

A more preferred provedure involves the addition of & surface modifier to the
premix prior te its subjoction to mechanical means 1 reduce the effective Averags

partichs size. The voncentuation of the surface modifier {weight by weight percentage)
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can vary Srom 0196 10 90%, preferably from 0.53% o B0%, and more preferably 15

fy 2N

approximges Iy T (wiv)

The promix can be vsed diveetly by subjecting 1 10 mechanig al mewns © educe
the effective average particle size in the dispersion to less than 2000 nr. 1t s preferred
S that the premix be used direotly when a ball mill s used for alirsion, Allernat ivedy, the
antipsychotio sgent and, optionally, the swrface maodifier, can be itspersed m the Hgud
medivr using suitable agitation such as, for example, a roller mallora © Cowles ype
mixer, until a homogemsons dispersion is achieved.
The mechanical mesms apphied o reduce the effective average particle size of
1) the sntipsvehotic conveniently can tale the form of a dispersion raill. Suitable
disperston mills inclode & ball mill, an auwitor mill, & vibratory mill, a planctary mill,
sedia mills-such 3 1 sand mill and a bead will, A media mill is profoned dog w the
refatively shorter milling tme required 10 provide the desired reduction in pariicle size.
For media milling, the apparent viscostty of the promix preforably is anywhere bolween
15 0.1 awd | Pass, For ball milling, the appsrent viscosity of the premix preferably is
anywhere between b and 100 mPass,

The grinding media for the particle size reduction step can be sele seted from

g

-

vigid modin preforably spherical or particulate in form having an average sine losy than
3 i s, more preferably, loss than 1 mm Such media desirably can provide the
0 particles of the invention with shorter processing times and tmpart less wear o the
milling equipment, The selection of the material for the grinding media is helioved not
o be eritical. However, 959 20y stabilized with mugnesia, zirceninm stlicate, and
slass grinding media provide particles baving levels of contapination which are
acceptable for the preparation of pharmaceutical compasitiong, Further, cdhor media,

R

25 such as polymeric beads, staindess steel, Utanda, slumina and Q89 20 stabibized with
yitriv, are wseful. Proforsed grinding nedin bave a density greater than 2.9 glomsup. 3
ane melude 959 Zr0) stabilized with magnesiy and polymernic beads,

The attrition time can vary widely and depends privsarily upon the particuac
mechanicad means and processing consditions selected. For rolling wills, processing

~

3 times of up o fwee days or longer may be reguired.
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The particles nust be reduced in size at 2 tomperature which does not
signifivantly degrade the antipsychotic sgent. Processing temperatnres of less than 30°C
1o 4070 ave ordinarily preferred. I desived, the provessing equipment may be cooled

with conventional cooling squipment, The methad is con verdently carried out undey

S counditions of ambient temperature and at provessing pressures which are sale and
effective for the milling process.

The surface modifier, i it was not present in the premix, must be added to the
dispersion sfter stizition in an amount as deseribed For the prewix ahove, Thereafier,
the dismx‘siwn can be mixed by, for example, shaking vigoronsly, Optionaily, the

10 dispersion can be subjected 0 8 sonication step using, for exam ple, awdrasonic power
supply. .

Aquecus compositinns according o the present invention convemientdy furthor
comprise a suspending agent and a buifer, and optionsily one or more of § praservative
and an isotonizing sgent. Pastioular ingredents may function as two or more of theve

153 agews simultaneously, e.g. behave like a p:s\e:\fewative and a buffer, or bohave Hke a

tuiffer and an isotonizing agent.

Suitable suspending agents for use in the aquecus suspensions according o the
present invention are coliutose derivatives, 6.2, methyl colluloae, sodium
carboxymethyl cellulose and bydroxypropy! methyl eell wlose, polyvinylpyrrolidone,

2 alginates, chitosan, dextrans, gelutin, polyethylene glveols, pol yoxvethylene- and
polyoxy-propylene sthers, Preferably sodinm carboxyinethyl cellalose s nsed in a
conceviration of 0.8 to 2%, most preferably 1% (wivi, Suitable wettiag agents for gse
it the aquecus suspensiony aecording to the presert tovention are poivoxyothylene
derivatives of sorbitan osters, e.g. polyserbate 20 and potvsorbate BO, ecithin,

2% polyox gfﬁthyﬁme - and polyoxypropylene ethers, sodivm deoxyeholate, Profosably
polysorbate 20 s used fn 2 concentration of 0.3 to 3%, more preferably 0.5 to 2%, mast
preferably 1% (wiv)y

Swuitable buffering agents are salt of weak scids and should he used in amount
sutficient 1o render the dispersion newtral to very slightly basic (up 1o pH RSS,

30 prefecably in the pH mange of 7 to 7.5, Particularly preferred s the use of 2 mixture of

cdisodivm bydrogen phosphute Ganbydrous) (8 ypically about .9% {wivy) and sodium
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diydrogen phosphate monohydrate Gypieally about 8.6% (wiv)). This bufer also
renders the dispersion fsotonic and, in addition, Jess prone to Hocculation of the estor
suspended therain,

Presorvatives are antimicvobials and anti-oxidants which can be sclected from
the group consisting of henzote avid, benzy! aleohol, butvlated hydroxyanisole,
hutylated hydroxvioluene, chiloebutol, a gallate, & hydroxybenzoate, BEDTA, phenol,
chiorooresol, metacresal, benzethoninm chioride, myveistyl-gaiunasplecotintum
chloride, phenyhmsrourie acetate and thimerosal. Jo pacticnlar, # i bonzyl aloohol
which can be usead in @ concentration wp o 2% (wiv), praforably up to 1.5% {wivh

Botonizing agents are, for exampde, soditm chloride, dextrose, munnitol,
sorbitol, lactose, sodivun sulfate, The suspensions converdently comprise from (10 10%

{wivy tsotonixing agent. Manndtol sy be osed g concsntration from o T% More

preferably, however, from about 1 to about 39 (e, expectally feom about 1.3

about 2% (wivy of ane or wove electrolytes are tsed to render the suspension isolonic,
apparently becsgse tons help o prevent flocculation of the suspended ester. In
pavticalsr, electrolvies of the baffer serve s isolonizang agod.

A particularly destrable featurs Tor an injectable depot formalation relates (o the

case with which it can be administered. In pasticular such an injection should be

r‘4..

feasible using a needle gs fine as possible in a span of thne which 18 ue sheat ax
possible. This van be sceomplished with the aqueons suspensions of the present

fvention by keeping the viscosity bedow aboat 75 mPass, preferably below 60 miPass.

Aguecus suspensions of such viscosity or lowsy can hoth eastly be wken up in & syringe

e.g. from a vial), and bjecied throngh a fine neodle (e.g a 21 G Vi ioch, 22 G 2 inch,

Vit

32 ¢ Py ineh or 230 1 inch neadle). The preferred needles for injection wre
¥ tach regudar wall and 236G 1 inch regolar wall reedies.

Tdeally, aqueous suspensions aceording o the present vention will comprise
as nmuch prodeug as can be tolorated xe a1 keep the injected volums 10 & mininum,
and as Witde of the other ingredients as possible. I particelar, such a compoxition will
comprize by weight based on the wtad volume of the composition: (a3 from 3 1o I
{odvyof the pr{jdmg; {h) Froum G5 0 2% (/v of & wetling agent; {S)one or mor

buffering spents sufficlens to render the composition neuiral to very stighily basic (pH
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wdvl of 4 suspending ageaty (2) up 0 2% (W) - preservatives;

I8 from 5w
and () water g.5. ad 100%. Preferably the aguenus susponsion will be made under
sterile conditions mnd no presevvatives will be gsed, Approprinte methods 1o asepticatly

prepare paliperidone palmitae are desoribed in WO 200671 14384 which is hereby

Wy

incorporated by reference hersin
The preforved agueons dosage form contains inactive ingredionts that ara
podvsorbate 20, pni\a ethylene glyeot 4000, citrie acid monohydrate, disodivm hydrogen
phosphate anhydrous, sodium Shydrogen phosphate monchydrate, sodiom hvdroxide,
and water for injection. The mig of compouns delivered in such a dosage formto the
) pationt may be from 25 10 about 150 mg (e 25 mg, 50 mg, 75 mg 100 mg, 150 we)
injectable dosage form.

The term “peychistric patient™ as osed herein, refers to g human, who has been
the abject of eatment, or sxperiment for & "mental disorder” and “mental ness” refer
t0 those provided o the Diagnostic aad Statistical Manual (DSM IV), Amoricun

1S Psyehologioal Association {APA). Those of crdinary skill dn the art will eppreciate that
paliperidone esters (e.g, paliperidons palmitate), can be asdmtinistered o payehiatric
pattents for all the kuown wses of risperidone. These mental disorders mctude, but ave not
Himited to, schizoplwenin; bipolar diserder or vther diseuse states In which payehosy, ‘

sgpressive bebavior, anxiety or depression & evidenced, So hizophrenia refers 1o

20 conditions characterized as schizophrenia, sehizoaffective discrder aned sehizophreniform

disorders, in DSM-IV-TR such ax category 205 xx. Bipolar Bisorder refors to a

condition characterized as a Bipolar Disovder, i DEM-IVVTR such as catppory 286,xx

wcloding Bipolar Tand Bipolar Diserder I, The DSMAIVATR was prepared by the

Task Force on Nomenclature and Statistics of the American Feychiatric Association,

3
(&

and provides clear deseriptions of dlagaostic categories. Pathologic psvebologieal
conditions, which are psychoses op nay he assoctated with psychotic features includs,
but are not Himited to the following disorders that have been charactorized in the DSM-
VTR, DHagnostic and Statistical Manual of Meatad Disorders, Revised, 3rd Bd,
(1994). The numbers in parenthesis refer (o the DSM-IVUTR categortes. The skilled

3 avlisan will regognize that there are alternative nomenc latores, nosologies, and

classification systems for puthologie psye bological conditions aud that those svatems
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svolve with medical selentific progress. Exanples of pathilogie psychological
conditions which may be treated Include, bat ave not Hmited o, Mild Mental
Retardation {3171 Moderate Muenta! Reurdation (31800, Severe Mergal Retudation

{31811, Profound Menal Retardation (318.2), Moeatal Ratardation Severity

L

Unspecified (319}, Autistic Disorders (298080, Bett's Drisorder (208 80), Chtldbood
Disimtegrative Disorders (399,100, Asperget’s Disorder {259 5, Przm-'asé\is
Devalopmental Dsorder Not Otherwise Speeified (299.80), Atention-
Deficit/Hyperactivity Disorder Combined Type {31401}, Attention-
DeficitHyperactivity Disorder Prodominately Inattentive Type (314.00}, Attention-

1 DeheitHyperactivity Disorder Predominately Hyperactive-Tapulsive Type (31481
Attention-DeficirHyperactivity Disorder NOS (314,83, Conduct Disorder {Childhood-
Onset and Adolescert Type 312.8), Opposittonad Defiant Disorder (313,81}, Diswuptive
Behavioe Disarder Mot {herwise Specified (312.9), Salitary Aggressive Type

{312,00) Conduct Disorder, Unsdifferenttated Type (31 2.90), Touretie's Disorder

15 (307.23), Chronie Meator Or Vooud Tie Disorder (307.22), Transieat Fie Pasorder

{307.21), Tie Disorder NOS (307,203 Aleohol Intoxication Delirmum (281L.0), Alcohal
Withdrawal Delishon (221.0), Alcobol-Induced Porsisting Dementia (291.3), Alcohol-
Induced Peyehosie Disorder with Delusions (281.8), Alevhol-lnduced Poyehote
Disorder with Hallueinations (291.3), Amphetaaine or Sindlarly Acling

3 Rvmpatheniinmetic igoxicntion (292.89) Amphetaraine or Sisdarty Acting
Sympathomimetic Delivium {292.81), Amphetamine or Stmilardy Acnng
Sympathomimetic Induced Psychotic with Defusions (28211, Amphotanine o
Shnilarly Acting Sympathomimetic Idoesd Psychotic with Hallucinations {29212}
Cannabis-Induced Peychotic Disorder with Delusions (29211, Cannabds-Indused

253 Psychotic Disorder with Hallocmations (282.12), Cocatne Intoxication {(293.8%),
Cocalne Ttosicaticn Deliriam (292.81), Cocaine-Indnced Peychotie Disorder with
Delosions (292,11 Covasine-Induved Paychotic Disorder with Huallucinations (282.13),
Hablucinogen Tntoxication (2¥1.8%9), Hallweinogen Toxivation Delintuny {29281}
Hallocinogen-Induced Psyehetio disorder with Delustons { B9 D Hallinogen-

30 Indoced Peychotie disorder with Delussons {262,121, Hallucimogen-Thwesd Mool

Drisorder {292.84), Hallucinogen-Traduced Axriety Drisorder (292.8%), Hallucinogen-
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Related Disorder Not Otherwise Speeified (292 93, Inhalant Intoxication (202.89),
Inhalamt Inioxication Delivium (293‘% 1}, Inhalant-Induved Persisting Dementia
{2R2.82), Inhalamt-Induced Peychotic Disorder with Delusions (2921 1) Indhalan-
Induced Peychotic with Hallucinations (292.12), Inhalant-Induced Mood Disordes
{29289, Inhalunt-Indoced Anxiety Disorder {29289}, Inhalani-Related Disorder Not
Cherwise Spocified (292.9), Uptoid Itoxication Delivium (292,813, Opinid-Inducsd
Peyehotie Disorder with Delusions {292,113, Opioid Intoxication Delirium (292,813,
Opioid-Induced Peychotic Disorder with Hallucinations {392,123, Opioid-Induced
Moaod Disorder (202,84, Phencvelidine (PCP) or Simil arly Acting
Aryleyelohexvlaming lotoxication (292.89), Pheacyelidine RPOUPY ov Similarly Acting
Ar v&yd@mﬂ:vi\muﬂe Intoxication Delivhom (392,81}, Phencyclidine (PCPY or Similarly
Acting Arvlieyelchexylamine Induced Peyehatic Disorder with Delusions (292113,

Phencyelidine (FOP) or Similarly Acting Arvleyclchexyhoanine Indoced Peyehotic

rsorder with Hallucinations (292.12), Preacvelidine (PC P oor Samalarly Acting
Aryleyclohexylamine Mood Disorder (203.84), Phs noyoliding (PCP) or Similarly
Acting Aryleyelohexylamine ndoced Anxicty Disorder {292.89), Pheneyolidine (PCP)
of Similarly Acting Aryloyelohexylamine Related Disorder Not Otherwise Speeified
{292.9), Sedutive, Hypuatic or Anxiolytic Intoxication | SHIEGY Sae‘iai:inm Hypoedic o
Auxiodytic Intogication Delirtom (292.81), Sedation, Hypnotic or Anxiolyte
Withdrawal Deliviom (282.81), Sedation, Hyprotic or Ansiolytic Tnduced Persisting
Dementia (292.82), Seda{:im}, Hypuotic or Anxiolytiv-Indoeed Psyehotie Disorder with
Delasions (382,11}, Sedation, Hypuotic or Anxiolytie-Induced Peychotie Disorder with
Hallucinations (392,12}, Sedation, Hypuotic or Anxiclytic-Induced Mood Disorder
{2831 84}, Sedation, Hypuaatic or. Anxiolytic-Tnduced Anxiety Disorder (292.89), Cuher
(o Unkunown) Sabstance Dtoxication {29289, Other {or Untknowny Substance-
Induced Delirtum (292.81), Other {or Unknown) Substance-Induced Pegsisting
Dementia (292.82), Other (or Unkaown) Substance-Tnduced Prychotic Disorder with
Delosions (292.1 1), Other (or Unknown) Substance-Tnduged Psyehotic Disceder with
Hallucinations (292.13), Other {or Unknown Substance-Indoced Mood Drsorder
{292,841}, Lxher (or Unkanow) Substance-Induved Arnxd ety Disovder (2938493, Other {or

Unknown) Sobstance Disorder Mot Otherwise Specified (392, A Qbssessive
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Compuisive Dzorder (300,33, Post-trmmatic Stresy Disorder (30REL), Generalized
Anxiety Disorder (300.00), Anxiety Disonder Not Otherwise Specified (300.00), Body
Dyvsoorphic Disorder (300.7), Hypochondriasis {or Hypochondriacal Newrosia} {30007},
Somatization Disorder GOOR D), Undifferentiated Soratofor Disorder (30081,
Scmatoform Disorder Not Oiherwise Specified (30081}, uermittent Explosive
Disorder (312.34), Klegtomania (312,325, Pathologicad Gambling (312,31, Pyronuuia
(YP293), Trichetiomania {312.39), st Impulse Control PHsorder NOS (31230,
Schizophrenia, Pargaoid Type, (29530}, Schizophrenia, Disorganizad (205,103,
Schizophuenia, Catatonic Type, (295,20}, Schizophuenia, Undiffersntiated Type
{29590, Schizophrends, Residual Type (393,600, Schizophweniform Disorder {395,403,
Schizoalfective Disorder (295.70), Delusional Disorder (397, 1), Brief Pyychotie
Disorder (298.8), Shared Psychotic Disorder {(297.3), Psychotie Disordey Dueto g
Crenerad Medival Condition with Delustons (393,81}, Psychotic Disorder Dus toa
Gieneral Medical Condition with Haltutinations {283,823, Psychotic Disorders N
Oherwise Specified (208.9), Major Depression, Single Episode, Severe, withoat
Psyehotic Features {396.23), Major Depression, Recugvent, Severe, without Praycholiv
Features {296,33), Bipolar Disurder, Mixed, Severe, withomt Psychotic Foatures
{296.63), Bipolar Disorder, \i,\nd Severe, with Peychotic Peatures (296.64), Bipolar
Drisorder, Manie, Severe, withowt Psychotic Features (280.43), Bipolar Dsorder,
Mo, Severe, with Pryehotic Features (296.44), Bipolar Disorder, Depressed, Severe,
without Paychotic Features {206.33), Bipolar Disorder, Depressad, Sovers, with
Pavehotic Features (306,343, Bipolar 11 Disorder (38689}, Bipolar Disorder Not
Otherwise Specitied {296.80), Porsonality Disorders, Parsaond (30100 Pc:mamaiiﬁ.y
Disorders, Schizoid {301,208, Personatity Disorders, Schizedypat (30122}, Personality
Irscrdirs, Antisooial (301.7), and Personality Disorders, Borderline (30183},

The following non-limiting examples ave provided o further Hlustrate the
present vvention.

The oo Vtherapsutically effective amount” aa 1sed berein, mecans that amow
of active compoond or pharmaceuticn! agent that elicits the binlogieal or medivingl
response i hurnan that bs being soought by a reseavcher, woedical doctor or other elintotan,

which includes sHeviation of the symptoms of the disesse or disonder being treated.
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Those of skill in the weatment of dissases could sasily determine the efective
amonnt of paliperidone wo administer for the treatment of the diseases listed shove. In
genewal § ik contemplated that an effective ameount of pali pedisione for the teatment of

mental disorders would be frota shout GO0 make to gbou 2 v ng'kg body weight. For the

]

present invention it is preferred to dose pationts with 25 mg- . 1 sbout 150 mg oq.
patiperidone. The arnount of paliperidons pateitate is provided in sufficient amount
provide the &q;‘sivafﬁm dose of paliperidone after the palmitic acid nwiety s semoved
fro the ester (&g, 156 myg conespouds to paliperidone ¥y, 3 In one embodiment of
present i’;n.vem‘i{m whereln paliperidone palmitate s adudristered by Intramuscular

W injection once por mwonth is preferred.

EXAMPLE Y

Palineridons Palmilate Formulations

50w Crvstallization dn siaindess steel reactor of SOL

Al equiprment was stertlived wsing dry heat sterifization,

A stainless steed reactor was charged with 3-{2- fd-{6-Nuore- 1. 2-benzisoxarel-3-
20 yh-Lpiperidingllethyt 6,78, O-tetvaliyadro-9-hydrox y-Z-methyl-2H-pyrido] 1L 2ul-
pyrinvidin-d-oue palraitate ester and ethanot parenteral grade (8 L/Akg) and heated to
veflux temperature (78 < 79 70) while stiniing. The product dissobved st about 76 °C.
The sohaion was filtered at 76 0 over 2 sterile .22 wm lier tnto a stosile

crystallizaton reactor. The sterile Silter was then washed with hoated ethanol {1 Lékgl

LA

The filtvate was rehested o reflux and then cooled to roomn tem yperatars
whereupon the product erystallized. The thus obtained suspension was reheated again
The solution was cooled using differing cooling gradients {in conserutive exXporinws,
the mixture was reheated and cooled again; after sach oox ohing gradient, a sample wax
taken and isolated using a filter, The orystals were deied in vacwo 3t 50 °C in Tyvek
30 bags soas to preovent dust formation and the particle characteristics were detormined,
Diffevent batches were run, yickling product with a particle size distribution

weasured by laser ditfraction ss shown in Table 1.
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Table 1

Crystatlization Particle aize
N 7 distribuiion ‘
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by Fonmulation of Composition

Table 2 provides the formulation for the FOI3 formulation. The FOTL formulation
contained the same ingredients, with the sxeeption of oivie acid and NaOH, which
were not prosest in the FOL1 foomuluion. Since the BT formulation does not contain
NaO#H or oitrie acid, they are net pant of the aguecus phase that is addad o the mulled

10 concentrate of the PO formulation. Therefore, the conwentration uf buffer salis in the
agueous phase of the FOLL formudation i shightly different 1o muke the formuolation
selonic,
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Table 2
77777777777 X Amowy Requred
Nane Perml Quuantity
e 7 for 34 1,
Palipenidone palndtae (sterile gmdc £56 mg 1378 kg
Folysorbale 20 pacenteral £2 mg | WE g
 Chirie acid monohydrate parenteral 3 mg 130 g
 Disodinm hydrogen phosphate auhydrous § myz {120 g
parenteral '
Sodinm difiydrogen phosphate monchydrate 2.5 mg 63 g
parcnteral
Sodivm Hydroxide all use PoAB4 mg &8 g
Polysthylene Glyeol 4000 parenteral {30 mg | T g
Water for wnjections .8 ad e Wl 44 L
Equipment
- stainless steel (88) containers
& - Grinding media (Zirconium beads) + stainless steel (88 grinsling chaanberd
3.2 o filters
< <0 oo filser
Filling unit
< Autooiave
1 - Dry heat oven
Manufucturing
Zizceniom beads were cleaned und rinsed wsing waier for injfections and then
15 depyrogenised by dey heat (120 min at 260°0), Water for njections was transforned
m & S8 container. Polysorhate 20 was added and dissolved by mixing. The solution
wis steridized by filivation throngh 2 sterile 0.3 pm filior into & steviized S8 contuiner,
Paliperidone palmitate ester {sterile grade) as prepaced in the previous exaopies was
dispersed imo the selution and mixed until homogenoous, The suspension was milled
20 aseptically in the grinding chamber using Zireonium beads as grinding media untl the
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reuired particle size was reached. The suspanaion was filtered sseptically through a
A0 pan Dler it o stertlized S8 containey

Water for injections was transdormed dnwe 2 85 comtaiver, oifvie acid

monohydrate pacenteral, disodium hydrogen phosphate anhydrous, sodivm dibydrogen

i

phosphate monohydre, sodivm hydeoxide all wse, polvethylene glycol 4000 were
added and mixed smil dissolved. This solution was sterilized by filtration through a
stertle 0.2 wun filter and trensferred aseptically oo the suspension, The final
suspension was mixed untl homogeneons, The suspension was Blled aseptically into

sterile syringes. The target dose volume was between .23 mi and 1.50 md depending

16 onthe dose needed.

Table 3

Dose volunwe Target Hmit fower Bpit gl

(23 wd ~ 1,00 tavget Hrmdt ~ target

il identical to {rget Boat LGS

dose vohume | 0.05)

P25 ml - 150 target Howt - farget Hnwid X

md wdentiond 1 {target Tnni X 1.023

dose voltne 1 OD35)

1§ Seerilization
All sseptic manipulations and sterilization processes were carried out scoording

o FDA and Eoropean regukutory guidedines.

Apparatos
2 Steribization was done by steam sterilization (Fg 2 13) of following gquipment
- ES contamers
Firconiom bemlds + grinding chamber
1.2 pm filtems

- 40 g Lilter
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filling pump

Enediate contaiper
< 1wl Jong transparent plastic {COC) syringe with luer lock.
- rubhwr Up cap, FPM23722 dark grey

- vubber plunger stopper, T mi long, 4023730, Flurotor B2-40

- 228w transparent ‘g‘i&\m, (OO syrbnge with fuer ook,
- vubber tp cap, FM25742 dark grey

- rubber phnger stopper, 1-3 md, 4023430, Flurotee B2-40

The empty syringes with pre-assembled tip-caps wers sterilined b by gaonng-
tradiation (dose 2 28 kGy) The rubber plunger stoppers were steriized by mcans of

stean wterilization (B =2 15y

EXAMPLE 2
Evaluation of the Pharmacokinetic Profile of Glutesl Versus Deltoid
Iniramuscular Injections of paliperidone p&sfmsmm 100 g Equivalend In patients

with Schgmphrmm

This study was performed 1o characterize and compare the pharmacokinetic
profile of paliperidone palmitate (fonmulated as deseribed sbove) fotlowing four

ntramnsentar ijections i the delinid or gluteal musele

Method

In this multiple-dose, open-label, parallel-group study, pationts with
Sﬁi}i;{(};}hrﬁrﬁa were randomized o recetve four conserutive intramuscudar injections
{days 1, 8, 36 and 64) of patiperidone palmilate 100 mg-eq. administered tnto cither the

¥

deftoid {(n=24) or gleal muscle (5=25). Plasna samples for pharmacokinetiv analyses
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were collented. The towl paliperidons concentration was calonlated as the sam of hoth

SO,

Kesulls

The median Uy, o0 paliperidone was higher in the deltoid versus the ghaeal
myusche after the second {313 versus 24,1 ngéml) and fourth (23,7 versus 22,3 apfml)
iqjecfi&ms. After four injections, median AUC was similar for both mnjection sites;
Ul 80d AU, for paliporidone waore 30% (90% Cl= 100.56% - 16893%:) and Z0%
IO CF = 930800 - 154.60%) higher tn deltoid versos ghtest vwsole, respectively.
Median Tae was shintlar between injection sites after the second €10 day vorsus 10 day)
and fourth injections {8 versus 6.5 daysl After four injections, the median peak-1o-
trough ratio was higher (2.3 versus 19), with a farger intersubject virtability for deltoid
versus goteal injection. A increase in madian prodose plasma conceniration between
days R, 36 and 64 for both sites suggested subjects were not completely at steady state
after four injections, R(-:i;:u,we exposure alter the fharth Injection was shghtly lower
than after the second injection in both the deltokd snd glotesd muscle, Most commonty
reporied adverse eventy (combined injection sites) were orthostatic hypotensicn (24%),
Bvpotension {149, diastolic hypotension {129%) and injection site pain (14%), There
were four sericus adverse ovents {worsening of poychosis} that fed o disconimutions.
There were no deaths in the study. Paliperidons palmitge was well tolerated with move
favorable local 1olerabilivy profile in the gluteal vorsus delioid; mean Igection site pudn
VA score was 3.3 for gloteal varsus 108 for deliodd musele (day 1, 8 hours alter

injection,

Conclusion

Puliperidons palmitate 100 mig-eg. injections resufted in an ncressed AU,
higher Chus. steator FL bur similar T following four conseoutive injections o the
deltold verses ghaeal musele. Paliperidone palmitate 100 mg-eq. was systendcally and

fovally well tolersted in this stdy,

EXAMPLES
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Assessinent of the Dose Propertionslity of Paliperidone P hhmmtu X, 50,148, and

18U myg ey, following Administration in the Deltold or Ghates) Muoscles

This stedy evaluated dose proportonality of paliperidone paim:hﬁu fjections

19 51

when administerad o either the plnteal or deltold muscle.

Method
A single-dose, open label, paraliel-group study of 201 randomized
schizophrenia subjects was performed. The sublects were assi igned into eight regtment
1 gronps: paliperidons palmitate 28 (n=48), 50 (n=50), 10D (=31 or 150 (o852 mgeq.
injected into either the deltoid or ghaeal muscle. Sevial plasma samples weare collocied
for pharmacokinetic evaluation over 1236-day period. The total paliporidone
conventration was caloulated as the sum of hoth ﬁ:}:mi:i(}z.rns;:fs. Lrose proportionalily was

axseased by Hoear regression wodel, fov sach injection site, with fogetransformed doss-

e
L%

pornwlized AUC and Cue as da;\,m‘imr‘ aviablos and log-tansformed dose us

predicior, respeatively k‘f Coax a0d AU ratios of the enanticmions were ¢ documenied.

Resudis
Slopes for log~ransformed dose-normalized AU, wers not significantly

2 different from zers for delivdd (slope —0.06; p=0.036) and ghieal injections (NMopeg ~
(.02; p=03. 760 tndicating a dose-proportional increass in ALC., T Wag comparable
between doses but dightly carlier for deltoid (13-14 days) vorsus ghteal infections (13-
17 daysy Median €., wag higher with deltoid (mnge S3-11L.0 ngdrndd versus ghaeal
{range 5.1-8.7 ngfml.) injections except for the 100 mg-eg. deltold slope-0.22,

28 p=0.0062) and ghuteal (slope ~0.31; p<Q.O00 ) in fections, ndionting a loss than dose-
proportional inerease 11 Chuee Results of Cae and ALUC were conlivased gsing pairwise
eomparisons. Plasma concentrations of {-enantiomss were consistent] y higher than {~
evaptiomer; (+4(-} plasma concentrativons ratio was spproximatel v 2.4 shortly after
adninistration sad decreased o ~1.7 for both 3 wpeetion sites, independent of dose.

30 After a single dose of paliperidons palmitate, subjects received concomitant oral

antipsychatios. Treatment-emergent ABs {TEAs) included tachyeardia (J0%).
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e Qudy 29 of subjects thzcontinped

Mot

headache (79%), schiroptuenia (6%), insomnta (8

due to TEAs. No deaths were reportad,

Conclasion
ALIC, incveased proporticaadity with inoreasing paliperidone palinitate doses
{5-150 mg-eq.), regardless of gluteal or deltord dnjection. Overall, deltowd injection wias

askociated with & higher Caee {oxcent for JO mpe-aig) and stightly catlior Twan
& 5 S 2 3 )

compared with gluteal injections,

EXAMPLE 4
Comparison of the PK profile io the deltoid to that in the ghatest
The plasma concentration-time profile of paliperidons after single L. injection

of the paliperidone palmitme forvwdation at 25-150myg-ey. hag been documemied in
several studics (Table 45 Detadls of how the comparison of injection sties study and

the dose proporticuality studies wore performed are provided in Exemples T and 3
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Table 4: Table of Clinical Studies Swomarized _
Study Design f Treatment / P Objective
}:‘HA%}Z I STUBIES IN SUBIECTS WITH SCHIZOPHRENIA

ROVZ670-INT-12 8.1, OL, parallal groop / single L uyjoction of FOLI¥, 25, 30, 100 or
oo~ Iy mgeg./ domnmvt PK of the FOE* formulation at different doses,

ionality) | enantiomer disp
M. OL, sandamized, parallel gmu; i injections of ROSZEH
{FOII*Y 23 or 150 mg oq., gloteat or deim d, separated by 1oweek §
cosnpare the PR after delioid and gluteal injections, explore the
refationship between ROSIGTO PK paranseters and CYP P450
oEemotypes S
’ M DO mmsonu:rvd pavaliel gronps / 4 L m;u,imm of ROV2&70
{(FO13) 100 wig oy in the glutesd or debicdd muscle on DRay 1L, &, 36 and
{comparison of t‘:»’&} ¢ t.nmp;xre the PK at steady state between deltoid and glutesd
Jnjecticn site}

11 Oi‘

BO2670-PSY- 5.1, OL, randomiz c:d.,, p&s‘a i E;mupx. s*zwiz: L0 1

004 ROG2670(FOI3) 25, 54, 100G or 130 mgeg. inthe g Limmﬁ o deltaid

{dose- museie £ evalpate dose v}t{*spmnmmhw of FO3 formulation over s dase

proportionality)  range of 23 ~ 130 myg eq., compare the PK after deftoid and ghiieal
injections

S single dose: MLD multiple dose; OL: npen-label; DB doubls blind; PR
pharmacnkinetios PO placebe-controlled, ACT active-controlled; pali BR: palipertdone
exioncded release; palt IR paliperidone immediate relesse

BOLE® © Sterthized by gamma-irradiation, Otherwise, sterilized by aseplic grvstaliization.

The wotal exposure (AUCY of palipetidons increased proportionally with dose
after single-dose gections of 25 1 130 wg eq. paliperidone palasitaie in both the
detioid and ghateal muscle. The norease i Cug was siighthy leas than dose

proportional for both injections sites at doses greater than 50 myg eq. The apparent hadf-
e freflecting the shsorption rate for this type of formulatinns) increased with dose
fromm 23 days (median) aftor the 23 mg oy dose to 40-49 shays (madian) after the 100
and 150 mg eq. dose, for both injection sites. The Oy of palipenidone was generally
higher after single-dose injection of paliparidone palmitate in the delioid mnsele
compared to the ghueal muscle ¢ gemtnsi‘ris: mean ratto ranging from 1OR753%
163.85%) whereas this was much less pronounved for AUC,, (senmetric mean ratin

anging from 103.00% o 1T7.83%:) The median apparerst halt-Hfe was comparable

betwveen injection sies,

EXAMPLES
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Deseription of the PX profile in the gluteal alter multiple administrations

Palipsidone palmitate i a long-acting Lo, bjeciable, intended 10 release over g
perind of 1 month. In order 1o attain this long injoction interval, an estey of paliperidens
was prepared that has 8 limiied solubdlity in 2 physiological environment, Tho ester was
subsoquently fornndated ws an agueouws suspension for L. injection. The rate of
dssolotion fa govened by the particle size distribution wherehy R was experinentioaily
determined that an optimal particle stes range is contained within Rx ~ ¥y microm
{daned. I fact, the rate of dissohnion {and thus the pacticle size disiribution) fully
detenmines the o vive bebuviour, as was nicely demonstrated o ostudy PEY-1002. B
way Fowmd that the median Cees movcases and ine shorteny with decroasing panticle
size, which is consistent with the hypothesis that paeticle size Is driving the rolesse rate.
The point estimates suggest that palipevidone exposure (AUQ, Cyd aller injectivn of
paliperiione palmitate is similar between the w-be-mnaketed formadation S and

forrmulation FOL L
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Table 5: Table of Clinical Stodies Snmmarized in Module 273
Study men ;' ima‘m‘em i PK Oim-:rm?t

ROV2E70- h}l 3 \’e‘ D OL‘ mgumufzi ;mmi} i“mups 1’4 (z :mmthi} Lo dsjections of
{pridet, dmt» FOO4, %i} mg L(} or I{)ﬂ mg of. o T8lrng eg. / explore MLD. PK and

%

& . paralle rnulation; Panel I 100 WE o L.
{dosing mgin‘iw} **s?km &i by 3 monthiy i, injections of 30 mg o Paset IE 200 mp
e, Lo followed by 3 monthly L injections of 100 mg eq.: Pasel 1
300 rog eg. L, followed by 2 monthly Lo ingections of 150 mg e
Panel IV? 50 mp eg. L. followed by 1 week later by 4 monthly L.
injections of S0 mg eq.; Panel V2 130 mg eq. fan. followed by 1 week
fater by 4 zmsm‘?m’ Lo *mmm}m of 150 mg sy £ explore the ML PR

ROYZETO-INT-11 D cup 2way cross-over /4 monthly Lo,
{eompare FOB4 in ;“Ltmm ot F f}m QF Hji 1*, ,,,x:é%} and 2x 130 mg ey, { compare PK of

aad FOIT D Hit}i and Fi}! ¥ formutations; compage 5.0, and M.D. PK of both
RORATOPRY- 8 A d;mmiic} umupa ¥ xm 3\, i, in }t&tn‘i}% of | mg
it ;m !peudmiﬁ' IR, followed by single Loy injection of 30 myg eq.

OVIVQO ROSIETE 1 of 4 B3 fornwlations with differem particle Skees, or

Fald fmrmmmon mm mmdmm ;*szm\gk sive ! ;wiors‘ }WVC of 4

ROOZ6TO-PEY. = S Fandos rau p;milici m\ aps f 41 fm. :mm,tmm o Ri}‘}_ 1)
1001 {Mil 3100 mg e, in the gluteal or deltodd muscle (on Day 1,8, 36
{fcsm;mrxmn of  and 64}/ womipare the PK at steady state between delioid sud glutegl
R SHeS

k mg_,i.e: {iosg:; M. *maim;“in doses; DL ¢ npm‘ lbel: DB doubde blind; PK: h
pharmscokinetic; PO placebo~controlled; AC: active-controlled; pall ER: palipernidons
extended relesse; pall IR paliperidone immediste release

BOLU*: Sterilized by gamma-iradistion. Otherwine, sterilized by ase e
crysialibration,

Pharmacokinetic theory also nnplies that for a formulation with such a fi"irm

apparent hadf-lke i takes 4-3 thoes this balflife for steady-state (o be achioved. F

individual  pationts,  this mesns  tha i}:)iht}w.mg the first fow  injections, ml.iy

subtherapeutic plasma concentrations we achieved. I owder to overcome this prabdem,
a loading dose regimen was developed (BEL-T), that was subseguoitly used 1o phase 2
and 3 of deug development. The dosing regimen cousisting of two initial L.m. infections
separated by one week followed by subsequent doses at monthly fntervals resulied i a
Taster attatnment of apparent stoady state comparad with 1 dosing rogimen of one intial
injection of twice the monthly dose followed by subsequent doses at monthly intervals.

Semewhat higher peak-to-through fluctuations. were obyervad with the Bt dosing
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regimen as compared with the latter one. The dosing regimen consisting of two nitial
Lo injections soparated by one week followed by subsa{gumﬁ doses at monthly
intervals was sclected for further studies and is alse the reconvusngded regimen for

reasdment,

EXAMPLE &
Deseription of the exposurs range needed for efficacy using Invega data

Adl angipsychatio dmgs curvently on the mavket have one feature i common:
they antagonizs the Dy receptor at the lovel of the brata. It has been empuically derived
aned is currently widely excepted that 8370 oovupaney is needed for antipsychatios 1o
show clinead efficacy (Farde et all), Lo, improvement on the PANSS scale. Atoo hagh

occupancy (SU-RS5R) will typically increase the risk to develop EPS. In ovder to
determine the central Iy ovcupancy, PET mials i humaag healthy voluntesrs are
typivally performed. Two such stindies have beon done {or pabiperdone: SWE-1 and

SIV-101, showing that the K™ for Dy occupancy was ranging from 4.4 © 6.4 ng/mi.

Using the 65-85% cccupancy window, it can be calenluted that the exposure range for

efficacy without v increased risk 10 develop BEPS as compared to plaeebe (<5%

difference in probability) is contained i the window of 7.5-40 ngdmd.

In addition, based on the sesulis of the phase 3 program of 6 myg paliperidons
ER, in which plasma samples were collected ut soveral thme points, a plasma
concentration of 7.8 ngdml was wdemtified s the cut-off value above whieh 80% of the
plasma concontrations were observed, The risk o develop BPS was clearly higher fix
dose above 9 mg Invega. Calculating back, this roughly comrgsponds 1o an CXDORUEE

lovel of 3340 ng/mi. at steady-state. Thiv fmplios that there i ample evidence 0

support  target exposure officacy range of 7.5-40 ng/ml. This should be the targ

exposure range for peliperidene after wjection of the paliperidons  pudmitae

formuistion,

EXAMPLE 7
Optimal way of dosing

During the development of paliperidens palmitate, a8 the readt of g extonsive
population PR analysds (refer o popPK report for paliperidone palmitate}, severat
factors were found to slow down the release of paliporidone from the fornulation,

resulting in u slower build-up of plassi concentrations at the start of therapy and in
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more time reguired o reach steady-stie. One factor was body mass index: the higher
the BMI, the slower the dissolution {probably related to cul physiclogieal factors such
as diminished Blood fow at the site of injectiony, the other one being volume
adnunistered: the higher the volume Injected, the slower the dissolution {probubly
related 1o the sonlinesr relalionship botween surface area and velume), This has
resulted in a Tower than expected exposure using the originally proposed onding dose
regunen. and the need o come up with an bmproved loadiog dose scheme for all
patients wrespentive of BMI fn order 1o avold drop-out due to lack of efivacy at the
start of therapy. The atm was to got patients as guickly as possible above the 7.5 ngd/ml.,

certainly after Uweek for ol doses considered (25 mg-aq. and above).
Simddation scenados. with the statistically significant covariates from the
populstion PK asalysis revealed the following features about the palipevidons PK after

mjection of paliperidone palmitate

»  Compared to deliodd injections, repeated administration in the gluteal muscle

influence the overall exposure (in lerms of steady-siste soncentrationsy o

pabiperidone.

& Dohloid injections resultad n o fasier vise in initial plasma concentrations,
facilitating & vapld attainment of potential therapeatic plasma concenirations,
The delindd Sgjection site s therefors recopmended ma the inttdstion site for

dosing paliperidone padmitate.

= Higher duses, associmted with larger njecticn volumes, increased the apparent
halflife of paliperidone, whick In twrn inoreased the time to schiove sieady-

siabe.

»  Poodle longth was an irsportant vatiable for the absorption kinetios from the

deltodd injection-site and i s recommmended 9 use a longer 1.3-inch nesdle for

dehtoid administration in heavy subjects {2 80 kg). Stmnistions indicated that
the use of & longer needle in the deltaid muscle for the heavy individuals might
be axsociated with an initad faster release of paliperidone inte the sysiomic
cirenlation, which voudd hely overcoms the slower absorption observed in

heavier individaals deseribed belowe,

« The body sive variable BMI wis another imiporfagt covariate for paliperidons
palmitate. A slower rise in initial concentrations was observed in the nbose

population, which possibly ocourred due o the reducad spoed of tritial Influx
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from the jection sites Tiitisting the first two injections in the dehioid muscle
and using a icmge.r 1.53-inch needle for deliold dngection in beavy suljecty san
mitigate this effect. These observations we conxistent with the expectatinn that

in heavy subjocts, a;dm‘mis:.rm‘.iau into the adipose layer of the deltoid musele

5 can be avoided with the use of o longer injoction noedle.
Summarize what the optimized loading dose regimens would be he
1530 deliold (day 1), 100 myg deltoid (day 8), then every 4 weeks mnintenance
{guteal or deltsily (FS Y3006, stmulations — popPK report palmitate)
- 300 delioid (day 1), 100 myg delindd {day 8), then every 4 weeks maintonanee
i@ {zhateal or deliold) Gimulations ~ popPK repost palmitate, proposed for the

Jabeb

- 150 myp deliold day 1, malnemaee dose day 8 avd then every 4 wooks {(ghitesd
or deltoid) (PSY-3007)

15 EXAMPLES
TITLE OF STUDY: A Randomized, Donble-Blind, Placebo-Controllad;
Paraliel«Group, Dose-Response Stady 1o Evaluate the Efficacy and Safety of 3 Fixed
Dioses (23 g og., 100 my oq., and 150 g g, of Paliperidons Palmitate tn Suljects
With Schivophronia
28
ORIECTIVES: The primary objectives of this stndy were to evaluate the officacy and
safety of 3 fixed doses of paliperidone palmitate adidrdstorsd intramusontarty (bm)
after an inttiad dose of 150 my equivalent (o) incthe delinid muscle followed by either
25 deltoid or gluteal infections for a total of 13 weeks of freatment as compursd with
placebo in subjects with sohizopluenia,
The sscopdary objectives worg &y
s Assoss the bescilis in pessonad and social fopctioning {(key secondary endpoint)

associsted with the use of palipsridone palmitate compared sith placebo)
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® Assess the global tprovement in severity of Hees associsted with the wse of
paliperidons padmitate compared with placsbo;

= Assess the dese-response and exposwe-response relationships of paliperidone
palmitate.

METHODS: This was a randomized, doubtde-Wind, placebo-controlled, paraliclh-group,

multicenter, dose-response study of men and women, 18 vears of age and older, who

bad & Diagnostic and Statistival Masual of Mental Disorders, Fourth Bdition (DSM-1V)

diagnosis of schizophrenia, The study included & sereening period of up ta 7 days and &

13-week double-blind breatment period. The screening pericd included o washowt of
disallowed paychotropio medications,

Subjects withott source documentation of previons axposure o at least 2 doses of oral
risperidone  or paliperidone extended mi ase (BERY, &t least 1 dosse of i
RISPERDALY CONSTAY or paliperidone palmitate, or who were not currently
receiving an antipsychotic medication were given 4 o 6 days of palipecidone ER 6
mgiday {or the option of orad risperidone 3 mgdday For suljects in Malaysia) for
tolerability testing. Subjects whe had sowee documentation of previons exposors 1o the
above medications and were currently taling another sntipaychotie reginen continued
thelr current trestment through Day-1. At the beginning of the doeuble-hlingd troatroent
poriod, subjects were randoandy assigned i a DL ratio to 1 of 4 treatmen groups:
placebo or paliperidone pelmitate 28 mg eq., 100 mg eg. or 150 mg oy, Snady
medication was administered as 4 doses: an isitial L injection of 130 myg eg. of
paiiperidene pabmitale or placebo followed by 3 fixed Lm. doses of placebo or
paliperidone palottate [23, 100, or 150 mg o) on Days 8, 36, and 64, The initial
injection of study medication was given in the deltoid muscls Subseguent injections
worg given either in the deltodd or ghuteal muscle at the disoretion of the inv estigator,
Randomized subjects were to ramain in the study for 28 days after the last injection on
Day 64 with the end of stody visit scheduted for Pay 92 dusing the double-blind period.
The entire study, including the servening period. Tasted approximately 14 weeks.

Samples for pharmacokinetic (FK evaluation wore collectad on Bay §, prioe o the first

injection wwl on Days 2, 4, &, & 15, 22, 38, 84 and 92 Efficacy and safely were

evaluated regularty throoghowt the study, A pharmacogennmic bloed sample {18 mb}
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wis coliected frorm subjects who gave sepavate wiitten infonmed conset for this part of
the stady, Participation 1o the pharmacogenomic research was optional, Approsinutely
105 to 115 mib of whole Mood was collscted dunng the stady.
Mumber of Subjects (Planned and Anslyzedi: U was planned o awlade
§  approximately 644 men and women in this stwly, A total of 653 cligibie subjects from
72 centers in & countries were randomized and recetved at least 1 dase of double-blimd
study medication {safoty anadysis set) 636 sabjocts had both baseline and post baseling
effivacy data (rentio-treat analysis set).
Diagooesis amd Main Uriteris for Inclosion: Male or formade subjecis 218 years of age
1) who et the RSMAIV Jdlagnostic orits
soreening, had & Positive and Nogative Syndrome Scale (PANSS) totd scorg al
sercendng of botween 70 and 120, inclosive, and at bazeling of betveen 60 and 120,

inclusive, and had a body mass index (BMI of »17.0 kghn® to <40 kghn® were eligible.

Test Product, Dose aud Mode of Administration, Batch No.; Paliporidons BER was’
15 sopplied ay a emg capeule-shaped tabler for the oral tolorability test (batch nomber
(6177 14/F40). Paliporidone palmitate was supplied as 35, 100, or 13 mg eq. injectable
SUSPERSION {'hai‘%:h numbers OGK22/F 13 and O7TD23FI3), For the oral wolorabality test, a

famg tablet of paliperidons ER ¢or the aption of oral rsperidons tay for subjects

in Mulaysia) was sdmdndstersd daily for & w0 & days, On Day 1 of the donble-biind

20 peatwent period, 150 mg eg. of palipenidone palmitate was dnjecied o the delbtoud
muscle followed by 28, 100, or 150 myg eg. L injections of palipertidone palmitate on
Days B, 36, and 64, injected into the deltold op gluteal muscle at the investigator’s
discretion.

Reference Therapy, Dose and Mode of Administration, Baich Moo Placebo was

b
(3

supplied  ss 209 laralipd Q00 mg/mdsy  isjectabls coulsion hatch numbers
(ERAIA/EO0 and O7FLUFOD). An injecthion was given on Davs L8, 36 and 84,

Puration of Tramdments  The study consisted of 8 streening and washout phase of
7 days and a double-blind freattoent ‘pefioé of 13 weeks, starting with the first injcetion
in the dehoid muscle followed by a second injection 1 woek later, All injoticons after
30 Dav 1 owere given in either the deltold or the gluteal muscle at the discretion of the

investigator, Two subsequient Injectionsy weve given sl d-week intervals.
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CRITERIA FOR EVALUATION:
Pharmacokinetic Rvaluations: A spurse Mond senpling proveduwre was followed o

study  the  paliperidone concentration-time  profiles. Paliperidone  plasma

concentration-time data. were subject to population PK anubysis using noulinear

T4

rixed-effects modeling, and details wre deseribed ina separate Rport.
Efficacy Evaluations/Uriteria: The primary endpoind was the change in the PANSS
teal seore from baseling (e, the staet of double-blind treat went, Day 1 o the end of
the double-blind weatnent period (Lo, Day 92 or the fast post buseline assessment)
10 The key secondary officacy endpoiit was the change in the Personal and Sowtal
Performance Scale (PSP) from baseline 1o the snd of the double-blind trestment poriead
The other secondary efficacy endpoint was ihe change in the Ulimical Giobatl
inLpis.m1{.1{1~Ss:v‘s:rity (CGE5) scores fromn baseling to the end of the doublo-blind

treatnient peviod. Other endpoints inclided the changs from bassline ig subject ratings

ot
LA

of steep guality and ;.i’aytime- deowsiness wsing 8 visual analogae soales (VAR the onset
of therapeutic effict, responder rate, and the change from baseline 10 end point in
PFANSS subscaley sd Masder fuctors,
Safety Fvaluations: Safoty was wonitorsd by the svidostion of sdvesse events,
extrapvramidal symprom (HPS) rating soules {Abnormal Tavoluntay Movernent Scale
20 [AIMS] Basy Akathisia Ratlng Scale {BARS], Simpson and Angus Rating Seale
ISASD  scores,  clinieal  laboratory  test results,  vital SIgny  measurements,
slectrocardiograms  (BCOGs), and physical exmmdnation findings. In addition, the
tolerability of injoctions was assessed; the mvestigators evaloated injoction sites and the

subjects assessed injection pain.

STATISTICAL METHODS:

All randomized subijects who received at least | dose of ﬁ(mb'{e“bf ind study drag and

had both baseline and at least one post baseling efficney measurement (FANS S PSP or

CGES) during the double-blind weatment pertod weore included in the intent-to-trest
30 efficary analyses. The overall type ¥ smvor rate for testing all palipesidone palnutae

doses versus placebo for both the primary endpoint {change in PANSS total score at
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end pointt and the key secondary efficacy endpoint {change in PAP tolad scowm at e
pointt was comtrolied . at the 2-sided 005 sipaificance levell The 2 families of
Livpotheses (in sach family, 3 comparisons for each of the paliperidone palmitate doses
versus placebo) were tested wsing a paraliel gatekeeping provedure thut adjusts for
wultiplicity  wsing Dunnets method W cach family of hypotheses and  using
Ronferroni’s inequallty between differsnt funiliss of hypotheses, This provedise ix
referred 1o as the Dunneti-Bonferroni-hased parallel gatekeeping provedure.

The change from baseling in PANSS total score at each visit and af end poinl was
analyzed osing an amadysis of covartnee (ANUOVAY model, The last observation
curried forward (LOCF) meothod was vsed. The model included troatmentt and country
as factors and bascline PANSS total soove as a covariate. Treatinent effect was based on
ihe differciice in loast-sguarcs mean change, DunnetCs test was used 10 adjust for

~

multiple comparisons of the 3 paliperidone palmitate dosages  versus placebo,

Unadiusted 2-sided 95% confidence imervals wore prosertad for the difference i least
squares mwan change of each paliperidone palmitate dossge group compared with
olacebo.  Trostment-bycountry  and  toatmwnt-by-baseling. PANIS total  seore

interactions were sxplored uslng the same ANCOVA model as the o for the anglysis
of the prinuey cndpoint. If cither tormt was statistically significa at the ;}i’tﬁa‘itﬁ.“;iw‘.ﬂ 2~

o level of 00 further pvalustions of the effect of othe Tooovanstes

were to he performed to assess the nstwe of the interaotion and eatify possible
smses. In oaddition, w© addresy the dose-response relationship and o facilitate the
dizeussion of dosage selection, an anadysis o compuee the 3 active paliperidome
pabmitate Josuges with esch other was performed withouwt adjustment for it iphe
COMPLisnns.
The audysis of the key secondary endpoint, change in PSP score w end point, was
condocted by means of an ANCOVA model with reatment wud country as factors and
the baseline svors g the covariate. The Dunmest-Bonferroni-based parallel gatekosping
approach was used o adjust Tor mahiple tests
Between-group comparisons of OGRS were pﬁtfi’m‘mad by wsing an ANCOVA moded
on the vanks of change from baseline, with teatment and country as factows and the

haseline score as the covariate.
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Change from baseline over e (obsorved case) in the PANSS total seore was sxplored
using mixed effects Huear models o repeated measures with tme, tre atiment, ooy,
annd treatment-by-time a8 factars and baseline seore as a covariate.

&

The mumber aud percentage of sabjorts with treatiment-emer gt adverse ovenls were
sunwarized. Adverse sveniy of potential clinical interest were summarized sepastely,
including events velated to BEPS or changes in serum ghucose or prafactin fevels.

Changes from baseling in clinical lnboratory tosts, vilal sign measurements, BOGs,
body weight, BML and BP8 scale scores were summarized by trestiment groop,
Frodactin levels were surmarized by sex. Subjects with po tentially shoormal values op
changes in clinioal laboratory tests, vital signs, orthostatic paramaters, and BCOG
pararetsrs. were summanized based on predefined oritesia. Frequency disiributions
were presented for the tnvestigators ovalnation of the injection site, and deseriptive
statistios were presemed for VAS scores cormesponding io the subjeat’s evaluation of

ection p;:si.m(

RESULTS:

The majority of subjects in the paliperidone palmitate treatinont groups {36% ~ 619%)
received  all 4 njections compared with 48% of the paceho-treatad  subjects
Uompletion vates were alse higher For the paliperidone palmitate groups (529 - 539%)

than for the placebo group (43%). More subjects were discontineed for lack of efficac

<l

n the placehe group (279%) compared with the paliperidone palmitate groups (4% -
FO5Y.

Demographic and Baseline Characteristivs: The double-bling treatment QUCHUPS Were
well mached with respeat 1o demograpbic and baseline discase characteristics dnd
peyehiatric history., The 638 subjects who comprised the intert-to-treat analvsin sst
were madnly male (§7%), racially diverse (34% White, 0% Black, 14% Asian,
1% other raves), and predominately between the agex of 20 and 30 yvears (73%). Most
subjects had o primary diagnosis of paranoid schizophronia (RR%), mnd were highly

symptommatio ss tnlicated by 8 mean PANSS o1l scoreof 87,1 st baseline, There w SIS

aotable differences botween sounties with respest to BMI and gender, with subjects
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nrolled @ centers in the V.8, being wove Hkely 1o bo male wud obese (e, BMI 230
kg/m®) than those from conters in ather conniries,
Pharmacokinetios: A total of 488 subjects who wore randomly assigned o receive
puliperidonse palmitate treatment had scheduled pharmacokinetic blood samples taken
over the course of the study. The median paliperidone pradose concentration for the 235
mg eg. eatment group was highest on Day 8, which is the rosult of the iaitial 1530 mg
e dose on Day 1 After Day 8, paliperidong convestrations decreased and seeraed 10
reach steady state lovels on Day 92 based oo visuad inspection. The mediag

vidone predose concentration for the 100 mg eq. trestment group remained in the

pal
same vange from Day 8§ opwards. The median prodose concentration for the 158 mg ¢q.
trestiaent group seemed o inorease up 10 the last stady day, Day 92 The median
paliperidone plasma concentrations on Day 8 were lower in subjects with bigh BMI
(228 to <30 kgm? and =30 kpfm’y overweighvobese) compared o subjests with fow
BMI (<28 kg/m?) for the 3 dose groups: After Day R, no gousistent teads wete
observed for the 3 paliperidone palmitate dose groups with respect to palipevidone
plasma concentrationy as 2 function of baseline BMI classificaticn.
The mean and median paliperidons plasma concentrations on Ray 64 for the 10 mg
&y teatment group wese approxinutely 2-fold higher than those for the 20 g eq.
weatment grong. Thuy, the PE profile For the 25 mg og. and 100 myg eq. dose groups
appeared to be loss than dose proportionad, which s the result of the inttiad paliperidone
pabmitate 130 mg oy, injection on Day 1 in all active restinent gronps. The owan and
muzdian paliperidone plasma concentrations en Day 64 for the 100 myg eg. desy wa
apparently dose proportionsl compared 1o the 130 mg eg. dose. A high inter-subject
varlahdlity was observed i the palipenidone plasma concentrations on Days 1 and 2
with 1 GOV of HIBH% Day 1) and 133.1% (Day 2) After Day 2, the ister-subject
variability decreased and the %UV ranged from 304 1o 834%.
Primary Efficacy Analysds: Adudt subjects with schizophvemia achivved statistically
significant inprovements in the PANSS total score {prusary efficacy endpointy with all
3 doses of paliperidone palimdtate comparad to placebo (25 mg sgo p=(0340 100 my
g petnOOL; 150 mg eqo peC 00T based vu the lntent-to-treat LOCE analysis and the

Drinneft’s test 1o control fiw multiphiciy.
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Positive and Nogative Sysdrome Scale for Se hizophrenia (PANSS) Total Scoge -

Change from Baseline 0 End Poini-LOCF with the Dunnett-Bonferront-Based Parallel

Chatekeeping Proceduame

{Study ROVISTOPSY-3007:  Intong-to-Treat Analysis Set)

ROV2670 ROS2676G ROVIET)
Placeho 23 my eq. 100 mg vy 150 mg eq.
(M= 160 {(N=155) {(N=161) (Ne=160)

Baseline Mean {580 BB (3L Rew( 11 S99y 862 (1077

884 {11.70)

py

End point Mean {(8D)  83.90Q144) 78S {1988 746 (IR0D6)  782¢ 18,530

Change from Baseline

Mean (8T8 &Y (1826)  SBO0RR0 1161763 <132 (1848

Poyvaloe {mynus 3.034 <001 <K

Plavedo)®

D of LY Means 5.1 {2.01) -8 (2.0 S8 {100

B

end point (LOCE

ROVZET0 15 mg eq., ROVISTO 100 mye oy, RE

Lo

WAGTQ 130 mg o) and country as

tactors, and baseline vadue a8 a covariate. Povalues were adjusted for mitiplicity for

comparison with placebo using Dunoot's test.

Note: Negative changs in score hindicates improvement,

Other Efficacy Results: Thers was a dose-rosponse pattern with respect 1o the primary

efficacy varlable, with the mean decreases (improvement) in the PANSS total aoore at

K

Prespecified  treatmoent-by-country  and  treatment-by-baseline  PANSS 1atal scare
intevactinns in the pooary efficacy mode] were not statistivally significant & the 810
level. An exploratory analysis sdditionally provided no statistionl evidence for a BMI

effect on treatinent.

A3 palipedidone palmitate dose groups showsd a stabstically significant tmprovement

over placebo in the change in PANSS 1otal score as of D v 33 gwd wt every subsequent

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 810



W 2000080581 POTEPOOROCTTIR

-
A

£
21

36

Gt

Rl

tirme point, ared ax eardy ax Day 8 o the paliperidone palmitate 28 wg o and 1530 mg
. Grougs.

The msan tnprovements in the PSP score from baseline 10 end point, the Koy seoondary
sificacy outcome mueasure, showed a dose response among the 3 paliperidone palmitate
arcnps (25 wg eq 2.9; 100 myg ege 6.1 150 mg e R3E all were numericadly higher
than the mean bnprovement in the PSP seore seen in the placebn group (1.7 Based on
the igtent-to-ireal LOCE analysis of this key sccondary officacy variable, vsing the
Drunnett-Bonferroni-based parvatlel gatekeeping procedue w adjust for multiplicity, the

improvement in the paliperidone palmitate 100 asd 1530 mg g troabment groups

12

~
'J

reached statistical significance (100 mg eq. p=0007 150 mp eqo pUOGEH when
compared with e placebo group.

The padiperidens palimitste 100 mg og. and 150 mg g groups were slatistically

significantly superior 1o placebo in improving the CGE-S scores from baseline o end
pednt (LOCE) (without multiphicity adjustment, 100 mg eq2 p=l{05, 150 mg eq
pL001). Sigaificantly more subjects troted with paliperidone palndtate 25 myg eq.
{33.5%; p=0.007), 100 my eq. ($LO%; p<0.001}, and 150 my og. (L%, peB.001)
achieved mespender status (309 ot larger decrease on PANSS total scores) than with
placetio (20.0%:),

Basad on the intent-to-irent LOCE analysis of the change from baseline o end point
without statistical adjustment for multiphicity, the palipecidone palmitate 100 wnd 150
mg e gronps were statistically signifivanly superior to the placebo group for ol 3
PANSS Marder factors (p=OI0) The mnprovements in both negative symptoins and
dizovganized thouphts factor scores were statistically significantly greater in the
paliperidone palmitate 35 wog og. group compared with placebo (p=032)

Basod on the inteni<iotrear LOOF anadysis wming an ANCOVA model with no
adjustoent for muluphicity, the mean Tmprovement in sleep quality in the paliperidone
palmitate 100 my eq. and 130 mg og. groups wire statisticatly significunt (pe001 and
=026, respeutively) when compared with placeboe. The mewn changes in daytinme
drowsiness in the paliperidons palmitate treatiment groups were oot statisically

significantly different from that in the placebe proup (23 mg eqe p=G341; 100 mg o

et} 340 180 mg oup p=2010
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Safety Resulis: Palipmidone palmitate, injectod at a doss of 130 mg g, o the
delteid muscle followed by 3 L. injections at fixed doses of 28 g eq., M mg eg or
15 mig eg. on Days B, 36, and 64, was generally well tolevated by adult subjeety with
schizophrenia doring thix 13-week study. Overall, the safety and tolevability results
were consistent with previous clinteal studies invalving paliperidone pabmdtate, and no
pew safety signals were detevted.
The overall summary of treatment-wnergent adverse events is given below,
Orverall Semmary of Treatment-Finergent Adverse BEvents
{bmd\« ROVETO-PEY 3007 Safety Analysis Set)
"""" ROO2670 ROVIGTY  ROS2670

Placebe 23 mgeq 100mgeq. 150mgey. Total
(N=164)  (N=160) (N=l65) (N=163) (N=831H

% {55 8 {55 n (%) n OOy 0 %)

TEAE 107 (65.2) 101 (63,1} 99 (60.0) 103 (63.2) 410 {6293
Possibly related TEAR® 47 8Ty A4S R 4007 1 OLI) 19 any
TEAR kading o death Q 8 IEEIRY P2}
i or more serious TEAR 23D 15084 22038 13RO 7IOLY
TEAE leading o pormanent L8y 10(83) W&l 13(80) 4467

o

stap

&

* Study drug refationships of possible, probable, and very likely are included in this
cstegory.

Adverse events are voded using MedDIR A version 101

& eq. group alter

b=

There was 1 deatl in 2 subject in the puliperidone palndtase 150 m
withdvawad from the study due to an adverse svent {cerchrovascular accide nty that

began during the study. This subjsct veceived 2 fgections of study medication, with the

e

fast mjection administered approximately 2 weeks before the subject died. While this
event was assessed as doobtfidly reluted to study treatment by the Dyvestigator, an
unblinded review by the sponsor assessed this evermt o be possibly related {o soady

treadment.
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The nurnber of safdects who experienced t:‘a:asi‘:men&ez&mfgmi‘ sortous adverse ovens
was higher in the placebo group than v any of the palipetidone palnsitate groups (see

table above) Most serious adverse evens in all beattaont groups were paychiataig
disprders {o.&., schizophrenia, pyyvehotic disordor) that were likely the result of the
patirad course of the underlying schizophrenia, Adeerse events leading to study
discontinuation occorred at @ stintlar {ow ineidence across teatiment groups.

Common freaiment-emergent adverse evants (2% of subjects in any Lreatment group)
that ocenrred more frequently n the total paliperidone palmitate group (all 3 active

dose groups combined) than in the placeho-teated subjects (e, 21% difference
botween the combined paliperidone palmitate group and the placebo group) were
injection site paly, diveiness, sedation, pain in extromity, and myalgia. An examination

\

of trestment-omerzent adverse oveats of potential clivdeal nopontases revealed v
reports of selzure or cotrvalsion, tardive dyskinesia, dermatologie events, seuroleptic
sulignant syndeome, byperthernia, snaphylactic reaction, rhabdomyobysts, syndrome
of :inaspprs_}pxtiam seeretinn of antidtoretic Bormone, ventricudar tachyomrdia, veptvioulay
fibeillation, co torsades de pointes,
In gesrerad, the type and ineidence of trestment-cmorgent adverse eve wts did mot differ
as a fenction of bascline BMI categories (normal <23 kgt %y overweight: 225 © <30
Kafm'; obess: 230 Kpfo)

.

The incidence of irestmentomergent EPS-related adverse avents wis fowe and

o

comparable 1o placeho.  Aksthisia was the meast fregu sently roposted BPSaclated

adverse ovent (4.9% for the placebo group and 1.3%, 4.8%, 5.5% fur the paliperidone
palmitate 25, 100, and 130 myg eg. groups, wespectivedy). None of the EPS-slated
sdverse events repovted in sobjects receiving paliperidone palmitate were sorions o
treattent limiting, and only 1 was severe (usculoskeletal stitfness) Resolts of ERFS
rating sealos and use of ant-EPS medicstion were copsistent in indicating that
paliperidone palmitate was assoctated with a low incidence of EPS.

No olinfeally relovamt mean changes From baseline to end poiat in supine or standing
pulse rates were apparent for any of the galiperidone pabmitate doses, A similar, low

~a

porcentage of subjects had pulse rate of 2100 bpm with as nwrsase of 208 bpm o the
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placebo and patiperidone palmitate groups (8% to 119 for stamding measuroments; 2%

wy 3% for supine measwrenments),

Assessment of BCG date did not stemonsirate evidence of clinivally significant Qe
profongation with paliperidone palmitate at doses up o 130 mg og. No subject bad &
ke 1ol value 2480 ms or g maxinal change in QToLD »60 ms during the
study,

The moreases in body weight with paliperidone palmitate over the 13-week double-
blind treatment pertod were modest in a dese-related manner, averaging 0.4, 0.7, and
L4 kg for the 25 mg eq. 100 mg o, and 130 myg eq. groups, respectively (412 ke for
placebo); corvesponding mean changes o BMI frons baseline to end point were .1, 0.3,

and 0.5 kginy®, respectively (0.1 kgém® for placebo). A clinically relevant weight

noreuse of at feast 7% relative to bascline was seen in 13% of subjects receiving e
highest dose of paliperidone palmitate (compared with 5% for placebho).

Counsistent with the known pharmacology of paliperidone, incidases in prolactin fovels
were ohserved with greater freqoency in subjects who received paliperidene palmilate,
with the largest moresse soen in the 150 mg e, group. Overall, there was u low
meidence of potentially prolectin-related adverse events, despite the known propensity
of paliperidone palmitude to increase serum prolactin levels, This soggests that the
chinical importance of this increase in sertan prolactin levels 18 of questionubls clindcal
sigrificancs,

Busod on mean changes from bassline to end peint and the occurrence of freatments
enwrgent markedly abuerpm! laboratory test values and adverse events refated to
abnermal laboratory analyte fndings, sxespt for prolactin, the effects of paliperidone
palmitaie on the resulls of chemistry and hemat slogy laboratory tests {including Hiver
and renal function tests, sorum Hpid levels, and glocoss lovelsy did not show clinieally
redovant ditferences from those of placebo.

Local injection site twlerability wan good. Occurrences of indusation, reduess, or
swelling s assessed by blinded sty parsonnel were infrequent, generally »
decreasing over time, and similar o incidence for the paliperidone palmitate and
placebo groaps. Tnvestigator ratings of injection pain were similar for the placebo and

pabipendone palraitate groups.
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STUDY LIMITATIHONS:

This study lnvestigated the officacy sad safiety of paliperidone palmitate for acute
frsutment of schizophrenia over 13 woeeks and does nod provide information on longer
term tromtmient. The study was not designed 1o detert differences between doses of
paliperidone palmiate; thus, doseerelated tronds in cofficacy and safety can owdy be
deseribed deseriptively, The study was also not designed to demomstrate efficacy for
apecific subgroups of sobjects, such as those from g pasticudar country. An sdependent,
centralized hinded rating service was used for performing all ratings of FANSS, PSP
aml CGES for all subjects snvotied at U8 sites. The investigators at these sttes did not
complate any of the ratings, which would have provided a reference for ralings
provided by the rating service. Thus, datr from thiz study capnol be wyed to fully
svaldate the utitity of using bimded independend raleny fov detecting  treatment

differences.

CONULUSION:

AR 3 doses of paliperidone palmdtate tested in this stady ~ 25, 100, and 130 wg e
were sfficacious tn sdult sobjoots with schivophionia who were experiencing soutely
exacerbated sehizophrenia. Specifically, the reaults of the primary efficacy eadpoint
{change from bascline 0 end point in PANSS sl score) demonstiated statistical
superiority of paliperidese palmitate 35 mg eq., 100 mg eg. and 1530 mg eq. over
placeho, Nignificantly groater tmprovement in subjects’ persomal and social funetioning
{ay mensured by the PSP seore ) was also seat for the paliperidons palmitate O mg e
and 150 mg egq. doses compared with placebo, and glebal improvement was validated
by a favorabde and statistically significant CGES change for these 2 dose groups. There
was a dose rexponse in the primary and socondary efficacy endpoints (FANSS, FSP,
and COES) AR 3 doses of paliperidone palmitate, inclading the highest dose of 150
mg e, were well olemted, suggesting a positive bepefirisk ratio across the dose
range curremly studisd. Mo pow safety signal was detecied,

Figures
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Sigures 13 graphically presenis the observed versus population pharmacokinetios

oy

moded simulation for plasma paliperidone concentrations,  The lise indicutes the
madian valiwes caloulsted from population pharmacokinetic simulation.  The shading

indicates 90% prediction Intorval represonting the between and  within subjeet,

148

variability obtained using the poptlation pharmacokinetic simulation.  The circles
mdicate observed plasma paliperidone concentrations.  The arrows indicate the days
when palipevidone palmitate injection was given. As is apparent frowm the Figurex the
plasma profiles provided by indtiating paliperidons with 150 mya g followed by g
subtequent dose of 100 or 150 for days 1-36 pravide a rapid vise to a therapentic dose
10 devels. Most preferably the stosing of paliperidone to patients should be maintaived
within £25%, preferably 20% of the mediay plasma concentrations provided iy these
figures for days 1236, For patients whose dosing continues at 100 myg eq. the proeferabdy
the desing of paliperidone 1o patients should be mabntained within 325%, preferably

20 of the median plasma concentrations provided in Figures 2 for days 1-64. For

Fere)
A

paticnts whose dosing continnes at 130 mg eq. the preferibly the dosing of paliperidone
to patients shonld be maintained within £25%, preferably 200 of the median plasaa

concentrations provided in Figores 3 for days 184,

20}
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WE CLAIM:

1. A dosing resimen for adndnistering paliperidone palimitae 10 g peyohiataic pationt in
By &1 N

need of ey

SR COMPHINING

(1) sdministering intramuscularly in the deboid of 4 patisat in nesd of Geatment a

fivst foading dose of from about 100mg-eg. to abowt 1530 mg-eq. of palipevidone
as paliperidone palmitate foomalaied i a sustained releass formulation on the

first day of eatment;

{2} sdministoring Intramescularty in the debioid musele of the patisnt in noed ol

{3} %

treatment o second foading dose of from sbout 1 mgeag. 10 abont 130 mg-eqg,
of paliperidone av paliperidone padmitate formulated in g sustained release.

formulation on the 8 to whout 10th day of treatment; and

drninistering fntrarnuscatarty in the deltotd or gluteal muscle of the patient in
nead of treativent a maintenance dose of about 238 mg-ag. © ghowt 13 mg-ag.
of paliperidone s paliporidone palmitate o a sustained releass formulation on

shout the 34th o shout the 38th day of reatipent.

2. The mwethod of claiin § whersin the maintenance dossoof 3 sustained release

’l’(}:‘x‘mz'iati{m of paliperidone palmitate is administered mowtbdy in the deboad or glutesd

musele of the peyehiatric pationt 1a need after the 30 day of treatrent.

The method of clatoy T wherein the sustained rolosse forpmiation v an agueous

nagopRriicie SUSEBIoN.

A dosing segimen for sdministeriog paliperidone palmitate o u psychiatric patient in

nead of trepatinent comprising

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 817
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{a} acdministering inteamuscuianly in the deltoid of o paticnt in peed of weatment &
tirst loading dose of from about 100mg-og. to about 150 my-eg. of palipervidone ag
paliperidons palmitate formulaied in a sustained roloase formulation on the fst day

of treatmenty

1.4

{6) adminixtering Jntramuscudaly in the delioid mosele of the patient i need of
treatment a second Joading dose of from about 100 mg-ey. to aboot 150 mgeog. of
paliperidone as paliperidone palmitate formulated in g sustained release formulation

an the sighth day of treatment; and

() acministering intrammseularly in the deltoid or gluteal muscle of the patisnd W
need of reaglment & madmienance dose of sbout 25 mg-ed. o about 130 mg-eq. of
paliperidons as paliperidone pudmbtate in s sustained release fotmulation on shout

the 30th day of treatment.

T,
L

. The method of claim 4 whereln the sestained release formuiaiion i an APPCOUS

aanoparticle aspension.

6. The methed of claim 4 wheseln the first louding dose fs 150 mgs~oip of paliperidone

20 as paliperidone palraitate.

The method of claim 4 wherein the first loading dose is 100 oy g-eg. of paliporidons

s paliperidone palmitale.

23 B, The method of claim 4 whersli the second fouding dose is 150 mg-eg. of

paliperidone as paliperidone pabadiate.

‘The method of claim 4 wherein the second Joading dase is 100 mgeeg. of

paliperidone as paliperidons palmitate.
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i) The method of claim $ wherein the first loading dose and the second loading duse

gatiperidene as paliperidons palmitate:

Y
X

are 130 mig-oq. of

11, The method of claio 4 wherein the first oading dose and the second Joading dese

LAY

are 150 mg of paliperidone as paliperidone palnsitate.

) 13, The methost of olatm 4 whereln the psychiairic patient is in peed of treatment for

schizophrenia.

14, The method of cluim 4 wherein the pyyeldattie pationt 18 in nesd of treatment for

bipodar disorder.

13
15, The method of claim ¢ wheretn the psychintric patient is in need of trestient for &
catal disorder solected From the group consisting of Mikd Mental Retardation (317),
Moderate Mental Retadation (3180}, Severe Mentsl Rotwdigion (318.1), Profound
Mental Retargdation (318.2), Menal Retardation Severity Unspecified (318), Autistic
I Disorders (299.00), Rett’s Disorder {299,801, Childhood Disimegrative Disorders

{399, 10), Asperger’s Disorder (299.80), Pervasive Developmentad Disorder Mot
Otherwise Specified (299.80), Ausnston-Deficit/Hyperactivity Disorder Combined
Type (314.01), Attention-DeficivHypernetivity Disorder Predomisately Tnattentive
Type (314.00), Auenton-DefieitHyperactivity Disorder Fredominately Hyperac S $AL <8
25 hopusive Type (314.00), Ausntion-DefictHyperactivity Discrder NOS {3148},
Conduct Discader { Childhood-Onset and Adolescent Type 312.8), Oppuositonal
Defiang Diserder {313,811, Dissaptive Behavior Discedor Mot Otherwise Specified
(312,99, Solitary Aggressive Type (31200}, Corsluct Disarder, Undiffersntiated Type
(312,90, Towete's Discrder (307.23), Chronic Motor Or YVoeal Tie Disorder (30722},
3 Transient Tio Disordes (307211, Tie Disorder NOS (307,20}, Adcaiwnt huoxication

Deliviors (291,01, Alochol Withdrawal Diehirium (29 1.0}, Aleobot- Jrdduced Persisting
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Dementia (281.2), Aleohol-Induesd Psyohotiv IHsorder with Detusions {291 .5),
Alcohol-dodaced Peychotic Disorder with Hallucinations {291.3), Amphoetamine or
Similady Acting Sympathomimetic hutoxication (202.89), Amphetarnipe or Stmilarly
Acting Sympathomimetic Delivhum (292,813, Amphetamine ov Sindlarly Acting
Sympathomirectic Induced Psychotic with Delusional (292.1 1), Araphetanine o
Similarly Acting Sympathomimetic Induced Psychotic with Hallucinations (3 {29213,
Cannabis-Indoced Peyehotic Disorder with Delusions (292,111, Cannabis-Induced
Pgychotic Dizorder with Hallucinations (292.12), Cocaine Intoxication (292 B8y,
Cocaine Intoxication Delivium {292.81), Cocatne-Induced Payvchotic Disorder with
Pelusions (392,113, Cocaine-Induced Pyvchotio Disorder with Hallucinations {392,123,
Halluciogen Intoxication (292.89), Hallucinogen Intoxication Deliviam (292.81),
Hallucinogen-Induced P:\:};cimm: disorder with Delosions (20211, Hallueinogen-
Indueed Payohatic disorder with Delusions (292.12), Halhwinogen-Induced Mood
Disorder (283.84), H:aii.us:i.rmgan«indumﬁ Anxiety Disorder (202,89}, Hallueinogen-
Related Disorder Not Otherwise Specified (282, 91, Inhalant Iitoxicstion (392.89),
Inhalant Intoxication Deliviun (292,811 halant-Induced Per sisting Demewtia
(192,82}, Inhatant-Induced Psychotic Disorder with Delosions {29211} Inhalam-
Induced Peychotic with Hallocinutions (392,12}, Inhulant-Induced Mood Disorder
(292,89}, Inhalant-Induced Awsicty Disorder (202 8%y, nhalant-Related DHsorder Now
Otherwise Specified (392.9), Opioid Intoxication Deliriun (392.81), Opioid-hudoced
Fsychotic Disorder with Delusions (392.1 1), Opicid Intoxication Delivium {IBIEBN,
Optold-Induced Psvehotic Disorder with Hullucinations {285,123, Optowd-huduced
Mood Disonder (292.84), Pheneyelidine (PCP) or Sunilarly Acting
Arvleyclohexylamine Itoxication (292.89), Phencyeliding (PO or Sumlardy Acting
Aryloyclohexylamine Intoxication Dolivhun (292.81), Fhenc velidine (PCP) or Simdlarly
Acting Aryloyelobexylamine Induced Psychetic Disorder with Delusions {392,113,
Phencyclidine (PCP) or Similarly Acting Avyle yolohexylamine buluced Poyehetio
Prsorder with Hallucinations (292.12), Phescyclidine {PCP) or Similarly Acting
Arvleyclohexylamine Mood Discader (292 843, Pheneyelidine (POPY or Similaly
Acting Acvleyelobexviandne Induced Anxiety Disorder £292 89, Phenoyeluline (PCP)

ar Sumilarly Acting Aryleyclobex viamine Relsted Disorder Now Otherwise Specified
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{292 59}, Sedutive, Hypretie or Anxiolytic Intoxication (29384, Sedation, Hypaotic &

Anxiolytic Isoxication Delivium (292.81), Sedation, Hypniotic or Augiodytic

Withdrawal Drelivivn (32813, Sedatinn, Hypnotic or Anxioiytic Induced Persisting
Demnentia {202 82), Sedation, Hypnotic or Anxiolytic-Tnduced Pavchotic Diserder with
Delusions {292,115, Sedation, Hypnotic or Anxiolytic-Tnduced Psychotie Disorder with
Hallucinations {(292.12), Sedation, Hypnotic or Andolytic-dnduced Mood Disorder
{202 .84), Sedation, Hypnotie o Anxiolytic-Induved Amxioty Qisorder (292.89), Other
for Unknown) Substance Intogication (292,891, Other {or Unknowa} Substance-
Induced Delivhan (392,814, Other (or Unknown) Substance-Indoced Persisting
Demoentin (292.82), Other (or Unknown) Substance-Induced Psychotic Disorder with
Delusions (3921 1%, Qﬁmﬁ‘ {or Unknown Substance-Induced Psychotic Disorder with
Hallocinations (202,12}, Other {or Unknown) Substance-Induced Mood Disordey

{292 &4y, Other {or Unksown) Substance-Induced Anxioty Disorder (39289}, Other {ov
Linkrown) Substance Disortder Not Otherwise Specihied {292.9), Obgessive
Compalsive Disorder (300.3), Post-traumatic Stress Disorder (3098 1), Generalized

Anxiety Disorder {30002, Anxiety Disorder Now (herwise Specified (30000}, Bady
3 ! § A 3

Drysnuarphic Disorder (30T, Hypochondrissis {or Hypochendiiacal Neurosis (30007),
Sonswization Disorder (300,811, Undifferentinted Somatoform Disorder (3081,
Somatoform Disorder Not Otherwise Specified (300, ‘ 3, Buevmintent Explosive
Disender (312.34), Kieptomuuia (312,323, Puthologiesl Gambling (3123 1), Pyromania
{312.33), Trichetilomania (312.39), and hopudse Control Disorder NOS (312303,
NSchizophrenis, Pavanoid Type, (385.30), Scidzophronia, Disorganized (293,103,
Schizopleenia, Catatendc Type, (293,201, Schirophrenia, Undifferontiated Type

.

{255 903, Schizophresis, Residual Type (295,60}, Schizophreniform Disorder (295,400,

Schircaffective Disorder (293,703, Delusional Disorder (297,13 Boief Peychotic
Disorder (298.8), Shared Psychotic Disonder (297.3), Prychaotic Disorder Due toa
General Medical Condition with Delusions {283,811, Prvehotic Disorder Due to g
Ceneral Medival Conditing with Hallucinations (293.82), Peychotic Pisorders Nut
Chherwize Specified (208.9), Major Depression, Single Episode, Severe, withow
Payvehotio Features {(285.233), Major Depression, Recurrent, Severe, withoot Pevelwotic

Featurss {286.33), Bipolar Disorder, Mixed, Severe, withowt Psychotic Features
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{396.643), Bipolar Disorder, Mixed, Severs, with Peychotic Feslures {296.64), Bipolar

Chsorder, Mante

. Severe, without Peychotic Features {296.43), Bipolar Disorder

Muanie, Severe, with Peychotic Features (2186.44), Bipolar Disander, I}gpmssedg Smr:am,

without Favehotic Fostures {296.53), Bipolar Disorder, Depressed, Severe, with

Psyohotic Features {296,534}, Bipadar I Disorder (296,89}, Bipolar Disorder Nog

Ctherwise Specitied (296 803, Porsonality Disorders, Parancad (301,03, Porsonality

Dhzorders, Selizotd (301,20}, Persouality Disorders, Sohizatvpal (301,22}, Personality

Dizorders, Antisocial {301,73, and Personality Disorders, Borderline (301,833

16, A dosing regimen o administering n ahpend@m palmitaie 1o g repally impaired

peychistric patient in need of tostment comprising

{a) administering intrareuseulaty o the deltoid of o renally inpsired psychiatric

patient in need of weatment » frst loading doss of from about 75 mg-2q. of

patiperidone s paliperidone palmitate formulated n a sustained release

formulation on the first day of treatsrwng;

(b)Y administering tramuseulady in the deltoid muscle of the patient i need of

treatment & sesond foading dose of from sbout 78 my-ag. of pediperidone as

paliperidons palmitate formulated in 2 sustained relsase fommuiation on the &t

to about Hith day of treatment; and

{o) administering intramuscukurly in the deliond or gluteal muscle of the patient in

need of ireatment 2 maintenance dose of about 33 mg-eg. to abont 78 mg-eg. of

paliperidone as paliperidone palmitate in o sustained release formulation on

about the 34th to sbout the 38th day of treatment.

7. The mathod

ofolaim 16 wheretn the msdatenanse dose of a sustained relesse

formulstion of paliperidone palmitate is adwindstered monthly in the deltodd or gluteal

wuscle of the paye

hintric patist in need afler the 30™ day of teatment,
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1R, The method of claim 16 wherein the sustained reloase formulation 15 an aqueous

natioparticls suspeasion.

19, A dosing regimen for administering paliperidone palmatate to a renally impaired

peyehiatric patient in need of treatment comprising

{2} administering inramuscularly in the deltoid of a renally impaired pychiatae
patient in nesd of treatment a Srst loading doss of Drowm sbouwt 73 mg-eq. of
paliperidone as paliperidone palmitate formudated in a sustained release formulation

o the fivet doy of eatment;

{0} admiinistering ntramusentarty in the deltold muscle of the patient inneed of
trestment a second loading dose of from sbowt 75 mg-cq. of paliperidons ay
paliperidone palmitate formulated in 2 sustained release formudation on thiz cighth

day of treatment; and

{c} sdministering intramuscularly in the deltotd or gluteal muscle of the patient in
need of troatment ¥ maintenance dose of abowt 23 meg-eq. to ghowt 38 mg~oyg. of
paliperidone as paliperidone palmitate iy & sustained release formmulation on abowt

the 36th day of treatment.

2. The method of claim 19 wherein the sustained release formulation i an aqueous

nanoparticls suspension.

21, The method of claim 19 wherein the pyyehiatric patient is in need of treatment for

payehosis,

22, The methed of olaim 4 wherein the psychiatic patient is iin need of trestment for

schizophrenia,

23, The method of claim 4 whorsin the peyehiatric patient s in nesd of treayment for

RECTIFIED SHFFT {RULE 81
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bipolar disorder.

24, The meothod of claim € wheredn the peychiatric patient is in need of treatment for
mentdd disorder selected from the group coh»sis&ing of Mild Mental Retardstion {317},
Moderate Menda! Retardation {318.0%, Severe Mental Retardation (318, 1), Brofound
Muntal Retardation (318.2), Mengal ‘Remniatit}n Severtty Unapecified (319), Autistic
Disorders {(209.00), Rait™s Dhsonder {299.80), Chuldhood Disintegrative Disonders
{299 10, Aspergsr’s Disonder {299 X0}, Pervasive Developmental Disorder Not
Qiherwise Specified (298.80), Attention-DeficitHyperactivity Disorder Combined
Type (314.01), Attention-DelicivH yperactivity Disorder Pradominately Innttemive
Type (314.00), Attention-ReficitHyperactivity Disorder Predominately Hyperactive-
fmpolsive Type (314,01}, Atention-DeficitHyperactivity Disorder NOS (3149,
Conduct Disorder{ Childhood-Onset and Adolescent Type 312.8), Oppositional
Dofiant Disorder (313,81, Dizruptive Behavior Disprder Not Otherwise Specifiad
{312.9), Solitary Aggressive Type (312,00}, Conduct Dixorder, Undifferentiated Type
{312.90), Tourette's Disorder {307.23), Chronie Motor Or Viscal Tic Disorder (307.22),
Transtent Tic Disorder (307.21), Tie Disorder NOS (3 Q7.20) Aloohel Intoxication
Delirtum (291.0), Alcohol Withdrawal Delirhurn (291.0), Aleohol-Induced Persisting
Dementia (391,23, Alcohot-Induced Peyehotie Disorder with Delusions (281.5),
Alvohol-Indured Pryvchotic Disorder with Halluoinations (221.3), Amphetamine or
Similarly Acting Sympathordmetio Intoxication {292 89}, Amphetontne or Similasty
Acting Syvmpathovaimetic Delistom (202.81), Amphetamine or Sinilarly Acting
Sympathomametic Indoced Paychotio with Delusional {39211, Amphetamine or
Simifarly Acting Sympathomimetic Induced Psyohotic with Hallucinations 292,124,
Cannabis~-indoced Payehotie Disorder with Delustons {392,113, Cannabis-Induced
Peyehotic Dhsorder with Hallucinations (392,12}, Cocailpe Intoxication (292.89),
Cogaine Intoxication Delivium (29281}, Covame-Induved Psychotio Disorder with

Drelustons (392,11, Cocaine~indoved Prychatic Disorder with Hallucinations (392.12),

Halluchogen Intoxication (292,39}, Hallucinogen {ntogication Delirham {292.81),

Hatlucinogeo-Induced Peychotio disorder with Delusions (292.11), Hallucinogen~

Induced Psychobie disorder with Delusions (292.12), Hallucinogen-Induced Muood

RECTIFIED SHEET (RULE 91)
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Disorder {29284}, Hallucinogen-imduced Anxicty Disorder (292,89}, Halluinopen-
Related Disorder Not Otherwise Specified (292.9), Inhalent htoxication {392 89},
Inhalant Intoxication Delivium {292 .81), Inhalant-Induced Parsisting Dementia
{IVZ.82), Inhalant-Induced Psychotic DHsorder with Delusions (282,111, Inhalant-
Induced Peychotie with Hallucinations {292,173}, Inhalant-Indeced Mouod Disorder
2HZ.89%, Inhalant-Inducad Anxiety Disorder (282,89}, Inhalant-Relsted Disorder Not
Otherwise Specified (292.9), Opiond Intoxication Relirium (292,81}, Opioid-Induced
Paychotic Disorder with Delusions {292,11), Oploid Intoxication Delirtom (282.81),
Optotd-teduced Prychotic Disorder with Hallucinations (292.12), ('}g}i«csiid*im‘;uced
dMoed Disorder (2902.84), Phencyelidine (POPY or Similarly Acting
Aryloyelohexylomine Intoxication {2392.89), Phencyclidine (PUP) or Similarly Acting
Aryloyckebaxylamine Intoxication Deliviam (392,813, Phencyelidine {(PCF o Similarly
Acting Aryleyclohexyiamine Induced Fsychotie Disorder with Delustons (2031 1),
Phenoyeliding {PUP} or Stmilacly Acting Arvioyvelohexviamine Induced Psyehatic
Disorder with Hallucinations (382,12}, Phencyclidine {PUP) or Similarly Acting
Aryloyelohexylomine Mood Disorder (202.84), Phencyolidine (PO} or Sinularly
Acting Arvlowelohesylamine Induced Anxiety DHsorder (292.89), Phencyelidine (POP)
or Similarly Acting Aryloyvelohexylamine Related Disorder Mot Otherwise Specified
{292.9), Sedative, Hypootic or Anxiolytie buoxication (292,89}, Sedation, Hypaotic or
Anxiolytic Intoxication Delivhum (252,81}, Sedation, Hypnotic or Anxialvtic
Withdrawal Delrium (282,81}, Radstion, Hypneotic or Anxielytic Induced Persisting
Demaentia (292,823}, Sedation, Hypnotie or Anxiolytis-Indused Payehotic Disorder with
Delusions (292.11), Sedation, Hyprotic or Anxiohtic-lnduced Psychotic Disorder with
Hallooinations (292.12), Sedstion, Hypnotio or Anxiohvtic-Induced Mood Disorder
{29284}, Sedation, Hypaotic or Anxiolytic-Induced Anxiety Dhisorder (392,89}, Other
{ov Linknowen) Substance Intoxication {282,893, Gther {or Unknown) Substance-
Inshaced Dielirnam (392813, Other {or Unknown) Sohetasce-Tnduced Persisting
Dementia (292.82), Other (or Unknown) Substance-Induced Psychotic Disorder with
Detustons (202, 11}, Other {for Unknown) Sabstance~indoced Peychotic Disorder with
Hallucinations {(2¥3.12), Other {or Usknown} Substance~Induced Mood Disorder

{2%3.84), Other {or Unknown) Substance-Induced Anxiety Disorder {392,89), Other {or
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Unkaown) Substance Disorder Mot Otharwise Specified (29291, Obsessive
Compulsive Disorder {3003}, Postaraumatic Stress Disorder (309,81}, Generalized
Anxiety Disorder (300.02), Angiety Disorder Not Otherwise Specified (300,003, Bedy
Dysmorphic Disovder (300.7), Hypochondniasis {or Hypochondriacal Neurosis) (300.7),
Sownatization Disorder (30081}, Undifferentinted Somatoform Disorder {300.51),
Somatoform Disorder Mot Otherwise Specified {300.81), Intomittent Explosive
Disorder (313,34}, Kleptomania (312.32), Pathological Gambling (31231}, Pyvromania
(312,33}, Trichonillomania (312,393, and Impulse Control Disorder NOS {312.30),
Schizophrenia, Paranoid Type, {2835.30) Schizophronia, Disorganized {29318},
Schizophrenia, Cstatonie Type, {295,20), Schizophrenia, Undifferentisted Type
{39380}, Schizophrenig, Residual Type (295.60), Schizophreniform Disorder {285,401,
Schizoaffoctive Disordey (385,70}, Delusional Disorder (297,13, Brief Psychotic
Disorder {298.8), Shared Psychatic Disorder {297.3), Paychotic Disarder Duc to a
Ceners] Modical Condition with Delusions (383,813, Payvehatic Disorder Dug to a
General Medical Condition with Hallucinations {293 .82), Fsychotic Disorders Not
Otherwise Specified (298,93, Major Depression, Single Episods, Severg, without
P’sys:’hwtie: Features (288.23), Major Depresgion, Recwrent, Severe, without Psychotic
satures (296,33}, Bipolar Disorder, Mizned, Severe, without Psychotic Features
{29663}, Bipolar Disorder, Mixed, Severe, with Psychotic Features (296.64), Bipolar
Disorder, Manie, Severe, without Peychotic Features {206 43), Bipolar Disorder,
Marge, Severe, with Peychotic Features (396.44), Bipolar Disorder, Depressad, Severe,
without Pyychotic Peatares (296.53), Bipolar Disorder, Depressed, Sovers, with
Paychotie Features (296,54}, Bipolar IV Disorder (286,89}, Bipolar Disorder Mot
Otherwise Spe wi fred {296‘&‘@}, Personality Disorders, Parancid (381.0), Personality
Disorders, Schizotd (301,30}, Porsonality Disorders, Schizotypal (301.22), Personality

Drizorders, Antisoeial {301.7), and Personality Disorders, Borderline {301,833,

25, A dosing regimen for administering paliperidone palmitate to 8 pyychiatric patiant

in need of treatment comprivmg

RECTIFIED SHEET (RULE 91
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{9} administering intramuscularhy i the deliowd of a patient in need of treatment 8
first loading dose of about 130 mp-eg. of paliperidons as paliperidone palmitate

Sformulated in a sustained release formulation on the fisst day of reatment;

{b} administening intramuseularly in the deltold muscle of the patient in need of
freatment 8 maintenance dose of from about 25 mg-ay. 1o sbout 100 mg-eq, of
paliperidone g3 paliperidone palmitate formulated n v sustained release

formulation on the & 1o about 106 day of trestwent; snd

{c} administening intramuscatarly in the deltoid or glutes] muscle of the patient in
need of (reatment & maintenance dose of about 25 mg-eq. o abowt 100 mg-eq.
of paliperidone as paliperidone palmitate in 8 sustained release formulation on

about the 34th to about the 38 day of treatmant,

26, The method of claim 33 whersin the mantenance dose of o sustained reloase
formulation of pabiperidone palmitate is sdminigtorad muonthly in the deltoid or gluteal

mussle of the psychiatric patient in need after the 307 day of treatment.

27. The method of clatm 25 whereln the sustained release formulation i an agquecus

nanoparticle suspension.

28, A dosing regimen for administenng paliperidone palasitate to a payehistric pationt

i need of treatnient comprising

{a} admiristering intramusoudarty in the deliond of a patient in need of freatment 8
first Joading dose of abowt 130 mgeeq. of paliporidone as paliperidone palmitate

formulated in a sustained release formulation on the fiest day of eatment;

{h} adnundstering intrmouscudarly o the deliold musele of the patient in need of

treatment a matmienance dose of from about 35 mgeeg. to about 180 mg-eq. of
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paliperidone as paliperidone palnvitate formudated in a sustsined release formulation

on the cighth day of treatmeny; and

{c} administoring intramuscularty in the deltoid or glnteal musele of the patient in
need of treatment 2 msintenancs dose of about 25 mgreq. to about 108 myg-eq. of
paliperidone ag paliperidone palmitaie in 8 sustsined release formulation on shout

the 36th day of treatment.

28, The method of claim 28 wherein the sustained release Pormulation is an agucous

nanoparticls suspensian.

The method of claim 28 wherein the peychiatric patient i3 1 need of trestment for

psychosis,

31, The method of claim 28 whersin the psychiniric patient is in novd of treatment for

schizophrenia.

33, The methad of elaim 28 wherein the pyyehiatnic patient s in peed of treatment for

U)

bipolar disorder,

33, The method of ¢laim 28 wherein the psyvchiatrio patiend is in nesd of treatment fora

- moental disorder selested from the group consisting of Mild Mental Betardation (3173,

Moderate Memal Retardation (318.4), Severe Montal Retardation {(318.1), Profbund
denta! Rewardation {(318.3), Mendal Betardation Severity E‘Eﬁspﬁcif‘ia{i {319, Autistiv
Dhsarders {289.00), Rait's DHsorder (299,80}, Childhood Disintegrstive Disorders
{29910, Asperger’s Disorder (399.80), Pervasive Developmental Disorder Mt
hherwise Specified (29980}, Atentivn-DeSoivHyperactivity Disorder Combined
Type (314.01), Attention-DeficitHyparactivity Disovder Predominately Inattentive
Type (314.06), Atenlion-DeficntHyperactivity Disondsr Predominately Hyperagtive-
Impulsive Type (314.01), Atention-DelloitHyperactivity Disorder NOS (31493,
Comduet Disorder { Childhood-Onset and Adolescent Type 3128}, Oppasitional

Deflant Misorder (313,81}, Disruptive Behavior Dhisarder Not Otherwise Speaified

Fel e
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CRI2.00), Tourette’s Disorde «g:«sm,as}, Chrurie Motor Or Voeal Tie Disorder (307.22),
Transtent Tic Disorder {307.21), Tic Disorder NOS {307.20), Alcohol nexication
Dielivtum {291.0), Alcchol Withdrawal Delir s {291.0), Alcohol-Induced Persisting
Diementia {291 ‘2}, Alcohel-induced Psychotic DHsorder with Delusions {(391.5),
Aleohol-induced Psychutic Disorder with Hallucinations {291.3), Amphetamine or
Similarly Acting Sympathomimetic Intexivation (292.89), Amphetamine or Similarly
Acting Syrapathomimetic Delirtum {292.81), Amphetormine or Similarly Acting |
Sympathonimetic huduced Feychotio with Dehusional (392.11), Amphetaming or
Similaely Acting Sympathemimetic Induced Psychotio with Hellueinations (382,123,
Cannebis-Induced Psychotic Disorder with Delusions {3921 1), Cannabiz-fnduced
Psychatic Disorder with Hallucinations (292,12}, Cocaine Intoxication {293.89),
Cocaine Intoxication Delisium (292.81), Coeaing-Induced Peychotie Disorder with
Delusions {292.11), Cocuine-Induced Psychotic Disorder with Hallucinations (282.12),
Halluctogen Intoxication (292,89}, Hallucinogen Intoxication Delivhum {282.81),
Hallovinogen-Ioducsd Psychotie disorder with Detusions (292,11}, Hallucinogen-
fnciuced Psychotic disordar with Delasions {29212}, Hallucinogen-Induced Mood
Disorder {292.84), Hallucinogen-Induced Anxiety Disorder {392.89), Hallusinogen~
Refated Disorder Not Otherwise Speeified (292.9), Inhalant Intaxication {292.89),
Inhalant Intoxication Delivium (392,81}, Inhalant-Tiduced Persisting Dementia
{382,823, Inhalant-Induced Fsychotic Disorder with Dielusions (292.11), Inhalans-
Induced Peychotic with Hallucinations (292.12), Inhalant-Induced Moosd Disorder
{292 89y, nhalant-Induced Amxiety Disorder (292.89), Inhalant-Related Disorder Not
Cherwise Specified (292.8), Opioid Intoxication Delirtum {292.81), Optoid-Induged
Psyehotic Disorder with Dielustons (292.11), Optotd Infoxication Deliviun (292,813,
Qpioid-Induced Psychotic Disorder with Hallucinations (293.13), Oploid-Tnduced
Moed Disorder (202 .84), Phencyclidine (POP) or Rinmvlarly Acting
Aryleyelohexylamine Intoxication (292,89}, Phencyelidine (POP) or Stmilarly Acting
Aryloyelohexylamineg Intoxication Delirfam (392.81), Phencyelidine (PCP) or Similarly
Acting Arnvleyolehexylumineg induced Psychotic Disorder with Defusions (292,111,

cyelohexylamineg Induced Paychotic
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Disorder with Hellucinations (292,12}, Phencyclidine (PCP) or Similarly Acting
Aryloyelohex viaming Mood Disorder (292,84}, Phencychidine (PCPY or Similarty
Acting Aryloyelohexylumine Induced Anxiety Disorder (28189}, Phaneyalidine (PO
or Similarly Acting Aryleyelohexylamine Relumed Disorder Not Ctherwise Specitfied
{262 9}, Sedative, Hypnotic or Aniolytic Intoxication (297,89}, Sedation, Hypnatic or
Anxiolviic Intoxication Delirhm (292.81), Sedation, Hypnotic oy Anxinlytic
Withdrawal Delirtum (292,813, Sedation, Hypnotie or Aaxielytic Induced Persisting
Dementia (292.82), Sedation, Hypnotie or Anxiobytic-lnduced Paychatic Diserder with
Dielusions (292.11), Sedation, Hypnotic or Anxiolytic-Induced Peychotic Disorder with
Hallucinations (292.12), Sedation, Hypaotic or Anxiolytie-Induced ddood Diserder
{302.84), Sedation, Hypnotie or Anxiolytie-lnduced Anxiety Disorder (282,89}, Other
for Unknown) Sobstance Iitoxication {29289}, Other {or Unkpown) Substannss
induced Deliriun (202.81), Other for Unknown) Substance-Induced Persisting
Dementia {202 823, Other {or Unknown) Substance-Tuduced Peychotic Disorder with
Delusions {282,111 Other {or Unknown} Substance-Induced Peychotic Dhisorder with
HaBlucinations (282,17, Other {oy Unkaown) Substance-Inducsd Mood Disorder
{292.84), Other {or Unknovwn} Substanoe- Induced Anxiety Disorder {292.83), Ciher (or
Unknown} Substancs Disorder Mot Otherwise Specified (292.9}, Obsessive
Compulsive Disorder {303}, Post-ranmatic Stress Dzorder (309.81), Generghzed
Anxigty Disorder {3{3{?;{}2},. Anxiety Dixorder Not Otherwisy Specified (300.00), Bady
Dyvamesphic Diserder (300.7), Hypochondriasis {or Hypochondnacel Neuresis) {300.73,
Sevatization Disorder {300.81), Undifferentiated Somatoform Disorder (300.81),
Somatodorm Disorder Not Otherwise Specified (300,81}, Intermittont Explosive
Disorder (312.34), Kleptomania {312.32), Pathological Gambling (312.31}, Pyromania
{112.33), Trichatiliomenia (312.39), and Tropulse Control Hzorder MOS 31230},
Schizophesada, Paranoid Typs, {29330}, Schizophrenia, Disorgamzed {29510,
Schizophrenia, Catatonis Type, (295,303, Schizophrenia, Undifferentiated Type
(303,90}, Schizophreniz, Residus Type (285.60), Schizophreniform Disarder (283.40}
Rchizoaffective Discerder (295,700, Delusional Disorder (297.1), Brlel Psychote
Digorder (298,51, Shared Pyychotie Disorder (297.3), Fsyehatic Disorder Dus o g
Ceneral Medica! Condition with Delusions {283.81), Psychotic Disorder Due ta a
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General Medical Condition with Halluginations (393.82), Psychotic Disorders Nog
Otherwise Speeified (2989}, Major Diepression, Single Episode, Savere, without
Psychotic Festures (298,23}, Major Depression, Recurrent, Severe, without Psychotic
Featurss {290.33), Bipolar Disorder, Mixed, Severe, withowt Psychotic Features
{296.63}, Bipolar Disorder, Mixed, Severe, with Psychotic Features (396.64), Bipolar
Disorder, Manic, Severe, without Psychotic Features {296.43), Bipolar Disorder,
Manic, Severs, with Psycheotic Peatures {35644}, Bipolar Disorder, Depressed, Severe,
without Peychotic Features {396,533, Bipolar Disorder, Depressed, Severe, with
Pyychotic Features (296.54), Bipolar H Dizorder (296.89), Bipolar Disorder Mot
Otherwase Specified (396.80), Personality Disorders, Paranoid (301.0), Personality
Disorders, Schizeid (301,203, Porsonality Disorders, Schizotypal (301.22), Personality

Disorders, Antisocial (301.7), and Persanality Disorders, Borderline {301.83).
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

NOTICE OF ALLOWANCE AND FEE(S) DUE

27777 7590 05/05/2016 | EXAMINER |
JOSEPH F. SHIRTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA | ART UNIT PAPER NUMBER |
NEW BRUNSWICK, NJ 08933-7003 1627

DATE MAILED: 05/05/2016

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. | CONFIRMATION NO.

12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172

TITLE OF INVENTION: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE | PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE

nonprovisional UNDISCOUNTED $960 $0 $0 $960 08/05/2016

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS
PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

I. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO, verify whether entitlement to that
entity status still applies.

If the ENTITY STATUS is the same as shown above, pay the TOTAL FEE(S) DUE shown above.

If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL, complete section number 5 titled
"Change in Entity Status (from status indicated above)".

For purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of

maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.
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PART B - FEE(S) TRANSMITTAL
Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE

Commlssmner for Patents

P.O.Box 1

Alexandria, Virginia 22313-1450
or Fax (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where
ppropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
1cated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" for

malntenance fee notifications.

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any change of address)

27777 7590 05/05/2016
JOSEPH F. SHIRTZ
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA
NEW BRUNSWICK, NJ 08933-7003

Note: A certificate of mailing can only be used for domestic mailings of the

Fee(s) Transmittal. This certificate cannot be used for any other accompanying

Eapers. Each additional paper, such as an assignment or formal drawing, must
ave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
I hereby certify that this Fee(s) Transmittal is being deposited with the United
States Postal Service with sufficient postage for first class mail in an envelope
addressed to the Mail Stop ISSUE FEE address above, or being facsimile
transmitted to the USPTO (571) 273-2885, on the date indicated below.

(Depositor's name)

(Signature)
(Date)
APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. | CONFIRMATION NO.
12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172
TITLE OF INVENTION: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS
| APPLN. TYPE ENTITY STATUS | ISSUE FEE DUE | PUBLICATION FEE DUE | PREV. PAID ISSUE FEE | TOTAL FEE(S) DUE DATE DUE
nonprovisional UNDISCOUNTED $960 $0 $0 $960 08/05/2016
| EXAMINER | ART UNIT CLASS-SUBCLASS |
KAROL, JODY LYNN 1627 514-257000

1. Change of correspondence address or indication of "Fee Address" (37
CFR 1.363).

| Chan%e of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

(] "Eee Address" indication (or "Fee Address" Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Number is required.

2. For printing on the patent front page, list
1

(1) The names of up to 3 registered patent attorneys
or agents OR, alternatively,

(2) The name of a single firm (having as a member a 2

registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE

(B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : [ ndividuat Corporation or other private group entity [ Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)

[ Issue Fee
[ Publication Fee (No small entity discount permitted)
[ Advance Order - # of Copies

[ A check is enclosed.
| Payment by credit card. Form PTO-2038 is attached.

(1 The director is hereby authorized to charge the required fee(s), any deficiency, or credits any
overpayment, to Deposit Account Number (enclose an extra copy of this form).

5. Change in Entity Status (from status indicated above)
| Applicant certifying micro entity status. See 37 CFR 1.29

| Applicant asserting small entity status. See 37 CFR 1.27

| Applicant changing to regular undiscounted fee status.

NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

NOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro
entity status, as applicable.

NOTE: This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements and certifications.

Authorized Signature

Date

Typed or printed name

Registration No.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

| APPLICATION NO. | FILING DATE FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. | CONFIRMATION NO. |
12/337,144 12/17/2008 An Vermeulen PRD2901USNP 3172
27777 7590 05/05/2016 | EXAMINER |
JOSEPH F. SHIRTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA [ axvowm PAPERNUMBER |
NEW BRUNSWICK, NJ 08933-7003 1627

DATE MAILED: 05/05/2016

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the
requirement that the Office provide a patent term adjustment determination with the notice of allowance. See
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term
adjustment) should follow the process outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and
Budget approval before requesting most types of information from the public. When OMB approves an agency
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration
date for the agency to display on the instrument that will be used to collect the information and (ii) requires the
agency to inform the public about the OMB Control Number’s legal significance in accordance with 5 CFR
1320.5(b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain
or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is
governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary
depending upon the individual case. Any comments on the amount of time you require to complete this form
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box
1450, Alexandria, Virginia 22313-1450. Under the Paperwork Reduction Act of 1995, no persons are required to
respond to a collection of information unless it displays a valid OMB control number.

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the
requirements of the Act, please be advised that: (1) the general authority for the collection of this information is
35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which
the information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission
related to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and
Trademark Office may not be able to process and/or examine your submission, which may result in termination of
proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records
may be disclosed to the Department of Justice to determine whether disclosure of these records is required
by the Freedom of Information Act.

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence
to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of
settlement negotiations.

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance
from the Member with respect to the subject matter of the record.

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having
need for the information in order to perform a contract. Recipients of information shall be required to
comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

5. A record related to an International Application filed under the Patent Cooperation Treaty in this system of
records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property
Organization, pursuant to the Patent Cooperation Treaty.

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes
of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C.
218(c)).

7. A record from this system of records may be disclosed, as a routine use, to the Administrator, General
Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency's
responsibility to recommend improvements in records management practices and programs, under authority
of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations
governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive.
Such disclosure shall not be used to make determinations about individuals.

8. A record from this system of records may be disclosed, as a routine use, to the public after either publication
of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a
record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the
record was filed in an application which became abandoned or in which the proceedings were terminated
and which application is referenced by either a published application, an application open to public
inspection or an issued patent.

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Application No. Applicant(s)
12/337,144 VERMEULEN ET AL.
. oy [ i AlA (First Inventor to File)
Notice of Allowability Eé%r{;';irml_ f‘gtz;’"“ Status
No

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. [ This communication is responsive to 3/1/2016.

Oa declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. [J An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction
requirement and election have been incorporated into this action.

3. X The allowed claim(s) is/are 1-5,13,15-20,.22.24 and 34-40. As a result of the allowed claim(s), you may be eligible to benefit from the
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more
information, please see hitp://www.uspto.gov/patents/init_evenis/pph/index.jsp or send an inquiry to PPHfeedback@uspto.goy .

4. [J Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
Certified copies:

a)[J Al b)[JSome *c)[] None of the:
1. [ Certified copies of the priority documents have been received.
2. [0 Certified copies of the priority documents have been received in Application No.
3. [ Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).
* Certified copies not received:

Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. [J CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.

[0 including changes required by the attached Examiner's Amendment / Comment or in the Office action of
Paper No./Mail Date .

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6. [] DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1. [] Notice of References Cited (PTO-892) 5. [J Examiner's Amendment/Comment

2. X Information Disclosure Statements (PTO/SB/08), 6. [J Examiner's Statement of Reasons for Allowance
Paper No./Mail Date 3/1/2016; 4/7/2016: 4/7/2016

3. [0 Examiner's Comment Regarding Requirement for Deposit 7. [ Other .

of Biological Material
4. [ Interview Summary (PTO-413),
Paper No./Mail Date .

U.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date
20160331
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Application/Control Number: 12/337,144 Page 2
Art Unit: 1627

DETAILED ACTION
Continued Examination Under 37 CFR 1.114

1. A request for continued examination under 37 CFR 1.114, including the fee set
forth in 37 CFR 1.17(e), was filed in this application after allowance or after an Office
action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm'r Pat. 1935). Since
this application is eligible for continued examination under 37 CFR 1.114, and the fee
set forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has
been reopened pursuant to 37 CFR 1.114. Applicant's submission filed on 3/1/2016 has
been entered.

Receipt is acknowledged of applicant’s Amendment/Remarks filed 6/12/2015.
Claims 1, 2, 4, 16, 17, and 19 have been amended. Claims 6-12, 14, 21, 23, and 25-33
are cancelled. Claims 34-40 are newly added. Claims 1-5, 13, 15-20, 22, 24, and 34-

40 are pending and are currently under consideration.

Information Disclosure Statement
2. The information disclosure statements (IDS) filed on 3/1/2016, 4/7/2016, and
4/7/2016 are in compliance with the provisions of 37 CFR 1.97. Accordingly, the

information disclosure statements have been considered.

EXAMINER’S AMENDMENT

3. An examiner’s amendment to the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendment may be filed as provided

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 845



Application/Control Number: 12/337,144 Page 3
Art Unit: 1627

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be
submitted no later than the payment of the issue fee.

Authorization for this examiner’'s amendment was given in a telephone interview
with Hal Woodward on 7/31/2015.

The application has been amended as follows:

In claim 5, line 2, after “suspension”; delete “of”.

In claim 22, line 1, after "claim”; delete "4" and insert --19--.

In claim 24, line 1, after "claim”; delete "4" and insert --19--.

In claim 38, line 1, after “claim 1, 4, 16”; delete “and” and insert --or--.

Reasons for Allowance
4. The following is an examiner’s statement of reasons for allowance: Claims 1-5,
13, 15-20, 22, 24, and 34-40 are directed a dosing regimen for administering
paliperidone palmitate to a psychiatric patient or a renally impaired psychiatric treatment
in need of treatment for schizophrenia, schizoaffective disorder, schizophreniform
disorder or a psychotic disorder comprising administering a intramuscularly in the
deltoid a first loading dose of paliperidone palmitate formulated in a sustained release
formulation, administering intramuscularly in the deltoid a second loading dose of
paliperidone palmitate formulated in a sustained release formulation on the 6" to about
the 10" day of treatment, and administering intramuscularly in the deltoid or gluteal
muscle to the patient in need of treatment a first maintenance dose of paliperidone

palmitate formulated in a sustained release formulation a month (+ 7 days) after the

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 846



Application/Control Number: 12/337,144 Page 4
Art Unit: 1627

second loading dose. The claims are allowable over the closest cited prior art, Frangois
et al. (US 6,555,544 B2), because the cited prior art does not teach, disclose, nor
render obvious the instantly claimed dosing regimen. While Frangois et al. teach a
pharmaceutical composition for intramuscular injection comprising 9-hydroxy-
risperidone fatty acid ester (i.e. paliperidone palmitate) in submicron form for use in the
treatment of psychosis, schizophrenia, schizoaffective disorders, etc., Francois et al.
teach the composition is administered every three weeks or even at longer intervals
where possible (see abstract; column 8, lines 8-20). There is nothing in Francgois et al.
that teaches or suggests using two loading doses 6-10 days apart followed by a monthly
maintenance dose at the specific dosages as instantly claimed.

Any comments considered necessary by applicant must be submitted no later
than the payment of the issue fee and, to avoid processing delays, should preferably
accompany the issue fee. Such submissions should be clearly labeled “Comments on

Statement of Reasons for Allowance.”

Conclusion

Claims 1-5, 13, 15-20, 22, 24, and 34-40 are allowed.
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Sommiriniri

Determination of Patent Term Adjustment under 35 US.C. 154 (b)
{Applivations filed on on after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment {PTA) calcufation with the Notice of Allowance.

Section 1{h}2) of the AIA Technical Comrections Aot amended 35 LSS0, 14BN BHD to climingte the
vequirement that the Qffice provide a patent term adjustment determination with ;hc notics of allewance. See
Rovisions to Patent Term Adjustment, 78 Fed, Reg, 19418, 19417 (Apr. 1, 2013), Thetefore, the Office is no louger
providing an initial patent term adjustonent determination with fhe notice of allowance, The Office will continue to
provide a patent teom adjustment determivation with the Issoe Notification Lettr that is mailed to applicant
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on tk*c
patent, Any request for reconsideration of the paient term adinstment détermination (o e mst'i*f*v’wnt of patent fermn
sdjustment) should follow the pracess outiined In 37 CPR 1,708,

Any questions regarding the P.itcm Term Extension or Adjustment detcuh,aai‘ew should be divectad 1o the Office of
Patent Legal Administration st ($TIRT2-7702. Questions relating to 13sue amd publication fee payments should be
direcied in the Castomer Service (Tﬁmer of the Gihae of Pateat I%*ﬁi"'}{m gt F-(RBR5-TRE-010T or (571)-372-4300.
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OME Clearance and PRA Binden Siatemient for PTOL-85 Pani B

The Papenwork Reduction Aet (PRAY of 1905 requires Pedesal sgencies 1o obtln Office of Mansgernent sad
Budget approval bofork n,th\imﬂ MOY Pypes (\i mim niation fon fe public, When OMB whproves s ageny
seusst o0 coflect Jnfbomation from S publin, OMB () provides 2 valid OMS Control Munbsy atid expiration
date for the agency s display on e insdramont et @il be wsed 1o cofleet e infoomsition and G r@t;\ezs\ea the
ageney to fnform the mrblie showl e OME Control Number's legal stgnificance ity accordance witli & CPR
§ i.\,‘\e‘ iy th o

The tafostion collected by PTOL-SS Part B ds voyuieed by 37 CFR 1311 The infomstion §8 requived o obiain
fit v benndit by thie public which s ta b (and by the L M‘iﬂ ke proveds) ag spplicator, Confidentiality is
goversed by 35 USCL 122 sud 37 OFR L34, This collection @ bstimatest (o fake 12 miviates o m}mpiu
‘mindmd g\:ﬂmm@g‘ prepacng, aitd submiting the compleied application fartiy B the SPTOL Time will vary
(ia;m,mimsg upen the individegd ase. Any conunsnis en e amonnt of tie vou reguire 1o complele e Forny
andfor vuggestions fir veducing this burdon, Si'zt_mid he went {o e Qdel Inforadon Officsy, U8, FPatent and
Tradensuk Offics, U8, Deparbivemt of Commesce, PO, Box i,i u Alexsndela, Virginia M,BH 1488, DO NOT
SEND FERS O COMPLETED FORMS TX hlﬁ f&i‘aJR“‘és% SEND TO: Conmnissinaer fior Patents, F.O. Box
1450, Aersndria, Vieginis 223131450, Under the Paporwork T{Ld\st‘m\n Antod JOBS, m PTG arg tegired 1o
respond s s aolisction of il i

ation endess it displngs xovalid OMB coustal mimber.

Privacy Act Statement
The i’rsvmy Act of 1974 {BL. 83579 roquires that you be given cegain Infamation in couneetion with you
submisvion of e avached foom seldiod o patent applivaiion or patomt. Acwnimgm s 10 the
requireniens of the Act, plose be alvised that; (1) the eﬁemi authority for the sollentt ton of this mmm}atm}: i
R ) N e mmm& of the informsation soliched s volun ,-smd (3} the pring N purpose foy ¥ which
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related to pmem \!pphfmi(itl oF patent. I you do not Foraish the f&;ﬁ&s‘;i}-@ift!?l_f(ii’i}‘x(iii(\i” e ULER Patent and
Tradeosek Offfce may ot be able m process andior exsonng yhar subbuission, which may result i tvnsinition of

proseadings or abasdonment of de applie: g erpiration of die patest

Fhe information provided by you in thils fumm will bo subiect 1o the following routise as“m

1, “The formation o ﬁu\ Formm will be dreutad a,ue:fsciezmaiw go e extent allowsd neder the Procdom of
Information Act (3 TS 552) sad the Privasy Agt{8 U S.{‘ 352a), ?{wo*d from s ‘y\ e of reenndy

sy be discfossd to the Ik *gamn&ss of dustice to dotormine whither disclusars of these reconds is reguirad

by the Frocdom of Information At ‘

t\a wued fromd fis system of records may be diselosed, a¢ 8 foutine use, i the course of preseating evidence

to 3 oouxl, waplsinate, or sdministeigive ibusal, inchidiog diselossres 1o opposing cownsal fn the course of

il negodations.,
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auqumt fiyolving an individedl, o whion he resocd pertains, when e budbidual has 18 sqestind aukisticg
fromy the Member with respect to the aubieet smm« of the cocprd,
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corypdy with the requivensniy of the Peiviey At of BV, a¢ \smu ursuan to & ARG 35%atud.

3. A revord relaied & an Intenmational Amniwsmsm filed wndder she Patens Cooperation Treaty in {hris wysiem
seconds may {m\ dinclosed, a8 routine pse, to e Intonational Buresw of the Workd Isteliccreal 1‘: e s
Orgunization, purswnt 6 the Patest Cooperstion Treaty.
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aaed, 8y K ronting B o e Admbibtrae, Cenengd
Renviees, or hisvfber sdosignee, doviy ai :nsp ot seords condueiid by G8A as partof that sgenoyk
rm*ﬂ.ﬁsﬁuisty o rencsiiend Bnproveraads by fecueds snaagomenl pracices and progsans sifér antherlt
pf 44 UHG 2004 wad 306, “Sach disc osare shall be made 1o acenrdunes with the G8A regulatics
governing fuspection of rdeords for this prrpost, aml any other relevant (Le., GEA or Commpmme) ditective,
Suelr disclosurs shall ot bewged wnske detoaninstions shoed g ;

8. Aveeord from fhig systom oo records ey be disclosed e a mnting s
of the application pasusnt to 353 1LS.0. 123¢0) or iscuanes of & patent p .
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taspmtian, oF gy issued pakd, '

9. A record frous this sysienr of mcords muay be disclosed, as 8 romting nve, to 8 Foded, Siste, o locsd law
satforpement sganey: i ke USPTQ inxzmwx swenre of 8 Violution o or potenti vickation of Taw or fegelsion.
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Application No, T Applicantlst
1R 184 VERMEULENET AL e
Notice of Altowability B L el
o B N

w~ The MAILING DATE of is communicalion appears on the cover sheal with the cwrrespondence addiess—
e\i ohabins badng alfewtbie, PROSECUTION ON THE MERITS IR {OR REMAING) CLOSED in this application. I notinehidad
farawith {or previoualy mallad, & Notios of Allwance (FTOLBS) av other appropriats :‘mﬂmum,,w)ra withe maiig:ﬁ i dus course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT HIGHTS. }hw soplication i sublect o withorewed from fsue ot e ilalive
“of the Qifice oy upon puiliion by the opplicant, See 87 OFR LRI3 and MPEP 1308,
1.8 Tids mn‘tmuniwiian v responsive to L2018
U] A degarationsiaiidavitis) undsr 37 OFR 1.130(h) washwers filed of .

rintioh rscpifrsment dat ford dining the intenview o | the restiiction

2. {1 An alsction was mids by the spplloant i response ke rest
raguiremant and sleafion hava been Incompaerated inby 31§ o
3. B The aliowed saimis) infare 18,1 ; -40. Ay a reuult of the sliowed ola sm{s}
F’a{ant Prossontion Highvway ph qm{“ at 8 ;::art\cipatas & mt»nes{,iua\ prapenty o??sw far the &
formation, flease sde Rpddnriiicanustanhyingt g .I K8
4, [ Acknewledgment s mads of & dlalm for fo:eéqw priofty under 33 UG § 118 of (O

Cattitied coples:
1 & BiTsmme o] None H £
1, D1 Cortitisd seples of the priotly dovuments have bepn repelvd,
2. 17 Certitind coples of the prioly documents have besn recgived in Applioation e, :
3, {TCopies of e catlifled coniss of the priorky documenis have heen wonw@tx fyfhda g ian&i aiuge anplication from tha
intsrnationsd Bursay (PCT Rule 17.2(4)
atiffed nopiee fot feeelved: -
with the reguirereris

Agplicant has THREE MONTHS FROM THE "MALING DATE of this ¢ '. susication lofie & s&\-ﬁy mmp

noteﬂ bcﬁuw* § a:msg H mm{v mn«;:hy wsii resttin Am‘\é‘"‘ﬁ\m\::\” i applivadion,

8, |7 CORRECQTED LRAWiNbb {as mpim mmﬂi shagt a“;- must be submified
1 including changes fenuired by the stischad Examiners Am widment f Domment or in the Offioe atticn of

P"aper Mo all Daie c—
Klerditylng iniela suck s the application sumber {eve 37 CFRL L84l shonid be wiitien nr the doawings b the froal (hol the back) of
sach sheet. Replacantont shestls) should &0 fabeled a5 suck vihe fioatier astirding o ¥ OFR LAaNdL

& 71 DEPOSTT OF aratior INFOBMATION sbout the deposit of RIOLOGIDAL MATERIAL must be sutanitied, Nota the
atisched Exaroiner's sonwnsat wgaiding REQ UIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

mtaahmmt{s} _
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Application/Cantral Numbser: 12/307,144 Page 2
Art Unit 1627

DETAILED ACTION
Continued Examination Under 37 CFR 1.114

1. A request for continued examination under 37 CFR 1,114, including the fee set
forth in 37 CFR 1.17{e), was filed in this application after allowanos or after an Office
gotion under Ex Parle CQuayle, 25 USPQ 74, 453 O.G. 218 {Comm'r Pat. 1988). Since
this application is sligible for continued examination under 37 CFR 1,114, and the fee
set forth in.87 CFR 1.17{e) has been timely paid, prosacution in this application has
been recpened pursuant to 37 GFR 1.114. Applicart’s submission filed on 3/1/2016 has
been antared,

Recsipt is acknowledged of applicant’s AmendmentRemarks fled 6/12/2015.
Olaims 1, 2, 4, 18, 17, and 18 have besn amended. Claims 8-12, M‘} 21,23, and 2533
are cancelied. Slaims 34-40 are newly added. Claims 1-5, 13, 15-20, 22, 24, and \M

40 are pending and are currently under consideration,

information Disclosure Statement
2. The information disclosure statemernts (IDS) filed on 3/1/2018, 4/7/2016, and
4752018 ars In compliance with the provisions of 87 OFR 1.87. Accardingly, the

information disclosure statements have been considered,
EXAMINER'S AMENDMENT

3. An examiners amendment o the record appears betow, Should the changes

andior additions be unacceptable to applicant, an amendment may be filed as provided

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 889



Applioation/Control Number: 12/357,144 Page
Art Unip 1627

by 37 CFR 1.312. To ensure consideration of such an amerciment, it MUST be
submitted no later than the payment of the Jssus fes.

Authorization for this examiner's amendment was glveh in a telephone interview
with Hal Woodward on 7/31/20148.

The spplication has been amended as follows:

in claim 5, tine 2, after “suspension”; delefe “of.

iy olaim 22, line 1, afler “claim”; delete "4" and jnserd 18-
iy olaim 24, fine 1, afier “claim”; delete "4" and insert 19—

in claim 28, iine 1, after “claim 1, 4, 18", delete “and” and nsert ~or-,

Reasons for Allowance
4. The following is an examinerb staternent of reasons for allowence: Claims 1-5,
13, 16-20, 22, 24, and 34-40 are diretted a dosing regimen for administering
paliperidone palmilate o 8 psychiatric patient or a renglly impaired psychisiric treatment
in need of trsatment for schizophrenia, schizoaffective disorder, schizophreniform

disordey or a psychotic disorder comprising administering a intramuscutarly in the

deltold g first loading dose of paliperidone paimitate formutated in 8 sustained releass
g

5

formulation, administering intramuscularly in the deltold a second iﬁs ging dose of
palipsridons palmitale formidated in & sustalned release formulation on the &% 1o about
the 10" day of reatment, and adoinistering intramuscutarly in the del ftoid or glutsal
muscle to the patient In nesd of reatment a firsl maintenance dase of paliperidons

palmitate formulated in a sustained release formulation a month (7 days) aftey the

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 890



Application/Contral Numbsey; 124387, 144 Page 4
Art Uit 1627

spcand keading dose. Theolalms are sflowable over the closest oited prior art, Frangols
st al, (US 6,555,544 B2), because thie cited prios art does not teach, disclose, nor
render obvious the instantly claimed dosing regimen. While Frangois at gl leagh a
gharmaceutical composttion for intramuscular infection comprising 8-hydroxy-
risperidone fatty acid ester (L. paliperidone paimitate) in submicron form for use i the
treatment of peyehosis, schizophrenia, schizoaffective disorders, el Frangals el al.
feach the composition fs administered every three waeks o even at longer infervals
whers possitde {ses abetract; column B, lines 8-20). Thare is nothing in Frangols ot al.
that feaches of suggasts using two loading Jdoses §-10 days apart followed by a monthly
mairtenance dose at the speaific dosages as instanily claimad,

Any comments congldered necessary by spplicant must b submitted o later

than the payment of the issus fee and, 1o gvoid processing delays, should preferably
S pay ; ¥

5

accumpany the issus fes, Such subriissions should be clearly labeled "Commenis on

%

Statement of Reasons for Allowance.”

Conclusion

Clatms 1-8, 13, 15-20, 28, 24, and 34-40 are alowed,
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Applisation/Control Number: T2/337,144 Page &
Art Unit: 1827 '

&uﬁ&spmd&nm

information reqarding the status of an application may be obtained from the
Patent Application Information Retrieval {(PAIR) system. Btatus information for
published applications may be ohtained from either Private PAIR or Publio FAIR
Status information :f.s;‘ urpublished applications is avallaiie through Private PAIR only
Fér more information abaut the PAIR system, ses hitpipal-tirect. uspto.gov. Shoutd
you have questions on aocass to the Private PAIR system, contaot the B lactronts
Business Canter (EBG) a&f BE5-217-8187 {loli-res), § you s would ke assistance from a
LISPTO Customar Bervice Representitive of agccess o the automated information
system, call BOG-786-3189 {IN USA OR CANADA} or B71-272-1000.

Any inquiry coneerning this communication or earlier comsnunications from the
sxaminar should ba dirssted 1o Jody L. Kerol whose telephone number is {871)270-
S283. The examiner oan normally be reached on §:30 am ~ 5:00 pm More-Fri £8T,

i atternpts o reach the examiner by telephong are unsuccessiul, the exarminer's
supervisor, Sreant Padmanabhan can be reached on (871} 272-0829. The fax phona
number for the organization whers this application or procseding s ass g d is &1~

273-R30D.

fdody L. Karolf

Exariner, At Unit 1827

FEREEN PADMANABHAN/

Supsrvisory Patent Examiner, Art Unit 1627
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Electronic Acknowledgement Receipt

EFS ID: 26531082
Application Number: 12337144
International Application Number:
Confirmation Number: 3172

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name:

An Vermeulen

Customer Number:

27777

Filer:

Melissa B. Wenk/Dawn Wilson

Filer Authorized By:

Melissa B. Wenk

Attorney Docket Number: PRD2901USNP
Receipt Date: 03-AUG-2016
Filing Date: 17-DEC-2008
Time Stamp: 11:17:53

Application Type:

Utility under 35 USC 111{(a)

Payment information:

Submitted with Payment no
File Listing:
Document Document Description File Name File Slze(B)ftes)/ Multl- 'Pages
Number Message Digest | Part/.zip| (ifappl.)
1973178
1 Issue Fee Payment (PTO-85B) PRD290TUSNP_ISSUEFEE_AUG no 9
2016.pdf
2759ffec379611783c6e58732fcecdaae50c7|
946
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Information:

Total Files Size (in bytes): 1973178

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810}, a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNTTED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

PO. Box 1450

Alexandria, Virginia 22313-1450

WWW.Uspto.gov

| APPLICATION NUMBER | FILING OR 371(C) DATE | FIRST NAMED APPLICANT | ATTY. DOCKET NO./TITLE |
12/337,144 12/17/2008 An Vermeulen PRD2901USNP

CONFIRMATION NO. 3172

27777 37 CFR 1.438(f)

JOSEPH F. SHIRTZ ACKNOWLEDGEMENT LETTER

JOHNSON & JOHNSON

ONE JOHNSON & JOHNSON PLAZA IR AR

NEW BRUNSWICK, NJ 08933-7003 0000008

Date Mailed: 08/10/2016

IMPROPER SUBMISSION OF REQUEST UNDER 37 CFR 1.48(f)

The request under 37 CFR 1.48(f) (request to change inventorship) submitted on 07/25/2016 in the
above-identified application is not accepted because:

» The request to correct inventorship under 37 CFR 1.48(f) is deficient because the fee set forth in 37 CFR
1.17(i) has not been submitted.

Questions about the contents of this notice and the
requirements it sets forth should be directed to the Office
of Data Management, Application Assistance Unit, at
(571) 272-4000 or (571) 272-4200 or 1-888-786-0101.

/mmasfaw/
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNTTED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

PO. Box 1450

Alexandria, Virginia 22313-1450

WWW.Uspto.gov

| APPLICATION NUMBER | FILING OR 371(C) DATE | FIRST NAMED APPLICANT | ATTY. DOCKET NO./TITLE |
12/337,144 12/17/2008 An Vermeulen PRD2901USNP

CONFIRMATION NO. 3172

27777 37 CFR 1.48 ACKNOWLEDGEMENT

JOSEPH F. SHIRTZ LETTER

JOHNSON & JOHNSON

ONE JOHNSON & JOHNSON PLAZA IR AR A

NEW BRUNSWICK, NJ 08933-7003 000000083959332

Date Mailed: 08/10/2016

IMPROPER SUBMISSION OF REQUEST UNDER 37 CFR 1.48(a)

The request under 37 CFR 1.48(a) (request to change inventorship) submitted on 07/25/2016 in the
above-identified application is not accepted because:

« The request to correct inventorship under 37 CFR 1.48(a) is deficient because the fee set forth in 37 CFR
1.17(i) has not been submitted.

» The request to correct inventorship under 37 CFR 1.48(a), which was filed after the first Office action on the
merits, is deficient because it was not accompanied by the fee set forth in 37 CFR 1.17(d) or a statement that

the request to correct or change inventorship was due solely to the cancelation of claims in the application.
See 37 CFR 1.48(c).

Questions about the contents of this notice and the
requirements it sets forth should be directed to the Office
of Data Management, Application Assistance Unit, at
(571) 272-4000 or (571) 272-4200 or 1-888-786-0101.

/mmasfaw/

page 1 of 1
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Electronic Patent Application Fee Transmittal

Application Number: 12337144

Filing Date: 17-Dec-2008

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name: An Vermeulen
Filer: Melissa B. Wenk/Dawn Wilson
Attorney Docket Number: PRD2901USNP

Filed as Large Entity

Filing Fees for Utility under 35 USC 111(a)

Description Fee Code

Quantity

Amount

Sub-Total in
UsD($)

Basic Filing:

Pages:

Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Description Fee Code Quantity Amount Sullaj-s'l';(tsa)l in
Miscellaneous:
Correction of Inventorship on Merits 1819 1 600 600
Total in USD ($) 600
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Electronic Acknowledgement Receipt

EFS ID: 26601072
Application Number: 12337144
International Application Number:
Confirmation Number: 3172

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name:

An Vermeulen

Customer Number:

27777

Filer:

Melissa B. Wenk/Dawn Wilson

Filer Authorized By:

Melissa B. Wenk

Attorney Docket Number: PRD2901USNP
Receipt Date: 10-AUG-2016
Filing Date: 17-DEC-2008
Time Stamp: 13:23:12

Application Type:

Utility under 35 USC 111{(a)

Payment information:

Submitted with Payment

yes

Payment Type Deposit Account
Payment was successfully received in RAM $600

RAM confirmation Number 10137

Deposit Account 100750

Authorized User

WENK, MELISSA

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

(IPR2020-00440) Ex. 1019 Part 3, p. 900
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Charge any Additional Fees required under 37 CFR 1.21 (Miscellaneous fees and charges)

File Listing:
Document .. . File Size(Bytes)/ Multi Pages
Number Document Description File Name Message Digest | Part/.zip| (ifappl.)
30976
1 Fee Worksheet (SB06) fee-info.pdf no 2
cfc9465abacded9bb8c7051178f5166f6bc6

8b79

Warnings:

Information:

Total Files Size (in bytes): 30976

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810}, a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Electronic Patent Application Fee Transmittal

Application Number: 12337144

Filing Date: 17-Dec-2008

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name: An Vermeulen
Filer: Melissa B. Wenk/Dawn Wilson
Attorney Docket Number: PRD2901USNP

Filed as Large Entity

Filing Fees for Utility under 35 USC 111(a)

Description Fee Code

Quantity

Amount

Sub-Total in
UsD($)

Basic Filing:

Pages:

Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 902




Description Fee Code Quantity Amount Sullaj-s'l';(tsa)l in
Miscellaneous:
Correction of Inventorship on Merits 1819 1 600 600
Total in USD ($) 600
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Electronic Acknowledgement Receipt

EFS ID: 26711104
Application Number: 12337144
International Application Number:
Confirmation Number: 3172

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name:

An Vermeulen

Customer Number:

27777

Filer:

Melissa B. Wenk/Dawn Wilson

Filer Authorized By:

Melissa B. Wenk

Attorney Docket Number: PRD2901USNP
Receipt Date: 22-AUG-2016
Filing Date: 17-DEC-2008
Time Stamp: 16:29:23

Application Type:

Utility under 35 USC 111{(a)

Payment information:

Submitted with Payment

yes

Payment Type Deposit Account
Payment was successfully received in RAM $600

RAM confirmation Number 3241

Deposit Account 100750

Authorized User

WENK, MELISSA

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

(IPR2020-00440) Ex. 1019 Part 3, p. 904

2




Charge any Additional Fees required under 37 CFR 1.21 (Miscellaneous fees and charges)

File Listing:
Document .. . File Size(Bytes)/ Multi Pages
Number Document Description File Name Message Digest | Part/.zip| (ifappl.)
30976
1 Fee Worksheet (SB06) fee-info.pdf no 2
9cd9calf2eeebcba2d84fc73a516f2bd6733]

325e

Warnings:

Information:

Total Files Size (in bytes): 30976

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810}, a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Electronic Patent Application Fee Transmittal

Application Number: 12337144

Filing Date: 17-Dec-2008

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name: An Vermeulen
Filer: Melissa B. Wenk/Dawn Wilson
Attorney Docket Number: PRD2901USNP

Filed as Large Entity

Filing Fees for Utility under 35 USC 111(a)

Description Fee Code

Quantity

Amount

Sub-Total in
UsD($)

Basic Filing:

Pages:

Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Description Fee Code Quantity Amount Sullaj-s'l';(tsa)l in
Miscellaneous:
Correction of Inventorship on Merits 1819 1 600 600
Total in USD ($) 600
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Electronic Acknowledgement Receipt

EFS ID: 26711001
Application Number: 12337144
International Application Number:
Confirmation Number: 3172

Title of Invention:

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

First Named Inventor/Applicant Name:

An Vermeulen

Customer Number:

27777

Filer:

Melissa B. Wenk/Dawn Wilson

Filer Authorized By:

Melissa B. Wenk

Attorney Docket Number: PRD2901USNP
Receipt Date: 22-AUG-2016
Filing Date: 17-DEC-2008
Time Stamp: 16:26:00

Application Type:

Utility under 35 USC 111{(a)

Payment information:

Submitted with Payment no
File Listing:
Document .. . File Size(Bytes)/ Multi Pages
Number Document Description File Name Message Digest | Part/.zip| (ifappl.)
30977
1 Fee Worksheet (SB06) fee-info.pdf no 2
c00f68b5b3aB445468d5aad 76ffca5c35138f

244
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Information:

Total Files Size (in bytes): 30977

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810}, a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWW.uspto.gov

| APPLICATION NO. ISSUE DATE PATENT NO. ATTORNEY DOCKET NO. CONFIRMATION NO.
12/337,144 09/13/2016 9439906 PRD2901USNP 3172
27777 7590 08/24/2016
JOSEPH F. SHIRTZ
JOHNSON & JOHNSON

ONE JOHNSON & JOHNSON PLAZA
NEW BRUNSWICK, NJ 08933-7003

ISSUE NOTIFICATION

The projected patent number and issue date are specified above.

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(application filed on or after May 29, 2000)

The Patent Term Adjustment is 770 day(s). Any patent to issue from the above-identified application will
include an indication of the adjustment on the front page.

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that
determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information
Retrieval (PAIR) WEB site (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the
Office of Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee
payments should be directed to the Application Assistance Unit (AAU) of the Office of Data Management
(ODM) at (571)-272-4200.

APPLICANT(s) (Please see PAIR WEB site http://pair.uspto.gov for additional applicants):

An Vermeulen, Beerse, BELGIUM;
Alfons Wouters, Beerse, BELGIUM;

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location
for business investment, innovation, and commercialization of new technologies. The USA offers tremendous
resources and advantages for those who invest and manufacture goods here. Through SelectUSA, our nation
works to encourage and facilitate business investment. To learn more about why the USA is the best country in
the world to develop technology, manufacture products, and grow your business, visit SelectUSA.gov.
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Docket No. PRD2901USNP

CERTIFICATE OF EFS TRANSMISSION

I hereby certify that this paper (along with any paper referred to as being attached or enclosed) is being transmitted to the United States Patent
and Trademark Office on the date shown below via the “Electronic Filing System” in accordance with 37 C.F.R. § 1.6(a)(4).

Dawn H. Wilson /Dawn H. Wilson/ January 13,2017

Type or print name Signature Date

IN THE UNITED STATES PATENT AND TRADEMARK

Patentee . Janssen Pharmaceutica NV Confirmation No.: 3172
Patent No. o 9,439,906 Serial No.: 12/337,144
Filed . December 17, 2008
Title . DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS
Art Unit o 1627
Examiner . KAROL, JODY LYNN

Mail Stop Patent Ext.
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

REQUEST FOR RECONSIDERATION OF
PATENT TERM ADJUSTMENT UNDER 37 CFR §1.705(b)

Dear Commissioner:

This is an application for Patent Term Adjustment and a request for
reconsideration of patent term indicated on the patent issued on September 13, 2016.
This request is being submitted within four months of the issuance of US Patent
9,439,906 and complies with the relevant deadline specified in 37 CFR §1.705(b) as it is
accompanied by payment of a fee for a two month extension of time. Thus, Patentee
contends this request is timely.

Patentee respectfully requests that an additional 53 days of Patent Term
Adjustment be added to the 770 days of additional patent term for Patent Office delay
already calculated by the Patent Office, resulting in a total Patent Term Adjustment of at
least 823 days.

1
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1. Statement of Facts

USPTO Delays
Patentee agrees with the Patent Office that the USPTO delays total 1361 days.

Applicant Delays

The USPTO alleges that there were 591 days of Applicant delay. Patentee respectfully
submits that Applicant delay should be 538 days (which is 53 days less than the USPTO
calculation) for the reasons set forth below.

A corrected Application Data Sheet (ADS) was submitted on June 28, 2016 in an effort
to correct inventorship of the above-identified patent. This was treated as 1.704(c)(10) reduction
since the Notice of Allowance had already been mailed on May 5, 2016. The issue date
(September 13, 2016) was treated as the responsive USPTO notice thus resulting in a 78 day
reduction in Patent Term Adjustment. We believe that this is an error for the reasons set forth
below.

The USPTO did in fact respond to the submission of the correct ADS on July 5, 2016 by
mailing an Improper Submission of Request Under CFR 1.48(a). Thus the 1.704(¢c)(10)
reduction should have been stopped at 8 days. The period from July 6, 2016 through September
13, 2016 should not have been deducted from the Patent Term Adjustment calculation for the
June 28, 2016 filing.

Patentee submitted a second corrected ADS on July 25, 2016 in a second attempt to
correct inventorship of the above-identified patent. The USPTO responded on August 10, 2016
by mailing an Improper Submission of Request Under CFR 1.48(a) thus generating an additional
1.704(c)(10) reduction of 17 days.

Thus, Patentee believes that the correct amount of 1.704(c)(10) reduction is 25 days
which represents 8 days+17 days.

Because the USPTO Patent Term Adjustment calculation includes a 1.704(c)(10)
reduction of 78 days rather than 25 days, Patentee believes that 53 days are should be deducted
from the Applicant delay making it 538 days. In this case, the Patent Term Adjustment should
be 823 days instead of the currently awarded 770 days.

2
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Patentee also attempted to pay fees associated with the failed attempt to correct

inventorship on August 10, 2016 and August 22, 2016. If payment of fees counts as a paper

submission for the purposes of 1.704(c)(10), then an additional delay should be added from

August 10, 2016 (the date of the first fee payment) until September 13, 2016 (the issue date of
the patent) which is 34 days after accounting for a one day overlap on August 10, 2016 with the
prior reduction described above.

In this alternative case, Patentee believes that the correct amount of 1.704(c)(10)
reduction is 59 days which represents 8 days+17 days+34 days.

Because the USPTO Patent Term Adjustment calculation includes a 1.704(c)(10)
reduction of 78 days rather than 59 days, Patentee believes that 19 days should be deducted from
the Applicant delay making it 572 days. In this alternative case, the Patent Term Adjustment
should be 789 days instead of the currently awarded 770 days.

2. Other Circumstances

As required under 37 CFR §1.705(b)(ii1) and (iv)(B), Patentee confirms that, (1) this
application is not subject to a Terminal Disclaimer; and (2) except for the Patentee’s delay
periods set forth above, if any, there were no other circumstances constituting a failure to engage

in reasonable efforts to conclude processing or examination of such application as set forth in 37

CFR §1.704.

3. Payvment of Fees

The fee set forth in 37 CFR §1.18(e) required by 37 CFR §1.705(b)(1) is being paid
electronically herewith via EFS-Web. A two month extension fee as required under 37 CFR
§1.17(A)(2) is being paid electronically herewith via EFS-Web. The Commissioner is hereby
authorized to change any additional fees required by this paper or credit any overpayment to

deposit account 10-0750.
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4. Conclusion

In light of the foregoing, the Patentee respectfully requests that an additional 53 days of
Patent Term Adjustment be added to the Patent Office's Patent Term Adjustment determination,
resulting in a total Patent Term Adjustment of 823 days.

However, if the fee payments described above are considered paper submissions, then the
Patentee respectfully requests that an additional 19 days of Patent Term Adjustment be added to
the Patent Office's Patent Term Adjustment determination, resulting in a total Patent Term

Adjustment of 789 days.

Respectfully submitted,

/Melissa Wenk Reg. No. 53.759/

Melissa Wenk
Attorney for Patentee
Johnson & Johnson
One Johnson & Johnson Plaza
New Brunswick, NJ 08933-7003
(732) 524-5352
Dated: January 13, 2017
4
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Docket No. PRD2901USNP

CERTIFICATE OF EFS TRANSMISSION

I hereby certify that this paper (along with any paper referred to as being attached or enclosed) is being transmitted to the United States Patent
and Trademark Office on the date shown below via the “Electronic Filing System” in accordance with 37 C.F.R. § 1.6(a)(4).

Dawn H. Wilson /Dawn H. Wilson/ January 13,2017

Type or print name Signature Date

IN THE UNITED STATES PATENT AND TRADEMARK

Patentee . Janssen Pharmaceutica NV Confirmation No.: 3172
Patent No. o 9,439,906 Serial No.: 12/337,144
Filed . December 17, 2008
Title . DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS
Art Unit o 1627
Examiner . KAROL, JODY LYNN

Mail Stop Patent Ext.
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

REQUEST FOR RECONSIDERATION OF
PATENT TERM ADJUSTMENT UNDER 37 CFR §1.705(b)

Dear Commissioner:

This is an application for Patent Term Adjustment and a request for
reconsideration of patent term indicated on the patent issued on September 13, 2016.
This request is being submitted within four months of the issuance of US Patent
9,439,906 and complies with the relevant deadline specified in 37 CFR §1.705(b) as it is
accompanied by payment of a fee for a two month extension of time. Thus, Patentee
contends this request is timely.

Patentee respectfully requests that an additional 53 days of Patent Term
Adjustment be added to the 770 days of additional patent term for Patent Office delay
already calculated by the Patent Office, resulting in a total Patent Term Adjustment of at
least 823 days.
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1. Statement of Facts

USPTO Delays
Patentee agrees with the Patent Office that the USPTO delays total 1361 days.

Applicant Delays

The USPTO alleges that there were 591 days of Applicant delay. Patentee respectfully
submits that Applicant delay should be 538 days (which is 53 days less than the USPTO
calculation) for the reasons set forth below.

A corrected Application Data Sheet (ADS) was submitted on June 28, 2016 in an effort
to correct inventorship of the above-identified patent. This was treated as 1.704(c)(10) reduction
since the Notice of Allowance had already been mailed on May 5, 2016. The issue date
(September 13, 2016) was treated as the responsive USPTO notice thus resulting in a 78 day
reduction in Patent Term Adjustment. We believe that this is an error for the reasons set forth
below.

The USPTO did in fact respond to the submission of the correct ADS on July 5, 2016 by
mailing an Improper Submission of Request Under CFR 1.48(a). Thus the 1.704(¢c)(10)
reduction should have been stopped at 8 days. The period from July 6, 2016 through September
13, 2016 should not have been deducted from the Patent Term Adjustment calculation for the
June 28, 2016 filing.

Patentee submitted a second corrected ADS on July 25, 2016 in a second attempt to
correct inventorship of the above-identified patent. The USPTO responded on August 10, 2016
by mailing an Improper Submission of Request Under CFR 1.48(a) thus generating an additional
1.704(c)(10) reduction of 17 days.

Thus, Patentee believes that the correct amount of 1.704(c)(10) reduction is 25 days
which represents 8 days+17 days.

Because the USPTO Patent Term Adjustment calculation includes a 1.704(c)(10)
reduction of 78 days rather than 25 days, Patentee believes that 53 days are should be deducted
from the Applicant delay making it 538 days. In this case, the Patent Term Adjustment should
be 823 days instead of the currently awarded 770 days.
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Patentee also attempted to pay fees associated with the failed attempt to correct

inventorship on August 10, 2016 and August 22, 2016. If payment of fees counts as a paper

submission for the purposes of 1.704(c)(10), then an additional delay should be added from

August 10, 2016 (the date of the first fee payment) until September 13, 2016 (the issue date of
the patent) which is 34 days after accounting for a one day overlap on August 10, 2016 with the
prior reduction described above.

In this alternative case, Patentee believes that the correct amount of 1.704(c)(10)
reduction is 59 days which represents 8 days+17 days+34 days.

Because the USPTO Patent Term Adjustment calculation includes a 1.704(c)(10)
reduction of 78 days rather than 59 days, Patentee believes that 19 days should be deducted from
the Applicant delay making it 572 days. In this alternative case, the Patent Term Adjustment
should be 789 days instead of the currently awarded 770 days.

2. Other Circumstances

As required under 37 CFR §1.705(b)(ii1) and (iv)(B), Patentee confirms that, (1) this
application is not subject to a Terminal Disclaimer; and (2) except for the Patentee’s delay
periods set forth above, if any, there were no other circumstances constituting a failure to engage

in reasonable efforts to conclude processing or examination of such application as set forth in 37

CFR §1.704.

3. Payvment of Fees

The fee set forth in 37 CFR §1.18(e) required by 37 CFR §1.705(b)(1) is being paid
electronically herewith via EFS-Web. A two month extension fee as required under 37 CFR
§1.17(A)(2) is being paid electronically herewith via EFS-Web. The Commissioner is hereby
authorized to change any additional fees required by this paper or credit any overpayment to

deposit account 10-0750.
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4. Conclusion

In light of the foregoing, the Patentee respectfully requests that an additional 53 days of
Patent Term Adjustment be added to the Patent Office's Patent Term Adjustment determination,
resulting in a total Patent Term Adjustment of 823 days.

However, if the fee payments described above are considered paper submissions, then the
Patentee respectfully requests that an additional 19 days of Patent Term Adjustment be added to
the Patent Office's Patent Term Adjustment determination, resulting in a total Patent Term

Adjustment of 789 days.

Respectfully submitted,

/Melissa Wenk Reg. No. 53.759/

Melissa Wenk
Attorney for Patentee
Johnson & Johnson
One Johnson & Johnson Plaza
New Brunswick, NJ 08933-7003
(732) 524-5352
Dated: January 13, 2017
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Docket No. PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants : Vermeulen et al. Patent No. 9,439,906
Issue Date: 09-13-2016
Appln No. 1 12/337,144
Confirmation No.: 3172
Filed : December 17, 2008
Title . DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

Mail Stop Petition
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

REQUEST PURSUANT TO RULE 37 CFR 1.324 FOR CORRECTION OF
INVENTORSHIP

Dear Sir:

Applicants hereby requests under 37 C.F.R. § 1.324 a correction of the inventorship of

the above application adding the following inventors: Srihari Gopal, a citizen of the United

States of America, Vivek Kusumakar who is deceased, Peter H. Lewyn-Briscoe a citizen of

the United States of America and Mahesh Samtani, a citizen of the United States of America.

Statements from Srihari Gopal, Peter H. Lewyn-Briscoe and Mahesh Samtani are
submitted herewith. The undersigned attorney asserts that inventor Vivek Kusumakar is
deceased thus no Statement is being submitted for this added inventor.

Statements from the currently named inventors, An Vermeulen and Alfons Wouters, are
submitted herewith.

The undersigned attorney states that the Inventorship errors occurred without deceptive

intent.
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Please charge the fee set forth in 37 CFR §1.17(1), $140.00, to Deposit Account No.: 10-
0750/PRD2901USNP/MW.

Please charge any additional fees required by this paper or credit any overpayment in the

manner authorized above.

/Melissa Wenk Reg. No. 53,759/
Melissa Wenk, Ph.D.

Reg. No.: 53,759

Registered Attorney for Patentee

JOHNSON & JOHNSON
One Johnson & Johnson Plaza
New Brunswick, NJ 08933
Tel. No.: (732) 524-5352
Date: March 15, 2015
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Docket No., PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants : Vermeulen et al. Patent No.: 9,439,906

ApplnNo.  : 12/337,144 Issue Date:  September 13,2016

Filed : December 17, 2008 Confirmation No.: 3172

Title : DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

Mail Stop Petition
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

STATEMENT BY NAMED INVENTOR TO CORRECT
INVENTORSHIP IN PATENT (37 CFR 1.324)

Dear Sir:

I, the undersigned, agree with the change of inventorship to add Srihari Gopal, Vivek
Kusumakar, Peter H. Lewyn-Brisco and Mahesh Samtani as inventors to US Patent No.

9,439,906. 1do hereby declare that the inventorship error occurred without any deceptive intent.

Date:_ ] oue.on. 92 201 ¥ W
J [

/ An Vermeulen
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Docket No, PRI 2Z0011ISNP

INTHE UNPTED STATES PATENT AND TRADEMARE QFFICE

Appdivants ¢ Vermeolen stal PatentNoo 5430908

Appiin No, CI2/337,144 fssue Dater Septembey 13, 2018

"
&

Filed s Pecenther 17, 2008 Confirration Noa 3172

Title v DOSING REGIMEN ASSOCIATED WITH LONG ACTING INIECTABLE
PALIPERIDONE ESTERS

Kail Stop Petition
Commissioner for Pateniy
P, Box 1458

Alexandria, VA 223131488

STATEMENT BY PERSON BEING ADDED BY AMENDMENT TO CORRECT
INVENTORSHIP IN PATENT (37 CFR 1.324)

Dear Sin

{, the undersigned, sgree that | should be s pamed inventor ot US Patent Mo, 9,439,908
along with An Vermeulen, Alfoas Woutsas, Sritart Gopal, Vivel Kuswnaker and Peter HL
Lewyn-Brissoe. I do hereby declare that the inventorship sivor ovctirred without any deceptive

iitent.

MEDantasi

Date: 11172816
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Docket No. PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants : Vermeulen et al. Patent No.. 9,439,906

Appln No. :12/337,144 Issue Date: ~ September 13, 2016

Filed : December 17, 2008 Confirmation No.: 3172

Title . DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

Mail Stop Petition
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

WRITTEN CONSENT FROM ASSIGNEE TO CORRECT
INVENTORSHIP IN PATENT UNDER 37 CFR 1.324

Dear Sir:

Janssen Pharmaceutica NV is the assignee of the entire right, title and interest in the
above referenced patent application by virtue of assignments recorded at the U.S. Patent and
Trademark Office on Reel/Frame 024932/0365 on September 2, 2010 and on Reel/Frame
038996/0158 on June 23, 2016. On behalf of the assignee, and in accordance with 37 CFR
1.324, the undersigned hereby consents to the change in Inventorship by adding Srihari Gopal, a
citizen of the United States of America, Vivek Kusumakar, who is deceased, Peter H. Lewyn-
Briscoe, a citizen of the United States of America, and Mahesh Samtani, a citizen of the United
States of America, as joint inventors along with the originally named inventors An Vermeulen

and Alfons Wouters.

/Melissa Wenk Reg. No. 53,759/
Melissa Wenk, Ph.D.

Reg. No.: 53,759

Registered Attorney for Patentee

JOHNSON & JOHNSON
One Johnson & Johnson Plaza
New Brunswick, NJ 08933
Tel. No.: (732) 524-5352
Date: March 15, 2017
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118, Patent and Trademartk Offfce; .8, DEPARTMENT OF COMMERDE

Under the Pagerwark Beduction St of 1888, no persons ars tequired 10 respond to 3 sofisclion of nfomation unfess 2 displavs & valid OWEB o

STATEMENT UNDER 37 CFR 3.73(¢)
Agplicant/Patant Owner: JANSSEN PHARMACEUTICA NV -
124337, 144/9,432,208 | eisdfssue Date: 12-17-2008/09-13-2018

by

Application No/Fatent No.:
SQS?N{;‘: REGIMEN ASSOUIATED WITH LONG ACTING INJECTABLE PALIPERIDONE BSTERS

Tiled:
JANISEN PHARMACEUTICA NV a CORF‘QR!\T?QN
ame of Assignes) {Type of Asslgnes, 8.q., sorpaation, partnarship, universily, govenuynent sgenay, sic)

states that, for the patent application/ p:ii( i iderdifiad above, i s {chaose gne of options 1, 2, 3 or 4 helow):

& C An assignes of ioss than the entire right, itle, and interest {sheck applicalide box):

\ -’c\ Agidifional ut:etmm: tf:s} hy e owners
% of the ownership Inferset,

LJ The extent by peroantage] of its cwnerehip interest i
halsing the ba im‘ﬁ\ of the inferes tg‘ugg‘t‘gggm,»ggﬁ(a ‘10

D There are unspeaifiad pe*caﬁtagf-‘s of ownership. The other partiss, including invenfors, who togethey own the entfre
sight, title and interest are

Asidificnd Statermeni{s} by the ownar{s} holding the balancs of the infsrest mugl be subiitisd to acocunt for e entia
sight, dtie, and interesl.

=

m The sesignee of an undivided inferest iy the entirsly (& complete as s&gnrmm from ong of the joint Inventors was mads)
m& other parties, nnluding Inventors, who togethsr own the sntive right, e, snd interast are:

Additional Statement{s) by the o avocurd for the entire

right, tihe, and interest,

4. L. The racipient, via 8 count aracef‘amg or the liks {eg, bardwupley, prebate), of an undivided intevest In the entirely {1

oompiste transfar of ownsrship interest was made). The certifind csm:uweui(s} showing the transloer is attachad,

The Interest dentifled in aption 1, 2 or 3 abiove (et aption 4) is evidenced by alther {choose one of oplions A or B below):

A, : An asvigranent front the inventor(s) of the patent application/patent iderdified above. The sssignment was recorded in
the United Stales Ralent and Tradematk Oifice sl Bet CFrame o forwhish & copy

thareof ia allachad.

{8}, of the patent application/eatent identiind abave, 16 the current assignee as follows

4

8, [f ] A chain of tithe from the invardor

1. Frame A Yermeulen & Alfons Wouters To: JRarssen Pharmacsution NV

The »‘ifas:un ont was recorded in the United Stater Patent and Trademark Cfffes at

88
rame D968 . o for which a copy thesw rnal lg atiached

@ Fromy: Stihad Gopal, Peler H, memﬁiﬁsme & Mahesh Semdard po. Janswn F—‘mrmmem;ca NY

The dogumernt waa recorded in the Unfted Stales Patent and Trademark Offies at

7 5 g ;
Raat fagse , Frame > 0158 s Ol whinh a Copy thered! i aliached.

{Page 1 of 2]
recuaivedt fo sinain of retain & bonsflt by the publie which i e fis {and by the HEPTO o
854, 1,31 and 1,14, Tiils collection o ostimatnd o take 12 mirdes io compdste, nchuding
gattwing, prepading, and subwaiiling the cumplested applisation fom~ fox tha UG Tine vill vary depending dpon the individual case, Sy conmmants on the amount
of e you facpite 1o complie this form andior suggestivng for raducing this burdun, shoukd ba sond 1o the (,h:oi Inforenatinng Oittesr, L Vradamnh
Qiffes, LS, Depadment of Dommecs, PO Box 1450, Alavandiz, VA 2231531430 DO MOT JEND FERS IR SOMPLETED F U:NN b EHF\ ADURESR, SEND
TG Corsmiasioner for Faatams, P.Q. Box 1450, Alexandris, YA 233334»}511

afeatinn of information fe reguiread by 37 OFR 3.7585, The informatin
rifdenttalty s goversiod by 88 USLC. 1688 and

i vone rewd gevistinice i pompleting the form, coll 1-808-PTO-818Q and select oprion 2,
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STATEMENT UNDER 37 CFR 3.73(¢}

3, From: . Ton
The dosumant was recorded in the United States Palent dnd Traglemark Office &
Heel . Frame . of for which a copy theraof is attachad,
4. Frone . - Tor
The documeant was recarded in the Uniled Siates Palant and Trademark Ofice at
Heet . Frame . oF for which a copy thereot is altachad,
B, Fromy: i LT
The dopument was racorded in the United States Patent and Trademark Oftlne &t
Rael . Frams . 2 for which a copy theres! is attachad
B, Fram: ' To:
The document was resorded in the Unltad Stalss Patent and Trademark Office &
Rasd . Frams e 0 for which 2 copy thereof is altachad,
] Adciionsi deouments in the chain of title are isted on a supplomental sheat(s).
: Ag reguired by 37 OFR L7301, the d()s:mremary avidenoe of the chain of title from the origingl owner o the

askignes was, o conourrently is balng, submitted lor renordation pursuant 3o 37 CFR 317,

,

3

INOTE: A separate vopy (8., & Bue oupy of e origine! asdgnment decumant{s}) muist be subimitied 1o Asslgranent
B

Divielor in ascordance with 37 GFR Part 3, to record the assigrement in the resords of the USPTOL See MPEP 302,

The undersigned (whosa e fe suppiind below) fe suthorived 1o act an bahalf of the assignee.

o8]

{Medisss Wenk Reg, Wo, 53,759/ : March 15, 2017
Signabus Dale

oy
Loy

Melissa Wenk 53,756

o

Printed or Typed Name Title or Reglaration Number
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Privacy Act Statement

The Privacy Act of 1974 {P.L. 23-579) renqu s;r- s thad yous ke given corlain information in connection with your
subrnission of the attached form related {o 2 patent agplication or patent. Axcardingly, pursuant o the
requiraments of the Acl, plesss be advised th ” {1 (1) the general authority for the ooliaction of this Informatisn 8 35

3t

LL.S.C, 2{(bHR); {2) furnishing of the information sussci*eti is voluntary; and {3} the principal purposs for which the

information is usad by the U8, Patent and Trademark Office is to process and/or sxaming your submission 'Matsd

i & patent application or patent, # you do not fum iss the requested informatizn, the U8, Patent and Tradema

Offios may not ba able 1o process andfor sxaming your subrmisslon, which may result in lermination of pwwmm,.
of

N
or akardonment of tha application or expiration of the patent.

24

The information provided hy you in this form will be sulject to the following rouline uses:

1. The information an this form will be realad confidentially 1o the sxiend sllowsd under the Fresdom of
Information Act {8 U 8.0, 858} and the Privacy Act (8 ULS.C 55828). Records from this system of regords
may be dis losed to the Depariment of Justice 1o delmine whether discicaure of thaga repords s
raquired by the Meuﬁom of informalion Aot

2. A recced from this system of records may be disclosed, as a routine u

gvidence to a oowd, magistrate, or administrative tibunal, including di

DOUFSS 0‘ selifornent negoliations.

A racord in this sysiem of racords may be disclossd, as = routine use, o a Member of Qongress

stbrmiiling a request involving an individual, 1o whom the record pariaing, when the individual has

raquasied assistance from the Mamber with respast to the s:ub;ew vabter of the reead,

4, saoord in this system of records may be disclosad, a5 a routing use, 1o a candractor of the Agancy
having nead for the information in crdar to perform a contracl. Reciplents of information shall be requ‘*&@
o comyply with the requiremants of the Privacy Act of 1974, as amended. pursuant o § US.C. 852a{n},

se, in e cuurse of presenting
solastres o opposing counsel in the

w

& Arsvord related to an infernational Application filed undar the Patent Cooperalion Traaty in this syatem of
records may be dissiosed, a3 a reutine use, i» ihe Inlamational Bureau of the World intelfectual Property
Cirgardzation, pursuant o the Patent (,C-Gpi:‘z alicn Treaty,

A rgcord in this system of necords may be disclosed, as & routing use, ko ancther federal agenoy for
purposes of Natlona! Secwrlty review (35 U.B.C, 181} and for review pursuant o the Alorde Ensrgy At
(48 U.S.G. 218,

7. Aracord from this systam of recards iy ke dizclosad, as arouline use, 1o the Administraler, Genersld
Servicss, or hisfher designes, during an ingpection o recurds conuctad by G8A an part of that aganey's
reagzanasbsisiy 53] rauammend improvements in recands management practices and programs, under
authority of 44 U.8.0. 2804 and 2908, Such disciosure shall be made in ascordanne with tha QSA
rmguladions gwern&ng nspection of records for this purpose, and any other redevant (e, GSA or
Cornranree) divestive, Such disdlosure shall not be used in make delerminations about individuals.,

& Avecond from this gystem of records may be disclused, a8 a routing use, o the public after gither

pubibeation of the application pursvent fo 38 U8.0. 122{) orissuance of 3 patent pursuant 1o 35 LLS.G.

161, Further, & record may be disclosed, sulgject to the fmitations of 57 OFR 1 4, ae arogtine use, o the

puhlic if the record was fMed iIn an moiia‘at fon which became abandonsd or in which the procsedings were

tarminated and which application is reforencad by either & publishad application, an appfication opan 1o

public inspection or an i%um pnimt

A racord fom thds systen of records may ke dicclusad, as a rouling use, 1o a Federy, Stale, or locs! law

snforcemant agenoy, if the USPTO becomaes aware of a violation ar potenw viotation of law or requilation.
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Docket No. PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants : Vermeulen et al. Patent No.. 9,439,906

Appln No. :12/337,144 Issue Date: ~ September 13, 2016

Filed : December 17, 2008 Confirmation No.: 3172

Title . DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE
PALIPERIDONE ESTERS

Mail Stop Petition
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

TRANSMITTAL OF PETITION TO CORRECT INVENTORSHIP IN
PATENT PURSUANT TO 37 CFR 1.324

Dear Sir:

Patentees hereby submit the following documents in support of correcting inventorship
pursuant to 37 CFR 1.324 for the patent listed above:
1. Request Pursuant to Rule 37 CFR §1.324 For Correction of Inventorship.
2. Written consent from Assignee Under 37 CFR §1.324.
3. Statement Under CFR 3.73(c).
4. Statements By Person Being Added by Amendment to Correct Inventorship in Patent (37
CFR 1.324) by the following inventors: Srihari Gopal, a citizen of the United States of

America, Peter H. Lewyn-Briscoe a citizen of the United States of America and

Mahesh Samtani, a citizen of the United States of America.

5. Statements by Named Inventor to Correct Inventorship In Patent (37 CFR 1.324) from
the currently named inventors, An Vermeulen and Alfons Wouters, are submitted

herewith.

The undersigned attorney states that the Inventorship errors occurred without deceptive
intent.
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Please charge the fee set forth in 37 CFR §1.20(b), $130.00, to Deposit Account No.: 10-
0750/PRD2901USNP/MW.

Please charge any additional fees required by this paper or credit any overpayment in the

manner authorized above.

/Melissa Wenk Reg. No. 53,759/

Melissa Wenk, Ph.D.
Reg. No.: 53,759
Registered Attorney for Patentee

JOHNSON & JOHNSON
One Johnson & Johnson Plaza
New Brunswick, NJ 08933
Tel. No.: (732) 524-5352
Date: March 15, 2017
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