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Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applicationsfiled 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 Numberand expiration
date for the agency to display on the instrumentthat 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 whichis 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
respondto a collection of information unlessit 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 informationis
35 U.S.C. 2(b)(2); (2) furnishing of the informationsolicited 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 mayresult in termination of
proceedings or abandonmentof the application or expiration of the patent.

The information provided by youin 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 Memberwith 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 managementpractices 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 abandonedor 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 becomesawareof a violation or potential violation of law or regulation.

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 630



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 631

 

 
Application No. Applicant(s)
12/337,144 VERMEULEN ETAL.

. aye i i AIA (First Inventor to

Notice of Allowability RecsSlaytor treet|File) Status
No

-- The MAILING DATEof this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED inthis 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 GRANTOF PATENT RIGHTS. This application is subject to withdrawal from issue atthe initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. KJ This communication is responsive to the RCEfiled on 11/17/2014.

LIA declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/werefiled on

2. J An election was madeby the applicant in response to a restriction requirementset forth during the interview on ; the restriction
requirement and election have been incorporatedinto this action.

3. K] The allowed claim(s)is/are 1-5,13,15-20,22 and 24. As a result of the allowed claim(s), you may beeligible to benefit from the Patent
Prosecution Highway program at a participating intellectual property office for the corresponding application. For more information,dD

please see hitp/www.usoio.gov/patenis/init events/oph/index.ise or send an inquiry to PPHieedback@uspto.doy .

 

 

4. 1] Acknowledgmentis madeof a claim for foreign priority under 35 U.S.C. § 119(a)-(d)or(f).

Certified copies:

a)OJ All b)[)Some ‘*c) (J Noneofthe:

1. [] Certified copies of the priority documents have been received.

2. [J Certified copies of the priority documents have been received in Application No.

3. [J] Copiesof the certified copies of the priority documents have been receivedin 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 ABANDONMENTofthis application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

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

C1 including changes required by the attached Examiner's Amendment / Commentorin 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 drawingsin the front (not the back) of
eachsheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

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

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

2. [X] Information Disclosure Statements (PTO/SB/08), 6. KJ 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 underthe pre-AlAfirst to invent

provisions.

Requestfor Continued Examination

A requestfor continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), wasfiled in this application after allowance or after an Office

action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm’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 reasonsfor 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 foundto be relevantto the present invention.

Any comments considered necessary by applicant must be submitted no later

than the paymentof the issue fee and, to avoid processing delays, should preferably

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 632
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Application/Control Number: 12/337,144 Page 3

Art Unit: 1627

accompanythe issue fee. Such submissions should beclearly labeled “Comments on

Statement of Reasons for Allowance.”

Conclusion

Anyinquiry concerning this communication or earlier communications from the

examiner should be directed to Renee Claytor whose telephone numberis (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

numberfor the organization wherethis 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 accessto 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 automatedinformation

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

/Renee Claytor/
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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 personsare required to respond to a collection of information unlessit displays a valid OMB control number.

Substitute for form 1449A/PTO

INFORMATION DISCLOSURE First NamedInventor

STATEM ENT BY APPLICANT Examiner Name Claytor, Deirdre
{use as many sheets as necessary) Attorney Docket Number|PRD2901USNP

Sheet 1 of 1

OTHER PRIORART - NON PATENT LITERATURE DOCUMENTS

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

 

                           

. publisher, city and/or country where published

Kazuo YAMADAetal., Future Potentiality of Pharmacotherapy for
Schizophrenia in Acute Phase, Clinical Psychopharmacology, Vo. 8, No. 10
(2005), pp.1563-1568

Examiner Date

Signature | Considered

  
03/09/2015

*EXAMINER: Initial if reference considered, whetherornotcitation is in conformance with MPEP 609. Draw line through citationif 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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Application/Control No. Applicant(s)/Patent Under
Reexamination

Search Notes 12337144 VERMEULEN ET AL.

il Ml | ll _— Art Unit
Renee Claytor 1627

CPC- SEARCHED

REISSOF31/519 —aoeee

CPC COMBINATION SETS - SEARCHED

                    

SEARCH NOTES

Search Notes|Date|_——sExaminer_|
PALMInventor Search 3/9/2015

EAST(updated) 3/9/2015

INTERFERENCE SEARCH

US Class/ US Subclass / CPC Group|Date|ExaminerCPC Symbol
A61K 31/519 3/9/2015
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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 personsare required to respond to a collection of information unlessit displays a valid OMB control number.

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

INFORMATION DISCLOSURE

STATEM ENT BY APPLICANT Examiner Name Claytor, Deirdre
{use as many sheets as necessary) Attorney Docket Number|PRD2901USNP

Sheet 1 of 1

OTHERPRIORART - NON PATENT LITERATURE DOCUMENTS

Include nameof the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item
Examiner’s (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s),
Initials* publisher, city and/or country where published

Kazuo YAMADAetal., 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

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 

 
Examiner i . Date .

Renee Claytor/ 03/09/2015

*EXAMINER: Initial if reference considered, whetherornotcitation is in conformance with MPEP 609. Draw line through citationif 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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Application/Control No. Applicant(s)/Patent Under
Reexamination

Index of Claims 12337144 VERMEULEN ETAL.

Examiner

RENEE CLAYTOR

Rejected | Cancelled
= Allowed | Restricted 

 
(1 Claims renumberedin the sameorderas presented by applicant .D. 1.
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Doc code: RCEX PTO/SB/30EFS (07-09)
Doc description: Request for Continued Examination (RCE) Approved for use through 07/31/2012. OMB 0651-0031U.S. Patent and Trademark Office; US. DEPARTMENT OF COMMERCE

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

 

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

Application|49/337,144 2008-12-17 Docket Number| 5 2n2901USNP
Number (if applicable) 

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 UNDER37 CFR 1.114
 

Note: If the RCEis proper, any previously filed unentered amendments and amendments enclosed with the RCE will be entered in the order
in which they werefiled 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 amendmenit(s). 

Cc Previously submitted. If a final Office action is outstanding, any amendmentsfiled after the final Office action may be considered as asubmission evenif 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

MISCELLANEOUS 

O Suspension of action on the above-identified application is requested under 37 CFR 1.103(c) fora period of months
(Period of suspension shall not exceed 3 months; Fee under 37 CFR 1.1 7{i) required)

[|] Other
 

FEES

The RCEfee under 37 CFR 1.17(e) is required by 37 CFR 1.114 when the RCEis filed.
The Director is hereby authorized to charge any underpaymentof 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 PTO/SB/30EFS (07-09)
Doc description: Request for Continued Examination (RCE) Approved for use through 07/31/2012. OMB 0651-0031U.S. Patent and Trademark Office; US. DEPARTMENT OF COMMERCE

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

 
Signature of Registered U.S. Patent Practitioner

This collection of information is required by 37 CFR 1.114. The information is required to obtain or retain a benefit by the public whichis 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 12 minutes to complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time
will vary depending uponthe individual case. Any comments on the amountof 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, calif 1-800-PTO-9199 and select option 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 abandonmentof 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
Departmentof 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
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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
recommendimprovements 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 otherrelevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in an
application which became abandonedorin which the proceedings were terminated and which applicationis
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 becomesaware 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
 

IN THE UNITED STATES PATENT AND TRADEMARKOFFICE

Applicants: An Vermeulen etal. 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

DearSir:

This copy is supplementalto the Information Disclosure Statementsfiled on April

11, 2011, December 12, 2011, September 18, 2013, November 17, 2014 and December5,

2014.

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

information relating to the above-identified application is hereby disclosed. Inclusion of

information in this statementis not to be construed as an admissionthat 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 anyof the information provided herewith, and/or to prove that this
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information may not beprior art, and/or to provethatthis 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,orthat information more material to the examination of the present patent

application does notexist.

Xx In accordance with §1.97(b), since this Information Disclosure Statementis

being filed either within three monthsofthefiling date of the above-identified national

application (other than a continued prosecution application under §1.53(d)), within three

monthsof the date of entry into the national stage of the above identified application as set

forth in §1.491, or before the mailing date ofa 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

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

CJ In accordance with §1.129(a), this Information Disclosure Statementis being
filed in connection with [_] thefirst or [_]second After Final Submission, therefore:

CJ 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).

CJ In accordance with §1.97(c), this Information Disclosure Statementis 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 thatit is accompanied by oneof:

CJ 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 accordancewith §1.97(d), this Information Disclosure Statementis being filed

after the mailing date ofeither a Final Action under §1.113 or a Notice of Allowance under

§1.311 but before the paymentof the Issue Fee. Applicant(s) hereby petition(s) for

consideration of this Information Disclosure Statement. Included are: Statementin

Accordance with §1.97(e) (attached) and the fee of $180.00 assetforth in §1.17(p).

[| Copies of each of the referenceslisted on the attached Form PTO-1449 are

enclosed herewith.

CJ Copies of referenceslisted on the attached Form PTO-1449 are enclosed

herewith EXCEPT THAT:

LC] In view of the voluminous nature of references[list as appropriate],

and the likelinood that these references are available to the Examiner,

copies are not enclosed herewith.

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

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

xX Copies of only foreign patent documents and non-patentliterature are

enclosed in accordance with 37 CFR 1.98 (a)(2).

xX There are no listed references which are notin the English language.

CJ The relevanceof thoselisted references which are notin the English

languageis as follows:

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

application(s), which are listed on the attached Submission Under MPEP 609D.
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CJ Attached are the following non-published pending patent applications and/or

nonpatentliterature which may be deemedrelevant, which arelisted on the attached

Submission Under MPEP 609 D.

Please chargeanydeficiency or credit any overpayment to Deposit Account No. 10-

0750/PRD2901 USNP/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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Under the Paperwork Reduction Act of 1995, no personsare required to respond to a collection of information unlessit displays a valid OMB control number.

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

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT Examiner Name Claytor, Deirdre
{use as many sheets as necessary) Attorney Docket Number|PRD2901USNP

Sheet 1 of 1

OTHER PRIORART - NON PATENT LITERATURE DOCUMENTS

Include nameof 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

Cibaich's Drag Delivery Systems in Pharmaceutical Care. edited by Mary
Lee, Archana Desai, American Society of Health-System Pharmacists,Inc.
(2007), pages 103-108  

Examiner Date
Signature Considered

*EXAMINER: Initial if reference considered, whetherornotcitation is in conformance with MPEP 609. Draw line through citationif not in conformance
and not considered. Include copy of this form with next communication to applicant.
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Attorney Docket No.: PRD2901USNP

COMBINED DECLARATION AND ASSIGNMENT
Title of Invention: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

This declaration and assignmentis directed to: Sos
CT Theattachedorfiled herewith application of(list ofnamed inventors) ,

or -

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

Declaration

AS the 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 inventorof 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 ofAmerica.

I hereby acknowledge that any willful false statement madein this declaration is punishable under 18 U.S.C. § 1001 by fine or
imprisonmentofnot more than five (5) years, or both forfilings of this Application in the United States of America.

Assignment

CL] 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

Xx For good and valuable consideration, the sufficiency of which is acknowledged, I hereby assign and transfer and/or have
assigned andtransferred to:

Janssen Pharmaceutica NV

Turnhoutseweg 30, Beerse, Belgium B-2340

A corporation of the state or country ofBelgium

(hereinafter designated as the “Assignee”), myentire right,title, and interest in, to, and under the Application, includingall 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 andofall 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 andto all extensions, supplementary
protection certificates, reexaminations, renewals, and reissues thereof, to be held and enjoyed by Assigneefor 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 anylitigation 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 suchlitigation or proceeding. .

I shall execute all papers and documents and perform any act which may be necessary 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 nomineesthe full and complete legal and equitabletitle 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 powerto insert on this assignment any further identification which may be necessary or
desirable in order to obtain legal recordation of this document.

Srihari Gopal

S.

  
 

Signature
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Attorney Docket No.: PRD2GOLUSNP

COMBINED DECLARATION AND ASSIGNMENT

Title of Invention: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INTECTABLE PALIPERIDONEESTERS

This declaration and assignmentis directed to:
rd ‘The attached or fled herewith application of (list ofnamed inventors)i,

or

x 
Declaration

As the below named inventor, I hereby declare that:

he above-identified application (“Application”) was made or authorized by me

Tbeheve that { 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, inchiding the claims, and 1 acknowledgethe duty to disclose
imformation which is material to patentability as defined in Tithe 37, the United States Code of Federal Regulations, $1.56 for filmgs of
this Application m the United States of America.

Thereby acknowledge that any willful false staternent made m this declaration is punishable under 18 U.S.C. 3 1001 by fine or
imprisonment of not more than five (S} years, or both for filmgs of this Apphcation in the United States of America.

Assignment

Ci l 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

For good and valuabic consideration, the sufficiency of which is acknowledged, I hereby assign and transfer and/or have
assigned and transferred to:

 

JanssenPharmaceuticaNV
Turnhoutseweg 30, Beerse, Belgnim B-2340

A corporation ofthe siate or country of Belgnim

(hereinafter designated as the “Assignee™}, myentire mghi, title, and interesi 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 sich inventions or discoveries, or any of them, all such
mventions or discoveries andall rights in such Application inchiding any and all provisionals, substitutions, divisions, and contimaations
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 fill end of the termor terms for which such Letters Patent may be granted, as fully and entirely as the same would have been held
and enjoyed by me hadthis assignmentand sale not been mace.

 

¥ 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 reexamration of any of such applications, and amy patent term extensions or supplementary prvecton

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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CERTIFICATE OF EFS TRANSMISSION

Therebycertify 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

In The United States Patent And Trademark Office

Applicants: An Vermeulenetal. 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

Commissionerfor Patents

P. O. Box 1450

Alexandria, VA 22313-1450

AMENDMENT

Sir:

This paperis in response to the Notice of Allowance dated March 13, 2015.

Entry of the following amendmentis respectfully requested.

Amendmentsto the Claimsare reflected in the listing of claims which begins

on page 2 ofthis paper.

Remarks/Arguments begin on page8of this paper.
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Amendments to the Claims:

This listing of claims replacesall 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 thefirst 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 dayof treatment; and

(3) administering intramuscularly in the deltoid or gluteal muscle of the patientin

need of treatmenta firstmaintenance 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.enabeutthe

34thte-abeutthe38thdayoHreaiment

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

ofthe firstmaintenance doseefa-sustainedreleasedepotformutation-of

patperidenepalmitateis-administered, subsequent maintenance dosesof 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-oftreatment.
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3. (Previously Presented) The dosing regimenof 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

treatmenta first loading dose of about 150 mg-eq.of paliperidone as paliperidone

palmitate formulated in a sustained release formulation on thefirst 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 treatmenta first maintenance dose of about 25 mg-eq. to about 150 mg-

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

month (+7 days) after the second loading dose.en-abeutthe36thdayoHreatment

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

release formulation is an aqueous nanoparticle suspensionof.

6. (Cancelled)

7. (Cancelled)

8. (Cancelled)

9. (Cancelled)

10. (Cancelled)
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11. (Cancelled)

12. (Cancelled)

13. (Previously Presented) The dosing regimenof 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 regimenof 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 treatmenta first loading dose of from about 75 mg-eq.of

paliperidone as paliperidone palmitate formulated in a sustained release

formulation on thefirst 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 dayof treatment; and

(c) administering intramuscularly in the deltoid or gluteal muscle of the patientin

needof treatmenta 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. ern-abeutthe

34thicaboutthe38th_daycHreatment

17. (Currently Amended) The dosing regimenof claim 16 wherein_afterthe first

maintenance dose efa-sustainedreleaseformutatonofpatipendone _patmitate+s

administeredimenthly, subsequent maintenance dosesof from about 25 mg-eq.t

150 mq-eqg. are administered in the deltoid or gluteal muscle of the psychiatric

patient in need of treatment at monthly (+7) intervals afterthe-30°dayoftreatment.

18. (Previously Presented) The dosing regimenof 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 treatmenta first loading dose of from about 75 mg-eq.

of paliperidone as paliperidone palmitate formulated in a sustained release

formulation on thefirst 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.en-abeutthe36thdayoHreatment

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

release formulation is an aqueous nanoparticle suspension.

5
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21. (Cancelled)

22. (Previously Presented) The dosing regimenof claim 4 wherein the psychiatric

patient is in need of treatment for of a psychotic disorder wherein the psychotic

disorderis schizophrenia.

23. (Canceled)

24. (Previously Presented) The dosing regimenof 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 regimenof claim 4 wherein after administration ofthefirst

maintenance dose, subsequent maintenance dosesof from about 25 mg-eq. to 150

mg-eq. are administered in the deltoid or gluteal muscle of the psychiatric patientin

needof treatment at monthly (+7 days) intervals.

35 (New) The dosing regimen of claim 19 wherein after administration ofthefirst

maintenance dose, subsequent maintenance dosesof from about 25 mg-eq. to 150

mg-eq. are administered_in the deltoid or gluteal muscle of the psychiatric patientin

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 agentis

polysorbate 20;

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 658



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 659

Attorney Docket No. PRD2901USNP

(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 q.s. ad 100%.

37. (New) The dosage regimenof 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/mlof the paliperidone palmitate having an averageparticle 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 agentis

polyethylene glycol 4000; and

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

39. (New) The dosage regimenof claim 38 wherein in the buffering agents

contained in the aqueous nanoparticle suspensionarecitric acid monohydrate,

disodium hydrogen phosphate anhydrous, sodium dihydrogen phosphate

monohydrate, sodium hydroxide.

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

nanoparticle suspensionis in the rangeof pH7to 7.5.
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REMARKS/ARGUMENTS

Status of the Claims

Claims 1-33 wereoriginally 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.

Amendmentsto the Claims

Claims 1, 4, 16 and 19 have be amendedto 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 (+7 days). Support for this

amendment maybe found on page7,lines 23-25 and page 8, lines 18-20. No new

matter is added by these amendments. Entry and consideration of these

amendmentsis respectfully requested.

Claim 2 and 17 have been amendedbyclarify that the subsequent

maintenance doseswill be from about 25 mg-eq. to 150 mg-eq. administered

monthly (+7 days). Support for this amendment can be found on page7,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 amendmentsis respectfully

requested.

New claims 34 and 35 have been addedto clarify that the subsequent

maintenance doseswill be from about 25 mg-eq. to 150 mg-eq. administered

monthly (+7 days). Support for this amendment can be found on page7,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 newclaims.

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 Commissioneris 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. $2,501
Phone: (732) 524-2976
Dated: 12 June 2015

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 661



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 662

Doc code: Oath

Document Description: Oath or declaration filed
PTO/AIA/02 (07-13)

Approvedfor use through 01/31/2014. OMB 0651-0032
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Underthe Paperwork Reduction Act of 1995, no personsare required to respond to a collection of information unlessit displays a valid OMB control number.

SUBSTITUTE STATEMENTIN LIEU OF AN OATH OR DECLARATIONFORUTILITY

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 statementis directed to:

[ The attached application,
OR

[Mi United States application or PCTinternational application number 1 2/3371 44 filed on 1 2/1 7/2008 .

(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):

aes
Mailing Address (except for a deceased orlegally incapacitated inventor):

| believe the above-namedinventoror 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 anywillful false statement madein this statement is punishable under 18 U.S.C. 1001 byfine 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 inventoronly),
[ Assignee,
im Person to whom the inventoris under an obligation to assign,
[ Person whootherwise showsa 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 whichis to file (and
by the USPTOto 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 uponthe individual case. Any
comments on the amountof 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: Commissionerfor Patents, P.O. Box 1450, Alexandria, VA 22313-1450.
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U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Underthe Paperwork Reduction Act of 1995, no personsare required to respond to a collection of information unlessit displays a valid OMB control number.

SUBSTITUTE STATEMENT

Circumstances permitting execution of this substitute statement:

(ml Inventor is deceased,
[| Inventoris 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:

(ml 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 documentsfiled 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
USPTO. 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 abandonedapplication mayalso 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 purposesare not retained in the application file and therefore are not publicly available.

PERSON EXECUTING THIS SUBSTITUTE STATEMENT:

Name. Hal B. Woodrow

signature:/al B. Woodrow/
APPLICANT NAME AND TITLE OF PERSON EXECUTING THIS SUBSTITUTE STATEMENT:

If the applicant is a juristic entity, list the applicant name andthetitle of the signer:

Janssen Pharmaceutica NV
Applicant Name:
Title of P’ E ti :
This Substitute Statement PrOXY Holder, Janssen Pharmaceutica NV
The signer, whosetitle is supplied above, is authorized to act on behalf of the applicant.

Residence of the signer (unless provided in an application data sheet, PTO/AIA/14 or equivalent):

Mailing Addressof the signer (unless provided in an application data sheet, PTO/AIA/14 or equivalent)

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 Actof 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,
pursuantto the requirements of the Act, please be advisedthat: (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 mayresult in termination of proceedings or
abandonmentof the application or expiration of the patent.

The information provided by youin 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 recordsis 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 maybe disclosed, as a routine use, to a Memberof
Congress submitting a requestinvolving an individual, to whom the record pertains, when the
individual has requested assistance from the Memberwith 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 needfor 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 Treatyin
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 pursuantto
the Atomic Energy Act (42 U.S.C. 218(c)).

7. Arecord from this system of records may bedisclosed, 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,underauthority of 44 U.S.C. 2904 and 2906. Such disclosure shall
be madein accordance with the GSA regulations governing inspection of recordsforthis
purpose, and anyotherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not
be used to make determinations aboutindividuals.

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
pursuantto 35 U.S.C. 151. Further, a record may be disclosed, subjectto the limitations of 37
CFR 1.14, as a routine use, to the public if the record wasfiled in an application which
became abandonedorin 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 enforcementagency,if the USPTO becomes aware of a violation or potential
violation of law or regulation.
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Application Data Sheet 37 CFR 1.76 — —
Application Number 12/337 144

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

The application data sheetis part of the provisional or nonprovisional application for whichit 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 maybe printed and included in a paper filed application.

 
secrecy Order 37 CFR 5.2

O Portionsorall of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuantto
37 CFR 5.2 (Paperfilers only. Applications that fall under Secrecy Order may notbefiled electronically.) 

Inventor Information:

inventor 1

Legal Name

a
Residence Information (Select One) (@) US Residency (©) NonUS Residency (©) Active US Military Service

Mailing Addressof Inventor:

Address1 173 Berkley Avenue

Address 2

Inventor 2

Legal Name

ickmiter
Residence Information (Select One) @) US Residency (©) NonUS Residency (©) Active US Military Service

Mailing Addressof Inventor:

Address 2

Inventor 3

Legal Name

a
Residence Information (Select One) (@) US Residency (©) NonUS Residency () Active US Military Service
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Application Data Sheet 37 CFR 1.76 —
Application Number 12/337 144 Title of Invention DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE PALIPERIDONE ESTERS

City|Newtown State/Province|PA Country of Residencd|US

Mailing Addressof Inventor:

Inventor 4

Legal Name

a
ResidenceInformation (Select One) @) US Residency ©) NonUS Residency () Active US Military Service

Mailing Addressof Inventor:

Address1 2 Sheppard Drive

Address 2

Inventor 5

Legal Name

0
Residence Information (Select One) © US Residency @) NonUS Residency () Active US Military Service

Mailing Addressof Inventor:

Address1 Turnhoutseweg 30

Address 2

Inventor 6

Legal Name

Prefix]GivenNamesiMiddle Name Family Name
outers

Residence Information (Select One)7.¢)5} RX ED Ashe BS Milita
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Application Data Sheet 37 CFR 1.76 —
Application Number 12/337144

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

Mailing Addressof Inventor: 42/337144

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

 
CorrespondenceInformation:

Enter either Customer Numberor compiete the Correspondence information section below.
For further information see 37 CFR 1.33(a).

[_] An Addressis 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 [_]

Subject Matter

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

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 sectionif
application papers including a specification and any drawingsare 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 purposesofa filing date under 37 CFR 1.53(b), the description and any drawingsof the present application are replaced bythis
reference to the previouslyfiled application, subject to conditions and requirements of 37 CFR 1.57(a).

i

Application numberof the previously Filing date (YYYY-MM-DD) Intellectual Property Authority or Country
filed application
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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 monthsafterfiling.
 
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 powerof attorney in the application (see 37 CFR 1.32).
Either enter Customer Numberor complete the Representative Name section below. If both sections are completed the customer
Number will be used for the Representative Information during processing.

Customer Number 27777

 Please Select One: (@) Customer Number ©) US PatentPractitioner ©) Limited Recognition (37 CFR 11.9)

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.
Whenreferring to the current application, please leave the application numberblank.

(Peainstereerrovsenst—[siouee—————[murrae

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

thatis eligible for retrieval under the priority document exchange program (PDX) 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 applicationis filed, within the time period specified in 37 CFR 1.55(g)(1).
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Application Data Sheet 37 CFR 1.76 ——
Application Number 12/337 144

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

Application Number Country! Filing Date (YYYY-MM-DD) Access Code(if applicable)

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

 
Statement under 37 CFR 1.55 or 1.78 for AIA (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 thefirst inventorto file provisions of the AIA.
 

Authorization to Permit Access:

px] 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 checkedif the applicant
does not wish the EPO, JPO, KIPO, WIPO,orother intellectual property office in which a foreign application claiming priority
to the instant patent application is filed to have accessto 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
claimspriority 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
soughtin the instant patent application.

In accordance with 37 CFR 1.14(c), access may beprovided to information concerning the dateof filing this Authorization.

 
Applicant Information:

Providing assignment information in this section does not substitute for compliance with any requirementof part 3 of Title 37 of CFR
to have an assignment recorded by the Office. 
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Application Data Sheet 37 CFR 1.76 — ~
Application Number 42/337 144

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 providedin this section is the name and address of the legal representative who is the applicant under 37 CFR
1.43; or the name and addressof the assignee, person to whom the inventor is under an obligation to assign the invention, or person
whootherwise showssufficient 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 theinventoris obligated to assign, or person who otherwise showssufficient
proprietary interest) together with one or morejoint inventors, then the joint inventor or inventors who are also the applicant should be
identified in this section.

© Legal Representative under 35 U.S.C. 117 © Joint Inventor

O Person to whom theinventor is obligated to assign. O Person who showssufficient proprietary interest

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

Nameof the Deceased or Legally Incapacitated Inventor:

If the Applicant is an Organization check here. xX]

Organization Name Janssen Pharmaceutica NV

Mailing AddressInformation For Applicant:

Address1 Turnhoutseweg 30

Address 2

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 requirementof part 3 of Title 37 of CFR to
have an assignment recorded by the Office.

Assignee

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 assignee-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.
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PTO/AIA/14 (12-13)
Approved for use through 01/31/2014. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Underthe Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Data Sheet 37 CFR 1.76 —
Application Number 12/337 144

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

Organization Name Janssen Pharmaceutica NV

Mailing AddressInformation For Assignee including Non-Applicant Assignee:

Address 14 Turnhoutseweg 30

Address 2

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.

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 USPTOto 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 amountof 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: Commissionerfor 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 informationis
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 abandonmentof the application or expiration of the patent.

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

1. The information onthis 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 Departmentof Justice to determine
whether the Freedom of Information Act requires disclosure of these records.

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

3. A record in this system of records maybedisclosed, as a routine use, to a Memberof Congress submitting a request invoiving an
individual, to whom the record pertains, whenthe individual has requested assistance from the Memberwith respectto the subject matter of
the record.

A record in this system of records maybedisclosed, as a routine use, to a contractor of the Agency having needfor the information in
orderto 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 00 p eration Treaty.

A record in this system of records maybedisclosed, 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 bedisclosed, as a routine use, to the Administrator, Generai Services, or his/her designee,
during an inspection of records conducted by GSAaspart of that agency's responsibility to recommend improvements in records
managementpractices and programs, underauthority of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordancewith the
GSAregulations governing inspection of records for this purpose, and anyotherrelevant(i.e., GSA or Commerce)directive. Such
disclosure shall not be used to make determinations aboutindividuals.

A record from this system of records may bedisclosed, 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 maybe disclosed, subject to the limitations of 37
CFR 1.14, as a routine use, to the public if the record wasfiled in an application which became abandonedorin 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 becomesawareofa violation or potential violation of law or regulation.
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Attorney Docket No.: PRD2GOLUSNP

COMBINED DECLARATION AND ASSIGNMENT

Title of Invention: DOSING REGIMEN ASSOCIATED WITH LONG ACTING INTECTABLE PALIPERIDONEESTERS

This declaration and assignmentis directed to:
rd ‘The attached or fled herewith application of (list ofnamed inventors)i,

or

x 
Declaration

As the below named inventor, I hereby declare that:

he above-identified application (“Application”) was made or authorized by me

Tbeheve that { 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, inchiding the claims, and 1 acknowledgethe duty to disclose
imformation which is material to patentability as defined in Tithe 37, the United States Code of Federal Regulations, $1.56 for filmgs of
this Application m the United States of America.

Thereby acknowledge that any willful false staternent made m this declaration is punishable under 18 U.S.C. 3 1001 by fine or
imprisonment of not more than five (S} years, or both for filmgs of this Apphcation in the United States of America.

Assignment

Ci l 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

For good and valuabic consideration, the sufficiency of which is acknowledged, I hereby assign and transfer and/or have
assigned and transferred to:

 

JanssenPharmaceuticaNV
Turnhoutseweg 30, Beerse, Belgnim B-2340

A corporation ofthe siate or country of Belgnim

(hereinafter designated as the “Assignee™}, myentire mghi, title, and interesi 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 sich inventions or discoveries, or any of them, all such
mventions or discoveries andall rights in such Application inchiding any and all provisionals, substitutions, divisions, and contimaations
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 fill end of the termor terms for which such Letters Patent may be granted, as fully and entirely as the same would have been held
and enjoyed by me hadthis assignmentand sale not been mace.

 

¥ 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 reexamration of any of such applications, and amy patent term extensions or supplementary prvecton

certificates of any such applications and also to execute separate assignments in connection with such applications as the Assignee may
deem necessary or expedient.

 

 

Attorney Docket No.: PRD290LUSNP
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Ushall execute all papers necessary in connection with any litigation or any other judicial proceeding im the United States or other

country, or any adrotnistrative proceeding in the United States Patent and Trademark Office, European Patent Office, any other patent
office, or under the Patent Cooperation Treaty concerning the Application(s) or any continuation, divisional, or reissue apphicatio
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 im obtain
evidence and going forward with such btigation or proceedir

 

  
 

Ushall execute all papers and documents and perform any act which may he necessary in connection with claimas or provisions of
the Internat ional Convention for Protection of Tndustrial Property or similar agreements.

I shail 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 Office and inall other countries where Assignee may desire to

uch inventions or discoveries, or any of them, patented, with speci ficattions and claims in such form as shall be approved by
roce and to vest and confirm in Assigneeor its nominees the fill and complete legal and equitable title to all such Letters Patent.

a go<3ifol

T hereby G) authorize and request the Commissioner of Fatents 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 (Gi) covenant that [have full right to conveythe interest herein assigned, andthat I have not executed, and will not execute,
any agreement in conflict herewith.

Uhereby grant the attorney of recorl the power to tasert on this assignment any further identification which may be necessary or
desirable in order to obtain jegal recordation of this docurnent,

Mahesh Samtani

£3 Digitally signed by MAHESH SAMTANI ;A| cS| DN: c=US, o=JNJ, ou=Empiayees, O05) 20/201 9
ou=361380, cn=MAHESH SAMTANI, Date
emait=MSamtari@itsjnj.com

; Reason:..am approving this
document.

: 3 Cate: 2015.05.20 12:45:14 -64'00'

Signature
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Electronic Patent Application Fee Transmittal

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

Attorney Docket Number: PRD2901USNP

Filed as Large Entity

Filing Fees for Utility under 35 USC 111(a)

Sub-Total in

USD(S$)

Basic Filing:

Miscellaneous-Filing:

Late Filing Fee for Oath or Declaration 1051

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:
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Description Fee Code Quantity 
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Extension-of-Time:

Miscellaneous:

RCE- 2nd and Subsequent Request 1820 1700|700|
Total in USD (S$) 

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 676



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 677

Electronic AcknowledgementReceipt

a

sec

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
yes

Deposit Account

$1840

3331

100750

WOODROW,HAL B.

TheDirector of the USPTO is hereby authorized to charge indicated fees and credit any overpaymentasfollows:

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

C.F.R,Section 1.1
= At) CPN
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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 gs File Size(Bytes)/ Multi Pages

. . . 697878
Request for Continued Examination PRD2901USNP_RCE_06_12_15.

(RCE) pdf €5328ccc907a23395869f36204ac78608c56|

Information:

117914
PRD2901USNP_SuppllDS_06_1

Transmittal Letter 2_15.pdf 8757091791 a99e0c8b7 199e8aa1 308b8809
39d6e

Information:

150039
Information Disclosure Statement(IDS)|PRD2901USNP_SuppIDS1449_

Form (SB08) 06_12_15.pdf 180a4a17979fbb92da1015955c9f6afabe/0|
5261

Information:

This is not an USPTO supplied IDS fillable form

962845

Non Patent Literature Gibaldi_103_2007.pdf
897bbb23ee8ea2227c1b78dbb49c2bf0bb

Oec44f

Information:

112820
PRD2901USNP_ExDEC_Asst_GOath or Declarationfiled

opal.pdf 3b89b2befSeef8d5a392c9f147119325afb5|
9644

Information:

474783
PRD2901USNP_ExDEC_Asst_LeOath or Declarationfiled :

wynBriscoe.pdf 3103716150d5b13458e591b48fd6ffa03754

Information:

140303
PRD2901USNP_Amend_06_12

_15.pdf 92c5e31 3fbe4ffd30cda975aed3a382af3e9
138b

Multipart Description/PDFfiles in .zip description
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Amendment Submitted/Entered with Filing of CPA/RCE

Applicant Arguments/Remarks Made in an Amendment pefo

202385

Information:

PRD2901USNP_SubstStatemen
Oath or Declarationfiled t_Deceasedinventor.pdf b5066fb5215f5f2a644f45 72fd3 7542e4b88}

Information:

103625

Application Data Sheet PRD2901USNP_ADS.pdf
5534756203 98ce27ac81 acfhe1570f35a5b}

9b1b

Information:

This is not an USPTO supplied ADSfillable form

100669
PRD2901USNP_ExDEC_Asst_SaOath or Declarationfiled .

mtani.pdf 411d0bfdf12de8bacf85805 120175505415
9057

Information:

Fee Worksheet (SB06) fee-info.pdf
50a353a8d6bb4388edb49 1ec548828099ff|

d9dcc
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This AcknowledgementReceipt evidences receipt on the noted date by the USPTOofthe indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidenceof 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill establish thefiling 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/903indicating acceptanceof the application as a
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

NewInternational Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary componentsfor
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shownon this AcknowledgementReceiptwill establish the internationalfiling 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 GOMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unlessit displays a valid OMB control number.

PATENT APPLICATION FEE DETERMINATION RECORD[|4pplication or Docket Number Filing Date
Substitute for Form PTO-875 1 2/337,1 44 12/17/2008 CT To be Mailed

ENTITY: [LARGE [| smatt [] micro

APPLICATIONAS FILED — PART|

(Column 1) (Column 2)

NUMBER FILED NUMBER EXTRA

37 CFR 1.16(a), (b), or (¢)

37 CFR 1.16(k), (i), or (m

LC] EXAMINATION FEE

TOTAL CLAIMS |
37 CFR 1.16(i minus 20 =

INDEPENDENTCLAIMS ;
37 CFR 1.16(h minus 3 =

If the specification and drawings exceed 100 sheets
of paper, the application size fee due is $310 ($155
for small entity) for each additional 50 sheets or
fraction thereof. See 35 U.S.C. 41(a)(1)(G) and 37

LJAPPLICATION SIZE FEE
(37 CFR1.16(s))

[_] MULTIPLE DEPENDENT CLAIM PRESENT(37 CFR 1,16(j)
* If the difference in column 1 is less than zero, enter “O” in column 2.

APPLICATION AS AMENDED - PARTII

(Column 1) (Column 2) (Column 3)

CLAIMS HIGHEST
REMAINING NUMBER

06/12/2015 AFTER PREVIOUSLY PRESENT EXTRA ADDITIONAL FEE($)
AMENDMENT PAID FOR

Total (37 CFR * i ae
-3

Ind dent .

[_] Application Size Fee (37 CFR 1.16(s))
AMENDMENT

Xl FIRST PRESENTATION OF MULTIPLE DEPENDENTCLAIM (37 CFR 1.16()))
TOTAL ADD’L FEE

(Column 1) (Column 2) (Column 3

CLAIMS HIGHEST

)

REMAINING NUMBER
AFTER PREVIOUSLY PRESENT EXTRA ADDITIONAL FEE($)

AMENDMENT PAID FOR

Total (37 CFR * i aeCf dC
Independent ‘+ . ee

Pe
[_] Application Size Fee (37 CFR 1.16(s))AMENDMENT
CT FIRST PRESENTATION OF MULTIPLE DEPENDENTCLAIM (37 CFR 1.16()))

* If the entry in column 1 is less than the entry in column2, write “O” in column 3. LIE
** If the “Highest NumberPreviously Paid For” IN THIS SPACEis less than 20, enter “20”. /PAUL STANBACK/
*** If the “Highest Number Previously Paid For’ IN THIS SPACEis less than 3, enter “3”.
The “Highest NumberPreviously Paid For” (Total or Independent) is the highest number found in the appropriate box in column 1.

 
This collection of information is required by 37 CFR 1.16. The information is required to obtain or retain a benefit by the public whichisto file (and by the USPTOto
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 amountof 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 TrademarkOffice, U.S.
Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMSTO THIS
ADDRESS. SEND TO: Commissionerfor Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PTO-9199 and selectoption 2.
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Document code: WFEE

United States Patent and Trademark Office

Sales Receipt for Accounting Date: 06/17/2015

PSTANBAG 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 personsare required to respond to a collection of information unlessit displays a valid OMB control number.

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

INFORMATION DISCLOSURE
|GroupArtUnit|1627STATEMENT BY APPLICANT [222424 Weer

Examiner Name Claytor, Deirdre
(use as many sheets as necessary)

Attorney Docket Number PRD2901USNP
Sheet 1 of 1

OTHER PRIORART - NON PATENT LITERATURE DOCUMENTS

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

7publisher, city and/or country where published por
| Third Party Observationsfiled during prosecution of corresponding EP Appl

No. 08863534.7 J&J Ref. PRD2901 EPEPT

Examiner Date
Signature Considered

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

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

First Named Inventor/Applicant Name:

Customer Number:

Filer Authorized By:

Attorney Docket Number:

Receipt Date:

Filing Date:

Time Stamp:

Application Type:

Paymentinformation:

Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi
Number P Message Digest|Part /.zip

117914
Other Reference-Patent/App/Search PRD2901USNP_SupplIDS_07_3

documents 1_15.pdf 492afaad032b8ee425f99a1 34908eb39c799

Information:

 
Pages

(if appl.) 
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149800
Information Disclosure Statement(IDS)|PRD2901USNP_SuppIDS1449_

Form (SB08) 07_31_15.pdf b36dabefbc81630bfab0de7 15a8dca734b7
e529

Information:

This is not an USPTO supplied IDS fillable form

2872078
PRD2901EPEPT_EP088635347_

Non Patent Literature ThirdPartyObs.pdf 2a22948b47e2a3c9410103035975 7bbeal
58466

This AcknowledgementReceipt evidences receipt on the noted date by the USPTOofthe indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidenceof 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill establish thefiling 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/903indicating acceptanceof the application as a
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

NewInternational Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary componentsfor
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shownon this AcknowledgementReceiptwill establish the internationalfiling date of
the application.

 
Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 685



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 686

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
 

IN THE UNITED STATES PATENT AND TRADEMARKOFFICE

Applicants: An Vermeulen etal. 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

DearSir:

This copy is supplementalto the Information Disclosure Statementsfiled on April

11, 2011, December 12, 2011, September 18, 2013, November 17, 2014, December5,

2014 and June 12, 2015.

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

information relating to the above-identified application is hereby disclosed. Inclusion of

information in this statementis not to be construed as an admissionthat 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 anyof the information provided herewith, and/or to prove that this

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 686



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 687

Docket Number: PRD2901USNP

information may not be prior art, and/or to provethatthis 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,orthat information more material to the examination of the present patent

application does notexist.

Xx In accordance with §1.97(b), since this Information Disclosure Statementis

being filed either within three monthsofthefiling date of the above-identified national

application (other than a continued prosecution application under §1.53(d)), within three

monthsof the date of entry into the national stage of the above identified application as set

forth in §1.491, or before the mailing date ofa 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

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

CJ In accordance with §1.129(a), this Information Disclosure Statementis being
filed in connection with [_] thefirst or [_]second After Final Submission, therefore:

CJ 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).

CJ In accordance with §1.97(c), this Information Disclosure Statementis 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 thatit is accompanied by oneof:

CJ 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 accordancewith §1.97(d), this Information Disclosure Statementis being filed

after the mailing date ofeither a Final Action under §1.113 or a Notice of Allowance under

§1.311 but before the paymentof the Issue Fee. Applicant(s) hereby petition(s) for

consideration of this Information Disclosure Statement. Included are: Statementin

Accordance with §1.97(e) (attached) and the fee of $180.00 assetforth in §1.17(p).

[| Copies of each of the referenceslisted on the attached Form PTO-1449 are

enclosed herewith.

CJ Copies of referenceslisted on the attached Form PTO-1449 are enclosed

herewith EXCEPT THAT:

LC] In view of the voluminous nature of references[list as appropriate],

and the likelinood that these references are available to the Examiner,

copies are not enclosed herewith.

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

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

xX Copies of only foreign patent documents and non-patentliterature are

enclosed in accordance with 37 CFR 1.98 (a)(2).

xX There are no listed references which are notin the English language.

CJ The relevanceof thoselisted references which are notin the English

languageis as follows:

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

application(s), which are listed on the attached Submission Under MPEP 609D.
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CJ Attached are the following non-published pending patent applications and/or

nonpatentliterature which may be deemedrelevant, which arelisted on the attached

Submission Under MPEP 609 D.

Please chargeanydeficiency or credit any overpayment to Deposit Account No. 10-

0750/PRD2901 USNP/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

 
   

27177 7590 08/11/2015

BERNARDF. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON& JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 1627

DATE MAILED:08/11/2015

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

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

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCEAS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCEIS 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 REPLYTO THIS NOTICE:

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

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

If the ENTITY STATUSis changed from that shown above, on PART B - FEE(S) TRANSMITTAL,complete section number5 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 amountof small entity
fees.

II. PART B - FEE(S) TRANSMITTAL,orits 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 isfiled, 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 equivalentof Part B.

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

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenancefees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.

Page 1 of 3
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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
Commissionerfor Patents
P.O. Box 1450

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
appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS"formaintenance fee notifications.

 

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

CURRENT CORRESPONDENCE ADDRESS(Note: Use Block 1 for any changeof address) apers. Each additional paper, such as an assignment or formal drawing, must
have its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
27777 7590 08/11/2015 I hereby certify that this Fee(s) Transmittal is being deposited with the United

BERNARDF. PLANTZ States Postal Service with sufficient postage for first class mail in an envelope
JOHNSON & JOHNSON addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 Depositor’s name)
(Signature)

(ate) 
 
  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

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

 

EXAMINER ART UNIT CLASS-SUBCLASS

KAROL, JODY LYNN 1627 514-257000

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

LI Change of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

LI "Fee Address" indication (or "Fee Address” Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Numberis required.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT(printor 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.

2. For printing on the patent front page,list  
(1) The namesofup to 3 registered patent attorneys
or agents OR,alternatively,   (2) The nameofa single firm (having as a member a 2
registered attorney or agent) and the namesof up to
2 registered patent attorneys or agents. If nonameis 43
listed, no namewill be printed.

  

  

(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) : LV individual LJ Corporation or other private group entity [J Government

4a. The following fee(s) are submitted: 4b. Paymentof Fee(s): (Please first reapply any previously paid issue fee shown above)
L] Issue Fee LIA checkis enclosed.

_] Publication Fee (No small entity discount permitted) Lj Paymentby credit card. Form PTO-2038 is attached.
LT Advance Order - # of Copies [I The directoris 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)

Lj Applicant certifying micro entity status. See 37 CFR 1.29 NOTE:Absenta valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issue
fee paymentin the micro entity amountwill not be accepted at the risk of application abandonment.

 

Lj Applicant asserting small entity status. See 37 CFR 1.27 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.

  
Lj Applicant changing to regular undiscounted fee status. NOTE: Checking this box will be taken to be a notification ofloss 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.
  

Mylanv. JaiggéhtIPR2020-00440) Ex. 1019 Part 3, p. 691
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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

BERNARDF. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 a7

DATE MAILED:08/11/2015

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applicationsfiled 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 Numberand expiration
date for the agency to display on the instrumentthat 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 whichis 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
respondto a collection of information unlessit 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 informationis
35 U.S.C. 2(b)(2); (2) furnishing of the informationsolicited 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 mayresult in termination of
proceedings or abandonmentof the application or expiration of the patent.

The information provided by youin 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 Memberwith 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 managementpractices 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 abandonedor 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 becomesawareof a violation or potential violation of law or regulation.
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Application No. Applicant(s)

 . vas . 12/337,144 VERMEULEN ETAL.
Examiner-Initiated Interview Summary _ _

Examiner Art Unit

JODY KAROL 1627

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

(1) JODY KAROL. (3) .

(2) Hal Woodward. (4).

Date of Interview: 37 July 2015.

Type: & Telephonic [-] Video Conference
[-] Personal [copy given to:([] applicant+([] applicant’s representative]

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

Issues Discussed [101 (112 [102 (103 [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 mayinclude: identification or clarification of a
reference or a portion thereof, claim interpretation, proposed amendments, arguments of any applied referencesetc...)

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

Applicantrecordation instructions: It is not necessary for applicant to provide a separate record of the substance ofinterview.

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

[J 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 ETAL.

. ape i i AIA (First Inventor to
Notice of Allowability AnerOL toy|File) Status

No

-- The MAILING DATEof this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSEDin 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 GRANTOF PATENTRIGHTS.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. KJ This communication is responsive to 6/12/2015.

LIA declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/werefiled on

2. (J An election was madebythe applicant in responseto a restriction requirement setforth during the interview on ; the restriction
requirement and election have been incorporated into this action.

3. XJ The allowedclaim(s)is/are 1-5,13,15-20,22,24 and 34-40. As a result of the allowed claim(s), you maybeeligible to benefit from the
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more

information, please see htts://www.uspio.gov/patents/init_ events/oph/index.isp or send an inquiry to PPHfeedback@uspio.gov .

 

    

4. 1 Acknowledgmentis madeof a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).

Certified copies:

a) All b)[JSome ‘*c) [Noneof the:

1. [J Certified copies of the priority documents have been received.

2. DJ Certified copies of the priority documents have been received in Application No.

3. [] Copiesofthe certified copies of the priority documents have been receivedin 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 ABANDONMENTofthis application.
THIS THREE-MONTH PERIODIS NOT EXTENDABLE.

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

(1) including changes required by the attached Examiner's Amendment / Commentorin 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 drawingsin 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 INFORMATIONaboutthe deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)
1. [J Notice of References Cited (PTO-892) 5. ] Examiner's Amendment/Comment

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

3. [J Examiner's Comment Regarding Requirementfor Deposit 7. Other .
of Biological Material

4. X] Interview Summary (PTO-413),
Paper No./Mail Date 20750805 .

 
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 requestfor continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), wasfiled in this application after allowanceor 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/Remarksfiled 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 amendmentto the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendment maybefiled as provided

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 697
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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 paymentof the issue fee.

Authorization for this examiner's amendmentwasgiven in a telephoneinterview

with Hal Woodward on 7/31/2015.

The application has been amendedasfollows:

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 reasonsfor 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 doseof

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 treatmenta first maintenance doseof paliperidone

palmitate formulated in a sustained release formulation a month (+ 7 days) after the
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second loading dose. The claims are allowable over the closest cited prior art, Frangois

et al. (US 6,555,544 B2), because thecited 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-

risperidonefatty acid ester(i.e. paliperidone palmitate) in submicron form for use in the

treatment of psychosis, schizophrenia, schizoaffective disorders, etc., Francois etal.

teach the composition is administering every three weeksor even at longerintervals

where possible (see abstract; column8, lines 8-20). There is nothing in Francoisetal.

that teaches or suggests using two loading doses 6-10 days apart followed by a monthly

maintenance doseatthe specific dosages asinstantly claimed.

Any comments considered necessary by applicant must be submitted no later

than the paymentof the issue fee and, to avoid processing delays, should preferably

accompanythe 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 accessto 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 automatedinformation

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

Anyinquiry concerning this communication or earlier communications from the

examiner should be directed to Jody L. Karol whose telephone numberis (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

numberfor the organization wherethis application or proceeding is assigned is 571-

273-8300.

/Jody L. Karol/

Examiner, Art Unit 1627
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Supervisory Patent Examiner, Art Unit 1627
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(1) JODY KAROL. (3) .

(2) Hal Woodward. (4).
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Substance of Interview
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reference or a portion thereof, claim interpretation, proposed amendments, arguments of any applied referencesetc...)
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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 international 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.GOY.

SUBMISSION REQUIRED UNDER 37 CFR 1.114

Note: If the RCEis proper, any previously filed unentered amendments and amendments enclosed with the RCE will be entered in the order
in which they werefiled 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}.

O Previously submitted. If a final Office action is outstanding, any amendmentsfiled after the final Office action may be considered as asubmission evenif this box is not checked.

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

[|] Other 

Enclosed

[|] Amendment/Reply

Information Disclosure Statement(IDS)

| Affidavit(s}/ Declaration(s}

[|]Other
 

MISCELLANEOUS

O Suspension of action on the above-identified application is requested under 37 CFR 1.103(c} fora period of months
(Period of suspension shall not exceed 3 months; Fee under 37 CFR 1.1 /{i) required)

[] Other
 

FEES

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

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED
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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 abandonmentof 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
Departmentof 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
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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
recommendimprovements 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 otherrelevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in an
application which became abandonedorin which the proceedings were terminated and which applicationis
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 becomesaware of a violation or potential violation of law or regulation.
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Kristin Miele /Kristin Miele/ November 11, 2015

Type or print name Signature
 

IN THE UNITED STATES PATENT AND TRADEMARKOFFICE

Applicants: An Vermeulen etal. 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

DearSir:

This copy is supplementalto the Information Disclosure Statementsfiled on April

11, 2011, December 12, 2011, September 18, 2013, November 17, 2014, December5,

2014, June 12, 2015 and July 31, 2015.

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

information relating to the above-identified application is hereby disclosed. Inclusion of

information in this statementis not to be construed as an admissionthat 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 anyof the information provided herewith, and/or to prove that this
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information may not be prior art, and/or to provethatthis 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,orthat information more material to the examination of the present patent

application does notexist.

Xx In accordance with §1.97(b), since this Information Disclosure Statementis

being filed either within three monthsofthefiling date of the above-identified national

application (other than a continued prosecution application under §1.53(d)), within three

monthsof the date of entry into the national stage of the above identified application as set

forth in §1.491, or before the mailing date ofa 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

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

CJ In accordance with §1.129(a), this Information Disclosure Statementis being
filed in connection with [_] thefirst or [_]second After Final Submission, therefore:

CJ 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).

CJ In accordance with §1.97(c), this Information Disclosure Statementis 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 thatit is accompanied by oneof:

CJ 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 accordancewith §1.97(d), this Information Disclosure Statementis being filed

after the mailing date ofeither a Final Action under §1.113 or a Notice of Allowance under

§1.311 but before the paymentof the Issue Fee. Applicant(s) hereby petition(s) for

consideration of this Information Disclosure Statement. Included are: Statementin

Accordance with §1.97(e) (attached) and the fee of $180.00 assetforth in §1.17(p).

[| Copies of each of the referenceslisted on the attached Form PTO-1449 are

enclosed herewith.

CJ Copies of referenceslisted on the attached Form PTO-1449 are enclosed

herewith EXCEPT THAT:

LC] In view of the voluminous nature of references[list as appropriate],

and the likelinood that these references are available to the Examiner,

copies are not enclosed herewith.

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

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

xX Copies of only foreign patent documents and non-patentliterature are

enclosed in accordance with 37 CFR 1.98 (a)(2).

xX There are no listed references which are notin the English language.

CJ The relevanceof thoselisted references which are notin the English

languageis as follows:

CJ 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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CJ Attached are the following non-published pending patent applications and/or

nonpatentliterature which may be deemedrelevant, which arelisted on the attached

Submission Under MPEP 609 D.

Please chargeanydeficiency or credit any overpayment to Deposit Account No. 10-

0750/PRD2901 USNP/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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U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no personsare required to respond to a collection of information unlessit displays a valid OMB control number.

Substitute for form 1449A/PTO

INFORMATION DISCLOSURE
|GroupArtUnit|1627

STATEM ENT BY APPLICANT Examiner Name Claytor, Deirdre
{use as many sheets as necessary) Attorney Docket Number|PRD2901USNP

Sheet_1 of 1

OTHER PRIORART - NON PATENT LITERATURE DOCUMENTS

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

Examiner’s ne (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s),Initials* publisher, city and/or country where published
Eeeereaera]J&J File Ref. PRD2901AUPCT

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, VandeboschA, 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 LU, Seeley ET. Intramuscular or
intralipomatous injections? N Eng! 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

P| 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 i 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 PhaseIll clinical study described at Example 8 of the opposed
application accessed at http://yoda.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 Date
Signature Considered

*EXAMINER: Initial if reference considered, whetherornotcitation is in conformance with MPEP 609. Draw line through citationif not in conformance
and not considered. Include copy of this form with next communication to applicant.
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New Applications Under 35 U.S.C. 111
If a new application is being filed and the application includes the necessary componentsfora 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 shownonthis
AcknowledgementReceiptwill establish thefiling 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/903indicating acceptanceof the application as a
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

NewInternational Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary componentsfor
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shownon this AcknowledgementReceiptwill establish the internationalfiling 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

 
   

27177 7590 12/02/2015

BERNARDF. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON& JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 1627

DATE MAILED: 12/02/2015

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

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

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCEAS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCEIS 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 REPLYTO THIS NOTICE:

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

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

If the ENTITY STATUSis changed from that shown above, on PART B - FEE(S) TRANSMITTAL,complete section number5 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 amountof small entity
fees.

II. PART B - FEE(S) TRANSMITTAL,orits 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 isfiled, 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 equivalentof Part B.

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

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenancefees. 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
Commissionerfor Patents
P.O. Box 1450

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
appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS"formaintenance fee notifications.

 

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

CURRENT CORRESPONDENCE ADDRESS(Note: Use Block 1 for any changeof address) apers. Each additional paper, such as an assignment or formal drawing, must
have its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
27777 7590 12/02/2015 I hereby certify that this Fee(s) Transmittal is being deposited with the United

BERNARDF. PLANTZ States Postal Service with sufficient postage for first class mail in an envelope
JOHNSON & JOHNSON addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 Depositor’s name)
(Signature)

(ate) 
 
  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

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

 

EXAMINER ART UNIT CLASS-SUBCLASS

KAROL, JODY LYNN 1627 514-257000

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

LI Change of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

LI "Fee Address" indication (or "Fee Address” Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Numberis required.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT(printor 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.

2. For printing on the patent front page,list  
(1) The namesofup to 3 registered patent attorneys
or agents OR,alternatively,   (2) The nameofa single firm (having as a member a 2
registered attorney or agent) and the namesof up to
2 registered patent attorneys or agents. If nonameis 43
listed, no namewill be printed.

  

  

(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) : LV individual LJ Corporation or other private group entity [J Government

4a. The following fee(s) are submitted: 4b. Paymentof Fee(s): (Please first reapply any previously paid issue fee shown above)
L] Issue Fee LIA checkis enclosed.

_] Publication Fee (No small entity discount permitted) Lj Paymentby credit card. Form PTO-2038 is attached.
LT Advance Order - # of Copies [I The directoris 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)

Lj Applicant certifying micro entity status. See 37 CFR 1.29 NOTE:Absenta valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issue
fee paymentin the micro entity amountwill not be accepted at the risk of application abandonment.

 

Lj Applicant asserting small entity status. See 37 CFR 1.27 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.

  
Lj Applicant changing to regular undiscounted fee status. NOTE: Checking this box will be taken to be a notification ofloss 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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PTOL-85 Part B (10-13) Approved for use through 10/31/2013. OMB 0651-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 729

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

BERNARDF. PLANTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 a7

DATE MAILED: 12/02/2015

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applicationsfiled 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 Numberand expiration
date for the agency to display on the instrumentthat 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 whichis to file (and by the USPTO to process) an application. Confidentiality is
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Privacy Act Statement
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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 requestfor continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), wasfiled in this application after allowanceor 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/Remarksfiled 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 usedin the Australian

groundsfor 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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Application/Control Number: 12/337,144 Page 3

Art Unit: 1627

Synopsis of the PhaseIII 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 referencesare not applicable as priorart.

EXAMINER’S AMENDMENT

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

and/or additions be unacceptable to applicant, an amendment maybefiled as provided

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be

submitted no later than the paymentof the issue fee.

Authorization for this examiner’s amendment wasgivenin a telephone interview

with Hal Woodward on 7/31/2015.

The application has been amendedasfollows:

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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Application/Control Number: 12/337,144 Page 4

Art Unit: 1627

4. The following is an examiner's statement of reasonsfor 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 doseof

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 treatmenta first maintenance doseof paliperidone

palmitate formulated in a sustained release formulation a month (+ 7 days) after the

second loading dose. The claims are allowable overthe closestcited prior art, Francois

et al. (US 6,555,544 B2), because thecited 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-

risperidonefatty 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 weeksor evenat longerintervals

where possible (see abstract; column8, lines 8-20). There is nothing in Francoisetal.

that teaches or suggests using two loading doses 6-10 days apart followed by a monthly

maintenance doseatthe specific dosages asinstantly claimed.

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 734



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 735

Application/Control Number: 12/337,144 Page 5

Art Unit: 1627

Any comments considered necessary by applicant must be submitted no later

than the paymentof the issue fee and, to avoid processing delays, should preferably

accompanythe 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 accessto 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 automatedinformation

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

Anyinquiry concerning this communication or earlier communications from the

examiner should be directed to Jody L. Karol whose telephone numberis (571)270-

3283. The examiner can normally be reached on 8:30 am - 5:00 pm Mon-Fri EST.
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Application/Control Number: 12/337,144 Page 6

Art Unit: 1627

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

numberfor the organization wherethis 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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Application/Control No. Applicant(s)/Patent Under
Reexamination

Index of Claims 12337144 VERMEULEN ETAL.

Examiner

RENEE CLAYTOR

Rejected = Cancelled
2 Allowed +|Restricted

CLAIM

es[sr]|||
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Doc code: RCEX PTOYSB/30EFS (07-14)
Doc description: Request for Continued Examination (RCE) Approvedfor use through 07/31/2016. OMB 0651-0031U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

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

 

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

Application|bai337,144 Filing|poos-12-17 Docket Number| brp2901USNP
Number Date (if applicable)

First Named An Vermeulen Examiner arol, 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 UNDER37 CFR 1.114

Note: If the RCEis proper, any previously filed unentered amendments and amendments enclosed with the RCEwill 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).

O Previously submitted.If a final Office action is outstanding, any amendmentsfiled after the final Office action may be considered as asubmission evenif this box is not checked.

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

[|] Other
 

><] Enclosed

|] Amendment/Reply

Px] Information Disclosure Statement(IDS)

| Affidavit(s)/ Declaration(s)

[|]Other

 
MISCELLANEOUS

O Suspension of action on the above-identified application is requested under 37 CFR 1.103{c) for a penod 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 RCEis filed.

4 The Director is hereby authorized to charge any underpaymentoffees, 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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PTO/SB/30EFS (07-14)Doc code: RCEX
Approved for use through 07/31/2016. OMB 0651-0031Doc description: Request for Continued Examination (RCE) U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

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

 
 

 Signature of Registered U.S. Patent Practitioner

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.S.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 uponthe individual case. Any comments on the amountof 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.

ifyou need assistance in completing the form, call 1-800-PTO-9199 and select option 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 abandonmentof 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 ofInformation
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
Departmentof 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 toa
court, magistrate, or administrative tribunal, including disclosures to opposing counselin 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
requestinvolving an individual, to whom the record pertains, when the individual has requested assistance from the
Memberwith 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
maybe 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 aspart of that agency's responsibility to
recommendimprovements in records management practices and programs, under authority of 44 U.S.C. 2904 and
29306. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any otherrelevant(i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations aboutindividuals.

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 wasfiled in an
application which became abandonedorin 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
 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants: An Vermeulenetal. 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
Commissionerfor Patents

P. O. Box 1450

Alexandria, VA 22313-1450

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT

DearSir.

This copy is supplemental to the Information Disclosure Statementsfiled on

November 11, 2015, April 11, 2011, December 12, 2011, September 18, 2013, November

17, 2014, December5, 2014, June 12, 2015, July 31, 2015 and November11, 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 statementis 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 thatthis
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Docket Number: PRD2901USNP

information may not beprior 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.

Xx In accordance with §1.97(b), since this Information Disclosure Statementis

being filed either within three monthsofthefiling date of the above-identified national

application (other than a continued prosecution application under §1.53(d)), within three

monthsof the date of entry into the national stage of the aboveidentified 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.

CL] In accordance with §1.129(a), this Information Disclosure Statementis being
filed in connection with [_] the first or [_]second After Final Submission, therefore:

C] Statement in Accordance with §1.97(e) (attached), or

CL] Please charge Deposit Account No. 10-0750/__the fee of $180.00

as set forth in §1.17(p).

CL] In accordance with §1.97(c), this Information Disclosure Statementis being

filed after the period set forth in §1.97(b) above but before the mailing date ofeither a Final

Action under §1.113 or a Notice of Allowance under §1.311, or an action that otherwise

closes prosecution andthat it is accompanied by oneof:

C] Statement in Accordance with §1.97(e) (attached), or

CL] Please charge Deposit Account No. 10-0750/ the fee of $180.00 as

set forth in §1.17(p).
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Docket Number: PRD2901USNP

[_] In accordance with §1.97(d), this Information Disclosure Statementis 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 paymentof the Issue Fee. Applicant(s) hereby petition(s) for

consideration ofthis Information Disclosure Statement. Included are: Statementin

Accordance with §1.97(e) (attached) and the fee of $180.00 assetforth in §1.17(p).

C] Copies of each of the referenceslisted on the attached Form PTO-1449 are

enclosed herewith.

C] Copies of referenceslisted on the attached Form PTO-1449 are enclosed

herewith EXCEPT THAT:

CL] In view of the voluminous nature of references[list as appropriate],

andthelikelinood that these references are available to the Examiner,

copies are not enclosed herewith.

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

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

xX Copies of only foreign patent documents and non-patentliterature are

enclosed in accordancewith 37 CFR 1.98 (a)(2).

Xx There are no listed references whichare not in the English language.

CL] The relevanceof thoselisted references which are not in the English

language Is as follows:

CL] 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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Docket Number: PRD2901USNP

CL] Attached are the following non-published pending patent applications and/or

nonpatentliterature which may be deemed relevant, which are listed on the attached

Submission Under MPEP609 D.

Please charge any deficiency or credit any overpayment to Deposit Account No. 10-

0750/PRD2901 USNP/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 TrademarkOffice: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no personsare required to respondto a collection of information unlessit displays a valid OMB control number.

INFORMATION DISCLOSURE
GroupArtUniti677STATEMENTBY APPLICANT

{use as manysheets as necessary) Attorney Docket Number|PRD2901USNP
Sheet1 of 1

OTHER PRIOR ART- NON PATENT LITERATURE DOCUMENTS

Sains|ie, Include nameofthe author(in CAPITAL LETTERS), title of the article (when appropriate), title of the itemExaminer'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

pfThird Party Observations dated 01/28/16 filed during prosecution of EPApplication No. 10773821.3 (J&J ref. PRD3131EPEPT)
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aa
aaa

Examiner Date
Signature Considered

*EXAMINER: Initial if reference considered, whetherornotcitation 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

SUBMISSION UNDER MPEP 609.06

Examiner Name Claytor, Deirdre

Page 1 of 1 Attorney Docket Number PRD2901USNP
U.S. PATENT DOCUMENTS

U.S. Patent Document

ee Pages, Columns, Lines,
Kind Code where relevant passages or

Number (if known) relevant figures appear

  
. Nameof Patentee or ApplicantExaminer

Initials of Cited Document

Foreign Patent Document Pages, Columns, Lines,
Nameof Patentee or where relevant passages

Examiner i 7 . or relevant figures
initials Applicant of Cited Document Office? Number* KindCode® appear

OTHER PRIOR ART- NON PATENT LITERATURE DOCUMENTS

Include nameof the author (in CAPITOL LETTERS), title of the article (when appropriate),
Examiner's i title of the item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s),
Initials* : 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

SnhlAttorney Docket No. PRD3131USDIV1
aaSo
pO
pO
aa

Examiner Date
Signature Considered
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Electronic Patent Application Fee Transmittal

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

femeee

Filing Fees for Utility under 35 USC 111(a)

Sub-Total in

USD(S)

Basic Filing:

Description Fee Code Quantity

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Miscellaneous:

RCE- 2nd and Subsequent Request 1820 1700|700|
Total in USD ($) 
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Electronic AcknowledgementReceipt

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
Deposit Account 100750

Authorized User WOODROW,HALB.

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

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

Charge any Additional Fees required
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Charge any Additional Fees required under 37 CFR 1.19 (Documentsupplyfees)

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 sa: File Size(Bytes)/ Multi Pages|"Number"|__PeewnentDesaition|FileName Message Digest (if appl.)
1350053

Request for Continued Examination PRD2901USNP_RCE_03_01_16.
(RCE) pdf ba66c1668c1c38b0b7209963bfc9acedal6

5465

Information:

117827
PRD2901USNP_SupplIDS_03_0

Transmittal Letter 1_16.pdf 0f88435566633633a6863f00d9fd59ee0ac
acec

Information:

121402
Information Disclosure Statement (IDS)|PRD2901USNP_SuppIDS1449_

Form (SB08) 03_01_16.pdf 13d51e283 155ec13c8f2494 1 6bd13b521e5
7efad

Information:

This is not an USPTOsupplied IDSfillable form

Other Reference-Patent/App/Search PRD2901USNP_IDS609d_03_01
documents _16.pdf §294f86b8e43732a0e3414a1468b36573bd

49480

Information:

117735

Other Reference-Patent/App/Search PRD3131EPEPT_3rdPartyObv_0O
documents 1_28_16.pdf afc44c7e6b977e07c09f9834Sacaeffa44990

774

Information:

18657019
Other Reference-Patent/App/Search PRD3131USDIV1_FinalOA_10_

documents 22_15.pdf 1cbcf40cc567b779dd145cb173b782ed8a3

Information:

15708404

59571

1 .

Other Reference-Patent/App/Search PRD3131USDIV1_OA_03_241
documents 5.pdf e18b2f27af209d77082c5c81576105c9f601

bad4

Information:
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Fee Worksheet (SB06) fee-info.pdf
eff92fal 1250f8f073fpb027433f4800829be

1cb

Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 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 internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling 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
 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants: An Vermeulenetal. 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
Commissionerfor Patents

P. O. Box 1450

Alexandria, VA 22313-1450

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT

DearSir.

This copy is supplemental to the Information Disclosure Statementsfiled on

November 11, 2015, April 11, 2011, December 12, 2011, September 18, 2013, November

17, 2014, December5, 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 statementis 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 thatthis
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Docket Number: PRD2901USNP

information may not beprior 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.

Xx In accordance with §1.97(b), since this Information Disclosure Statementis

being filed either within three monthsofthefiling date of the above-identified national

application (other than a continued prosecution application under §1.53(d)), within three

monthsof the date of entry into the national stage of the aboveidentified 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.

CL] In accordance with §1.129(a), this Information Disclosure Statementis being
filed in connection with [_] the first or [_]second After Final Submission, therefore:

C] Statement in Accordance with §1.97(e) (attached), or

CL] Please charge Deposit Account No. 10-0750/__the fee of $180.00

as set forth in §1.17(p).

CL] In accordance with §1.97(c), this Information Disclosure Statementis being

filed after the period set forth in §1.97(b) above but before the mailing date ofeither a Final

Action under §1.113 or a Notice of Allowance under §1.311, or an action that otherwise

closes prosecution andthat it is accompanied by oneof:

C] Statement in Accordance with §1.97(e) (attached), or

CL] 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 Statementis 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 paymentof the Issue Fee. Applicant(s) hereby petition(s) for

consideration ofthis Information Disclosure Statement. Included are: Statementin

Accordance with §1.97(e) (attached) and the fee of $180.00 assetforth in §1.17(p).

C] Copies of each of the referenceslisted on the attached Form PTO-1449 are

enclosed herewith.

C] Copies of referenceslisted on the attached Form PTO-1449 are enclosed

herewith EXCEPT THAT:

CL] In view of the voluminous nature of references[list as appropriate],

andthelikelinood that these references are available to the Examiner,

copies are not enclosed herewith.
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 ING REGIMEN ASSOCESTED WITHLONGACTINGINJECTABLE

PALIPERIDONE ESTERS

FIELD OF THE INVENTION

This invention relates to a method oftreating patients in need oftreatment with

long acting injectable paliperidone palmitate formulations.

BACKGROUNDOF THE INVENTION

10

Antipsvebotic medications. are the mainstay in the treatment of schizophrenia,

schizoaffective disarder, and schizophrentorm disaniers, Conventional antipsychotics

were intreaduced in (he mid-TO50s. These typical or first generation drugs are agually

effective in contraliingthe positive symptoms of schizophrenia, but are less effective in

meme, 5 moderating dhe negative symtoms or the cognitive Impairment associated with tre

disease, Atypical antipsychotics or second gemeration drugs, typified byrisperidone and

alanzapine, were developed in the 2990s, and are generally characterized by

effectivences against both the positive and segative symptoms associated with

sehizaphrenia.

boon Pahiperidome palmitate is the pulmitate aster of  paliperidone

@-hydroxy-risperidione)}, a moncunisergic antagenist that exhibits the characteristic

deapaming OD, and serotonin (S-hydrosxyiryptamine type 3A} antagonism of the

second-generation, atypical antipsychotic drugs. Pallperidone ia the major active

metabolite of risporidone. Eatended release CBR} oamotic contralled release oral

teShy delivery (OR.OS} paliperidons, as a tabler formralation, is marketed tnthe Unieed States
CUS.) for the reatment of schizophresia and nuuntenanceof effect.

Paliperidone palmitate is heme developed as a long-acting, imramniscular (L.)},

injectable aqueous nanosuspension Tor the treatment of schizuphrenia and over

diseases thal are normally treated with antipsychotic meduitions. Because of extreme

30 few waier solubility, paliperidone esters such as paliperione palinitaie dissolve slowly
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after an imi infection before bein# hydrolys fo paliperidane aml made avaliable. i
the systemic circulation.

Many patierts with these mental Ulnesses achieve symptom. stability with

available oral antipsychotic medications; however, ieis estimated that up to 750 have

S difficulty adhering to a daily oral treatment regimen, Le. compliance problems.

Problems with adherence often resnli in worsening of symptoms, suboptimal imatment

response, frequent relapses and re-hospitalizations, and as. inabilky to benelis fran

rehabilitative and psychosocial therapies

Paliperidane palmitate injection has been developed to provide sushuned plasmid

10 Soneentrations of paliperidene when administered once monthly, which may gresathy

enhance compliance with dosing. Paliperidane natmitale was Formulated as an aqueousi

 nano suspension as is described in US Patents 6.5777S45 arch 65545 544. However,
‘,
nfter the data wae analyzed fromthe clinical tals ofthis formnalationi was discovered

that the absorption of paliperidone from these infections was far more complex than

pe. as was originally anticipated. Additionally, attaining a potential therapeutic plasma level

of padiperidane in patients was discovered to be dependent on the sife of injection und!
steady State concentration is reached. De to the challenging nature of ENSAINE aN.

aptinnam plasma concentration-time profile for testing patients with paliperidaneiis
desirable to develop a dosing regimen that fulfills this gcal in patients in need of

20. dreatrnent.

SUMMARYOF THE INVENTION

In ane embodimentof the present invention there is proves a doaing regnmnen
38 for adtuinistering paliperidaneesters to a psychiatric patent im ne fireatment

comprisingadministeringindramauscularly in the deltoid a first loading dase from about

100 me-eq. te about [SOQ mg-eq. afeeasa paliperidone palmitate formulatedin a sustained release formmalation on thefret day of treatment, giministering

intramuscelarly a second loadingclose: from about 100 murte abou. 150 mgeeg of
30 paliperidoneas apaliperidone palmitate formulated in a sustained release formulation
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tetween about {he Gth io 1Oth day of treatment: and administeergtabramaseulatly in
the gluteal a maihtonance dose of about 25 to about 150 meg. af paliperidane ag z
paliperidone ester in a sustained release formnlation on between about the 34and

x.
t

about the 38th dayof treatment.

1S In one embodiment of the present invention there is provided a dasin2 rmghnen
for administering paliperidone esters to a psychiatric patient in needof treatment

comprising administering intramuscularly in the deltoid afirst loading dose from, about
LOD mig-eq. to about 1S0 mp-oq. af puliperidone as a paliperidane palmitate formudaied

ina Sualuined release formulation on thefirst day of treatment: administering
iQ intramuscularly a second loading dose from about 100 mg ta about 150 me-eq af

paliperidoneas a palipericdone palmitate formulated in a sustainedrelease form,ahation

between about the Gth-to Leth dayof treatment: and administering yrammuscularly in
ihe ghatea! a maintenance dose of about 25 te about 156 mg-oq. of paliperidone as a
paliperidoneester in a Sustained release formulation approximatelymonthly fromthe

{IS date of the second loading dose.

in another embodiment of the present invention there is provided a dosing
regimenfor administering paliperidone palmitate toa psychiatric pationt in need of

freaiment comprising administering intramuscularly in the deltoid of « patient in need

of treatma fest loading dose fromabout 100 migseg. to about 150 mg-ed of
20 paliperidane as paliperidene palmitate formulated in a sustained release fornnalation on

thefirst dayof treatment; administering intramuscularlyin the deltoid muscle af the

patient in needof treatment a second loading dass from about 100 Mgeeq. to about 150
mg-eq. of paliperifone as palipericione palmitateformulated in a sustained release

formulation on the eighth dayof treatment: and adhministering iivanuscalarly in the
hoA deltoid or gluteal muscleof the patient in need of meatment a maintenance dose of

about 25 mg-eq. tc about 75 mg-eq. of paliperidene as palipericdone palmitate in a

Sustained release formudation an between about the 34th day and the 38ch day al
treabment.

in another embodiment of the present invention there is providedg dosing
30 regen for administering paliperidane palmitaie to a paychiatric paticnt in needof

treatment comprising administering intramuscularly in the deltoid of a patient in need
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of treatment a first loading doseof about 150 me-eg of paliperidonsaa paligeridane

palmitate forraulated in a sustained release formulation onthe first day of treatment;

sciminisiering intramuscularly inthe delenid muscle of the patient in need of lreatment a.

scoond loading dose from aboot 1Q0 oig-aq. of paliperidoneas paliporkdone palmitate

formulated in a sustainedrelease formulation on the cighth day af treaunent; and

administering intramuscularly in the deltoid or gluteal muascte of the patient in need of

treatment a mumtenance dose of abont 2S myg-eq. to abant 73 me-eq. of paliperidane as

raliperidoms: palmitate. in a sustained release formulation approxinudely monthly from

the date of the seccrl! leading dose.

In another embodiment of the present inveation there is provided a dosing

regimenfor administering paliperidone palmitate to a psychiatric patient in need of

featmont comprising administering intranuscularlyin the deltoid of a pationtin need

of treatment a first loading dose of about 180 mg-eq of paliperidoneas paliperulone

palmitate formulatedina sustained release formulation onthe firet day of treatment;

siministering intramuscularly in the deltoid muscle of the pationt in need oftreatment 2

secomd loading dose from about 100 me-cg. of paliperidone.as palipericions palmitate
formulated in a sustainednelease formulationon the cighth day aftreatment; and

administering intramuscularly in che deltoid or gluteal muscle af the patient im need of

treatment a miuuinicnance dose of about 75 mg-eq. af paliperidone as paliperidone

palmitatein a sustained release formulation approximately monthly fromthe date af the

second loading dose.

In yet another embodimentof the present invention thereis provided a dosing

regimen for administering paliperidoneesters te a ronally impatred psyctuatric patient

in need of treatment comprisimg administering intrarnuscularby in the deltoid a first

ioading dose of about 7Smg-eq of paliperidens aa a paliperidonepalmitate formulated

in a sustainedrelease formulation on the first day of treatment: adrainisicring

intramuscularly a sccond loading dose of about 7S mig-og of palipericome aa a

paliperidone palmitate formelated in asustained release formulation between aboutthe

6th ta Oth day of weatment, and administering intrarmuscularly iin the ghauteal a
maintenance dase of shout 25 mg-eq. to about 75 mye-eg of paliperidoneas 4
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pallperidone palmitate in a sustained refease formulation on between about the 34°and

about the 38th day of treatment.

in yet another embodiment of the present invention there is provided a dosing

regimenfor administering paliperidane esters to a renally impaired psychiatric pationt

3 in need of treatment comprising administering intramuscularlyin the deltoid a first

loading dose af about 1O0me-eqofpaliperidone as a palliperidone palmitateformulated

in a sustained release formulation on the frst dayof treatment; administering

intramuscularly a second loading dose of about 75 mg-eq of paliperidone ag a

palipernione palmilate fortaulated in a sustained release formulation. berween abootthe

1 6th to 10th “y of treatment; andadministering intramyascularlyin the ghitcal a“

maintenance dose of about 25 mg-ag. to about 73 mg-eq of paliperidoneas a

paliperidone palmitate in a sustainedrelease formulation approximately monthly from

the date of the second loading dose.

ina farther embodiment af the present invention there is provided a dosing
mews, Uh mpimen for adnuinistering paliperidone palmitate to a peychiatric patient in needof

treatment conoprishig administering intramuscularly in the deltoid of a patient in need

‘treatment a first loading doseof about 75 mg-oq. of paliperidoneae paliperidone

palraltate formulated ia a sustained release formulation onthe firet day of treatment:

alministering intramuscularly in the deltoid muascle of the patient in need of treatmenta

29 second loading dose of about 75 mg-eq of paliperiudone as paliperitione palmitate
forroulated in a sustained celease formrulation on the eighth day of treatment: and

adipinistering intraninscularlyin thedeltoid or glateal muscle of chepatieat in need of

eatment a mantenance dose of fromabout 25 me-og. to about 56 me-eq. of

paliperidone as paliperidane palmitate in a susidned release formulation an abent the

22 Sithday and the 38th dayof treatment.

in one cmbodiment of the present invention there is provided a dosing regimen

for adniimisiering paliperidane esters toa psychiatric patient in need of reatrnent

compising administering intrannusoularly imthe deltoid a first loading dose of about

150 me-eg. of paliperidone as a paliperidone palystate formulated in a sustained
30 release formulation on the Arst day of treatment: thereafter administering

intramuscularly a second maintenance dose of fromabout 25 me-eq, to about 100 mg-
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eg of paliperidone as a paliperidone palmitate formulated in a sustained release

formulation between aboutthe Gus io Eth dayof treatment: and administering

intramuscularly mm the elatcal a mudatenance dose ofabout 28 to about 100 mg-ag. of

paliperidone as a paliperidans palmutate in a sastaied release formulation on between

about the 34" and about the SRth dayof treatment.

ina farther embodiment of the present mvention there ts provided a dosing

yeeimen for administering paliperidane palmitate te a psychiatric patient ingeed of

treatment comprising administering intramuscularly im the deltoid of a patient in need

oftreatmenta first loading dose fram about 150 mg-eq. of paliperidone as a

maliperidone palmitate ester ii a sustained release formyulation on the first day of

wreatmunt: thereafter administering intramuscularly in the deltoid muscle ofthe patient

in need of treatment a maintenance dase from about 25 nyg-eq. te about 100 mg-eq. af

paliperidane as paliperidonepalmitate formulated if a sustained release Tormulation on

the eighth dayof treatment; and administeriig intramuscularly in the deltord or ghutcal

muscle of the patient in need of treatment a maintenatice dose of about 25 mg-eq. t

abeart 1K) mg-ee. of palipericione as paliperidene palmalaicin a susiuned release.

formufation on about the 34th day and the S&th day of treatment,

This and other objects and advantages ofthe present invention maybe

appreciated framareview of the present applicabions,

BRIEY DESCREINONOF THE FIGURES

Figure 1 shows the observed versus ihe population pharmacokinetics madel

sirmulatios for plasmis paliperidione concentrations for paliperidone palmitate 150 mig

ey. Inthe deol an day i, followed by 25 mg eq. in etther the deltord cr gluteus an

days 8, 36, and 64,

Figure 2 shows the observed versus the populatien pharmacakinetios mode!

simulation for plaema paliperidame: concentratinns for paliperidone palmitate PAG og

ay, bithe deltoid on day 1, followed by 100 my eq. in either the delfoul or ghutens on

days 8, 3G, and G4.
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Figure 3 showsthe observed versus the population pharmacokinetics mode

simulation for plasma paliperidone concentrations fr paliperidone palmitate 150 mg
eq. in the deltoid on day 3, followed hy 180 mye eq. in either the deltoid or aintous on
days &, 36, and 64.

DETAILED DESCRIPTION

We have discovered afler extensive analysis ofthe clinical data that palipenidones
palimllate due toits dissolution rate-limited absorption exhibits Sip-flop kinetics, where
ihe apparent half-life is controlled bythe absorptionrate constant. Additionally the
volume of injected drag product also impacts the apparent rate constant, 1 was alse

discovered that deliaid injections resnit in a faster rise in initial phasmna concentration,

facilitate patients’ attuninga rapid therapeutic concentration of paliperidome 2is
preferred to provide the initial loading dose ofpaliperidane palpate in the deltoids. The

lnading dose should be fromaboot 100 mg-eq. ta about 150 me-eq. of palinesidone
provided in the formofpaliperidone palmitate. After thefirst or more proferatly after the
second loading dose infection patients will he approaching a steady slate concentmation of

paliperidone tn their plasms and may beinjected in either thedelteid of the gluteal
 muscle thereatier. However, itis preferredthatthe patients receive futher Lfechions in.

the gluteal muscle.

In viewof these Hacoveries the nororunended dosing regirnen for patients tp
attain a therapeutic plasma level of paliperidone is for patients to receive the first dose of

paliperidone palmitate on day | of treatment, followed by asecond dose between diye 6

tae 1G of treatment, chen athird dose henween days 34 to 38 of beatment of sromthhy
tfdays afterthe second dese. More peefershly the palionis will be administered a first

dose an day J, a second dose on day8 and a third dose on or uhont day 36 of treatment or

approximately monthly £3 days after the second dose. The first two doses will preferably
be Injected in the deltoid muscle. Thereafter paliperidone palnutate will be administered

by injection approximately once a month(e.g. monthly </days or approximately once
every four weeks) thereafter, ‘To wasurethat a potential therapeutic plasma level of

palipendone is attained at least 4 firstloading dose of 150 mg-eg of paliperidone aga
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paliperidene palmitate ester should be administered on day oneof treatment. Preferably

the first ewo doses will be loading doseaf between fromabout LOD mg-eg. ta about 150

mig-eq. of paliperidone as a paliporidone palmitate seter to assure that a potential

therapeutic plasma level of palineridone is attained bythe patient. The subsequent doses

thereafier will drop io a therapentic maintenance dase of from: about 25 mig-eq. to 150

mg-eq. per month (2? days) Proferably the maintenance dose will be from about 2amg

ay. to about 1Q0 mg een more preferably the maintenance doas will be fram about 25mg

eq. to about 75. mg eq: and most preferablythe maintenance dose mitially will beabout

a0} mgeq, ar more preferably the maintenance dose initially will be aber’ 7S mg

eqawhich may be administered intrammscularly into the deltoid or ghiteal muscle, but

mare preferably will be administered in the gisteal mniscls. Those ofoeskull in the
art will understand that the raainienance dose may be dirated ap or dawn in viewofthe

patients condition Gesponseto the medication and renal function).

Since paliperidoneis maideliminated thraaghthe ludneys, paticonts with ronal

impairment will have a higher total exposure to paliperidone after Lin. injections of

paliperidone palmitate, Por patierds with renal impairment tb wonld desirable to adjust

the loading dases to account for the Increased expomire levels of paticnts with renal

iripaitment. Por patientaawith muld renal impairment the loading doses should be
reduced to 73 mg-cq. forthe first bwo loading doses. ‘Phe maintenance sy should 

range fromabout 28 mg-eq. to about 75 mg-eey, and cacre preferably with range from.

about 25 mg-eq. to about S30 mare. The doses would beadministered on day 1 of

treatment, follawed by a second dese between days & to 10 of treatment, then a third dase

benween days 34io 38 of treatment. More preferably the patioats will beadministered a

first dose on day 1, a second doseon day8 and athird dose on day 36 of treatment. The

fiest pvo doses will preferably be injected in the deltoid muscle. Thereafter paliperidione

palmitate will be administered byinjection approximately once a momh (e.g. one a manthE

es*7 days or once every four weeks) thereafier. For the purpose of this patentapplication
renal function is estimated by glomerular filtration rate GOPR) usnailly nwasared bythe

creatinine clearance(best calculated froma 24-hour urine eafloction). Creatine clearance

maybe estimated by the Cockerait and Gaultmethod based on serumcreALTE

concentrationas described in Prediction of creatinine clearance fromserum creatiaimne,
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Nephron 1876; vol 16. papes 3 1-41, Patients with mild renal impairment have a
creatinine clearance of 50 to <80 mivminate.

ii is recommended that the second initiation dose of paliperidone palmitate be

given about one week(6-10 days} after the Hest dose. ‘Te avoid a missed dose, patients

may be given the second dose 2 days before or after the one-week tunepoint. Similarly,
the third and subsequent injections after the initiation regimen are recommended to he

given monthly. To avoll a missed monthly dose, patients may be given the AUOCTON Up
to'/ days before or after the monthly timepoint.

After imtlation, the recommended injection cycle af paliperidome. palmitate is

monthly. W less than & weeks have clapsed since the lust injection, thenthe previcuwaby
Stabilized dase should be administered ss soon aa possible, followed by injections at
montily uvervals.

if more than 6 weeks have efepaedsince the last injection, reinitiation with the

same dose the pationt was previously stabilised to should be resumed in. the following
manner 1} a deltoid injection as soon as practically possible, followed by 2) another

deltoid injection one weeklater, and 3) resumption of either delioid or ghateal dosing at
monthlyintervals,

iP more than 6 months have elapsed sincethe fast injection, it is pxcommended

to re-initiate dosing as described above.

Additionally, in this patient population needle length and BME index are hyo

related variables that need to be considered to assure patients attain therapeutic

concentration ofpaliperidone in the desired! time frame, Patients with high BMU had

flower phenconcentration of paliperidone and a lessened treatment response. ‘The lower

initial plasma concentration in high BMI patients was likely due to unintended partial or
camplete injection inte adipose tissue, insteadofdeep injection into muscle, However,

once steady-state plasma concentation are attamed BMI ne longer influenced plasma
concentrations or clinical efficacy. From these observations it was determined that for

pallets weighing <80 kg (<200 Ib) ainch needle will he of adequate length io use ia

injections fo reach the muscletissue for deltoid injections with preferably a. 23 sauge
 needle. However, for patiouts with high BMIs,>9C ky € 200 1b) a 1.S-inchneedle
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sheaid be used for deltoidinjections. Por ghatesd museleinjections a t.S-inch neodle

should be used. Proferably the [.S-imch needle will be a 22-gauge needle.

Paliperidone esters are psychotic wsents belonging to the chemical clase of
ay

bonzineragole derivatives, which contains a racendc mixture of (4)- and {-)-

Ht paliperidone, which are described in US Patent $254,556 (incorporated hercin by

reference), The chemical nanie for paliperkdonepalmitate is (£)-3-[2-[4-(6-fuoro-12

benzisonazal-3-1)-1-piperidhnyyechyl-6,78S4etrabydie2methyl-4-oxo-4dH+

pyridal1 2-elpyrimidin-9-yl hexadecanoats,. ‘Phestructural formula is:

.
;R we a “~ wn “ ae —oe Ne, a a ae ~ _ th, rN, _ M

oO Sat ne See a Na Se sae Ne

2 Ba otsea ee ye
i 3} Senne

es \ myMe: uy a ow. ?N x a os an gee
. Nee Nat Ni fn

4 % ?BSa
a

{6  
10

Paliperidone esters may be formulated with pharmaceutical excipients inte injectable

dosage farms as described in US Patent 5,254,556 and US Patent 64977,843

(ineamporated herein byreference). Injectable formulations maybe forrudated o7

AYUCOUS CATTIELS.

18 Currently if is preferred ta administer paliperidane palmitate m a once memihlyx x ic . “a

aqyueoas depot, Suitable aqueous depot formulations are described inYS Patent

8,077,843 Cmeorporatedherein by reference}. The aqueous formulation woukl

preferably be a nano particle suspensian of wherein the nano particles would be of an

averages alze of lese than 2000 romto about [OD nm. Preferably the mame particles

26 would have an average particle sive (d50) of from abet 160) nor to 400 am and most

preferably aboot 1400 om. io 800 am. Preferably the dO0 will beless than about 3000

am and morepreferably less than about 4400 nm. As used herein, an effective average

particle size (d50) ofless than 2,000 nm means that at least 50%of die parhicies have a

diameter ef Jexs than 2,04}0 nm when measured byart-known comventional techniques,

25 sich as sedimentation fieldflowfractionation, photon correlation speciroscapyor disk
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ventrifugation, With referenceto the effective average particle size, it dy preferred that
at Teast 80%, e.g. 5,000 om. Mostpreferably, 90%of the particles havea sizeof fess |
there 44008 orn,

“Guitailc aqueous nance particle depot formelatians are described ia US Patent

6,555,544 (incorporated herein by reference). In one embodiment of the present

mvyention the formulation would comprise nanoparticles, a surfactant, a suspending

agent, and optionally one ar more additional ingredients selected fromthe group

consisting of preservatives, buffers and an isotonizing agents.

Useful surface modifiers are believed to include thase that physically adhere to the

surface of theactive agent but do not chemically bond thereto.

Suitable surface modifiers can preferably be selected from known organic and

inorganic pharmaceutical excipients. Such excipients include. various pobymers, low
molecular weight oligomers, natural praddcrs and surfactants. Preferred eurface

ctanis.. Representative cxamples of mativiers Include sonlonic and anionic aurh

extipionis include gelatin, caacit, lecithin (phosphatides), eum acacia, cholesterol,

tragacanth, Mearic acid, benzalkonium chloride, calciumstearate, alycery!

momostearate, cotosteary! doohal, cetomsACTOgOL amulsliying wax, sorbitan esters,polyoxyethylene 4aikyl ethers, e.g¢., macrogol ethers such aa cotomacrogol 1000,
polyosyetlvlene castor oil derivatives, polyoxyethylenesorbitan fatty acid esters, e.g.

the commercially available TWERNS™ , Polyethylene givcals, palyoxyathylene

stearates, coliidal silicon dioxide, phosphates, sodiumdodecylsulfate,

carbaxymethyleelhiiose catehim, carboxymethyloellulose sadium, methylrelhalose,

hydroxyethylcellulose, hycdroxyoropyiceliglose, bydroxyprapylmethylcelhilose phialate,

noncrystalling cellulose, magnesium aluminate silicate, irethanolamine, polyvinyl

alcohol (PVA}, poloxamers, tyloxapal and polyvinyipyrrolidone (PVPL Mast of these

excipients are described in detall ithe Handbook of Pharmaceutical excipients,
published jointly by the American Pharmaceutical Association and The Pharmaceutical

Society of Great Britain, the Pharmaceutical Press, 1686. The surface modifiers are

commerciallyavadable and/or can be prepared by technignes known in the art.wo or

more surface modifiers can be used in combination,
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Particularly preferredsurh

ss, auch as PLIUPRONIC!™P68, PIOR and P127 which are block

 ce modifiers include polyvinyipyrrolidone:
  

iyloxapal: polosarhe

copolymers of ethylene oxide aral propylene onide available from BASE; poloxanines,

such as TETRONIC’™®908 (TOR) whichis a tetrafunctional block copolymer derived

from sequential addition of ethylene oxide and prapylene oxide to ethylenodiamine

available fromBASF; dextran; lecithin; Acrasal OT(AOT) whichis a dinctyl ester

of Sodium sulfosuceinic acid available from Cytec Industries; DUPONOL!P which js

a sodium lauryl sulfate available from: DuPont; TRITONMH sc-200 whieh is an alkyl
IS96, 40, 60 and 80
 

aryl polyether sulfonate available from: Rohmand Naas; TWEEN

which are polyoxyethylene sorbitan fatty acid esters available from ICY Speciality

Chemicals: SPAN™20, 40, 60 and 80 which are sorbitan esters of fatty acids:

ARLACEL™90, 46, 60 and 80 which are sorbitanesters of fatty acids available from

Hercules, tac; CARBOWAX™35 OG and 834 which are polyethylenc glycols available 

from Union Carbide, CRODEST.A’F110 Which is a mixtureof sucrosesimarate and
guerose distearate available from Croda Ine.: CRODESTA™S140 whichis available

from Creda, Inc. hexyldecy? @imethy! ammonium chicvide (CTAC): bovine serum

aibomin and SASQNCO which is Cys Hy CH: (CON(CHSC: (CRON)s Cis OD.

The surface modifiers which Have been foursto be parucularly useful include

tyloxapol and a pofoxumer, prefermbly, Pluronic.TM. FLOS ancl Pluronic1M. P68.

Pluronic.TM. F108 corresponds to poloxamer 338 andis the polyoxyethylene,

polyoxypropylene block copolymer that conforms generally to the formula HOLCN:

CHO}, [CHACHNCH OG], [ONy CHe O}. Nin which the average values of x, y and 2

are respectively 128, 54 and 128. Other coramercial names of poloxamer 338 are

Hodag NONIONIC™7 108-Favailable from Hodag, and SYNPERONIC™PE/F108
available from BCT Americas.

‘The optimal relative amount of pafiperidane palmitate and the surface nioditier

depends on various parameters. The optimal ammount af the surface modiier oan

depend, for example, upon the particular surface modifier selected, the critical micelle

concentration of the surface modifier Hit forma micelles, the surfacearea ofthe

antipsychotic agent, etc, The speciticsurface modifier preferablyis present in an.

amount of G1 to | rag per scniure meter surface area of the paliperidamepalmitate. if asRS
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preferredin the case of paliperidonepalmitate iS-hydroxyniaperidonepalmitate)to ase
PLURONIC™F108 ag aaueface modifier, a relative amount Gaywi of both: ingredients
of approximately 6:1 is preferred,

The particles of this Invention can be prepared by a method coomprising the
sigps of dispersing paliperidone palmitate in a liquid dispersion medium and applying
mechanical means in the presence of grinding media to reduce the particle size of the
andipsychotic agent to an effective average particle size of loss than*2.000 am. The

particles can bereduced in sive in the presence of a surface modifier, Altcrnatively, the
particies can be contacted with a surface modifier after attrition.

A general procedere for preparing the particles of this invention inchides fa)
obtaining paliperidone palmitate in mieronizend form: (b} wuding the micronized

paliperionepalmitate toaHquid medium to forma premix; and (c} subjeachingthe
prenusx fo mechanical means in the presence ofa snindingmediumto reduce the
effective average particle sizx

The paliperidone palmitate in mictanized form may be prepared using
iechniques known in the art. 1 is preferredthat ihe particle size of the micronized
paliperidone palmitate be less than about 109 Hai as defermined by sieve analysis, Hf the

particle sive of the micronized paliperidonepalmitateis greater than about LN) pm,
then if is preferred that the particles of pallperidone palmitate bereduced in size to lesa
than 100 pin.

The micronized paliperidone palmitate can then he added toa liquid mediumin
which iis essentially insoluble to form a PLOOIER. ‘The comeentration of paliperidone
palmitate in the liquid medium Gaaight by weight percentage) van vary widely and
depends on the selectedantipsychotic agent, the selected surface modifier amd other

factors. Suitable concentrations of paliperidone palmitate in compositions vary between
0.1 fo 60%, preferably is from 0.5 to 30%, and more preferably, is approximately 7&
Gvév}. Bis currently preferredto use a concentration of about Ome eq of
paliperidone per mi or about 156 meg of paliperidone palrrnitare per mi.

A more proferred procedure involves the addition of a surface modifierfo the

premix prior te its subjection to mechanical means fo esdhuce the effective Averages
farticls size. The concentration of the surface modifier (weight by weight percentage)
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can varyfrom0.196 io 905%, preferably from 0.5%to OG, and more preferablyts
"Eeapproxnmaehy 75(wey).

The pramix can be uscal directly by subjecting § to mechanical mens 6) rechice
2

the effective average particle sizeinthe dispersion te less than 2,000 nm, itis preferred

i that the premix be used directly when a ball mill is used for atirtion, ABematsively, the

antipsychotic agent and, optionally, the suriace modifier, can be Wispersed in the hquisl
meditr using suitable agitation such as, for example, a roller miller atmowles type

mixer, until a homogencous dispersion is achieved.

The mechanical means applied to reduce the effective average particlesizeof

10 the antipsychotic conveniently can take the form of a dispersion mill. Suitable

dispersion mills Includea ball mull, an auritor mill, a vibratory nvhl, a plarctary mil,
media mills—such as 2 sand mill anda bead mill. A media mull is preferred due to the

relatively shorter milling timerequired to providethedesiredreduction in particle size.
Hor media milling, the apparent viscoalty ofthe premix preferablyis anywhere between

15 1 and I Pass. Por ball milling, the apparent viscosity of the premis preferablyis

anywhere bebyeer | and 100 miPars.

The grinding media for the particle size reductionstep can be seleected framee

¥rigid media preferably spherical or particulate in form heving an average sive fess than
3 ym axl, more preferably, fess than | mum. Such media desirably can providethe

30  pietictes of the invention with shorter procesalng times and inupart less Wear to the

milling equipment. Theselection of the material for the grinding mediais beheved not
im be critical. However, 9856 ZrO) stabilised with magnesia, zirccmivnsticate, and

glass grinding media provide particles having levels of contamination which are

acceptablefar the preparation of pharmaceatical compastians. Burther, ather media,
oye

25 such as polymeric heads, stainess steel, Utania, alumina and asoZrO) stabilized with

yttrium, are useful. Preferred grindivig media have a densitygreater than 2.5 g/cm.sup.3
and include 9566 ZrO} stabliived with magnesia and polymeric beads.

The attrition time can vary widely and depends primarily upon the particular

mechanical means and processing conditions selected. Por rolling mills, processingaS

30 Himes of ap fo two days or longer may berequired.
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Theparticles must be reduced in size at a temperature which dees sot

significantly degrade theantipsychotic agent, Processing temperatures ofless than 30°C

to 40°Care ordinarily preferred. Hf desired, the processing equipment may be caged

with conventional cooling equipment. The method is converently carried cut under

conditions of ambient temperature and at processinaf proasures which are safe and
effective for the milling process.

‘The surface nuxdifier, 0 if was nat present in the premix, must be added te the

dispersion after attrition in.an amount as described for the premix above. Thereafter,

the dispersion can be mixed by, for example, shaking vigaronsty. Optionally, the

dispersion can be subjected to a sonication step using, for example, aaitrasanic power

supply. .
Aquecus compositions according io the present invention convenendy farther

comprise a suspending agent and a buffer, and optionally ane or more of 9 preservative
and an lsotonizing agem. Particular ingredients a y fonction aa two or moreofthese

agents Shnbliancously, og. behave like 4 preservative and a buffer, or behavelike a
tuifler and an lsotonising agent.

Suitable suspending agents for use in the aqueous stiapensions according to the
present mvention are cellulose derivatives, cg, methyl celluloses, sodium

carboxymethyl cellulose and hydroxypropyl methyl cellose,polyvinylpyrrolidone,
alginates, chitosan, dextrans, gelatin, polyethylene glycols, polyoryethylene-and

polyoxy-propylene ethers. Preferably sodium carboxymethyl cellalose is osed in a

concentration of 0.3 ta 2%, most preferably 14) Ga/v), Suitable weltig agents for ase

ii the aquecus suspensians according to the present invention are polyoxyethylene
derivatives of sorbitan esters, e.g. polysorkate 20 and polyserkate 80, lecithin,

polyosyethylene ~ and polyoxypropylene cihers, sodium. deoxycholate, Preferably
polysorbate 20is used im a concentration of 0.5 to 3%, more preferably 0.8 to 28h, mast
preferably 119Oayy}.

Suitable buffering agents are salt of weak acids and should be used in amount

sulligiont 10 render the dispersion nevtral to very slightly basic Gap to pH RS),
preferably mmthe pHrange of 7 to 7.8. Partloularly preferred is theuse of a mixture of

disodiumhydrogen phosphate (anhydrous) (¢ypically about G.9% fye4v)} and andium
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dihydrogen phosphate monohydrate Qypically about 0.6% Qw/v)). This bufferalsa

renders thedispersion isofonic and, in addition, less prone to flocculation of theester

suspended therein.

Preservatives are antimicrobials and anti-oxidants which can be selected from

the group consisting of benzoic acid, benzyl alcohol, butylated hydroxyanisole,

batylated hydroxytoluene, chicrbutol, a gallate, a hydroxybenzoate, ROTA, phenol,

chioracresol, metacresal, benzethonium chloride, myristyl-gamma-piccolminm

chloride, phenylmercurie acetate and thimerosal. In partienlar, 8 is benzyl alcohal

which oan be usesl ina concentration up to 29 Ow/y), preferably up to 13% Cwiv),

Isotonizing agents are, for example, sodiumchloride, dextrose, muumitol

sorbitol, lactose, sodium sulfate, The suspensions conveniently comprise from 0 to 104:

Owfv) isotoniving agent. Mannitel marybe ased jaa concentration from Oto TS More

preferably, however, from about | to about $0Cw/y), especially from about 15

about 2% (wis) af one or more electrolytes are used to render the suspension jgotonio.

apparently because ions help to prevent flocculation of the suspended ester. In

particular, electrolytes of the buffer serve as isctoniaing agent.

A particularlydesirablefeature for an injectable depot formulation relates to the

ease with whichit can he administered. In particular such an injection should be

tyfeaxible aging a needleas fine as possible in a span of time which 16 a6 shot ax

poasible. This can be accomplished with the aqueens suspensions of the present

invention by keeping the viscosity belowabout 75 mPass, preferably below 60 mPass.

Aquecars suspensions of such viscosity or lower can both easily be taken up ia syringe
~ yey Se - yy Me Ry o “ty my ophyp + : as Pe

eg. froma vial}, and injected through a fine needle (e.g a 21 G P'/sinch, 22 G2 inch,Pre,

 33.144 inchor 2303 | inch neadle). Thepreferred needles for injection are 3

i 4inch regular wall and 23G | inch regolar wall needles.

ideally, aqueous stapensions according fo the present irvention wall comprise

as muchprodrug as canhe toleratedsq ax to Keep the injected volume to a munimum,

and as late ofthe other ingredients as possible. In particular, such # composition will

comprixeby waight based an the total volume of the composition: (a) from 3 te 20%

Cwis) ofthe proving;fh) from GS to 25tw/v) of a wetting agents {¢yone or nore
buffering agents eufficlent to renderthe composition neutral ta very slightly basic (ni
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‘Pay) of a suspending agent: (es) up fo 28(w/v) préservatives: 8.5}; (cd) fram G5 to 2

and (OD water qa. ad 100%. Preferablythe AIRENNS suspension will he made under

stenle conditions and no preservatives will beaac. Appropriate metiods to aseptically
prepare paliperidone palmitate are described in WO 2006/1 14984 which is hereby

bt incorporated by reference herein.

The preferred aqueous dosage form contains inactive iagredionts that are

polysarbate 20, polyethylene glycol 4000, citrie acid monohydrate, disodium hydrogen
phosphate anhydrous, sodium dihyerogen phosphate monohydrate, sodiumhydroxide,
and water for Injection. The mg of compoutal delivered in such a dosage form to the

1D patient may be from 25 to about 150 ing ie.g. 23 mg, Si mg, 75 mg, 1OG me, 150 cag)
injectable dosage forn).

The term “psychiatric patient” as ased herein, ravers to a human, who has been

the object oftreatment, ar experiment for a “mental disorder” and “aiental Wness” refer
ig those provided in the Diagnostic and Statistical Mangal (DSMIV), American

iS Psychological Association {APA}. Those of ordinaryskill in the art will appreciate that
pallperidone esters (e.g, paliperidone palmitate), can be adntinistered to paychiatric
patients for all the known uses of risperidone. These mental disorders imelude, batare nat

limited to, schizaplirenia; bipolardisorder or other diseasestates In which peychosis, .
aggressive behavior, anxiety or depression is evidenced, Schizophreniarefers to

20 conditions characterized as schizophrenia, schizoaffective disorder and scluzophreniform
cHesorders, in DSM-TV-TR such ax category 295.22. Bipolar Disorder refers to a

condition characterized aa a Bipolar Disorder, in OSM-TV-TR seach as calogory 296, 5%
including Bipolar Land Bipolar Disarder I The DSM-IVTR was prepared try the
Task Porce on Nomenclature and Statistics of the American Peychiatric Association,

baa) and provides clear descriptions of diagnostic categories. Pathologic psychological
conditions, which are psychoses or miay be associated with psychotic features inchide,
but are not limited to the following disorders that have been characterizedin the DSM
IV-YR, Diagnostic and StatisticalManual of Mental Disorders, Revised, 3rd Rd,

(2994). "The numbers in parenthesis refer to the DSM-IV-TR categories. The skilled
S00 artisan wall recognize that there are alternative nomenc laivres, nosmlogics, and

classification systems for pathologie psychological conditions and that these S¥Siergs

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 786



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 787

WO 2ORHDSOGS] POPIEPBOS86758

avolve with medical scientific progress. Examples of pathologie psychological

conditions which may be treated Include, bat are not Limited to, Mud Mental

Retardation {977}, Moderate Mental Retardation (318.0), Severe Mergal Retardation

PS18.13, Profound Mental Returdation (218.2), Mental Retardation Severity

he Unspecified (319), Autistic Disorders (299.00), Rett's Disorder (299.80), Childhood
Disintegrative Disorders (299.10), Asperger's Disorder §299,803, Pervasive
Developmental Disorder Not Otherwise Specified (299.80), Attention~

Deficit/Hyperactivity Disorder Combined Type (314.01), Atention-

DeficitHyperactivity Disorder Predominately Inattentive Type (914.00), Attention-

10  Definit/Hyperactivity Disorder Predominately Hyperactive-hmpulsive Type is.Ob),

Attention-Deficit’Nyperactivity Dsorder NOS (314.9), Conduct Disorder (Childhood-

Onset and Adolescent Type 312.8), Oppositional Defiant Disorder (313.81), Disruptive

Behavior Disorder Not Chherwise Specified (312.9), Scalltary Aggressive Type

£342.00), Conduct Disorder, Undifferentiated Type (31 2.90), Touretie's Disorder
 {5 307.23), ChronicMeter Or Vocal Tie Disorder (30722), Tramsicat “Fie Dasercder

£307.21), Tie DisorderNOS (307,20), Alcohol Intoxication Delirnm (291.0), Alcobal
Withdrawal Delirium (201.0), Alcohol-Induced Persisting Demumtia(259.2), Aleskol-

induced Psychotic Disorder with Delusions (291.5), Alewhol-Induced Psychotn

Disorder with Hallucinations (291.3), Amphetamine or Sindlarly Acting

30) Sympathamimetic Intesiouticn: (292.89), Amphetamine or Similarly Acting

Sympathomimetic Delirium: (292.81), Amphetamine or Simmularly Acting

Syrrpathomimetic Induced Psychotic with Delusions (292.1), Aniphetammime or
Similarly Acting Sympathomimetic ludveesd Psychotic with Hallucmations (292.12),
Cannghis-Induced Psychotic TNsonder with Delusions9S. 1), Cannahis-Incuced

28=Psychotic Disorder with Hafiucinations (292.22), Cocaine Intoxication (292.89),
Cocaine Intoxication Delirhum (292.81), Cocaine-Indaced Psychotic Disorder with

Delasions (292. 11}, Cocaine-Induced Paychotic Disorder with Hallucinations 282.13},

Hallucinogen Intoxication (292.89), Hallucinogen TIntexination Deliniun (292.81),

Hallecinagen-Induced Psychotic disorder with Delusions {F921 PK Halivcmogen-

30 Induced Peychotie disorder with Drehisions (292.12), Hallucinogen-Inducal Mood

THsorder (292.84), Halhicinogen-indaced Amsicty Ciserder (202.89), Hallucinagen-
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Related Disorder Not Otherwise Specified (292-9}, Inhalant Intoxication (292.89),
inhalant Intoxicatica: Delirium (292.8 1), Inhalant-Induced Peraisting Dementia
(282.82), Inbalarmt-Induced Psychotic Diserder with Delusions (292.7). Inkalant-

Induced Psychotic with Hallucinations (292.12), Inhalant-Induced Mood Disorder

(292.89), Inbalant-Indaced Anxiety Disorder (292.89), Inhalant-Related Disorder Not

Utherwise Specified (292.9), Opioid Intoxication Delirium(292.815, Cpioid-Induood

Psychotic Disorder with Delusions (202.11), Opioid Intoxication Delirium (292.3 13,
Opioid-Induced Paychotic Disorder with Hallucinations (292.123, Cipinid-Induced
Mood Disorder (292.84), Phenovelidine (PCP) or Sillarly Acting

AryloyclohexylamineIntoxication (292.89), Phencyclidine (PCP) aoSinularly Acting
Agyleyclokexylamine Intoxivation Delisium (292,81), Pheneyclidine (PCP) or Sinnlarly
Acting Aryloycichexylamine Induced Psychatic Disorder with Delusions (293,173,

Disornler with Hallucinations (292.12), Phencyelidine (PC“Py or Sanilarly Acting
Aryloyclohexylamine Mood Disorder (292.84), Phepeyclidine (PCP) or Similarly
ActingAryleyclohexylamine Induced Anxiety Disorder (292.89), Pheneyelidine (PCP)
or Sitnllarly Acting AryloyclohexylamineRelated Disorder Not Otherwise Speciiied

(292.9), Sedative, Nypuatic or Anxiolytic Intoxication ¢S92.89), Sedation, Nypnetic or
Ansiobytio Intoxication, Delirium (292.81), Sedation, Hypnatic or Anxiolytic

Withdrawal Deliviom (292.81), Sedation, Hypnotic or Ansiolytic Induced PersistingDementia (20283), Sedation Hypnotic or Anxziolytic-Induced Psychotic Disorder with
Delusions (292.11), Sedation,Hypnotic or Anxiolytie-Induced Psychotic Disorder with

Halhicinations (292.12), Sedation, Hypnetic or Anxiolytic-Induced Mood DNsorder

(252.84), Sedation, Hyouaticor.Anmiolytic-Indueed Anxiety [Hsarder (292.89), Orher
(or Unknown) Substance Intoication (292.89), Orher for Unknown} Substance-

induced Delirhum (292.81), Other (or Unknown} SubstanceInduced Persisting
Dementia (292.82), Other (or Unkaown) Substancelnduced Paychotic Disorder with

Delusions (292.1), Other (or Unknown) Substance-Induced Psychotic Discrler with
Hallucinations (292.12), Other for Unknown) Substance-Induced Mood Uxisorder

(292.84), Other (or Unknown) Substance-Inducad Anxifety Disorder (292389), Other dor
Unknown) Substance Disorder Not Otherwise Specified (292.9), Obsessive

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 788



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 789

WO 2ORHDSOGS] POPIEPBOS86758

a

iQ

me Lads

au

ea or

30

“e*<

Compulsive Ddsarder (300.3), Post-traumatic Stress Disorder (809.81), Generalized

Anxiety Disorder (200.03), Amsicty Dusander Not Otherwise Specified (00,00), Body

Dysmorphic Disorder (300.7), Hypochondriasis (or HypocharudriacalNeurosis} (300.7),

Somatization Disorder G00.8 1), Undifferentiated Somatoform Disorder (300.87),

SamatofonnDisorder Not Ciherwise Specified (300.81), btermittent Explosive

Disorder (312.34), Klegtamania (12.52), Pathological Gambling (312.31), Pyromuaia

(312.33), Trichatilomania (312.30), and Impulse Control Disorder NOS (31.50),

Schizophrenia, Paranoid Type, (295.30), Schizophrenia, Disorganized (295.10),

Schizophrenia, Catatonic Type, (295.20), Schizophrenia, Undiflerenbated Type

(295.90), Schizophrenia, Residual Type (295.60), Schizophreniform Disorder (295.40),

Schizoaffective Disorder (285.70), Delusional Disorder (297.1), Brief Psychotic

Disorder (208.8), Shared Psychotic Disorder (297.3), Poychotic Disorder Dueto 3a

GenerMedical Condition with Delusions (293.81), Payohotic Disorder Due to a

General Medical Conditions with Hallucinations (293.22), Psychotic Disorders Not

Cxherwise Specified 298.9), Major Depression, Single Bpisnde, Severe, without

PsychoticFeatures (296.23), Major Depreasion, Recurrent, Severs, without Paychote

Reatires (296,33), Bipolar Disorder, Mixed, Severe, without Psychohe Features

(296.63), Bipohu Disorder, Mixed, Severe, with Psychotic Peatures (296.64), Bipolar
Disorder, Manic, Severe, without Psychotic Features (296.43), Bipolar Disorder,

Mande, Severe, with Psychotic Features (296.44), Bipolar Disorder, Depressed, Severe,

without Paychotic Features (206.53), Bipolar Disorder, Depressed, Severs, with

Psychotic Features (286.54), Bipolar Tf Disorder (286.89), Bipolar Disorder Not

Otherwise Specified (296.80), Personality Disarders, Paranoul (401.0), Personality
Disorders, Schizeid (30105), Personality Disorders, Schizatypal (301.22), Personality

TNsorders, Antisocial (301.7), and Personality Disorders, Borderline (301.83).

The following non-limiting examples are provided to further dhastrate the

present ivention.

‘The term“therapeutically effective ammund” as used herein, means that amour

af active compound or pharmaceutical agentthat olicits che biological or medical

response in hutnan that is being sought bya researcher, medical doctor or other clinicuan,

which includes alleviation of the symptoms ofthe disease or disonder being treated,
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‘Those of skill inthe treatment of diseases could easily determinetheeffective

amount of paliperidone to administer for the treatmentof the diseases listed ahove. In

general uis contemplated thatan effective ameumt ofpallperidione for the treatment of

mental disorders would be frora about G.Olmeyketo about 2 ¥ugike body weight. Far the
Sot present inventionit is preferred to dose patients with 25 mg eg. f0 abeat [AG meeq.

paliperidene. The amountof paliperidone palmitate is provided in sufficient amount to

provide the Sauvalent doseof paliperidone after the palmitic acid moiety is nomoved
fromtheester (e.g. 156 my correspondsto paliperidone 1OQong, . Is one embacdiment of
present invention wherein paliperkione palnitate is achantistered by intramuscular

QO injection once per month is preferred,

EAAMPLE 1

Paliperidouse Palmitate Formulations 

  ID” a trystallivationin stainiesssteel reactor of Suk.

AH equipment was sterilixed using dry heat sterilization.

A-stainiess steel reactor was charged with 3-42-{4-(é-Tuore- 12-henzisoxaxdl-3-

20 yi-1-plperidinylJethyl!-6,7,8,0-tetraliydro-9-hydroxy-S-methyl-¢A-pyridaf13-a}-
pyrindin-4-one palmitate ester and ethanal parenteral grade(8 L/ke) and heated to
reflux temperature (78 ~ 79 ") while stirring. The produotdissolved at about 76 °C.

The salution was filtered af 76 °C overa sterile 0.22 um Alter intoasterile

erystallizadion reactor, The sterile Alter was. then washed with heated ethanol il Liked.
tbh2: The fitvate was reheated fo reflux and then cooled to roomtemYENALNs

whereuponthe produet crystallized. ‘The thus obtained suspension was reheated again.
‘Phe solution was cooled using differing cooling gradients tin consecutive EXPOS,
ihe mixture was reheated and cooled againafter each coxohmgradient, a SaINPO Was
taken and isolated using a filter, The crystals were dried in vacuo at SO °C! in Pyvek

20 bagsso as to prevent dual formation and the particle characteristics were determined.

Different batches were nin, yielding product with a particle size distribution
measured by laser diffractionas shown in Table 1,
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freee

by Romulation af Composition

Table 2 provides the formulation for the POLS formulation, ‘The POLL formulation
contained the aame ingredients, with the exveplion af citric acid and NaOH, whioh
were not present in the FOL] formuluion. Since the P01 1 formulation does nat contain
NaOHor citric acid, they are nat part of the aqueous phase that is added to the milled
someentrate of the POL] formulation. Therefore, the concentration of buffer salts In the

agqucous phase of the FOLI formulation is slightly different to make the formolation
atomic.
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‘Table 2

eepo‘AinountRentRequired_|
 

 Ber mil Quantity

{| for adh

Aa ke

Wo eaten eee 7 weeae Ronanee  Fees:

| Paliperidone palnulate.{sterile grade}
 

 pASe

Polysorbate 20 parenteral ne PSke og
| Cine acid manohydraie parenteral i 3 nig RO og |
Disodiumhydrogen phosphate anhydrous i § me | 120 @

i parenteral

BSSodiumdihysrogen phosphate monohydrate S omg | 60
i parenteral, t
: | 2R4
Polyethylene Glycol 4000 parenteral 2

BS.8d [2000 3
FAQ B‘wt|

i Sadigm Hydroxide all use

i eacnneettnernrrnratannnnannntnconconitcasiestitensnntts
  

~ Sfainieas steel (SS) containers

s ~ ‘Grinding media Zirconium beads} +stainless steel (85) grinding chamber
O.2 pomfilters

~ 0 pomfileer

Bullmig unt

- Autoclave

1G ~ Drybeat oven

Manufacturing

2irceniam beads were cleanedund rinsed using waterfor injections andthen

iS depyrogenised by dry heat (120 min at 260°C). Water for iyjections wae transformer

into a SS container. Polysorbate 20 was addedand dlesulved by mixing. The soladon
Was Sterilized by filiration through a sterile 0.2 um Glter into a sterilized SS container.

Paliperidone palmitate ester (sterile grade} as prepared in the previous examples was

dispersed ime the selution and mixed until homogencous. The suspension was milled

44) aseptically in the grinding chamber using Zirconium beads as grinding media unul the
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Ga.

reqnived particle size was reached. The suspension was filtered aseptically througha

AQ jim Alter inte.a sterilized SS cantamer

 Water for Injections was transferred into a SS comlainer, cfirie acid

monohydrate parenteral, disadium hydragen phosphate anhydrous, sodium dihydrogen

phosphate monohydrate, scclium hydroxide all usc, polyethylene glycol d000 were

added and mixed until dissoived. This schation waa sterilized by fltration through 3

sterile G2 wm filter and transferred aseptically into the suspension. The final

suspension was rived until hornogeneous. ‘The suspension was filled aseptically inte

sterile syringes. The target dase volume was between O25 ml and 1.50 ml depending

ar the ddosemeecded.

Table 3

3j oa AdinaaannnnniinlnnananaeeeeeennnMARRnnnnnnnnnnnnnne sae RRMANNRRARRANARNERARMMTY J

    

Dose VouUe ‘Farget mit lower hmit upyser Lenn:

O28 mi - 1.00 target Himic— target limita |

ru ideritical to | (barged Leak x 108

1.80 ;| target Tut target Limit x
mil identival ty Garget Limit «

dase volume |(OD23)cine tnanannnanan ad 6 2reeeeinahteeanlaanae sak ARNEAREANEARERREY

Sterilization

All aseptic manipolations and sterilization processes werecarried out according
oeo PDA and Earopean regulatory guidelines.

Apparatus

Sterilization was done by steamsterilization (Fy = 13) of following equipment :

- SS conramers

= Fircomium beads + erincding chamber

~ M2 am Alters

- 40 am filter
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* Fillings prurrip

Eommeiate container

~ Lil longtransparent plastic (COC) syringe with luer lock,

> rubber tip cap, PM257/2 dark grey

~ rubber plunger stopper, | mal long, 4023/50, Fharoter. B2-40

» 225nul transparent plastic (COC) syrbige with ler lock.
» rabber tp cap, PM257/2 dark grey

- rubber plunger stopper, 1-3 nif, 4023/30, Plaratec B240

The empty syringes with pre-assembled tip-caps were sterilizedby BaniNa-

irradiation (dose = 25 kGy). The rubber plunger stoppers were sterllzed by means of

steamSterilization (Fe = 14):

ERAMPELE 2

Evaluation of the Pharmacokinetic Profile of (luteal Versus Deltoid

Intramuscular Injections of paliperidone palmitate LG mg Equivalent in patients
with. Schizophrenia

This study was performed to characterize and compare the pharmacokinetic

profile of paliperidone palmitate (formulated as deseribed sbove) following four
intramascular iyections in the delipid or gluteal muscle.

Method

In this multiple-dose, open-label, parallel-group study, patients with

‘ehizophremia were randomized to receive four consecutive intramuscular injections
(days J, 8, 36 and 64) of paliperidone palmitate 100 mg-eq. administered into either the

x

dehoid (n=24) or gluteal nuscle (a<25). Plasma samples for pharmacokinetic: analyses
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were collected. The total paliperidoneconcentration was calonlated as the samsof heth

SHantlomers.

Results

The oiwdian(.., for paliperidene was higher in the deltoid versus the ghueal

muscle after the second (31.3 versus 24.) nefml) and fourth (23.7 versus 22.3 ngfml)

RYOCUONS. After four injections, median AUC... was similar for both mjection sites:
Chax and AUC, for paliperidone wore 3056 (906 Cle 10.56%- 168.939) and ZO"

CICY = 03.0806 - 154.69%) higher in deltoid versus ghiteal muscle, respectively.

Median Taax WaS Sitnilar between Injection sites after the second (10 day versus 10 day}

ard foarth injections (4 versus 6.5 days}. After four injections, the median peak-lo-

trough ratio was higher (2.3 versus 19), with a larger intersubject viriabiliyfor deltoid

versus ginteal injection. An increase in modian prodése plasma concentration between

days 8, 36 and 64 for both sites suggested subjects were not conrpletely at steady state

after four injeckions, Relative exposone after the fourth injection was slightly lower
than after the second injection in both ihe deltolland ghuesl nruscle. Mast commonly

reported adverse events (combined injection sites} were orthostatic hypotension (24%),

bypotension (1496), diastalic hypotension (1205) and injection alte pain (140), There

 were four acrigus adverse events Gvorseningof psychosis) trat fed to disconimmmations,

‘There were no deaths in the study. Pallperidone palmitate was well tolerated with more

favorable local tolerability profile in the eluteal versus deliaid: mean injection sie pain

VSA score was 3.3 for glateal versus 10.8 for delnaid muscle (lay 1,8 hours after

injection,

Conclusion

Paliperidane palmitate 100 mg-eq. injections resulted in an increased AUC,

higher Cys. @teater PL but similar Tyo, following four consecutive injections ito the

deltoid versus ghieal muscle. Paliperidene palmitate 100 mg-eq. was systemicallyard

locally well tolerated in Us stuby.

EXAMPLE 3
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Assessment of the Dase Proportionslity of PaliperidonePalinitate 233, SO, KN}, ane
iS} mg eq. following Administration in the Delteld or Gluteal Muscles

This stady evaluated dose proportionality of paliperidone palmitate1Mections
when administered inte either the gloteal or deltoid oiasecle.

Method

A single-dose, open label. parallel-group study of 201 mudomised

Schizophrenia subjects was performed. Thesubjects were assilgned Into cight treatment
granps: paliperidonepalmitate 25 (n=48), 50 (n=30), }O0 (ned Td or 150 insS2) mega,
injected inte either thedeltoid or ghatcal muscle. Serial plasma samples were collected
for pharmacokinetic evaluation over 126-day period. The total palipericdone

comventration was calculated as the surofboth enantiomers Dose proportionality was
asseased by linear regression model, for each injection site, with log-transformed dose-

normalized AUC. and Cao. as dependent variables and log-transformed dose aa

predictor, respectively of Cmax And AUC... mtios of the enantiamers were documented.

Results

Slopes for log-transformed dose-normalized AUC. were not significantly

different fromzero for deltoid (slope ~0.06; p=0.036) and ghitsal injections (Slape~
0.02; pet.760 indicating a dose-propartianal increase inAUC... Tiaas, $88 Comparable
between doses but sightly earlier for deltoid (13-14 days} versus gluteal injectians (13-
i? days}, Median Cha. Was higher with deftoid(range 4.3-11.0 nev} versus ghitcal
(range 3.1-€.7 ng/ml.) injections except for the 100 mg-eg. deltoid (slope -0.22,
pe0.0062) and gluteal (slope ~0.34; p<0.0001) injections, indicatinga fess than dese.

proportional Increase in Crax. Results of Coo and AUC wete canfiimed USINE pairwise
comparisons. Plascna concentrations af {enantiomer were consistenty higher than (-
enantiomer, (+\(-} plasma concentrations ratio was approximatedy 2.4 shortly after
administration and decreasedto ~1.7 for both jMUYooaN sites, Independent of dase.

After a single dose of paliperidonepalmitate, subjects received concomitant oral
antipsychatios, Traatrent-omergent ARs (TRAs) included iachyeardia (10%),
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headache (79), schivoplvenia (6%), inscmmnia (89). Ondy 25af subjects discontinued

due to TEAs. No deaths were reported.

Conchasion

AUC. increasedproportionality with Increasing paliperidone palmitate dases

@§-150 mg-cq.}, regardless of gluteal ar delioid injection. Overall, deltoid imjectian was

associated with 8 higher Cae except for LOG meq) and shebdy carler Tissa3 i ps t*. MS

conmpered with ghiteal injections.

EXAMPLE4

Camperison of the PR profile in the delteid to that in the gluteal

The plaama concentration-time profile of paliperidaneafter single im. injection

of the paliperidone palmitate formulation at 25-1 S0mu-eq. has been documented in

several stindics (Table 4). Details of how the comparisan of Infection Sites Study and

the dose proportionality studies were performed are provided in Examples 2 and 3.
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 Table4:Table of ClinicalStudies Suenmarized_ ett
‘Study Design/ Treatment / PE.Odjective
www ASE 1STUDIES IN SUBIECTS¥WHSCHIZOPHRENIA
ROWIE7OINT-12 SD.OL,paparallel group/ single Lm. injection of FOLL®, 25, $0, 106 or
(dose. TAO mg eeqf document PR of the FOLI* formalation at different doses,

   

   
  

 

 

 

 vised, parallel groups im. injections of ROGZ67(PON8) 25 or+ 150 mig oq., gluteal or dette;ud, separated by 1 week /
compare the Pk after deltoid aud gluteal injections, oxplare the
telationship between ROUZO7O PK paranieters and CYP P4s0

__Benwtypes oosuntinguneggegen
, M.D., CL, randomiz RECHT 1 injectionsefROVI870
(POTS) LOD ate eq. in the gluteal ordeltoid muscle fon Day 1, 8, 36 and

(canparison of By?é cotipare the PK at steadystate between deltoid and gluteal
JHpoction site}
ROOZ67O-PSY- SD, OL,

    

 
xa  randomizeed,paral

L004 ROSI67G6 (POL) 25, SQ, 16G ar180,Mz eq. in theggluteal or deltoid
fdase- muscle f evaliate dose proportionalityof FOUS formulation over 6 dase
proportionality) range of 28 ~ 130 mg eq., comparethe PK after deltoid and gluical

 ne Myeckone ett
SD. single dose: M.D multiple dose: open-label: : double bind:

pharmacokinetic; PC: placebe-controlled: AC: avtive-controlled: pall BR: paliperidone
extonded release; pall IR: paliperidone immediate release

BOLLS: Sterilized by gamma-irradiation, Otherwise, sterilized by aseptic crystilization.

    

The tolabexposare (AUC) ofpaliperidone increased proportionally with dase

after single-dose injections of 25 69 150 mgeq. paliperidonepalmitatein both the

dedion! and ghiteal rauacle. The increase in Caas vas slightly less than dose

proportional for both injections sites at dases greater chan 80 me eq. The apparont hall-natS

le treflecting the shsorption rate for this sype of formaiations) increased with dase

from 25 daya (median) afterthe 25 mg eq. dese to 40-49 days (median) after the 106

and TSU mgeq. dose, forboth injection sites. The t.. of paliperidone was ponerally
higherafter single-dose injection ofpaliperidone palmitatein the deltoid muscle

1O comparedto the ehnueal mniscle (geometric moan ratio ranging froLO8.78% fo
1G.85%) whereas this was much fess pronounced for AUC... (gonmeiric mean ratio

anging from 103.00%to 117.8355). The median apparent halflife was comparable
between injection sues,

ERAMPLE5es ta
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Description of the PA profile in the ghiteal after multiple administrations

Paliperidone palmitate is along-acting Lin. injectable, intendedto release over a

periodof | month. In order to attain this lomg injection interval, an ester of paliperidane

was prepared that has a linitied solubility in a physialogical environment, Tho ester was

subsequently formadated aa an aqueous suspension for Limi. infection. The rate of

dissolution ia governed by the particle size distribution wherebyi was experimentically

determined that an optimal particle sive range is contained within Rx ~ yy microm

fdeoo). In fact, the rate of dissolution (and thas the particle sive distribution) filly

determines the in vivo behuviowt, as was nicely demonstrated in study PSY-1002. Bt

was found that the median Cua. increases and tig Shartens with decrmasing particle

size, which is consistent with the hypothesis that particle sizeis driving the release rate.

The point estimates suggest that paliperidone exposure (AUC, Cos} after injection of

paliperiione palmitate is similar benween the to-be-marketed formation POLS and

formulation Pol ET.
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‘Table 5:
Stady

nat
 F004. 80 xmig &q. OF100me edcr180Ime ag.afJexplore M.D. PK and

_Sose-proportionality
8 M.D. OL, parallel groups rmulation: Panel 1: 190 mig eq,

(dosing regimen} followed |by 3 monthly im. injections of 50 mg eq.; Pane Ik 200 me
ey. Lim. followed by 3 monthly Lon injections of LOQ mg eq.: Paned TE
300 mg eq. iam. followed by 3 monthly Lin. injections of 150 mg eq.:
Pane) IV: 30 mp eq. iam. followed by | weeklater by 4 monthly iam.
injections of SO mg eq: Panel V: 180 meeq. in. followed by | week

on by 4 monthlyim. injections of 150 mgeq. / explore the M.D. PK
spp utneengeentnetnees stents OSROQZS7OINT-11MM.5.., DB, randomized, 4-BPOUP SWAYCTOSS-OVErrfid monthly Ln,
(compare FOU4 injections of FOOdor POLIS, 250 and 2x 130 megeq. / compare PEK of
wl POLES BOOS and POLLS formulations: compare $9. and M.D. PEof both
oeformulations
ROSZ67O-PRY- SLD. OL, nindarnis

  

 

      

 
 nad, parallelgroupefsingglein.“injectionsofmg

1002 paliperidoneIR, followedhysingle Lan injection of50 mu eq.
OVINCG) ROGIH7O: | of 4 POLS formulations with different particle sizes, ort

FO]I formulation with tediumDanek sive iexplore INIVE ard
  ROSI670-PS¥.  eal,“par:allelerncape 44am.“inje tionssatRDO rf

iQ01 (POTS) 100 mgeq. in the gluteal or deltoid muscle (on Day 1.8, 36
(comparison of and 64) / compare the PKat steady state between deliold and gloteal
  
  

site) i ihHes
 

 

2: single dose: MD. muiltiple dose;OL: apen-lubel: DB: doubleblind: PE: -
pharmacokinetic, PC: plaoeho-controlled;AC: active-controlled; pall ER: palipsridonae

extendedrelease: mah IR: paliperidoneiimmediate release
ROLLS

¢

 

Pharmacokinetic theory also iroplies that for a forroulation with such a fong
apparent halflife Wo takes 4-3 thoes this hall-life for stearty-state to be achieved. ©

individual pationts, this means that following the first few injections, oaly
subtherapeutic plaama concentrations are achieved. In-order to overcome this problem,
a loading dose regimen was developed (BEL-7), that was subsequently used in phase 2
and 2 of drug development.The dosing regimen consisting of two initial im. Infections
separated by one week followedhy subsequent doses at monthlyintervals resulted in a

faster attainment of apparent steadystate compared with a dosing regimen of one intial
injection oftwice the monthly dose followed by subsequent doses at monthly intervals.
semewhat higher peak-io-through fluctuations. were observed with the Bree dosing
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regimen as compared with the latter one. The desing regimen consisting of pve initial

im. injections separated by one week followed by Subsequent doses at monthiy
intervals was selected for further studies and is also the recamimieruled regimen for

treabrmnent,

EXAMPLE @

Description of the exposure range needed far efficacy using Invega data

AY antipsychotic dnigs currently on the market have one feature m common:

they antagonixve the D) receptor at the level of the brain. ft has been empirically derived
and is currentiy widely excepted that 65-70Decupancyis needed for antipsychotics to

show clinicaefficacy (Farde et al), Le, improvement on the PANSS scale. A too high
 

occupancy (80-8954) will typically increase the risk to develop EPS. In order to
determine the central Dy oecupancy, PET trials in human healthy volunteers are

typically performed. Two suck snadies have beon done for pabperidone: SWE-1 and 

SIV-101, showing thar the Ry“F? for Dy occupancy was ranging from 44 to 6.4 ng/mL.
Using the 69-859 occupancy window, it can be caleulited that the exposure range for
efficacy without an increased risk ta develop EPS as compared to placebo (<3%

difference in probability) is contained in the windowof 7.5-40 named.

In addition, based on the results of the phase 3 program. of 6 mg paliperidans

ER. in which plasma samples were collected at several ime points, a plasma

concenttation of 7.5 ne/mi was identified as the cut-off value above which 90%pf the

plasmaconcentrations were observed. The risk to develap EPS was clearly higher for
dose above 9 mg Invega. Calculating back, this roughly corresponds to an exposure
level of 36-40 ng/mb. at steady-state. This implies that there is ample evidence in 

support a frget exposure efficacy range of 7.9-40 ng/mL. This ahcull be the target

exposare rane for paliperidene affer injection of the paliperidone palmitate
farmulatior.

EXAMPLE 7

Uptimal way of dosing

During the development of paliperidone palusitate, as the result of an extensive

population PR analysis (refer to popPK. repert for paliperidone palmitate}, several
factors were found to slow down the release of paliperkione fram the formulation,

resulting in a slower build-up of plasma concentrations at the start of therapy and in
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more time rageired to reach steady-state. Onefactor was bady mass index: the higher
the BMI, the slowerthe dissolution (probablyrelated fo incul physiglogical factors euch
as diminished Mond flow at the site of injection}: the other one being volume
administered: the higher the volume injected, the slower the dissolution (probably
related to the nonlinear relationship between surface area and volume). This has
resulted in a lower than expected exposure using the originally proposed loading dose
rogumen, aid the need to come up with an improved foadiag dose scherse for all
patients irrespective of BMI in order te avold drop-out due to lack of efficacyat the
slant of therapy. The aim. was to get patients as quickly as possible above the 7.5 nefmi..
cerlaimly after | week for all doses considered (25 mg-oq. and above).

Simulation scenarios with the statistically significant covariates from the
population PK analysia revealed the following featares about the palipcridene PR after
injection of paliperidone palmitate:

e Compared to deltoid injections, repeated administration in the gluteal nrwscle 

resulted in a delayed time to achieve steady-state (~ 4 wk longer), Ind did act
influence the overall exposure (in terms of steady-state concentrations) 5
paliperidans.

* Delloid injections resultes} in a faster ise in initial plasma concentrations,
faciiitating a rapid attainment of potential therapeutic plasmconcentrations.
‘The deltoid injection site is therefore recommended aa the inidstion site for

dosing paliperidone palmitate.

*® Higher doses, associated with larger injectian volumes. increasedthe apparent
half-life of paliperidone, which in turn increased the time to achieve uteady-
Stabe.

e Needle Iength was an important variable for the absorption kineties fromthe
deltoid Injection-site and His recommended to use a longer L.S-inch needle for
Hekaid administration in heavy subjects (2 40 ke). Simelations indicated that

ihe use of a longer needle in the deltoid muscle for the heavy individaals pipet
be associated with an initial faster release of paliperidone into the systemic
circulation, which could helo overcome the slower absorption observed in
heavier individaals described below.

« The body aize varlakle BMI was another important covariate for palperidons
palmilate. A slower rise in initial concentrations was observed in the obesé

population, which possibly occurred due to the reduced speed of initial influx
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from the injection afte: Initiating the first two injections in the deltoid muscle
aid using a longer i.S-ineh seedic for deltoid infection in heavy subjects can
mitigate this effect. These observations are consistent with the expectation that
in heavy subjects. administration inte the adipose layer of the deltcid nruscle

3 can be avoided with the use of a longer injection needle.

Summarize what the optimized loacine dese regumens would be he

180 deltoid (lay 13, 100 me deliok! Glay &), then every 4 weeks maintenance

ighuteal or deltoid) (RS ¥-3006, simulations ~ popPK report palmitate)

-~ 100 deltoid Glay 1), 100 mig deltoid (day 8}, then every 4 weeks maintenance
18 éghuteal or deltoid) (atmmlations — sopPK repeat palmitate, proposed for theNe xe , I y 3

labed

~ {SOQ mg deltoid day i, maintenance dase day 8 and then every 4 weeks (ginteal
or delicid) (PSY-3007)

Is EXAMPLES

TITLE OF STUDY: A Randanuzed, Double-Blind, Placebo-Controled,

 ParalielGroup, Dose-Response Study io Evaluate the Efficacy and Safety of 3Mixed

Dases (25 mg eq.,Ome éq., and 150 re eg.) of Paliperidons Palmitate im Subjects

With Schizophrenia

20)

PHASE OF DEVELOPMENT: Phase3

ORTECTIVES: The primary objectives of this study were to evaluate the efficacy and

safety of 3 fixed doses of paliperiione palmitate administered intrarnuscolarly (3m)

after an initial dose of 150 mg equivalent (eq.) in the deliokd muscle followed byeither

25 deltoid or gluteal injections fer a total af IS weeks of treatment as compared with

placebo in subjects with schizophrenia,

The secendary objectives werefox

e Assese the benefits in persotal and social fimetioning (key secondary erdpoint)

associated with the use of paliperidone palmitate compared with placebo:
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# Assesa the global improvement in severity of Hinees associated with the use of

pallperidone palmitate compared with placebo:

# Assess the dose-response and exposure-respomse relationships of paliperidone
palmitais.

3 METHODS: This was a randomized, double-blind, placobo-controlied, parallel-group,
multicenter, dose-response study of men and wornen, [8 years of age and older, who

had a Diagnostic and StatisticalManual of Montal Disorders, Fourth Edition (DSM-IV)

diagnosis of schizophrenia, The study includeda screening period of up te 7? days and a 

iS-week double-blind treatment period. The screening period inchaded a washout of

IO disallowedpsychotropic medications.
Sa Bea ee ney : “ os ay sent phe .
Subjects without source documentation of previous expasure to at least 2 doses of oral

risperidone or paliperidans: extendedrelease (ER, af least £ dose of jan.
- oe BY ow * Ss ee . ‘ .

RISPERDAL” CONSTA®™ or paliperidone palmitate, or who were not onrrently

receiving an antipsychotic medication were given4 to 6 days of paliperidone ER 6
”

mafday (or the option of oral risperkione 3 mg/day for subjects in Malaysia) forana, Fe

inleratulitytesting. Subjects whe had source documentation of previous exposureto the

above medications and were cumently taking another antipsychotic regimen continued

their current treatment through Day-1. At the beginning of the double-hlind Gearnent

period, subjects were randomly assigned in a [:}:drf ratio fo 1 of 4 treatment groups:

eG placebo or paliperidone palmitate 25 mg eq., LOO mg eq. or 156 meg eq. Snady

medication was administered as 4 doses: an initial im. injection ef 150 mg eq. of

paliperidone palmitale or placebo followed by 3 fixed im. doses of placebo or

paliperidone palmitate (25, 100, or 180 mg eq} on Days 8, 36, and 64. The initial

injection of shady medication was given in the deltoid muscle. Subsequent injections
Bad tai wore given either in the deltoid or gluteal muscle st the discretion of the invesgator,

Randomizedsubjects were te remain in the study for 28 days after the last injection on

Day 64 with the endof stady visit scheduled for Day 92 daring the double-blind period.
The entire study, including the screening period, lasted approximately 14 weeks.

Samples for pharmacokinetic (PR) evaluation were collected on Day 1, prior fo the first

30 impoction arxl on Days 2, 4, 8, & 15, 23, 38, 64 and OF. Efficacy and safety were

evaluated regularly throughout the study. A pharmacazenomic blood sample. £10 rb}

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 804



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 805

WO 2ORHDSOGS] POPEPBSG758

was collected fromsubjects who gave separate written informed consent for this part of

the steady, Participation jn the pharmacogenomic research was optional, Approximately

OS te LIS mi of whole blond was collected during the stady.

Number of Subjects Glanned aml Analyzed}: Eo was planned ft michide

§  approximetely 644 men and women in this snuly, A total of 632 eligible subjects. from

72 centers in 8 cauntries were randomized and received at least 1 dase of double-blind

study medication (safety analysis seth G36 subjects had both baseline and post baseline

efficacy date Ginient-to-treat arialysis set).

Diagnosis aml Main Criteria for Inclusion: Male or female subjects 218 years of age

1O who unmet the DSM-PV diagnostic aris

screening, had a Positive and Negative Syndrome Scale (PANSS) total scores at

sereening of between FO amd 120, Inchasive, and at baseline of between 60 and 120,

inclusive, and had a body mass index (BMIof 17.0ke/in” t <40 ke/in® wereeligible.

Test Product, Dose and Mode of Administration, Batch No. FPaliporuione ER was

iS supplied as a Gumgcapsnle-shaped table: for the oral tolerability test (batch number

GOTT ISSRAG). Pakiperidoneppalmitate was supplied as 25, 100, or Tag ums eq. injectable
suspension (batch noambers OORR2/P13 and O7D23/F13), Por the oral tolerability test, a

f-mgiablet of paliperidene ER Cor the aptian of oral risperidone 3 mg/dayfor subjects 

in Malaysia) was administered daily for 4 to & days. On Day I of the double-blind

20 treatment period, 150 mg eq. of paliperidane palmitate waa. injected im the deltoul

muscle followed by 25, 100, or 150 mg eq. Lam. injections of paliperidenc palmitate on

Days 8, 36, and 64. infected inte the deltaid or ghiteal muscle at the investigator's

discretion.

Reference Therapy, Dose and Made of Administration, Raich Ne. Placebo was

idTHY supplied as 20% Imraliphi @00mg/miL) injectable emulsion batch mumbers

GO4/RO0 and OFFLS/FOO), An injection was gfven on Dave 18, 36 and 64.

Duration of Treatment: The study consisted of a screening and washout phase of

7 days and a double-blind treatment period of 1S weeks, starting with the first injection

in the dehoidmuscle followed by a second injection 1 week later, All Injections affer

30 “Day i were given in either the deltcid or the gluteal imuscle at the discretion ofthe

investigator, Two subsequent Injections were given at 4-week intervals,
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CRITERIA POR EVALUATION:

Pharmacokinetic Evaluations: A sparse hood sampling procedure was followed to

study the  paliperidone concentration-time profiles. Palipenidone plasma
coucentration-time data. were subject to population PK analysis use nonlineartd

mixed-elects meosieling, and details are described ina separate report.

Kificacy Evaluations/Criterias The primary endpoint was the change in the PANSS
tetal score fram baseline (ie., the start of double-blind treatment, Day FP) fothe end of

the double-blind treatment period Gc, Day 82 or the last post baseline assesament),
iQ “The Rey secondary efficacy endpoint was the change in the Personal and Sueial

Performance Scale (PSP) from baselineto the end of the double-blind treatment peice,
The other secondary efficacy endpoint was the change in the Clinical Global

senses {(CGES) scores frean baseline to the end of the double-blind
treatment period. Other endpoints included the change from baselinein subject ratings

“irr Tt of sleep quality and daytime drwsineas using a visual analogue scale (VAS), the onset
of therapeutic effect, responder rate, and the charge from baseline to end point in
FANDSSsubscales and Marder factors.

Satefy Evaluations: Safety was monitored by the evaluation of adverse events,

extrapyramidal symypiem GEPS) rating ecales (Abnormal fpvatuntary Movernent Scale

20 [AIMS], Bares Akathisia Rating Scale [BARS], Simpsen and Angus Rating Seale
ISAS} seores, clinical laboratery test resulta, vital SIBNS  mMmecagaremen#ts,

elecirocardiograms (C2iCGs), and physical examination findings. In addition, the

tolerability of infectians was assessed: the investigators evalaated Injectionsites and the

subjects asseased injection pain.

STATISTICAL METHODS:

Al nuaniomized subjects who received at feast L dose of double-blind study drug and
had both baseline and at least one post baseline effloacymeasurement (PANSSy PAP, ar

CGES) during the double-blind weatment period were included in the intent-to-treat

SO efficuey analyses. The overall oype | error rate for testing al paliperidone palmitate
doses versus placebo for both the primary endpoint (change in PANSS total scare at
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end point} and the key secondary efficacy endpoint (change in PSP total score at eral

pomt) was controlled at the 2-aided 0.05 significance level. The 2 families of

hypotheses din cach farsily, 3 conyparisons for each of the palipenidone palmitate doses

versus placebo) were tested using a parallel gatekeeping procedure that adjusts for

multiplicity using Dannett's method in cach family of hypotheses and using

Ronferrani’s inequality between different families of hypotheses. This procedure is

referred to as the Dunneti-Honferroni-based parallel gatekeeping procedure,

The change from baseline in PANSS total score at cach view and at end point was

analyzed using an analysis of covariance (ANCOVA) model, The fast observation

carried forward (LOCP) rethod waa used. The model inchuied troatment and country

as factors and bascline PANSStotal aonre as a covariate. Treatment effect was based on

ihe difference in Joast-aquares mewn change, Crmmett’s test was used to adjust for
ay

maliiple comparisons of the 3. paliperidene palmitate dosages versus placebo.

Unadjusted 2-sided 95% confidence imervala were presented for the difference in least-

squares migaun change of each paliperidone palmitate dosage group compared with

placebo. ‘Treatrent-by-country ami treatment-by-baseline. PANSS total scare

interactions were explored using the same ANCOVA mde! as the ane for the analysis

af the primary endpoint. Tf sither term: wag statisdcally significant at theaan a
Sided § e level of G10) farther evaluations of the effect of otheFP CERTIRTES 
were. tO ‘be performed to aaseas the nature of the interaction and Hentity possible
sauses. In addition, to address the dose-response relationship and to facilitate the

diseuasion of dosage selection, an analysis to compare the 3 active paliperidone

palmitate dosages with each other was performed without adjustment for multtyke:

COMPALISOBS,

The anabyais of the key secendary endpoint, change in PSP score at end point, was

condacted by means of an ANCOWA model with treatment areal country as factors and

the baseline seare as the covariate. The Dunnest-Bonferroni-based parallel gatekeeping

approach was used bo achust for malipletesti

Between-group comparmons of COLS were nerformed by using an ANCOVA mode!
on the ranks of change frombadeline, with teatment and country as factoes and the

baseline score as the covariats.
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Change from baseline over line (observed case) in the PANSS total seare waa explored
using mixedeffects Hnear radels for repeated measures with time, treraiment, country,
and treatment-by-time as factors and haseline score as a covariate.

The aumber and percentage of sabjects with treatmentemerwent adverse events were

Summarized, Adverse events of potential clinical interest were summarized separately,
inclading events related to EPS or changes in serum glucose or prolactin levels.

Changes from baseline in clinical laboratory tests, vital MEN measurements, ECGs,

body weight, BMI and RFS scale scores were stummarized by treatment group,
Prolactin levels were aurmmmarized by sex. Subjects with petentially abnormal values or

changes in chinieal laboratory tests, vital aiens, orthostatic parameters, and ECG

Parsmcions wore summanzed based on predefined criteria. Frequency distributions

were presented for the investigator's evaluation of the injection site, and descriptive
siatishics were presented for VAS scores correspondingio the subjeet’s evyahiation of
Yet vain,

RESULTS:

The majority of subjects in the pallperidone palmitate teatrnent groups (560%~ 6196)
received all 4injections compared with 48% of the placebo-treated subjecta.
Completion rates werealse higher for the paliperidone palmitate groups (S256 ~ S846)
Man forthe placebo group (43). More subjects were discontingedfor lack ofefficacet

in the placeho group (275) compared with the paliperidane palmitate groups (14& .
TOSS),

Demographic and Baseline Characteristics: The double-blind ieatment QrOUpS were
well matched with respect to demographic and baseline disease characteristics and

psychiatric history. The 636 subjects who canmprised the intent-to-treat ANALYSES set

were ondnly male (679), racidly diverse (44% White, 30% Black, 149 Asian,

ite ather races), and predominately between the ages af 26 and SO years (755). Most

subjects had a primary diagnosis of paranoid schizophrenia (R856), and were bighby
syniptomatic as indicated by a mean PANSStotal score of 87.) at baseline. There wSe

nolable differences between counties with respert to BMI and gender, with subjects
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nrolied at centers in the LUS. being more Hkely to be male a? obese (Le., BME 230

ke/m®) than those fromcenters in other countries.

Pharmacokinetics: A total af 488 subhects who were randomly assigned to receive

paliperidane palmitate treatment bad scheduled pharmacokinetic blood samples taken

over the course ofthe stuly. The median paliperidane predose concentration for tie 25

Mg eq. treatment group was highest on Day 8, whichis the result of the initial 150 mg

ey. dose on Day 1. After Day 8. paliperidene concentrations decreased and seemed to

reach steady state levels on Day § based on visual inspection. The median

stidone prodose concentration for the 100 mg eq. treatment group remained in the paliy

same range from Day 8 onwards. The median predose concentration for the 150 mg eq.

treatment group seemed to increase up to thelast study day, Dry 92. The median

paliperidone plasma concentrations on Day 8 were lowerin subjects with high BMI

(228 to <30 kafim® and S30 ken:. overweight/obese} cammpared to subjects with how

BMI (<28 kg/m?) for the 3 dose groups. Alter Day 8, no comsistent trends were

observed for the 3 pallperidone palmitate dose groups with respect to paliperidone

plasoia concentrations as a function of baseline BMI classification.

‘The mean and median paliperidoane plasma concentrations on Day 64 for the 100 mg

ey, Neatment grog were approximately Z-fold higher than those far the 25 rag eq.

ireatment grous, Thus, tie PE profile for the 25 mg aq. and [OO mg eq. dose groups

appeared to be less than dose proporttoual, which Is the resuli of the initial paliperidone

palmitate 150 mg eq. infection on Day 1 inall activetreatrnent groups. The mean and

median paliperidone plasma concentrations on Day 64 for the 100 mg eq. dase were

apparently dose proportional compared te the 130 mg eq. dose. A high mtcr-subject

varlaiility waa observed in the paliperidone plasma concentrations on Days | and 2

with a GV of 118.9% (ay }) and [83.1% (Day 2}. After Day 2, the inter-subjeot

variabiliy decreased and the GoCV ranged from 30.4 to 83.4%.

Primary Efficacy Analysis: Adult subjects with schizophrenia achicved statistically

significant lupravements in thePANSS total score (primary efficacy endpoint) with all

3 doses of paliperidanepalmitate compared to pliceho (25 mg eq. peG.034) 100 mg

eq: ped.OOl; [SO mg eqs p<0.001) based on theintent-to-treat LOC?analysis and the

Dunnett's test to control for multiplicity.
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Positive and Nogative Syndrome Scalefor Seschizophrenia (PANSS} Total Soore -

Change from Baseline to End Potat-LOCF with the Dunnen-Bonferront-Based Parallel

Chatekeeping Procedure

iSnady ROO3870.PSY-3007> Intent. Treat Analysis Set}
 

  

ROCI670GCO RGG2670. ~~RONOTET

Placebo 25 me eq. 100 mg eq. 150 mg eq.

2160) tNxi Sa) (N=161) (Ned 8Q}
 

ne: eeneeenreenennnmnnmantenanamnnninnvrnnnnvleieeeitn ae

BaselineMean(SD)‘86.8 (10.31) 8691199)BeaoIRaOO)
End point Mean (SD) 83.9 (2144) 7S (1I9SR) Fe6 (18.08) 78.9 18.505
Change from Baseline

Mean (SD) “29926)  -BO COO)  -LLGC7.63) -15.2 018.48)

P-yalae (rdnus O34 <O.001 <0

Placebo)*

DH. of LS Means S.P(2.01} “8.7 (2.00) “8 (2.00)

on anabystisafcovariance (ANCOIVAD move! with treatment (Placebo,
  

 

ROIZ670 IS mg eq.. ROVZETO 10 my og, ROVIE7G 150 mg eg. and countryas

factors, and baseline value as a covariate. P-values were adjustedfar mubipuicity for
comparison wilh placebo using Dumnett’s test.

Note: Negative changein score indicates improvement,

Other Efficacy Resulis: There was a dose-response pattern with respect io the primary
efficacy variable, with the mean decreases (improvement) in the PANSS total Score at
end point (LOCP),

3 Prespecified treatment-by-country and treatment-by-baseline PANSS total scare

interactions in the primary efficacy model werenot statistically significant at the O10
level. An exploratory analysis additionally provided no statistical evidence for a BMI
effect on treatment.

AL 3 paliperidene palmitate dose groups showed a Siahaticallysignificant inmprovernent
1) over placebo in the change in PANSStotal score as of Day 22 sndat every subsequent
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Hime point, areas early as Day § inthe paliperidone palmitate 25 mg eq. amd 150 mg

ey. STOups.

Tho mean improvements inthe PSP score fram: baseline to end poimt, the key secondary

eificacy outcome measure, showed a dose response among the 3 paliperidone palmitate

granps (25 mg eq: 2.0; 100 my eg. 6.1) 150 mg eq.: 8.3) all were numerically higher

than the mean improvement ia the PSP score seen in the placebo group (1-7). Based on

the intent-te-treat LOCP analysis of this key secondary efficacy variable, using the

Dunneti-Bonferroni-based parallel gatekeeping procedare to adjust for multiplicity, the

improvement in the paliperidone palmitate 100 and TS) mg og. trmutment groupsi
“
ireached statistical significance (100 me eq: peti, 130 mp eq. pcO.QG)) when

compared with tee placebo gronn.

The paliperidene palmitate 100 mg oq. aml 150 mg eq. groups were statistically

significantly superior to placebo in improving the COLES scores fromm baseline to end

paint CLOCE) Geihout multiplicity adjustment, 100 mg equ psf.Q05, 150 mg eq:

poO.OOL}Significantlymore subjects treated with paliperidanc. pabrutate 25 me eq.

(33.5%, p).007), 100 mg eq. (41.08, p<0.00)), and 180 mg eq. GHhO, p<0.001)

achieved responder status GOS: or larger deorease on PANSS total scores) than with

placebo (20.05%).

Based on the intent-to-treat LOCK analysis of the change from baseline tc: end point

without statistical adjustment for multiplicity, the paliperidone palmitate 100 and 150

me ey. groups were statistically significantly superior to the placebo group for all 5

PANSS Marder factors (pS0.010). The improvements in both negative symotoains and

disorganived thoughts factor scares were statistically significantly greater in the

paliperidone palmitate 25 mg eq. group compared with placebo (p=0.032),

Based on the intent-to-treat LOCF analysis using an ANCOVA model wih no

adjustcoent for smltiplicity, the mean improvement in sleep quality in the paliperidone

palmitate 100 me eq. and 150 mg eq. groups werestatistically significant (p<G.001 and

po0.026, cespectively) when compared with placebo. ‘The mean changes in daytime

drowsiness in the paliperidane palmitate treatment groups were not statistically

signifieantly differemt fromthat in the placebo group (23 mg eqs pelosi, 10 meoy.

ped.840; 156 meg ap: path2e Ll).
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Safety Results: Pallpertdone palmitate, injected at a dose of 180 mg eq. into the

deltoid muscle followed by 3 im. injections at fixed doses of 29 mg eq., LODung eg. or
150 mg eq. on Days 8, 36, and 64, was generally well tolerated by adhle subjects with

schizophrenia daring this [S-week study. Cwverall, the safety and tolerability results

were consistent with preylous clinical studies Invalving paliperidone palmitate, and no
now safety signals were detected.

The overall summaryof treatment-cmergent adverse events is given below.

Overall Sunmary of Treatment-Eanergent Adverse Events

(StudyROGL67O-PSY-3007; Safecy Analysis Set}
—e— RODEFD ROS2670 ROG26700—~

Placebo 25 mg eq. 100 meg eg. 150 mgeq. Total

(NelOt) ON2160) (Nsi65) (N=163} (N=8S2)

9{8b} nob)  «RheeannumeyeyelettwNhMAAAARARARAAA

TEAE“107(65.2)101 CICTOE103(63.2)410
Possiblyrelated THAR AT (Q&7) 48 (28.1) 4929.7) $1613) 192 O84)

TRAEleading to death a Q GO 1 £06) £ C2}
1 or more serious TEAR 2314) I5¢94) 2203.3) 1968.0) aD
TEAEleading to permanent of1¢0.7) FOCG.3) 1006.4) 1808.0) 4476.7)

  

SOR
* Studydrug relationships ofpossible, probable, andverylikely are included in this.  

caiegary,

Adverseevents are coded usingMedDRA version 10.1

There was I death ina subject in the paliperidonepalmitate 156 mg eq. group after
withdrawal from the study due to an adverse event (cerebrovascular accideaty that

began during the study. This subject received2 injections of study miccication, with the
ce

jast Mijection administered approximately 2 weeks before the subject died While this

event was assessed as doubtindly related to study treatment by the pIvEstigatar, ar

unblinded review by the sponsor assessed this event tp be possibly velated to study
treatment.
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The nurnber of auliecis who experienced treatment-cmergent serious. adverse events

was higher in the placebo grearp than iu any of the paliperidone palmitate groups (soe

table above). Most serious adverse events in all treatment groups were paychiatic

disorders (e.g., schizophrenia, psychotic disorder) that were likely the result of the

tht natural course of the underlying schizophrenia, Adverse ovents feading to study

discontinuation occurred at a similar low meidence across treatment groups.

Common freatment-emergent adverse events (2206 of subjects in any eatment grow)

that ocenrred more frequently in the total paliperidane palmitate group (all 3 active

dose groups combined) than in the placeho-treated subjects Gc, 2!niOh difference

1G between the combined paliperidone palmitate group ami the placebo group) were:

injection site pain, dizziness, sedation, pain in extremity, and myalgia. An examination

of treatment-omergent adverse events of potential clinical mparlance revealed ac

reporta of selanre or convulsion, tardive dyskinesia, dermatologic events, neuroleptic

nulignanmt syndrame, hyperthermia, anaphylactic reaction, rhabdomyalysis, syndrome

is owsP ioaperbbrtate seeretion of antidiuretic hormone, ventricular tachycardia, ventnicniar
fibrillation, ay torsades de pointes,

In general, the type and incidence of treatment-cmergent adverse evenats dd nat differ
as a fanction of baseline BMI categories (normal: <2kesory overweight: 2245 to <30

kefm’; obese: 230 kee),

 

0 The incidence of treatment-cmergent EPS-relaied adverse evERs WES low and

comparable ta placebo. Akathisia was the most frequently reported EPS-related

adverse event C.95 for the placebo group and 1.3%, 4.8%, 5.34 Sor the palipersdone

palmitate 25, 160, and 15Q mg eg. groaps. respectively), None of the EPS-related

adverse events reported in subjects receiving paliperidone palmitate sere serions oF

25 treatment limiting, and only 1 was severe Grusculoskeletal stiffness}. Results of EBS

rating scales and use of anthEPS medication were consistent in indicating that

paliperidone palmitate was associated with alow incklence of EPS.

No clinically relevant mean changes frombaseline fo end point in supine or standing

pulse rates were agparent for any of the galiperidone palmitate doses. A similar, low

3 percentageof subjects had pulse rate of 2100 bemwith anincrease of 21Sbpm. inthe
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placebo and palinerideme palmitate preaips (6% to 11%for Stumling measurements; 2%

 fy 3S) for SRpPINS Measurements}

Assessment af ECG data did not demonstrate evidence of clinically significant OTe

prolongation with paliperidone palmitate at doses up to 150 mur eq, No subject hack «

maxim OTcLD value of80 ms ora maximal change in OTcL.D >40 ms during the
shidy,

‘The increases in body weight with paliperidome palmitate over the 13-week double-

blind treatment period were modest In a dose-related manner, averaging 0.4, 0.7, and

LAvkg for the 25 mg eq.. LO mg ay. and 180 mg eq. groups, respectively ¢-0.2 ke for

placebo}; corresponding mean changes in BMI frombaseline to end point were 0.1, 0.3,

and OS kg/m’, respectively (0.1 kg/m? for placebo), A clinically relevant weight
increase Of at least 7% rebuive to baseline was seen in 139 of subjects receiving the

highest doseof paliperidone palmitate (compared with S&far placebo).

Consistent with the known pharmacologyof paliperidane, increases in prolactin levels

were observed with greater frequencyin subyects who received paliperidene palinilate,

with the Logest merease sen in the [SO mg eq. group. Overall, there was a low

incidence of potentially prolactin-related adverse events, despite the known propensity

of paliperidone palmitate to increase serumprolactin levels. This suggests that ihe

clinical importance of this increase in serum prolactin levels is of questionable clinical
significances,

Based on mean changes from baseline to end point and the occurrence of treatments

emergent markedly abnormal inboratory fest values and adverse events refated to

abnormal ishoratory analyte findings, except for prolactin, the effects of paliperidone

palinitate on the results of chemistry and hematology Iaboratory tests (including Hver

and renal function tests, serumHpid levels, and glucose levels) did not showclinically
relevant differences fromthose of phaceho.

Local Injection site tolerability was good. Occurrences of induration, redness, or

swelling as assessed by blinded study personnel were infrequent, generally +

decreasing over time, and similar ie incidence for the paliperidone padimitate aad

placebo groaps, Investigator ratings af injection pain were similar for the placebo and

pallpendone palroiiate groups.

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 814



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 815

2G

ae Ay

tbe

hadek

WO 2ORHDSOGS] POPIEPBOS86758

STUDY LIMITATIONS:

This study investigated the officacy and safety of paliperidone palmitate for acute

freatment of schizophrenia aver 13 weeks and dasa net provide Information on longer

term treatment. The study was sot designed in detert differences between doses of

paliperidone palmitate: thea, dose-relate! trends in officacy and safety can orly be

deseribed descriptively. The study was alse not designed to demonstrate efficacy for

apecific subgraups of subjects, such as thase from. a particular country. An independent,

centralized blinded rating service was used for performing all ratings of FANSS, PSP

aml CGLSfor all subjects enratied at US. sites. The investigators at these sles did not

compliers any of the ratings, which would have provided 4 reference for ratings

provided by the rating service. Thus, data from die study cannot be used te huly

evaluate the utliny of using Blinded independent raters for detecting treatment

differences,

CONCLUSION:

ANS doses of paliperidone palmitate tested on this study ~ 25, 100, and 13) sng eq.

were efficacious in adalt subjects with achiophoonia who were experiencing acutely

exacerbated) schizophrenia. Specifically, theresults af the primary efficacy endpomet

fehange fram baseline to end point in PANSS total score) demonstrated statistical

superiority of paliperidane palmitate 25 meg eq. LOG mg eq, and 150 mg eq. over

placeho. Significantly greater improvement in subjects’ persomal and social functioning

(as meusured by the PSP score} was also seen for tee paltperidane palmitate 100 mgeq.

anid 15G me eq. doses compared with placebo, and glebal iniprovemen! was validated

by a favorable and statistically significant (XGES change for these 2 dose groups. ‘There

was a dose response in the primary and secondary efficacy endpoints GhANSS, PSP,

and COLS), AN 3 doses of paliperiione palmitaic, Inchuing the highest dase of 150

mg eq. were well tolerated, suggesting a pasitive benediicvisk ratio across the dose

range currently studied. No newsafetysignal was detected.

Pinuves
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“igures 1-3 graphically presenta the observed vermis population pharmacokineticsa

model simulation for plasma paliperidone concentrations. The line indicates the

median vahies calculated fram population pharmacokinetic simulation. The shading

indicates 909) prediction interval representing the between and within subject,
Cas variability obtained asing the popnlation pharmacckinetic simulation. The circles

mdicate observed plasma. paliperidane concentrations. The arrows indicate the days
when paliperidone palmitate injection was given. As is apparent fromthe Figures the
plasma profiles provided by initiating pallperidens with 150 me eq. followed by 3

subsequent dose of 100 or 150 for days 1-36 providea rapid rive to a therapentic dase
19 levels. Most preferably the dosing of paliperidone to patients shoold be maintained

within 225%, preferably 20%of the mediaa plasma concentrations provided in these

figures for days 1-36. For patients whose dosing continues at 100 my eq. the preferably
the dosing of paliperidone te patients should be maintained within 425%, preferably
200s of the median plasma concentrations provided in Figures 2 for days 1-64. Por

tans A paticuts whose dosing continnes at 130 mg eq. the preferablythe dosing of paliperidone
to patients should bemaintained within 225%, preferakhy 20% ofthe median plasma
concentrations provided in Pienres 3 for days Pad.

a0
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WE CLAIM:

i. A dosing resimen for adidnistering paliperidome palmitate to a psychiatric pationt imBEE SI 233

need of trealment comprising

(1) administering imrammuscularly in the deltoid af a patient mm necd of treatment a

iZ

{3} s

}

Nace

first loading dose of from about 100mg-og. to about 150 mg-eq. of paliperkians

as paliperidone palmitate formulated in a sustained releuss formalation on the

first dayaf treatment;

administering intramuscularly in the deltoid mascle of diepatient In needof

trealment a secendfoading dase of from about 1O0 me-aq. to about TSO meg-eq.

of paliperidone as paliperidone palmitate formmlated in « sustrinedrelease.

formulation on the 6to about 10th dayaf treatment; and

dininistering intramuscularly in the deltoid or ghiteal muscle of the pationt in

noodof Imcatmenta maintenance dose of about 25 mg-cq. tO about PO meee.

of paliperidone as paliperidane palmitate in a sustainedrelease formulation on

about the 34th fo about the 38th day af treatment.

3. The method of claimi wherem. the maintenance dose of a sastained release

formulation of paliperidoane palmitate is administered monthly in the deltoid or ghlutesd

niusateofthe psychiatric patient in need after the 30" day of treatment.

The methad of clainy | wherein the sustamed rolease formulation is an aqueous

HEODATLECIS SUSPENSION.

A dosing regimen for administering paliperidone palmitate to a psychiatric patient in

need of reatinent comprising
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(a) administering intranrscularlyin the deltoidof 3 patient in needof Geatment a

first loading dose offromabout 1O0mg-eq. to about 150 mated. Of paliperidone as
paliperidone palmitate formulaied ina sustained release formulation on thefrst day
Of treatment:

(6) administeringintramuscularly in the defteid muscle of the pawent in. need of

irertment a secondloading dose of from about 100 mg-eq, to aboat 150 MgO of
paliperidone as paliperidonepalmitate formulated iy a sustained telease formulation

ou the eighth day of treatment: and

(c} administering intramuscularly in thedeltoid or gluteal muscle of the patent i
need of treatment a maintenance dose af about 25 mp-eg. to about 150 me-oq. of
paliperidoneas paliperidone palmitate in a sustained release fommulation on shout

the 3ath dayof (reatment.

, The method of clgim 4 wherein the sustained release formulation is an aUeOUS
nanoparticle suspension.

6. The metheal ofclaim4 wherein thefirst loading dase is 180 mas-ay af paliperidane
as paliperidone palaiitaic,

The method of claim4 wherein the first loading dose ja 100 meg-oq. of paliperidane
as paliperidoné palmitate.

S. The mothodof claim 4 wherein the secand loading dose ja [SO migeeq. af
paliporidone aa paliperidone pablndtate.

The method of claim 4 wherein the second loading dase is 100 Rigo. oF
paliperidone aa paliperidone palmitate.
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10, ‘The methodof claim 4 wherein the firet loading dose and the second loading dose

galiperidane as paliperidane palmitate.»xare [30 nig-oq. oF

and:ti. The method of claim 4 wherein the first loading dose andthe secand loading dese

are 150 mg ofpaliperidone as paliperidone palmitate.

bss _ ‘The method of claim 4 wherein the psychiatric patient is in need of treatment for

#3, The method of claim 4 wherein the psychiatric patient is in need of treatment for

schizophrenia.

14, The method of claim 4wherein the psychiatric patient is In need of treatmentfor

bipolar disorder,

15. The method of claim 4wherein the psychiatric patient is in need of treatment fora

mental disorder sclected framthe group consisting of Mid Mental ReiardationU7},

Moderate Mental Retardation (318.0), Severe Mental Retardation 318.1), Profound
 

Mental Retardation (318.2), Merial Retardation Severity Unspecified G19), Aastighke:

Disarders (299-00), Reu's Disorder (299.80), Childhood Disiniegrative Disorders

£299.10), Asperger's Disorder (299.80), Pervasive Developmental Disorder Not

Chtherwise Specified (299.80), Atiention-Deficit/Nyperactivity Disorder Combined

Type (314.01), Attention-DeficivNyperactivity Disorder Predominaicly Tnattentive

Type (374.00), Atiention-Degicit/Nyperactivity Disorder Predominately HyperacLDPE

Impulsive Type (314.01), Atiention-DeficiHyperactivity DisorderNOS (314.9),
Conduct Disernder ( Chiidhood-OCinset and Adolescent Type 312.8), Oppositional

Defiany Diventer (315.81), ENsrurmtive Behavior Discador Not Otherwise Specitied

(312.9), Solitary Aggressive Type (312.00), Comluct Disorder, Undifferentiated Type

(312.80), Tourette's Diserder (307.235), Chronic Motor Or VYoual Tic Disorder (30722),

Transient Tic Disorder (307.2 1), Tie DisorderNOS (307.20),Alcohol froxivation

Deliriars (251.0), Alechol Withdrawal Delirium (291.0), Aleobal-Induced Persisting
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Dementia (291.2), Alcohol-Induced Psychotic Disorder with Delusions (291 3},

Alcohol-indaced Psychotic Disorder with Hallucinations (291.3), Amphetamine or
Simalady Acting Sympathomimetic Intoxication (292.893, Amphetamine or Similarly
Acting Sympathomimetic Delirhim (292.81), Amphetunine ar Similarly Acting
Synipathomimetic Induced Psychotic with Delusional (292.11), Avmphetanioe or

Similarly Acting Sympathomimetic Induced Psychotic with Hathicinations (29213)
Cannabis-Indoced Paychotic Disorder with Delusions (292,11), Cannabis-Induced

Psychotic Disarder with Hallucinations (207.12), Cocaine Intoxication (29289},

Cocaine Intoxication Delirium (292.81), Cocaine-Induced Psychotic Disorder with

Delusions (292.11), Cocaine-Induced Psychode Disorder with Hallucinations (292.123,

Halluciogen Intoxication (292.89), Hallucinogen Intoxication Delirinm (292.8),
Mallucinogen-Induced Poyechotic.disorder with Delusions (293.11), Hallucinogen-
Induced Psychotic disorder with Delusions (292. 12), Halhicinegen-Induced Mood

Disorder (292.84), Hallucinogen-Induced Anxiety Disorder (292.89), Hallucinogen
Related Disorder Not Otherwise Sperified (292.9}, inhalant Dvtoxication 292.99),
Inhalint Intoxication Deliriun: (292.81), Inhalant-Indaced Per.sishng Dementia

(292.82), Inhalant-Induced Peychatic [isorder with Delasions (292.11), Inhalant-
Induced Psychotic with Hallucinations (292.12), Inhatent-Induced Mood Disorder

(292,89), Inhalint-Induced Anxiety Disorder (292BN, inhalant-Related Disorder Newt
 Otherwise Specified (292.9), Opioid Intoxicati mn(293$1), Opioid-Indaced

Psychotic Diserder with Delusions (292.11), Opioid Intoxication Delirium (292.81),

Opiold-Indaced Psychotic Disorder with Hallucinations (292.733, Optoid-Induced

Mood Disonler (292.84), Pheneyelidine (PCP) or Siinilariy Acting

Arylcyclohexylamine Intoxication (292.89), Phencyolidine (POP) or Sumlarly Acting
Aryloyclohexylamine Intoxication Delirium (292.81), Phencyelidine (PCP) or Similarly

Acting Aryleyclohoxylamine Induced Psychotic Disorder with Delusions (292.113,
Phencyclidine (PCP) or Similarly Acting Aryleyolobexylamine Inducer! Psychatic

Thsorder with Hallucinations (92.12), Pheneyelidine (PCP) or Similarly Acting
Anleyclohexylamine Mood Disarder (292.84), Phoncyclidine (PCP) or Similarly
Acting Aryicyciohexylamine Induced Ansiely Disorder (25089), Pheneyclidine PCP}
ar Simuariy Acting Aryleyolohexylamine Related Exserder Not Otherwise Specified
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Withdrawal Delirium (202.8 1), Sedation, Hypnatic or Ansiniytic Induced Pers

“Ae

(29729), Sedative,Hypnotic or Arsiolytic Intoxication (292.89), Sedation, Hypnotic or

Anxiolytic Intoxication Belin(292.21), Sedation, Hypnotic or Amsioiytic
 

Deimentia (292.82), Sedation, Hypnotic or Anxiolytic-Induced Paychotic Disarder with

Delusions (203.11), Sedation, Hypnotic or Anxiolytic-Induced Psychotic Disorder with

Hallucinations (292.19), Sedation, Hypnotic or Anciolytic-Induced Mood Disorder

(202.84), Sedation, Hypnotic or Anxiolytic-Induced Anxicty Disorder (292.89), Othe

for Usknown} Substance Intoxication (292.89), Other for Unknown} Substance-

Induced Delran (292.813, Other (or Unknown) Substance-induced Persisting

Dementia (292.82), Other (or Unknown) Substance-Induced Peychotic Disorder with

Delusions (292.7 1, Other for Unknown} Substance-Induced Psychatic Disorder with
Hallucinations (292.12), Other for Unknown) Substance-Induced Macx! Disarder

(203.84), Other (or Unknown) SubstanceInduced Angiety Disorder (202.89), Other for

Linkrioaven} Substance Disorder Nat Otherwise Specified (292.9), Obsessive

Compulsive Disorder (300.5), Post“traumatic Stress Disorder (304.81), Generalised

Anxiety Disorder (300.02), Anxiety Disorder Not Otherwise Spectiied ($00.00),Body
Dysmorphic Disorder (300.73, Hypochondriasis forHypocbondriacal Neurosis;0007),

Snomuization Nearer (300.81), Undifferentiated Somateform Disorder Q00.8 1),

Somatoform Disorder Nat Otherwise Specified (AUK).SI }, Imermittent Explosive
Disorder (312.34), Kleptomunia (312.32), Pathological Gambling G123 1}, Pyramania

£312.33}, Trichetillomania (312.39), and Tmyriise Contra! Disorder NOS (312.30),
 

%,

Schimophrenia, Paranoid Type, Ore.30), Schizophrenia, DNsorganized (295.1),
Sehiaophrenia, Catateric Type, (293.20), Schizophrenia, Undifferentiated Type

(295.90), Schizophrenia, Residual Type (295.60), Schizophrenifornm Disorder (295.40),

Schimaaffective Disorder (295.70), Delusional Disorder (297.1), Brief Psychotic

Disorder (298.8), Shared Psychotic Disorder (2973), Psychatic Disorder Due toa
General Medical Condition with Delusions (293.81), Psvohotic Disorder Due to a

General Medival Condition with Hallucinations (293.82), Psychotic Disorders Nut

Chherwise Specified (298.9), Major Depression, Single Episode, Severe, wilhout

Paychotic Features (206.23), Major Depression, Recurrent, Severe, withool Psychotic

Features (296.33), Bipolar Disorder, Mined, Severe, without Psychotic Reabires
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(296.63), Bipolar Disorder, Mixed, Severe, with Paychotic Features (296.64), Bipolar

CHsorder, Manic, Severe, without Psychotic Features (296,43), Bipolar Diserder

Manic, Severe, with Psychotic Features (296.44), Bipolar Disarter, Depressed, §Severe,
whihout Paychotic Features (296.33), Bipalar Disorder, Depressed, Severe, with

Psychotic Features (296.54), Bipalar If Disarder (296.89), Binalar Disorder Not

CHherwise Specitied (296.80), Personality [Nsarders, Parancid (301.0), Personality

Chserders, Schizoid (301.20), Personality Disorders, Schizetypal (301.22), Personality

TNsorders, Antisocial (201.7), and Personality Disorders, Borderline (201.93).

iG A dosing regimen for administering psaliperidone palmitate to 4 renably onpaired
peychistrie patient In need of treatment comprising

{a) administering intramuscularly in the deltoid offa renally impaired psychiatric

patient in need of treatment a first loading dose of fromabout 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 deNoid musele of the patent in need of

treatment a second loading dose of from about 75 mg-eq. ofpaliperidone as

paliperidone palmitate formulated in a sustained reisase formulation on the a

to about Hith dayof treatment; and

{c} administering intramusonhely in the deHNonl ar ghiteal muscle of the patient in

need oftreatment a maintenance dose af about 25 mg-eq. to abaat 73 mg-sq. of

paliperidone as paliperidone palmitate ino gistained release formulation on

about the 34th to about the Sith day of treatmem.

{7. The method of claim 16 wherein the maintenance dose of a sustained release

formulation of paliperidone palmitate is administered monthly in the deltaid ar gluteal

muscle of the psychiatric pation? in seed afer the xo" day of treatment.

RECTIFIED SHEET(RULE 94}
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18. The method ofclaim 16 wherein the sustained release formulation ig an aqueous

nanoparticle suspension.

19, A dosing regiinen for administering paliperidane palmitate to a renally impaired

peychiatric patient in need of treatment comprising

fa) 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 firet dey of treatmont:

(>} administering intramugonlarly in the deltaid muscle of the patient in need of

treatment a second loading dase af from shout 75 mg-og. of paliperikione a3

paliperidone palmitate formulated in a sustained release formulaian an the eighth

day of treatment; and

{c} administering intrurmuscularlyin the deltoidor gluteal muscle of the patient in

need oftreatment a maintenance dase of about 25 me-eg. to about 30 meg-ed. of

paliperidone as paliperidone palmitate ina sustained release fonmuation on about

the 36th day oftreatment.

30. The method ofclaim 19 wherein the sustained release formulationis an aqueaus

nanoparticle suspension.

2t. The method of claim 19 wherein the psychiatric patient is in need oftreatment for

psychosis.

22, The methed of claim 4 wherein the psychiatric patient is in need of treatrnent for

schizophrenia,

23, The method of claim 4 wherein the psychiatric patient is in need of treatment for
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24, The method of claim 4 wherein the paychiatric patient is in need of treatment fora

mental disorder selected fromthe group consisting af Mild Mental Retardation (3173,
Moderate Mental Retardation (318.03, Severe Mental Retardation (218.1), Profourndl

Mental Retardation (318.2), Mental Retardation Severity Unspecified (319), Autistic
Disorders (299.00), Rett's Disonier {299.80}, Childhood Disintegrative Disorders

(29910), Asperger's Dysorder (29980), Pervasive Developmental Disorder Not

Chherwise Specified (2998.80), Attention-DeflaitHyperaetivity Disorder Combined

Type G14.01), Attention-DeficiyHyperactivity Disorder Precdominately Inattentive

Type14.00), Attention-Deficit/Hyperactivity Disorder Predomiunately Hyperactive-

impalsive Type (314.01), Attention-Defici/Hyperactivity Disorder NOS (314.9),

Conduct Disorder Childhood-Onset and Adolescent Type 312.83, Oppositional

Defiant Disorder O13.815, Disruptive Behavior Disorder Not Otherwise Specified

(312.9), Solitary Aggressive Type (212.00), Caruluct Disorder, Undifferentiated Type

(312.90), Tourette's Disorder (307.23), Chronic Motor Or Vocal Tic Disorder (307.223,

TransientTic Disanter (307.21), Tic Disorder NOS07.20), Aloghol Intoxication
Delirtum (291.0), Alechol Withdrawal Delirium (291.0), Aleohol-Induced Persisting

Dementia (291.23, Alcohol-Induced Peychotic Disorder with Delusions (201.5),

Alsohol-Induced Pevehotic Disorder with Hallucinations (271.3), Amphetamine or

Similarly Acting Sympathomimetic Intoxication (292.39), Amphetamine or Similarly

Acting Sympathomimetic Delirium (292.81), Amphetamine or Similarly Acting

Sympathornimedtic Induced Psychotic with Dehisional (292.113, Amphetamine or

Aumilarly Acting Syinpathormumetic Induced Psychotic with Hallucinations (292.123,

Cannabis-indaced Paychotic Tsarder with Dehusions (292.11), Cannabis-Induced

Psychotic Disorder with Hallucinations (292.12), Cocaine Intoxication (292.89),

Cacaine Intoxication Delirtam (292.81), Cocaine-Induced Psychatic Disorder with

Wehusions (292.11), Cocaine-Induced Psychotic [Nsorder with Hallucinations (292.12),

Hahuciogen Intoxication (202.89), Hallucinogen Intoxication Delirium (292.84),

Hahucinogen-Induced Psychotic disorder with Delugions (292.11), Hallucinagen~

Induced Psychotic disorder with Delusions (292.12), Hallucinogen-Induced Maod
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Disorder (292.84), Hellucinogen-Induced Anxiety Disorder (292.89), Hallucinagen-

Related Disarder Not Otherwise Specified (292.9), Inhalant Intoxication (292.89),

inhalant Intoxication Delirium (292.81), Inhalant-Induced Persisting Dementia

{2972.82}, Inhalant-Induced Psychotic Disarder with Delusions (293.114, Inhalant-

$ Induced Psychotic with Hallucinations (292.12), Inhalant-Indaoed Mood Disorder

292.49), Inhalant-Induced Anxicty Disorder (293.89), Inhslant-Releted Disorder Not

Otherwise Specified (292.9), Opiond Intoxication Delirium (292.813, Cpioid-Indaced

Peychotic Disorder with Delusions (292,11), Opioid Intexication Delirium (292.81),

Omoid-fuluced Psychotic Disorder with Hallucinations (292.12), Opioid-induced
1Q -Moexd Disorder (292.84), Phenoyclidine (PCP) or Similarly Acting

Aryloyelohexylamine Intoxtoation (292.89), Phenayclidine (PCP) or Similarly Acting

Aryleycloherylamine Intoxication Delirium (292.815, Phenoyelidine (PCP) or Similarly
Acting Aryloyciahexylamine Induced Psychotic Disorder with Delusions (292.11),

Phenoyolidine (PCP) or Similarly Acting Aryleyclohesylamine Induced Peychatic

S  ODtsorder with Hallucinations (292.12), Pheneyclidine (PCP) or Sinularly Acting

Asyloyclohexylamine Mood Disorder (292.84), Phencyelidine (PCP) or Similarly

Acting Aryloyichesylamine Induced Anxiety Disorder (292.89), Phenoyclidine (PCP)

ar Similarly Acting Aryloyelohexylamine Related Disorder Not Otherwise Specified

(292.9), Sedative, Hypnotic or Anxiolytic Intoxication (292.89), Sedation, Hypnotic or

QO Amuolytic Intoxication Delirium (292.81), Sedation, Hypnotic ar Anxialvtic

Withdrawal Delirium (292.81), Sedstion, Hypnotic ar Anxiclytic Induced Persisting

Demantia (292.82), Sedation, Hypnatie or Anaiolytic-Induced Paychotic Disorder with

Delusions (292.11), Sedation, Hypnotic or Anxiolytic-Induced Poychotic Disorder with

Hallucinations (202.12), Sedation, Hypnotic or Anxialytic-Induced Mood THsorder

(292.84), Sedation, Hypnotic or Anxiobtic-Induced Anxiety Disorder (292.89), Otherq ; dha's3b tb

(or Unicnown)} Substance Intoxication (292.89), Other Cor Unknown} Substance-

induced Delirium (292.81), Other for Unknown) Substance-Indauced Persisting

Dementia (292.82), Other for Unknown} Sebstance-Induced Psychotic Disarnler with

Delusions (202.11), Other for Unknown) Substance-Induced Psychotic Disorder with

0 Nalucinations (202.12), Other for Unknown) Substance-Induced Mood Disorder

(292.84), Other (or Unknown) Substance-Induced Anxiety Disorder (292,89), Other for
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Unknown) Substance Disorler Not Otherwise Spevified (292.91, Obsessive

Compulsive Disorder (300.4), Post-traumatic Stress Disorder 300.51}, Generalized

Anxiety Disorder (400.02), Ansiety Disorder Not Otherwise Specified (200.00), Bady

Dysmorphic Disorder 900.7), Hypochondriasis (or Hypochondriacal Neurosis} (900.7),

Somatization Disorder (200.81), Undifferentiated Somateform Disorder (300.813,

Somatoform Disorder Not Otherwise Specified (300.81), Intermittent Explosive

Disorder (312.34), Kleptomania (3.12.32), Pathological Gambling (3912.31), Pyromania

(312,33), Trichatillomania (312.39), and Impulse Control Disarder NOS (312.30),

Schizophrenia, Paranoid Type, (295.30), Schizophrenia, Disorganized (295.1),

Schizephrenia, Catatonic Type, (295,20), Schizophrenia, Undifferentiated Type

(295.90), Schizophrenia, Residual Type (295.60), Schizephreniform ONsorder (295 40),

Sehizaatfective Disorder (295.70), Delusional Disorder (297,13, Brief Psychotic

Disorder {298.8}, Shared PsychaticDisorder (297.3), Psychotic Disurder Dueto a

General Medical Condition with Delusions (293.815, Paychotic Disorder Dueto a

Genera] Medical Condition with Hallucinations (293.82), Paychotic DNsarders Not

Otherwise Specitied (298.9), Maior Depression, Single Episode, Severe, without

Psyehone Features (295.23), Major Depression, Recurrent, Severe, without Psychotic
eatures (296,33), Bipolar Disorder, Mixed, Severe, without Psychotic Features

(296.63), Bipolar Disorder, Mixed, Severe, with Psychotic Features (296.64), Bipolar

Disorder, Manic, Severe, without Paychotic Features (296.43), Bipolar Disorder,

Maric, Severe, with Psychotic Features (296.44), Bipolar Disorder, Depressed, Severe,

without Psychotic Peatares (296.53), Bipolar Disorder, Depressed, Severs, with

Paychotic Peatures (296.454), Bipolar 1 Disorder (296.89), Bipolar Disorder Nat

Otherwise Speteifted (296.80), Personality Disorniers, Paranoid (341.0), Personality
Disorders, Schizoid (301.20), Personality Disorders, Schizotypal (301.22), Persanality

Disorders, Antisocial (301.7), and Personality Disorders, Borderline (361.83).

25. A dosing regimen for administering paliperidone palmitate to a psychiatric patient

in need af treatment comprising
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ia} administering intramuscularly in the deltoid of a patient in need of treatment a

first loading dase of about 150 mpeg, of paliperidone as paliperidone palimitate

formulated in asustained release formulation on the firat day oftreatment:

ib) administering intramuscularlyin the delicid muscle ofthe patient in need of

ireatment a maintenance dose of fram about 23 mg-ay. to about 100 mg-eq, af

paliperidane ss paliperidane palmitate formulated in a sustained release

formulation on the 6° to about [Oth day of treatment end

{c} adiministering intramuscularly in the deltoid or gluteal muscle af the patient in

need of treatment a maintenance dose of about 25 mg-eq. to abn 100 mg-eq.

of paliperidane as naliperidone palmitatein 8 sustained release formulation on

about the 34th to about the 38th deyof treatment.

26. The method of claim 25 wherein themaintenance dose of a sustained release

formulation of pahperidone palmitate is administered monthlyin the deltoid or gluteal

muscle of the psychiatric patient in need after the 30° dayoftreatment,

a?. The method of claim 25 wherein the sustained release formulation is an aqueous

manopartichs suspension.

2&8. A dosing regimen for administering paliperidone palmitate to a psychiatric patient

in need of treatment comprising

(a) administering intramuscularly in the deltoid of a patient in need of treatment a

tirst loading dese of about 150 mg-eq. af paliperidane as paliperidone palmitate

formulated in a sustained release formulation an the first day of reatment;

th) adnunistering imramuscularly in the delteid muscle of the patient in need af

treatment a manienance dose of fram about 25 mag-ag. te about 100 mg-eq. of
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gulineridoneag paliperidone palmitate formulated in a sustained release formulation

on the eighth day of treatment; and

{ec} administering intramuscularly in the deltoid or ghvteal nrasele of the patient in

need oftreatment a maintenance dase of about 25 mg-eq. to about 1) my-eq. of

pullperidone as palipericione palmitate in a sustained release formulation on about
the 36th day of treatment.

29. The method of claim 28 wherein the sustained release formulation is an aqueous

Nanoparticle suspension,

The method of claim 28 wherein the psychiatric patient is in need of treatment for

psychosis.

3. The method of claim 28 wherein the psychuttric patient is in need oftreatment for

schizophrenia.

32. The method of claim 28 whoremthe psychiatric patient is in need of treatment foree

bipolar disorder.

33. The method of claim 28 wherein the poychiatric patient is in need of reatment for a

-amental disorder selected trom the group consisting of Mud Mental Retardation (317),

Moderate Mental Retardation18.0), Severe Mental Retardation (318.1), Profound

Moenial Retardation (218.2), Mental Retardation Severity Unspecified (319), Autistic
CHsarders (299.00), Rett's Disorder (289.80), Childhood Disintearative Disorders

(299.1), Asperger’s Disorder (299,80), Pervasive Developmental Disarder Nat

Chherwise Specified (299.80), Attention-DefcivHyperactivity Diserder Combined

Type (14.01), Attention-Deflait’Nyperactivity Disorder Predominately Inattendve

Type G14), Attention-Deficit/Nyperactivity Disorder Predominately Hyperactive-

Impulsive Types 14.01), Attiention-Refiow/Hyperactivity Disorder NOS (314.9),

Conduct Disorder ( Childhead-Onset and Adolescent Type 312.9), Oppasitional
<

Defiant (Nserder (393.81), Disruptive Behavior Disarder Not Othenvise Specifiedokay
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2}, Solitary Aggressive Type t3 12.00), Conduct Unsorder, Undifferentiated Typews

“tod£5is(312.90), Tourette's Disarder (307.23), Chronic Motor Or Vocal Tic Disoniler (407.22),

Transient Tie Disorder (307.21), Tic Disorder NOS (397.203, Alcohol bwoxication

Rehrium (291.403, Alcohol Withdrawal Delirrham (291.0), Alcohol-Induced Persisting
Dementia (291 DB Alecohol-induced Psychotic [isorder with Delusions (291.5),
Alcohol-induced Psychotic Disorder with Hallucinations (291.3), Amphetamine or

Similarly Acting Sympathamimetic Intaxination (292.89), Amphetamine or Similarly

Acting Sympathomimetic Delirrum (292.81), Amphetemine or Similarly Acting |
Sympathomimetic buluced Foychotio with Dehesional (292,11), Amphetamineor

Similarly Acting Sympathomimetic Induced Psychotia with Hallucinations (292,12),

Cannabis-Induced Psychotic Disorder with Delusions (292.11), Cannabis-Indaced

Psychatic Disorder with Hallucinations (292.12), Cocaine Intoxication (292.99),

Cocaine Intoxication Delirium (292.51), Cocaing-iInduced Psychotic Disorder with

Delusions (292.11), Cocaine-Induced Psychotic Disorder with Hallucinations (292.12),

Habluciogen Intoxication (292.89), Hallucinogen Intoxication Delirium {292.81),

Hallucinogen-Induced Psychotic disorder with Delusions (292.11), Halluciaogen-

indeed Psychotic disorder with Delusions (282.12), Hallucinogen-Induced Mead

Disorder (292.34), Hallucinogen-Induced Anxiety Disorder (292.89), Nallucinagen-

Related Disorder Not Othenvise Specified (292.9), Inhalant Intoxication (292.89),

inhalant Intoxication Delirlum (292.81), Inhalant-Induced Persisting Dementia

(282.82), Inhalant-Induced Psychotic Disorder with Delusions (282.11), Inhalans-

Induced Psychotte with Hallucinations (292.12), Inhalant-Inducad Moad [Nserder

(202.89), Ishalant-Induced Anxiety Disorder (292.89), lnhalani-Related CNsarder Not

Osherwise Specified (292.9), Opioid Infoxication Delirium (292.81), Qpioid-Induced

Payehotic Disorder with Delusions (292.11), Opioid Intoxication Delirium (202.81),

Opioid-Induced Psychotic Disorder with Hallucinations (292.12), Opioid-Induced

Mood Disorder (292.84), Pheneyelidine (PCP) or Similarly Acting

Aryleyelohexylamine Intoxication (292.89), Pheneyclidine (POP) ar Sirularly Adting

Aryloyclohexylamine Intoxication Delirium(292.81), Phenoyelidine (PCP) or Similarly

Acting Aryleyclohexylamine induced Psychotic Disorder with Defusions (292.114,

eyelohesylamire Induced Paychotic
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CNsorder with Hallucinations (202.12), Phencyclidine (PCP) or Similarly Acting

Arylcyeloherylamins Mood Disorder (292.84), Pheneyelidine (PCPS or Similarly
Acting Aryloyclohexylamine Induced Anxiety Disorder (292.89), Phancyclidine (POP)
ov Similarly Acting Aryleyclohexylamine Related Disorder Not Otherwise Specified

(292.9), Sedative, Hypnotic or Ansiolytic Intoxication (2892.89), Sedation, Nypnatic or

Ansiolvtic Intoxication Delirium (292.81), Sedation, Hypnoticor Assiolytia
Withdrawal Delirium (2923.61), Sedation, Hypnotic ar Anxiahytic Induced Persisting

Dementia (292.82), Sedation, Hypnotic ar Anxiolytic-Induced Psychotic Disarder with

Delusions (292.11), Sedation, Hypnotic or Anxiolytic-Induced Psychotic Disorder with

Hallucinations (292.12),Sedation, Hypnotic or Anxlolytic-Induced Mood Cisarcder

(292.84), Sedation, Hypnotic or Anxialyne-induced Anxiety Disorder 292.89), Other

for Unknown) Substance Intoxication(292.89), Other (or Unknown} Substance:
induced Delirium (292.81), Other (er LUinknown) Substance-InducedPersisnng

Dementia (292.821, Chher (or Unknown) Substance-Induced Paychotic Disorder with

Delusions (292.11), Other (ar Unknown} Sulstance-Induced Psychotic Disarder with

Hallucinations (292.1%), Other dor Unknown) Substance-Indnoad Moad Disorder

(292.84), Other (or Unknown} Substanee- tnduced Anxiety Disorder (292.89), Other (or
Unknown} Substance Disorder Not Otherwise Specified (292.9}, Obsessive

Compulsive MNsarder (300).5}, Post-traumatic Stress Chsorder (306.81), Genershaed
Anxiety DNsorder (300.02), Anxiety Disorder Not Otherwise Specified (300.00), Bady
Dysmorphie UNsorder (300.7), Hypechandriasis (or Hypochondriacal Neurosis} (300.73,
Somatization (Nserder (300.81), Undifferentiated Somatoform Disorder 00.81),

Somatoform Disorder Not Otherwise Specified (300.81), Intermittent Explosive

Usorder (312.34), Kleptomania (312.32), Pathological Gambling (212.31), Pyromania

(312.33), Trichatillomanis (612.39), and Impulse Control thsorderNOS (312.36),

Schizophrenia, Paranoid Type, (294.30), Schizophrenia, Disarganized (295.10),

Sohizophrenia, Catatonle Type, (295.20), Schizophrenia, Undifferentiated Type

(293,90), Schizophrenia, Residual Type 295.60), Schizophreniform Disorder (295.40),
SchisoaffectiveINserder (295,70), Delusional Disorder (297.1), Grief Psychotic

Disarder (298.5), Shared Psychotic Disorder (297.3), Psychatic Disarder Due to 3
Canéral Medical Condition with Delusions (293.81), Psychotic Disorder Due ta. a
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General Medical Candition with Hallucinations (293,82), Psychotic Disarders Not

Otherwise Speeified (208.93, Major Depression, Single Episode, Severe, without

Paychotic Features (296.23), Major Depression, Rearent, Severe, without Paychatic

Features (296.33), BipolarDisorder, Mixed, Severe, without Psychotic Features

(296.63), Bipolar Disorder, Mixed, Severe, with Psychotic Features (296.64), Bipolar

Disarder,Manic, Severe, without Psychotic Features {296.43}, Bipalar Disorder,

Manic, Severe, with Psychatic Peatures (296.44), Bipolar Disorder, Depressed, Severe,

without Peychotic Features (296.533, Bipoler Disorder, Depressed, Severe, with

Psychotic Features (296.54), Bipolar HW Disorder (296.89), Bipolar Disarder Not

Otherwise Specified (296.80), Personality Disorders, Paranoid (301.0), Personality

Disorders, Schizoid (301.20), Personality Disorlers, Schisetypal (301.22), Personality

Disorders, Antisocial (301.7), and Persanality Disorders, Borderline ($01.83).
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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

JOSEPH F. SHIRTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON& JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 1627

DATE MAILED: 05/05/2016

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

$0 $0nonprovisional UNDISCOUNTED $960 $960 08/05/2016

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCEAS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCEIS 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 REPLYTO THIS NOTICE:

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

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

If the ENTITY STATUSis changed from that shown above, on PART B - FEE(S) TRANSMITTAL,complete section number5 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 amountof small entity
fees.

II. PART B - FEE(S) TRANSMITTAL,orits 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 isfiled, 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 equivalentof Part B.

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

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenancefees. 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
Commissionerfor Patents
P.O. Box 1450

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
appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS"formaintenance fee notifications.

 

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

CURRENT CORRESPONDENCE ADDRESS(Note: Use Block 1 for any changeof address) apers. Each additional paper, such as an assignment or formal drawing, must
have its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
27777 7590 05/05/2016 I hereby certify that this Fee(s) Transmittal is being deposited with the United

JOSEPH F. SHIRTZ States Postal Service with sufficient postage for first class mail in an envelope
JOHNSON & JOHNSON addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 Depositor’s name)
(Signature)

(ate) 
 
  APPLICATION NO. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKETNO. CONFIRMATION NO.
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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

$0 $0nonprovisional UNDISCOUNTED $960 $960 08/05/2016

 

EXAMINER ART UNIT CLASS-SUBCLASS

KAROL, JODY LYNN 1627 514-257000

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

LI Change of correspondence address (or Change of Correspondence
Address form PTO/SB/122) attached.

LI "Fee Address" indication (or "Fee Address” Indication form
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
Numberis required.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT(printor 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.

2. For printing on the patent front page,list  
(1) The namesofup to 3 registered patent attorneys
or agents OR,alternatively,   (2) The nameofa single firm (having as a member a 2
registered attorney or agent) and the namesof up to
2 registered patent attorneys or agents. If nonameis 43
listed, no namewill be printed.

  

  

(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) : LV individual LJ Corporation or other private group entity [J Government

4a. The following fee(s) are submitted: 4b. Paymentof Fee(s): (Please first reapply any previously paid issue fee shown above)
L] Issue Fee LIA checkis enclosed.

_] Publication Fee (No small entity discount permitted) Lj Paymentby credit card. Form PTO-2038 is attached.
LT Advance Order - # of Copies [I The directoris 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)

Lj Applicant certifying micro entity status. See 37 CFR 1.29 NOTE:Absenta valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issue
fee paymentin the micro entity amountwill not be accepted at the risk of application abandonment.

 

Lj Applicant asserting small entity status. See 37 CFR 1.27 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.

  
Lj Applicant changing to regular undiscounted fee status. NOTE: Checking this box will be taken to be a notification ofloss 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

JOSEPH F. SHIRTZ KAROL, JODY LYNN
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003 a7

DATE MAILED: 05/05/2016

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applicationsfiled 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 Numberand expiration
date for the agency to display on the instrumentthat 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 whichis 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
respondto a collection of information unlessit 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 informationis
35 U.S.C. 2(b)(2); (2) furnishing of the informationsolicited 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 mayresult in termination of
proceedings or abandonmentof the application or expiration of the patent.

The information provided by youin 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 Memberwith 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 managementpractices 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 abandonedor 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 becomesawareof a violation or potential violation of law or regulation.
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Application No. Applicant(s)
12/337,144 VERMEULEN ETAL.

 
: aye i i AIA (First Inventorto File)

Notice of Allowability OaNerOL togt|status
No

-- The MAILING DATEof this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSEDin 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 PATENTRIGHTS.This application is subject to withdrawal from issueat 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.

LIA declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/werefiled on

2. [J An election was madeby the applicant in responsetoa restriction requirementsetforth during the interview on ; the restriction
requirement and election have been incorporated into this action.

3. KX] 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 maybeeligible to benefit from the
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more

information, please see http:/jwww.uspto.gov/patents/init, evenis/poh/index.isp or send an inquiry to PPHfeedback@uspto.gov .

 

 

4. 1 Acknowledgmentis madeof a claim for foreign priority under 35 U.S.C. § 119(a)-(d)or(f).

Certified copies:

a) All b)[)Some *c) (Noneof the:

1. [J Certified copies ofthe priority documents have been received.

2. CJ Certified copies of the priority documents have been received in Application No.

3. [1] Copiesofthecertified copies of the priority documents have been receivedin 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 ABANDONMENTofthis application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

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

(including changes required by the attached Examiner's Amendment / Commentorin 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 drawingsin 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 INFORMATIONaboutthe deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner’s comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

 

Attachment(s)
1. [J Notice of References Cited (PTO-892) 5. DJ Examiner's Amendment/Comment

2. &] Information Disclosure Statements (PTO/SB/08), 6. [J Examiner's Statement of Reasonsfor Allowance
Paper No./Mail Date 3/1/2016: 4/7/2016: 4/7/2016

3. (J Examiner's Comment Regarding Requirement for Deposit 7. Other .
of Biological Material

4. [J 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 requestfor continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), wasfiled in this application after allowanceor 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/Remarksfiled 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 amendmentto the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendment maybefiled as provided

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 845
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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 paymentof the issue fee.

Authorization for this examiner's amendmentwasgiven in a telephoneinterview

with Hal Woodward on 7/31/2015.

The application has been amendedasfollows:

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 reasonsfor 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 doseof

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 treatmenta first maintenance doseof 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
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Application/Control Number: 12/337,144 Page 4

Art Unit: 1627

second loading dose. The claims are allowable overthe closest cited prior art, Fran¢ois

et al. (US 6,555,544 B2), because thecited prior art does not teach, disclose, nor

render obviousthe instantly claimed dosing regimen. While Francois et al. teach a

pharmaceutical composition for intramuscular injection comprising 9-hydroxy-

risperidonefatty acid ester(i.e. paliperidone palmitate) in submicron form for use in the

treatment of psychosis, schizophrenia, schizoaffective disorders, etc., Francois etal.

teach the composition is administered every three weeksor evenat longerintervals

where possible (see abstract; column8, lines 8-20). There is nothing in Francoisetal.

that teaches or suggests using two loading doses 6-10 days apart followed by a monthly

maintenance doseatthe specific dosages asinstantly claimed.

Any comments considered necessary by applicant must be submitted no later

than the paymentof the issue fee and, to avoid processing delays, should preferably

accompanythe issue fee. Such submissions should beclearly 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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above-identified application is not accepted because:
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AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 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 internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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TATE MAILESs DAIS

Determination of Paient Term Adjustment ander 35 U.S.C. 154 (b)
{Applications filed on or after May 29, 2600)

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

Section Why2) of the AIA Technical Corrections Act amended 35 ENS.C, L4(b}ONBHD to eliminate therequizement that the Office provide a patent term adjustment determination with the notice of allawance. See
Revisions to Patent Tern Adjustment, 78 Fed, Reg, 19416, 19417 (Apr. {, 2013). Therefore, the Officeix no longer
providing an initial patent term adfustment determination with the notice of allowance. The Office will continue to
provide a patent term adjustment determination with the Issue Notification Letter that ts mailed td 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 defermination (or recinstatemient of patent term
adjustment) should follow the pracess outlined In 37 CFR 1.705,

 

+ x,

Agy questions regarding the Patent Term Extension or Adjustment determination should be directed to the Offlee of
Patent Legal Administration at S71)}272-7702. Questionsrelating to issue and publication f&e payments should be
directed in the Castemer Service Center of the Office of Patent Publieation at 1-(888}-786-G101 of (S71)-272-4206,
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Application/Cantral Number: 12/97, 144 Page 2
Art Unib 1627

DETAILED ACTION

Continued Examination Under 37 CFR 1.114

1, A request for continued examination under 37 CFR 1.144, including the fee set

forth in 87 CFR 1.1?{e), was fled in this application after allowanos orafter an Office

action under Ex Parle Quayle, 25 USPQ 74, 453 0.G. 218 (Comm'r Pat. 1935). Since

this applicationis sligible for continued examination under 37 CFR 1.114, and the fee

set foyth in.g7 CFR 1.1 ?{e} has been timely paid, prasecution in this applleation has

been reopened pursuantto 37GFR 1.114. Applicant's submissionfiled on. 3/1/2016 has

been enered,

Receipt is acknowledgedof applicant's AmendmenvRemarks fled 6/12/2015.

Glaims 1, 2, 4, 16, 17, and 18 have been amended. Claims 6-12, 14, 21, 23, and 2533

are cancelled. Claims34-40 are newly added. Claims 1-5, 13, 18-20, 22, 24, and 34-
40 arepending andare 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 87 CFR 1.97, Aeeardingly, the

information disclosure statements have been considered,

EXAMINER'S AMENDMENT

3. An examiner's amendment fo the record appears below. Should the changes

and/or additions be unacceptable to applicant, an amendmant may be filed as provided

Mylanv. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 889
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Apotioation/Control Number: T2/as7, i44 Page
Art Unit 1627

by 37 CFA 1.312. To ensure consideration of such an amerdiment, it MUSTbe

submitted no later than the paymentofthe Issus fes.

Authorization for this exarniner’s amendment was given in a telephone interview

with Hal Woodward on 7/91/2018.

The apnlication has been amended as follows:

inclaim 5, fine 2, after “suspension”; delete“af”. 

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, fine 1, after “claim 1,4, 78") delete “and” and Insert --or--.

Reasons for Allowance

4. The following is an examiner's statementof reasons forallowence: Claims 1-5,

13, 18-26, 22, 24, and 34-40 are directed a dosing regimen for administering

palipericone painvtate to @ psychiatric patient or a renally impaired psychiatric treatment

in need of treatment for schizophrenia, schizoalfective digorder, schizophreniform

disarder or a psychotic disarder comprising administering a intramuscularly in the

deltoid 9first loading dose of pafiperidone palmitate formulated in a sustained release

formulation, administeringintramuscularlyin the deltoid a ssecond |gading dose of
paliperidone palmitate formulated in a sustained release formulation on the 6" to about

the 10° day of treatment, and administering intramuscularlyin the delfold ar gluteal

muscle to the patient in nesd of treatmenta first maintenance dase ofpaliperidane

ie oy Ch ey)ae % %.%, nhey
4

at =Spaimitate formulated in a sustained release formulation a month Ch
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Applination/Contral Number: 1efagy, 144 Page 4
Art Unib 1627

secand laading dose. Theclaims are allowable overthe closest olted prior art, Frangols

st al. (US 6,555,544 BS}, because the cited prierart does not teach, disclose, ner

render obvious the instantly claimed dosing regimen. While Francois ef al. leach a

pharmaceullcal carnposition for intramuscular injection comprising S-hydroxy-

rispericione fatty acid ester (1.2. palipericdene palmitate) In submicran farm for use in the

treatment of psychosia, schizophrenia, schizoaffective disorders, etc., Frangatsetal.

teanh the coniposition is administered every three weeks or evenat longerintervals

where possitle (see abstract: column 8,lines 8-20). Thare is nothing in Frangoia et al.

that leaches ar suggests using two loading doses 6-10 days apart folowed by a monthly

maintenance dose at the epecific dosages as instanily claimad.

Any comments considered necessary by applicant must be sudmitted no later

than the payment of the issue fee and, to evoid processing delays, should preferably

accumpany the issue fee, Such submissions should be clearly labeled “Comments on

Staternent of Reasons for Alowance.”

Conclusion

Claime 1-5, 18, 15-20, 22, 24, are 34-40 are allowed,
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Applination/Control Number: 12/397, 144 Page &
Art Unik 1627

Correspondence

information regarding the status of an application may be obtained fromthe

Patent Apolleation Information Retrieval (PAIR) system. Status information for

published applications may bs obtainedfromeither Private PAIR or Publle PAIR

Status information for unpublishedapplications js available through Private PAIRonly
For more information about the PAIR system, sae hip/palr-direct.usptoe.gov. Should

youhave questions on accass to ihe Private PAIRsystem, contact the Electronin

Business Center (EBG) at 868-217-9197(oles), F youi woutd like assistanos fram a

LISPTO Customer Service Representative of accessfo theautomated information

system, call BOG-786-9199 (IN USA OR CANADA) or 577-272-1000,

Anyinquiry concerning this communication or earlier commiunivationsfrom the

examiner should be directed to Jody L. Karol whose telephone numberis (571)270-

4083 The examiner oan normally be reached on 8:80 am~ 8:00 pm Mon-Fri EST.

if allernpts fo reachthe examiner by telephoneare unsuccessil, he examiner's

eupervisor, Srean! Padmanabhan ean be reached on (571) 272-0629. The fax phone

number for the organizatian wherethisapplication orproosedingIsassigned Is GF 1-

iody L. Karolf

Exarniner, Art Unit 1627

/SREENT PADMANABHAN:

Supervisory Patent Examiner, Art Unit 1627
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Electronic AcknowledgementReceipt

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

1973178

PRD2901USNP_ISSUEFEE_AUG

2016.pdf
Issue Fee Payment (PTO-85B) 275 9ffec3796 1f783c6e58732fcecdaaeSOc7

946 
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Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 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 internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFIGE
UNTTED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTSQ. Box 1450 

Alexandria, Virginia 22313-1450www.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(f)
JOSEPHF. SHIRTZ ACKNOWLEDGEMENTLETTER

JOHNSON & JOHNSON

ONE JOHNSON& JOHNSONPLAZA IOC
NEW BRUNSWICK, NJ 08933-7003 Co0e008

Date Mailed: 08/10/2016

IMPROPER SUBMISSION OF REQUEST UNDER37 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:

e The requestto 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.
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UNITED STATES PATENT AND TRADEMARK OFFIGE
UNTTED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTSQ. Box 1450 

Alexandria, Virginia 22313-1450www.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

JOSEPHF. SHIRTZ LETTER

JOHNSON & JOHNSON

ONE JOHNSON& JOHNSONPLAZA NOA
NEW BRUNSWICK,NJ 08933-7003 00000008

959332(

Date Mailed: 08/10/2016

IMPROPER SUBMISSION OF REQUEST UNDER37 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:

e The requestto 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.

e The requestto correct inventorship under 37 CFR 1.48(a), which wasfiled after the first Office action on the
merits, is deficient because it was not accompanied bythe fee set forth in 37 CFR 1.17(d) or a statementthat
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/
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Electronic Patent Application Fee Transmittal

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

a

Filing Fees for Utility under 35 USC 111(a)

Sub-Total in

USD(S)

Basic Filing:

Description Fee Code Quantity

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Miscellaneous:

Total in USD ($) 
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Electronic AcknowledgementReceipt

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
Deposit Account 100750

Authorized User WENK, MELISSA

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpaymentasfollows: 
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Charge any Additional Fees required under 37 CFR 1.21 (Miscellaneous fees and charges)

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

1 Fee Worksheet (SB06) fee-info.pdf 2cfic9465abac4ed9bb8c705 1178f51 66f6bc6
8b79

Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

 

NewInternational Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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Electronic Patent Application Fee Transmittal

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

a

Filing Fees for Utility under 35 USC 111(a)

Sub-Total in

USD(S)

Basic Filing:

Description Fee Code Quantity

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Miscellaneous:

Total in USD ($) 
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Electronic AcknowledgementReceipt

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
Deposit Account 100750

Authorized User WENK, MELISSA

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpaymentasfollows: 
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Charge any Additional Fees required under 37 CFR 1.21 (Miscellaneous fees and charges)

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

1 Fee Worksheet (SB06) fee-info.pdf 29cd9cal1f2eeebcba2d84fc73a51 6f2bd6733
325e

Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

 

NewInternational Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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Electronic Patent Application Fee Transmittal

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

a

Filing Fees for Utility under 35 USC 111(a)

Sub-Total in

USD(S)

Basic Filing:

Description Fee Code Quantity

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Miscellaneous:

Total in USD ($) 
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Electronic AcknowledgementReceipt

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

Fee Worksheet (SB06) fee-info.pdf 00f68b5b3a8445468d5aad76ffca5c3511 38H
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Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 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 internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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UNITED STATES DEPARTMENT OF COMMERCE

United States Patent and TrademarkOfficeAddress: COMMISSIONER FOR PATENTS
P.O. Box 1450

Alexandria, Virginia 22313-1450www .uspto.g:

APPLICATION NO. ISSUE DATE PATENT NO. ATTORNEY DOCKETNO. CONFIRMATION NO.

 
12/337,144 09/13/2016 9439906 PRD2901USNP 3172

27777 7590 08/24/2016

JOSEPHF. SHIRTZ
JOHNSON & JOHNSON
ONE JOHNSON & JOHNSON PLAZA

NEW BRUNSWICK,NJ 08933-7003

ISSUE NOTIFICATION

The projected patent numberandissue 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) wasfiled in the above-identified application, the filing date that
determines Patent Term Adjustmentis 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) WEBsite (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 WEBsite 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 andis 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 andfacilitate business investment. To learn more about why the USAis the best country in
the world to develop technology, manufacture products, and grow your business, visit SelectUSA.gov.

IR103 (Rev. 10/09) Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 910



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 911

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 Umited 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
 

IN THE UNITED STATES PATENT AND TRADEMARK

Patentee : Janssen Pharmaceutica NV Confirmation No.: 3172

Patent No. : 9,439,906 Serial No.: 12/337,144
Filed : December 17, 2008

Title : DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

PALIPERIDONE ESTERS

Art Unit > 1627

Examiner - KAROL, JODY LYNN

Mail Stop Patent Ext.
Commissionerfor Patents

P.O. Box 1450

Alexandria, VA 22313-1450

REQUEST FOR RECONSIDERATION OF
PATENT TERM ADJUSTMENT UNDER37 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)asit is

accompanied by paymentof a fee for a two month extension of time. Thus, Patentee

contends this requestis timely.

Patentee respectfully requests that an additional 53 days of Patent Term

Adjustmentbe addedto the 770 days of additional patent term for Patent Office delay

already calculated by the Patent Office, resulting in a total Patent Term Adjustmentofat

least 823 days.

1
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1. Statement of Facts

USPTODelays

Patentee agrees with the Patent Office that the USPTO delays total 1361 days.

Applicant Delays

The USPTOalleges that there were 591 days of Applicant delay. Patentee respectfully

submits that Applicant delay should be 538 days (which 1s 53 days less than the USPTO

calculation) for the reasonsset 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) wastreated as the responsive USPTOnotice thus resulting in a 78 day

reduction in Patent Term Adjustment. Webelieve that this is an error for the reasons set forth

below.

The USPTOdid in fact respond to the submission of the correct ADSon 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 Adjustmentcalculation 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 dayst+17 days.

Because the USPTO Patent Term Adjustmentcalculation 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 dayst+17 days+34 days.

Because the USPTO Patent Term Adjustmentcalculation 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

Asrequired under 37 CFR §1.705(b)(iii) and (iv)(B), Patentee confirmsthat, (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 circumstancesconstituting a failure to engage

in reasonable efforts to conclude processing or examination of such application as set forth in 37

CFR §1.704.

3. Payment of Fees

The fee set forth in 37 CFR §1.18(e) required by 37 CFR §1.705(b)(1) 1s 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 Commissioneris 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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Electronic AcknowledgementReceipt
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International Application Number:

Confirmation Number: 3172
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Title of Invention: PALIPERIDONE ESTERS
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Submitted with Payment

File Listing:
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Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 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 internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling 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 Umited 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
 

IN THE UNITED STATES PATENT AND TRADEMARK

Patentee : Janssen Pharmaceutica NV Confirmation No.: 3172

Patent No. : 9,439,906 Serial No.: 12/337,144
Filed : December 17, 2008

Title : DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

PALIPERIDONE ESTERS

Art Unit > 1627

Examiner - KAROL, JODY LYNN

Mail Stop Patent Ext.
Commissionerfor Patents

P.O. Box 1450

Alexandria, VA 22313-1450

REQUEST FOR RECONSIDERATION OF
PATENT TERM ADJUSTMENT UNDER37 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)asit is

accompanied by paymentof a fee for a two month extension of time. Thus, Patentee

contends this requestis timely.

Patentee respectfully requests that an additional 53 days of Patent Term

Adjustmentbe addedto the 770 days of additional patent term for Patent Office delay

already calculated by the Patent Office, resulting in a total Patent Term Adjustmentofat

least 823 days.
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1. Statement of Facts

USPTODelays

Patentee agrees with the Patent Office that the USPTO delays total 1361 days.

Applicant Delays

The USPTOalleges that there were 591 days of Applicant delay. Patentee respectfully

submits that Applicant delay should be 538 days (which 1s 53 days less than the USPTO

calculation) for the reasonsset 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) wastreated as the responsive USPTOnotice thus resulting in a 78 day

reduction in Patent Term Adjustment. Webelieve that this is an error for the reasons set forth

below.

The USPTOdid in fact respond to the submission of the correct ADSon 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 Adjustmentcalculation 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 dayst+17 days.

Because the USPTO Patent Term Adjustmentcalculation 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 dayst+17 days+34 days.

Because the USPTO Patent Term Adjustmentcalculation 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

Asrequired under 37 CFR §1.705(b)(iii) and (iv)(B), Patentee confirmsthat, (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 circumstancesconstituting a failure to engage

in reasonable efforts to conclude processing or examination of such application as set forth in 37

CFR §1.704.

3. Payment of Fees

The fee set forth in 37 CFR §1.18(e) required by 37 CFR §1.705(b)(1) 1s 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 Commissioneris 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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Electronic Patent Application Fee Transmittal

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

a

Filing Fees for Utility under 35 USC 111(a)

Sub-Total in

USD(S)

Basic Filing:

Description Fee Code Quantity

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Electronic AcknowledgementReceipt

Application Number: 12337144

International Application Number:

Confirmation Number: 3172
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Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:
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Information:

Fee Worksheet (SB06) fee-info.pdf a7cScdce925 9f9fe8 177fb0774b076300c2e
9a0d

Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

 

NewInternational Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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Docket No. PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants : Vermeulenetal. Patent No. 9,439,906
Issue Date: 09-13-2016

Appin No. : 12/337,144
Confirmation No.: 3172

Filed : December17, 2008

Title : DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

PALIPERIDONE ESTERS

Mail Stop Petition
Commissionerfor Patents

P.O. Box 1450

Alexandria, VA 22313-1450

REQUEST PURSUANT TO RULE 37 CFR 1,324 FOR CORRECTION OF
INVENTORSHIP

DearSir:

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 whois 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 Kusumakaris

deceased thus no Statementis 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 overpaymentin the

mannerauthorized 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

2

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 926



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 927

 

 

 
Applicants > Vermeulenet al, PatentNec  9.438,906

Appin Na. Josue Date: September 13, 26 Confirmation No. 3172

 
PTABLE WITH LONG ACTING INIE

 Mall S

Mommrissicay for Pater

Pad, Box 1480

AViexandrrhte A a a 

 
Dear Si:

 
 

 

Poet dene wank
ithe andersigned,

alme with Aq Vermenion, Alors Wiiters, Vivek Auge ¢, Siaboskh Sanviard asd Peter HL

re That the inventorsiig errar occurred without ay degentive

 
Dae  

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 927



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 928

 
yuajut eandaoep ue mown pounded zone diysiojueaut aq] jeip orejoap Aqaseyop y “yedon

UEYLS PUT TURTLES USSR VENSILUINSINYALA“SratnoAy SUOTTY “USTNSULOA WY UM SHOTe

GONGGESh ON Teed Sry JO JoweAUL psteuBog PMOYS | wy] aaUss “poucissepunaug *]

TAS IeSCt

Vd Ni diHSHOUNAANI   
PIRI OLININGNINY SFGiddy ONTIa NOGAAT INI1s

OSHI-EL SEZ WA “RupuRxary

OSL MOE Od

STUMBTO] JOUOTSROG}
wonneg dois TRIN

SHHELSHA ANOOMEdINd

QTAVLOUINT ONLLOV ONOT ALIACSLVIQOSSY NSINIOGN ONISOG ° SPL 

Gh. re SORT TONPUREifHOS} ROOE “fh E FAGUUISIAL] ; Dapa

apag ‘¢pssqmexieg ayer] anssy pplrecerey: ‘any indy

SOGBERG “ONJuoIeg Jew uspeuns, © squroyddly

SOGHO FEVNSCVEONY INSTWd SSTVISCSTINOSAT NE 

ANS1062 Cd “ON 3a]

Mylanv. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 928



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 929

Docket No., PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARKOFFICE

Applicants : Vermeulenetal. 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

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. Ido hereby declare that the inventorship error occurred without any deceptiveintent.

Date:  _yor> foe
An Vermeulen
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Docket No. PRD ZOU LISNP

IN THE UNITED STATES PATENT ANBTRADEMARESOFFICE

Applicants © Vermeulen of al. Patent Noc 9,430,906

Appin No: 18537,144 issue Date: September 13, 2016

Filed > Deeantber F?, 2608 Confirmation New 3172

Tithe > DOSING REGIMEN ASSOCIATED WYETH LONG ACTING INTECTABLE
PALIPERIDONE ESTERS

Mall Stop Petition
Commissioner for Patents

Pa. Box. 1450

Alerandria, VA 22535-14)}

 
Dear Sin

i, the undersigned, sgree that { should be a named Javenter of US Patent No, 9,459,908

along with An Vermeulen,ANous Wouters, Srihari Gopal, Vivek Kummnaker and Peter 4.

Lewyn-Briscoe. Ido hereby declare that the inventorship error occurred withont any deceptive

intend.

rDantad_
Date: 1/1/2016

Mylanv. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 931

 

 
 



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 932

Docket No. PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants : Vermeulenetal. Patent No.: 9,439,906

Appln No. : 12/337,144 Issue Date:|September 13, 2016

Filed : December17, 2008 Confirmation No.: 3172

Title : DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

PALIPERIDONE ESTERS

Mail Stop Petition
Commissionerfor Patents

P.O. Box 1450

Alexandria, VA 22313-1450

WRITTEN CONSENT FROM ASSIGNEE TO CORRECT

INVENTORSHIP IN PATENT UNDER 37 CFR 1.324

DearSir:

Janssen Pharmaceutica NV is the assignee of the entire nght, 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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PYCVALASG (06-123
Approved for wad thigugh O10 201d, OME O8s1t

LES. Patent and Trademark Office: LS, DEPARTMENTOF MMERGE
Under the Papecwork Reduction Ant af 1895, no persons are mquired hs regpornd te 8 coffeclionof Informationunfess2d igOMS 3

STATEMENT UNDER 37 CFR 3.73(s

AppiicantPatant Owner, JANSSEN PHARMACEUTICA NV

    

  

  | Application No./PatentNo. 1208)12/38?Aad{8,438,208 - FiledSOU8 Date: 12-17-2008/09-93
Titled: BOSING REGIMEN ASSOCIA ;

JANSSEN PHARMACEUTICA NY a CORPORATION|AAARREARitedn ccerintnteintnnreeeeeeeeee

 
 
 

  
 

 
S itame of Assignas} {Type of Assignee, 6.4, corparation, partnership, university, gevarnan sgarey, afc}

giafes that, for fhe palent applicalion/patertiderdiiad abova, i is {chaose gne of options 1, 2, 3 ar 4 below):

a rt An asgignes of ieee than the entire right, dfie, anc interest icheck anpiicable box):
 

{| The extent (by percentage) ofits awnershio interest is _ . Swat Adtdiftienat perilree) by he owriershaiding the hedanoeof the interest mustbesubmitied to a ve of the ownership interest 

Py There are unspecified percantages of ownership. The other parties, inclucing inventors, who together awn the entire
right, tite andinteres! are:  

 
Additional Statemantis} by the owner(s} holding the balanos of fhe interest must be submitted to acocunt for ihe ae

sight die, and intereel.
os

 

3oeie 

3. | The agsignae of an undivided interest in the enticaty (a complete aassignment from one af the joint Inventors was mads}The otherparties, Inolucing inventors, who together own the eniire right, ile, andinterest are: 

 ilAdditional Statementis} by the owner(s} holdingthe balanoe of the inlerest
right, tile, and interest.

for the entira 

anf

The raciplent, via a court proceeding |or the like (eg. bankruptoy, arebate), of an undivided interest in the entirely (4to trangfar of ownership Interest wae mare}. The certified document(s) showing the transier is attached,Bs
nisreal identitiedin aptior: 1,2or 3 above {nat aption 4) is evidenced by elther ichoose one of options A or B below):

rt An asvignnent from the Inventor(s} of ite patent appiication/patent ideniiiied above. The assig¢nmant was recorded in
the United States Bulent and Trademark Office aiMealFrameorfor which @ oopy
therectis alached.

 
:

(g}, of the patent anplication/eatent identified abave, te the current assignee as follows
my8. [¢] A chain of titte fromthe inventor

1. From, An Vermeulen &AlfonsWouters To, danssertPharmiacautioa NV

The cleoument was recordedin the United Statea Patent and Trademark Office at

& af ~ os ReReal DeBAg3S , Frame Q265 _ oF for which a copythersreat fg atiached
Sdhar] Gopal, Peter4.Lawyn-Braces&Mahosh Samant TorJanssenPharmaceLuica3 NY

The document was recorded in the United States Patent and Trademark Uffica at

ae G38986

 

 

2, From:
 

_s OF inp whieh a copy tt 
 
 
  

 
   

requited te abiain or tatain 3 benahtt by the pubhte witich bs be Heé (and by the LEPTO iaar . S3.94, This colleen te asditmshvete take 12 miry mimptete, inchiding

Bathatiag, peaparing, Bed etd‘eeeiting the Sumpoieted applvation formfo the US Rane vat vary depending unanthe individual cana, Any athe amaustaf lime you saquiee i complete thisforand/or suggestions for reduccing tits buntes be sent to the Ohiet ivormatinn ONKer, L Madama
Office, U.S, Daparmeat of Gammerce, PG. Bex 1450, Alayanebia, VA 2235-145.{DONNOY SENG FEES iA GOMPLETED FORME asa THES ADIIBESS, SENTTa: Gonmnissioner for Patents, PQ, Box 1450, Alexandria, ¥A anata4480,

 

ffvou need assistemce in completing thefuem, call 1-80-PTO-9199 and select option 2.
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PECUALABS (08-12)
3. OME 0681-9097

U.S, Patent and Trademark ceeus.“OEPARTMesOF COMMERCEnemvork Rectuuion Act of 1885, no parsons are reatdrentig resuoddto 9 coll at informal RE contol nutes,

 

Uneler the Pay
 

STATEMENT UNDER 37 CFR 3,/die)

To:

The document was recarded in the United States Palentand Trademark Office al
Reel ‘Ae or for wite ONY is attached,

iO:

The document was recorded in the Unilad States Patant and Trademark Office at

» Frame awoF for which @ copy thereof is atlached.

5. Fran ; Ta2
The doaument was racorded in the Uninied States Patent and Trademark Offine at
Reel , Pte _ oF for which a copyfhereaf is attached.

To:

The document was recorded in the United Staise Patent and Trademark Office at

Rew . Frame _ Of for which 2 copy thereofis attached,

sir the chain of title are Hated on a supplemental sheal{s).

Ag required by 87 CES S.73{eXpea donumeniary avidence of the chain of die from the original owner to iheaesignes was, ar concurrently is being, submitted for recordation oursuart ta 3? GFR 3.11.

INOTE: A separate vapy (.e., & fuse copy of the original assignment decumant(es must be submitted to Assignment
Divicionin ancordance with 87 GFA Part 3, to record the assignment in the recorda of the USPTO. Sas MPEP 302.08}

The undersigned Qvhose ttle i@ supnlied below) ie authorized to aot on behalf af the aasignes.

f /Melisea Wenk Reg. No, 53,759/
F Signadura

Melissa Wank

iPiniadar iypedNareSSCS ‘Title orRegigiratianNumber
iPage 2 of 2]
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-979} ranuHOS3 thed you be given ceriain information in. connection with your
submission of the attached form related ie a patent agolication or patent, Ancardingly, purauant io therequirements of the Act, please he acvised thnati (9) ibe general authorityfor the collection of this rorrnaiion is 35

sate

LSC, &(6H3); (2) furnishing of theinformation Sched is Voluntary; arid (3) ihe principal purpoaefor whichthe
information is used by tha U.S. Patent and Trademark Office is io prooges and/or examina your subrniasion sitesio a patent application or patent. f you do net furnleh ihe requasted information, tha 0.5. Patent and Trademar
Offiog may not be able to process and/or axeaing your submission, which mayresult in termination of proceedingsof

fy

of abandonmant of tha application or expirat the patent.

%

‘

The information provided by you in this formwill be subject te ihe follawing rouline uses:

i. The information anthis form will be reated confidentially io the extent allowad under the Freadarn of

information Aci {5 ueS.C, 852) and the Privacy Act (5 U.S.C Shiga). Records from this system of reoords
may Se disatosedto the Deparment of Justiog to datarmnine whether disclosure of thasa records iarequired by the creedorn of information Aot.

4. A feeord fromthis aystem of records may be disclosed, as a routine use, in the cnurse of presenting
evidence in a court, magistrate, or administeative tribunal, including disckasures to opposing counsel in the
SOURS of setiernent nagailations,
& racore! in ihis sysiemaf racards may be disclosed, as a routiee use, to a Mernker af Congress

aubmilling a request Involving an individual, ‘e whom the record pertains, when the incividual hasraquasied assistance fram the Memiher with respect ta the subject matter af the reoord,4. A fecord in this aystemof records may he disclosed, a8 a routine use, [6 & contractor af ihe Agency
having need for the informationin ardar to perfarm a contract. Recipients of information shall be raquited
ic comply with the requiremants of the Privagy Act of 1974, as amended, pursuant io G U.S.C, SSe2a(ni,
A record ralated to an International Applicationfiled under the Patent Cooperation Trealyin this syatemof
records mayhe disclosed, as a routine uae, tp ihe Inlamational Burgau of tha World intalfactual Pronerty
Organization, pursuant to the Patent Cooper‘ation Treaty,
A record in this system of racords may be disclosed, as a routine use, io another federal agenoy for
purposes of National Security review(85 U.S.C, 187} ancl for rewewpursuantte the Alomds Energy Act
(42 US.G, 21863},

?. Aracard fromthis system of reoords may be discinsad, as a routine usa, to the Administaior, General

Servioss, ar his‘her desiqnee, during an inspeotio:onaf records conductad by GSA as part cf that agency's
fespansibiy fo FeCOnMeNd improvements in racards management practices and programs, underauthority of 44 U.S.C. 2004 and 2006. Such disclosure shall be made in ancordanse wilh ihe GSAreguledions yoverning |inspection af records for this purpose, and any other rafavant (1a, GSA or
Cornmerce) directive, Such disclosure shal not be uged fo make determinations about individuals.

8 A record fromthis system of records may be disclosed, as a routine use, to the public after either
publication of the anplication pursuant to 38 0.8.0. 122fb) ar issuance of e patent oursuant fo 35 U.S.C.
1S. Further, 9 record maybe disclosed, subjact to the finitations of 87 CFR 4 J4, ag a routine use, lo the
public if the record was Med in an apofieatlon which became abandoned or in which the proceedings wera
terminated and which application is referencad by either a published apolicatian, an application onan te

public Inspection or an issund patent.
A record fram this system of records may be dicoltead, as @ routine uea, fo a Federal, State, or focal law
enforcement agency, if tha USPTO becornes aware of a violation ar potential violation of lawor requiation,

“a

n0

oy

 

6

Mylan v. Janssen(IPR2020-00440) Ex. 1019 Part 3, p. 935

 



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 936

Electronic AcknowledgementReceipt

Application Number: 12337144

International Application Number:

Confirmation Number: 3172

DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

Title of Invention: PALIPERIDONE ESTERS

ee

Paymentinformation:

 
Submitted with Payment

File Listing:

Document DocumentDescription File Size(Bytes)/ Multi Pages
Number P Message Digest|Part/.zip| (if appl.)

PRD2901USNP_TRANSMITTAL

MARCH2017.pdf
Transmittal Letter

dca7c51dacbdaca0540af8e32d96488a226 
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Information:

pe
3°g3»o32

pe
3°g3»o32

pe
Information:

Information:

Information:

pe
Information:

Information:

PRD2901USNPRequestAddinvel
Miscellaneous Incoming Letter ntorsMARCH2017.pdf 6398241 a2aef63c3a97cd 5f38fc54f2175da4]

827 po
116507

PRD2901USNP_EXECUTEDSTA
Miscellaneous Incoming Letter EMENT_SG2017pdf.pdf d6e9cb67714fa643 9625 36379b6500661d

2e0fb —
187752

PRD2901USNP_PLB_PDFMARC
Miscellaneous Incoming Letter H2017.pdf 6306a8ea25006e943 Sffea3 960a40dc8bb65)

40b0 —
PRD2901USNP_STATEMENT_A

Miscellaneous Incoming Letter V.pdf 0306032880de264410c829266e387d7ea01
3033 oe

101736

PRD2901USNP_STATMENT_A
Miscellaneous Incoming Letter _2017.pdf €397e2dd8 10aa0d594071b77825 bd 3ffec4|

16538 —
115260

PRD2901USNP_STATEMENT_M
Miscellaneous Incoming Letter 52017pdf 991340ab03bc6eba74a6ce4477bd5b14d7

92e2ed —
PRD2901USNP_WRITTENCONS

Miscellaneous Incoming Letter ENTFROMASSIGNEE_MARCH20
17.pdf e3bbfef54d614ecb2fe57d593244e19f3bc6|fofd —
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636650

PRD2901USNP_STATMENT373.Miscellaneous Incoming Letter
9 pdf 73f17dc7569c31 136437005295 00f283 1 db}

982

Information:

This AcknowledgementReceipt 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 componentsfora 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 shownonthis
AcknowledgementReceiptwill 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/903indicating acceptanceof the application asa
national stage submission under35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

 

NewInternational Application Filed with the USPTO as a Receiving Office
If a new internationalapplication is being filed and the international application includes the necessary components for
an internationalfiling date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the InternationalFiling Date (Form PCT/RO/105)will be issued in due course, subject to prescriptions concerning
nationalsecurity, and the date shown on this AcknowledgementReceiptwill establish the internationalfiling date of
the application.
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Docket No. PRD 2901USNP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicants : Vermeulenetal. Patent No.: 9,439,906

Appln No. : 12/337,144 Issue Date:|September 13, 2016

Filed : December17, 2008 Confirmation No.: 3172

Title DOSING REGIMEN ASSOCIATED WITH LONG ACTING INJECTABLE

PALIPERIDONE ESTERS

Mail Stop Petition
Commissionerfor Patents

P.O. Box 1450

Alexandria, VA 22313-1450

TRANSMITTAL OF PETITION TO CORRECT INVENTORSHIP IN

PATENT PURSUANTTO 37 CEFR1.324

DearSir:

Patentees hereby submit the following documents in support of correcting inventorship

pursuant to 37 CFR 1.324 for the patent listed above:

1.

2

3.

4

intent.

Request Pursuant to Rule 37 CFR §1.324 For Correction of Inventorship.

. Written consent from Assignee Under 37 CFR §1.324.

Statement Under CFR 3.73(c).

Statements By Person Being Added by Amendmentto 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.

Statements by NamedInventor 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

Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 939



Mylan v. Janssen (IPR2020-00440) Ex. 1019 Part 3, p. 940

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 overpaymentin the

mannerauthorized 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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