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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. 2 8,791,154 B2 Page 1 Qfl
APPLICATION NO. : 13/475607

DATED : July 29,2014

INVENTOR(S) : Daniel A. Gamache et al.

It is certified that error appears in the above—identified patent and that said Letters Patent is hereby corrected as shown below:

On the Title Page:

Item (56), under References Cited, please remove ——5,874,4l4 A 2/1999 Haseloff et a1.——.

Signed and Sealed this

Fourteenth Day of October, 2014

71/u;4..¢£«.%/..<ii.e.
Michelle K. Lee

Deputy Dirac/or ufllre Uni/ed Staten‘ Patent and Trudemur/< Of/I‘L'e
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Attorney Docket No. PAT903988-US-NP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Application of: Daniel A. Gamache, et al.

Serial No: 13/475,607

Group Art Unit: 1629

Confirmation No: 4130

Filed: May 18, 2012

Patent No: 8,791,154 B2

Issue Date: July 29, 2014

Examiner: Tran, My Chau T.

For: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

RE§ QUEST FOR CERTIFICATE OF CORRECTION
PURSUANT TO 37 C.F.R. 1.323

COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, VA 22313 -1450

Dear Sir:

Patentee respectfully requests that the enclosed Certificate of Correction on Form

PTO/SB/44 be issued correcting an error in the aboVe—referenced patent. The exact location

where the error occurred in the patent is listed on the enclosed certificate.

The error that appears in this patent is Applicants’ error. Payment of the fee due is

enclosed herewith. If any fees are inadvertently omitted or if any additional fees are required
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U.S. Serial No. 13/475,607

Filed: July 29, 2014

or have been overpaid, please appropriately charge or credit those fees to Deposit Account

No. 010682 of Alcon Research, Ltd.

Respectfully submitted,

Aug_ust 13, 2014 /Scott A. Chapple, 46, 287/

Dated Scott A. Chapple

Reg. No. 46,287

Address for Correspondence:

Scott A. Chapple
IP Legal, Mail Code TB4-8
Alcon Research, Ltd.
6201 South Freeway
Fort Worth, TX 76134-2099
Phone: (817) 551-8793

Attorney Docket: PAT903988-US-NP
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PTO/SB/44 (09-07)
Approved for use through 08/31/2013. OMB 0651-0033

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

Also Form PTO-1050

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. : 8,791,154 B2

APPLICATION NO.: 13/475,607

ISSUE DATE 2 ,_jU|y 29, 2014

WVENTORISI Daniel A. Gamache, et al.

It is certified that an error appears or errors appear in the above-identified patent and that said Letters Patent

is hereby corrected as shown below:

On Page 1, Section (56), under References Cited, please remove --5,874,414 A 2/1999 Haseloff et al.-—.

MAILING ADDRESS OF SENDER (Please do not use customer number below):

Alcon Research, Ltd.

IP Legal

63201’ South Freeway,
This collection of information is required by 37 CFR 1.322, 1.323, and 1.324. The information is required to obtain or retain a benefit by the public which is to file
(and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 1.0 hour to
complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any
comments on the amount of time you require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer,
U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED
FORMS TO THIS ADDRESS. SEND To: Attention Certificate of Corrections Branch, Commissioner for Patents, 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
abandonment of the application or expiration of the patent.

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

1 . The information on this form will be treated confidentially to the extent allowed under the
Freedom of Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from
this system of records may be disclosed to the Department of Justice to determine whether
disclosure of these records is required by the Freedom of Information Act.
A record from this system of records may be disclosed, as a routine use, in the course of
presenting evidence to a court, magistrate, or administrative tribunal, including disclosures to

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

A record in this system of records may be disclosed, as a routine use, to a contractor of the
Agency having need for the information in order to perform a contract. Recipients of
information shall be required to comply with the requirements of the Privacy Act of 1974, as
amended, pursuant to 5 U.S.C. 552a(m).
A record related to an International Application filed under the Patent Cooperation Treaty in
this system of records may be disclosed, as a routine use, to the International Bureau of the
World Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.
A record in this system of records may be disclosed, as a routine use, to another federal
agency for purposes of National Security review (35 U.S.C. 181) and for review pursuant to
the Atomic Energy Act (42 U.S.C. 218(c)).
A record from this system of records may be disclosed, as a routine use, to the Administrator,
General Services, or his/her designee, during an inspection of records conducted by GSA as
part of that agency’s responsibility to recommend improvements in records management
practices and programs, under authority of 44 U.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.

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

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

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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Electronic Patent Application Fee Transmittal

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

First Named Inventor/Applicant Name: Daniel A. Gamache

Attorney Docket Number: PAT903988-US—NP

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)

Basic Filing:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

Extension-of-Time:

Description Fee Code Quantity
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Miscellaneous:

 S“:-S1-;(t$a)| in

Total in USD (S) 
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Electronic Acknowledgement Receipt

m

—

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

I

Payment information:

Submitted with Payment yes—

—Auth°“zedUser  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

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

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees)
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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 . . File Size(Bytes)/ Multi Pages

PAT903988- U S-

N P_2014-08-13_S U B_Req u est_
fo r_Ce rtifi cate_of_Correcti on 2f7ac6500cc9958906ec6ccee06f73b29887

.pClf ms

Information:

PAT903988-US-

NP_2014-08-13_SUB_Form_PT 164666

Request for Certificate of Correction

Request for Certificate of Correction 267f4a86165e7e5b09e47
7a6b3

Fee Worksheet (SB06) fee-info.pdf fb8a624b30acl eCbbb5eC7047498360507d
f89ed

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe 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

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

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

lfa 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/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.

Page 9



 
Page 10

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. ISSUE DATE PATENT NO. ATTORNEY DOCKET NO. CONFIRMATION NO.

4130

 
13/475,607 07/29/2014 8791154 PAT903988—US—NP

26356 7590 07/09/2014

ALCON
IP LEGAL
6201 SOUTH FREEWAY

FORT WORTH, TX 76134

ISSUE NOTIFICATION

The projected patent number and issue date are specified above.

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)

(application filed on or after May 29, 2000)

The Patent Term Adjustment is 1 day(s). Any patent to issue from the above—identified application will include

an indication of the adjustment on the front page.

If a Continued Prosecution Application (CPA) was filed in the above—identified application, the filing date that

determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information

Retrieval (PAIR) WEB site (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the

Office of Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee

payments should be directed to the Application Assistance Unit (AAU) of the Office of Data Management

(ODM) at (571)-272-4200.

APPLICANT(S) (Please see PAIR WEB site http://pair.uspto.gov for additional applicants):

Daniel A. Gamache, Arlington, TX;
Laman Alani, Fort Worth, TX;

Malay Ghosh, Fort Worth, TX;
Francisco Javier Galan, Barcelona, SPAIN;

Nuria Carreras Perdiguer, Barcelona, SPAIN;
Onkar N. Singh, Arlington, TX;

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location

for business investment, innovation, and commercialization of new technologies. The USA offers tremendous

resources and advantages for those who invest and manufacture goods here. Through SelectUSA, our nation

works to encourage and facilitate business investment. To learn more about why the USA is the best country in

the world to develop technology, manufacture products, and grow your business, visit SelectUSA.gov.

IR103 (R . 10/09)
CV Page 1 0



 
Page 11

Doc code: IDS PTO!SBf08a (01-10). . . . . A df th h 07i31i2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed U_s_ Patent and Tragzggfk O‘:;::eU_§"EfiEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Application Number 13475607

Filing Date 2012-05-18

IN FORMATION DISCLOSU RE First Named Inventor Daniel A. Gamache

STATEMENT BY APPLICANT A“ Unit | 1629
( Not for submission under 37 CFR 1.99)

Examiner Name Tran, My Chau T.

Attorney Docket Number | PAT903988—US-NP

 
 

 
  

 

U.S.PATENTS R9m°Ve

. . , . . Pages,Co|umns,Lines where

 ag GEE“? atent Number Kmd Issue Date Na“.“° of Patentee or Apphcant Relevant Passages or Relevantlni ia No Code1 of cited Document .
to ocurn nt, Figures Appear

*N.E).i“i.

6/1, 6<Z,O M1 5374414 1999-02-23 Hassles“? et ai.
./iV‘oT/

jziore et 31.

WOW 2 6280745 B1 2001-08-28

,/Iv’lCT/’ 3 6407079 B1 2002-06-18 . — ~ - V - — - -. -— v . -.

If you wish to add additional U.S. Patent citation information please click the Add button. Add

U.S.PATENT APPLICATION PUBLICATIONS R9m°Ve

Examiner . Publication Kind Publication Name of Patentee or Applicant PageS’C°|umn5'Line5 Where
. . ,, Cite No . Relevant Passages or RelevantInitial Number Codel Date of cited Document

Figures Appear

If you wish to add additional U.S. Published Application citation information please click the Add button. Add

FOREIGN PATENT DOCUMENTS R9m°Ve

Pages,Co|umns,Lines

Examiner Cite Foreign Document Country Kind Publication §an|1:::£t:it:irt::e or where Relevant
|nitia|* No Number3 Code2 i Code4 Date Dggument Passages or Relevant

Figures Appear

1 D

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THRDUGH. /1./ICE-"I"./'
EFS Web 2.1.17
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    p FILING DATE

ISI4’/5,607 Q5/18.’?.Oi -:2. Daniel A. Garrtache i’A’,t‘9()39S8—tlS—NP 4135
TITLE: OF iNVEN’l‘l0N: HIGH CONCENTRATION OLOPATADINT:'. 0l’H"t‘HAl..MIC commsmom

o$rr»ist4.t't'i<>;\' N0. 

E-"«I'lTl‘Y STATUS Y’ “ 'l‘()'l'AL DATE DUE  
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recordatioit as set forth in 37 ('fiF‘t§ 3.11. Completior. of Lhis form is NOT sisbstitiite for filing an assignment.
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5. Change in Entity St.-sins (from status indiczst-ed above)
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Electronic Patent Application Fee Transmittal

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

First Named Inventor/Applicant Name: Daniel A. Gamache

Attorney Docket Number: PAT903988-US—NP

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)

Basic Filing:

Miscellaneous-Filing:

Publ. Fee- Early’ Voluntary’ or Norrnal

Patent-Appeals-and-Interference:

Post-AlIowance-and-Post-Issuance:

Page 13

Description Fee Code Quantity
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E3
1 0 0Publ. Fee- Early, Voluntary, or Normal 1504

Extension-of-Time:

Miscellaneous:

Total in USD ($) 960
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Electronic Acknowledgement Receipt

m

—

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

I

Payment information:

Submitted with Payment yes—

—Auth°“zedUser  
The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

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

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees)
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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)

FHeLBfing:

Document . . File Size(Bytes)/ Multi Pages

PAT903988-US- 130327

Issue Fee Payment (PTO-85B) NP_2014-06-13_SUB_|ssue_Fee
.pClf dd7d451005eb36f56dd9d4c6c8d1e825ca93930

Information:

Fee Worksheet (SB06) fee-info.pdf 655b5ae6fafbe2db6cb8c45a3f934ba99c07
d24e

Information:

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe 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

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

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

lfa 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/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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13/475,607 05/18/2012 Daniel A. Gamache PAT903988—US—NP 4130
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IP TRAN, MY CHAU T

6201 SOUTH FREEWAY ART UNIT PAPER BER
1629

05/23/2014 ELECTRONIC

Please find below and/or attached an Office communication concerning this application or proceeding.

The time period for reply, if any, is set in the attached communication.

Notice of the Office communication was sent electronically on aboVe—indicated "Notification Date" to the

following e—mail address(es):

patent.d0cketing@alc0n.c0m

PTOL—90A (Rev. 04/07) Page
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Application No. App|icant(s)

Supplemental 13/475,607 GAMACHE ET AL.

Notice of Allowability “E/|><Y‘c1_3i4"§LrJ T_ TRAN fgtzgnit ’F‘:{;,<;‘,;S,‘,,',""°"‘°"°
No

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

1. IX This communication is responsive to 05/15/2014.

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. I:l An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction

requirement and election have been incorporated into this action.

3. IX The allowed cIaim(s) is/are 9 and 14-39. As a result of the allowed cIaim(s), you may be eligible to benefit from the Patent

Prosecution Highway program at a participating intellectual property office for the corresponding application. For more information,in.

please see hit’ :/'/vwvwus ‘to. OW atents/'init events/' h/inciex.'s' or send an inquiry to r'PHfeedback us today.

4. I:l Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—(d) or (f).

Certified copies:

a) I:l All b) D Some *c) I:I None of the:

1. El Certified copies of the priority documents have been received.

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

3. El Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).

* Certified copies not received:

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

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

I:I including changes required by the attached Examiner’s Amendment / Comment or in the Office action of
Paper No./Mail Date

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

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

Attachment(s)

1. IX] Notice of References Cited (PTO—892) 5. El Examiner’s Amendment/Comment

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

3. I] Examiner’s Comment Regarding Requirement for Deposit 7. I:I Other .
of Biological Material

4. IX Interview Summary (PTO—413),
Paper No./Mail Date 20140516.

/MY—CHAU T TRAN/

Primary Examiner, Art Unit 1629

U.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20140516
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Application No. App|icant(s)

_ _ _ _ 13/475,607 GAMACHE ET AL.
Applicant-Initiated Interview Summary Examiner Art Unit

MY—CHAU T. TRAN 1629

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

(1 ) SCOTT CHAPPLE. (3) .

(2) MY—CHAU T. THAN. (4) .

Date of Interview: 15 May 2014.

Type: IZI Telephonic |:I Video Conference
I] Personal [copy given to: I] applicant I:l appIicant’s representative]

Exhibit shown or demonstration conducted: I] Yes IX] No.

If Yes, brief description:

Issues Discussed I:I101 D112 D102 D103 lXIOthers
(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion)

Claim(s) discussed: NONE.

Identification of prior art discussed: US PA TENT 5 874 418 .
 

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

Mr. Chapple called the examiner on 05/14/2014 and left a message reguest a phone interview regarding the /D8 filed

on 02/17/2014. The examiner called Mr. Chapple back on 05/15/2014 and discussed the IDS filed on 02/17/2014,

which the examiner have considered and mailed on 05/08/2014. Mr. Chapple informed the examiner that there is a

typographical error made in one of the cited US Patents wherein US Patent 5,874,414 should be US Patent 5,874,418.

The examiner inform Mr. Chapple that the US Patent 5,874,418 will be considered and cited in the PTO-892, however,

if applicant want to remove/delete US Patent 5,874,414, applicant will need to file a Certificate of Correction after

issuance of the application .

Applicant recordation instructions: The formal written reply to the last Office action must include the substance of the interview. (See MPEP
section 713.04). If a reply to the last Office action has already been filed, applicant is given a non-extendable period of the longer of one month or
thirty days from this interview date, or the mailing date of this interview summary form, whichever is later, to file a statement of the substance of the
interview

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

|:l Attachment

/MY-CHAU T TRAN/

Primary Examiner, Art Unit 1629

U.S. Patent and Trademark Office

PTOL-413 (Rev. 8/11/2010) Interview Summary Paper No. 20140516
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Summary of Record of Interview Requirements

Manual of Patent Examining Procedure (MPEP), Section 713.04, Substance of Interview Must be Made of Record
A complete written statement as to the substance of any face—to—face, video conference, or telephone interview with regard to an application must be made of record in the
application whether or not an agreement with the examiner was reached at the interview.

Title 37 Code of Federal Regulations (CFR) § 1.133 Interviews
Paragraph (b)

In every instance where reconsideration is requested in view of an interview with an examiner, a complete written statement of the reasons presented at the interview as
warranting favorable action must be filed bythe applicant. An interview does not remove the necessity for replyto Office action as specified in §§ 1.111, 1.135. (35 U.S.C. 132)

37 CFR §1.2 Business to be transacted in writing.
All business with the Patent or Trademark Office should be transacted in writing. The personal attendance of applicants or their attorneys or agents at the Patent and
Trademark Office is unnecessary. The action of the Patent and Trademark Office will be based exclusively on the written record in the Office. No attention will be paid to
any alleged oral promise, stipulation, or understanding in relation to which there is disagreement or doubt.

The action of the Patent and Trademark Office cannot be based exclusively on the written record in the Office if that record is itself
incomplete through the failure to record the substance of interviews.

It is the responsibility of the applicant or the attorney or agent to make the substance of an interview of record in the application file, unless
the examiner indicates he or she will do so. It is the examiner's responsibility to see that such a record is made and to correct material inaccuracies
which bear directly on the question of patentability.

Examiners must complete an Interview Summary Form for each interview held where a matter of substance has been discussed during the
interview by checking the appropriate boxes and filling in the blanks. Discussions regarding only procedural matters, directed solely to restriction
requirements for which interview recordation is otherwise provided for in Section 812.01 of the Manual of Patent Examining Procedure, or pointing
out typographical errors or unreadable script in Office actions or the like, are excluded from the interview recordation procedures below. Where the
substance of an interview is completely recorded in an Examiners Amendment, no separate Interview Summary Record is required.

The Interview Summary Form shall be given an appropriate Paper No., placed in the right hand portion of the file, and listed on the
“Contents” section of the file wrapper. In a personal interview, a duplicate of the Form is given to the applicant (or attorney or agent) at the
conclusion of the interview. In the case of a telephone or video-conference interview, the copy is mailed to the applicant's correspondence address
either with or prior to the next official communication. If additional correspondence from the examiner is not likely before an allowance or if other
circumstances dictate, the Form should be mailed promptly after the interview rather than with the next official communication.

The Form provides for recordation of the following information:
—Application Number (Series Code and Serial Number)
— Name of applicant
— Name of examiner
— Date of interview

—Type of interview (telephonic, video-conference, or personal)
—Name of participant(s) (applicant, attorney or agent, examiner, other PTO personnel, etc.)
—An indication whether or not an exhibit was shown or a demonstration conducted

—An identification of the specific prior art discussed
— An indication whether an agreement was reached and if so, a description of the general nature of the agreement (may be by

attachment of a copy of amendments or claims agreed as being allowable). Note: Agreement as to allowability is tentative and does
not restrict further action by the examiner to the contrary.

—The signature of the examiner who conducted the interview (if Form is not an attachment to a signed Office action)

It is desirable that the examiner orally remind the applicant of his or her obligation to record the substance of the interview of each case. It
should be noted, however, that the Interview Summary Form will not normally be considered a complete and proper recordation of the interview
unless it includes, or is supplemented by the applicant or the examiner to include, all of the applicable items required below concerning the
substance of the interview.

A complete and proper recordation of the substance of any interview should include at least the following applicable items:
1) A brief description of the nature of any exhibit shown or any demonstration conducted,
2) an identification of the claims discussed,
3) an identification of the specific prior art discussed,
4) an identification of the principal proposed amendments of a substantive nature discussed, unless these are already described on the

Interview Summary Form completed by the Examiner,
5) a brief identification of the general thrust of the principal arguments presented to the examiner,

(The identification of arguments need not be lengthy or elaborate. A verbatim or highly detailed description of the arguments is not
required. The identification of the arguments is sufficient if the general nature or thrust of the principal arguments made to the
examiner can be understood in the context of the application file. Of course, the applicant may desire to emphasize and fully
describe those arguments which he or she feels were or might be persuasive to the examiner.)

6) a general indication of any other pertinent matters discussed, and
7) if appropriate, the general results or outcome of the interview unless already described in the Interview Summary Form completed by

the examiner.

Examiners are expected to carefully review the applicant's record of the substance of an interview. If the record is not complete and
accurate, the examiner will give the applicant an extendable one month time period to correct the record.

Examiner to Check for Accuracy

If the claims are allowable for other reasons of record, the examiner should send a letter setting forth the examiner's version of the
statement attributed to him or her. If the record is complete and accurate, the examiner should place the indication, “|nterview Record OK" on the
paper recording the substance of the interview along with the date and the examiner's initials.
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Application/Control No. App|icant(s)/Patent Under
Reexamination

13/475507 GAMACHE ET AL.
Notice of References Cited Examiner Art Unit

MY—CHAU T. TRAN 1629 Page 1 °C 1
U.S. PATENT DOCUMENTS

Date
MM -YYYY

O2-1999

Document Number
Country Code—Number— Kind Code

US-5,874,418

Classification

Stella et al. 514/58

c:c:c:c:c:c:c:c:c:c:c:c: C”C”C”C”C”C”C”C”C”C”C”C” 
 

 

FOREIGN PATENT DOCUMENTS

Document Number Date

Country Code—Number—Kind Code Mix/|.YYYY C3'a55”l°a“°"Country

NON-PATENT DOCUMENTS

Include as applicable: Author, Title Date, Publisher, Edition or Volume, Pertinent Pages)—

U—
—
—
—

*A copy of this reference is not being furnished with this Office action. (See MPEP § 707.05(a).)
Dates in MM—YYYY format are publication dates. Classifications may be US or foreign.
U.S. Patent and Trademark Office

PTO-892 (Rev. 01-2001) Notice of References Cited Part of Paper No. 20140516
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WEST Search History for Application 13475607

Creation Date: 2014051613:43

Interference Searches

HIE!
((olopatadine same ((mass ratio) or dos $ 4 or

concentrat $ 3 or ((weight or WT) same (percent or

(per cent) or "% ")))) and cyclodextrin) and @ pd >
20140501

Date

UPAD ADJ ASSIGNEE 05-16-2014
(514/449|514/450)![CCLS] UPAD ADJ YES ASSIGNEE 05-16-2014

olopatadine and ((514/449 I 514/450)![CCLS])

(olopatadine same ((mass ratio) or dos $ 4 or

concentrat $ 3 or ((weight or WT) same (percent or

(per cent) or " % ")))) and cyclodextrin

UPAD ADJ ASSIGNEE 05-16-2014

UPAD ADJ ASSIGNEE 05-16-2014
 

Prior Art Searches

HIE!
("20020006443"|"20020150616"|"20030170309"
|"20050004074"|"20050191270"|"20050244472"

|"20060210645"|"20070020336"|"20080132444"

|"20090118262"|"20090232763"|"20090239842"

|"20100240625"|"20100249062"|"20100324031"

|"3767788"|"3843782"|"3856919"|"3931319"

|"3947573"|"4027020"|"4120949"|"4283393"

|"4407791"|"4470965"|"4525346"|"4836986"

|"4923693"|"5037647"|"5068225"|"5116863"

|"5134127"|"5141961"|"5300287"|"5376645"

|"5472954"|"5591426"|"5597559"|"5624962"

|"5888493"|"6153746"|"6511949"|"6828356"

|"7074424"|"7147844"|"7429602"

|"7635773").PN.

olopatadine and (("20020006443"
|"20020150616" |"20030170309" |"20050004074"

|"20050191270" |"20050244472" |"20060210645"

|"20070020336" |"20080132444" |"20090118262"

|"20090232763" |"20090239842" |"20100240625"

|"20100249062" |"20100324031" |"3767788"

|"3843782" |"3856919" |"3931319" |"3947573"

|"4027020" |"4120949" |"4283393" |"4407791"

|"4470965" |"4525346" |"4836986" |"4923693"

WEST Search History for Application 13475607

 PGPB, ADJ ASSIGNEE 05-16-2014
PGPB, ADJ YES ASSIGNEE 05-16-2014

USPT,

USOC
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|"5037647"|"5068225"|"5116863"|"5134127"

|"5141961"|"5300287"|"5376645"|"5472954"

|"5591426"|"5597559"|"5624962"|"5888493"

|"6153746"|"6511949"|"6828356"|"7074424"

|"7147844"|"7429602"|"7635773")PDL)

GAMACHE-DANIEL-A$.in.

ALANI-LAMAN$.in.

GHOSH-MALAY$.in.

GALAN-FRANCISCO-JAVIER$.in.

PERDIGUER-NURIA-CARRERAS$.in.

SINGH-ONKAR-N$.in.

Prior Art Searches

PGPB, ADJ YES

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

05-16-2014

05-16-2014

05-16-2014

05-16-2014

05-16-2014

05-16-2014

Page 23



 
Page 24

USPT,

USOC,

EPAB,

JPAB,

DWPI,

TDBD,

FPRS

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 05-16-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(PERDIGUER-NURIA-CARRERAS$.in. ) and

(SINGH-ONKAR-N$.in. )

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 05-16-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(PERDIGUER-NURIA-CARRERAS$.in. )

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 05-16-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. )

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 05-16-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(SINGH-ONKAR-N$.in. )

olopatadine.clm. and ASSIGNEE 05-16-2014

(GAMACHE-DANIEL-A$.in. )

Prior Art Searches 3
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olopatadine.clm. and (ALANI-LAMAN$.in. )

olopatadine.clm. and (GHOSH-MALAY$.in. )

olopatadine.clm. and

(GALAN-FRANCISCO-JAVIER$.in. )

olopatadine.clm. and

(PERDIGUER-NURIA-CARRERAS$.in. )

olopatadine.clm. and (SINGH-ONKAR-N$.in. )

ALCON RESEARCH$.as.

Prior Art Searches

PGPB,

USPT,

USOC,

EPAB,

JPAB,

DWPI,

TDBD,

ADJ YES

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

05-16-2014

05-16-2014

05-16-2014

05-16-2014

05-16-2014

05-16-2014
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olopatadine.clm. and (ALCON RESEARCH$.as.

)

(ophthalmic (formulation or composition)).clm.

and (olopatadine.clm. and

GAMACHE-DANIEL-A$.in. )

(ophthalmic (formulation or composition)).clm.

and (olopatadine.clm. and

SINGH-ONKAR-N$.in. )

(ophthalmic (formulation or composition)).clm.

and (olopatadine.clm. and ALCON

RESEARCH$.as. )

(514/449 I514/450)![CCLS]

olopatadine and ((514/449 I514/450)![CCLS] )

(ophthalmic (formulation or composition)) and

(olopatadine and (514/449 I514/450)![CCLS] )

cyclodextrin and ((ophthalmic (formulation or

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

Prior Art Searches

ASSIGNEE 05- 1 6-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014
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lactam and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

05-16-2014

polyether and ((ophthalmic (formulation or ASSIGNEE 05-16-2014

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

(polyethylene glycol) and ((ophthalmic ASSIGNEE

(formulation or composition)) and olopatadine

and (514/449 I514/450)![CCLS] )

05-16-2014

(ophthalmic (formulation or composition)) and ASSIGNEE

olopatadine

05-16-2014

cyclodextrin and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine )

05-16-2014

lactam and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine )

05-16-2014

lactam and (cyclodextrin and (ophthalmic ASSIGNEE

(formulation or composition)) and olopatadine )

05-16-2014

(polyethylene glycol) and ((ophthalmic ASSIGNEE

(formulation or composition)) and olopatadine )

05-16-2014

(polyethylene glycol) and (cyclodextrin and ASSIGNEE

(ophthalmic (formulation or composition)) and

olopatadine )

05-16-2014

(ophthalmic (formulation or composition)) and ASSIGNEE

olopatadine

05-16-2014

((ophthalmic (formulation or composition)) and PGPB, ADJ YES ASSIGNEE 05-16-2014

olopatadine ) not @AY>2011 USPT,

Prior Art Searches 6
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cyclodextrin and ((ophthalmic (formulation or ADJ

composition)) and olopatadine not @AY>2011 )

YES ASSIGNEE 05-16-2014

lactam and (cyclodextrin and (ophthalmic ADJ

(formulation or composition)) and olopatadine

not @AY>2011 )

YES ASSIGNEE 05-16-2014

(polyethylene glycol) and (cyclodextrin and ADJ

(ophthalmic (formulation or composition)) and

olopatadine not @AY>2011 )

YES ASSIGNEE 05-16-2014

lactam and ((polyethylene glycol) and ADJ YES ASSIGNEE 05-16-2014

cyclodextrin and (ophthalmic (formulation or

composition)) and olopatadine not @AY>2011 )

(olopatadine same ((mass ratio) or dos$4 or ADJ YES ASSIGNEE 05-16-2014

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and ((ophthalmic

(formulation or composition)) and olopatadine )

(olopatadine same (percent or (per cent) or ADJ YES ASSIGNEE 05-16-2014

" %")) and ((ophthalmic (formulation or

composition)) and olopatadine )

cyclodextrin and ((olopatadine same (percent or ADJ YES ASSIGNEE 05-16-2014

(per cent) or " % ")) and (ophthalmic (formulation

or composition)) and olopatadine )

(polyethylene glycol) and ((olopatadine same ADJ YES ASSIGNEE 05-16-2014

(percent or (per cent) or "% ")) and (ophthalmic

(formulation or composition)) and olopatadine )

(polyvinylpyrrolidone) and ((polyethylene glycol) ADJ YES ASSIGNEE 05-16-2014

and (olopatadine same (percent or (per cent) or

"% ")) and (ophthalmic (formulation or

composition)) and olopatadine )

("5874414" |"6280745" |"6407079").PN. ADJ YES ASSIGNEE 05-16-2014
((ophthalmic (formulation or composition)) and USPT ADJ YES ASSIGNEE 05-16-2014

olopatadine) and (("5874414" |"6280745"

|"6407079").PN. )

(hydroxypropylmethyl cellulose) and ADJ

((ophthalmic (formulation or composition)) and

olopatadine )

YES ASSIGNEE 05-16-2014

(propylene glycol) and ((hydroXypropylmethyl ADJ YES ASSIGNEE 05-16-2014

cellulose) and (ophthalmic (formulation or

composition)) and olopatadine )

ADJ YES ASSIGNEE 05-16-2014

Prior Art Searches 7
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mannitol and ((propylene glycol) and

(hydroxypropylmethyl cellulose) and (ophthalmic

(formulation or composition)) and olopatadine )

(polyethylene glycol) and (mannitol and

(propylene glycol) and (hydroxypropylmethyl

cellulose) and (ophthalmic (formulation or

composition)) and olopatadine )

(polyvinylpyrrolidone) and ((polyethylene glycol)

and mannitol and (propylene glycol) and

(hydroxypropylmethyl cellulose) and (ophthalmic

(formulation or composition)) and olopatadine )

cyclodextrin and ((polyvinylpyrrolidone) and

(polyethylene glycol) and mannitol and

(propylene glycol) and (hydroxypropylmethyl

cellulose) and (ophthalmic (formulation or

composition)) and olopatadine )

(olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and (cyclodextrin and

(polyvinylpyrrolidone) and (polyethylene glycol)

and mannitol and (propylene glycol) and

(hydroxypropylmethyl cellulose) and (ophthalmic

(formulation or composition)) and olopatadine )

(olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or " % ")))) and cyclodextrin

(polyvinylpyrrolidone) and ((olopatadine same

((mass ratio) or dos$4 or concentrat$3 or ((weight

or WT) same (percent or (per cent) or " % "))))

and cyclodextrin )

(propylene glycol) and ((polyvinylpyrrolidone)

and (olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and cyclodextrin )

mannitol and ((propylene glycol) and

(polyvinylpyrrolidone) and (olopatadine same

((mass ratio) or dos$4 or concentrat$3 or ((weight

or WT) same (percent or (per cent) or " % "))))

and cyclodextrin )

(benzalkonium chloride) and (mannitol and

(propylene glycol) and (polyvinylpyrrolidone) and

(olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and cyclodextrin )

Prior Art Searches

PGPB,

USPT,

US OC

ASSIGNEE 05- 1 6-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014

ASSIGNEE 05-16-2014
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(ocular allergy) and ((benzalkonium chloride) ADJ YES ASSIGNEE 05-16-2014

and mannitol and (propylene glycol) and

(polyvinylpyrrolidone) and (olopatadine same

((mass ratio) or dos$4 or concentrat$3 or ((weight

or WT) same (percent or (per cent) or " % "))))

and cyclodextrin )

("5874414"|"6280745"|"6407079" USPT ADJ YES ASSIGNEE 05-16-2014

|"5874418").PN.

((ophthalmic (formulation or composition)) and USPT ADJ YES ASSIGNEE 05-16-2014

olopatadine) and (("5874414" |"6280745"

|"6407079" |"5874418").PN.)

(ophthalmic (formulation or composition)) and USPT ADJ YES ASSIGNEE 05-16-2014

(cyclodextrin and ("5874414" |"6280745"

|"6407079" |"5874418").PN.)

((ocular allergy) and (benzalkonium chloride) ADJ YES ASSIGNEE 05-16-2014

and mannitol and (propylene glycol) and

(polyvinylpyrrolidone) and (olopatadine same

((mass ratio) or dos$4 or concentrat$3 or ((weight

cyclodextrin and (("5874414" |"6280745" USPT ADJ YES ASSIGNEE 05-16-2014

|"6407079" |"5874418").PN. )

or WT) same (percent or (per cent) or " % "))))

and cyclodextrin) and @pd>20140501
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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

26356 7590 05/08/2014

ALCON TRAN, MY CHAU T
IP LEGAL

6201 SOUTH FREEWAY
FORT WORTH, TX 76134 1629

DATE MAILED: 05/08/2014

13/475 ,607 05/ 18/2012 Daniel A. Gamache PAT903988—US—NP 4130

TITLE OF INVENTION: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

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

$960 $0 $0 $960nonprovisional UNDISCOUNTED 08/08/2014

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.

THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS

PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

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

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

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

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

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

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

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450

Alexandria, Virginia 22313-1450
or @ (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
ap ropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
in icated 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 mailin can only be used for domestic mailings of the
Fee(s) Transmittal. This certi icate cannot be used for any ot ier accompanying

CURRHVT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any change of address?‘ papers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
26356 7590 05/08/2014 I hereby certify that this Fee(s) Transmittal is being deposited with the United

States Postal Service with sufficient postage for first class mail in an envelope
IP LEGAL addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885. on the date indicated below.
6201 SOUTH FREEWAY

FORT WORTH, TX 76134 ‘D°P°S“°"S W‘(Signature)

(Date) 
APPLICATION NO. FILING DATE FIRST NAVIED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

13/475,607 05/18/2012 Daniel A. Gainache PAT903988—US—NP 4130
TITLE OF INVENTION: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

nonprovisional UNDISCOLIIVTED $960 $0 $0 S960 08/08/2014

EXAIVIINER ART UNIT CLASS-SUBCLASS

TRAN, MY CHAU T 1629 514-450000

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

:1 Change of correspondence address (or Change of CorrespondenceAddress orm PTO/SB/ 122) attached.

3 "Fee Address" indication (or "Fee Address" Indication form
’TO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer
‘lumber is required.

2. For printing on the patent front page, list
(1) The names of up to 3 registered patent attorneys
or agents OR, alternatively,

(2) The name of a single firm (having as a member a 2
registered attorney or agent) and the names of up to
2 registered patent attorneys or agents. If no name is 3
listed, no name will be printed. 

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

’LEAS3 NOTE: Unless an assigiiee is identified below, no assigiiee data will appear on the patent. If an assigiiee 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 iling an assignment.

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee category or categories (will not be printed on the patent) : 1: Individual 1: Corporation or other private group entity 1: Government

4a. The following fee(s,) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
:1 Issue Fee :1 A check is enclosed.

3 Publication Fee (No small entity discount permitted) 3 Payment by credit card. Form PTO—2038 is attached.
:I Advance Order — # of Copies :IThe Director is hereby authorized to charge the required fee(s), any deficiency, or credits anyoverpayment, to Deposit Account Number (enclose an extra copy of this form).

5. Change in Entity Status (from status indicated above)

3 Applicant certifying micro entity status. See 37 CFR 1.29 NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issuefee payment in the micro entity amount will not be accepted at the risk of application abandonment.

:1 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 takento be a notification of loss of entitlement to micro entity status.

:1 Applicant changing to regular undiscounted fee status. NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or microentity 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 reguirements 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 F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

 
13/475 ,607 05/ 18/2012 Daniel A. Gamache PAT903988-US-NP 4130

ALCON TRAN, MY CHAU T
IP LEGAL

6201 SOUTH FREEWAY
FORT WORTH, TX 76134 1629

DATE MAILED: 05/08/2014

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)

(Applications filed on or after May 29, 2000)

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

Section 1(h)(2) of the AIA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the

requirement that the Office provide a patent term adjustment determination with the notice of allowance. See

Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer

providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to

provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant

approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the

patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term

adjustment) should follow the process outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of

Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be

directed to the Customer Service Center of the Office of Patent Publication at 1—(888)—786—0101 or (571)-272-4200.
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and

Budget approval before requesting most types of information from the public. When OMB approves an agency
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration

date for the agency to display on the instrument that will be used to collect the information and (ii) requires the

agency to inform the public about the OMB Control Number’s legal significance in accordance with 5 CFR
1320.5(b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain

or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is

governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete,
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary

depending upon the individual case. Any comments on the amount of time you require to complete this form

and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and

Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box

1450, Alexandria, Virginia 22313-1450. Under the Paperwork Reduction Act of 1995, no persons are required to

respond to a collection of information unless it displays a valid OMB control number.

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection witl1 your
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the

requirements of the Act, please be advised that: (1) the general authority for the collection of this information is
35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which

the information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission

related to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and

Trademark Office may not be able to process and/or examine your submission, which may result in termination of
proceedings or abandonment of the application or expiration of the patent.

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

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records

may be disclosed to the Department of Justice to determine whether disclosure of these records is required

by the Freedom of Information Act.

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

settlement negotiations.

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a

request involving an individual, to whom the record pertains, when the individual has requested assistance
from the Member with respect to the subject matter of the record.

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having

need for the information in order to perform a contract. Recipients of information shall be required to

comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).
5. A record related to an International Application filed under the Patent Cooperation Treaty in this system of

records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property

Organization, pursuant to the Patent Cooperation Treaty.

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

7. A record from this system of records may be disclosed, as a routine use, to the Administrator, General

Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency's
responsibility to recommend improvements in records management practices and programs, under authority

of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations

governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive.
Such disclosure shall not be used to make determinations about individuals.

8. A record from this system of records may be disclosed, as a routine use, to the public after either publication

of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a

record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the
record was filed in an application which became abandoned or in which the proceedings were terminated

and which application is referenced by either a published application, an application open to public

inspection or an issued patent.

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Application No. App|icant(s)
13/475,607 GAMACHE ET AL.

Notice of Allowability “E/|><Y‘c1_3i4"§LrJ T_ TRAN fgtzgnit ’F‘:{;,<;‘,;S,‘,,',""°"‘°"°
No

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

1. IX This communication is responsive to 02/17/2014.

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. I:l An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction

requirement and election have been incorporated into this action.

3. IX The allowed cIaim(s) is/are 9 and 14-39. As a result of the allowed cIaim(s), you may be eligible to benefit from the Patent

Prosecution Highway program at a participating intellectual property office for the corresponding application. For more information,in.

please see hit’ :/'/vwvwus ‘to. OW atents/'init events/' h/inciex.'s' or send an inquiry to r'PHfeedback us today.

4. I:l Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)—(d) or (f).

Certified copies:

a) I:l All b) D Some *c) I:I None of the:

1. El Certified copies of the priority documents have been received.

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

3. El Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).

* Certified copies not received:

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

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

I:I including changes required by the attached Examiner’s Amendment / Comment or in the Office action of
Paper No./Mail Date

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

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

Attachment(s)

1. I] Notice of References Cited (PTO—892) 5. El Examiner’s Amendment/Comment

2. IX] Information Disclosure Statements (PTO/SB/08), 6. El Examiner’s Statement of Reasons for Allowance
Paper No./Mail Date 12/17/2013 & 2/17/2014

3. I] Examiner’s Comment Regarding Requirement for Deposit 7. I:I Other .
of Biological Material

4. I] Interview Summary (PTO—413),
Paper No./Mail Date

/MY—CHAU T TRAN/

Primary Examiner, Art Unit 1629

U.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20140501
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WEST Search History for Application 13475607

Creation Date: 2014050110:56

Interference Searches

E! Date
(514/449 I 514/450)![CCLS] UPAD ASSIGNEE 05-01-2014

olopatadine and ((514/449 I 514/450)![CCLS]) UPAD ASSIGNEE 05-01-2014

(per cent) or " % ")))) and cyclodextrin

 (olopatadine same ((mass ratio) or dos $ 4 or UPAD ADJ YES ASSIGNEE 05-01-2014

concentrat $ 3 or ((weight or WT) same (percent or

Prior Art Searches

HIE!
("20020006443"|"20020150616"|"20030170309" PGPB, ADJ YES ASSIGNEE 04-28-2014
|"20050004074"|"20050191270"|"20050244472"

|"20060210645"|"20070020336"|"20080132444"

|"20090118262"|"20090232763"|"20090239842"

|"20100240625"|"20100249062"|"20100324031"

|"3767788"|"3843782"|"3856919"|"3931319"

|"3947573"|"4027020"|"4120949"|"4283393"

|"4407791"|"4470965"|"4525346"|"4836986"

|"4923693"|"5037647"|"5068225"|"5116863"

|"5134127"|"5141961"|"5300287"|"5376645"

|"5472954"|"5591426"|"5597559"|"5624962"

|"5888493"|"6153746"|"6511949"|"6828356"

|"7074424"|"7147844"|"7429602"

|"7635773").PN.

olopatadine and (("20020006443" PGPB, ADJ YES ASSIGNEE 04-28-2014

|"20020150616" |"20030170309" |"20050004074" USPT,

|"20050191270" |"20050244472" |"20060210645" USOC

|"20070020336" |"20080132444" |"20090118262"

|"20090232763" |"20090239842" |"20100240625"

|"20100249062" |"20100324031" |"3767788"

|"3843782" |"3856919" |"3931319" |"3947573"

|"4027020" |"4120949" |"4283393" |"4407791"

|"4470965" |"4525346" |"4836986" |"4923693"

|"5037647" |"5068225" |"5116863" |"5134127"

|"5141961" |"5300287" |"5376645" |"5472954"

|"5591426" |"5597559" |"5624962" |"5888493"

|"6153746" |"6511949" |"6828356" |"7074424"

|"7147844" |"7429602" |"7635773").PN.)
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GAMACHE-DANIEL-A$.in.

ALANI-LAMAN$.in.

GHOSH-MALAY$.in.

GALAN-FRANCISCO-JAVIER$.in.

PERDIGUER-NURIA-CARRERAS$.in.

SINGH-ONKAR-N$.in.

Prior Art Searches
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USPT,
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DWPI,
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ASSIGNEE

ASSIGNEE

04-28-2014

04-28-2014

04-28-2014

04-28-2014
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FPRS

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 04-28-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(PERDIGUER-NURIA-CARRERAS$.in. ) and

(SINGH-ONKAR-N$.in. )

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 04-28-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(PERDIGUER-NURIA-CARRERAS$.in. )

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 04-28-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. )

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 04-28-2014

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(SINGH-ONKAR-N$.in. )

olopatadine.clm. and ASSIGNEE 04-28-2014

(GAMACHE-DANIEL-A$.in. )

olopatadine.clm. and (ALANI-LAMAN$.in.) PGPB, ADJ YES ASSIGNEE 04-28-2014

USPT,

USOC,

EPAB,

JPAB,

Prior Art Searches 3
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DWPI,

TDBD,

FPRS

olopatadine.clm. and (GHOSH-MALAY$.in. ) ASSIGNEE 04-28-2014

olopatadine.clm. and ASSIGNEE 04-28-2014

(GALAN-FRANCISCO-JAVIER$.in. )

olopatadine.clm. and ASSIGNEE 04-28-2014

(PERDIGUER-NURIA-CARRERAS$.in. )

olopatadine.clm. and (SINGH-ONKAR-N$.in. ) ASSIGNEE 04-28-2014

ALCON RESEARCH$.as. ASSIGNEE 04-28-2014

olopatadine.clm. and (ALCON RESEARCH$.as. PGPB, ADJ YES ASSIGNEE 04-28-2014

) USPT,

USOC,

Prior Art Searches 4
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(ophthalmic (formulation or composition)).clm. ASSIGNEE

and (olopatadine.clm. and

GAMACHE-DANIEL-A$.in. )

04-28-2014

(ophthalmic (formulation or composition)).clm. ASSIGNEE

and (olopatadine.clm. and

SINGH-ONKAR-N$.in. )

04-28-2014

(ophthalmic (formulation or composition)).clm. ASSIGNEE

and (olopatadine.clm. and ALCON

RESEARCH$.as. )

04-28-2014

(514/449 I514/450)![CCLS] ASSIGNEE 04-28-2014

olopatadine and ((514/449 I514/450)![CCLS] ) ASSIGNEE 04-28-2014

(ophthalmic (formulation or composition)) and ASSIGNEE

(olopatadine and (514/449 I514/450)![CCLS] )

04-28-2014

cyclodextrin and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

04-28-2014

lactam and ((ophthalmic (formulation or ASSIGNEE 04-28-2014

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

Prior Art Searches 5
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polyether and ((ophthalmic (formulation or ASSIGNEE 04-28-2014

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

(polyethylene glycol) and ((ophthalmic ASSIGNEE 04-28-2014

(formulation or composition)) and olopatadine

and (514/449 I514/450)![CCLS] )

(ophthalmic (formulation or composition)) and ASSIGNEE

olopatadine

04-28-2014

cyclodextrin and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine )

04-28-2014

lactam and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine )

04-28-2014

lactam and (cyclodextrin and (ophthalmic ASSIGNEE

(formulation or composition)) and olopatadine )

04-28-2014

(polyethylene glycol) and ((ophthalmic ASSIGNEE

(formulation or composition)) and olopatadine )

04-28-2014

(polyethylene glycol) and (cyclodextrin and ASSIGNEE

(ophthalmic (formulation or composition)) and

olopatadine )

04-28-2014

(ophthalmic (formulation or composition)) and ASSIGNEE

olopatadine

04-28-2014

((ophthalmic (formulation or composition)) and ASSIGNEE

olopatadine ) not @AY>2011

04-28-2014

cyclodextrin and ((ophthalmic (formulation or PGPB, ADJ YES ASSIGNEE 04-28-2014

composition)) and olopatadine not @AY>2011 ) USPT,

Prior Art Searches 6

Page 41



 
Page 42

lactam and (cyclodextrin and (ophthalmic ADJ

(formulation or composition)) and olopatadine

not @AY>2011 )

YES ASSIGNEE 04-28-2014

(polyethylene glycol) and (cyclodextrin and ADJ

(ophthalmic (formulation or composition)) and

olopatadine not @AY>2011 )

YES ASSIGNEE 04-28-2014

lactam and ((polyethylene glycol) and ADJ

cyclodextrin and (ophthalmic (formulation or

composition)) and olopatadine not @AY>2011 )

YES ASSIGNEE 04-28-2014

(olopatadine same ((mass ratio) or dos$4 or ADJ YES ASSIGNEE 04-28-2014

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and ((ophthalmic

(formulation or composition)) and olopatadine )

(olopatadine same (percent or (per cent) or ADJ YES ASSIGNEE 04-28-2014

" %")) and ((ophthalmic (formulation or

composition)) and olopatadine )

cyclodextrin and ((olopatadine same (percent or ADJ YES ASSIGNEE 04-28-2014

(per cent) or " % ")) and (ophthalmic (formulation

or composition)) and olopatadine )

(polyethylene glycol) and ((olopatadine same ADJ YES ASSIGNEE 04-28-2014

(percent or (per cent) or " % ")) and (ophthalmic

(formulation or composition)) and olopatadine )

(polyvinylpyrrolidone) and ((polyethylene glycol) ADJ YES ASSIGNEE 04-28-2014

and (olopatadine same (percent or (per cent) or

"% ")) and (ophthalmic (formulation or

composition)) and olopatadine )

YES ASSIGNEE 04-28-2014((polyvinylpyrrolidone) and (polyethylene glycol) ADJ

and (olopatadine same (percent or (per cent) or

"% ")) and (ophthalmic (formulation or

composition)) and olopatadine ) and @pd >
20131003

("5874414"|"6280745"|"6407079").PN. ADJ YES ASSIGNEE 04-28-2014
((ophthalmic (formulation or composition)) and USPT ADJ YES ASSIGNEE 04-28-2014

olopatadine) and (("5874414" |"6280745"

|"6407079").PN. )

(hydroxypropylmethyl cellulose) and ADJ

((ophthalmic (formulation or composition)) and

olopatadine )

YES ASSIGNEE 04-28-2014

(propylene glycol) and ((hydroXypropylmethyl ADJ YES ASSIGNEE 04-28-2014

cellulose) and (ophthalmic (formulation or

composition)) and olopatadine )
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mannitol and ((propylene glycol) and

(hydroxypropylmethyl cellulose) and (ophthalmic

(formulation or composition)) and olopatadine )

(polyethylene glycol) and (mannitol and

(propylene glycol) and (hydroxypropylmethyl

cellulose) and (ophthalmic (formulation or

composition)) and olopatadine )

(polyvinylpyrrolidone) and ((polyethylene glycol)

and mannitol and (propylene glycol) and

(hydroxypropylmethyl cellulose) and (ophthalmic

(formulation or composition)) and olopatadine )

cyclodextrin and ((polyvinylpyrrolidone) and

(polyethylene glycol) and mannitol and

(propylene glycol) and (hydroxypropylmethyl

cellulose) and (ophthalmic (formulation or

composition)) and olopatadine )

(olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and (cyclodextrin and

(polyvinylpyrrolidone) and (polyethylene glycol)

and mannitol and (propylene glycol) and

(hydroxypropylmethyl cellulose) and (ophthalmic

(formulation or composition)) and olopatadine )

(olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or " % ")))) and cyclodextrin

(polyvinylpyrrolidone) and ((olopatadine same

((mass ratio) or dos$4 or concentrat$3 or ((weight

or WT) same (percent or (per cent) or " % "))))

and cyclodextrin )

(propylene glycol) and ((polyvinylpyrrolidone)

and (olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and cyclodextrin )

mannitol and ((propylene glycol) and

(polyvinylpyrrolidone) and (olopatadine same

((mass ratio) or dos$4 or concentrat$3 or ((weight

or WT) same (percent or (per cent) or " % "))))

and cyclodextrin )

(benzalkonium chloride) and (mannitol and

(propylene glycol) and (polyvinylpyrrolidone) and

(olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and cyclodextrin )

Prior Art Searches

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014

ASSIGNEE 04-28-2014
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(ocular allergy) and ((benzalkonium chloride) ADJ YES ASSIGNEE 05-01-2014

and mannitol and (propylene glycol) and

(polyvinylpyrrolidone) and (olopatadine same

((mass ratio) or dos$4 or concentrat$3 or ((weight

or WT) same (percent or (per cent) or " % "))))

and cyclodextrin )
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Alexandria, VA 22313-1450

Dear Sir or Madam:

This paper is submitted in response to the Office Action dated October 17, 2013, for

which the three—month date for response is January 17, 2013.
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with the required fee. This one—month extension will bring the due date to February 17,
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Allowance of the application is respectfully requested.
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U.S. Serial N0.: 13/475,607

Filed: May 18, 2013
Page 2

.MMENDMENTSTfYFHECLAHWS

This listing of claims will replace all prior versions and listings of claims in the

application:

Claims 1-8 (cancelled)

Claim 9 (currently amended): An agueous ophthalmic solution composition for

treatment of ocular allergic conjunctivitis, the solution composition comprising:

at least 0.67 w/v % olopatadine dissolved in th_e solution;

PEG having a molecular weight of 300 to 500;

polyvinylpyrrolidone; and

hydroxypropyl-1-cyclodextrin;

benzalkonium chloride‘ and

water.

+acm 

 

Claims 10-13 (cancelled)

Claim 14 (currently amended): A solution composition as in claim 9 further

comprising borate.

Claim 15 (currently amended): A solution composition as in claim 14 further

comprising a polyol poiyoi.

Claim 16 (currently amended): An agueous ophthalmic solution composition for

treatment of ocular allergic conjunctivitis, the solution composition comprising:

at least 0.67 w/v % but no greater than 1.0 w/v% olopatadine dissolved in ‘th_e

solution;

2.0 w/v % to 6.0 w/v% PEG having a molecular weight of 300 to 500 whe1=ein
I 0 .. I -

 
_Q 0.F . " ' I
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Filed: May 18, 2013
Page 3

at leat 0.5 w/v% but no greater than 2.0 w/v% cyclodextrin a—B-c—yc—lodaet=nin

derivative selected from pfSAE-B-

yclodextrin, HP-|l§-cyclodextrin and combinations thereof, andcyclodextrin, HP-y-c
_ I I ' . . . I

     

 
Claim 17 (currently amended): A solution composition as in claim c-l-aims 16

further comprising borate at a concentration of at least about 0.18 w/v % but less than

abont 0.5 w/v%.

Claim 18 (currently amended): A solution eonaposition as in claim 17 further

comprising a polyol poiyoi.

Claim 19 (currently amended): A solution composition as in claim 18 wherein the

polyol is propylene glycol memd%p at a concentration of at least

0.4 w/v% but no greater than 2.2 w/v%.

Claim 20 (currently amended): An agueous ophthalmic solution composition for

treatment of ocular allergic conjunctivitis, the solution composition comprising:

at least 0.67 w/v % but no greater than 1.0 w/v% olopatadine dissolved in th_e

solution;

2.0 w/v % to 6.0 w/v% PEG having a molecular weight of 300 to 500 wherein
... ..|_ . . .. ... I 0 .u _ . . _I 0-- . " ' I
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Claim 21 (currently amended): A solution eomposition as in claim olaims 20 further

comprising borate at a concentration of at least about 0.18 w/V % but less than about

0.5 w/V%.

Claim 22 (currently amended): A solution oomposi-tion as in claim 21 further

comprising a polyol polyol.

Claim 23 (currently amended) A solution oomposition as in claim 22 wherein the

polyol is propylene glycol mm%$ at a concentration of at least

0.4 w/V% but no greater than 2.2 w/V%.

Claim 24 (currently amended): A method of treating at least one ocular allergy

symptom symptoms in humans, the method comprising:

topically applying to an eye of a human an amount of the solution oomposi-tion

of olaim—210—claim 16 sufficient to treat the at least one ocular allergy symptom to—an

 .

Claim 25 (currently amended): A method as in claim 24 wherein the step of

topically applying the solution oomposi-tion includes dispensing at least one drop of

the solution to the eye .

Claim 26 (new): A method as in claim 25 wherein the at least one ocular allergy

symptom includes ocular itching.

Claim 27 (new): A solution as in claim 9 further comprising hydroxypropylmethyl

cellulose.

Claim 28 (new): A solution as in claim 16 further comprising at least 0.15 w/V% but

no greater than 1.0 w/V% hydroxypropylmethyl cellulose.

Claim 29 (new): A solution as in claim 20 further comprising at least 0.15 w/V% but

no greater than 1.0 w/V% hydroxypropylmethyl cellulose.

Claim 30 (new): A solution as in claim 15 wherein the polyol is mannitol.
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U.S. Serial N0.: 13/475,607

Filed: May 18, 2013
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Claim 31 (new): A solution as in claim 18 wherein the polyol is mannitol solution at a

concentration that is at least 0.05 w/v% but no greater than 0.5 w/v%.

Claim 32 (new): A solution as in claim 22 wherein the polyol is mannitol at a

concentration that is at least 0.05 w/v% but no greater than 0.5 w/v%.

Claim 33 (new): An aqueous ophthalmic solution for treatment of ocular allergic

conjunctivitis, the solution comprising:

at least 0.67 w/v % but no greater than 1.0 w/v% olopatadine dissolved in the

solution;

2.0 w/v % to 6.0 w/v% PEG having a molecular weight of 300 to 500;

2.0 w/v % to 6.0 w/v% polyvinylpyrrolidone;

at least 0.5 w/v% but no greater than 2.0 w/v% hydroxypropyl-y-cyclodextrin;

greater than 0.003 w/v% but less than 0.03 w/v% benzalkonium chloride; and

water;

wherein the pH of the solution is 6.0 to 7.8 and the osmolality of the solution is

200 to 400mOsm/kg.

Claim 34 (new): A solution as in claim 33 further comprising at least 0.15 w/v% but

no greater than 1.0 w/v% hydroxypropylmethyl cellulose

Claim 35 (new): A solution as in claim 34 wherein:

i) the concentration of PEG is at least 3.0 w/v% but no greater than 5.0

w/v%;

ii) the concentration of polyvinylpyrrolidone is at least 3.0 w/v% but no

greater than 5.0 w/v%; and

iii) the concentration of hydroxypropyl methylcellulose is at least 0.3 w/v%

but no greater than 0.5 w/v%.

Claim 36 (new): A solution as in claim 35 further comprising:

at least 0.18 w/v% but less than 0.4 w/v% boric acid; and

at least 0.05 w/v% but no greater than 0.5 w/v% mannitol.

Claim 37 (new): A method of treating ocular allergy symptoms in humans, the

method comprising:
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topically applying to an eye of a human an amount of the solution of claim 35

sufficient to treat ocular allergy symptoms.

Claim 38 (new): A method as in claim 37 wherein the step of topically applying the

solution includes dispensing at least one drop of the solution to the eye.

Claim 39 (new): A method as in claim 38 wherein the ocular allergy symptoms

include ocular itching.
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REMARKS

The Office Action of October 17, 2013 rejected claims 1-10, 14, 15, 18 and 19, objected

to claim 13, but indicated that claim as being allowable if rewritten in independent format. The

Office Action also allowed claims 16-17 and 20-25. Applicants thank Examiner Tran for the

indication of allowed and allowable subject matter. By this Amendment, Applicants have

amended the claims to leave only allowed and allowable subject matter pending. Specifically,

Applicants have cancelled claims 1-8 and 10-13, have amended claims 9, 16, 19, 20, 21 and 23

and added new claims 26-30. Applicants respectfully request that the claims of the present

application be formally allowed.

I. Election/Restriction Requirement

The Office Action deemed the Election Requirement issued for the present application to

be proper and withdrew claims 11 and 12 based upon that Requirement. Without acquiescing in

the Requirement, Applicants have canceled claims 11 and 12.

II. Claim Rejections under 35 USC 112

The Office Action rejected claims 18 and 19 suggesting that those claims do not further

limit the claim upon which they depend. In particular, the Office Action suggests that PEG is a

polyol and that the recitation of the inclusion of a polyol in the composition in claims 18 and 19

is not further limiting. Applicants believe this rejection was made because claim 19

inadvertently recited polyethylene glycol (PEG) as a polyol. However, because of the definition

of polyol in the specification of the present application, it is clear that PEG would not be

considered a polyol for purposes of the present application. Specifically, the specification, at

page 11, lines 21-24, reads:

As used herein, the term ‘polyol’ includes any compound having at least one

hydroxyl group on each of two adjacent carbon atoms that are not in trans

configuration relative to each other.

PEG does not fall into this definition. Further, claim 19 has been amended to recite the polyol as

propylene glycol. Propylene glycol does fall within the definition of polyol in the present
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application. As such, Applicants respectfully request that the rejection of claims 18 and 19 be

withdrawn.

In the event that Examiner Tran still believes that the term “polyol” raises an issue with

respect to the claims, Applicants respectfully request that Examiner Tran phone the undersigned

so that such issue can be expeditiously resolved.

III. Claim Rejections under 35 USC 102/103

The Office Action rejected claims 1-10, 14, and 15 under 35 USC 102 or 35 USC 103 as

being anticipated by or obvious and unpatentable over one or both of the following references:

US Patent Application Publication 2011/0082145; U.S. Patent Application Publication

2004/0198828. However, the Office Action only objected to claim 13, but indicated the claim

allowable if rewritten in independent format. Further, the Office Action allowed claims 16-17

and 20-25. Without acquiescing in the rejection of claims 1-10, 14 and 15 Applicants have

amended the claims to leave only allowed or allowable subject matter still pending.

Specifically, Applicants have canceled claim 1-8, have rewritten independent claim 9 to

include the subject matter of claim 13 such that claim 9 and its dependents are allowable and

have left the allowed claims pending. Applicants have also amended the claims to be in a

more desired format. In the event that Examiner Tran believes that any of the claim

amendments raises an issue with respect to the allowability of the claims, Applicants respectfully

request that Examiner Tran phone the undersigned so that such issue can be expeditiously

resolved.

I. New Claims

Applicants have added new claims 26-38. These claims are drawn to preferred

embodiments of the present application. These claims are narrower in scope than the currently

allowed and allowable claims. As such, Applicants respectfully request that these new claims be

entered and allowed. In the event that Examiner Tran believes that any of the new claims raise

an issue with respect the allowability of the present application, Applicants respectfully request

that Examiner Tran phone the undersigned so that such issue can be expeditiously resolved.

Page 63



 
Page 64

U.S. Serial N0.: 13/475,607

Filed: May 18, 2013
Page 9

In View of the above, Applicants respectfully request formal allowance of the present

application.
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CONCLUSION:

Applicants respectfully request allowance of the claims of the present application.

Should the Examiner have any questions regarding this Amendment, please feel free to

contact the undersigned attorney at the phone number listed below.

Respectfully submitted,

ALCON RESEARCH, LTD.

February 17, 2014 /Scott A. Chapple, Reg. 46,287/

Date Scott A. Chapple

Reg. No. 46,287

Address for Correspondence:
Alcon Research, Ltd.
Scott A. Chapple, IP Legal
6201 S. Freeway, Mail Code TB4-8
Fort Worth, TX 76134-2099
Phone: 817-551-8793

Attorney Docket: PAT903988-US-NP
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. . Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the itemExaminer Cite . . . . .
. . (book, magazine, Journal, serial, symposium, catalog, etc}, date, pages(s), volume-issue number(s), T5

publisher, city and/or country where published. 
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Application Number 13475607

Filing Date 2012-05-18

IN FORMATION DISCLOSU RE First Named Inventor Daniel A. Gamache

STATEMENT BY APPLICANT A“ Unit | 1629
( Not for submission under 37 CFR 1.99) Examiner Name My Chau T Tran

Attorney Docket Number | PAT903988—US-NP

International Preliminary Report on Patentability for corresponding PCT/US2012/038663 with mailing date November
28,2013 

If you wish to add additional non-patent literature document citation information please click the Add button Add

EXAMINER SIGNATURE

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

citation if not in conformance and not considered. Include copy of this form with next communication to applicant.

1 See Kind Codes of USPTO Patent Documents at www.USPTO.GOV or MPEP 901.04. 2 Enter office that issued the document, by the two-letter code (WIPO
Standard ST.3). 3 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document.
4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible. 5 Applicant is to place a check mark here if
English language translation is attached.
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Application Number 13475607

Filing Date 2012-05-18

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

First Named Inventor Daniel A. Gamache

_ _ Art Unit | 1629
( Not for submission under 37 CFR 1.99)

Examiner Name My Chau T Tran

Attorney Docket Number | PAT903988-US-NP

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e)(1).

OR

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

II any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

|:| See attached certification statement.

|:| Fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

None
SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the

form of the signature.

Signature /Scott A. Chapple, 46,2871‘ Date (YYYY-MM-DD) 2013-12-16

NamelPrint Scott A. Chapple Registration Number 46,287 

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the

public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed

application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you

require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND

FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised

that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to

process and/or examine your submission related to a patent application or patent. If you do not furnish the requested

information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

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

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act

(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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

court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement

negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a

request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the

requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records

may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to

recommend improvements in records management practices and programs, under authority of 44 U.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.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of

the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record

may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is

referenced by either a published application, an application open to public 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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PATENT COOPERATION TREATY PCT’U32°12’°38553

ADVANCE E-NIAIL From the INTERNATIONAL BUREAU

PCT

NOTIFICATION CONCERNING
TRANSMITTAL OF COPY OF INTERNATIONAL
PRELIMINARY REPORT ON PATENTABILITY

(CHAPTER I OF THE PATENT COOPERATION SCOTT A- CHAPPLE
TREATY) Alcon Research, Ltd.

(PCT Rule 44bis.1(c)) g°2(',‘_1‘f9S":',;,ma;',e(,3e‘\°,S'aeyTB4 8
Fort Worth, Texas 76134-2099

Date of mailing (day/month/year) ETATS-UNIS D'AMER|QUE

28 November 2013 (28.11.2013)

 
 
 

 
 

 

 
 

  

 
 

Applicant's or agent's file reference
3988—WO—F
 
 

  

IMPORTANT NOTICE

 

 
  
 

International application NO. International filing date (day/month/year) Priority date (day/month/year)

PCT/US2012/038663 18 May 2012 (18.05.2012) 19 May 2011 (19.05.2011)

  Applicant
ALCON RESEARCH, LTD. et al

The International Bureau transmits herewith a copy of the international preliminary report on patentability (Chapter I of the Patent
Cooperation Treaty)

The International Bureau of WIPO Authorized Officer
34, chemin des Colombettes

1211 Geneva 20, Switzerland Simin Baharlou

Facsimile No. +41 22 338 82 70 e—majl: ptO9.pct@wipO.int

Form PCT/IB/326 (January 2004)
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY

(Chapter I of the Patent Cooperation Treaty)

(PCT Rule 44bis)

Applicant’s or agent’s file reference FOR FURTHER ACTION See item 4 below
3988-WO-F

International application No. International filing date (day/month/year) Priority date (day/month/year)
PCT/US2012/038663 18 May 2012 (18.05.2012) 19 May 2011 (19.05.2011)

International Patent Classification (8th edition unless older edition indicated)
See relevant information in Form PCT/ISA/237

Applicant
ALCON RESEARCH, LTD.

This international preliminary report on patentability (Chapter I) is issued by the International Bureau on behalf of the
International Searching Authority under Rule 44 bis.1(a).

This REPORT consists of a total of 7 sheets, including this cover sheet.

In the attached sheets, any reference to the written opinion of the International Searching Authority should be read as a
reference to the international preliminary report on patentability (Chapter I) instead.

This report contains indications relating to the following items:

Box \o. I Basis of the report

Box \o. II Priority

Box \o. Non—establishment of opinion with regard to novelty, inventive step and industrial
applicability

Box \o. Lack of u11ity of invention

Box \o. Reasoned statement under Article 35(2) with regard to novelty, inventive step or
industrial applicability; citations and explanations supporting such statement

Box \o. Certain documents cited

Box \o. Certain defects in the international application

Box \o. Certain observations on the international application

E

E

E

E

E

E

E

E

The International Bureau will communicate this report to designated Offices in accordance with Rules 44bis.3(c) and 93bis.1
but 11ot, except Where the applicant makes a11 express request u11der Article 23(2), before the expiration of 30 111o11tl1s fro111
the priority date (Rule 44bis .2).

Date of issuance of this report
19 November 2013 (19.11.2013)

The International Bureau of WIPO Authorized Officer
34, chemin des Colombettes - -

1211 Geneva 20, Switzerland Slrmn Baharlou

FEICSIIIIIIE NO. +41 22 338 82 70 e—11]afl; p[O9.pct@wip0.i1][

Form PCT/IB/373 (January 2004)
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PATENT COOPERATION TREATY

From the
INTERNATIONAL SEARCHING AUTHORITY

PCT

WRITTEN OPINION OF THE

INTERNATIONAL SEARCHING AUTHORITY

(PCT Rule 43bis.1)

see form PCT/ISA/220

Date of mailing
(day/month4/ear) see form PCT/ISA/210 (second sheet)

Applicant's or agent's file reference FOR FURTHER AC-I-ION
see form PCT/ISA/220 See paragraph 2 below

International application No. International filing date (day/fnonth/year) Priority date (day/month4/ear)
PCT/US2012/038663 18.05.2012 19.05.2011

International Patent Classification (IPC) or both national classification and IPC
INV. A61 K31/335 A61K9/O0 A61P27/14

Applicant

ALCON RESEARCH, LTD.

1. This opinion contains indications relating to the following items:

Box No. I Basis of the opinion

Box No. II Priority

Box No. III Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

Box No. IV Lack of unity of inventionEEIDEIE
Box No. V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step and industrial

applicability; citations and explanations supporting such statement
Box No. VI Certain documents cited

Box No. VII Certain defects in the international applicationKEN]
Box No. VIII Certain observations on the international application

2. FURTHER ACTION

If a demand for international preliminary examination is made, this opinion will usually be considered to be a
written opinion of the International Preliminary Examining Authority ("IPEA") except that this does not apply where
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the
International Bureau under Rule 66.1bis(b) that written opinions of this International Searching Authority
will not be so considered.

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months
from the date of mailing of Form PCT/ISA/220 or before the expiration of 22 months from the priority date,
whichever expires later.

For further options, see Form PCT/ISA/220.

3. For further details, see notes to Form PCT/ISA/220.

Name and mailing address of the ISA: Date of completion of Authorized Officer

this opinion §».~s°“‘””'”"’” .-.6‘

) European Patent Office _ _ _ _; EQ) §‘9CeTf,|°S"X210 Economou, Dimitrios g
T D-80298 Munich v%¢ $7

Te|_ +49 89 2399 . 0 Telephone No. +49 89 2399-0 "A=«r,,,".,,,,_,,,,-°°‘
Fax: +49 89 2399 - 4465

Form PCT/ISA/237 (Cover Sheet) (July 2009)
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WRITTEN OPINION OF THE international application No.
INTERNATIONAL SEARCHING AUTHORITY PCT/US2012/038663

Box No. I Basis of the opinion

1. With regard to the language, this opinion has been established on the basis of:

IZI the international application in the language in which it was filed

El a translation of the international application into , which is the language of a translation furnished for the
purposes of international search (Rules 12.3(a) and 23.1 (b)).

2. El This opinion has been established taking into account the rectification of an obvious mistake authorized
by or notified to this Authority under Rule 91 (Rule 43bis.1(a))

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this
opinion has been established on the basis of a sequence listing filed or furnished:

a. (means)

III on paper

CI in electronic form

b. (time)

CI in the international application as filed

III together with the international application in electronic form

D subsequently to this Authority for the purposes of search

4. CI in addition, in the case that more than one version or copy of a sequence listing has been filed or furnished,
the required statements that the information in the subsequent or additional copies is identical to that in the
application as filed or does not go beyond the application as filed, as appropriate, were furnished.

5. Additional comments:

Box No. II Priority

1. IZI The validity of the priority claim has not been considered because the International Searching Authority
does not have in its possession a copy of the earlier application whose priority has been claimed or, where
required, a translation of that earlier application. This opinion has nevertheless been established on the
assumption that the relevant date (Rules 43bis.1 and 64.1) is the claimed priority date.

2. El This opinion has been established as if no priority had been claimed due to the fact that the priority claim
has been found invalid (Rules 43bis.1 and 64.1 ). Thus for the purposes of this opinion, the international
filing date indicated above is considered to be the relevant date.

3. Additional observations, if necessary:

Form PCT/ISA/237 (April 2007)
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WRITTEN OPINION OF THE international application No.
INTERNATIONAL SEARCHING AUTHORITY PCT/US2012/038663

Box No. V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or
industrial applicability; citations and explanations supporting such statement

1. Statement

 
Novelty (N) Yes: Claims 4-23

No: Claims 1-3 24 25

Inventive step (IS) Yes: Claims
No: Claims 1-25

Industrial applicability (IA) Yes: Claims 1-25
No: Claims

2. Citations and explanations

see separate sheet

Box No. VII Certain defects in the international application

The following defects in the form or contents of the international application have been noted:

see separate sheet

Box No. VIII Certain observations on the international application

The following observations on the clarity of the claims, description, and drawings or on the question whether the
claims are fully supported by the description, are made:

see separate sheet

Form PCT/ISA/237 (April 2007)
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WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2012/038663

Re Item V

Reasoned statement with regard to novelty, inventive step or industrial applica-

bility; citations and explanations supporting such statement

1). Claims 24-25 relate to subject—matter considered by this Authority to be covered by

the provisions of Rule 39.1 (iv) / 67.1 (iv) PCT.

The patentability can be dependent upon the formulation of the claims. The EPO, for

example, does not recognise as patentable claims to the use of a compound in medi-

cal treatment, but may allow claims to a product, in particular substances or composi-

tions for use in a first or further medical treatment.

2). Reference is made to the following documents:

Reference is made to the following documents:

D1 =WO 2009/003199

D2=WO 96/39147

D3=WO 01/54687

D4=WO 2008/015695

All of the documents D1—D3 disclose compositions comprising at least 0.7%

olopatadin for the treatment of allergic eye diseases. Hence the subject—matter of

claims 1-2 and 24-25 is not novel

D1 discloses compositions comprising at least 0.7% olopatadin for the treatment of al-

lergic eye diseases (see example 20). Example 20 discloses also the composition in

the presence of SBE—gamma—CD. Hence the subject—matter of claim 3 is also not nov-

el.

The closest prior art is D1 which discloses high concentrations of olopatadine in aque-

ous solution suitable for ophthalmic administration (see example 20). Said document

refers also to the additional compounds which appear to routineously used in the tech-

nical field (e.g PVP, PEG, boric acid, polyols, HPMC, preservatives; see the passages

mentioned in the ISR).

Form PCT/ISA/237 (Separate Sheet) (Sheet 1) (EPO—April 2005)
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WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2012/038663

Additionally, from D4 the use of PEG, HPMC, PVP, BAK for solubilization of olopata-

dine have been mentioned in examples A-M in which however, the highest amount of

olopatadine has reached 0.665 % but with an insufficient physical stability. Composi-

tions comprising 0.527 % olopatadine are mentioned in example 1 which comprise

HP-beta-cyclodextrin, HPMC and benzalkonium chloride. Hence, as it appears from

D1 or D4, cyclodextrins, PVP, HPMC, PEG are obvious i the technical field and there-

fore the subject—matter of the present application does not appear to involve an inven-

tive step.

Re Item VII

Certain defects in the international application

As it appears from the description tailoring of the compositions of the present applica-

tion appears to be a challenge for the person skilled in the art. The compositions must

be stable, must comprise olopatadine in high concentrations (at least 0.67 %), thus

exhibiting consistent efficacy against late phase symptoms of allergic conjunctivitis

and must have sufficient antimicrobial activity to provide desired levels of preservation

efficacy.

As it is evident from table B cyclodextrin can significantly enhance the solubility of

olopatadine in in aqueous solutions. However, must be present in a concentration of

at least 1.5 °/o since amounts of 1 °/o HP-beta-cyclodextrin do not solubilize at least

0.67 % of olopatadine. From table C however, can be seen that 1.5% HP-beta-cy-

clodextrin significantly inhibits the ability of a preservative to provide desired preserva-

tion to an aqueous solution. From table E it is evident that formulations having high

concentrations of olopatadine show desirable preservation by combining PVP with a

relatively low amount of HP—beta-cyclodextrin by using BAK and boric acid as preser-

vatives. Tables F and G show that formulations comprising SBE-beta-CD do not pro-

vide desired levels of preservation.

The only compositions which appear to possess the above mentioned properties are

probably the compositions mentioned on table J of the description. These composi-

tions comprise however, specific components, in particular amounts. Claims which are

roughly similar to the compositions of table J are claims 20-23. For the invention as

defined in any of the other claims the description does not comprise at least a way of

how the skilled person would carry out the invention, since it appears the desired ef-

Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPO—April 2005)
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WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2012/038663

fects cannot be achieved without undue burden. Hence, the present application does

not fulfil the requirements of art. 5 PCT as regards subject—matter as defined in claims

1-19 and 24-25.

Re Item VIII

Certain observations on the international application

It is clear from the description from page 3, line 19 to page 4, line 2 that the following

features are essential to the definition of the invention:

—a cyclodextrin

-a lactam polymer

—a polyether

-a pH of 5.5 to 8

-an osmolality of 200 to 450 (units mentioned on page 14, lines 16-20)

-a preservative and a borate and/or polyol.

Since independent claims 1, 9,16 and 20 do not contain this feature it does not meet

the requirement following from Article 6 PCT taken in combination with Rule 6.3(b)

PCT that any independent claim must contain all the technical features essential to

the definition of the invention.

Form PCT/ISA/237 (Separate Sheet) (Sheet 3) (EPO—April 2005)
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Electronic Acknowledgement Receipt

International Application Number: 

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

First Named Inventor/Applicant Name:

Application Type: Utility under 35 USC111(a

Payment information:

FHeLBfing:

Document Document Description File Size(Bytes)/ Multi Pages
Number Message Digest Part /.zip (if appl.)

PAT903988-US-

NP_20I3-I2-17_|DS_fi||ab|e_.
Information Disclosure Statement (IDS)

Form (SB08)
pdf 2aa7fda1f965fa2060ab481fcfcb2d34b76ef:79
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A U.S. Patent Number Citation ora U.S. Publication Number Citation is required in the Information Disclosure Statement (IDS) form for

autoloading of data into USPTO systems. You may remove the form to add the required data in order to correct the Informational Message if
you are citing U.S. References. Ifyou chose not to include U.S. References, the image ofthe form will be processed and be made available
within the Image File Wrapper (IFW) system. However, no data will be extracted from this form. Any additional data such as Foreign Patent
Documents or Non Patent Literature will be manually reviewed and keyed into USPTO systems.

283145
Other Reference-Patent/App/Search PAT903988_REF_PCT-

documents US2012-038663_|PRP_.pdf 77754228e4dd35e5aa36d74d7eI 66fa4d56
ddI67

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe 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

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

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

lfa 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/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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Application No. App|icant(s)
13/475,607 GAMACHE ET AL.

0ffiCe ACtiOn Summary Examiner Art Unit AIA (First Inventor to File)

MY—CHAU T. TRAN 1629 [3\j3‘”S
-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE Q MONTH(S) OR THIRTY (30) DAYS,
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed
after SIX (6) MONTHS from the mailing date of this communication.

— If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication.
— Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any
earned patent term adjustment. See 37 CFR 1 .704(b).

Status

1)|Z| Responsive to communication(s) filed on 05/15/2013.

El A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2a)I:I This action is FINAL. 2b)IXI This action is non—final.

3)I:I An election was made by the applicant in response to a restriction requirement set forth during the interview on

; the restriction requirement and election have been incorporated into this action.

4)|:I Since this application is in condition for allowance except for formal matters, prosecution as to the merits is

closed in accordance with the practice under Exparte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims

5)|X| Claim(s) ii is/are pending in the application.

5a) Of the above claim(s) 11 and 12 is/are withdrawn from consideration.

6)lXI Claim(s) 16 17and 20-25 is/are allowed.

7)|Z| Claim(s) 1-10 14 15 18 and 19 is/are rejected.

8)|Z| Claim(s) Q’ is/are objected to.

9)|:I Claim(s)jare subject to restriction and/or election requirement.

* If any claims have been determined allowable, you may be eligible to benefit from the Patent Prosecution Highway program at a

participating intellectual property office for the corresponding application. For more information, please see

htt ://www.us:>to. ow atents/init events/ h/indexfis or send an inquiry to PPl-ifeedbackf,<‘Bus§tc.Gov.

 

 

  

Application Papers

10)|:l The specification is objected to by the Examiner.

11)IXl The drawing(s) filed on 05/18/2012 is/are: a)IXI accepted or b)I:I objected to by the Examiner.

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d).

Priority under 35 U.S.C. § 119

12)I:I Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).

Certified copies:

a)|:l All b)|:| Some * c)|:l None of the:

1.I:I Certified copies of the priority documents have been received.

2.I:| Certified copies of the priority documents have been received in Application No.j

3.|:| Copies of the certified copies of the priority documents have been received in this National Stage

application from the International Bureau (PCT Rule 17.2(a)).

* See the attached detailed Office action for a list of the certified copies not received.
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DETAILED ACTION

Application and Claims Status

1. The present application is being examined under the pre—AlA first to invent provisions.

2. Applicant's amendment and response filed 05/ 15/2013 are acknowledged and entered.

3. Claims 1-25 were pending. No claims were amended, added, and/or cancelled.

Therefore, claims 1-25 are currently pending.

Election/Restrictions

4. Applicant's election with traverse of the species of ophthalmic composition in the reply

filed on 05/15/2013 is acknowledged. Applicants election is as follows: “Applicants elect, with

traverse, the composition described in the table below:

\.\.\.\\\\\\~\~\\\\\\\~\\\\\~\.\\.\-.'v.\\\\v.\-.~\s~va.\-.\\\~\.~\\\\\§\\\\\\\~v~\\\\'»\\-»\\\\<.\<.~\\\\-.u.\\.\-v.\-»\\Usvs\\\\v~vs\\\.\\sv~\\\\I.\I.\\\\\I.\~.\\~\\‘;

/rA-/.'/r/¢-.I.-/¢.M/ov.-/»//

 tsr   

.-,-,-.»»».~».-»-¢»x»»».-,»«.~«~«».7»«xm-z.;
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The traversal is on the ground that “Election/Restriction Requirements are to be based

upon the claims of an application and should indicate where diflerent species are within the

claims. The Election Requirementfor the present application has failed to do that”, in which

applicant specifically cites MPEP § 803 and 806.01. This is not found persuasive because 1) as

clearly stated in the previous Office Action, this is a species election regarding the various

claimed species of ophthaln1ic composition wherein each claimed ophthaln1ic composition have

distinct formulation. See especially instant claims 1, 9, l6, and 20. Each distinct formulation

has different concentration of active agent and/or different type of excipients, diluents, vehicles,

and/or carriers that result in distinct claimed ophthalmic composition. Moreover, applicants have

not provided any evidence and/or clearly state on record that each of the claimed ophthalmic

composition does not have distinct formulation. 2) The MPEP citations provided by applicant

does not specifically relates to the species election that is require by the previous Office Action.

Applicants should read MPEP § 806.04(h), 806.04(e), 806.04(f), and 806.04(h) that are

specifically related to the species election requirement. Thus, the instant application meets the

species election requirement.

The requirement is still deemed proper and is therefore made FINAL.
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5. Claims 11 and 12 are withdrawn from further consideration pursuant to 37 CFR 1.142(b),

as being drawn to nonelected species, there being no allowable generic or linking claim.

Applicant timely traversed the restriction (election) requirement in the reply filed on 05/ 15/2013.

Accordingly, claims 1-10 and 13-25 are under consideration in this Office Action.

Priority

6. This instant application claims benefits to two provisional application, which are

61/487,789 filed 05/19/2011 and 61/548,957 filed 10/19/2011, under 35 U.S.C. 119(e).

Claim Rejections - 35 USC § 112

7. The following is a quotation of 35 U.S.C. 112(d):

(d) REFERENCE IN DEPENDENT FORMS.—Subject to subsection (e), a claim in dependent form
shall contain a reference to a claim previously set forth and then specify a further limitation of the
subject matter claimed. A claim in dependent form shall be construed to incorporate by reference all the
limitations of the claim to which it refers.

The following is a quotation of 35 U.S.C. 112 (pre—AIA), fourth paragraph:

Subject to the [fifth paragraph of 35 U.S.C. 112 (pre—AIA)], a claim in dependent form shall contain a
reference to a claim previously set forth and then specify a further limitation of the subject matter
claimed. A claim in dependent form shall be construed to incorporate by reference all the limitations of
the claim to which it refers.

8. Claims 18 and 19 are rejected under 35 U.S.C. 112(d) or pre—AIA 35 U.S.C. 112, 4th

paragraph, as being of improper dependent form for failing to further lin1it the subject matter of

the claim upon which it depends, or for failing to include all the limitations of the claim upon

which it depends. Here, instant claim 18 recites the limitation of “further comprising polyol”.

Instant claim 19 recites the limitation of “wherein the polyol include polyethylene glycol at a

concentration of at least 0.4 w/v% but no greater than 2.2 w/v%”. Instant claim 16 for which
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claims 18 and 19 depend recites the limitation of “PEG having a molecular weight of300 to 500

wherein the concentration of the PEG in solution is from about 2.0 w/v % to about 6.0 w/v%’’.

The acronym of PEG is defined in the instant specification as polyethylene glycol (see pg. 2,

lines 26-27). Consequently, claims 18 and 19 do not further limit the subject matter of instant

claim 16. Applicant may cancel the claim(s), amend the claim(s) to place the claim(s) in proper

dependent form, rewrite the claim(s) in independent form, or present a sufficient showing that

the dependent claim(s) complies with the statutory requirements.

Claim Rejections - 35 USC § 102

9. The following is a quotation of the appropriate paragraphs of pre—AIA 35 U.S.C. 102 that

form the basis for the rejections under this section made in this Office action:

A person shall be entitled to a patent unless —

(e) the invention was described in (1) an application for patent, published under section 122(b), by
another filed in the United States before the invention by the applicant for patent or (2) a patent granted
on an application for patent by another filed in the United States before the invention by the applicant
for patent, except that an international application filed under the treaty defined in section 351(a) shall
have the effects for purposes of this subsection of an application filed in the United States only if the
international application designated the United States and was published under Article 21(2) of such
treaty in the English language.

10. Claims 1, 2, and 4-8 are rejected under pre—AIA 35 U.S.C. l02(e) as being anticipated by

Schneider et al. (US Patent Application Publication 2011/0082145 A1; Filing Date 10/01/20] 0).

For claims 1, 2, and 4-8, Schneider et al. disclose formulations of olopatadine and their

use for treating and/or preventing allergic or inflammatory disorders of the eye, ear, skin, and

nose (see e.g. Abstract; sections: [0002], [0009], and [0018]). In one embodiment, the

pharmaceutical aqueous solution composition is an ophthalmic formulation to be administered to

the eye of a patient for the treatment of ocular disorder that includes allergic and/or inflammatory
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conditions of the eye (refers to instant claimed limitation of ophthalmic composition and

eyedropper) (see e.g. sections: [0018] and [0048]—[0050]). The solution composition comprises

olopatadine and ophthalmologically acceptable preservatives, surfactants, viscosity enhancers,

penetration enhancers, buffers, tonicity agents, and water to form an aqueous, sterile ophthaln1ic

solution, suspension, or emulsion (refers to instant claimed limitation of olopatadine and water)

(see e.g. sections: [0040]—[004l], [0044]—[0045], [0048]—[0049], and [005l]—[0053]). The

concentration of olopatadine is at least 0.05 % w/v, i.e. the concentration lower limit is 0.05 %

w/v without any upper limit (refers to instant claimed limitation of at least 0.67 w/v %

olopatadine and instant claim 2) (see e.g. section [0045]). The type of lubricants and/or viscosity

agents include polyethylene glycols (PEGs) and polyvinylpyrrolidones (PVPs) (refers to instant

claims 4-7) (see e.g. section [0052]). The solution composition comprises an osmolality of about

150-450 mOsm and a pH of about 3.0 to about 8.5 (refers to instant claim 8) (see e.g. sections:

[0053]—[0054]).

Therefore, the solution composition of Schneider et al. does anticipate the instant claimed

invention.

Claim Rejections - 35 USC § 103

ll. The following is a quotation of pre—AIA 35 U.S.C. l03(a) which forms the basis for all

obviousness rejections set forth in this Office action:

(a) A patent may not be obtained though the invention is not identically disclosed or described as set
forth in section 102 of this title, if the differences between the subject matter sought to be patented and
the prior art are such that the subject matter as a whole would have been obvious at the time the
invention was made to a person having ordinary skill in the art to which said subject matter pertains.
Patentability shall not be negatived by the manner in which the invention was made.

Page 100



 
Page 101

Application/Control Number: 13/475,607 Page 7

Art Unit: 1629

12. Claims 1-8 are rejected under pre-AIA 35 U.S.C. l03(a) as being unpatentable over

Schneider et al. (US Patent Application Publication 2011/0082145 A1; Filing Date 10/01/2010)

and Abelson et al. (US Patent Application Publication 2004/0198828 A1).

For claims 1, 2, and 4-8, Schneider et al. disclose formulations of olopatadine and their

use for treating and/or preventing allergic or inflammatory disorders of the eye, ear, skin, and

nose (see e.g. Abstract; sections: [0002], [0009], and [0018]). In one embodiment, the

pharmaceutical aqueous solution composition is an ophthalmic formulation to be administered to

the eye of a patient for the treatment of ocular disorder that includes allergic and/or inflammatory

conditions of the eye (refers to instant claimed limitation of ophthalmic composition and

eyedropper) (see e.g. sections: [0018] and [0048]-[0050]). The solution composition comprises

olopatadine and ophthalmologically acceptable preservatives, surfactants, viscosity enhancers,

penetration enhancers, buffers, tonicity agents, and water to form an aqueous, sterile ophthalmic

solution, suspension, or emulsion (refers to instant claimed limitation of olopatadine and water)

(see e.g. sections: [0040]-[0041], [0044]-[0045], [0048]—[0049], and [0051]-[0053]). The

concentration of olopatadine is at least 0.05 % W/v, i.e. the concentration lower limit is 0.05 %

W/v Without any upper limit (refers to instant claimed limitation of at least 0.67 W/v %

olopatadine and instant claim 2) (see e.g. section [0045]). The type of lubricants and/or viscosity

agents include polyethylene glycols (PEGs) and polyvinylpyrrolidones (PVPs) (refers to instant

claims 4-7) (see e.g. section [0052]). The solution composition comprises an osmolality of about

150-450 mOsm and a pH of about 3.0 to about 8.5 (refers to instant claim 8) (see e.g. sections:

[0053]-[0054]).

The teachings of Schneider et al. differ from the presently claimed invention as follows:
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For claim 3, Schneider et al. fail to disclose a solubilizer such as cyclodextrins and its

derivatives.

However, Abelson et al. teach the limitations that are deficient in Schneider et al. as follows:

For claim 3, Abelson et al. disclose pharmaceutical compositions for the treatment of

ocular allergies (see e.g. Abstract; sections: [0004], [0006], and [00l9]). The pharmaceutical

compositions comprises long—acting anti—histamine agent such as olopatadine and a variety of

carriers such as water and polyvinylpyrrolidone (see e.g. sections: [0022] and [0035]). The

pharmaceutical compositions for ocular administration include other type of ingredients that

meet the prerequisites for ocular tolerability such as tonicity enhancers, preservatives,

solubilizers, non—toXic excipients, demulcents, sequestering agents and pH adjusting agents (see

e.g. sections: [0037]—[0047]). The type of solubilizers includes a cyclodextrin such as alpha—,

beta— or gamma—cyclodeXtrin, e.g. alkylated, hydroxyalkylated, carboxyalkylated or

alkyloxycarbonylalkylated derivatives, or mono— or diglycosyl—alpha—, beta or gamma-

cyclodextrin, mono— or dimaltosyl—alpha—, beta or gamma—cyclodeXtrin or panosyl—cyclodeXtrin

(see e.g. section [0042]).

It would have been obvious to a person of ordinary skill in the art at the time the

invention was made to disclose a solubilizer such as cyclodextrins and its derivatives as taught

by Abelson et al. in the composition of Schneider et al. One of ordinary skill in the art would

have been motivated to disclose a solubilizer such as cyclodextrins and its derivatives in the

composition of Schneider et al. for the advantage of providing a solution form of the active

ingredient in order to provide better penetration to a target site of action and better dosage

consistency (Abelson: section [0042]; Schneider: section [0007]). Additionally, both Schneider
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et al. and Abelson et al. disclose that the pharmaceutical composition is an ophthalmic

formulation to be administered to the eye of a patient for the treatment of ocular allergies

(Schneider: section [0048]; Abelson: section [0037]). Furthermore, one of ordinary skill in the

art would have a reasonable expectation of success in the combination of Schneider et al. and

Abelson et al. because it is art recognize that it is more desirable for the active ingredients of a

pharmaceutical composition to be in a solution form (Schneider: section [0007]).

Therefore, the combine teachings of Schneider et al. and Abelson et al. do render the

invention of the instant claims prima facie obvious.

13. Claims 9, 10, 14, and 15 are rejected under pre—AIA 35 U.S.C. l03(a) as being

unpatentable over Schneider et al. (US Patent Application Publication 2011/0082145 A1; Filing

Date 10/01/2010) and Abelson et al. (US Patent Application Publication 2004/0198828 A1).

For claims 9, I0, 14 and 15, Schneider et al. disclose formulations of olopatadine and

their use for treating and/or preventing allergic or inflammatory disorders of the eye, ear, skin,

and nose (see e.g. Abstract; sections: [0002], [0009], and [0018]). In one embodiment, the

pharmaceutical aqueous solution composition is an ophthalmic formulation to be administered to

the eye of a patient for the treatment of ocular disorder that includes allergic and/or inflammatory

conditions of the eye (refers to instant claimed limitation of ophthalmic composition and

eyedropper) (see e.g. sections: [0018] and [0048]—[0050]). The solution composition comprises

olopatadine and ophthalmologically acceptable preservatives, surfactants, viscosity enhancers,

penetration enhancers, buffers, tonicity agents, and water to form an aqueous, sterile ophthalmic

solution, suspension, or emulsion (refers to instant claimed limitation of olopatadine dissolved in
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solution) (see e.g. sections: [0040]—[0041], [0044]—[0045], [0048]—[0049], and [0051]—[0053]).

The concentration of olopatadine is at least 0.05 % w/v, i.e. the concentration lower lin1it is 0.05

% w/v without any upper lin1it (refers to instant claimed limitation of at least 0.67 w/v %

olopatadine) (see e.g. section [0045]). The type of lubricants and/or viscosity agents include

polyethylene glycols (PEGs) and polyvinylpyrrolidones (PVPs) (refers to instant claimed

limitation of PEG and polyvinylpyrrolidone) (see e.g. section [0052]). The type of preservative

includes benzalkonium chloride (refers to instant claim 10) (see e.g. sections: [0051]—[0052).

The type of buffering agents includes borates (refers to instant claim 14), and the type of

tonicity—adjusting agents includes mannitol (refers to instant claim 15) (see e.g. section [0052]).

The solution composition comprises an osmolality of about 150-450 mOsm and a pH of about

3.0 to about 8.5 (see e.g. sections: [0053]—[0054]).

The teachings of Schneider et al. differ from the presently claimed invention as follows:

For claim 9, Schneider et al. fail to disclose (a) a solubilizer such as cyclodextrins and its

derivatives; and (b) the type of PEG having a molecular weight of 300 to 500.

However, Abelson et al. teach the limitations that are deficient in Schneider et al. as follows:

For claim 9, Abelson et al. disclose pharmaceutical compositions for the treatment of

ocular allergies (see e.g. Abstract; sections: [0004], [0006], and [0019]). The pharmaceutical

compositions comprises long—acting anti—histamine agent such as olopatadine and a variety of

carriers such as water and polyvinylpyrrolidone (see e.g. sections: [0022] and [0035]). The

pharmaceutical compositions for ocular administration include other type of ingredients that

meet the prerequisites for ocular tolerability such as tonicity enhancers, preservatives,

solubilizers, non—toXic excipients, demulcents, sequestering agents and pH adjusting agents (see
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e.g. sections: [0037]—[0047]). The type of solubilizers includes a cyclodextrin such as alpha—,

beta— or gamma—cyclodeXtrin, e.g. alkylated, hydroxyalkylated, carboxyalkylated or

alkyloxycarbonylalkylated derivatives, or mono— or diglycosyl—alpha—, beta or gamma-

cyclodextrin, mono— or dimaltosyl—alpha—, beta or gamma—cyclodeXtrin or panosyl—cyclodeXtrin

(see e.g. section [0042]). The type of buffers includes borate (see e.g. section [0038]). The type

of tonicity enhancers includes mannitol (see e.g. section [0039]). The type of preservative

includes benzalkonium chloride (see e.g. section [0039]). The type of non—toXic excipients

includes polyethylene glycols that are designated 200, 300, 400, and 600 (see e.g. section

[0044]).

(a) It would have been obvious to a person of ordinary skill in the art at the time the

invention was made to disclose a solubilizer such as cyclodextrins and its derivatives as taught

by Abelson et al. in the composition of Schneider et al. One of ordinary skill in the art would

have been motivated to disclose a solubilizer such as cyclodextrins and its derivatives in the

composition of Schneider et al. for the advantage of providing a solution form of the active

ingredient in order to provide better penetration to a target site of action and better dosage

consistency (Abelson: section [0042]; Schneider: section [0007]). Additionally, both Schneider

et al. and Abelson et al. disclose that the pharmaceutical composition is an ophthalmic

formulation to be administered to the eye of a patient for the treatment of ocular allergies

(Schneider: section [0048]; Abelson: section [0037]). Furthermore, one of ordinary skill in the

art would have a reasonable expectation of success in the combination of Schneider et al. and

Abelson et al. because it is art recognize that it is more desirable for the active ingredients of a

pharmaceutical composition to be in a solution form (Schneider: section [0007]).
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(b) It would have been obvious to a person of ordinary skill in the art at the time the

invention was made to disclose the type of PEG having a molecular weight of 300 to 500 in the

composition of Schneider et al. One of ordinary skill in the art would have been motivated to

disclose the type of PEG having a molecular weight of 300 to 500 in the composition of

Schneider et al. since the type of non—toXic excipients would be a choice of experimental design

and is considered within the purview of the cited prior art. Moreover, one of ordinary skill in the

art would have a reasonable expectation of success in the combination of Schneider et al. and

Abelson et al. because the pharmaceutical composition of both Schneider et al. and Abelson et al.

include pharmaceutical carriers that is specific for an ophthalmic formulation (Schneider: section

[0048]; Abelson: section [0037]).

Therefore, the combine teachings of Schneider et al. and Abelson et al. do render the

invention of the instant claims prima facie obvious.

Allowable Subject Matter

14. Claim 13 is objected to as being dependent upon a rejected base claim, but would be

allowable if rewritten in independent form including all of the limitations of the base claim and

any intervening claims.

15. Claims 16-17 and 20-25 are allowable.

16. The following is a statement of reasons for the indication of allowable subject matter:
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A. The instant claims 16-17 are allowable for the reason that the cited prior arts do not

teach or fairly suggest the presently claimed composition comprising ‘at least 0.67

w/v % but no greater than 1.0 w/v% olopatadine dissolved in solution; PEG having

a molecular weight of300 to 500 wherein the concentration of the PEG in solution

is from about 2.0 w/v % to about 6.0 w/v%; a lactam polymer wherein the lactam

polymer is polyvinylpyrrolidone and the concentration of the polyvinylpyrrolidone

in solution is from about 2.0 w/v % to about 6.0 w/v%; and the concentration of the

,b’—cyclodextrin derivative or the y—cyclodextrin derivative is at least 0.5 w/v% but

no greater than 2.0 w/v%’.

B. The instant claims 20-25 are allowable for the reason that the cited prior arts do not

teach or fairly suggest the presently claimed composition and method of using the

claimed composition wherein the claimed composition comprises ‘at least 0.67 w/v

% but no greater than 1.0 w/v% olopatadine dissolved in solution; PEG having a

molecular weight of300 to 500 wherein the concentration of the PEG in solution is

from about 2.0 w/v % to about 6.0 w/v%; a lactam polymer wherein the lactam

polymer is polyvinylpyrrolidone and the concentration of the polyvinylpyrrolidone

in solution is from about 2.0 w/v % to about 6.0 w/v%; and hydroxypropyl—y—

cyclodextrin in the composition at a concentration of at least 0.5 w/v% but no

greater than 2.0 w/v%’.
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Conclusion

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MY—CHAU T. TRAN whose telephone number is 571-272-0810.

The exan1iner can normally be reached on Monday - Friday: 8:00 - 4:30.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Jeffrey S. Lundgren can be reached on 571-272-5541. The fax phone number for the

organization where this application or proceeding is assigned is 571-273-8300.

Information regarding the status of an application may be obtained from the Patent

Application Information Retrieval (PAIR) system. Status information for published applications

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished

applications is available through Private PAIR only. For more information about the PAIR

system, see l_gt_t_p_;fig;gig-g1ir§gt,_g_§ptg;,g_g_y_. Should you have questions on access to the Private

PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you

would like assistance from a USPTO Customer Service Representative or access to the

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

/MY-CHAU T. TRAN/

Primary Examiner, Art Unit 1629 October 8’ 2013
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|"20070020336" |"20080132444" |"20090118262"

ALANI-LAMAN$.in. PGPB, ADJ YES ASSIGNEE 10-02-2013

USPT,

USOC,

WEST Search History for Application 13475607 1
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GHOSH-MALAY$.in.

GALAN-FRANCISCO-JAVIER$.in.

PERDIGUER-NURIA-CARRERAS$.in.

SINGH-ONKAR-N$.in.

(GAMACHE-DANIEL-A$.in. ) and

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(PERDIGUER-NURIA-CARRERAS$.in. ) and

(SINGH-ONKAR-N$.in. )

(GAMACHE-DANIEL-A$.in. ) and

Prior Art Searches

EPAB ,

JPAB ,

DWPI,

TDBD,

FPRS

PGPB, ADJ YES

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

10-02-2013

10-02-2013

10-02-2013

10-02-2013

10-02-2013

10-02-2013
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(ALANI-LAMAN$.in. ) and USPT,

(GHOSH-MALAY$.in. ) and USOC,

(GALAN-FRANCISCO-JAVIER$.in. ) and EPAB,

(PERDIGUER-NURIA-CARRERAS$.in. ) JPAB,

DWPI,

TDBD,

FPRS

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 10-02-2013

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. )

(GAMACHE-DANIEL-A$.in. ) and ASSIGNEE 10-02-2013

(ALANI-LAMAN$.in. ) and

(GHOSH-MALAY$.in. ) and

(GALAN-FRANCISCO-JAVIER$.in. ) and

(SINGH-ONKAR-N$.in. )

olopatadine.clm. and ASSIGNEE 10-02-2013

(GAMACHE-DANIEL-A$.in. )

olopatadine.clm. and (ALANI-LAMAN$.in. ) ASSIGNEE 10-02-2013

olopatadine.clm. and (GHOSH-MALAY$.in. ) ASSIGNEE 10-02-2013

Prior Art Searches 3
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olopatadine.clm. and

(GALAN-FRANCISCO-JAVIER$.in. )

olopatadine.clm. and

(PERDIGUER-NURIA-CARRERAS$.in. )

olopatadine.clm. and (SINGH-ONKAR-N$.in. )

ALCON RESEARCH$.as.

olopatadine.clm. and (ALCON RESEARCH$.as.

)

(ophthalmic (formulation or composition)).clm.

and (olopatadine.clm. and

GAMACHE-DANIEL-A$.in. )

Prior Art Searches

PGPB, ADJ

USPT,

USOC,

EPAB,

JPAB,

DWPI,

TDBD,

YES

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

10-02-2013

10-02-2013

10-02-2013

10-02-2013

10-02-2013

10-02-2013
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(ophthalmic (formulation or composition)).clm. ASSIGNEE

and (olopatadine.clm. and

SINGH-ONKAR-N$.in. )

10-02-2013

(ophthalmic (formulation or composition)).clm. ASSIGNEE

and (olopatadine.clm. and ALCON

RESEARCH$.as. )

10-02-2013

(514/449 I514/450)! [CCLS] ASSIGNEE 10-02-2013

olopatadine and ((514/449 I514/450)![CCLS] ) ASSIGNEE 10-02-2013

(ophthalmic (formulation or composition)) and ASSIGNEE

(olopatadine and (514/449 I514/450)![CCLS] )

10-02-2013

cyclodextrin and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

10-02-2013

lactam and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

10-02-2013

polyether and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine and (514/449

I514/450)![CCLS] )

10-02-2013

(polyethylene glycol) and ((ophthalmic ASSIGNEE

(formulation or composition)) and olopatadine

and (514/449 I514/450)![CCLS] )

10-02-2013

(ophthalmic (formulation or composition)) and ASSIGNEE

olopatadine

10-02-2013

Prior Art Searches 5
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cyclodextrin and ((ophthalmic (formulation or ASSIGNEE 10-02-2013

composition)) and olopatadine )

lactam and ((ophthalmic (formulation or ASSIGNEE 10-02-2013

composition)) and olopatadine )

lactam and (cyclodextrin and (ophthalmic ASSIGNEE 10-02-2013

(formulation or composition)) and olopatadine )

(polyethylene glycol) and ((ophthalmic ASSIGNEE 10-02-2013

(formulation or composition)) and olopatadine )

(polyethylene glycol) and (cyclodextrin and ASSIGNEE 10-02-2013

(ophthalmic (formulation or composition)) and

olopatadine )

(ophthalmic (formulation or composition)) and ASSIGNEE 10-02-2013

olopatadine

((ophthalmic (formulation or composition)) and ASSIGNEE

olopatadine ) not @AY>2011

10-02-2013

cyclodextrin and ((ophthalmic (formulation or ASSIGNEE

composition)) and olopatadine not @AY>2011 )

10-02-2013

lactam and (cyclodextrin and (ophthalmic ASSIGNEE

(formulation or composition)) and olopatadine

not @AY>2011 )

10-02-2013

(polyethylene glycol) and (cyclodextrin and ASSIGNEE 10-02-2013

(ophthalmic (formulation or composition)) and

olopatadine not @AY>2011 )

lactam and ((polyethylene glycol) and ASSIGNEE

cyclodextrin and (ophthalmic (formulation or

composition)) and olopatadine not @AY>2011 )

10-02-2013

Prior Art Searches 6
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(olopatadine same ((mass ratio) or dos$4 or

concentrat$3 or ((weight or WT) same (percent

or (per cent) or "% ")))) and ((ophthalmic

(formulation or composition)) and olopatadine )

(olopatadine same (percent or (per cent) or

" %")) and ((ophthalmic (formulation or

composition)) and olopatadine )

cyclodextrin and ((olopatadine same (percent or

(per cent) or " % ")) and (ophthalmic (formulation

or composition)) and olopatadine )

(polyethylene glycol) and ((olopatadine same

(percent or (per cent) or " % ")) and (ophthalmic

(formulation or composition)) and olopatadine )

(polyvinylpyrrolidone) and ((polyethylene glycol)

and (olopatadine same (percent or (per cent) or

"% ")) and (ophthalmic (formulation or

composition)) and olopatadine )

Prior Art Searches

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

ASSIGNEE

10-03-2013

10-03-2013

10-03-2013

10-03-2013

10-03-2013
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STN Express Query Summary

ALL .# QUtRIwS AND ANSWER SETS ARE DELETED AT LOGOFF

LOGOFF? (Y) /- /HOLD:y

(FILE 'HOMt‘ ENTERED AT 20:53:34 ON 01 OCT 2013)

FILE 'CAPLUS' ENTERED AT 20:55:31 ON 01 OCT 2013

L1 SEA F'TE=CAPTUS SPE=ON ABB=ON PLU=ON

L2 SEA E .t=CAPHUS SPE=ON AEE=ON PEU=ON

L3 DJP REMOVE L1 L7 (1 DUPL CATn REMOVED)

D IBIB ABS HITSTR

F La ‘REG STRY‘ «NTfiR«D AT 20:56:54 ON 01 OCT 2013

FILE 'CAPLUS' ENTERED AT 20:57:03 ON 01 OCT 2013

L4 TRA PLU=ON L3 1 RN 6 TERMS

F Lt ‘REG STRY' xNTfiRED AT 20:57:08 ON 01 OCT 2013

L5 6 SEA FIEE=REGISTRY SPE=ON ABB=ON PLU=ON

3 L5 1-6

D"SPLAY SET NOTICE

FILE ‘REGISTRY’ ENTERED AT 20:58:08 ON 01 OCT 2013

L6 STR l40462—76—6

L7 170 SEA h Lm=R«GISTRY FAM FUL L6

D"SPLAY SET NOTICE

FILE ‘REGISTRY’ ENTERED AT 20:58:52 ON 01 OCT 2013

L8 STR l;3806—05—6

L9 170 StA t Lm=R«GISTRY FAM FUL L8

E OLOPATADINE/CN

L10 1 SEA FILE=REGISTRY SPE=ON ABB=ON PLU=ON

US20120295967/PN

US2012—475607/AP

L4

OLOPATADINE/CN
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3 L10

L11 1 SfiA b Lm=RfiG1STRY SPE=ON A33=ON PLU=ON OLOPATAD Nfi/CN

3

L12 STRUCTURE UPLOADED

STRUCTURE: C:\Users\mtran7\Documents\STN Express 8.4\Queries\Olopatadine.str

I] 1——11l
12 15

l \ ‘ ‘W 1/ M ‘as’ we
/ / 2\%,4a\/.69/,1W4fi

Me—H’”77“»/’7 3——u”22“g{”U9

chain nodes :
2 3 4 19 20 21 22

ring nodes :
1 5 6 7 8 9 10 11 12 13 ’4 ’5 16 17 18
chain bonds :

2-20 3-4 4-22 5-19 13-20 19-2’ 2‘-72

ring bonds :
1-8 1-1: 5-6 5-7 6-8 6-9 7-10 7-11 8-12 9-13 10-14 10-15 11-16 12-17
13-17 15-18 16-18

exact/norm bonds :
1-8 1-1- 4-22 5-6 5-7 10-14
exact bonds :
2-20 3-- 5-19 13-20 19-21 21-22

normalized bonds :
6-8 6-9 7-10 7-11 8-12 9-13 10-15 11-16 12-17 13-17 15-18 16-18

Match level .

1:Atom 2:CLASS 3:CLASS 4:CLASS 5:Atom 6:Atom 7:Atom 8:Atom 9:Atom 10:Atom
11:A:om 12:Atom 13:Atom 14:Atom 15:Atom 16:Atom 17:Atom l8:Atom 19:CLASS
20:CLASS 21:CLASS 22:CLASS

L13 140 StA b Lt: wGISTRY SSS FUL L12

FILE 'HCAPLUS, CAPLUS, R OS S, HMRASH, MEDLINE' ENTERED AT 21:03:16 ON 01

OCT 2013

L14 576550 SfiA t .t=MFE SPE=ON A33=ON PLU=ON L5

L15 2316 SfiA E .fi=MFE SPE=ON A33=ON PLU=ON L7

L16 7316 SEA F".E=MFE SPE=ON ABB=ON PLU=ON L9

L17 1831 SfiA t .fl=MFE SPE=ON A33=ON PLU=ON L11
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L18 2322 SEA t .E=MEE SPE=ON AEE=ON PLU=ON L13

L19 1831 SEA b .E=MEE SPE=ON AEE=ON PLU=ON L14 AND L15 AND L16 AND

L17 AND L18

L20 1067 DUP REMOVE L19 (764 DUPL:CATES REMOVED)

L*** DE. 368 S L1— A D L15 A D . 6 A D L17 A D n‘8

L*** DE 215 S .1— A D L15 A D .‘6 A D L17 A D .‘8

L*** DE 136 S L1— A D L15 A D .‘6 A D L17 A D .‘8

L*** DEL 744 S L1— A D L15 A D .‘6 A D L17 A D .‘8

L*** DE. 215 S .1— A D L15 A D .‘6 A D L17 A D .‘8

L21 ‘05 SEA b .E=MEE SPE=O AEE=O PL6=O (OCULAR ALnERGY) AND L20

L22 ‘04 SEA P .E=MEE SPE=O AEE=O PL6=O OLOPATAD NE AND L21

L23 1 SEA E“.E=MEE SPE=O ABB=O PL6=O (POLYETHER OR (POLYETHYLEN

E GHYCOL) OE PEG) AND L22

D IEIE AES 4"TSTR L23

L24 0 SEA P LE=MEE SPE=ON AEE=ON PLU=ON (OPHTHALMIC COMPOSITION)

AND L22

L25 28 SEA t LE=MEE SPE=ON AEE=ON PLU=ON (OPHTHALMIC) AND L22

D IEIE AES H"TSTR L25 1-28

L*** DE 368 S L1— AND L15 AND .‘6 AND L17 A D .‘8

L*** DE. 215 S .1— AND L15 AND .‘6 AND L17 A D .‘8

L*** DE. 136 S L1— AND L15 AND .‘6 AND L17 A D .‘8

L*** DE 744 S L1— AND L15 AND .‘6 AND L17 A D .‘8

L*** DE 215 S .1— AND L15 AND .‘6 AND L17 A D .‘8

L26 1032 SEA E“.E=MEE SPE=O ABB=O PL6=O OLOPATAD:NE AND L20

L27 3/ SEA t .E=MEE SPE=O AEE=O PLC=O (POLYETEER OR (POLYETHYLEN

E GLYCOL) OR PEG) AND L26

L28 20 SEA P .E=MEE SPE=ON AEE=ON PLU=ON (OPHTHALMIC) AND L27

D IBIB ABS H:TSTR L28 1-20

3 GAMACHE DAN EL/AU

L29 223 SEA t LE=MEE SPE=O AEE=ON PLU=ON ("GAMAC{E DAN EL"/AU OR

"GAMACHE DAN EL A"/AU OE "GAMACEE DAN EL A DR"/AU OR "GAMACHE

DANIEL ANDRE"/AU)
-—u
.4J.

ALANI LAMAN/AU
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L30

"ALANI LAMAN A"/A

LYNN"/AU)

LA t T65 S

J OR

E GHOSH MALAY/AU

L=MFE SP2 '3=ON

"ALAN: AN L"/AJ ORLA "A.

P.4U:ON ("ALAN

LANI LAMAN

I LAMAN"/AU OR

("GHOSH MALAY"/AU OR

("GALAN FRANc:sCO"/AU OR

3 L30 AND L31 AN

3 L37 AND L38 AN

3 L37 AND L38 AN

+R NURIA"/AU OR

3

D

D

AND L42

(POLYETHYLEN

L31 194 s«A L Lm=MFE sR3=ON A88=ON PLU=ON

"GHOSH MALAY K"/AJ OR "GHOSH MALAY KUMAR"/AU)

3 GALAN FRANCZSCO/AU

L32 42 SRA F“.R=MFE SPE=ON ABB=ON PLU=ON

"GALAN LRANc_scO OAV «R"/AU OR "GALAN FRANCISCO M"/AU)

« PLRDIGUER NURIA/AU

L33 5 SfiA L L«=MFE sR3=ON A88=ON PLU=ON ("R+RD GU

"PERDIGUER NUR:A CARRERAS"/AU)

3 SINGH ONKAR/AU

L34 481 s«A L Lm=MFE SPE=ON A88=ON RLU=ON "SINGH ONKAR"/AU OR

("SINGH ONKAR N"/AU OR "s:NGH O KAR NAT4"/AU)

L35 2 SEA FILE=MFE SPE=ON ABB=ON PLU=ON L29 AN

L32 A D L33 AND L34

3 IRIR A28 H“TsTR L35 1-2

F LL 'A3 8 NS GHT, R Os S, CAPLUS, DRUGU, LMRASL, MLDL1NL' LNTLRLD AT

2;:36:57 ON 0; OCT 20;3

L36 32844/ 84A L .«=MFE SPE=ON A8R=ON RLU=ON L5

L37 1/86 SfiA L .+=MFE sR3=ON A88=ON RLU=ON L7

L38 1786 SRA F“.R=MFE SPE=ON ABB=ON RLU=ON L9

L39 1508 84A L .«=MFE SPE=ON A88=ON RLU=ON L11

L—O 1/89 s«A L .«=MFE SPE=ON A8R=ON RLU=ON L13

L—l 1508 SfiA L .+=MFE sR3=ON A88=ON RLU=ON L36 AN

L39

L42 1508 s«A L Lm=MFE sR3=ON A88=ON PLU=ON L36 AN

L39 AND L40

L—3 14/2 SfiA L .+=MFE sR3=ON A88=ON RLU=ON OLOPATAD Nfi

L—4 37 SRA F".F=MFE SPE=ON ABB=ON RLU=ON (POLYETHER OR

3 GLYCOL) OR PEG) AND L43
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37 DJP RfiMOVfi L44 (0 DUPL CATfiS RfiMOVfiD)

70 SfiA b Lfl= FE SPE=O A??=O PLU=O (OPHTHALMIC) AND L44

QS IND L46 1-20
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SciFinder® Page 1

Session Began October 01, 2013 at 11 :48 PM

Task Began October 01, 2013 11:48 PM

Explore substances by ID: olopatadine (ID 1)

Answer Type: Substances
Result Count: 1

Retrieve reference information in 1 substance (ID 2)
From ID: 1

Answer Type: References
Result Count: 505

Refine by research topic (ID 3)

Research Topic: ophthalmic
From ID: 2

Answer Type: References
Result Count: 184

Refine by research topic (ID 4)

Research Topic: PEG
From ID: 3

Answer Type: References
Result Count: 19

Full text accessed for solutions from PCT Int. Appl. Pages: 29pp. 2008

Detailed display
From ID: 4

Type: Self-preserved aqueous pharmaceutical compositions comprising boratelpolyol
and zinc system

Detailed display
From ID: 4

Type: Medicament comprising an active substance combination for the treatment of
allergy symptoms

Copyright © 2013 American Chemical Society. All Rights Reserved.

Copyright © 1994-2013 Sun Microsystems,|nc. All Rights Reserved. (Java runtime environment)

Copyright © 2013, Yahoo! Inc. All Rights Reserved. (YUI Base, Fonts, Reset CSS)

Copyright © 200-2013, The Dojo Foundation. All Rights Reserved

Copyright © 2013, Exadel, Inc. All Rights Reserved. (JBoss RichFaces)

Copyright © 2002 |nfoChem GmbH. All Rights Reserved. (InfoChem's reaction classification program CLASSIFY)

The following copyright notice applies to Raphael on|y:Permission is hereby granted, free of charge, to any person obtaining a copy of this software and associated documentation files (the 'Software'), to

deal in the Software without restriction, including without limitation the rights to use, copy, modify, merge, publish, distribute, sublicense, and/or sell copies of the Software, and to permit persons to whom

the Software is furnished to do so, subject to the following conditions:The above copyright notice and this permission notice shall be included in all copies or substantial portions of the Software.THE

SOFTWARE IS PROVIDED ‘AS IS‘, WITHOUT WARRANTY OF ANY KIND, EXPRESS OR IMPLIED, INCLUDING BUT NOT LIMITED TO THE WARRANTIES OF MERCHANTABILITY, FITNESS FOR

A PARTICULAR PURPOSE AND NONINFRINGEMENT. IN NO EVENT SHALL THE AUTHORS OR COPYRIGHT HOLDERS BE LIABLE FOR ANY CLAIM, DAMAGES OR OTHER LIABILITY,

WHETHER IN AN ACTION OF CONTRACT, TORT OR OTHERWISE, ARISING FROM, OUT OF OR IN CONNECTION WITH THE SOFTWARE OR THE USE OR OTHER DEALINGS IN THE

SOFTWARE.
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SciFinder® Page 2

The following copyright notice applies to Google Closure Templates onIy:Copyright 2009 Google |nc.Licensed under the Apache License, Version 2.0 (the 'License'); you may not use this file except in

compliance with the License. You may obtain a copy of the License athttp://www.apache.org/licenses/LICENSE-2.0Un|ess required by applicable law or agreed to in writing, software distributed under

the License is distributed on an ‘AS IS‘ BASIS, WITHOUT WARRANTIES OR CONDITIONS OF ANY KIND, either express or implied. See the License for the specific language governing permissions

and limitations underthe License.

Copyright (c) 2010, 2012 Adobe Systems Incorporated, All Rights Reserved, (Source Sans Pro)Licensed underthe SIL Open Font License, Version 1.1 (available at: http://scripts.si|.org/OFL)

Copyright 2005-2013 The Dojo Foundation (Dojo Too|kit)Licensed under the Apache License, Version 2.0 (the "License"); you may not use this file except in compliance with the License. You may

obtain a copy of the License at:http://www.apache.org/Iicenses/LICENSE-2.0Un|ess required by applicable law or agreed to in writing, software distributed under the License is distributed on an "AS IS''

BASIS, WITHOUT WARRANTIES OR CONDITIONS OF ANY KIND, either express or implied.See the License for the specific language governing permissions and limitations under the License.

Copyright (c) 2008 Dmitry Baranovskiy (Raphae|)Licensed under the MIT License (available at: http://opensource.org/licenses/MIT)Permission is hereby granted, free of charge, to any person obtaining

a copy of this software and associated documentation files (the "Software"), to deal in the Software without restriction, including without limitation the rights to use, copy, modify, merge, publish,

distribute, sublicense, and/or sell copies of the Software, and to permit persons to whom the Software is furnished to do so, subject to the following conditions:The above copyright notice and this

permission notice shall be included in all copies or substantial portions of the Software.THE SOFTWARE IS PROVIDED "AS IS", WITHOUT WARRANTY OF ANY KIND, EXPRESS OR IMPLIED,

INCLUDING BUT NOT LIMITED TO THE WARRANTIES OF MERCHANTABILITY, FITNESS FOR A PARTICULAR PURPOSE AND NONINFRINGEMENT. IN NO EVENT SHALL THE AUTHORS OR

COPYRIGHT HOLDERS BE LIABLE FOR ANY CLAIM, DAMAGES OR OTHER LIABILITY, WHETHER IN AN ACTION OF CONTRACT, TORT OR OTHERWISE, ARISING FROM, OUT OF OR IN

CONNECTION WITH THE SOFTWARE OR THE USE OR OTHER DEALINGS IN THE SOFTWARE.

CAp|us SM: Copyright © 2013 American Chemical Society. All Rights Reserved. (The U.K. patent material in this product/service is U.K. Crown copyright and is made available with permission.

Copyright © Crown Copyright. The French (FR) patent material in this product/service is made available from Institut National de la Propriete Industrielle (|NP|).)

CAS REGISTRY SM: Copyright © 2013 American Chemical Society. All Rights Reserved. (Some records contain information from GenBank® . See also: Benson D.A., Karsch-Mizarachi |., Lipman

D.J., Ostel J., Rapp B.A., Wheeler D.L. Genbank. Nucl. Acids Res. 28(1):15-18 (2000). Property values tagged with IC are from the ZIC/VINITI datafile provided by |nfoChem.) CAS Registry is a service

mark of the American Chemical Society. GenBank is a registered trademark of the U.S. Library of Medicine.

CASREACT ® : Copyright © 2013 American Chemical Society. All Rights Reserved. CASREACT contains reactions from CAS and from: ZIC/VINITI database (1974-1999) provided by InfoChem; INPI

data prior to 1986; Biotransformations database compiled under the direction of Professor Dr. Klaus Kieslich; organic reactions, portions copyright 1996-2006 John Wiley & Sons, Ltd., John Wiley and

Sons, Inc., Organic Reactions Inc., and Organic Syntheses Inc. Reproduced under license. All Rights Reserved.

CHEMCATS ® : Copyright © 2013 American Chemical Society. All Rights Reserved. Chemical supplier information is supplied on an "as is" basis. Full information regarding substance availability,

price, etc., is provided when you request supplier information.

CHEMLIST ® : Copyright © 2013 American Chemical Society. All Rights Reserved.

MEDLINE ® : is produced bythe U.S. National Library of Medicine. MEDLINE is a registered trademark of the U.S. National Library of Medicine.
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Application/Control No. Applicant(s)/Patent Under
Reexamination

Search NOTES 13475607 GAMACHE ET AL.

Examiner Art Unit

MY—CHAU T TRAN 1629     
CPC- SEARCHED

US CLASSIFICATION SEARCHED

514 449, 450 10/02/2013

SEARCH NOTES

Search Notes

PALM Inventors; WEST — see printout; STN — see printout; SciFinder — see 10/01/2013rintout

Reviewed for ODP the following Patent(s) and/or App|ication(s): 10/01/2013 MCT
13/183,194

INTERFERENCE SEARCH

US Classl US Subclass / CPC Group
CPC S mbol

US. Patent and Trademark Office Part of Paper No. : 20131002

Page 1 24



 
Page 125

Application/Control No. Applicant(s)/Patent Under
Reexamination

Index Of C/aims 13475607 GAMACHE ET AL.

Examiner Art Unit

MY—CHAU T TRAN 1629 Cancelled Non-Elected

Allowed Restricted Interference Objected

El Claims renumbered in the same order as presented by applicant El CPA El T.D. |:I R.1.47

CLAIM
PM 22222“
222222“
222222“
222222“
222222“
222222“
3222222“
222222“
32222222
332221111
2222"“
222222“
222222“
222222“
222222“
222222“
2222222“
2222222“
2222222“
2222222“
2222222“
2222222“
2222222“
2222222“
2222222“
2222222“

US. Patent and Trademark Office Part of Paper No. : 20131002
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Filed Eiectronieaiiy Patent
Docket No.: 3988 US

in THE UNBTED $TATES PATENT AND TRADEMARK QFHCE

in re Appiication of : Gamache, Danie! A. et al,

Seriai No. : 13/475,607

Fiied : May 18, 2012

Confirmation hie. : 4130

Examiner : Tran, My Chau T.

Group Art Unit ; 1629 H

For : High Concentration Qiopatadine Ophthairnic Composition

RESPONSE To ELECTEONIRESTRECTEON Reouieeivierrr DATED APREL ‘i 8, 2913

Mai! Stop Amendment
Commissioner for Patents

PO. Box 1456

Aiexandria, VA 22313-1450

Sir:

This paper is submitted in response to the Eiection/Restriction Requirement

dated Aprii 18, 2013 for which the one-morith date for response is May 18, 2013.

Appiicant beiieves that no extension of time is required for this response.

However, should such request or fee be deficient or absent, consider this paragraph

such a request and authorization to deduct said fees from Aicon Research, Ltd.

Seposit Account No. $10682.

Page 1 of 9
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-‘ -u.-u.-u.-u.-u.-\\\\\\\\\\\.\\.\.\\\\.\\.\.\\\.\.\.\.\.\.\\\\\.\.\.\.\.\.\\.\.\.\.\.\.\.\.\\\\\\

Fiied Eiectronicaiiy Patent
Docket No; 3933 US

REMARKS

A. Status of the Claims

This appiioation was originaiiy fiied with ciairns 1-25. A iisting of the ciaims is

provided beiow.

B. Eiection Requirement under 35 0.5.0. §‘i 21 andior 3?2

An Election Requirement was issued under 35 U.S_C. §121 andlor §372. The

Eieotion Requirement provides no guidance as to which ciairns contain species from

which Appiicants are required to eiect. Appiicants suggest that such an Eiection

Requirement is improper as is further discussed heiow. The Election Requirement

does suggest that eppiioants need to eiect a singie composition for prosecution on

the merits and needs to identify ingredients and concentrations of these ingredients

within the composition. in an attempt to ccmpiy with this Eiection Requirement,

Appiicants elect, with traverse, the composition described in the tahie heiew:

 I1Q

ingredients  

  
Laotarn Poiymer (RVP) ‘ 4.0

Viscosity Agent (HES) 0.1 (if used wl E-iPi\/iC or other viscosity
iegenh

0.3 (if used wio HRMC or other viscosity
iagenh

Viscosity Agent (HRMC) 0.15 (if used wl HEC or other uiscosity 00
agenh

 

 
  

0.35 (if used w/o HEC or other Viscosity

agenh

Cheiating agent (Disodium 0.005

‘ EDTA)

Borate (Boric Acid) 0.3 g 
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cyciodextrin derivative I..““...“‘.g.‘u

 Poiyoi (iviannitoi) 1

Poiyoi (Propyiene Giycoi) 

Tonicity Agent (Sodium
 =35:..\

:3Ix‘
=3::u\
I‘::::
=3e
Stts._s
i\

Chloride) S----------------------------------------------------------------------------------------------------------------------t

3 Preservative (ems) 0.01

pi-i adjusting agents (NaOH or 3 sufficient to achieve pH = 71)
3 HO!)

3 purified water as 100 

Aii of ciaims 1-25 read on the eiected species

C. Traverse

As suggested, the Eiection Requirement provides no guidance as to which

ciaims contain species from which Appiicants are required to eiect. An indication of

which ciairns inciude which species is required for issuance of an eiection restriction

requirement. Section 803 of the MPEP reads as foiiows:

There are two criteria for a proper requirement for restriction between

patentabiy distinct inventions:

o (A) The inventions must be independent... or distinct as ciaimed; and

as (8) There * > wouid < be a serious burden on the examiner if restriction

is > not «:1 required. (emphasis added)

Further, section 806.01 of the MPEP reads as foiiows:

in passing upon questions of doubie patenting and restriction, it is the

is considered and such ctaimed Subiect

matter must be compared in order to determine the question of

distinctness or independence. (emphasis added)
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Further yet, 37 C.F.R. 1.146 reads:

. eneric ciairn to a

generic invention (genus) and ciaims to more than one patentably

distinct species embraced thereby, the examiner may require the

appiicant in the repiy to that action to eiect a species of his or her
invention to which his or her ciairn vviii be restricted if no ciairn to the

genus is found to be aiiowabie... (emphasis added)

 

These sections of the MPEP make ciear that EiectioniRestricticn Requirements are

to be based upon the ciairns of an application and shouid indicate where different

species are within the ciaims. The Eiection Requirement for the present appiication

has faiied to do that. As such, Appiicants request that the requirement be withdrawn.

in an effort to expedite prosecution, Appiicants have provided an election of a

reasonabiy specific composition within this Response. Whiie Appiicants have made

a good faith effort to cornpiy with the request of the Eiection Requirement, Appiicants

make no acquiescence in the Election/Restriction requirement and specificaiiy

maintain the right to amend claims as necessary or desired during further

prosecution of the present appiication.
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Applicants beiieve the eiaims of the present appiieation are in condition for

aliowenee and request that eliowence of the cieim be considered. The Examiner is

invited to contest the undersigned attorney at 81?-615-5288 with any questions,

comments or suggestions reieting to the instant appiioetion.

Respectfuiiy submitted,

 ALCON
if

i§A.{tt:'it‘, LTD. _
 
 

  
 

9 »

Sc.:ot{A. Ctteppie
Registration No. 46,287

May 15. 2.013 __ By:
Date    

Address for Correspondence:
Scott A. Chappie, IF’ Legal
Aicon Research, Ltd.
6201 South Freeway, Maii Code TB-4-8
Fort Worth, Texas 76134-2099
Phone: 817-615-5288

Atty Docket No: 3988 US
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What is Claimed ls:

Claim 1 (original): An ophthalmic composition for treatment of ocular allergic

conjunctivitis, the composition comprising:

at least 0.6"? vv/v % olopatadine; and

water.

Claim 2 (original): A composition as in claim 1 wherein the concentration of

olopatadine is at least 0.7 w/v% and is dissolved in solution.

Claim 3 (original): A composition as in claim 1 further comprising a y-

cyclodextrin derivative, a B—cyclodextrin derivative or both to aid in the

solubility of the oiopatadine.

Claim 4 (original): A composition as in claim 1 further comprising a laciam

polymer to aid in the solubility of the olopatadine.

Claim 5 (original): A composition as in claim 4 wherein the lactam polymer is

polyvinylpyrrolidone.

Claim 8 (original): A composition as in claims 1 further comprising a

polyeiher.

Claim 7 (original): A composition as in claim 6 wherein the polyether is

polyethylene glycol.

Claim 8 (original): A composition as in claim 1 wherein the composition is

disposed in an eyedropper, has a pH of 5.5 to 8.6 and an osrnolaiity of 200 to

450.

Claim 9 (original): An ophthalmic composition for treatment of ocular allergic

conjunctivitis, the composition comprising:

at least 0.6?‘ w/v % olopatadine dissolved in solution;

PEG having a molecular weight £31300 to 506;

poiyvinyipyrroildone; and

Page 6 of 9
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oyctodextrin derivative seiected

v—cyciadextrin or both.

from Bnoyoiodextrin derivative,

Claim 10 (originai): A composition as in claim 9 further comprising a

preservative selected from a polymeric quaternary ammonium compound and

benzatkonium chtoride.

Ctaim 11 (eriginai): A composition as in ciaim 10 wherein the cyoiodextrin

derivative is hydroxypropyi— B—syciodextrin er suitoaikyi ether B—cyoiodextriri.

Ciaim 12 (ariginai): A compositien as in ciairn t1 wherein the B—cyoiodextrin

derivative is hydroxypropyh B—cyciodextrin when the preservative is the

benzaikonium ohioride and the B—cyciodextrin derivative is suifoaikyi ether 6-

cyctodextrin when the preservative is the poiymeric quaternary ammonium

compound.

Ciaim 13 (originai): A composition as in ciaim 10 wherein the preservative is

benzatkonium chieride and the cyoiodextrin derivative is hydroxypropytwm

cyciodextrin.

Ctaim 14 (originai): A composition as in ctaim 9 further comprising berate.

Ciaim 15 (eriginai): A composition as in ciaim 14 further comprising potyoi.

Ciaim 16 (originai): Ari ophthatmic composition for treatment of ocular aiiergic

conjunctivitis, the composition comprising:

at ieast 0.67 wlv 9'1.» but no greater than 1.0 w/v% oiopatadine dissoived

in soiution;

PEG having a meiecuiar weight at 300 to 500 wherein the concentration

of the PEG in sotutien is from about 2.0 wiv % to about 6.0 w/v%;

a taotam poiyrner wherein the iactarri poiymer is poiyvinyipyrrotidorie

and the concentration of the peiyvinytpyrroiidone in soiution is from about 2.0

w/v % to about 6.6 w/v%; and

a S—cyciodextrin derivative or a V-cyciedextrin derivative seiected from

SAE-S-cyciodextrin, t-iF-’—v-syetedextrin and HP-«B-cyciodextriri wherein the
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concentration of the B-cyclodextrin derivative or the wcyciodextrin derivative is

at least 0.5 wIv% but no greater than 2.0 w/v%.

Claim 17 (original): A composition as in ciaims 16 further comprising borate at

a concentration of at least about 0.18 w/V % but less than about 0.5 w/v%.

Claim 18 (original): A composition as in claim 17 further comprising polyoi.

Claim 19 (original): A composition as in claim 18 wherein the polyol include

polyethylene glycol at a concentration of at least 0.4 w/v% but no greater than

2.2 w/v%.

Claim 20 (original): An ophthalmic composition for treatment of ocuiar allergic

conjunctivitis, the composition comprising:

at least 0.07 w/V % but no greater than 1.0 w/v% olopatadine dissolved

in solution;

PEG having a molecular weight of 300 to 500 wherein the concentration

of the PEG in solution is from about 2.0 wlv % to about 6.0 w/v%;

a iactam polymer wherein the iaotarn polymer is polyvinylpyrrolicione

and the concentration of the polyvinyipyrrolidone in solution is from about 2.0

wlv % to about 6.0 wIv°/o; and

hydroxypropyl-y-cyclodextrin in the composition at a concentration of at

least 0.5 w/v% but no greater than 2.0 w/v%.

Claim 21 (original): A composition as in claims 20 further comprising borate at

a concentration of at least about 0.18 wlv % but less than about 0.5 w/v%.

Claim 22 (original): A composition as in claim 21 further comprising polyol.

Claim 23 (original): A composition as in claim 22 wherein the poiyol include

polyethylene glycol at a concentration of at least 0.4 w/’v% but no greater than

2.2 w/’v%.

Claim 24 (original): A method of treating ocular allergy symptoms, the method

comprising:

Page 8 of 3
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tepiceiiy appiying the compoeition of ciaim 20 in an eye of a human,

Claim 25 (originei): A method as in ciaim 24 wherein the step of topicaily

applying the eempositien inciudes dispensing en eyedrep from an eyedropper.
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Office Action Summary Examiner Art unit AIA (First lnventorto File)

MY—CHAU T. TRAN 1629 :,*:‘”S
-- The MAILING DA TE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE _1 MONTH(S) OR THIRTY (30) DAYS,
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed
after SIX (6) MONTHS from the mailing date of this communication.

— If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication.
— Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any
earned patent term adjustment. See 37 CFR 1.704(b).

Status

1)IXI Responsive to communication(s) filed on 23 November 2012.

I:I A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2a)I:l This action is FINAL. 2b)I:| This action is non—final.

3)I:I An election was made by the applicant in response to a restriction requirement set forth during the interview on

; the restriction requirement and election have been incorporated into this action.

4)I:I Since this application is in condition for allowance except for formal matters, prosecution as to the merits is

closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims

5)XI Claim(s)1—:25is/are pending in the application.

5a) Of the above claim(s) is/are withdrawn from consideration.

) (

7)I:l Claim(s)j is/are rejected.

8)I:I Claim(s)_ is/are objected to.

9)IZI Claim(s)1-_25are subject to restriction and/or election requirement.

* If any claims have been determined allowable, you may be eligible to benefit from the Patent Prosecution Highway program at a

participating intellectual property office for the corresponding application. For more information, please see

htt :/,’wwvv.us:>to. ow atents/init events/' if/index.‘$ orsend an inquiry to PPI--lfeedbackf,<%us.j;)togov.   

Application Papers

10)I:I The specification is objected to by the Examiner.

11)|:I The drawing(s) filed on_ is/are: a)I:I accepted or b)I:I objected to by the Examiner.

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121 (d).

Priority under 35 U.S.C. § 119

12)I:l Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).

Certified copies:

a)|:l All b)I:l Some * c)I:l None of the:

1.|:l Certified copies of the priority documents have been received.

2.|:l Certified copies of the priority documents have been received in Application No. j.

3.I:| Copies of the certified copies of the priority documents have been received in this National Stage

application from the International Bureau (PCT Rule 17.2(a)).

* See the attached detailed Office action for a list of the certified copies not received.

Interim copies:

a)I:I All b)I:| Some c)I:I None of the: Interim copies of the priority documents have been received.

Attach ment(s)

1) D Notice of References Cited (PTO-892) 3) D jntervjew summary (pTo-413)
_ _ Paper No(s)/Mail Date.j

2) E Information Disclosure Statement(s) (PTO/SB/08)
Paper No(s)/Mail Date . 4) I:I Other: j‘ 

U.S. Patent and Trademark Office
PTOL—326 (Rev. 03-13) Office Action Summary Part of Paper No./Mail Date 20130329
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Art Unit: 1629

DETAILED ACTION

Application and Claims Status

1. Claims 1-25 are currently pending and are under consideration in this Office Action.

Election/Restrictions

2. This application contains claims directed to the following patentably distinct species of

the claimed invention.

(A) A single specific ophthalmic composition - Applicants are required to elect a single

ophthalmic composition to be examined in their claimed invention to the treatment of a condition

associated with an ocular allergic conjunctivitis. Applicants should identify the active agent(s)

and the excipient(s)/diluent(s)/vehicle(s)/carrier(s) by name and amount for the elected single

ophthalmic composition. For example, the ophthalmic composition includes the chemical

compounds claimed in instant claims 1-23, or the chemical compounds disclosed in the instant

specification on the following pages 5-14.

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for

prosecution on the merits to which the claims shall be restricted if no generic claim is finally

held to be allowable.

Each of the species identified above is directed to patently distinct species, wherein each

of the species is materially and/or functionally different for the others. Further, it is a significant

burden to examine more than a single species of each of the species categories as set forth above

because the art is divergent and not necessarily coextensive. Art related to a given species that is
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materially and/or functionally different from the others would not necessarily disclose or make

obvious each of the species.

Applicant is advised that a reply to this requirement must include an identification of the

species that is elected consonant with this requirement, and a listing of all claims readable

thereon, including any claims subsequently added. An argument that a claim is allowable or that

all claims are generic is considered nonresponsive unless accompanied by an election.

Upon the allowance of a generic claim, applicant will be entitled to consideration of

claims to additional species which are written in dependent form or otherwise include all the

limitations of an allowed generic claim as provided by 37 CFR § 1.141. If claims are added after

the election, Applicant must indicate which are readable upon the elected species. See MPEP §

809.02(a).

Should applicant traverse on the ground that the species are not patentably distinct,

applicant should submit evidence or identify such evidence now of record showing the species to

be obvious variants or clearly admit on the record that this is the case. In either instance, if the

examiner finds one of the inventions unpatentable over the prior art, the evidence or admission

may be used in a rejection under 35 U.S.C. 103(a) of the other invention.

3. Because the above restriction/election requirement is complex, a telephone call to

Applicant to request an oral election was not made. See MPEP § 812.01.

4. Applicant is reminded that upon the cancellation of claims to a non—elected invention, the

inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the
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currently named inventors is no longer an inventor of at least one claim remaining in the

application. Any amendment of inventorship must be accompanied by a request under 37 CFR

l.48(b) and by the fee required under 37 CFR l.l7(i).

Conclusion

If Applicants should amend the claims, a complete and responsive reply will clearly

identify where support can be found in the disclosure for each amendment. Applicants should

point to the page and line numbers of the application corresponding to each amendment, and

provide any statements that might help to identify support for the claimed invention (e.g., if the

amendment is not supported in ipsis verbis, clarification on the record may be helpful). Should

Applicants present new claims, Applicants should clearly identify where support can be found in

the disclosure.

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MY—CHAU T. TRAN whose telephone number is 571-272-0810.

The examiner can normally be reached on Monday - Friday: 8:00 - 4:30.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Jeffrey S. Lundgren can be reached on 571-272-5541. The fax phone number for the

organization where this application or proceeding is assigned is 571-273-8300.
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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 htt :// air--directus to. ov. Should you have questions on access to the Private

PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll—free). If you

would like assistance from a USPTO Customer Service Representative or access to the

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

/MY-CHAU T. TRAN/

Primary Examiner, Art Unit 1629 April 15’ 2013
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4 Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.18 if possible. 5 Applicant is to place a check mark here it‘
English language translation is attached.
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Application Number 13475607

Filing Date 2012-05-18

INFORMATION DISCLOSURE First Named Inventor Daniel A. Gamache

STATEMENT BY APPLICANT
_ _ Art Unit | 1629

( Not for submission under 37 CFR 1.99)
Examiner Name

Attorney Docket Number | 3988 US

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate se|ection(s):

That each item of information contained in the information disclosure statement was first cited in any communication

|:I from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the

information disclosure statement. See 37 CFR 1.97(e)(1).

OR

That no item of information contained in the information disclosure statement was cited in a communication from a

foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification

after making reasonable inquiry, no item of information contained in the information disclosure statement was known to

II any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).

|:| See attached certification statement.

|:| The fee set forth in 37 CFR 1.17 (p) has been submitted herewith.

A certification statement is not submitted herewith.
SIGNATURE

A signature of the applicant or representative is required in accordance with CFR 1.33, 10.18. Please see CFR 1.4(d) for the

form of the signature.

Signature /Scott A. Chapple, Reg. #462871’ Date (YYYY-MM-DD) 2012-08-24

NamelPrint Scott A. Chapple Registration Number 46,287 

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the

public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR

1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed

application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you

require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.

Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND

FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the

attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised

that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited

is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to

process and/or examine your submission related to a patent application or patent. If you do not furnish the requested

information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may

result in termination of proceedings or abandonment of the application or expiration of the patent.

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

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act

(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the

Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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

court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement

negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a

request involving an individual, to whom the record pertains, when the individual has requested assistance from the

Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for

the information in order to perform a contract. Recipients of information shall be required to comply with the

requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records

may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant

to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of

National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or

his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to

recommend improvements in records management practices and programs, under authority of 44 U.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.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of

the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a record

may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in

an application which became abandoned or in which the proceedings were terminated and which application is

referenced by either a published application, an application open to public 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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Electronic Acknowledgement Receipt

International Application Number: 

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

First Named Inventor/Applicant Name:

Application Type: Utility under 35 USC111(a)

Payment information:

FHeLBfing:

Document Document Description File Size(Bytes)/ Multi Pages
Number Message Digest Part /.zip (if appl.)

Information Disclosure Statement (IDS)
Form (SB08) 3988_US_|DS-sb8a_0824I 2.pd 5e748I cba9300b0390abe5dI 8c53f0dI 35d

275f6

Information:
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Foreign Reference EP_00862414_B1.pdf c65a66583ec7Cfd863e3e11bebdCf5992bf7
c80a

Information:

249613

Foreign Reference EP_00998304_B1.pdf 7699967467632f4d1f20240f346bc9b04ea7
22e4

Information:

386343

Foreign Reference GB_2169508_A.pdf 21ff02847e5a60395d19b013b119bec1faad
4443

Information:

2094287

Foreign Reference JP_2001-158750.pdf 2337df41a011e072354c1f1d52999c7f25de
d4b5

Information:

551841

Foreign Reference WO_1988_008709_A1.pdf 724b5421ee11bd89399e8f43bfd160eeede
b8cec

Information:

1322593

Foreign Reference WO_1990_004971_A1.pdf 26da2d0a2b7b5f6baa0e4c9e5c6f857cd70
56a9a

Information:

1286576

Foreign Reference WO_1991_009523_A1.pdf 402fbf746ce4112319a71d1f1c1928c4beaa
2260

Information:

658700

Foreign Reference WO_1996_039147_A2.pdf b08b2ee27e632e286ffbd2e1561638a4554‘
2468

Information:

504250

Foreign Reference WO_2001_054687_A1.pdf 72a89001c3962b7acda3f06dd071944aaa3
c04c1

Information:
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877245

Foreign Reference WO_2003_013481_A1.pdf 8224ff750c1435b42e90326185a38d436a4

Information:

283135

Foreign Reference WO_2006_011044_A1.pdf f5a57bc4b713162e71a6e88afc802110778 -
e656

Information:

1157262

Foreign Reference WO_2008_015695_A2.pdf 2bc8c05098bb70e7a10c2355fd7d34773a6
f21 db

Information:

1497934

Foreign Reference WO_2009_003199_A1.pdf 97d9dadedb8a09720bf68e12d09dc01084
5cd012

Information:

1442471

Foreign Reference WO_2010_107689_A1.pdf 447d9e34e9fa5dcaaebe95a3d9b79fae1fcb
871f

Information:

882542

Foreign Reference CA_239176.pdf 37807990ef2220f09db245a2ae044fe8ccbe
d075

Information:

233324

Foreign Reference EP_1004309_A1.pdf 66a27b37c9ccf9dba3a37ace2e997146945
6ee44

Information:

Foreign Reference EP_01231920_B1.pdf 3fafba1e067d52c52a81bbd8e0c3439bff37
12:1

Information:

1353235

Foreign Reference EP_1994931_A1.pdf 1486d56eb9c8ba809f5885c29566002e545
19b84

Information:
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_ 1530852
ChIgbu_2009_CLAE_260-272.Non Patent Literature

pdf fc488fa60b24c43f90998c0eae9576f7424c0
8::

Information:

9015832

Non Patent Literature Chigbu_2009_CLAE_3-15.pdf fb00edc5454da76b3fc00afb8092c34c9c4f
df45

Information:

_ _ 815611
CIprandI_1995_JAC|_612-621.Non Patent Literature

pdf 14b2b67da888915e82722428a20af919ff15
2467

Information:

1254673
DuBuske_1996_JAC|_S307-

S318.pdf
Non Patent Literature

d97db8297000ddd8228c685287ce94d1:5
553:1 b

Information:

844404
Fu kuda_2009_JAC|_827-833.Non Patent Literature

pdf e2ee8b13f9a3879278ab8d8ac03a40ffedd5
9034

Information:

PCT— 221913

Non Patent Literature US2012-038663_SearchReport.
c3a90b45130326095a45e30610f576e522d361 d0

Information:

PCT— 290683

Non Patent Literature US2012-038663_WrittenOpinio

r1.r>(if a7b1ec42c23e02b8c644fa799c20246a402.d8b7

Information:

356603

Non Patent Literature |zushi_2002_EJP_79-82.pdf f13224b4380e12268725a656f90d6103935
523a:

Information:

. 759945
LeonardI_2003_CT_2539-2552.Non Patent Literature

pdf f2bf624a5331bc880ae593e0b4d90ac12d8‘
1ac6

Information:
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898816
Ozaki_2003_GACEO_394-402.

pdf
Non Patent Literature

8fe6f149f7c469d08b64ef014fd711711aea3
(e0

Information:

. 332944
Ueta_LettertoEdItor_2007_JAC|

_476-478.pdf
Non Patent Literature

4512981bc86b31d395384a4e9953e7831e 4'
96310

Information:

635120

Non Patent Literature Vogelson_2004_AAP_69-75.pd 082c55b4296484105b458e0acc4b0d76fcc
7be4e

Information:

663910

Non Patent Literature Yanni_1996_JOPT.pdf f88dce36098510add5a1011a4f561d99eb5
63408

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe 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

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

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

lfa 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/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number

and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Addless. COMMISSIONER FOR PATENTSPO Box 1450 

Alexandria, Vi.1gLnia 22313-1450WWVl.'.IlSpt0 .goV

APPLICATION FILING or GRP ART
NUMBER 371(c) DATE UNIT F FEE REC'D ATTY.DOCKET.NO TOT CLA11\/IS IND CLAIMS

25 413/475,607 05/18/2012 1629 1930 3988 US

CONFIRMATION NO. 4130

26356 UPDATED FILING RECEIPT
ALCON

.p LEGAL, mg llllllllllllllllllllllIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIlllllllllllllllllllllll
6201 SOUTH FREEWAY

FORT WORTH, TX 76134

Date Mailed: 07/05/2012

Receipt is acknowledged of this non-provisional patent application. The application will be taken up for examination

in due course. Applicant will be notified as to the results of the examination. Any correspondence concerning the

application must include the following identification information: the U.S. APPLICATION NUMBER, FILING DATE,

NAME OF APPLICANT, and TITLE OF INVENTION. Fees transmitted by check or draft are subject to collection.

Please verify the accuracy of the data presented on this receipt. If an error is noted on this Filing Receipt, please

submit a written request for a Filing Receipt Correction. Please provide a copy of this Filing Receipt with the

changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please submit

any corrections to this Filing Receipt with your reply to the Notice. When the USPTO processes the reply

to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections

Applicant(s)

Daniel A. Gamache, Arlington, TX;
Laman Alani, Fort Worth, TX;

Malay Ghosh, Fort Worth, TX;
Francisco Javier Galan, Barcelona, SPAIN;

Nuria Carreras Perdiguer, Barcelona, SPAIN;

Onkar N. Singh, Arlington, TX;

Power of Attorney: The patent practitioners associated with Customer Number 6356

Domestic Priority data as claimed by applicant

This appln claims benefit of 61/487,789 05/19/2011
and claims benefit of 61/548,957 10/19/2011

Foreign Applications (You may be eligible to benefit from the Patent Prosecution Highway program at the

USPTO. Please see http://www.uspto.gov for more information.)

If Required, Foreign Filing License Granted: 06/01/2012

The country code and number of your priority application, to be used for filing abroad under the Paris Convention,

is US 13/475,607

Projected Publication Date: 11/22/2012

Non-Publication Request: No

Early Publication Request: No
page 1 of 3
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Title

HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

Preliminary Class

514

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES

Since the rights granted by a U.S. patent extend only throughout the territory of the United States and have no

effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent

in a specific country or in regional patent offices. Applicants may wish to consider the filing of an international

application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same

effect as a regular national patent application in each PCT-member country. The PCT process simplifies the filing

of patent applications on the same invention in member countries, but does not result in a grant of "an international

patent" and does not eliminate the need of applicants to file additional documents and fees in countries where patent

protection is desired.

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an

application for patent in that country in accordance with its particular laws. Since the laws of many countries differ

in various respects from the patent law of the United States, applicants are advised to seek guidance from specific

foreign countries to ensure that patent rights are not lost prematurely.

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO must

issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent application

serves as a request for a foreign filing license. The application's filing receipt contains further information and

guidance as to the status of applicant's license for foreign filing.

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents" (specifically, the

section entitled "Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign

patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, or it

can be viewed on the USPTO website at http://www.uspto.gov/web/offices/pac/doc/general/index.html.

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may wish

to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Department of Commerce initiative,

this website includes seIf—heIp "tooIkits" giving innovators guidance on how to protect intellectual property in specific

countries such as China, Korea and Mexico. For questions regarding patent enforcement issues, applicants may

call the U.S. Government hotline at 1-866-999-HALT (1—866-999-4158).

LICENSE FOR FOREIGN FILING UNDER

Title 35, United States Code, Section 184

Title 37, Code of Federal Regulations, 5.11 & 5.15

GRANTED

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING

LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where

the conditions for issuance of a license have been met, regardless of whether or not a license may be required as

page 2 of 3
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set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier

license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The

date indicated is the effective date of the license, unless an earlier license of similar scope has been granted under
37 CFR 5.13 or 5.14.

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof unless

it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 1.53(d). This
license is not retroactive.

The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject matter

as imposed by any Government contract or the provisions of existing laws relating to espionage and the national

security or the export of technical data. Licensees should apprise themselves of current regulations especially with

respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, Department of

State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Bureau of Industry and

Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign AssetsControI, Department of

Treasury (31 CFR Parts 500+) and the Department of Energy.

NOT GRANTED

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING

LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 5.12,

if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months has lapsed

from the filing date of this application and the licensee has not received any indication of a secrecy order under 35

U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b).

SeIectUSA

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location

for business investment, innovation and commercialization of new technologies. The USA offers tremendous

resources and advantages for those who invest and manufacture goods here. Through SeIectUSA, our nation

works to encourage, facilitate, and accelerate business investment. To learn more about why the USA is the best

country in the world to develop technology, manufacture products, and grow your business, visit SeIectUSA.gov.
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PATENT APPLICATION FEE DETERMINATION RECORD
Substitute for Form PTO-875

APPLICATION AS FILED - PART I
(Column 1) (Column 2)

Eéslaian
:s2:::=:;5a,I N/A N/A

I5,¥é‘I”FITI2Ilf3IT>,irEE))
25

If the specification and drawings exceed 100
sheets of paper, the application size fee due is
$310 ($155 for small entity) for each additional50 sheets or fraction thereof. See 35 U.S.C.

41(a)(1)(G) and 37 CFR1.16( ).

APPLICATION SIZE
FEE
(37 CFR ‘I.‘I6(s))

MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR1.16(j))

* Ifthe difference in column 1 is less than zero, enter "0" in column 2.

APPLICATION AS AMENDED - PART II

CLAIMS
REMAINING

AFTER
AMENDMENT

HIGHEST
NUMBER

PREVIOUSLY
PAID FOR

Total
(37 CFR1.16(i))

Independent(37 CFR1.16(h))

Application Size Fee (37 CFR 1.16(s))
AMENDMENTA

FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

CLAIMS
REMAINING

AFTER
AMENDMENT

HIGHEST
NUMBER

PREVIOUSLY
PAID FOR

Total
(37 CFR1.16(i))
Independent

(37 CFR1.16(h))

Application Size Fee (37 CFR 1.16(s))
AMENDMENTB

FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR1.16(j))

SMALL ENTITY

2

2

ADDITIONAL
FEE($)

AD D'L FEE

* Ifthe entry in coIumn1 is less than the entry in column 2, write "0" in column 3.
** Ifthe "Highest Number Previously Paid For” IN THIS SPACE is less than 20, enter "20”.

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

Application or Docket Number

13/475,607

OR

OR

OTHER THAN
SMALL ENTITY

N/A 620

250 = 250X

OTHER THAN
SMALL ENTITY

ADDITIONAL
FEE($)

TOTAL
ADD'L FEE

ADDITIONAL
FEE($)

TOTAL
ADD'L FEE
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EN THE UNETEB STATES PATENT ANB 'E‘RAE}EE§vCi[ARi~€. i3E<“§<‘.E€3}él

In re: Dsmiei A. Gamaehe et a1.

, . . — a. CERTiFiCATE OF FILING VIA §£FS-‘W'
US. Ser1aiN0.: 1;>f475,607

1 her-aiay cestify that this; eeanespaznrien-ze is being
:;zaE3snitt‘-ad in the Mai} SE-J33 ;‘v€i:~:s-Lng Pam;

COflhmn3'fiQn NO‘: ilemmisxizzzaer {tar Patents, EC). Box 1450,
/\.1exe2-aairiz 'A. 22313—1«‘§5() via EI"S~Web an

‘\‘ : tilt‘:
bled: M33118, 2012 : 1'3 1”

B3,’: /Ba.rbar21l\~’icK.~:r::<ie."
Barb-are McI~{en3cEeExaminer:
 

Group ;’»‘u't Unit: 1 16329

For: HI{}E9i C0N{IELNTRA'i"'3i{)N' ()E'_,{)PA'E‘AD§NE§§ ()P’H'I‘}{E‘ALf‘v’HC (I{)1\!iP{)S1'I'i{)N‘

_RE SE."GI.“€SE=I Ti} N’(}'i‘.E{fE Til} E'EfL§<l EVHSSIENG PARTS

0%‘ N{}ZNPROVES§fi{}NA1} ALE3’}?’LECATiE0fN  

Niail Snap Missing Parts
Commissioner for Patents

P. O. Box 1450

Alexandria, VA 223 1 3~1 4516)

Dear Sir:

This paper is submitted in response to the Netiee To Fiie Missing Farts ef

Nenpr0visi0r:LaE Appiieation — Fiiing Date Granted maiied June 4, 2012. Appiicamts submit

herewith a fuily executed Eeeleration And Pmver 01° Attorney. Applicants respeetfuiiy

submit that no aciditional parts are required to be fried in the aboVe~refereneed. appiication,

and, therefore, the application s11es.11d be processed aeeerdir1g1y.

The Commissioner is hereby autherized to charge payment of the foflowing fee and

any aeaiciitiexral fees which may be required asseeiated with this eemmunication ‘fie Begmsit

Aeemmt Ne. filfléfiii of Aleen Research, Ltd.
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DECLARATEON AND PG'WER OF ATTGRNEY

As a below named inventer, we hereby deeiare that:

Our residenee, pest office address and citizenship are as stated beiew next to our
names.

We believe we are the original, tits: and jaint inventets of the subject matter which is

claimed and for which a eatent is sought an the inventien entitled:

Hitjaii €{)iN(IENTRA7i‘EiON QLQPATABENE GPHTHALMIC COMPQSETEQN

described and eiaimed iteirewitit and further identified as Attomey Becket N0. 3988 US the

speeitieatien of witich (cheek ene)

( X) is attached herete.

( ) was flied by an authorized person an my beitaist‘ en _ , as Appiieatien

Seriai Ne. V and was amendeci en (if aptzaiieabie)

We hereby' state that we have reviewed and understantfi the eantents ef the above

identified specification, including the eiaims as atnencieci by any amendtnent referred te

abeve.

We aeimewiedge the duty to disclose infermatien which is known to me to be

material to patentahiiity as defined in Section 1.56..

We hereby eiaim foreign. prierity benefits under Tittle 35, United Statea Cede, Section
ii9(a)~(d) 03: Section. 36563) (‘if any ‘fereign ap;iiicati01i(s) for patent or iiiveiitefs certificate,

or Section 3{i5{a) et“ any FCT international appiieatien which designated at ieast one eeuntry

other than the United States, iisted beiew and have aiee identified heiew any fareign

application for patent or itn/ent0r’s, certificate having a fiiing date befere that of the

appiieation en wiiicit ptierity is claimed:

Prim‘ Eaeeign Appiieatien(a): _ Priarity Claimed
Appiieatien Number Caantry Fiied Yes Na ‘

5 tiiviantniifiay/Year}
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‘We hereby claim the benefit under 35 USC §l. l.9(e) of any United Stetesiprevisietial

app[lieatien(s) listed below.

 
Fries“ Pmvisitmel Applieetiems}: = Prlerity Claimed

Aginlleatien Number Filetl Yes Ne
{MenthiBe§'f§’eer} 5

§............~._._......... ..~.‘Ww. mm ..\“m“..............:........

eszieeelt

‘ eli548.,9S”! te/teizeti   
We hereby claim the benefit under 'l‘itl.e 35, United States Code, Seetien i120 of any

lhtitetl States applieetients), er Section 3655133) of any PC'l"’ international application designating

the United States, listed l)6l0‘W and, insofar as the subject matter of each ef the claims of this

application is net tliselosed in the prior United States or PCT international applicatien in the

manner pmviclecl lay the l’irst paragraph of Title 35, United States Code, Seetien ll2. We

acknowledge the duty te disclose material infetniation as defined in Title 37, Code ef Federal.

Regnlattiens, Section L56 which eeeurted between the filing date efthe prior applieetinn and the

national or PCT intemetienel filing date ofthis application:

 

  
Patent, =

P . {L Q A . 3. 3 § Pentlinge
1191‘ S gtgiliee tents) { Abafidflugd

Aeylieatien Number‘ Filed l
(Mentemayiyear)

‘ ..............................

‘We hereby declare that all statements; made herein ef my own knowledge are true and

that all statements made en information and belief are believed to be true; and fixrthet that these

statements were matte with the knowledge that willfiil false statements and the like so made are

pnnishalile by tlne or IlII1}ClETlSOIli’l1€.‘3Illg or hetlt, under Section l€)l).l 0t”’l‘itle l8 ef the United States

Code and that such willlfitl false statements may jeepartlize the validity of the applieatinn or any

patent issued thereen.

We ltereby appeint those patent; praetitinners associated with Customer No. 26355 as
 

my attomeysg with fitll power of snbstittttien. and revocation, tn prosecute this applieatien and

to trenseet all business in the United States Patent and ’l‘m.<iemark Office eonneetetl therewith.
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Date:
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Date:

Citizenship :

Full name of inventor:

Address:
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Date:

Citizenship:
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Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

First Named Inventor/Applicant Name: Daniel A. Gamache

Attorney Docket Number: 3988 US

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)

Basic Filing:

Miscellaneous-Filing:
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—

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

I

Payment information:

Submitted with Payment yes

Pavmemvpe
PavmentwasWssfu"vre<e*vedinRAM
RAM confirmation Number 384

Deposit Account 010682

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

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

Charge any Additional Fees required under 37 C.F.R. Section 1.17 (Patent application and reexamination processing fees)
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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)
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe 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

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this

Acknowledgement Receipt will establish the filing date of the application.

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

lfa 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/E0/903 indicating acceptance of the application as a

national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

lfa new international application is being filed and the international application includes the necessary components for
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and ofthe International Filing Date (Form PCT/R0/105) will be issued in due course, subject to prescriptions concerning

national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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APPLICATION FILING or GRP ART
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in due course. Applicant will be notified as to the results of the examination. Any correspondence concerning the

application must include the following identification information: the U.S. APPLICATION NUMBER, FILING DATE,

NAME OF APPLICANT, and TITLE OF INVENTION. Fees transmitted by check or draft are subject to collection.

Please verify the accuracy of the data presented on this receipt. If an error is noted on this Filing Receipt, please

submit a written request for a Filing Receipt Correction. Please provide a copy of this Filing Receipt with the

changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please submit

any corrections to this Filing Receipt with your reply to the Notice. When the USPTO processes the reply

to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections

Applicant(s)

Daniel A. Gamache, Arlington, TX;
Laman Alani, Fort Worth, TX;

Malay Ghosh, Fort Worth, TX;
Francisco Javier Galan, Barcelona, SPAIN;

Nuria Carreras Perdiguer, Barcelona, SPAIN;

Onkar N. Singh, Arlington, TX;
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Domestic Priority data as claimed by applicant

This appln claims benefit of 61/487,789 05/19/2011
and claims benefit of 61/548,957 10/19/2011

Foreign Applications (You may be eligible to benefit from the Patent Prosecution Highway program at the

USPTO. Please see http://www.uspto.gov for more information.)

If Required, Foreign Filing License Granted: 06/01/2012

The country code and number of your priority application, to be used for filing abroad under the Paris Convention,

is US 13/475,607
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Non-Publication Request: No

Early Publication Request: No
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Title

HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

Preliminary Class

514

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES

Since the rights granted by a U.S. patent extend only throughout the territory of the United States and have no

effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent

in a specific country or in regional patent offices. Applicants may wish to consider the filing of an international

application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same

effect as a regular national patent application in each PCT-member country. The PCT process simplifies the filing

of patent applications on the same invention in member countries, but does not result in a grant of "an international

patent" and does not eliminate the need of applicants to file additional documents and fees in countries where patent

protection is desired.

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an

application for patent in that country in accordance with its particular laws. Since the laws of many countries differ

in various respects from the patent law of the United States, applicants are advised to seek guidance from specific

foreign countries to ensure that patent rights are not lost prematurely.

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO must

issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent application

serves as a request for a foreign filing license. The application's filing receipt contains further information and

guidance as to the status of applicant's license for foreign filing.

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents" (specifically, the

section entitled "Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign

patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, or it

can be viewed on the USPTO website at http://www.uspto.gov/web/offices/pac/doc/general/index.html.

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may wish

to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Department of Commerce initiative,

this website includes seIf—heIp "tooIkits" giving innovators guidance on how to protect intellectual property in specific

countries such as China, Korea and Mexico. For questions regarding patent enforcement issues, applicants may

call the U.S. Government hotline at 1-866-999-HALT (1—866-999-4158).

LICENSE FOR FOREIGN FILING UNDER

Title 35, United States Code, Section 184

Title 37, Code of Federal Regulations, 5.11 & 5.15

GRANTED

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING

LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where

the conditions for issuance of a license have been met, regardless of whether or not a license may be required as
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set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier

license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The

date indicated is the effective date of the license, unless an earlier license of similar scope has been granted under
37 CFR 5.13 or 5.14.

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof unless

it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 1.53(d). This
license is not retroactive.

The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject matter

as imposed by any Government contract or the provisions of existing laws relating to espionage and the national

security or the export of technical data. Licensees should apprise themselves of current regulations especially with

respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, Department of

State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Bureau of Industry and

Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign AssetsControI, Department of

Treasury (31 CFR Parts 500+) and the Department of Energy.

NOT GRANTED

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING

LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 5.12,

if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months has lapsed

from the filing date of this application and the licensee has not received any indication of a secrecy order under 35

U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b).

SeIectUSA

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location

for business investment, innovation and commercialization of new technologies. The USA offers tremendous

resources and advantages for those who invest and manufacture goods here. Through SeIectUSA, our nation

works to encourage, facilitate, and accelerate business investment. To learn more about why the USA is the best

country in the world to develop technology, manufacture products, and grow your business, visit SeIectUSA.gov.

page 3 of 3

Page 190



 
Page 191

UNITED STATES PATENT AND TRADEMARK OFFICE UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Addiess. COMMISSIONER FOR PATENTS,. Box 1450
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APPLICATION NUMBER F ING OR 371 (C) DATE FIRST NAMED APPLICANT ATTY. DOCKET NO./TITLE

 
13/475,607 05/18/2012 Daniel A. Gamache 3988 US

CONFIRMATION NO. 4130

26356 FORMALITIES LETTER

ALCON

up LEGAL, TB4-8 HIIIIIIIIIIHIHIIIIIIIHLIIIIIIIIIIIIIIHIIIIIIJIIIIIIIIIIIIIIIIIHIIIIHHIIHIIIIHIII00000005 60 50
6201 SOUTH FREEWAY

FORT WORTH, TX 76134

Date Mailed: 06/04/2012

NOTICE TO FILE MISSING PARTS OF NONPROVISIONAL APPLICATION

FILED UNDER 37 CFR1.53(b)

Filing Date Granted

Items Required To Avoid Abandonment:

An application number and filing date have been accorded to this application. The item(s) indicated below,

however, are missing. Applicant is given TWO MONTHS from the date of this Notice within which to file all

required items below to avoid abandonment. Extensions of time may be obtained by filing a petition accompanied

by the extension fee under the provisions of 37 CFR 1.136(a).

- The oath or declaration is unsigned.

The applicant needs to satisfy supplemental fees problems indicated below.

The required item(s) identified below must be timely submitted to avoid abandonment:

- A surcharge (for late submission of filing fee, search fee, examination fee or oath or declaration) as set forth in

37 CFR 1.16(f) of $130 for a non-small entity, must be submitted.

SUMMARY OF FEES DUE:

Total fee(s) required within TWO MONTHS from the date of this Notice is $130 for a non-small entity

- $130 Surcharge.
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Replies should be mailed to:

Mail Stop Missing Parts
Commissioner for Patents

P.O. Box 1450

Alexandria VA 22313-1450

Registered users of EFS-Web may alternatively submit their reply to this notice via EFS-Web.

https://sportal.uspto.gov/authenticate/AuthenticateUserLocalEPF.html

For more information about EFS-Web please call the USPTO Electronic Business Center at 1-866-217-9197 or

visit our website at http://www.uspto.gov/ebc.

If you are not using EFS-Web to submit your reply, you must include a copy of this notice.

/kung/

Office of Data Management, Application Assistance Unit (571) 272-4000, or (571) 272-4200, or 1-888-786-0101
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Atty. Docket No.: 3988 US

HIGH CONCENTRATION OLOPATADINE

OPHTHALMIC COMPOSITION

Cross—Reference to Related Application

The present application claims priority based on U.S. Provisional Patent

Application Serial No. 61/487,789 filed May 19, 2011 and US. Provisional Patent.

Application Serial No. 61/548,957 filed October 19, 2011.

Technical Field of the Invention

The present invention relates to an ophthalmic composition containing a

relatively high concentration of olopatadine. More particularly, the present

invention relates to an ophthalmic aqueous solution containing a relatively high

concentration of solubilized olopatadine wherein the solution is capable of

providing enhanced relief from symptoms of ocular allergic disorders (eg,

conjunctivitis) in the early phase, the late phase or preferably both phases.

Background of the Invention

Individuals suffering from allergic conjunctivitis experience symptoms such

as ocular irritation, itchiness, redness and the like. It has been found that these

symptoms are significantly reduced using topical ophthalmic solutions containing

olopatadine. Such solutions are sold under the tradenames PATANOLCRD and

PATADAY®, which are both commercially available from Alcon Laboratories,

Inc., Fort Worth, TX.

These marketed solutions were generally believed to be the most efficacious

products known for addressing symptoms of allergic conjunctivitis. Surprisingly,

and as discussed further below, it has been discovered that relatively high

concentration solutions of olopatadine provide significantly improved reduction of

late phase ocular allergic conjunctivitis symptoms in addition to relief from early

phase symptoms. Even more surprising, it has been discovered that such high

concentrations of olopatadine also provide significantly improved reduction of

redness in the early phase. Further, it has been discovered that enhanced relief

from these early and late phase symptoms can be achieved through once a day

-1-
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dosing of relatively high concentration olopatadine solution as opposed to greater

dosing frequencies.

The discovery of improved reduction of early and late phase symptoms is

quite significant and desirable for individuals suffering from allergic conjunctivitis.

Generally, these discoveries can provide patients greater relief from itching and

provide better aesthetic appearance to the eye. Further, avoiding more frequent

dosing is more convenient for patients and helps assure better compliance. Further

yet, improved early prevention and/or reduction of redness is particularly desirable

since patients generally have a desire to keep as much redness out of their eyes as

possible.

The discovery that relatively high concentration solutions of olopatadine can

relieve late phase ocular allergic conjunctivitis symptoms provides hope to

sufferers of ocular allergic conjunctivitis that a single dose of olopatadine per day

could provide a substantial degree of full day relief from their symptoms.

However, the development of a multi-dose ophthalmic solution that includes high

concentrations of olopatadine necessary to achieve desired levels of efficacy is

extremely difficult and complex.

Solubilizing high concentrations of olopatadine in a stable manner has

proven difficult by itself. Olopatadine, by itself, is only soluble in water (pH about

7.0) at room temperature up to a concentration of about 0.18 w/v%. However, it is

desirable to achieve solubilization of much higher concentrations of olopatadine in

an effort to treat late phase allergic conjunctivitis.

Solubilizing such higher concentrations of olopatadine has proven difficult.

As one example, excipients such as polyethylene glycol (PEG) 400 and

polyvinylpyrrolidone (PVP), when used at reasonably desirable concentrations,

have proven incapable, alone or in combination, of solubizing sufficient

concentrations of olopatadine in compositions having approximately neutral pH.

Thus, innovation is required to solubilize a sufficient concentration of olopatadine.

In the process of such innovation, is has been discovered that higher

molecular weight PEGS such as PEG 6000 can significantly enhance solubility of

olopatadine. However, such PEGS cause risk of discomfort when administered to

humans. It has also been discovered that cyelodextrins, such as hydroxypropyl-y-

-2-
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cyclodextrin, hydroxypropy1-B—cyclodextrin and sulfoalkyl ether~B-cyclodextrin,

have the ability to solubilize significantly higher concentrations of olopatadine.

However, use of undesirably high concentrations of cyclodextrins has been found

to reduce olopatadine efficacy and/or preservation efficacy of solutions. As such,

still further innovation was needed to create a desirable olopatadine formulation

that not only solubilized sufficient amounts of olopatadine, but also allowed the

formulation to achieve other desirable pharmaceutical characteristics.

Thus, the present invention is directed at an ophthalmic composition that can

provide high concentrations of olopatadine topically to the eye. Further, the present

invention is directed to such a composition wherein the olopatadine is solubilized in

solution in a stable manner, the composition exhibits consistent efficacy against late

phase symptoms of allergic conjunctivitis, the composition exhibits sufficient

antimicrobial activity to provide desired levels of preservation efficacy or any

combination thereof.

Summary of the Invention

The present invention is directed to an ophthalmic composition for treatment

of allergic conjunctivitis. The composition will include a relatively high

concentration ofolopatadine, preferably at least 0.67 w/v % olopatadine, preferably

dissolved in solution. The composition will typically include a cyclodextrin, and

more particularly, a y—cyclodextrin derivative and/or a [’>—cyclodextrin derivative to

aid in solubilizing the olopatadine. The cyclodextrin derivative is preferably

hydroxypropyl—y-cyclodextrin (l~lP—y-CD), hydroxypropyl— B—cyclodextrin (HP- B-

CD), sulfoalkyl ether B-cyclodextrin (SAE~ B—CD)(e.g., sulfobutyl ether [3-

cyclodextrin (SBE-B-CD)), or a combination thereof. The composition will

typically include a lactam polymer (e.,g., polyvinylpyrrolidone (PVP)) to aid in the

solubilization of the olopatadine. The composition will also typically include a

polyether (e.g._, polyethylene glycol (Pl:£G)) for enhancing solubility and/or aiding

in achieving the desired tonicity. It is generally desirable for the composition to be

disposed in an eyedropper, have a pH of 5.5 to 8.0, to have an osmolality of 200 to

450, to have a viscosity of 10 to 200 cps or any combination thereof. The

composition will also typically include a preservative to allow the composition to

achieve United States and/or European Pharmacopeia preservation standards.

Preferred preservatives include a polymeric quaternary ammonium compound, such
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as polyquaternium-l, and benzalkonium chloride. The composition also typically

includes borate and/or polyol to aid in achieving desired preservation.

The present invention also contemplates a method of treating ocular allergy

symptoms. The method will include topically applying a composition having a

defined combination of the characteristics described above to an eye of a human.

This step of topically applying the composition preferably includes dispensing an

eyedrop from an eyedropper.

Brief Description of the Drawings

FIG. 1 is a graph of mean conjunctiva! redness determined by a conjunctiva]

allergen challenge (CAC) at 27 minutes.

FIG. 2 is a graph of mean conjunctival redness determined by a conjunctival

allergen challenge (CAC) atl6 hours.

FIG. 3 is a graph of mean total redness determined by a eonjunctival

allergen challenge (CAC) at 24 hours.

FIG. 4 is a graph of mean ocular itching determined by a conjunctival

allergen challenge (CAC) at 24 hours.

FIG. 5 is a graph of mean eonjunctival redness determine by a conjunctival

allergen challenge (CAC) at 24 hours.

Detailed Description of the Invention

The present invention is predicated upon the provision of an ophthalmic

composition for treatment of allergic conjunctivitis. The ophthalmic composition is

preferably an aqueous solution. The ophthalmic composition includes a relatively

high concentration of olopatadine solubilized in aqueous solution. The ophthalmic

composition also includes a unique set of excipients for solubilizing the olopatadine

while maintaining comfort of the composition and/or efficacy of the composition in

treating symptoms associate with allergic conjunctivitis, particularly symptoms

associated with late phase allergic conjunctivitis. Preferably, the composition

-4-
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exhibits improved late phase eflicacy in reducing ocular itching, ocular redness or

both. The composition also preferably exhibits improved early phase efficacy in

reducing ocular redness relative to vehicle and/or relative to lower concentrations

of olopatadine. In a preferred embodiment, the ophthalmic composition is a multi-

5 dose ophthalmic composition that also exhibits a required degree of preservation

efficacy.

Unless indicated otherwise, all component amounts (i.e., concentrations) are

presented on a weight volume percent (w/v%) basis and all references to

10 concentrations of olopatadine are to olopatadine free base.

Olopatadine is a known compound that can be obtained by the methods

disclosed in U.S. Pat. No. 5,116,863, the entire contents of which are hereby

incorporated by reference in the present specification for all purposes. The

15 formulation of the present invention contains at least 0.50%, more typically at least

0.55%, more typically at least 0.6% or 0.65%, even more typically at least 0.67% or

0.68%, still more typically at least 0.7%, possibly at least 0.75% and even possibly

at least 0.85% but typically no greater than 1.5% more typically no greater than

1.0%, still more typically no greater than 0.8%, possibly no greater than 0.75% and

20 even possibly no greater than 0.72% of olopatadine where concentrations of

olopatadine typically represent concentrations of olopatadine in free base form if

the olopatadine is added to the composition as a salt. These lower limits of

concentrations of olopatadine are particularly important since it has been found that

efficacy of olopatadine in aqueous ophthalmic solutions in reducing late phase

25 allergy symptoms and enhanced reduction of early phase redness begins to show

improvement at concentrations greater than 0.5 w/v% of olopatadine and begins to

show statistically significant improvements in reducing late phase allergy

symptoms at concentrations of about 0.7 w/v% olopatadine and above (eg, at least

0.65 w/v%, at least 0.67 w/v% or at least 0.68 w/v%). Most preferably, the

30 concentration of the olopatadine in the composition is 0.7 w/v%.

Generally, olopatadine will be added in the form of a pharmaceutically

acceptable salt. Examples of the pharmaceutically acceptable salts of olopatadine

include inorganic acid salts such as hydrochloride, hydrobromide, sulfate and

35 phosphate; organic acid salts such as acetate, maleate, fumarate, tartrate and citrate;

alkali metal salts such as sodium salt and potassium salt; alkaline earth metal salts

such as magnesium salt and calcium salt; metal salts such as aluminum salt and
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zinc salt; and organic amine addition salts such as triethylamine addition salt (also

known as tromethamine), morpholine addition salt and piperidine addition salt.

The most preferred form of olopatadine for use in the solution compositions of the

present is the hydrochloride salt of (Z)-1 1 —(3-

dimethylaminopropylidene)-6,1l—dihydro~dibenz—[b,e joxepin-2-acetic acid. When

olopatadine is added to the compositions of the present invention in this salt form,

0.77% olopatadine hydrochloride is equivalent to 0.7% olopatadine free base,

invention

0.88% olopatadine hydrochloride is equivalent to 0.8% olopatadine free base, and

0.99% olopatadine hydrochloride is equivalent to 0.9% olopatadine free base.

Generally, it is preferred that the entire concentration of olopatadine is

dissolved in the composition as a water based or aqueous solution. However, it is

contemplated that olopatadine could be only partially dissolved. For example, a

portion of the oiopatadine could be in solution with the remainder being in

suspension.

The composition of the present invention also preferably includes

cyclodextrin derivative and more preferably B-cyclodextrin derivative,

'y—cye1odextrin derivative or both to aid in solubilizing the olopatadine (i.e., as a

The [3—cyclodextrin derivative,

combination thereof is typically present in the composition at a concentration that is

at least 0.5% w/v, more typically at least 1.0% w/V and even possibly at least 1.3%

w/V, but is typically no greater than 4.0% w/v, typically no greater than 3.2% w/v

solubilizer). y—eyc1odextrin derivative or

and even possibly no greater than 2.8% w/v. Preferably, the total concentration of

cyclodextrin is from 0.9 w/v% to 3.2 w/v%.

The specific amount of [3—cyclodextrin derivative, y~cyclodextrin derivative

or combination thereof in a particular composition will typically depend upon the

type or combination of types of derivatives used. One particularly desirable

B~cycl0dextrin derivative is a hydroxy alkyl-B—cyclodextrin such as hydroxypropyl-

B-cyclodextrin (HP-B-CD). One particularly desirable y—cyclodextrin derivative is a

hydroxy alkyl—y-eyclodextrin such as hydroxypropyl-y—eyclodextrin (HP-y-CD).

Another particularly desirable [3-eyclodextrin derivative is sulfoalkyl ether—B-

cyclodextrin (SAE-B—CD), particularly sulfobutyl ether—[3—cyclodextrin (SBE—B—

CD).

hydroxypropyl— y -eyclodextrin and/or sulfoalkyl ether-B-cyclodextrin derivative

It is contemplated that a combination of hydroxypropyl-[3—cyclodextrin,

may be employed in a single composition, but it is typically desirable to use only

_5_
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one of the three as the sole or substantially the sole (i.e., at least 90% by weight of

the cyclodextrin component) cyclodcxtrin derivative.

When HP-B—CD is employed as the sole or substantially sole B—cyc1odextrin

derivative, it is typically present in the composition at a concentration that is at

least 0.5% w/v, more typically at least 1.0% w/v and even more typically at least

1.3% w/v, but is typically no greater than 3.0% w/v, typically no greater than 2.2%

w/v and is typically no greater than 1.7% w/v. When HP-y-CD is employed as the

sole or substantially sole y-cyclodextrin derivative, it is typically present in the

composition at a concentration that is at least 0.5% w/v, more typically at least

1.0% w/v and even more typically at least 1.3% w/v, but is typically no greater than

3.0% w/v, typically no greater than 2.2% w/v and is typically no greater than 1.7%

w/v. When SAE-B—CD is employed as the sole or substantially sole B~cyclodextrin

derivative, it is typically present in the composition at a concentration that is at

least 0.3% w/v, more typically at least 0.7% w/v and even more typically at least

0.9% w/v, but is typically no greater than 2.4% w/v, typically no greater than 1.5%

w/v and is typically no greater than 1.1% w/v.

HP-B—CD is a commodity product and pharmaceutical grades of HP-B—CD

can be purchased from a variety of sources, for example, from SIGMA ALDRICH,

which has its corporate headquarters in St. Louis, Missouri or ASHLAND

SPECIALTY INGREDIENTS, headquartered in Wayne, New Jersey. HP—y-CD is

a commodity product and pharmaceutical grades of HP~y-CD can be purchased

from a variety of sources, for example, from SIGMA ALDRICH, which has its

corporate headquarters in St. Louis, Missouri or ASHLAND SPECIALTY

INGREDIENTS, headquartered in Wayne, New Jersey. SAE-B—CD can be formed

based upon the teachings of U.S. Patent Nos. 5,134,127 and 5,376,645, which are

incorporated herein by reference for all purposes. It is generally preferred,

however, to use purified SAE—[3—CD. Purified SAE—l3—CD is preferably formed in

accordance with the teachings of U.S. Patent Nos. 6,153,746 and 7,635,773.

Purified SAE—B—CD is commercially available under the tradename CAPTISOL®

from CyDex Pharmaceuticals, lnc., Lcnexa,

With regard to y—cyclodextrin derivative and B-cyclodextrin derivative in the

composition of the present invention, it has been found that undesirably high

concentrations of y~cyclodextrin derivative and/or B-cyclodextrin derivative can

significantly interfere with preservation efficacy of the compositions, particularly

-7-
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when benzalkonium chloride and/or polymeric quaternary ammonium compound

are employed as preservation agents. Thus, lower concentrations of y-eyclodextrin

derivative and/or B-eyelodextrin derivative are typically preferred.

Advantageously, it has also been found, however, that the ability of the y~

5 cyclodextrin derivative and [3-cyclodextrin derivatives in solubilizing olopatadine is

very strong and relatively low concentrations of y-cyclodextrin derivative and/or B-

cyclodextrin derivative can solubilize significant concentrations of olopatadine in

aqueous solution. As such, more desirable and reasonable concentrations of

additional solubilizing agent can be used to aid in solubilizing the desired amounts

10 of olopatadine.

Further, it has been found that a composition formed using a combination of

solubilizing agents such as polyvinylpyrrolidone, tyloxapol, polyethylene glycol

and others to solubilize relatively high concentrations of olopatadine in the absence

15 of y-cyclodextrin derivative and/or B—eyclodextrin derivative will typically lack

long term stability or shelf life. It has been found that such a composition will

typically begin to precipitate after undesirably short periods of time. Thus, it is

important to employ the y—cyclodextrin derivative and/or B-cyclodextrin derivative

in combination with one or more additional solubilizers.

20

As such, the ophthalmic composition of the present invention includes at

least one solubilizing agent (i.e., solubilizer), but possibly two or more solubilizing

agents, in addition to eyelodextrin. The additional solubilizing agents can include

surfactants such as eastor oil, polysorbate or others. Preferably, the additional

25 solubilizing agent[s] includes one or more polymers. One preferred polymer for

aiding in solubilizing the olopatadine is lactam polymer. Another preferred

polymer for aiding in solubilizing the olopatadine is polyether.

As used herein, the phrase “lactam polymer” refers to any polymer formed

30 from more than one lactam monomer. The lactam polymer is typically present in

the composition at a concentration that is at least 1.0% w/v, more typically at least

3.0% w/v and even more typically at least 3.7 % W/V, but is typically no greater

than 8.0% w/v, typically no greater than 5.0% w/v and is typically no greater than

4.3% w/v. Polyvinylpyrrolidone (PVP) is the most preferred lactam polymer and

35 can be the only or substantially the only lactam polymer. Thus, in a preferred

embodiment, the lactam polymer consists or consists essentially of only PVP. The

average molecular weight of the lactam polymer, particularly when it is PVP, is at

-3-
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least 20,000, more typically at least 46,000 and even more typically at least 54,0()0

but is typically no greater than 90,000, more typically no greater than 70,000 and

still more typically no greater than 62,000. One preferred PVP is sold under the

tradenames PLASDONE® K29/32 or K30, which have an average molecular

weight of approximately 50,000 and are commercially available from ASHLAND

SPECIALTY INGREDIENTS, headquartered in Wayne, NJ, USA.

The polyether can aid in the solubility of olopatadine in the composition

and/or can provide tonicity to the composition (i.e., act as a tonicity agent). The

polyether is typically present in the composition at a concentration that is at least

1.0% w/v, more typically at least 3.0% w/v and even more typically at least 3.7 %

w/v, but is typically no greater than 8.0% w/v, typically no greater than 5.0% w/v

and is typically no greater than 4.3% w/v, Polyethylene glycol (PEG) is the most

preferred polyether and can be the only or substantially the only polyether polymer.

Thus in a preferred embodiment, the polyether consists or consist essentially of

only PEG. The average molecular weight of the PEG will typically depend upon

the particular solubility and particular tonicity desired for the composition. In a

preferred embodiment, the average molecular weight of the polyether, particularly

when it is PEG, is at least 200, more typically at least 320 and even more typically

at least 380 but is typically no greater than 800, more typically no greater than 580

and still more typically no greater than 420. One preferred PEG is PEG400.

It may also be desirable for the ophthalmic composition of the present

invention to include a viscosity enhancing agent in order to enhance residence time

of the composition upon the cornea when the composition is topically administered.

Examples of potentially suitable viscosity enhancing agent include, without

limitation, carboxyvinyl polymer, galactomannan, hyaluronic acid, cellulosic

polymer, any combination thereof or the like. In a preferred embodiment, the

ophthalmic composition hydroxyethyl (HEC),

hydroxylpropylmethyl cellulose (HPMC) or both. One preferred HEC is sold under

the tradename NASTROSOL® 250HX, which is commercially available from

llercules Incorporated, Aqualon Division, Argyle, TX. One preferred HPMC is

includes cellulose

sold under the tradename E4M 2910 and is commercially available from Dow

Chemical, Midland, MI.

The amounts and molecular weights of HPMC and/or HEC used in the

composition will depend upon the viscosity, osmolality and other attributes to be
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achieved for the composition. As used herein, viscosity is measured by a

Brookfield viscometer (LVl.)Vlv-+4, Cl’-42, 12 RPM and a temperature of 25 °C). ln

a preferred embodiment, the viscosity of the composition is at least 2.0 centipoise

(cps), more typically at least 15 cps, even more typically at least 21 cps and even

possibly at least 27 cps, but is typically no greater than 65 cps, typically no greater

than 40 cps, more typically nor greater than 33 cps and even possibly no greater

than 30 cps.

these ranges has been discovered to be more desirable for producing desired droplet

sizes when the composition of the present invention is topically delivered from an

Advantageously, and as further discussed below, viscosity within

eye dropper.

The preferred average molecular weight of HEC, when used, is typically in

the range of 90,000 to 1,300,000 (e.g., approximately 1,000,000). The preferred

average molecular weight of HPMC is typically in the range of 10,000 to 1,500,000

and more typically in the range of 189,000 to 688,000).

When HPMC is used alone, it is typically present in composition at a

concentration that is at least 0.15% w/v, more typically a.t least 0.3% w/v" and even

more typically at least 0.5% w/v, but is typically no greater than 1.5% w/v,

typically no greater than 1.0% w/v and is typically no greater than 0.7% w/v.

When HEC is used alone, it is typically present in the composition at a

concentration that is at least 0.1% w/v, more typically at least 0.25% w/v and even

more typically at least 0.45% w/v, but is typically no greater than 1.4% w/v,

typically no greater than 0.9% w/v and is typically no greater than 0.65% w/v.

Advantageously, when HPMC and l:l1e:‘.C are used to together, they may produce a.

synergistic viscosity effect which allows the use of low concentrations of these

excipicnts to produce the desired viscosity of the compositions. When HPMC and

HEC are used in combination, HPMC is typically present in composition at a

concentration that is at least 0.05% w/v, more typically at least 0.1% w/v and even

more typically at least 0.2% w/v, but is typically no greater than 1.0% w/v,

typically no greater than 0.55% w/v and is typically no greater than 0.4% w/v.

When HPMC and HEC a.re used in combination, llHC is typically present in

composition at a concentration that is at least 0.02% w/v, more typically at least

0.06% w/v and even more typically at least 0.09% w/v, but is typically no greater

than 0.6% w/v, typically no greater than 0.3% w/v and is typically no greater than

0.17% w/v. Notably, in at least some embodiments of the present invention,
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Page 203



 
Page 204

10

15

20

25

30

35

Atty. Docket No.: 3988 US

HPMC is a preferred viscosity enhancing agent since, as the data present below

shows, it can also aid in solubilizing the olopatadine.

The composition can also include buffering agents and/or tonicity agents.

Suitable tonicity—adjusting agents and/or buffering agents include, but are not

limited to, mannitol, sodium chloride, glycerin, sorbitol, phosphates, borates,

acetates and the like.

Borate is a highly preferred buffering agent and will typically be included in

the composition of the present invention. As used herein, the term "borate" shall

refer to boric acid, salts of boric acid, borate derivatives and other pharmaceutically

acceptable borates, or combinations thereof. Most suitable are: boric acid, sodium

borate, potassium borate, calcium borate, magnesium borate, manganese borate,

and other such borate salts. Typically, when used, the borate is at least about 0.05

w/v %, more typically at least about 0.18 w/v % and even possibly at least about

0.27 w/v % of the ophth.almie composition and is typically less than about 1.0 w/v

%, more typically less than about 0.75 w/v % and still more typically less than

about 0.4 W/v %, and even possibly less than about 0.35 W/v % of the ophthalmic

composition.

The composition of the present invention can also include polyol. As used

herein, the term “polyol” includes any compound having at least one hydroxyl

group on each of two adjacent carbon atoms that are not in trans configuration

relative to each other. The polyol can be linear or cyclic, substituted or

unsubstituted, or mixtures thereof, so long as the resultant complex is water soluble

and pharmaceutically acceptable. Examples of such compounds include: sugars,

sugar alcohols, sugar acids and uronic acids. Preferred polyols are sugars, sugar

alcohols and sugar acids, including, but not limited to: mannitol, glycerin, xylitol,

sorbitol and propylene glycol. It is contemplated that the polyol may be comprised

of two or more different polyols.

When both borate and polyol are present in the composition, borate typically

interacts with polyol, such as glycerol, propylene glycol, sorbitol and mannitol, or

any combination thereof to form borate polyol complexes. The type and ratio of

such complexes depends on the number of OH groups of a polyol on adjacent

carbon atoms that are not in trans configuration relative to each other. It shall be

understood that weight/volume percentages of the ingredients polyol and borate
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include those amounts whether as part of a complex or not. Advantageously, the

borate and polyol can act as buffers and/or tonicity agents and can also aid in

enhancing preservation efficacy of the composition.

In a preferred embodiment of the invention, the composition includes

propylene glycol, glyeerine or both. It has been found that y-eyclodextrin

derivatives and/or |3-eyclodextrin derivatives tend to inhibit preservation efficacy

within the formulations of the present invention, however, propylene glycol in the

presence of borate appears to significantly limit this inhibition. Moreover, it has

been found that glycerine often acts in a manner very similar to propylene glycol

when used for aiding preservation. When used, propylene glycol, glycerine or a

combination thereof is typically present in the composition at a concentration that is

at least 0.4 w/v%, more typically at least 0.65 w/v% and even possibly at least 0.85

w/V% but is typically no greater than 5.0 w/v%, more typically no greater than 2.2

w/v% and even more typically no greater than 1.7 W/V%.

In a same or alternative preferred embodiment of the invention, the

composition includes mannitol, sorbitol or both. Mannitol may also aid

preservation of the composition of the present invention when used in the presence

of borate. Moreover, it has been found that sorbitol often acts in a manner very

similar to mannitol when used for aiding preservation. When used, mannitol,

sorbitol or a combination thereof is typically present in the composition at a

concentration that is at least 0.05 w/v%, more typically at least 0.2 W/v% and even

possibly at least 0.4 w/v% but is typically no greater than 3.0w/v%, more typically

no greater than 1.0 w/v% and even more typically no greater than 0.5 W/v%.

The composition of the present invention typically includes a preservative.

Potential preservatives include, without limitation, hydrogen peroxide,

benzalkonium chloride (BAK), polymeric quaternary ammonium compound

(PQAM), biquanides, sorbic acid, chlorohexidine or others. Of these,

benzalkonium chloride and polymeric quaternary ammonium compound such as

polyquaternium—l have proven quite desirable.

The polymeric quaternary ammonium compounds useful in the compositions

of the present invention are those which have an antimicrobial effect and which are

ophthalmically acceptable. Preferred compounds of this type are described in U.S.

Pat. Nos. 3,931,319; 4,027,020; 4,407,791; 4,525,346; 4,836,986; 5,037,647 and
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5,300,287; and PCT application WO 91/09523 (Dziabo et al.). The most preferred

polymeric ammonium compound is polyquaternium—l , otherwise known as

POLYQUAD® with a number average molecular weight between 2,000 to 30,000.

Preferably, the number average molecular weight is between 3,000 to 14,000.

When used, the polymeric quaternary ammonium compound is generally

used in the composition of the present invention in an amount that is greater than

about 0.00001 w/v %, more typically greater than about 0.0003 w/v % and even

more typically greater than about 0.0007 w/V % of the ophthalmic composition.

Moreover, the polymeric quaternary ammonium compound is generally used in the

composition of the present invention in an amount that is less than about ().0l w/v

%, more typically less than about 0.007 w/v %, even more typically less than 0.003

w/v%, still more typically less than 0.0022 w/v% and even possibly less than about

0.0015 W/v % ofthe ophthalmic composition.

BAK is generally used in the composition of the present invention in an

amount that is greater than about 0.001 W/v %, more typically greater than about

0.003 w/v % and even more typically greater than about 0.007 w/v % of the

ophthalmic composition. Moreover, BAK is generally used in the composition of

the present invention in an amount that is less than about 0.1 w/v %, more typically

less than about 0.03 w/V % and even more typically less than about0.020 or 0.015

w/v % of the ophthalmic composition.

It is also contemplated that the composition of the present invention may

benefit from the use of two different polyols, borate and a preservative (e.g., BAK

or polymeric quaternary ammonium compound) to provide enhanced preservations

efficacy. Examples of such systems are disclosed in U.S. Patent Publication Nos.

2009/0232763 and 2010/0324031, which are expressly incorporated herein in their

entirety for all purposes.

Notably, it has been found that polymeric ammonium compound is

particularly desirable for preserving compositions containing SAE—B-CD while

BAK is

hydroxypropyl beta or gamma cyclodextrin derivatives. It has also been found that

particularly desirable for preserving compositions containing

filtration (e.g., micron filtration) of the preservative followed by aseptic addition of

the preservative to the sterile composition can aid preservation efficacy.
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It is contemplated that the composition of the present invention can include a

variety of additional ingredients.

additional therapeutic agents, additional or alternative antimicrobial agents,

Such ingredients include, without limitation,

suspension agents, surfactants, additional or alternative tonicity agents, additional

or alternative buffering agents, anti—oxidants, additional or alternative viscosity-

modifying agents, chelating agents any combinations thereof or the like.

The compositions of the present invention will generally be formulated as

sterile aqueous solutions. The compositions of the present invention are also

formulated so as to be compatible with the eye and/or other tissues to be treated

with the compositions. The ophthalmic compositions intended for direct

application to the eye will be formulated so as to have a pH and tonicity that are

compatible with the eye. It is also contemplated that the compositions can be

suspensions or other types of solutions.

The composition of the present invention will typically have a pH in the

range of 4 to 9, preferably 5.5 to 8.5, and most preferably 5.5 to 8.0. Particularly

desired pH ranges are 6.0 to 7.8 and more specifically 6.4 to 7.2. The compositions

will have an osmolality of 200 to 400 or 450 milliosmoles per kilogram

(mOsm/kg), more preferably 240 to 360 mOsm/kg.

It is generally preferred that the composition of the present invention be

provided in an eye dropper that is configured to dispense the composition as

eyedrops topically to the cornea of the eye. However, desired size of a single

eyedrop (i.e., droplet size) for the ophthalmic composition can be difficult to

accomplish. It has been discovered that the cyclodextrin in the composition

imparts a relatively high surface energy to the composition. In turn, droplet size

tends to be relatively high. It has been discovered, however, that by dispensing

droplets through a relatively small orifice and/or by maintaining the viscosity of the

composition within the ranges discussed above, desired droplet size can be

achieved. Desired droplet size is typically at least 10 ul, more typically at least 18

ill and even more typically at least 23 ul, but is typically no greater than 60 ul,

typically no greater than 45 ill and is typically no greater than 33 ul.

Advantageously, this droplet size for the composition with the concentrations of

olopatadine specified herein allows an individual to dispense one droplet per eye

once a day and receive relief from symptoms of ocular allergic conjunctivitis
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generally, but particularly receive relief from late phase symptoms ocular allergic

conjunctivitis.

In a preferred embodiment, the composition of the present invention is a

multi—dose ophthalmic compositions that have sufficient antimicrobial activity to

allow the compositions to satisfy the USP preservative efficacy requirements, as

well as other preservative efficacy standards for aqueous pharmaceutical

compositions.

The preservative efficacy standards for multi.-dose ophthalmic solutions in

the U.S. and other countries/regions are set forth in the following table:

Preservative Efficacy Test g“PET”) Criteria

§Log Order Reduction of Microbial Inoculum Over Time

Bacteria Fungi

USP 27 A reduction of 1 log (90%), The compositions must demonstrate over

by day 7; 3 logs (99.9%) by the entire test period, which means no

day 14; and no increase after increases of 0.5 logs or greater, relative to

day 14 the initial inoculum

Japan 3 logs by 14 days; and no No increase from initial count at 14 and 28

increase from day 14 through days

day 28
I _2__

Ph. Eur. A‘ A reduction of 2 logs (99%) A reduction of 2 logs (99%) by 7 days, and

by 6 hours; 3 logs by 24 no increase thereafter

hours; and no recovery after

28 days

Ph. Eur. B A reduction of 1 log at 24 A reduction of 1 log (90%) by day 14, and

hours; 3 logs by day 7; and no no increase thereafter

increase thereafter i
FDA/ISO A reduction of 3 logs from No increase higher than the initial value at

14730 initial challenge at day 14; day 14, and no increase higher than the

and a reduction of 3 logs from day 14 rechallenge count through day 28

rechallenge

6

‘There are two preservative efficacy standards in the European Pharmacopoeia
(LA-33 (CBS!!-

.15.
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The standards identified above for the USP 27 are substantially identical to

the requirements set forth in prior editions ofthe USP, particularly USP 24, US!’ 25

and USP 26.

Advantages and Problems Overcome

The olopatadine ophthalmic composition of the present invention can

provide multiple advantages over the olopatadine compositions that came before it.

The composition disclosed herein provides an aqueous ophthalmic composition

having a relatively high concentration of olopatadine that provides enhanced relief

from late phase allergic conjunctivitis and early phase allergic conjuctivitis.

Surprisingly and advantageously, preferred compositions of the present invention,

as shown in FIGS. 1 through 5 and tables K through 0, showed improved reduction

in early phase redness, in late phase redness and in late phase itching. It is

surprising that the enhanced concentration of olopatadine showed such significant

reduction in late phase symptoms. It is even more surprising that the enhanced

concentration of olopatadine showed enhanced reduction of early phase redness

since it was generally believed that itching and redness would show similar

responses to different concentrations of olopatadine.

Further, the composition can solubilize the relatively high concentration of

olopatadine in solution form suitable as an eyedrop where other formulations have

failed. Further yet, the composition can solubilize the higher concentrations of

olopatadine while maintaining efficacy in treatment of the symptoms of allergic

conjunctivitis where other efforts to develop such a solution have failed. Still

further, the compositions can, when in multi—dose form, pass preservation efficacy

standards where other compositions have failed.

As an additional advantage, it has been discovered that, for the particular

composition of the present invention, composition containing HP—y-CD have

unexpectedly been found to be more susceptible to preservation. It has also

unexpectedly been found to have solubility characteristics similar to the other beta

cyclodextrin derivative discussed herein. This discovery has been particularly

advantageous in providing a composition that is capable of solubilizing relatively

high concentrations of olopatadine, capable of being stable for extended time

periods and capable of robust preservation relative to both European and United

States preservation efficacy standards.
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It is still further advantageous that the cyclodextrin does not appear to

interfere with the efficacy of the olopa.tadine. In particular, cyclodextrins have

been found to entrap other drugs in a manner that does not allow those drugs to

later release and show efficacy. However, this was not the case for olopatadine and

was particularly not the case for HP-y-CD.

Applicants specifically incorporate the entire contents of all cited references

in this disclosure. Further, when an amount, concentration, or other value or

parameter is given as either a range, preferred range, or a list of upper preferable

values and lower preferable values, this is to be understood as specifically

disclosing all ranges formed from any pair of any upper range limit or preferred.

value and any lower range limit or preferred value, regardless of whether ranges are

separately disclosed. Where a range of numerical values is recited herein, unless

otherwise stated, the range is intended to include the endpoints thereof, and all

integers and fractions within the range. It is not intended that the scope of the

invention be limited to the specific values recited when defining a range.

Other embodiments of the present invention will be apparent to those skilled

in the art from consideration of the present specification and practice of the present

invention disclosed herein. It is intended. that the present specification and

examples be considered as exemplary only with a true scope and spirit of the

invention being indicated by the following claims and equivalents thereof.

Table A below provides a listing of exemplary ingredients suitable for an

exemplary preferred formulation of the ophthalmic composition of the present

invention and a desired weight/volume percentage for those ingredients. It shall be

understood that the following Table A is exemplary and that certain ingredients

may be added or removed from the Table and concentrations of certain ingredients

may be changed while the formulation can remain within the scope of the present

invention, unless otherwise specifically stated.

-17-
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TABLE A

Ingredient W/v percent

Olopatadine (Olopatadine HCl) 0.7

Polyether (PEG) 4.0

Lactam Polymer (PVP) 4.0

Viscosity Agent (HEC) 0.1 (if used w/ l-IPMC or other viscosity agent)

0.3 (if used w/0 HPMC or other viscosity agent)

Viscosity Agent (HPMC) 0.15 (if used w/ HEC or other viscosity agent)

0.35 (if used w/0 HEC or other viscosity agent)

Chelating agent (Disodium 0.005

EDTA)

Borate (Boric Acid) 0.3

y-cyclodextrin derivative and 1.0 for SAE-[3~CD or 1.5 HP-B-CD or 1.5 HP-y-

or [3-cyelodextrin derivative CD

Polyol (Mannitol) 0.3

Polyol (Propylene Glycol) 1.0

Tonicity Agent (Sodium 0.35

Chloride)

Preservative 0.01 for BAK or 0.0015 PQAM

pH adjusting agents (NaOH or sufficient to achieve pH = 7.0

HC1)

purified water Q.S. 100

The following examples are presented to further illustrate selected

embodiments of the present invention. The formulations shown in the examples

were prepared using procedures that are well-known to persons of ordinary skill in

the field of ophthalmic pharmaceutical compositions.

-18..
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EXAMPLES

Preparatory Example 1
5

Ingredients Composition (W/W)

Olopatadine hydrochloride 0.77 g

Ielydroxypropy1-B-Cyelodextrin(ltlP-B—CD) 1 .5 g

PEG400(Polyethylene glycol 400) 4.0 g

  

E PVP(Polyvinylpyrrolidone K30) 4.0 g
HPMC (Methoeel E4m Premium) 0.6 g

HEC(Natrosol 250HX) 0.3 g

Disodium EDTA 0.01 g

Mannitol 0.6 g

Boric Acid 5 0.3 g

Benzalkonium Chloride
HCI /NaOI~l q.s. to pH 7.0

Purified water q.s. to 100 g

In a clean suitable and tared glass bottle, add and dissolve HPMC with an

amount of purified water at 90-95°C equivalent to about 15% of the required batch

size. Mix by stirring until homogenization. Bring to the 35% of the ‘final weight

so with purified water and mix by stirring with propeller until complete dispersion.

Add HEC and mix by stirring until homogenization. Steam sterilize the solution

(122°C/20 min) and cool afterwards (Part A).In a separate vessel with a stir bar, add

an amount of purified water equivalent to about 40% of the required batch size.

Add and dissolve batch quantities of weighed PEG400, PVP, llP-B—CD,

15 Olopatadine HCL Boric Acid, Mannitol, EDTA and BAC, allowing each

component to dissolve before adding the next component. Check the pH and adjust

to 7.0 :i: 0.1 with the required amount of NaOH 2N (Part B). In a laminar flow

hood (sterile conditions), filter the solution Part B into the glass bottle containing

the autoclaved fraction (Part A), using GV PVDF membrane, 0.22 pm filter unit

20 and stir until homogenization. Mix by stirring with propeller for 15 min. Check

-19-
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the pH and adjust to 7.0 i 0.1 with the required amount of NaO_H lN/HCl 1N, if

necessary. Bring to final weight with sterile purified water and stir until

homogenization.

Preparatory Example 2

Ingredients Composition (w/W)

Olopatadine hydrochloride 0.77 g

Hydroxypropy1-B—Cyclodextrin (HP—B—CD) 1.5 g

PVP(Po1yvinylpyrrolidone K30) 4.0 g

PEG400(Polyethylene glycol 400) 4.0 g

HPMC (Methocel E4m Premium) 0.2 g

HEC(Natros01 2501-IX) 0.125 g

Disodium EDTA 0.01 g

Boric Acid 0.3 g -1

Benzalkonium Chloride 0.01 or 0.015 g

NaOH 1N 0.83 ml

HCl 1N 0.58 ml

llCl / NaOll q.s. to pH 7.0

Purified water q.s. to 100 g

In a clean suitable and tared glass bottle, add a.nd dissolve HPMC with an

amount of purified water at 90—95°C equivalent to about 15% of the required batch

size. Mix by stirring until homogenization. Bring to the 30% of the final weight

with purified water and mix by stirring with propeller until complete dispersion.

Add HEC and mix by stirring until homogenization (Part A).

with stir bar, weigh an amount of purified water equivalent to about 40% of the

required batch size. Heat and maintain this water around 70—75°C. Add NaOH IN

and mix by moderate stirring. Add PVP and dissolve under agitation during 20

minutes. Add HCI IN, mix and quickly cool down to 30~40°C. Add and dissolve

batch quantities of PEG400, HP-B-CD, Olopatadine HCI, Boric Acid, EDTA and

BAC, allowing each component to dissolve before adding the next component.

Check the pH of the solution and adjust to 6.8 i 0.1 with the required amount ol.‘

In a clean beaker
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NaOH 2N (Part B). Transfer Part B to Part A and stir the batch until it is

homogenous. Bring to the 85% of the final weight with purified water and stir until

homogenization. Steam sterilize the solution (122°C/20 min) and cool afterwards.

In a laminar flow hood (sterile conditions), check the pH and adjust to 7.0 :t 0.1

with the required amount of NaOH IN/HCI 1N, if necessary. Bring to final weight

with sterile purified water and stir until homogenization.

Formular Exam les A throu h I in Table B below 

Formulary Examples A through I show the solubility of olopatadine in

different formulations. '

 

Ingredients J A T B C D i E
PEG 400 J 4 4 4 4 l 3.8

Dibasic Sodium Phosphate, 0-15 l _ _ _ 0.5
anhydrous

Hydroxypropyl-B-Cyclodextrin — 1 .5 1.5 l 1.5 1

Sulfobutyl ether [3 2 _ _ _ -
Cyclodextrin

PVP K29/32 5 5 3 4 1.5

Polysorbate 80 0.1 - - — ~

Tyloxapol — — — — -

Natroso1250HX 0.3 0.3 0.3 i 0.3 -
IIPMC 2910 0.6 0.6 0.6 l 0.6 I ~

Boric Acid - J 0.3 0.3 0.3 —
Sodium Chloride 0.15 - ~ - -

Mannitol - 0.6 0.6 0.6 - A
Benzalkonium Chloride 0.01 0.01 0.01 0.01 0.01

Disodium EDTA 0.01 0.01 ().0l 0.01 0.01

Sodium l-1ydroxide/ Hydrochloric Acid quantity sufficient to achieve pH of 7.4

Purified water quantity sufficient to 100%

Olopatadine Solubility (%) ‘ 1.064 I 0.901 1 0.725 I 0.81 1 l 0.461

_ 21 _
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Dibasic Sodium Phosphate,

anhydrous

Hydroxypropyl-B-Cyclodextrin — l l l

Sulfobutyl ether 8

Cyclodextrin

0

PVP K29/32 1

Polysorbate 80

Tyloxapol - U - — 0.05

Natrosol 25OHX - — - T -
HPMC 2910 ~ - - -

Ingredients F G H F 1
PEG 400 6 6 6 6

l .5

! .5 — 1.5 1.5
Boric Acid - — - —

Sodium Chloride — - - -

Mannitol — — — —

Benzalkonium Chloride 0.01 l 0.01 0.01 0.0l
Disodium EDTA 0.01 D 0.01 0.01 0.0]T‘

Sodium Hydroxide/ Hydrochloric Acid quantity sufficient to achieve pH of 7.4

Purified water quantity sufficient to 100%

Olopatadine Solubility(%) l 0.352 1 0.450 T 0.513 i 0.494
i

As can be seen, cyclodextrin can significantly enhance the solubility of

olopatadine in aqueous solution. Moreover, it will be understood that the

5 formulations of lower solubility, particularly those without cyclodextrin, will also

typically exhibit worse solubility characteristics over time and tend to form

precipitates.

Formulary Example J through M in Table C below
10

Formulary Examples J through M show the preservation efficacy of

olopatadine containing formulations both with and without B~cyclodextrin.
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Ingredients J K L I M
Olopaladine HC1. 0.77 0.77 0.77 0.77 _

PEG 400 - 4 I - —
_ Sodium Pyruvate - - -

Dibasic Sodium Phosphate, anhydrous I 0.15 I 0.15 0.15 0.1
Purified Guar I — — I - 0.17

I—lydroxypropy1~[3—Cyclodextrin 1.5 L — - 5
PVP K30 2 3 3 -

Tyloxapol — — 0.2 -

Polysorbate 80 — v“ 0.1 - -

Natrosol 2501-IX 0.3 0.3 ~ J

I-IPMC 2910 __ — 0.6 0.6 —

Boric Acid — — T - I 0.17
Sodium Borate, decahydrate - — ~ 0.5

Propylene Glycol __~__ _— — I — -
Sodium Chloride — 0.15 0.55 0.1

Marmitol 2.5 — + — I ~
Sorbitol ‘ - ~ - 1 I

Sodium Citrate, dihydrate - ~ - 0.35

Benzalkonium Chloride I 0.01 0.01 0.01 0.01
Po1yquaternium— 1 I ~ :I - — lmmw

__ Disodium EDTA I 0.01 0.01 0.01 ~
Sodium Hydroxide/ q.s. to q.s. to q.s. to q.s. to

I__,IydmCh1Ol_iC Aciq M _ol—l7.0 pH77.0 pH 7.0 pH 7.0
Purified water q.s. to q.s. to q.s. to q.s. to

100% 100% 100% 100% _

PET Log.“ Unit Reduction

S. aureus 0.1/1.97 5.0/5.0/ 1.5/5.0/ 0.0/0.0/

6 h/24h/7 d/I1 4d/28d /5.0/5. 5.0/5.0/ 5.0/5.0/ 0.9/3.3/
O/5.0 5.0 5.0 5.0

P. aerugin 4.9/4.9 4.9/4.9/ 4.9/4.9/ 0.3/0.5/

6 h/24h/7 d/Md/28d /4.9/4. 4.9/4.9/ 4.9/4.9/ 0.0/0.0/

7 9/4.9 4.9 4.9 0.5
E. coli 2.8/4.9 4.9/4.9/ 4.9/4.9/ 0.1/0.2/

6 h/24“/7 d/Md/28d /4.9/4. 4.9/4.9/ 4.9/4.9/ 1.4/3.3/
9/49 4.9 4.9 5.0
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C. albican 4.3/5.1 5.1/5.1/ 2.5/5.l/ 0.7/2.7/

7 d/Md/28d /5.1/4. 5.1/5.1/ 5.1 3.2

L 1/41 5.1

A. niger 0.8/0.9 2.l/4.2/ 0.7/l.7/ l.2/l.l/

7 d/14d/28d /1.3 _ 4.9 2.3 1.5  

As can be seen, cyclodextrin derivatives can significantly inhibit the ability

of a preservative to provide desired preservation to an aqueous formulation.

5 As an added advantage, it has also been discovered that HPMC can aid in

solubilizing olopatadine. This effect is shown in Table D below.

 

TABLE D

"/0 PVP "/0 SBE- "/0 PEG °/o HPMC Concentration Final pH 1
K29/32 CD 400 (mg/m L)

4 1.5 4_ 4 — 6.13 6.97

4 2.0 4 - 6.74 _L_ 6.97

4 2.2 -1 4 - 6.97 7.01

h 4 2.3 4 - 7.16 l 7.02
4 2.5 4 - 7.34 6.98

4

4 1.5 4 0.6 7.46 A 6.96
4 2.0 4 0.6 8.11 7.06

4 2.2 4 0.6 8.62 7.02

4 2.3 4 I 0.6 8.66 7.01
4 2.5 i 4 i 0.6 9.04 7.04

10

Table E below presents several formulations (N through Q) that can

solubilize a high concentration of olopatadine using PVP in combination with a

15 relatively low amount of HP—B—CD and that show desirable preservation using a

combination of BAK and Boric Acid. Notably, PEG and HPMC are also believed

to be aiding in the solubility of olopatadine.
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TABLE E

Ingredients N 0 P I Q
Olopatadine HCL 0.77 0.77 0.77 I 0.77

PEG 400 4 4 4 4 I

Hydroxypropyl—[3— I .5 1 .5 I l .5 1 .5Cyclodextrin

PVP K29/32 4 I 4 I 4 4
Natroso1250HX 0.3 4_ 0.3 I 0.3 I 0.125

HPMC 2910 0.6 0.6 I 0.6 I 0.2

Boric Acid 0.3 0.3 0.3 I 0.3 _1
Disodium EDTA 0.01 0.01 0.01 0.01

Benzalkonium Chloride 0.01 1 0.01 0.01 0.01

Polyquaternium~1 — — — M -

Sodium I-Iydroxide/ q.s. to pH q.s. to pH q.s. to pH q.s. to pH 7

Hydrochloric Acid __ 7 h 7 7
Purified water q.s. to q.s. to q.s. to q.s. to 100%

100% 100% 100% I

6 PET Result W Log 19 Unit Reduction
s. aureus 0.4/3.6/4. 0.2/1.4/5. 0.3/2.9/4. 0.4/3.2/5.0/5.0

6 6,246” 6,146,286 9/4.9/4.9" 0/5.0/5.0 9/4.9/4.9 L /5.0
P. aerugin 5.0/5.0/5. 5.1/5.1/5. 5.0/5.0/5. 5.2/5.2/5.2/5.2

6 6,246” 6,146,286 0/5.0/5.0 1/5.1/5.1 0/5.0/5.0 /5.2

E. coli 4.9/4.9/4. 2.7/5.1/5. I 2.1 /5.1/5. 2.3/5.1/5.1/5.1

6 6,246” 6,146,286 9/4.9/4.9 1/5.1/5.1 1/5.1/5.1 /5.1

C. albican 4.9/4.9/4. 2.5/4.8/4. 1 .6/4. 1/5. 2.4/4.6/4.6

7 d/14d/28d 9 W 3 0
A. niger 3.8/5.2/5. 3.6/5.1/5. 4.3/5.2/5. 3.9/4.7/5.2

7 d/14d/28d 2 I 2 6

Tables F and G below show the difficulty associated with preservation of

formulations (R through X) containing SBE~B-CD.
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TABLE F

Ingredient R S T U

Na()H/I-{C1 q.s. to pH 7.0 q.s. to pH 7.0 q.s‘ to plrl 7.0 q.s. to pH 6.0

PuriI"1cd water q.s. to 100 q.s. to 100 q.s. to 100 q.s. to 100

PII<2'l“ RESUI..'I‘S

S. aureus
1.8/2.8/5.0/5.4/ ().O/0.5/4.7/ ().0/0.4/4.7/ 0. l/O.l/4.7/

6 h/24h/7 d/14d/28d

P. acrugin
0.6/().8/5.4/5.4/ 5.0/5.0/5.0/ 5.0/5.0/5.0/ 5.0/5.0/5.0/

6 h/24h/7 d/14d/28d

1%). coli
l.2/3.2/5.4/5.4/ 1.4/3.1/5.l/ 1.7/3.2/5.1/ O.2/().3/5.1/

6 h/2411/7 d/14d/28d

C. albicans
0.7/ 0.6 0.1/

7 d/14d/28d

A. Niger
().7/0.7/ 2.I/ 1.2 1.1/

7 d/14d/28d
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TABLE G

Ingredients V W X

0.77 0.77 0.77
Su1fbbutylether-B—Cyclodextrin () 75 0.75 0.5

4
2

0.3 0.3 0.3

Sorbic Acid

  

N

001 0.01

Thimerosal

Chlorhexidine Digluconate

Na()H/HCI q.s. to pH 7 0 q.s. to pH 7.0 q.s. to pH 7.0

Purified water q.s. 1.0 100 q.s. to 100 q.s. to 100

 PET R IEZSULTS

aureus
0.0/0. 1/4.7/ 0.()/0.0/4.7/ ().()/0.4/4.7/

6 h/24h/7 cl/14d/28d

  P. acrugin
5.0/5.0/5.0/ 5.0/5.0/5.()/ 5.0/5.0/5.()/

6 h/24h/7 d/14d/28d  
I:-1. coli

0.6/1.3/5.U 1.1/5.0/5.()/ 1.()/3.9/5.()/
6 h/24-h/7 d/14d/28d 
 

C. albficans
0.5/ 5.8/ 3.9/

7 d/14d/28d

A. Niger
1 2/ 5.0/ l 4

7 d/14d/28d
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Tables H and I show the achievement of significantly improved preservation

of formulations (Y through II), which also contain SBE-[3-CD.

TABLE AH

Ingredients Y I Z AA BB i CC DD
l + -»1 4 -+ + — +—+ —+—

Olopatadine HCI 0.77 l 0.77 0.77 0.77 0.77 0.77
S If b 1 h —

” O my at ér 1.5 1.5 1 1 1 0.75
[3-Cyclodextrm

PVP K29/32 4 4 4 4 4 4

PEG 400 4 4 2 2 2 2
“F ”l

Natrosol 25OHX 0.3 0.3 — - - -

HPMC 2910 0.6 0.6 0.6 0.6 0.6 0.6

Boric Acid 0.3 0.3 J 0.3 0.3 0.3 l 0.3
Mannitol 0.6 - — - — U —F _ W_

Propylene glycol — l 1 0.5 l 0.5

P°1yq"alm”i”m' 0.001 I 0001 l 0002 0.002 Jr 0.001 0.002
Sodium Hydroxide and/or Hydrochloric acid Qs to pH 7.2

Purified Water Qs to 100

PET DATA

S. aureus 0.9/l .7/4.9/

4 9/4 9 l.2/l.6/4.9/ l.6/2.2/4.7/ l.6/2.4/4.7/ l.8/2.0/4.7/ 2.1/2.9/5.056 h/24h/7 ' '
4.9/4.9 4.7/4.7 4.7/4.7 4.7/4.7 .0/

d/14d/28d

P. aerugin 3.4/4.9/4.9/

4 9/4 9 0.3/l .4/5.2/ 0.0/1 .0/4.6/ 0.2/l .2/5. 1/ 0.l/I .0/5.l/ 0.6/l .5/5.45
°"’2‘”"7 5.2/5.2 5.1/5.1 5.1/5.1 5.1/5.1 .4/

d/14d/28d Jr
E. coli l.9/4.2/4.9/

4 9/4 9 l.0/2.7/5.2/ 0.3/l .6/4.8/ l.7/4.8/4.8/ 0.3/l .2/4.8/ 2.2/4.9/5.45
6 “/2‘""7 5.2/5.2 4.8/4.8 4.8/4.8 4.8/4.8 .4/

d/14d/28d

C. albican 0.l/0.4/0.4
0.9/l.l/2.1 l.2/2.5/ l.0/2.2/ 0.8/2.3/ 0.9/2.7/

7 d/14d/28d

A. niger 3.6/3.6/3.l
l.O/1.0/1.0 0.6/0.7/ 0.2/O.8/ 0.2/0.8/ 0.6/0.8/

7 d/14d/28d I
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TABLE I

FID i EE FF GG HH II
' -++ --- +-- --+ NA

Olopatadine HCI 0.77 0.77 0.77 0.77 I 0.77
Sulfobutylether~ 0 75 0 75 1 0 75 O 75 W
[3-Cyc1odextrin ‘ ' ' '

PVP K29/32 4 l 4 4 4 1 4
PEG 400 2 2 T 2 2 2

Natrosol 25OHX — — — - -

HPMC 2910 i 0.6 0.6 0.6 0.6 0.6
Boric Acid i 0.3 0.3 0.3 0.3 0.6
Mannitoi i — i — - — —

Propylene glycol 1 I 0.5 0.5 1 . —
P°1yq”a1ter”‘”m' 0002 l‘ 0.00: 0.001 I 0.001 0.001

4 1
Sodium Hydroxide and/or Irlydrochloric acid Qs to pll 7.2

Purified Water Qs to 100

PET DATA

S.
aureus 2.0/3.l/4.7/ 0.7/1 .2/4.7/ l.5/l .8/4.7/ 2.0/2.9/5.05 1.8/2.8/5.05

6 *"2‘”"7 4.7/4.7 4.7/4.7 4.7/4.7 .0/ .4/

d/14d/28d “M
P. '

acrugm O.5/l.4/5.1/ 0.0/O.4/2.0/ 0.4/l.1/5.l/ 0.6/6.3/5.45 0.6/0.8/5.45
5 "’2“"’7 5.1/5.1 1.2/0.2 5.1/5.1 .4/ .4/

d/l4d/28d

E. I’

col l.6/4.6/4.8/ 0.0/0.0/0.00 0.2/0.8/4.8/ 2.4/5.2/5.45 1.2/3.2/5.45
6 *‘’2‘"‘’7 48/48 .0/2.6 4.8/4.8 .4/ .4/

d/14d/28d

C. - lb‘ --

A ‘Um l.1/2.7/ 0.6/l .9/ 0.7/1 .9/ 0.3/2.4/ 0.3/1 .5/
7 d/14d/28d

A. '

mger 0.7/0.8/ O.7/0.9/ 0.7/0.8/ 0.7/O.8/ 0.7/O.7/
7 d/14d/28d

Table J illustrates that formula preservation can best be achieved using HP-

y-CD. In particular, formulas .11 through TT in Table J exhibit robust preservation
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relative to both European and United States preservation standards.

particularly surprising when the data in Table J is compared with the data in Tables

A, B and E since there is no readily identifiable reason that the formulations

containing HP—y-CD should exhibit greater preservation efficacy relative to the

formulations containing H‘P—B-CD.

This is

TABLE J

Formula JJ KK LL MM [NN 00
Batch # 11-63920 11-63921 11-63900 11-63901 i 11-63902 11-63922
Component

'1
Olopatadine 0.77 0.77 0.77 0.77 0.77 0.77

Hydrochloride

HP-y-Cl’) 1.5 1.5 1.5 i 1.5 1.5 i 1.5
Povidone K29/32 4 4 F4 4 4 I 4
PEG 400 4 4 4 4 i 4 4
111’MC 2910 134M 0.4 0.4 0.4 0.4 i 0.4 0.4
Boric acid 0.3 0.3 0.3 0.3 i 0.3 0.3
Mannitol 0.2 0.2 0.2 0.2 0.2 0.2

Disodium 1*‘.I)’l“A — - - - - 0.005

Benzalkonium 0.015 0.0125 0.01 0.0075 0.005 0.015

Chloride

Sodium Hydroxide

and/or Hydrochloric

acid Qs to pH 7.2

Purified Water Qs to
100

PET DATA

Snureus 4.9/4.9/4.9/4 4.9/4.9/4.9/4 4.8/4.8/4.8/4 4.8/4.8/4.8/ 4.8/4.8/4.8/ 4.9/4.9/4.9/

611/24h/7d/14d/28d .9/4.9 .9/4.9 .8/4.8 4 8/4 8 4 8/4 8 4 9/4 9

Raeruginosa 4.9/4.9/4.9/4 4.9/4.9/4.9/4 4.9/4.8/4.9/4 4.9/4.9/4.9/ 4.9/4.9/4.9/ 4.9/4.9/4.9/

6h/24h/7d/14d/28d .9/4.9 .9/4.9 .9/4.9 49/49 49/49 49/49

l:i.coli 5.()/5.0/5.()/5 2.6/5.0/5.0/5 1.1/3.0/4.9/4 0.9/1.8/4.9/ 0.4/1.2/4.9/ 5.0/5.0/5.0/

6h/2411/7d/14d/28d .0/5.0 .0/5.0 .9/4.9 4 9/4 9 4 9/4 9 5 0/5 0

C.albican 4.8/4.8/4.8 4.8/4.8/4.8 4.9/4.9/4.9 4.9/4.9/4.9 4.9/4.9/4.9 4.8/4.8/4.8

6h/2/1h/7d/1/1 d/28d

A.niger 5.1/5.1/5.1 5.1/5.1/5.1 5.1/5.1/5.1 5.1/5.1/5.1 5.1/5.1/5.1 5.1/5.1/5.1
6h/24h/7d/14d/28d

Test Results

pH Initial 7.31 7.25 7.25 7.20 7.29 7.25

— 30 —
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TABLE J CONTINUED

FID PP QQ RR 1 SS TT
Q Batch # 1 1-63923 1 1—63899 1 1-63905 1 1 1—63908 1 1-6401 1

Component 0

Olopatadine 0.77 0.77 0.77 0.77 0.77

Hydrochloride

111’-y-CD 1.5 1.5 1.5 I 1.5 1.5

Povidone K29/32 4 4 4 4 4

PEG 400 4 4 4 4 4

LIAIPMC 291() 134M 0.4 0.4 0.4 0.4 0.4
Boric acid 0.3 0.3 0.3 0.3 0.3

Mannilol 0.2 0.2 0.2 0.2 0.2

1)isodium 1£D'1'A 0.005 0.005 1 0.005 1 0.005 1 0.005

Bcnzalkonium 0.0125 0.01 1 0.0075 1 0.005 0.01Chloride  
Sodium Hydroxide

and/or llydrochloric

acid ()5 to pH 7.2

Purified Water Qs to
100

PET DATA

Ssaureus 4.9/4.9/4.9/ 4.8/4.8/4.8/ 4.8/4.8/4.8/ 4.9/4.9/4.9/ 5.0/5.0/5.0/5

6h/24h/7d/14d/28d 4 9/4 9 4 8/4 8 4 8/4 8 4 9/4 9 .0/5.0

lfacruginosa 4.9/4.9/4.9/ 4.9/4.9/4.9/4 4.9/4.9/4.9/ 4-.9/4.9/4.9/ 5.0/5.0/5.0/5
611/2411/7d/14d/28d .9/4.9 .0/5.0

4.9/4.9 4.9//1.9 ‘L 4.9/4.9 _
135.0011 5.0/5.0/5.0/5 4.9/4.9/4.9/ 4.9/4.9/4.9/ 5.()/5.()/5.0/ 5.1/5.1/5.1/5

6h/2411/7d/14d/28d 0/50 49/49 49/49 50/50 .1/5.1

Calbican 4.8/4.8/4.8 4.‘)/4.9/4.9 4.9/4.9/4.‘) 4.8/4.8/4.8 4.9/4.9/4.9

611/2411/7d/14d/28d

/\.nigCr 4.4/5.1/5.1 5.1/5.1/4.9 5.1/5.1/5.1 4.4/5.1/5.1 5.3/5.3/5.3
6h/2/—1h/7d/ 1 4d/28d

Test Results

pH Initial 7.24 7.24 7.23 7.28 7.29

_ 3} -
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Tables K through 0 below corresponding to graphs in FIGS. 1 through 5,

provide results from a conjunctival allergen challenge (CAC) study of a high

concentration olopatadine composition as compared to a marketed

concentration olopatadine composition (marketed as PATA.DAY® by Alcon

The CAC study was performed

lower

Laboratories, lnc., a Novartis Company).

according to a standard CAC model that instills allergen in the eye (the challenge)

and then makes determinations of ocular redness and ocular itching at time points

(determination times) after the challenge. The CAC study was performed by ORA,

lnc., Andover, Massachusetts, United States, 01810, which uses a model accepted

by the food and drug administration (FDA). It is noted that in tables K through 0

and FIGS. 1 through 5, the references to 0.77% olopatadine are references to

olopatadine HCL and actually represent 0.7% olopatadine as base and the

references to 0.2% olopatadine are references to 0.22% olopatadine HCL and 0.2%

olopatadine as base.

In the CAC model, each patient is dosed with drug or Vehicle and exposed to

allergen at specific challenge times. The challenge times for the study were 27

minutes, 16 hours and 24 hours after dosing. Thereafter, itching is determined at

determination times of 3, 5 and 7 minutes after challenge times and redness is

determined at determination times of 7, 15 and 20 minutes after the challenge

times. Therefore, patients received three doses of drug or vehicle and each dose

was followed by an allergen challenge and then the itching and redness

determination are made as discussed. Results from the determination times are

provided in Tables K through 0 and the graphs ofFIGS. 1 through 5.

Redness scores are determined on a scale of 0 to 4 by visual observation and

the patient is asked to rate their ocular itching on a scale of 0 to 4 to attain itching

The results of those

determinations at those time points are provided in Tables K through 0 and the

graphs of FIGS. 1 through 5. Each of Tables K through 0 provide a mean score

(Mean), a standard deviation (Std) to that score, a number (N) of patients, a

minimum (Min) score determined for any of the patients, a maximum (Max) score

determined for any of the patients and p—values for indications of statistical

significance with a p-value ofless than 0.05 indicating statistical significance.

scores and in each score 0 is the least and 4 is greatest.

-32-
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Table K below provides data relative to mean conjunctival redness as

determined by the conjunctival allergen challenge (CAC) study 27 minutes after

challenge and that data is provided as a graph in FIG 1.

TABLE K

Conjunctival Redness

(Onset-ef—Action CAC)

By
Time Overall

Mean Std N Min Max p—value p—value

7min Olopatadine 0.77% 0.8 0.7 63 0 3

Oiopatadinc 0.2% 1.3 0.8 63 0 3 <.000l <.000l
Vehicle 2.1 0.7 60 0 3 <,000l <.000l

15min Olopatadine 0.77% 1.1 0.9 63 0 3

Olopatadine 0.2% 1.9 0.8 63 0 3 <.000l
Vehicle 2.3 0.6 60 1 4 <.000l

20min Olopatadine 0.77% 1.1 0.8 63 0 3

Oiopatadine 0.2% l.9 0.8 63 0 3 <.000l
Vehicle 2.3 0.7 60 0 4 <.000l

Main Effect of Treatment p~value=<.000l

Treatment by Time Interaction p-value=0.0036

As can be seen in Table K and FIG. 1, olopatadine at a concentration of

0.7% (note that the 0.77% above is for olopatadine HCl and represents 0.7%

olopatadine) provides statistically significant (i.e., p < 0.05) relief of redness at

onset-of-action relative to both vehicle and olopatadine 0.2%. Further, olopatadine

at a concentration of 0.7% provides more that a 1.0 unit difference relative to

vehicle in relief of redness. Olopatadinc at this concentration is believed to be the

first antihistamine/mast cell stabilizer to provide such a difference. This data is

particularly surprising since, prior to this CAC study, there was no indication that a

high concentrations olopatadine composition would provide any additional

reduction in redness at onset—of-action.

Olopatadine’s IC50 value or half maximal inhibitory concentration (IC50) for

inhibition of human conjunctival mast cell dcgranulation is in the 500 to 600 uM

range. Olopatadine’s binding affinity (Ki) value for histamine binding to the H1

receptor is in the 30 to 50 nM range. The molar concentration of olopatadine in a

0.1% solution of olopatadine is approximately 2.5 mM. These values suggest that a
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0.1% solution of olopatadine should have more than a sufficient quantity of

olopatadine to provide maximal inhibition of human conjunctival mast cell

degranulation and maximal fully histamine binding.

In particular, for inhibition of mast cell degranulation, these values indicate

that when a 0.1% solution of olopatadine is closed onto the eye, there is exposure to

5 times the IC50 value for mast cell degranulation (500 uM vs 2.5 1nM). When a

0.2% olopatadine solution is dosed to the eye, the exposure increases from

approximately 2.5 mM (for a 0.1% solution) to 5 mM or about 10 times excess

drug for inhibition of mast cell degranulation.

any vasoconstrictive effect, which would typically reduce redness, this inhibition of

Because olopatadine does not have

redness is believed to result from inhibition of the release of the mast cell mediators

brought about by the mast cell degranulation. As such, a 0.1% or 0.2% solution of

olopatadine should provide full inhibition of redness at onset of action since both of

these solutions provide excess olopatadine for inhibiting mast cell degranulation.

Surprisingly, however, the data in Table K and FIG. 1 show that a 0.7%

solution of olopatadine prevents redness even better than a 0.2% solution of

olopatadine at onset of action. Even more surprising, it provides a statistically

significant difference in redness inhibition relative the 0.2% solution at onset of

action.

In contrast to this surprising discovery relative to redness, a similar finding

was not made for itching (see Table KK below), which is believed to be avoided

through histamine binding.
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TABLE KK

Ocular Itching

(Onset-of-Action CAC)

By
Time Overall

Mean Std N Min Max p-value p—value

3min Olopatadine 0.77% 0.4 0.7 63 0 3

Olopatadine 0.2% 0.4 0.6 63 0 3 0.8434
Vehicle 1.9 1.1 60 0 4 <.0001

5min Olopatadine 0.77% 0.6 0.8 63 0 3

Olopatadine 0.2% 0.7 0.7 63 0 3 0.5341
Vehicle 2.1 1.1 60 0 4 <.000l

7min Olopatadine 0.77% 0.5 0.7 63 0 3

Olopatadine 0.2% 0.7 0.8 63 0 4 0.3667 0.5441
Vehicle 2.0 1.1 60 0 4 <.000l <.000l

Main Effect of Treatment p-value=<.000l

Treatment by Time Interaction p—va1ue=0.4025

The similarity in itching values for olopatadine 0.7% and olopatadine 0.2%

for itching at onset of action are to be expected since 0.2% olopatadine and 0.7%

olopatadine both provide enough olopatadine to provide maximal inhibition of

itching at onset of action. Thus, the above discussed finding relative to redness at

onset of action is quite unique.

Table L below provides data relative to mean conjunctival redness

determined by the CAC study 16 hours after challenge and that data is provided as

a graph in FIG 2.
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By
Time Overall

Max p-value p-value

(16hrs Duration CAC)

Mean Std N Min

7min Olopatadine 0.77% 1.3 0.8 65 0

Olopatadine 0.2" 0 1.6 0.7 65 1
Vehicle 1.8 0.8 65 1

15min Olopatadinc 0.77% 1.5 0.8 65 0

Olopatadine 0.2% 1.9 0.7 65 1
Vehicle 1.9 0.8 65 1

20min Olopatadine 0.77% 1.5 0.8 65 0

Olopatadine 0.2% 1.9 0.7 65 1
Vehicle 1.9 0.9 65 1

3

-l>:-l>«-I5-l>>-lk-l>-D399
0.0123 0.0056

<.0001 0.0001

0.0061

0.0013

0.0061

0.0015

Main Effect of Treatment p-va1ue=0.0004

Treatment by Time Interaction p-value=0.0077

As can be seen in Table L and FIG. 2, olopatadine at a concentration of

0.7% provides statistically significant relief of redness at 16 hours relative to both

vehicle and olopatadine 2%.

Table M below provides data relative to mean total redness determined by

the CAC study 24 hours after challenge and that data is provided as a graph in FIG

3. Mean total redness is a summation three redness determinations: i) conjunctival;

ii) episcleral; and iii) ciliary, each taken on a scale of 1 through 4.
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TABLE M

Total Redness

(24hrs Duration CAC)

By
Time Overall

Mean Std N Min Max p-value p—value

7min Olopatadine 0.77% 4.1 2.6 66 0 l0

Olopatadine 0.2% 5.4 2.4 66 1 ll 0.0022 0.0073
Vehicle 6.1 2.3 68 1 10 <.0001 <.0001

15min Olopatadine 0.77% 5.0 2.9 66 0 10

Olopatadine 0.2% 6.2 2.3 66 1 11 0.0086
Vehicle 6.7 2.3 68 1 ll <.0001

20min Olopatadine 0.77% 5.4 2.9 66 1 ll

Olopatadine 0.2% 6.3 2.3 66 2 11 0.0383
Vehicle 6.6 2.6 68 1 ll 0.0040

Main Effect of Treatment p—value=0.0003

Treatment by Time Interaction p-value=0.0136

As can be seen in Table M and FlG. 3, olopatadine at a concentration of

0.7% provides statistically significant relief of total redness at 24 hours relative to

both vehicle and olopatadine 2%.

Table N below provides data relative to ocular itching determined by the

CAC study 24 hours after challenge and that data is provided as a graph in FIG 4.
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By
Time Overall

Min Max p-value p—value

TABLE N

Ocular Itching

(24hrs Duration CAC)

Mean Std N

3min Olopatadine 0.77% 0.9 0.8 66 0

Olopatadine 0.2% 1.4 0.8 66 0
Vehicle 2.5 0.8 68 l

5min Olopatadine 0.77% 1.1 0.9 66 0

Olopatadine 0.2% 1.5 0.9 66 0
Vehicle 2.6 0.8 68 0

7min Olopatadine 0.77% 1.1 0.9 66 0

Olopatadine 0.2% 1.5 1.0 66 0
Vehicle 2.5 0.9 68 0

*3

-13-Rb-J-l>-l>U-)-D-bdb
0.0010

<.0001

0.0107

<.0001

0.0149 0.0034

<.0001 <.0O01

Main Effect of Treatment p~value=<.0001

Treatment by Time Interaction p-value-:0.3221
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As can be seen in Table N and FIG. 4, olopatadine at a concentration of

0.7% provides statistically significant relief of ocular itching at 24 hours relative to

both vehicle and olopatadinc 2%.

Table 0 below provides data relative to ocular itching determined by the

CAC study 24 hours after challenge and that data is provided as a graph in FIG 5.
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TABLE 0

Conjunctival Redness

(24hrs Duration CAC)

By
Time Overall

Mean Std N Min Max p;vg_lpe p-value

7min Olopatadine 0.77% 1.5 0.8 66 0 3

Olopatadine 0.2% 1.9 0.8 66 0 4 0.0016 0.0075
Vehicle 2.1 0.8 68 1 4 <.0001 <.0001

15min Olopatadine 0.77% 1.8 0.9 66 0 4

Olopatadine 0.2% 2.1 0.7 66 0 4 0.0131
Vehicle 2.3 0.7 68 1 4 <.0001

20min Oiopatadine 0.77% 1.8 0.9 66 0 4

Olopatadine 0.2% 2.1 0.7 66 1 4 0.0402
Vehicle 2.3 0.9 68 1 4 0.0024

1\/Iain Effect of Treatment p—va1ue==0.0002 ‘
Treatment by Time Interaction p-va1ue=0. 1540

As can be seen in Table 0 and FIG. %, olopatadine at a concentration of

0.7% provides statistically significant relief of conjunctival redness at 24 hours

relative to both Vehicle and Olopatadine 2%.
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We Claim:

1. An ophthalmic composition for treatment of ocular allergic conjunctivitis,

the composition comprising:

at least 0.67 w/v % olopatadine; and

water.

2. A composition as in claim 1 wherein the concentration of olopatadine is at

least 0.7 w/v% and is dissolved in solution.

3. A composition as in claim 1 further comprising a y-cyclodextrin derivative,

a B~cyclodextrin derivative or both to aid in the solubility of the olopatadine.

4. A composition as in claim 1 further comprising a lactam polymer to aid in

the solubility of the olopatadine.

5. A composition as in claim 4 wherein the lactam polymer is

polyvinylpyrrolidone.

6. A composition as in claims 1 further comprising a polyether.

7. A composition as in claim 6 wherein the polyether is polyethylene glycol.

8. A composition as in claim 1 wherein the composition is disposed in an

eyedropper, has a pH of 5.5 to 8.0 and an osmolality of 200 to 450.

9. An ophthalmic composition for treatment of ocular allergic conjunctivitis,

the composition comprising:

at least 0.67 w/v % olopatadine dissolved in solution;

PEG having a molecular weight of 300 to 500;

polyvinylpyrrolidone; and

cyclodextrin fromderivative selected B-cyclodextrin derivative,

y~cyclodextrin or both.

10. A composition in claim 9 further comprising a preservative selected from

a polymeric quaternary ammonium compound and benzalkonium chloride.
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11. A composition as in claim 10 wherein the cyclodextrin derivative is

hydroxypropyl- B-cyclodextrin or sulfoalkyl ether B~cyclodextrin.

12. A composition as in claim 11 wherein the B~cyclodextrin derivative is

5 hydroxypropyl— [5~cyclodextrin when the preservative is the benzalkonium chloride

and the |3~cyclodextrin derivative is sulfoalkyl ether B—cyelodextrin when the

preservative is the polymeric quaternary ammonium compound.

13. A composition as in claim 10 wherein the preservative is benzalkonium

10 chloride and the cyclodextrin derivative is hydroxypropyl-y—cyclodextrin.

14. A composition as in claim 9 further comprising borate.

15. A composition as in claim 14 further comprising polyol.
15

16. An ophthalmic composition for treatment of ocular allergic conjunctivitis,

the composition comprising:

at least 0.67 w/v % but no greater than 1.0 w/v% olopatadine dissolved in

solution;

20 PEG having a molecular weight of 300 to 500 wherein the concentration of

the PEG in solution is from about 2.0 w/v % to about 6.0 w/v%;

a lactam polymer wherein the lactam polymer is polyvinylpyrrolidonc and

the concentration of the polyvinylpyrrolidonc in solution is from about 2.0 w/v %

to about 6.0 w/v%; and

25 a B~cyclodextrin derivative or a y-cyclodextrin derivative selected from

SAE-B-cyclodextrin, HP-y—cyclodextrin and HP-B—eyclodextrin wherein the

concentration of the B-cyclodextrin derivative or the y-cyclodextrin derivative is at

least 0.5 w/v% but no greater than 2-.0 w/v%.

30 17. A composition as in claims 16 further comprising borate at a concentration

of at least about 0.18 w/v % but less than about 0.5 w/v%.

18. A composition as in claim 17 further comprising polyol.

35 19. A composition as in claim 18 wherein the polyol include polyethylene

glycol at a concentration of at least 0.4 w/v% but no greater than 2.2 w/v%.
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20. An ophthalmic composition for treatment of ocular allergic conjunctivitis,

the composition comprising:

at least 0.67 w/V % but no greater than 1.0 w/v% olopatadine dissolved in

solution;

PEG having a molecular weight of 300 to 500 wherein the concentration of

the PEG in solution is from about 2.0 W/V % to about 6.0 w/V%;

a lactam polymer wherein the lactam polymer is polyvinylpyrrolidone and

the concentration of the polyvinylpyrrolidone in solution is from about 2.0 w/V %

to about 6.0 w/V%; and

hydroxypropyl-3/-cyclodcxtrin in the composition at a concentration of at

least 0.5 w/V% but no greater than 2.0 w/V%.

21. A composition as in claims 20 further comprising borate at a concentration

of at least about 0.18 w/V % but less than about 0.5 w/V%.

22. A composition as in claim 21 further comprising polyol.

23. A composition as in claim 22 wherein the polyol include polyethylene

glycol at a concentration of at least 0.4 w/V% but no greater than 2.2 w/V%.

24. A method of treating ocular allergy symptoms, the method comprising:

topically applying the composition of claim 20 to an eye of a human.

25 A method as in claim 24 wherein the step of topically applying the

composition includes dispensing an eyedrop from an eyedropper.
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Abstract

The present invention is an ophthalmic composition containing a relatively

high concentration of olopatadine. The composition is typically an ophthalmic

aqueous

solubilized within the solution. The composition is preferably capable of providing

solution containing relatively high concentrations of olopatadine

enhanced relief from symptoms of ocular allergic conjunctivitis, particularly late

phase symptoms of ocular allergic conjunctivitis.
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As at beiew named inventor, we hereby declare that:

Gui‘ residence, pest eftiee address and eitizenship are as stated below next to em
i1?.i)I‘.(3.€S .

We betieve we are the eriginaig tirst and joint inventors tit" the subject tnattezri which is

eiaimed and for Wirlieli 2:, patent is sought an the invention entitled:

HEGHI €{}NCENTRATiON 0ig0i’A'i‘Ai}.iNE GPHTHALTB:/EC COKE/i}’€}SiTiQN

described and eiaimeti herewith and further identified as Attorney Doeitet N0. 3988 US the

specification efwhieh (eheek one}

(X ) is attached hereto.

( ) was tiled by an atttherized persen on my behalf on ____________________M, as Application

Serial No. _______________‘ and was atnended en ______“ (ifappiieabie)

We hereby state that we have ievieweti and ‘understand the ecsntents of the 3.bove~

identified speeitieatieii, ineiuciing the claims as amended by any amendment referred to

above.

We aeicnewiedge the ditty to oliseiose infottnatieii which :13 known to me to be

niateriai to patentahiiity as detineci in Section 1.56.

We hei'et‘.2y claim. fereign prierity benefits under Title 355, United, States Code, Section

i19(a)—(ti) or Section 355(1)) of any fereign app1ieation(s) for patent er inventotfls certificate:

or Section 3{iS(a) of any PCT international appiieatien which designated at ieast 011$ country

other than the United States, iiste-‘:1 below and have also itientitied beiow any foreign

application for patent or im'entot’s eettitieate having at fiiing date before that of the

appiieatien on which priority is eiaimed:
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We hereby claim the benefit tinder 35 USC §l l:9(e) at any United States pmvisienai

eppiieatiotflsz) listed. helew.

Fritit Pmvlsienttl Applieetiems): i.’i*iei“ity Cieiined~ «u —» » »» » ».« '«“u“---,-,»--»»»».»..---m-mu -»»»»»‘.m‘ »»$»»»»»~~».~»u‘-,-.-.-5--T-----—.-----------mug

Applieaitiiitii thine? Filed Yes Ne
(ll/ienthllE:.iyiYear)

iissiieizsit ‘ XMiiiiiiisiiiiiisiis  ..““e“.:

H H €§L’548,9S7 iexisizeii. V X i

We hereby eleini the benefit umier Title 35, l_.lnitei:i States Ctitiéi, Seetien 120 of any

United. States appiieatien{s), er Section 365(6) hf any PC? international application desigiiating

the United States, listed below anti, insofar as the stihjeet matter of each of the claims of this

application is not disclosed in the priet United States or PCT international applieatien in the

manner provided by the first paragarph of Title 35, United States Cede, Seetien ll:/Z. We

eelmowledge the duty‘ to disclese inaterial infemietien as defined in Title 3?, Cede ef Fetleml

Regtiiatioiis, Section 1.56 which occurred between the filing date of the prior application arid the

iietienal er PCT international tiling date of this application:

\\\\\IE

i Status: Zlletent,
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Appiieatien Nninher Filed
3 (1%/Ienth.’l}aylYear)
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We hereby declare that all statements made herein ef my own lmewleilge are true and

that all statements made on infomiation and belief are believed tn be true; and further that these

statements were made with the l<howied.ge that wililful false stateinents and the like so inéide are

punishable by tine or iinpriseinnent, er hath, under Section lfifil of Title 18 ef the Uiiitecl States

Code and that such willful false statements may jeepatclize the veliclity ef the ztpplieatinn or any

patent issued thereon.

We hereby appoint those patent practitioners associated with Custoiner No. 26356 as

my attorneys, with full power of substitution and revocation, to prosecute this egpplieation and

to transact all business in the United States Patent and Ttatienierlt Oftiee eenneeted therewith.
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Electronic Patent Application Fee Transmittal
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Filing Date:

Title of Invention: HIGH CONCENTRATION OLOPATADINE OPHTHALMIC COMPOSITION

First Named Inventor/Applicant Name: Daniel A. Gamache

Attorney Docket Number: 3988 US

Filed as Large Entity

Utility under 35 USC111(a) Filing Fees

Sub-Total in
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Independent claims in excess of3 1201 2 250 500
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Patent Appeals and Interference
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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)
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO ofthe 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

lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
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national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of

the application.
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