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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Patentee: Acheampong, er al. Examiner: Marcela M Cordero Garcia

Patent No.: 9,248,191 Group Art Unit: 1676

Issue Date: February 2, 2016 Confirmation No. 9616

For: METHODS OF PROVIDING Customer No.: 51957

THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS 

Attn: Certificate of Correction Branch

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

We are transmitting herewith the attached:

Request for Certificate of Correction.
Certificate of Correction Form - PTO-1050|><|><

Please charge any additional fees or credit overpayment to Deposit Account No. 010885.

Respectfully submitted,

/Laura L. Wine/

Date: February 16, 2016 By Laura L. Wine

Reg. No.:68681
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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 : 9,248,191 Page 1 of4

DATED : February 2, 2016

lNVENTOR(S) : Andrew Acheampong et al.

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

hereby corrected as shown below:

On the first page, in field (63), in column 1, in “Related U.S. Application Data”, line 4,

delete “and” and insert - - which is - -, therefor.

On the Page 2, in column 2, under “Other Publications”, line 9, delete “a” and

insert - - A - -, therefor.

On the Page 3, in column 1, under “Other Publications”, line 52, delete “a” and

insert - - A - -, therefor.

On the Page 3, in column 1, under “Other Publications”, line 61, delete “Muscosa|”

and insert - - Mucosal - -, therefor.

On the Page 3, in column 2, under “Other Publications”, line 24, delete “a” and

insert - - A - -, therefor.

On the Page 3, in column 2, under “Other Publications”, line 28, delete

“Po|yocyethy|ene” and insert - - Polyoxyethylene - -, therefor.

On the Page 3, in column 2, under “Other Publications”, line 29, delete

“PhysicoChemica|” and insert - - Physico-Chemical - -, therefor.

On the Page 3, in column 2, under “Other Publications”, line 39, delete “a” and

insert - - A - -, therefor.

On the Page 4, in column 1, under “Other Publications”, line 13, delete “a” and

insert - - A - -, therefor.

On the Page 4, in column 1, under “Other Publications”, line 35, delete “a” and

insert - - A - -, therefor.

On the Page 4, in column 1, under “Other Publications”, line 48, after “U.S.”

insert - - Re-Examination - -.
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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 : 9,248,191 Page 2 of4

DATED : February 2, 2016

lNVENTOR(S) : Andrew Acheampong et al.

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

hereby corrected as shown below:

On the Page 4, in column 2, under “Other Publications”, line 10, delete “Allegran,”

and insert - - Allergan, - -, therefor.

On the Page 4, in column 2, under “Other Publications”, line 43, delete “Occu|ar” and

insert - - Ocular - -, therefor.

On the Page 5, in column 1, under “Other Publications”, line 58, after “Systane”

insert - - Products, Systane - -.

On the Page 5, in column 1, under “Other Publications”, line 59, delete “http;//” and

insert - - http:// - -, therefor.

On the Page 5, in column 2, under “Other Publications”, line 22, delete “Waston” and

insert - - Watson - -, therefor.

On the Page 5, in column 2, under “Other Publications”, line 31, delete “No.” and

insert - - Nos. - -, therefor.

On the Page 5, in column 2, under “Other Publications”, line 33,

delete “5050)(2)(13)” and insert - - 505(j)(2)(B) - -, therefor.

On the Page 5, in column 2, under “Other Publications”, line 48,

delete “5050)(2)(13)” and insert - - 505(j)(2)(B) - -, therefor.

In column 1, line 8, delete “13/961.828” and insert - - 13/961,828 - -, therefor.

In column 1, line 36, delete “a” and insert - - A - -, therefor.

In column 1, line 37, delete “a” and insert - - A - -, therefor.

In column 1, line 39, delete “2002,” and insert - - 2002 - -, therefor.

In column 1, line 53, delete ‘‘al.’’ and insert - - al, - -, therefor.
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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 : 9,248,191 Page 3 of4

DATED : February 2, 2016

lNVENTOR(S) : Andrew Acheampong et al.

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

hereby corrected as shown below:

In column 2, line 65, delete “kerapoconjunctivitis,” and

insert - - keratoconjunctivitis, - -, therefor.

In column 3, line 12, delete “c|yc|cosporin” and insert - - cyclosporin - -, therefor.

In column 3, line 52, delete “were” and insert - - are - -, therefor.

In column 4, line 23, After “more” insert - - of - -.

In column 5, line 9, delete “kerapoconjunctivitis,” and

insert - - keratoconjunctivitis, - -, therefor.

In column 5, line 66, After “with” delete “a”.

In column 6, line 3, delete “acetronitri|e-based” and insert - - acetonitrile-based - -,

therefor.

In column 9, line 20, delete “each” and insert - - such - -, therefor.

In column 9, line 48, delete “extant” and insert - - extent - -, therefor.

In column 9, line 60, delete “benefiting” and insert - - benefitting - -, therefor.

In column 10, line 22, delete “informing” and insert - - in forming - -, therefor.

In column 10, line 35, delete “amphorteric” and insert - - amphoteric - -, therefor.

In column 11, line 7, delete “methylhydroxyethlystarches” and

insert - - methylhydroxyethylstarches - -, therefor.

In column 11, line 10, delete “g|ucoaminog|ycans” and

insert - - glycosaminoglycans - -, therefor.

In column 11, line 28, delete “2-methacrylolyoxyethlysu|fonic” and

insert - - 2-methacryloyloxyethylsulfonic - -, therefor.
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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 : 9,248,191 Page 4 of4

DATED : February 2, 2016

lNVENTOR(S) : Andrew Acheampong et al.

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

hereby corrected as shown below:

In column 11, line 29, delete “2-methacryloyloxethylsu|fonates” and

insert - - 2-methacryloyloxyethylsulfonates - -, therefor.

In column 11, line 30, delete “2-hydroxyprop|ysu|fonic” and

insert - - 2-hydroxypropylsulfonic - -, therefor.

In column 11, line 45, delete “cross|inked” and insert - - cross-linked - -, therefor.
II

In column 12, line 9, delete “po|yviny , and insert - - polyvinyl - -, therefor.

In column 13, line 1, delete “Disoxide,” and insert - - Dioxide, - -, therefor.

In column 13, line 34, delete “materiel” and insert - - material - -, therefor.

In column 14, line 32, delete “Premu|en ®’’ and insert - - Pemu|en® - -, therefor.

In column 15, line 24, in Claim 1, delete “005°/o” and insert - - 0.05% - -, therefor.

In column 15, line 61, in Claim 11, delete “claim 2,” and insert - - claim 6, - -,

therefor.
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Electronic Patent Application Fee Transmittal

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

First Named Inventor/Applicant Name: Andrew Acheampong

Attorney Docket Number: 17618CON6CON1 (AP)

Filed as Large Entity

Filing Fees for Utility under 35 USC111(a)

Sub-Total in

Description Fee Code Quantity Usms)

Basic Filing:

Pages:

Claims:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:
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 S“:-sT|§(t$a)| In

Miscellaneous:

Total in USD ($) 
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Electronic Acknowledgement Receipt

T

—

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

I

Payment information:

Deposit Account 010885

Authorized User WINE, LAURA L.

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

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

Charge any Additional Fees required under 37 CFR 1.17 (Patent application and reexamination processing fees)
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Charge any Additional Fees required under 37 CFR 1.19 (Document supply fees)

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

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

FfleLkfing:

Document . . File Size(Bytes)/ Multi Pages

 Message Digest l"ePP"l
164544

COCA||ergan17618CON6CON1
Request for Certificate of Correction AP9248191_pdf 896d 1 a453cf21 9586794f8fade9fefd8b525 u

808

Fee Worksheet (SBO6) fee—info.pdf 77d8f5cf7d4c6377f431b5aca5d39b369a69
00f5

Information:

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

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

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

Acknowledgement Receipt will establish the filing date of the application.

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

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/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

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

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

and of the International Filing Date (Form PCT/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.

0010



0011

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.

14/222,478 02/02/2016 9248191 17618CON6CON1 (AP) 9616

 

51957 7590 01/13/2016

ALLERGAN, INC.
2525 DUPONT DRIVE, T2-7H
IRVINE, CA 92612-1599

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 0 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):

Allergan, Inc., Irvine, CA;
Andrew Acheampong, Irvine, CA;
Diane D. Tang-Liu, Las Vegas, CA;
James N. Chang, Newport Beach, CA;
David F. Power, San Clemente, CA;

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 (Rev. 10/09)
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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

51957 7590 12/18/2015

ALLERGAN, INC_ coRDERo GARCIA, MARCELA M
2525 DUPONT DRIVE, T2-7H

IRVINE. CA 92612-1599
1676

DATE MAILED: 12/18/2015

14/222,478 03/21/2014 Andrew Acheampong 17618CON6CON1 (AP) 9616
TITLE OF INVENTION: METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

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

$960 $0 $0 $960nonprovi sional UNDISCOUNTED 03/18/2016

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

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

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

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

HOW TO REPLY TO THIS NOTICE:

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

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

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

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

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

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

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

Page 1 of 3
PTOL—85 (Rev. 02/11)
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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
or1 (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where

appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address asin 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 other accompanying

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any Change Ofaddress) fiapers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
51957 7590 12/18/2015 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

2525 DUPONT DRIVE, T2_7H addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.
IRVINE, CA 92612-1599 (Depositofs name)

(Signature)

(Date) 
APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

14/222,478 03/21/2014 Andrew Acheampong 17618CON6CON1 (AP) 9616
TITLE OF INVENTION: METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

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

$0 $0nonprovisional UNDISCOUNTED $960 $960 03/18/2016

EXAMINER ART UNIT CLASS-SUB CLASS

CORDERO GARCIA, MARCELA M 1676 514-020500

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

3 Chan e of correspondence address (or Change of Correspondence
Address orm PTO/SB/ 122) attached.

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

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

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

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

2. For printing on the patent front page, list

(1) The names of up to 3 registered patent attorneys 1
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. 

Please check the appropriate assignee category or categories (will not be printed on the patent) : '3 Individual '3 Corporation or other private group entity '3 Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
3 Issue Fee 3 A check is enclosed.

3 Publication Fee (No small entity discount permitted) 3 Payment by credit card. Form PTO-2038 is attached.

3 Advance Order — # of Copies 3 The director is hereby authorized to charge the required fee(s), any deficiency, or credits any
overpayment, to Deposit Account Number (enclose an extra copy of this form).

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

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), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

3 Applicant asserting small entity status. See 37 CFR 1.27 NOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

3 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 micro
entity status, as applicable.

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

Authorized Signature Date

Typed or printed name Registration No.

Page 2 of 3

PTOL-85 Part B (10-13) Approved for use through 10/31/2013. OMB 0651-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF  CE
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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.

 
14/222,478 03/21/2014 Andrew Acheampong 17618CON6CON1 (AP) 9616

51957 7590 12/18/2015

ALLERGAN, INC_ coRDERo GARCIA, MARCELA M
2525 DUPONT DRIVE, T2-7H

IRVINE. CA 92612-1599
1676

DATE MAILED: 12/18/2015

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

(Applications filed on or after May 29, 2000)

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

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

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

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

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

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

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

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

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

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

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

directed to the Customer Service Center of the Office of Patent Publication at 1—(888)—786—0101 or (571)-272-4200.

Page 3 of 3
PTOL—85 (Rev. 02/11)
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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)

14/222,478 ACHEAM PONG ET AL.

Applicant-Initiated Interview Summary Examiner Art Unit

MARCELA M. coRDERo 1676
GARCIA

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

(1) MARCELA M. CORDERO GARCIA. (3) .

(2) LAURA L.W/NE. (4) .

Date of Interview: 1 1 December 2015.

Type: IX] Telephonic [I Video Conference
I] Personal [copy given to: I] applicant I:l app|icant’s representative]

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

If Yes, brief description:

Issues Discussed [I101 |:I112 |:I102 |:I103 lZ|Others
(For each of the checked boX(es) above, please describe below the issue and detailed description of the discussion)

Claim(s) discussed: All, in general.

Identification of prior art discussed: US 9 101 574.
 

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...)

See Continuation Sheet.

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.

IX! Attachment

U.S. Patent and Trademark Office

PTOL-413 (Rev. 8/11/2010) Interview Summary Paper No. 20151214
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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 reply to 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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Continuation Sheet (PTOL-413) Application No. 14/222,478

Continuation of Substance of Interview including description of the general nature of what was agreed to if an

agreement was reached, or any other comments: Applicant's representative contacted Examiner to discuss the

outstanding rejection and Applicant's response. During the interview Examiner indicated that, upon consideration of the

response, Applicant's arguments mailed on 10/22/2015 are deemed persuasive and the only outstanding rejection (112

2nd 1st paragraph) has been withdrawn. Further, on 12/14/2015, Examiner contacted Applicant's representative to

discuss US 9,101,574 with regards to a potential ODP rejection. Applicant's representative argued that the claims in

the instant application were non—obvious over those claimed on US '574 because the specific ranges of cyclosporin

and castor oil were not taught, and such ranges were associated to unexpected efficacy results (See, e.g., Reasons for

Allowance, pages 2-6 of the Notice of Allowance mailed on 1/28/14 for parent U.S. Patent Application No. 13/961,828,

and 6/10/15 Non—Final Office Action for the instant application,paragraph 13). Applicant's arguments were deemed

persuasive.Thus no ODP rejection over US '574 has been required and the instant application is deemed in condition

for allowance. Applicant's representative filed their arguments in a supplemental response dated 12/14/2015 (see also

attached electronic communication and copy of the filed arguments).
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Application No. App|icant(s)
1422a4ns ACHEAMPONGETAL

Notice of Allowability I|\E/I)AaFrITgrESA M. CORDERO ?c;t7eLsm't ?:'l:I(;|‘;s‘t”|Snvent°r to
GAROA 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 10/22/2015 and 12/14/2015.

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 37-63. 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, please seeI».

hit’ :/'/wwwusrto. ov/ atents/'init events/' h/inq'ex.'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. IX 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 10/22/2015

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

/MARCELA M CORDERO GARCIA/

Primary Examiner, Art Unit 1676

U.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date 20151214
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Application/Control Number: 14/222,478

Art Unit: 1676

Page 2

The present application is being examined under the pre-AIA first to invent

provisions.

REASONS FOR ALLOWANCE

The following is an examiner’s statement of reasons for allowance: The closest

prior art is that of Ding et al. (US 5,474,979). The declaration under 37 CFR 1.132 by

Rhett M. Schiffman filed on 12/5/2013 (EXHIBIT 1 comprising EXHIBITS A—F) in parent

case Application 13/961,828, of which this case is a CON, is deemed sufficient to

overcome a potential 103 rejection of the instant claims over Ding et al. (US 5,474,979,

cited in the instant IDS dated 3/28/2014) because: After carefully reviewing exhibits A-F,

which compare the instantly claimed embodiment having 0.05%/1.25% castor oil with

embodiments E and F of Ding et al. (0.10%/1.25% castor oil and 0.05/.625%

cyclosporin/castor oil ratios), Examiner is persuaded that, unexpectedly, the claimed

formulation (0.05% cyclosporin A/1.25% castor oil) demonstrated an 8-fold increase in

relative efficacy for the Schirmer Tear Test score in the first study of Phase 3 trials

compared to the relative efficacy for the 0.05% by weight cyclosporin A/0.625% by

weight castor oil formulation disclosed in Example 1E of Ding, tested in Phase 2 trials.

The data represents a comparison of the subpopulation of Phase 2 patients using

compositions with the same reductions in tear production (5 mm/5 min) as those

enrolled in the Phase 3 studies. EXHIBIT 1 at paragraph 8. All of the cyclosporin A-

containing formulations as well as the vehicle also included 2.2% by weight glycerine,

1.0% by weight polysorbate, 0.05% Pemulen, sodium hydroxide, and water (see

paragraph 6, page 2 of EXHIBIT 1).
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Application/Control Number: 14/222,478 Page 3

Art Unit: 1676

Exhibits E and F also illustrate that the claimed formulations comprising 0.05%

cyclosporin A/1.25% castor oil also demonstrated a 4-fold improvement in the relative

efficacy for the Schirmer Tear Test score for the second study of Phase 3 and a 4-fold

increase in relative efficacy for decrease in corneal staining score in both of the Phase 3

studies compared to the 0.05% by weight cyclosporin A/0.625% by weight castor oil

formulation tested in Phase 2 and disclosed in Ding (Ding 1E). The excipients were the

same in the compared compositions. Given that the compositions comprise the same

amount of active agent (0.05 °/o cyclosporin A) as Ding 1 E, the improvements are

surprising, unexpected and commensurate in scope with the claimed invention.

The declaration under 37 CFR 1.132 by Mayssa Attar, filed on 12/5/2013

(EXHIBIT 2, comprising EXHIBITS A—D) in parent case Application 13/961,828, of which

this case is a CON, is deemed sufficient to overcome a potential rejection of the instant

claims based upon Ding et al. (US 5,474,979, cited in the IDS dated 9/12/2013)

because: As described in paragraph 7 of the EXHIBIT 2, the chart in EXHIBIT B shows

that the amount of cyclosporin A that reaches the cornea and conjunctiva, ocular tissues

that are highly relevant for the treatment of dry eye or keratoconjunctivis sicca, is higher

for the formulation containing 0.05% by weight cyclosporin A and 0.625% by weight

castor oil (Ding et al. 1E) than the formulation containing 0.05% by weight cyclosporin A

and 1.25% by weight castor oil (the claimed formulation) relative to the formulation

containing 0.1% by weight cyclosporin A and 1.25% by weight castor oil (Ding et al. 1D).

According to Dr. Attar, this data teaches that the formulation containing 0.05% by weight

cyclosporin A and 1.25% by weight castor oil would be less therapeutically effective
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Application/Control Number: 14/222,478

Art Unit: 1676

Page 4

than the formulation containing 0.05% by weight cyclosporin A and 0.625% by weight

castor oil or the formulation containing 0.10% by weight cyclosporin A and 1.25% by

weight castor oil. EXHIBIT A, paragraph 8. Therefore it would be unexpected that the

composition with lower uptake in cornea and conjunctiva would have significantly

improved activity.

Taking the results of the studies and data presented in the EXHIBITS 1 and 2

together, it is clear that the specific combination of 0.05% by weight cyclosporin A with

1.25% by weight castor oil is surprisingly critical for therapeutic effectiveness in the

treatment of dry eye or keratoconjunctivitis sicca.

Accordingly, the Declarations in EXHIBIT 1 and EXHIBIT 2, together with the

data presented in those declarations, provide clear and convincing objective evidence

that establishes that the claimed formulations, including 0.05% by weight cyclosporin A

and 1.25% by weight castor oil, demonstrate surprising and unexpected results,

including improved Schirmer Tear Test scores and corneal staining scores (key

objective measures of efficacy for dry eye or keratoconjunctivitis sicca) and improved

visual blurring and reduced artificial tear use as compared to the prior art, for example,

emulsion formulations disclosed in Ding et al., including formulations with 0.05% by

weight cyclosporin A and 0.625% by weight castor oil (Ding et al. 1 E) and formulations

with 0.10% by weight cyclosporin A and 1.25% by weight castor oil (Ding et al. 1 D)

which are the closest prior art formulations. The unexpected results are commensurate

in scope with the claims (MPEP 716.02(d)).
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Application/Control Number: 14/222,478

Art Unit: 1676

Page 5

The same described unexpected results above obviate a potential ODP rejection

over US 9,101,574 (see attached interview summary).

Any comments considered necessary by applicant must be submitted no later

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

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

Statement of Reasons for Allowance.”

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MARCELA M. CORDERO GARCIA whose telephone

number is (571)272-2939. The examiner can normally be reached on M—F 8:30-5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Karlheinz R. Skowronek can be reached on (571)-272-9047. The fax phone

number for the organization where this application or proceeding is assigned is 571 -

273-8300.

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.
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Application/Control Number: 14/222,478 Page 6

Art Unit: 1676

MARCELA M CORDERO GARC|A/

Primary Examiner, Art Unit 1676

MMCG 12/2015
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Application No. App|icant(s)

14/222,478 ACHEAM PONG ET AL.

Applicant-Initiated Interview Summary Examiner Art Unit

MARCELA M. coRDERo 1676
GARCIA

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

(1) MARCELA M. CORDERO GARCIA. (3) .

(2) LAURA L.W/NE. (4) .

Date of Interview: 1 1 December 2015.

Type: IX] Telephonic [I Video Conference
I] Personal [copy given to: I] applicant I:l app|icant’s representative]

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

If Yes, brief description:

Issues Discussed [I101 |:I112 |:I102 |:I103 lZ|Others
(For each of the checked boX(es) above, please describe below the issue and detailed description of the discussion)

Claim(s) discussed: All, in general.

Identification of prior art discussed: US 9 101 574.
 

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...)

See Continuation Sheet.

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.

IX! Attachment

U.S. Patent and Trademark Office

PTOL-413 (Rev. 8/11/2010) Interview Summary Paper No. 20151214
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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 reply to 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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Continuation Sheet (PTOL-413) Application No. 14/222,478

Continuation of Substance of Interview including description of the general nature of what was agreed to if an

agreement was reached, or any other comments: Applicant's representative contacted Examiner to discuss the

outstanding rejection and Applicant's response. During the interview Examiner indicated that, upon consideration of the

response, Applicant's arguments mailed on 10/22/2015 are deemed persuasive and the only outstanding rejection (112

2nd 1st paragraph) has been withdrawn. Further, on 12/14/2015, Examiner contacted Applicant's representative to

discuss US 9,101,574 with regards to a potential ODP rejection. Applicant's representative argued that the claims in

the instant application were non—obvious over those claimed on US '574 because the specific ranges of cyclosporin

and castor oil were not taught, and such ranges were associated to unexpected efficacy results (See, e.g., Reasons for

Allowance, pages 2-6 of the Notice of Allowance mailed on 1/28/14 for parent U.S. Patent Application No. 13/961,828,

and 6/10/15 Non—Final Office Action for the instant application,paragraph 13). Applicant's arguments were deemed

persuasive.Thus no ODP rejection over US '574 has been required and the instant application is deemed in condition

for allowance. Applicant's representative filed their arguments in a supplemental response dated 12/14/2015 (see also

attached electronic communication and copy of the filed arguments).
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Cordero Garcia, Marcela M.

From: Wine_Laura <Wine_Laura@Allergan.com>

Sent: Monday, December 14, 2015 4:27 PM

To: Cordero Garcia, Marcela M.

Cc: Stein_Maria

Subject: US 14/222,478 Courtesy Copy of Supplemental Response and Interview Summary

Attachments: US14—222478_Supplemental_Response.pdf

Dear Examiner Cordero,

Attached please find a courtesy copy of a Supplemental Response and Interview Summary that was filed today for US

14/222,478 (AGN Ref: 17618CON6CON1). Please be advised that I have already filed a communication today under

MPEP 502.3 authorizing email communications in this patent application.

Please do not hesitate to contact me if you have any questions.

Best regards,

Laura

tantra Wine

Patent Counsei

Ailergaire, inc,

Wine Laura§a)allergan.coirr

2325 Dirportt iC}i‘i\i~3:
T29?

 

This email, including any attachments, is meant only for tne intended recipient and may be a oonti-zientiai communication or a
communicatiori privileged bylaw. lr' you received this e-mail in error, any review, Lise. dissemination, distribution, or copying of this
e-mail is strictly mohibiieo. Please notify the sender immediately of the error by return e-mall and please deiete this message from
your system. "l'hanit' you in advance for your cooperation.
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USPTO Before the Patent Trial and Appeal Board, Apotex Corp., Apotex, Inc. Petitioner v. Allergan, . Patent Owner,
Case lPR2015-01286, Patent 8,642,556, pages 1 - 47, Dated September 18, 2015

In the United States District Court for the Eastern District of Texas Marshall Division, Allergan, Inc. (Plaintiff) V. Actavis,
|nc., Watson Laboratories, |nc., and Actavis Pharma, Inc. (flkla Watson Pharma, Inc.) (defendants), C.A. No. 2:14-
cv-638-JRG-Lead Case Consolidated with 2:14-cv-188-JRG, Actavis, lnc_, Waston Laboratories, lnc_, and Actavis

Pharma, |nc.'s Invalidity Contentions Pursuant to Local Patent Rules 3-3 and 3-8, pages 1-74, dated October 15, 2014

Letter from Victor Ramsaywak of Apotex, |nc., Notice of Certification Under 21 USC Section 355(j)(2)(B)(ii) (Section
505(j)(2)(B(ii) of the Federal Food, Drug and Cosmetic Act( and 21 CFR Section 314.95 dated July 23, 2015, pages
1-116
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Application Number 14222478 =:3‘€‘C€‘l.9IC5aI9- I0/32/4015

Filing Date 2014-03-21

INFORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
_ _ Art Unit | 1676

( Not for submission under 37 CFR 1.99)
Examiner Name CORDERO GARCIA, MARCELA M

Attorney Docket Number | 17618-US-CN6CN1-AP

Letter from Shashank Upadhye, Counsel for |nnoPharma, |nc., of Amin Talati & Upadhye, Notification of Certification 0
Invalidity, Unenforceability andlor Non-infringement for U.S. Patent Nos. 5,474,979; 8,629,111; 8,633,162; 8,642,556;
8,648,048; and 8,685,930 Pursuant to Section 505(j)(2)(B)(iv) of the Federal Food, Drug, and Cosmetic Act, dated July

31, 2015, pagéEl1l8EFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /l\f.l\/l.C.G./'

Letter from J.C. Rozendaal of Kellogg, Huber, Hansen, Todd, Evans & Figel, PLLC, Notice of ANDA No. 203880
Concerning Cyclosporine Ophthalmic Emulsion, 0.05% with Paragraph IV Certification Concerning U.S. Patent Nos.
8,629,111; 8,633,162; 8,642,556; 8,648,048; and 8,685,930 dated July 22, 2015, pages 1-40

Letter from Joseph M. Reisman, Counsel for Mylan Pharmaceuticals Inc., of Knobbe Martens, Cyclosporine Emulsion
0.05%, Route of Administration: Ophthalmic, U.S. Patent Nos. 8,629,111; 8,633,162; 8,642,556; 8,648,048; and
8,685,930, Notice of Paragraph IV Certification, dated July 20, 2015, pages 1-226

Letter from Joseph Bonaccorsi, General Counsel, Akorn, |nc., Notification of Certification for U.S. Patent Nos.
8,629,111; 8,633,162; 8,642,556; 8,648,048; and 8,685,930 Pursuant to Section 505(j)(2)(B)(iv) of the Federal Food,
Drug, and Cosmetic Act — 21 USC Section 355(j)(2)(B)(iv) Akorn ANDA 204561, dated July 10, 2015, pages 1-26

USPTO Before the Patent Trial and Appeal Board, Apotex, Inc. Petitioner v. Allergan, Inc. Patent Owner
IPR2015-01278, Patent 8,633,162, Pages 1-63, Dated June 4, 2015

USPTO Before the Patent Trial and Appeal Board, Apotex, Inc. Petitioner v. Allergan, Inc. Patent Owner
IPR2015-01282, Patent 8,629,111, Pages 1-63, Dated June 4,2015

USPTO Before the Patent Trial and Appeal Board, Apotex, Inc. Petitioner v. Allergan, Inc. Patent Owner
IPR2015-01283, Patent 8,685,930, Pages 1-63, Dated June 4,2015

USPTO Before the Patent Trial and Appeal Board, Apotex, Inc. Petitioner v. Allergan, Inc. Patent Owner
IPR2015-01284, Patent 8,648,048, Pages 1-63, Dated June 4,2015

USPTO Before the Patent Trial and Appeal Board, Apotex, Inc. Petitioner v. Allergan, Inc. Patent Owner
IPR2015-01286, Patent 8,642,556, Pages 1-63, Dated June 4,2015

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

EXAMINER SIGNATURE

Examiner Signature /Mamega Gm-dam gamgal Date Considered 12/'11/2015

*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.
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

Application Number 14222478 Receipt date: 10/22/2015

Filing Date 2014-03-21

First Named Inventor Andrew Acheampong

Art Unit | 1676
Examiner Name CORDERO GARCIA, MARCELA M

Attorney Docket Number | 17618-US-CN6CN1-AP

English language translation is attached.

EFS Web 2.1.17

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 or document by me appropriaieieiiniveeie eaeeteee eahemaee 1333816E'?iFFq“fitiitE3fi<1.$l‘llE@ifFriti5€a®l§=GE1iAPl3llll¢iaIt.K3S®/blace a check mark here if
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Application Number 14222478 Piecelfll Clal95 l0/32/Ql-ll 5

Filing Date 2014-03-21

INFORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT Ar, Uni, l 16,6
( Not for submission under 37 CFR 1.99)

Examiner Name CORDERO GARCIA, MARCELA M

Attorney Docket Number | 17618-US-CN6CN1-AP

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the a pro riate se|ection(s):
ALL REFERENCES ONCEDERED EXCEPT WHERE LENED THROUGH. /’M.i\/l.C.G./

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

II 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

El 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 Date WW-MM-00> 2°15-1°-22
NamelPrint Registration Number 68,681 

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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14222478 " GAU: 1676 Receipt date: 10/22/2015

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.

ALL REFERENCES CONSEDERED EXCEPT WHERE LENED THROUGH. /’M.i\/i.C.G./

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.

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 inspections 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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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
or1 (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

p(propriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as
a

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 other accompanying

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any Change Ofaddress) fiapers. Each additional paper, such as an assignment or formal drawing, mustave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission
51957 7590 12/18/2015 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

2525 DUPONT DRIVE, T2_7H addressed to the Mail Stop ISSUE FEE address above, or being facsimiletransmitted to the USPTO (571) 273-2885, on the date indicated below.

Laura L. V\fine <Deposnor'sname>

Laura L. V\fine <Siemture>

IRVINE, CA 92612-1599

December 18 2015 (Date) 
APPLICATION NO. FILING DATE F {ST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.

14/222,478 03/21/2014 Andrew Acheampong 17618CON6CON1 (AP) 9616
TITLE OF INVENTION: METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

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

$0 $0nonprovisional UNDISCOUNTED $960 $960 03/18/2016

EXAMINER ART UNIT CLASS-SUB CLASS

CORDERO GARCIA, MARCELA M 1676 514-020500

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

3 Chan e of correspondence address (or Change of Correspondence
Address orm PTO/SB/ 122) attached.

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

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

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

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

Allergan, Inc. Irvine, CA

2. For printing on the patent front page, list Laura L Vvine1 .
(1) The names of up to 3 registered patent attorneys
or agents OR, alternatively, Joel B. German
(2) The name of a single firm (having as a member a 2
registered attorney or agent) and the names of up to Debra D Condino
2 registered patent attorneys or agents. If no name is 3 '
listed, no name will be printed. 

Please check the appropriate assignee category or categories (will not be printed on the patent) : '3 Individual E Corporation or other private group entity '3 Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
& Issue Fee 3 A check is enclosed.

3 Publication Fee (No small entity discount permitted) 3 Payment by credit card. Form PTO-2038 is attached.

3 Advance Order — # of Copies 2 The director is hereby authorized to charge éeggiéed 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), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

3 Applicant asserting small entity status. See 37 CFR 1.27 NOTE: If the application was previously under micro entity status, checking this box will be taken
to be a notification of loss of entitlement to micro entity status.

3 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 micro
entity status, as applicable.

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

/'-3”” '-- V‘”“e/ Date December 18, 2015

Typed or printed name Laura L' V"/me Registration No. 68681

Authorized Signature

Page 2 of 3
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Docket No. 17618CON6CON1 (AP)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, er al. Examiner: Marcela M Cordero Garcia

Serial No.: 14/222,478 Group Art Unit: 1676

Filed: March 21, 2014 Confirmation No. 9616

For: METHODS OF PROVIDING

THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS

Customer No.: 51957

 

COMMENTS ON EXAMINER'S STATEMENT OF REASONS FOR

ALLOWANCE AND INTERVIEW SUMMARY

Mail Stop - Issue Fee
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Dear Sir:

In response to the Statement of Reasons for Allowance in the Notice of

Allowance mailed December 18, 2015, Applicant respectfully submits the following

comments.

A Summary of Interviews begins on page 2 of this paper.

Comments on Statement of Reasons for Allowance begin on page 3 of this paper.
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Docket No. 17618CON6CON1 (AP)

SUMMARY OF TELEPHONE INTERVIEWS

Attendees, Date and Type of Interviews

Telephone interviews were conducted on December 10 and 11 and attended by

Examiner Marcela M Cordero Garcia and Laura L. Wine.

Identification of Claims Discussed

The Claims were discussed, focusing on Claims 37, 49, 53, and 57.

Principal Arguments and Other Matters

Laura L. Wine and Examiner Cordero Garcia discussed the rejection under 35

U.S.C. § ll2, first paragraph in the June 10, 2015 Non-Final Office Action. The

Applicants argued that the Claims of the present application contained proper written

description support.

Results of Interviews

It was agreed that the Applicants’ arguments were persuasive to overcome the

rejections of record in the June 10, 2015 Non-Final Office Action.
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Docket No. 17618CON6CON1 (AP)

COMMENTS ON STATEMENTS OF REASONS FOR ALLOWANCE

Applicants respectfully submit the following comments on the Examiner's

Statement of Reasons for Allowance.

To the extent that there is any implication in such Statement that the patentability

of the claims rests on the recitation of a single feature or the combination of particular

features, Applicants respectfully disagree, since patentability rests on each claim taken as

a whole. For example, Applicants submit that there are additional features from the

claims that are not set forth in the cited art. Further, the Examiner’s Statement refers to

certain features of the claims. To the extent that the Examiner's Statement omits claim

elements, groups claims together, or identifies purportedly distinguishing features of a

claim or a group of claims, Applicants respectfully disagree with the Examiner's

Statement. Rather, Applicants submit that the claims are allowable, because each claim,

taken as a whole, recites a unique combination of features that is not anticipated or

rendered obvious by the prior art.

Applicants also hereby traverse and respectfully reserve the right to traverse the

characterizations of what any particular reference shows or teaches, or what any

combination of references shows or teaches, or the appropriateness of combining

references, and reserve the right to continue to do so in the future. In addition, Applicants

respectfully traverse any characterizations of which references are deemed to be the

closest prior art. Further, by making certain amendments to the claims, Applicants are not

conceding that previously pending claims are not patentable. Rather, the amendments are

being made to facilitate expeditious prosecution of this application. Applicants reserve

the right to pursue at a later date any previously pending or other broader or narrower

claims that capture any subject matter supported by the application's disclosure.

Moreover, any arguments in support of patentability and based on a portion of a claim

should not be taken as founding patentability solely on the portion in question, rather, it is
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Docket No. 17618CON6CON1 (AP)

the combination of features or acts recited in a claim taken as a whole which

distinguishes it over the identified references.

Applicants attach herewith payment of the issue fee and requests that the

application proceed to issuance. Should the Examiner have any concerns, the Examiner is

invited to contact the undersigned at the telephone number below.

Respectfully submitted,

/Laura L. Wine/

Date: December 18, 2015
Laura L. Wine

Attorney of Record

Registration Number 68,681

Please direct all inquiries and correspondence to:

Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249
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Electronic Patent Application Fee Transmittal

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

First Named Inventor/Applicant Name: Andrew Acheampong

Attorney Docket Number: 17618CON6CON1 (AP)

Filed as Large Entity

Filing Fees for Utility under 35 USC111(a)

Sub-Total in

Description Fee Code Quantity Usms)

Basic Filing:

Pages:

Claims:

Miscellaneous-Filing:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:
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Miscellaneous:

Total in USD ($) 
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Electronic Acknowledgement Receipt

T

—

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

I

Payment information:

Deposit Account 010885

Authorized User WINE, LAURA L.

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)

FfleLkfing:

Document . . File Size(Bytes)/ Multi Pages

 Message Digest l"ePP"l
1 14712

Issue Fee Payment (PTO—85 B) 17618CON6CON1_PTOL85.pdf

17618CON6CON1_lNTERVlEW_ 109453
SUlVllVlARY_AND_RESPONSE_T

O_ALLOWANCE.pClf 0176adcfd771cd341daca744d7129c5923dad44f

Applicant summary of interview with
examiner

Fee Worksheet (SBO6) fee—info.pdf 30293192d6d44c93ed8962d17662e07251
570013

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

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

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

Acknowledgement Receipt will establish the filing date of the application.

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

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/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

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

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

and of the International Filing Date (Form PCT/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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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, er al. Examiner: Marcela M Cordero Garcia

Serial No.: 14/222,478 Group Art Unit: 1676

Filed: March 21, 2014 Confirmation No. 9616

For: METHODS OF PROVIDING Customer No.: 51957

THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS 

COMMUNICATION UNDER MPEP 502.3

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Dear Sir:

Recognizing that Internet communications are not secure, I hereby authorize the USPTO

to communicate with me concerning any subject matter of this application by electronic mail. I

understand that a copy of these communications will be made of record in the application file.

Respectfully submitted,

/Laura L. Wine/

Date: December 14, 2015
Laura L. Wine

Attorney of Record

Registration Number 68,681

Please direct all inquiries and correspondence to:

Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249
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Electronic Acknowledgement Receipt

T

—

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

I

Payment information:

File Listing:

Document . . File Size(Bytes)/ Multi Pages

17618CON6CON1_COMM_UN

DER_MPEP_5023.pdf
Miscellaneous Incoming Letter e8815c4fd1e2825c2780349940b2a4fd8401

aa3a

Information:
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Total Files Size (in bytes) 95433

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,

characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

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

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

Acknowledgement Receipt will establish the filing date of the application.

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

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C. 371 and other applicable requirements a Form PCT/DO/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

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

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

and of the International Filing Date (Form PCT/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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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, er al. Examiner: Marcela M Cordero Garcia

Serial No.: 14/222,478 Group Art Unit: 1676

Filed: March 21, 2014 Confirmation No. 9616

For: METHODS OF PROVIDING Customer No.: 51957

THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS 

SUPPLEMENTAL AMENDMENT

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Dear Sir:

These papers are filed as a supplement to the 10/22/15 Response to the Non-Final

Office Action filed mailed June 10, 2015.

The Commissioner is authorized to charge any fee which may be required in

connection with this Amendment to deposit account No. 01-0885.

A Summary of Interview begins on page 2 of this paper.

Remarks begin on page 3 of this paper.
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SUMMARY OF INTERVIEW

Attendees, Date and Type of Interview

A telephonic interview was conducted on December 14, 2015 and was attended

by Examiner Cordero Garcia and Laura Wine.

Identification of Claims Discussed

The Claims were discussed.

References Discussed

U.S. Patent No. 9,101,574 (“the ‘574 patent”).

Principal Arguments and Other Matters

Claim 1 of the ‘574 patent was discussed as grounds for a potential obviousness-

type double patenting rejection. The Applicants disagreed that a double patenting

rejection was proper, because the pending Claims of the present application are

patentably distinct over Claim 1 of the ‘574 patent.

Results of Interview

It was agreed that the Applicants’ representative would file a supplemental

amendment, presenting arguments discussed during the interview.
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REMARKS

This Reply is a supplement to the 10/22/15 Response to the Non-Final Office

Action filed sent 6/10/15 The Applicants respectfully submit that the claims are in

condition for allowance.

Obviousness-Type Double Parenting

The Examiner has brought Claim 1 of U.S. Patent No. 9,101,574 (“the ‘574

patent”) to the Applicants’ attention as a potential grounds for rejection of the pending

Claims for obviousness-type double patenting. The Applicants disagree with the

proposed grounds of rejection.

The Applicants submit that an obviousness-type double patenting rejection over

Claim 1 of the ‘574 patent would be improper. A nonstatutory obviousness-type double

patenting rejection is appropriate where the conflicting claims are not identical, but at

least one examined application claim is not patentably distinct from the reference

claim(s) because the examined application claim is either anticipated by or would have

been obvious over, the reference claims. MPEP § 804. The Applicants submit that the

pending Claims of the current application are patentably distinct from Claim 1 of the

‘574, because the Claims of the present application recite several non-obvious elements

not recited in Claim 1 of the ‘574 patent.

As a non-limiting example, each pending independent claim (i.e., Claims 37, 49,

53, and 57) recites therapeutic methods including topical administration of a topical

ophthalmic emulsion, where the emulsion comprises cyclosporin A in an amount of about

0.05% by weight and castor oil in an amount of about 1.25% by weight. The non-

obviousness of this selection of the specific percentages of cyclosporin A and castor oil

within the topical ophthalmic emulsion has been established throughout the prosecution

of related cases (See, e.g., Reasons for Allowance, pages 2-6 of the Notice of Allowance

mailed on 1/28/14 for parent U.S. Patent Application No. 13/961,828), and has been
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acknowledged by the Examiner in the present case (see 6/10/15 Non-Final Office Action,

paragraph 13).

Claim 1 of the ‘574 patent does not recite these specific amounts of cyclosporin A

and castor oil, and instead recites: “An ophthalmically acceptable emulsion comprising

from about 0.001% to 0.4% cyclosporin A, castor oil, Polysorbate 80, Pemulen, and a

cellulose derivative selected from the group consisting of hydroxypropylmethyl cellulose

and carboxymethyl cellulose.” Nothing in this claim would lead one of skill in the art to

modify Claim 1 of the ‘574 patent to arrive at the currently claimed methods, and the

non-obviousness of the selection of the specific amounts of cyclosporin A and castor oil

has already been established. Thus, because the pending Claims in the present

application are patentably distinct from Claim 1 of the ‘574 patent, an obviousness-type

double patenting rejection would be improper and thus should not be made.

There are several other patentably distinct features of the currently pending

Claims, and the Applicants reserve the right to argue these additional features at a later

date, if necessary.

CONCLUSION

The Applicants believe all claims now pending in the present application are in

condition for allowance.

The Commissioner is hereby authorized to charge any fees required or necessary

for the filing, processing or entering of this paper or any of the enclosed papers, and to

refund any overpayment, to deposit account 01-0885.

If the Examiner believes a telephone conference would expedite prosecution of

this application, please contact the undersigned at (714) 246-6996.

Respectfully submitted,

/Laura L. Wine/

Date: December 14, 2015
Laura L. Wine

Attorney of Record

Registration Number 68,681

0062



0063

Docket No. 17618CON6CON1 (AP)

Please direct all inquiries and correspondence to:

Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, et al. Examiner: Marcela M Cordero Garcia

Serial No.: 14/222,478 Group Art Unit: 1676

Filed: March 21, 2014 Confirmation No. 9616

Customer No.: 5 1957For: METHODS OF PROVIDING

THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS 

RESPONSE TO OFFICE ACTION DATED JUNE 10, 2015

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Dear Sir:

These papers are filed in reply to the Office Action mailed June 10, 2015.

The Commissioner is authorized to charge any fee which may be required in

connection with this Amendment to deposit account No. 01-0885.

A Summary of Interview begins on page 2 of this paper.

Remarks begin on page 3 of this paper.
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SUMMARY OF INTERVIEW

Attendees, Date and Type of Interview

A Telephonic interview was conducted on August 14, 2015 and was attended by

Examiner Cordero Garcia and Laura Wine.

Identification of Claims Discussed

The Claims were discussed.

Principal Arguments and Other Matters

The rejection under 35 U.S.C. § ll2, first paragraph was discussed. The

Applicants’ representative argued that proper written description support for the Claims

was present in the specification as originally filed. The Applicants pointed to further

examples of support for the Claims in the specification, including, but not limited to,

page 3, line 29 — page 4, line 19.

Results of Interview

It was agreed that the Applicants’ representative would file a response to the

Office Action, presenting arguments discussed during the interview.
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REMARKS

This Reply responds to the Office Action sent June 10, 2015, in which the Office

Action rejected Claims 37-63. The Applicants respectfully submit that the claims are in

condition for allowance.

Claim Rejections

35 US. C. § 112, firstparagraph

Claims 37-63 were rejected under 35 U.S.C § 112, first paragraph as failing to

comply with the written description requirement. As will be explained in further detail

below, the Applicants submit that the Claims are properly supported by the specification

as originally filed, and that it is clear that the inventors had possession of the invention

claimed at the time of filing of the application.

The Claims Comply with the Written Description Requirement

Written Description Requirement

According to the MPEP, an objective standard for determining compliance with

the written description requirement, which is “does the description clearly allow persons

of ordinary skill in the art to recognize that he or she invented what is claimed.” In re

Gosteli, 872 F.2d 1008, 1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 1989). The test for

sufficiency of support in a parent application is whether the disclosure of the application

relied upon “reasonably conveys to the artisan that the inventor had possession at that

time of the later claimed subject matter.” Ralston Purina C0.v.Far—Mar—C0., Inc., 772

F.2d 1570, 1575, 227 USPQ 177, 179 (Fed. Cir. 1985) (quoting In re Kaslow, 707 F.2d

1366, 1375, 217 USPQ 1089, 1096 (Fed. Cir. 1983)). MPEP§ 2163.02.

The Applicants submit that the specification as filed reasonably conveys that the

inventors were in possession of the claimed subject matter, and that the description

clearly allows persons of ordinary skill in the art to recognize that they invented what is

claimed. The specification adequately describes the claimed invention.
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Looking at the specification, it is clear that the inventors had invented a method of

treating dry eye disease using formulations disclosed, as well as methods incorporating

administration of the cyclosporin formulations at a frequency of twice a day:

The frequency of administration and the amount of the presently useful

composition to use during each administration varies depending upon the

therapeutic effect to be obtained, the severity of the condition being

treated and the like factors. The presently useful compositions are

designed to allow the prescribing physician substantial flexibility in

treating various ocular conditions to achieve the desired therapeutic effect

or effects with reduced risk of side effects and/or eye irritation. Such

administration may occur on an as needed basis, for example, in

treating or managing dry eye syndrome, on a one time basis or on a

repeated or periodic basis once, twice, thrice or more times daily

depending on the needs of the human or animal being treated and

other factors involved in the application at hand.

Page 9, line 25 — page l0, line 7 of the specification of the present application as

originally filed (emphasis added).

Another benefit recognized by the inventors was the efficacy of the methods of

administering the cyclosporin formulations compared to formulations compared to

formulations containing 0.1% cyclosporin:

In one aspect of the present invention, the present methods comprise

administering to an eye of a human or animal a composition in the form of

an emulsion comprising water, a hydrophobic component and a

cyclosporin component in a therapeutically effective amount of less than

0.1% by weight of the composition. The weight ratio of the cyclosporin

component to the hydrophobic component is less than 0.08.

It has been found that the relatively increased amounts of hydrophobic

component together with relatively reduced, yet therapeutically effective,

amounts of cyclosporin component provide substantial and advantageous

benefits. For example, the overall efficacy of the present compositions,

for example in treating dry eye disease, is substantially equal to an

identical composition in which the cyclosporin component is present

in an amount of 0.1% by weight. Further, a relatively high

concentration of hydrophobic component is believed to provide for a

more quick or rapid breaking down or resolving of the emulsion in

the eye, which reduces vision distortion which may be caused by the
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presence of the emulsion in the eye and/or facilitates the therapeutic

effectiveness of the composition.

Page 3, line 29 — page 4, line l9 of the specification of the present application as

originally filed (emphasis added).

This benefit, as well as other benefits compared to a formulation comprising

about 0.1 % cyclosporin by weight and about 1.25% castor oil by weight are further

described later in the specification under Example 1, which compared the efficacy of

Composition 1 and Composition 11, two formulations administered to human patients in a

Phase 3, double-masked, randomized, parallel group study for the treatment of dry eye

disease.
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The results of this study indicate that Composition II, in accordance with

the present invention, which has a reduced concentration of cyclosporin A

and a cyclosporin A to castor oil ratio of less than 0.08, provides overall

efficacy in treating dry eye disease substantially equal to that of

Composition 1.
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Page 26, lines 22-27 of the specification of the present application as originally filed

(emphasis added).

In addition, it is found that the high concentration of castor oil relative to

cyclosporin component, as in Composition II, provides the advantage of

more quickly or rapidly (for example, relative to a composition which

includes only 50% as much castor oil) breaking down or resolving the

emulsion in the eye, for example, as measured by slit-lamp techniques to

monitor the composition in the eye for phase separation.

Page 27, lines 10 — 17 of the specification of the present application as originally

filed (emphasis added).

The Applicants submit that, based on at least the disclosures above, one of skill

would reasonably conclude and recognize that the inventors of the patent had possession

of what is claimed in the pending Claims. The specification demonstrates that the

inventors possessed their invention — the Claims recite a method of treating dry eye

disease by administering a formulation at the frequency of twice a day, wherein the

method provides overall efficacy substantially equal to administration of a second

formulation comprising cyclosporin in an amount of about 0.1% by weight and castor oil

in an amount of about 1.25% by weight at a frequency of twice a day — and the

specification discloses such a method.

The Standards for Compliance with the Written Description Requirement Stated in

the Office Action are Improper

The Office Action states that the Claims lack written description support because

the claims lack ipsis verbis support in the specification as originally filed. See 6.10.2015

Non-Final Office Action at paragraph 8. However, the Applicants submit that the Office

Action’s proposed requirement for explicit, ipsis verbis, support is Q the standard under

the law, the CFR, or the MPEP. Several Federal Circuit decisions have confirmed that

“ipsis verbis disclosure is not necessary to satisfy the written description requirement of

section 112. Instead the disclosure need only reasonably convey to persons skilled in the
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art that the inventor had possession of the subject matter in question.” See Fujikawa v.

Wattanasin, 93 F.3d 1559, 1570, 39 USPQ 2d 1895, 1904 (Fed. Cir. 1996).1

As described above, it is clear fiom reviewing the specification that the

Applicants were in possession of the subject matter claimed, and thus satisfy the written

description requirement.

Thus, the Applicants respectfully request that the claim rejections under 35 U.S.C

§ 112, first paragraph as failing to comply with the written description requirement be

withdrawn.

CONCLUSION

The Applicants believe all claims now pending in the present application are in

condition for allowance.

The Commissioner is hereby authorized to charge any fees required or necessary

for the filing, processing or entering of this paper or any of the enclosed papers, and to

refund any overpayment, to deposit account 01-0885.

If the Examiner believes a telephone conference would expedite prosecution of

this application, please contact the undersigned at (714) 246-6996.

Respectfully submitted,

/Laura L. Wine/

Date: October 22, 2015

Laura L. Wine

Attorney of Record

Registration Number 68,681

Please direct all inquiries and correspondence to:

Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249

1 See also In re Alton, 76 F3d 1168, 1175, 37 USPQ2d 1578, 1584 (Fed. Cir. 1996) (“Ifa person of
ordinary skill in the art would have understood the inventor to have been in possession of the claimed

invention at the time of filing, even if every nuance of the claims is not explicitly described in the

specification, then the adequate written description requirement is met.”).
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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.

EFS Web 2.1.17

0091



0092

Electronic Patent Application Fee Transmittal

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

First Named Inventor/Applicant Name: Andrew Acheampong

Attorney Docket Number: 17618CON6CON1 (AP)

Filed as Large Entity

Filing Fees for Utility under 35 USC111(a)

Sub-Total in

USD($)

 

0092

Description Fee Code Quantity



0093

Sub-Total in

USD($)

Miscellaneous:

Description Fee Code Quantity

Submission- Information Disclosure Stmt 1806‘180

Total in USD ($) 180 

0093



0094

Electronic Acknowledgement Receipt

m

—

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

I

Payment information:

Submitted with Payment yes—

—Authorized User WINE, LAURA L.

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows: 
0094



0095

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

FHeLBfing:

Document . . File Size(Bytes)/ Multi Pages

_ _ 600653
Information Disclosure Statement (IDS)

Form (SE08) 17618C6C1-|DS3.pdf 0a15927604b9a3954295772381e4365098 -

Information:

A U.S. Patent Number Citation is required in the Information Disclosure Statement (IDS) form. You may remove the form to add the required
data in order to correct the Informational Message or if you chose not to, the image of the 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.

3086250

Non Patent Literature 1-A|bietz_2001.pdf
50def76539f42013897ffb8cd880d82fe460 =

420

Information:

2-

Non Patent Literature A||ergan_Dry_Eye_Product_Po
tfo ll o_Fact_Sh eet. pdf ac07a39d66c1f06292b6f83511cf5935a647a4e

Information:

622863

Non Patent Literature 3-2001Annua|Report.pdf
82555bC7430C21949918c307600b143a2a3

064ad

Information:

669071

Non Patent Literature 4-2002Annua|Report.pdf
f90755e0380463234eb18d279d10eb11a5 -

225f8

Information:

1435223

Non Patent Literature 5-2003Annua|Report.pdf
fc753e3d8ea3d7133253bd3dd965951b88

b74945

Information:

1638526

Non Patent Literature 6-2004Annua|Report.pdf
2481e32da0aa61213712119cbf8e544956e

6f79e

0095



0096

Information:

10. 1496428

Non Patent Literature A||ergan_2010_Annua|_Report.
63b44b786bcf2b5209af0003bf65ef8393766f7e

Information:

1871227

Non Patent Literature 11-2011Annua|Report.pdf f16fccf5f278dca24b81cb0a9faeb01cac2be
50e

Information:

810452

Non Patent Literature 13-2013Annua|Report.pdf dc38bfc59b4057874fd3933763fc6be7324c
a4eb

14- 4345179

Non Patent Literature AAO_Preferred_Practice_Guide

lines. pdf 40e675925c4688b2ac3472048bf691ee427065e4

fbe949276b45b256fb9d5eb6a5fbee3c4f28
b542

15- 1 12607

Non Patent Literature Bausch_Lomb_Dry_Eye_Produ
cts. pdf 944920bd7aba364a5081eaab6abdf79fb5a2ed68

Non Patent Literature

1328772

Non Patent Literature 19-Chanana_1995.pdf ab75943df6278dfc9d7546a3144b1951881
080ae
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Information:

186053

Non Patent Literature 20-Chidambaram_2000.pdf ed4cdb1d837de5c6f49e61fc6540821379a
4b6b2

Information:

1828298

Non Patent Literature 21-Chung_2001.pdf 0bbc80a579ffe1353b592fae3dc830dc8829
604f

Information:

782868

Non Patent Literature 22-Coles-1984.pdf 193d4b8f65e31eb4c15f1ceea26ca86427df
e985

Information:

23-ctfa-becomes-personal-care.Non Patent Literature
pdf 22d04d5378543d3e6a05706475fab034c0f

961 ef

Information:

126419

Non Patent Literature 24-Ta2015.pdf 69d94ab648acf144914af4460adf733aef01
1:78

Information:

Non Patent Literature 26-Boghigian2015.pdf 3eb7c665d9963c4196732d48971d60e2ac

Information:

Non Patent Literature 27-DePaiva_2008.pdf 4dd317bda060d2e3a5fab7d173fd19f673a
(868

Information:

28- 898978

Non Patent Literature Dec|aration_of_Christopher_Ta
9e1393cfaefb26b69e2ea0186a662d73e8d00249

Information:

_ _ _ 570041
29-Dec|aratIon_of_ErnIng_XIa.Non Patent Literature

pdf bebbf4b177c6267d4da99f81059013e375e
1 e194
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Information:

30. 224119

Non Patent Literature Dec|aration_of_Harry_Boghigia
n . pdf 26ed7ad7ccad4ce900b34731180ae4301b6b8d4

Information:

31-DrugsFDA-

Non Patent Literature FDA_Approved_Drug_Product
s-Lacri sert. pdf 6145010b412ba090a1adb5a2c38bc57fed2a9fb7

Information:

32- 101335

Non Patent Literature DrugsFDA_Restasis_NDA_Num

be I’. pdf 23b87c74ebc2c9824417bbc6149ba031f564678a

6a0aef77358c1a0236a2459414356893ac1
d1f43

Non Patent Literature

f118c0ed202e33ce6c6c4e8641fe033dfa1a
3635

4043479

Non Patent Literature 37-|natomi_1996.pdf 90c60e29866ca1cf9c9582e388d7185d3ad
b1f79

Information:

1887798

Non Patent Literature 38-Kunert-2000.pdf 974d5e8ea565c925d6defa8f1383185ed95
d040a

0098
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Information:

. 342990
39-LacrIsert_Approved_Label.Non Patent Literature

pdf 1049556890ec281e28e0475c24d9e48f737
cdb5b

Information:

Non Patent Literature 40-SYSTANE_Ge|_Drops.pdf 7389705040af0e40b894e60462a1b935eca
30:93

Information:

1419730

Non Patent Literature 41-Lemp_1995.pdf 39bb26b9613ef12397b9063618d2a61b5e 1

Information:

304884

Non Patent Literature 42-Liu_2012.pdf 6b4ba660cc8a3dc8b34ed40431bfb1a749c
79368

Information:

284313

Non Patent Literature 43-Maissa_2010.pdf 2e7733b3e6ccac79cad7e4a46f9889bd809
db929

Information:

198950

Non Patent Literature 44-Mann_2007.pdf 78d259ce8a334eb16f13bfb7b56ba474162
3e10a

Information:

Non Patent Literature 45-Murphy_2000.pdf cddaac123030af8c12d48986f8a9cde5cf68
666f

546635

Non Patent Literature 46-Napper_2003.pdf 1745a8af25371d2fc3faef0c68bca3c5f1d73
e80

Information:

9149292

Non Patent Literature 47-Federa|_Register_1988.pdf 308bCd9f4144f17d323dfaf70571e8bbcb6e
5cd9
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Information:

48-

Non Patent Literature Orange_Book_Patent_and_Dat
a. pdf c0b3938f56bcd0d7a34dae786500428534f71551

Information:

49-

Non Patent Literature personalcarecounci|_website.
fbb3fe369b0I 086a8ced448f6aa89083597

Information:

112022

Non Patent Literature 50-Pf|ugfe|der_2000.pdf 0dfb43502893ccc8b086cb4788d0493eeba
d9c9e

Non Patent Literature
I4ba581 33ee6f63ad4358d64560397b7b8

ba8ce

ae274ce76151760bb46d272a1badfbf4027
:61 d2

Non Patent Literature

4c5a896d13ea984a5bb40eae5329fcf10f9a
b76c

55- 101250

Non Patent Literature SYSTANE_Lubricant_Eye_Ge|.
Id32d73825a29d45f088ab33185ac7f85dbc0d70

3615485

Non Patent Literature 56-Taban_2006.pdf b0021 71 ab25af0ec1 94606331 a21 06fc54fb
acd0
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Information:

571723

Non Patent Literature 57-Turner_2000.pdf 8e39345486660b4292fb7fc2d397549907
4bc98

Information:

252635

Non Patent Literature 58-Yeh_2003.pdf 3edd0311574249121e7bcd955e56d97b75
97ec37

Information:

59-|PR2014-01278-Patent- 151071

Non Patent Literature Owner-Preliminary-Response.
(6615c65e163c80c18123179ea4c97b50e227dff

Information:

60-|PR2015-O1282-Patent- 144350

Non Patent Literature Owner-Preliminary-Response.
pdf 49f0f2b408cbeee37f76e3fab0a5b71bf3ac

Information:

61-|PR2015-O1283-Patent- 145110

Non Patent Literature Owner-Preliminary-Response.
500f7a0ca7147172185bdff761ba1bac22e74684

Information:

62-|PR2015-O1284-Patent- 151362

Non Patent Literature Owner-Preliminary-Response.
695bd029ed182b10921aa46b32456d4c33496f18

Information:

63-|PR2015-O1286-Patent- 160103

Non Patent Literature Owner-Preliminary-Response.
88315e8d187dce82952194bc105d05187717a9bb

Information:

54- 287871

Non Patent Literature Defs_|nva|idity_Contentions_2
01 4-1 0-1 5 .pdf 401 :1 am 5244eb7209fee29c2b5c38cfc0ddc92e

Information:

Fee Worksheet (SB06) fee-info.pdf 31f8eef446de50351b0e0b1be9895084f40 =
Odbd
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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

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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Address: COMMISSIONER FOR PATENTS

P.O. Box 1450
Alexandria, Virginia 22313-1450
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CONFIRMATION NO.APPLICATION NO. F ING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO.

14/222,478 03/21/2014 Andrew Acheampong 17618CON6CON1 (AP) 9616

ALLERGAN, INC. —
2525 DUPONT DRIVE, T2-7H CORDERO GARCIA» MARCELA M
IRVINE, CA 92612-1599

ART UNIT PAPER NUMBER

1676

NOTIFICATION DATE DELIVERY MODE

08/20/2015 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):

patents_ip @ allergan.c0m
pair_allergan @ firstt0file.c0m

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

_ _ _ _ 14/222,478 ACHEAMPONG ET AL.
Applicant-Initiated Interview Summary Examiner Art Unit

MARCELA M. coRDERo 1676
GARCIA

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

(1) MARCELA M. coRDERo GARCIA. (3) .

(2) LAURA L. WINE. (4) .

Date of Interview: 8/14/2015.

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

Exhibit shown or demonstration conducted: I:I Yes IXI No.

If Yes, brief description:

Issues Discussed I:I101 IZI112 I:I102 I:I103 I:IOthers
(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion)

Claim(s) discussed: 37-63.

Identification of prior art discussed: Sall etal. (Ophthalmology, 2000).

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...)

Applican’ts representative discussed the support for the claims, mentioning pages 3-4. Examiner indicated that

pointing this section in the response to the new matter reiection of record would be helpful. Additional, inclusion of

Example 1 which has the components of the compositions within the claimed methods was suggested by Examiner.

No agreement was reached. Applicant's representative plans to follow up with a written response.

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.

I:| Attachment

/MARCELA M CORDERO GARC|A/

Primary Examiner, Art Unit 1676

U.S. Patent and Trademark Office

PTOL-413 (Rev. 8/11/2010) Interview Summary Paper No. 20150814
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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 reply to 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, “Interview Record OK” on the
paper recording the substance of the interview along with the date and the examiner's initials.
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UNITED STATES PATENT AND TRADEMARK OFFICE
 

Commissioner for Patents

_ United States Patent and Trademark Office
4 PO. Box 1450

,,-- Alexandria, VA 22313-1450
www.uspto.gov

III III

OFFICE OF PETITIONS

‘ Doc Code: TRACK1.GRANT

 

it-IIIIILIE

JUN 15 205

ALLERGAN, INC.

2525 DUPONT DRIVE, T2-7H

IRVINE CA 92612-1599

  

 
  

Decision Granting Request for .

Prioritized Examination Application No.: 14/222,478
Track I or After RCE

THE REQUEST FILED May 26, 2015 IS GRANTED.

The above-identified application has met the requirements for prioritized examination

A. CI for an original nonprovisional application (Track I).
B. [X] for an application undergoing continued examination (RCE).

2. The above-identified application will undergo prioritized examination. The application will be

accorded special status throughout its entire course of prosecution until one of the following occurs:

A. filing a petition for extension of time to extend the time period for filing a reply;

B. filing an amendment to amend the application to contain more than four independent

claims, more than thimr total claims, or a multiple dependent claim;

filing a reguest for continued examination;

filing a notice of appeal;

filing a request for suspension of action;

mailing of a notice of allowance;

mailing of a final Office action;

completion of examination as defined in 37 CFR 41.102; or

abandonment of the application.

Telephone inquiries with regard to this decision should be directed to Michelle R. Eason at (571) 272-4231.

In his/her absence, calls may be directed to Brian W. Brown at (571) 272-5338.

/Michelle R. Easonl Paralegal Specialist, Office of Petitions

(Signature) (Title) .

U.S. Patent and Trademark Office

PTO-22,98 (Rev. 02-2012)
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CONFIRMATION NO.APPLICATION NO. F ING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO.

14/222,478 03/21/2014 Andrew Acheampong 17618CON6CON1 (AP) 9616

ALLERGAN, INC. —
2525 DUPONT DRIVE, T2-7H CORDERO GARCIA» MARCELA M
IRVINE, CA 92612-1599

ART UNIT PAPER NUMBER

1676

NOTIFICATION DATE DELIVERY MODE

06/ 10/2015 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):

patents_ip @ allergan.c0m
pair_allergan @ firstt0file.c0m

PTOL—90A (Rev. 04/07)
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Application No. App|icant(s)
14/222,478 ACHEAM PONG ET AL.

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

MARCELA M. CORDERO 1676 iltatus
GARCM °

-- 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 § MONTHS FROM THE MAILING DATE OF
THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR1.136(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 5/26/2015.

[I 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 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)|Z| Claim(s) M’ is/are pending in the application.

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

6 El Claim s)j is/are allowed.

)

8 El Claim s) is/are objected to.

9)|:I Claim(s) are 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

hti: ://www.us to.qov/ aitents/init events/’ h/lndex.'s orsend an inquiry to PPHfeedback@usgtogov.

Application Papers

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

11)|:l The drawing(s) filed on is/are: a)I:I accepted or b)|: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)I:l All b)I:I Some** c)I:l None of the:

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

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

3.I: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.

Attachment(s)

1) El Notice of References Cited (PTO-892) 3) D jmej-View summary (pTo.413)
_ _ Paper No(s)/Mail Date.j

2) D Information Disclosure Statement(s) (PTO/SB/08a and/or PTO/SB/08b) 4 El 0 h _Paper No(s)/Mail Date . ) 1 er‘ j‘
U.S. Patent and Trademark Office
PTOL—326 (Rev. 11-13) Office Action Summary Part of Paper No./Mail Date 20150602
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Application/Control Number: 14/222,478

Art Unit: 1676

Page 2

1. The present application is being examined under the pre-AIA first to invent

provisions.

DETAILED ACTION

Continued Examination Under 37 CFR 1. 1 14

2. A request for continued examination under 37 CFR 1.114, including the fee set

forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this

application is eligible for continued examination under 37 CFR 1.114, and the fee set

forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action

has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on

5/26/2015 has been entered.

Any rejection from the previous office action, which is not restated here, is

withdrawn.

Election/Restrictions

3. Upon reconsideration, the election restriction requirement mailed on 5/9/2014 is

herein vacated.

Status of the claims

4. Claims 37-63 are pending. Claims 37-63 are presented for examination on the

merits.

Claim Rejections - 35 USC § 1 12

5. The following is a quotation of the first paragraph of 35 U.S.C. 112(a):

(a) IN GEN ERAL.—The specification shall contain a written description of the
invention, and of the manner and process of making and using it, in such full, clear, concise,
and exact terms as to enable any person skilled in the art to which it pertains, or with which it
is most nearly connected, to make and use the same, and shall set forth the best mode

contemplated by the inventor orjoint inventor of carrying out the invention.
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Application/Control Number: 14/222,478

Art Unit: 1676

Page 3

The following is a quotation of the first paragraph of pre-AIA 35 U.S.C. 112:

The specification shall contain a written description of the invention, and of the
manner and process of making and using it, in such full, clear, concise, and exact terms as to
enable any person skilled in the art to which it pertains, or with which it is most nearly
connected, to make and use the same, and shall set forth the best mode contemplated by the
inventor of carrying out his invention.

6. Claims 37-63 are rejected under 35 U.S.C. 112, first paragraph, as failing to

comply with the written description requirement. The claim(s) contains subject matter

which was not described in the specification in such a way as to reasonably convey to

one skilled in the relevant art that the inventor(s), at the time the application was filed,

had possession of the claimed invention. Claims 37, 49 and 57 comprise the limitations

Claim 37: "(...) wherein the method provides overall efficacy substantially equal to

administration of a second topical ophthalmic emulsion to a human eye in need thereof

at a frequency of twice a day, the second emulsion comprising cyclosporine A in an

amount of about 0.1% by weight and castor oil in an amount of about 1.25% by weight

(--)”

Claim 49 “(...) wherein the method is therapeutically effective in treating dry eye disease

and wherein the method achieves at least as much therapeutic efficacy as

administration of a second topical ophthalmic emulsion to a human eye in need thereof

at a frequency of twice a day, the second emulsion comprising cyclosporin A in an

amount of about 0.1% by weight and castor oil in an amount of about 1.25% by weight

(...)"
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Application/Control Number: 14/222,478 Page 4

Art Unit: 1676

Claim 57 “(...) wherein the method demonstrates a reduction in adverse events in the

human compared to administration of a second topical ophthalmic emulsion to a human

eye in need thereof at a frequency of twice a day, the second topical ophthalmic

emulsion comprising cyclosporine A in an amount of about 0.1% by weight and castor

oil in an amount of about 1.25% by weight (...)”

New Matter

7. The claims have been amended (cf. amendment 3/21/2014) to include new

claims. Applicants state that the amendments add no new matter, and point out at least

at page 4, line 25- page 5, line 14, page 14, line 28 —page 15, line 1, page 26, lines 5-

19, and page 27, lines 4-31 of the application specification filed herewith as support for

the amendments.

Lack of Ipsis verbis support

8. With respect to the limitations above, such embodiments does not appear to be

expressly disclosed nor described in the Example 1.

Lack of Inherent support

9. “While there is no in haec verba requirement, newly added claim limitations must

be supported in the specification through express, implicit, or inherent disclosure.” See

MPEP 2163. Example 1 of the instant disclosure, which encompasses the claimed

concentrations is silent with regards to the frequency of administration.

All other claims that depend directly or indirectly from rejected claims and are,

therefore, also rejected under USC 112, first paragraph for the reasons set forth above.
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Application/Control Number: 14/222,478

Art Unit: 1676

Page 5

Applicants’ arguments

10. The Applicants do not agree with the rejection, and respectfully submit that the

Claims comply with the written description requirement for the reasons previously

submitted to the Office. For example, support for the aforementioned limitation can be

found, at least, in the paragraph at page 9, line 25 — page 10, line 7 of the specification

as originally filed:

The frequency of administration and the amount of the presently

useful composition to use during each administration varies depending

upon the therapeutic effect to be obtained, the severity of the condition

being treated and the like factors. The presently useful compositions are

designed to allow the prescribing physician substantial flexibility in

treating various ocular conditions to achieve the desired therapeutic effect

or effects with reduced risk of side effects and/or eye irritation. Such

administration may occur on an as needed basis, for example, in

treating or managing dry eye syndrome, on a one time basis or on a

repeated or periodic basis once, twice, thrice or more times daily

depending on the needs of the human or animal being treated and

other factors involved in the application at hand.

Specification filed March 21, 2014 at page 9, line 25 — page 10, line 7 (Emphasis

Added).
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Application/Control Number: 14/222,478 Page 6

Art Unit: 1676

Moreover, the Applicants further respectfully submit that the Claims comply with

the written description requirement, at least, because the "at a frequency of twice a day"

limitation is supported in the specification as required by MPEP § 2163. The Applicants

submit that the written description clearly shows that the descriptive matter (the "twice a

day" limitation) is present in the specification. Example 1 of the present application

describes the testing of the 0.05% CsA and 0.1% CsA formulations (see present

Application specification as filed, page 26, lines 1-21):

':"wcs. S.‘~:a-,§‘3§=>:e¥$l:i@'i$:< gaze :<-»¢_§z,«<¢>:<¢l !’3>.és. .a’:xs- ';>:‘-’>l-§s.':..'.-z-.~§

\.w‘.-=s.‘.:‘.-‘ ksxmtx .>;v-‘ad Zmx-vs 252% r.mi<s.-:s;:>r;;
   f.€S1:a)X:‘e¢:*,‘zX§i-~‘.39.‘:- § (7 rm .~zw's1a¢>:s:

‘.~x.*".s ~,>>‘s“’.~»
:'l',- -.’~‘r 4-V

1 .

   
.3«»e«.m bvéisawie Q5‘. <1

"$>'.«‘.s§a>:: :35

".-?.,1..'3 5
"§’c’\\:I-gfixt 6Zf§:§-rc:g;e:a.°§§

M éikii

‘Zimm cm»: :2: as 1-‘mete; émtisiarszuzaxzsiz pe;z=.:.7é§.~e3,

:§3a:=.-«xxgz. 5312- tins. iimzzwsmxfi 6:”

The Applicants note that those formulations were disclosed to a person of skill in

the art for the first time in the present application family, including US Patent Application

No. 10/927,857 and Provisional US Patent Application No. 60/503,137. A person of skill

in the art would not have known those formulations prior to the filing of the instant patent

application family.
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Application/Control Number: 14/222,478

Art Unit: 1676

Page 7

Upon learning the formulations of the compositions used in the Phase 3, double-

masked, randomized, parallel group studies described in the application, a person of

skill would have understood that the application was describing the Phase 3, double-

masked, randomized, parallel group study described earlier in the specification:

In addition, cyclosporin A compositions used in treating ophthalmic conditions is

the subject of a number of publications. (...) "Two multicenter randomized studies of the
 

efficacy and safety of cyclosporine ophthalmic emulsion in moderate to severe dry eve

disease. CsA Phase 3 Study Group," Sall et al., Ophthalmology, 2000 Apr, 107(4):631—

9. See Present Application Specification as filed, page 1, line 21 — page 2, line 15. The

abstract of Sall describes that the patients in the Phase 3 study received either a 0.05%

CsA Formulation or 0.1 % CsA Formulation at a frequency of twice a day (Sall,

ABSTRACT):

 
The Sall paper does not disclose the compositions of the formulations, and a

person of skill in the art would not have known these formulations. Hence, the "twice a

day" limitation is present in the present application and a person of skill's knowledge of

the 0.05% CsA Phase 3 trial as disclosed in the Sall paper would lead them to

understand that both the 0.05% CsA and 0.1% CsA formulations were dosed at a
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Application/Control Number: 14/222,478 Page 8

Art Unit: 1676

frequency of twice a day. Thus, the Applicants submit that the "twice a day” limitation is

properly supported and the claims satisfy the written description requirement.

Response to arguments

11. Applicant’s arguments have been carefully considered but not deemed

persuasive for the reasons of record and for the following reasons: According to MPEP

609.01 and 37 C.F.R. 1.57:

“Essential material” may be incorporated by reference, but only by way of an

incorporation by reference to a U.S. patent or U.S. patent application publication, which

patent or patent application publication does not itself incorporate such essential

material by reference. “Essential material” is material that is necessary to:

(1) Provide a written description of the claimed invention, and of the manner and

process of making and using it, in such full, clear, concise, and exact terms as to enable

any person skilled in the art to which it pertains, or with which it is most nearly

connected, to make and use the same, and set forth the best mode contemplated by the

inventor of carrying out the invention as required by 35 U.S.C. 112(a);

(2) Describe the claimed invention in terms that particularly point out and

distinctly claim the invention as required by 35 U.S.C. 112(b); or

(3) Describe the structure, material, or acts that correspond to a claimed means

or step for performing a specified function as required by 35 U.S.C. 112(f).

0115



0116

Application/Control Number: 14/222,478

Art Unit: 1676

Page 9

In the instant case, Applicant’s representative is incorporating essential subject

matter (i.e., the instantly claimed wherein clauses as listed above in pages 3-4) by

relying on a NPL reference (Sall, 2000) which was not expressly incorporated by

reference, nor is it a U.S. Patent or a U.S. Patent Application as required by 37 CFR

1.57. Thus it is deemed that Applicants did not have possession of the invention as

claimed. For these reasons, the new matter rejection of record is maintained.

Conclusion

13. No claim is currently allowed.

The prior art made of record and not relied upon is considered pertinent to

applicant's disclosure. An obviousness rejection over Sall et al. (Ophthalmology, 2000,

cited in the IDS dated 3/28/2014) in view of Ding et al. (US 5,474,979, cited in the IDS

dated 3/28/2014) is not being made for the reasons summarized by Examiner in the

Declarations under 37 CFR 1.132 and Reasons for Allowance, pages 2-6 of the Notice

of Allowance mailed out on 1/28/2014 for 13/961,828, of which the instant application is

a continuation.

14. Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MARCELA M. CORDERO GARCIA whose telephone

number is (571)272-2939. The examiner can normally be reached on M—F 8:30-5:00.

lf attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Karlheinz R. Skowronek can be reached on (571)-272-9047. 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 http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

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

/MARCELA M CORDERO GARCIA/

Primary Examiner, Art Unit 1676

MMCG 06/2015
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Doc code: RCEX PTOISBIEBOEFS (07-09)
Doc description: Request for Continued Examination (RCE) Approved for use through 0'-’r'31f2012. OMB 0551-0031u.s. Patent and Trademark Office; u.s. DEPARTMENT OF COMMERCE

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

REQUEST FOR CONTINUED EXAMINATION(RCE)TRANSMlTTAL

(Submitted Only via EFS-Web)

A'°p"°at'°” 14222478 2014-03-21 D°°ketN”mb°' 17618—CON6CON1 (AP)
Number (if applicable)
First Named Examiner

Andrew AcheampongInventor Name Codero Garcia, Marcela M.

This is a Request for Continued Examination (RCE) under 37 CFR 1.1 14 of the above-identified application.
Request for Continued Examination (RCE) practice under 37 CFR 1.114 does not apply to any utility or plant application filed prior to June 8,
1995, or to any design application. The Instruction Sheet for this form is located at WWW.USPTO.GOV

SUBMISSION REQUIRED UNDER 37 CFR1.114

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

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

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

|:| Other

|Z| Enclosed

AmendmentlRep|y

|:| Information Disclosure Statement (IDS)

|:| Affidavit(s)/ Dec|aration(s)

|:| Other

MISCELLANEOUS

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

|:| Other

FEES

The RCE fee under 37 CFR 1.17(e) is required by 37 CFR 1.114 when the RCE is filed.

The Director is hereby authorized to charge any underpayment of fees, or credit any overpayments, to
Deposit Account No 010335

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED

Patent Practitioner Signature

|:| Applicant Signature

EFS - Web2.1.15
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Doc code: RCEX PTOISBIEBOEFS (07-09)
Doc description: Request for Continued Examination (RCE) Approved for use through 0'-’r'31t2012. OMB 0551-0031u.s. Patent and Trademark Office; u.s. DEPARTMENT OF COMMERCE

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

Signature of Registered U.S. Patent Practitioner

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

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

EFS - Web2.1.15
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Privacy Act Statement

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

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

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

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

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

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

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

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

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

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

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

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

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

negotiations.

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.

EFS — Web 2.1.15
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Doc Code: TRACK1.REQ

Document Description: TrackOne Request PTO/AIA/424 (04-14)

CERTIFICATION AND REQUEST FOR PRIORITIZED EXAMINATION

UNDER 37 CFR 1.102(e) (Page 1 of 1)

Andrew Acheampong 14222478
METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

APPLICANT HEREBY CERTIFIES THE FOLLOWING AND REQUESTS PRIORITIZED EXAMINATION FOR
THE ABOVE-IDENTIFIED APPLICATION.

1. The processing fee set forth in 37 CFR 1.17(i)(1) and the prioritized examination fee set forth in

37 CFR 1.17(c) have been filed with the request. The publication fee requirement is met

because that fee, set forth in 37 CFR 1.18(d), is currently $0. The basic filing fee, search fee,

and examination fee are filed with the request or have been already been paid. I understand

that any required excess claims fees or application size fee must be paid for the application.

I understand that the application may not contain, or be amended to contain, more than four

independent claims, more than thirty total claims, or any multiple dependent claims, and that

any request for an extension of time will cause an outstanding Track I request to be dismissed.

3. The applicable box is checked below:

I. Ori inal A lication Track One - Prioritized Examination under 1.102 e 1

i. (a) The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a).

This certification and request is being filed with the utility application via EFS-Web.
___OR___

(b) The application is an original nonprovisional plant application filed under 35 U.S.C. 111(a).

This certification and request is being filed with the plant application in paper.

ii. An executed inventor’s oath or declaration under 37 CFR 1.63 or 37 CFR 1.64 for each

inventor, Q the application data sheet meeting the conditions specified in 37 CFR 1.53(f)(3)(i) is

filed with the application.

uest for Continued Examination - Prioritized Examination under ~ 1.102 e 2

A request for continued examination has been filed with, or prior to, this form.

If the application is a utility application, this certification and request is being filed via EFS-Web.

The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a), or is

a national stage entry under 35 U.S.C. 371.

' . This certification and request is being filed prior to the mailing of a first Office action responsive

to the request for continued examination.

No prior request for continued examination has been granted prioritized examination status

under 37 CFR1.102(e)(2).

Sinature/Laura L. Winel DateMay 26, 2015

Name d PractitionerPrint/T e Re istration Number

Note: This form must be signed in accordance with 37 CFR 1.33. See 37 CFR 1.4(d) for signature requirements and certifications.
Submit multile forms if more than one sia nature is reuired. *

*Total of 1 forms are submitted.
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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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Docket No. 17618CON6CON1 (AP)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, et al. Examiner: Marcela M Cordero Garcia

Serial No.: 14/222,478 Group Art Unit: 1676

Filed: March 21, 2014 Confirmation No. 9616

Customer No.: 5 1957For: METHODS OF PROVIDING

THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS 

RESPONSE TO FINAL OFFICE ACTION DATED NOVEMBER 24, 2014

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Dear Sir:

These papers are filed in reply to the final Office Action mailed November 24,

2014.

The Commissioner is authorized to charge any fee which may be required in

connection with this Amendment to deposit account No. 01-0885.

A Summary of Interview begins on page 2 of this paper.

Remarks begin on page 3 of this paper.
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Docket No. 17618CON6CON1 (AP)

SUMMARY OF INTERVIEW

Attendees, Date and Type of Interview

Telephonic interviews were conducted on November 12 and 17, 2014 and were

attended by Examiner Cordero Garcia and Laura Wine.

Identification of Claims Discussed

The Claims were discussed, focusing on Claims 37, 49, and 57.

Principal Arguments and Other Matters

The rejection under 35 U.S.C. § ll2, first paragraph was discussed. No

substantive agreement was reached.

Results of Interview

It was understood that a final office action would be issued.
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REMARKS

This Reply responds to the Final Office Action sent November 24, 2014, in which

the Office Action rejected Claims 37-63. The Applicants respectfully submit that the

claims are in condition for allowance.

Claim Rejections

35 US. C. § 112, firstparagraph

Claims 37-63 were rejected under 35 U.S.C § 112, first paragraph as failing to

comply with the written description requirement with regards to the limitation in Claims

37, 49, and 57 of “at a frequency of twice a day” within the following wherein clauses:

“(. . .) wherein the method provides overall efficacy substantially equal to administration

of a second topical ophthalmic emulsion to a human eye in need thereof at a frequency of

twice a day, the second emulsion comprising cyclosporin A in an amount of about 0.1%

by weight and castor oil in an amount of about 1.25% by weight (..)”

Claim 3 7

“(...) wherein the method is therapeutically effective in treating dry eye disease and

wherein the method achieves at least as much therapeutic efficacy as administration of a

second topical ophthalmic emulsion to a human eye in need thereof at a frequency of

twice a day, the second emulsion comprising cyclosporin A in an amount of about 0.1%

by weight and castor oil in an amount of about 1.25% by weight(. . .)”

Claim 49

“(...) wherein the method demonstrates a reduction in adverse events in the human,

compared to administration of a second topical ophthalmic emulsion to a human eye in

need thereof at a frequency of twice a day, the second topical ophthalmic emulsion
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comprising cyclosporin A in an amount of about 0.1% by weight and castor oil in an

amount of about 1.25% by weight(. . .)”

Claim 57

The Applicants do not agree with the rejection, and respectfully submit that the

Claims comply with the written description requirement for the reasons previously

submitted to the Office. For example, support for the aforementioned limitation can be

found, at least, in the paragraph at page 9, line 25 — page 10, line 7 of the specification as

originally filed.

Moreover, the Applicants further respectfully submit that the Claims comply with

the written description requirement, at least, because the “at a frequency of twice a day”

limitation is supported in the specification as required by MPEP § 2163.

The Applicants submit that the written description clearly shows that the

descriptive matter (the “twice a day” limitation) is present in the specification. Example

1 of the present application describes the testing of the 0.05% CsA and 0.1% CsA

formulations:
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Present Application Specification as filed, page 26, lines 1-21.

The Applicants note that those formulations were disclosed to a person of skill in

the art for the first time in the present application family, including US Patent

Application No. 10/927,857 and Provisional US Patent Application No. 60/503,137. A

person of skill in the art would not have known those formulations prior to the filing of

the instant patent application family.

Upon learning the formulations of the compositions used in the Phase 3, double-

masked, randomized, parallel group studies described in the application, a person of skill

would have understood that the application was describing the Phase 3, double-masked,

randomized, parallel group study described earlier in the specification:

In addition, cyclosporin A compositions used in treating ophthalmic

conditions is the subject of a number of publications. (...) “Two

multicenter, randomized studies of the efficacy and safety of cyclosporine

ophthalmic emulsion in moderate to severe dgy eye disease. CsA Phase 3

Study Group,” Sall et al, Ophthalmology, 2000 Apr, 1 07(4).'63I-9.

See Present Application Specification as filed, page 1, line 21 — page 2, line 15.

The abstract of Sall describes that the patients in the Phase 3 study received either

a 0.05% CsA Formulation or 0.1% CsA Formulation at a frequency of twice a day:

.- .,5.‘.. ‘\;,.:'g x€.1't:' V». .K . :~:—-'. ;\-'€}.9.“ 2' !z<:>:m.s' Ix. 5\-‘l’-\‘:'l<.l<II'i}'. s\'Ii..?.' :'>zc:3*x::c.z. M':$, E’f2;’...1‘ muf
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Sall, ABSTRACT.

 

The Sall paper does not disclose the compositions of the

formulations, and a person of skill in the art would not have known those formulations.

Hence, the “twice a day” limitation is present in the present application and a

person of skill’s knowledge of the 0.05% CsA Phase 3 trial as disclosed in the Sall paper

would lead them to understand that both the 0.05% CsA and 0.1% CsA formulations

were dosed at a frequency of twice a day. Thus, the Applicants submit that the “twice a

0129



0130

Docket No. 17618CON6CON1 (AP)

day” limitation is properly supported and the Claims satisfy the written description

requirement.

In view of the above, the Applicants respectfully submit that the disclosure of the

present application reasonably shows that the Applicants were in possession of what is

now claimed at the time of filing, and request that the rejection of Claims 37-63 under 35

U.S.C. § 112, first paragraph be withdrawn.

Conclusion

The Applicants believe all claims now pending in the present application are in

condition for allowance.

The Commissioner is hereby authorized to charge any fees required or necessary

for the filing, processing or entering of this paper or any of the enclosed papers, and to

refund any overpayment, to deposit account 01-0885.

If the Examiner believes a telephone conference would expedite prosecution of

this application, please contact the undersigned at (714) 246-6996.

Respectfully submitted,

/Laura L. Wine/

Date: May 26, 2015
Laura L. Wine

Attorney of Record

Registration Number 68,681

Please direct all inquiries and correspondence to:

Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249
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lfa new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
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1676

NOTIFICATION DATE DELIVERY MODE

1 1/24/2014 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):

patents_ip @ allergan.c0m
pair_allergan @ firstt0file.c0m

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

14b2a4ns ACHEAMPONGETAL

Examiner-Initiated Interview Summary Examiner A“ Unit

MARCEU\M.CORDERO 1676
GARCM

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

(1) MARCELA M. CORDERO GARCIA. (3) .

(2) LAURA W/NE. (4) .

Date of Interview: 12 November 2014.

Type: IX] Telephonic [I Video Conference
I] Personal [copy given to: I] applicant I:l app|icant’s representative]

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

If Yes, brief description:

Issues Discussed [I101 IZI112 |:I102 |:I103 |:IOthers
(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion)

C|aim(s) discussed: 37 49 53 and 57.
 

Identification of prior art discussed: %.

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

Discussed the limitation "twice a day" within the claim limitation "wherein the method provides overall efficacy

substantially egual to administration of a second topical ophthalmic emulsion to a human eye in need thereof at a

frequency of twice a day, the second emulsion comprising czclosporin A in an amount of about 0. 1% by weight of

Castor oil in an amount of about 1.25 % by weight". Applicants’ arguments were not persuasive with respect to the

reiection of record because the unexpected results described in the disclosure (e.g., Example 1) are not limited to
twice a da administration see attached Office Action . A licant’s re resentative re uested a written office action in a

telephonic conversation on 11/17/2014.

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

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

IX! Attachment

/MARCELA M CORDERO GARC|A/

Primary Examiner, Art Unit 1676

U.S. Patent and Trademark Office

PTOL-413B (Rev. 8/11/2010) Interview Summary Paper No. 20141106
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Application No. App|icant(s)
14/222,478 ACHEAM PONG ET AL.

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

MARCELA M. CORDERO 1676 iltatus
GARCM °

-- 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 § MONTHS FROM THE MAILING DATE OF
THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR1.136(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 9/25/2014.

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

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

3)|: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)|Z| Claim(s) M’ is/are pending in the application.

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

6 El Claim s)j is/are allowed.

)

8 El Claim s) is/are objected to.

9)|:I Claim(s) are 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

hti: ://www.us to.qov/ aitents/init events/’ h/lndex.'s orsend an inquiry to PPHfeedback@usgtogov.

Application Papers

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

11)|:l The drawing(s) filed on is/are: a)I:I accepted or b)|: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)I:l All b)I:I Some** c)I:l None of the:

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

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

3.I: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.

Attachment(s)

1) El Notice of References Cited (PTO-892) 3) jg jmej-View summary (pTo.413)
_ _ Paper No(s)/Mail Date. 20141106.

2) E Information Disclosure Statement(s) (PTO/SB/08a and/or PTO/SB/08b) 4 El 0 h _Paper No(s)/Mail Date 7/8/2014. ) I 9“ :-
U.S. Patent and Trademark Office
PTOL—326 (Rev. 11-13) Office Action Summary Part of Paper No./Mail Date 20141106
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Application/Control Number: 14/222,478 Page 2

Art Unit: 1676

1. The present application is being examined under the pre-AIA first to invent

provisions.

DETAILED ACTION

2. This Office Action is in response to the reply received on 9/25/2014.

Any rejection from the previous office action, which is not restated here, is

withdrawn.

Election/Restrictions

3. Upon reconsideration, the election restriction requirement mailed on 5/9/2014 is

herein vacated.

Status of the claims

4. Claims 37-63 are pending. Claims 37-63 are presented for examination on the

merits.

Claim Rejections - 35 USC § 1 12

5. The following is a quotation of the first paragraph of 35 U.S.C. 112(a):

(a) IN GEN ERAL.—The specification shall contain a written description of the
invention, and of the manner and process of making and using it, in such full, clear, concise,
and exact terms as to enable any person skilled in the art to which it pertains, or with which it
is most nearly connected, to make and use the same, and shall set forth the best mode

contemplated by the inventor orjoint inventor of carrying out the invention.

The following is a quotation of the first paragraph of pre-AIA 35 U.S.C. 112:

The specification shall contain a written description of the invention, and of the
manner and process of making and using it, in such full, clear, concise, and exact terms as to
enable any person skilled in the art to which it pertains, or with which it is most nearly
connected, to make and use the same, and shall set forth the best mode contemplated by the
inventor of carrying out his invention.
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Art Unit: 1676

6. Claims 37-63 are rejected under 35 U.S.C. 112, first paragraph, as failing to

comply with the written description requirement. The claim(s) contains subject matter

which was not described in the specification in such a way as to reasonably convey to

one skilled in the relevant art that the inventor(s), at the time the application was filed,

had possession of the claimed invention. Claims 37, 49 and 57 comprise the limitation

"at a frequency of twice a day", specifically in the wherein clause defining the

unexpected results, i.e., "wherein the method provides overall efficacy substantially

equal to administration of a second topical ophthalmic emulsion to a human eye in need

thereof at a frequency of twice a day, the second emulsion comprising cyclosporin A in

an amount of about 0.1% by weight of castor oil in an amount of about 1.25 °/o by

weight".

New Matter

7. The claims have been amended (cf. amendment 3/21/2014) to include new

claims. Applicants state that the amendments add no new matter, and point out at least

at page 4, line 25- page 5, line 14, page 14, line 28 —page 15, line 1, page 26, lines 5-

19, and page 27, lines 4-31 of the application specification filed herewith as support for

the amendments.

Lack of Ipsis verbis support

8. With respect to the limitation “at a frequency of twice a day” in the wherein clause

“wherein the method provides overall efficacy substantially equal to administration of a

second topical ophthalmic emulsion to a human eye in need thereof at a frequency of

twice a day, the second emulsion comprising cyclosporin A in an amount of about 0.1%
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Art Unit: 1676

Page 4

by weight of castor oil in an amount of about 1.25 °/o by weight”, such embodiment does

not appear to be expressly disclosed nor described in the Example 1. Furthermore, the

limitation “at a frequency of twice a day” does not appear to be expressly disclosed with

respect to the unexpected results described in claims 37, 49, 53 and 57 (as described in

the respective wherein clauses). Note that in all the independent claims an unexpected

result is described that depends on the "twice a day" administration. However, the

disclosure and the examples do not require this "twice a day” limitation for the

unexpected results as claimed.

Lack of Inherent support

9. “While there is no in haec verba requirement, newly added claim limitations must

be supported in the specification through express, implicit, or inherent disclosure.” See

MPEP 2163. Example 1 of the instant disclosure, which encompasses the claimed

concentrations is silent with regards to the frequency of administration.

All other claims that depend directly or indirectly from rejected claims and are,

therefore, also rejected under USC 112, first paragraph for the reasons set forth above.
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Art Unit: 1676

Page 5

Applicants’ arguments

10. The Applicants submit that the currently pending Claims contain sufficient

written description support for the "at a frequency of twice a day" limitation within the

specification of the present application as originally filed. For example, support for this

limitation can be found, at least, in the paragraph at page 9, line 25 — page 10, line 7 of

the specification as originally filed, which reads:

The frequency of administration and the amount of the presently

useful composition to use during each administration varies depending

upon the therapeutic effect to be obtained, the severity of the condition

being treated and the like factors. The presently useful compositions are

designed to allow the prescribing physician substantial flexibility in

treating various ocular conditions to achieve the desired therapeutic effect

or effects with reduced risk of side effects and/or eye irritation. Such

administration may occur on an as needed basis, for example, in

treating or managing dry eye syndrome, on a one time basis or on a

repeated or periodic basis once, twice, thrice or more times daily

depending on the needs of the human or animal being treated and

other factors involved in the application at hand.

Specification filed March 21, 2014 at page 9, line 25 — page 10, line 7 (Emphasis

Added).
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Application/Control Number: 14/222,478 Page 6

Art Unit: 1676

In view of the above, the Applicants respectfully submit that the disclosure of the

present application reasonably shows that the Applicants were in possession of what is

now claimed at the time of filing, and request that the rejection of Claims 37-63 under 35

U.S.C. § 112, first paragraph be withdrawn.

Response to arguments

11. Applicants‘ arguments have been carefully considered and deemed persuasive

for the generic method, i.e., lines 1-5 of claim 37, but not deemed persuasive for the

unexpected results set forth in the wherein clause of claim 37 for the following reasons:

With respect to the limitation “at a frequency of twice a day” in the wherein clause

“wherein the method provides overall efficacy substantially equal to administration of a

second topical ophthalmic emulsion to a human eye in need thereof at a frequency of

twice a day, the second emulsion comprising cyclosporin A in an amount of about 0.1%

by weight of castor oil in an amount of about 1.25 % by weight”, such embodiment does

not appear to be expressly disclosed nor described in the Example 1. Furthermore, the

limitation “at a frequency of twice a day” does not appear to be expressly disclosed with

respect to the unexpected results described in independent claims 49, 53 and 57 (as

described in the respective wherein clauses) for analog reasons as those set forth in

claim 37. Note that in all the independent claims an unexpected result is described that

requires "twice a day" administration. However, the disclosure and the examples do not

require this "twice a day” limitation for the unexpected results as claimed.
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Page 7

“While there is no in haec verba requirement, newly added claim limitations must

be supported in the specification through express, implicit, or inherent disclosure.” See

MPEP 2163. Example 1 of the instant disclosure, which encompasses the claimed

concentration range for the claimed unexpected results is silent with regards to the

frequency of administration.

Thus it is deemed that Applicants did not have possession of the invention as

claimed, and therefore the new matter rejection is maintained.

Terminal disclaimers

12. Terminal disclaimers for US 8,685,930; 8,648,048; 8,642,556; 8,633,162 and

8,629,111 have been received and approved, thus obviating the ODP rejections of

record.

Conclusion

13. No claim is currently allowed.

The prior art made of record and not relied upon is considered pertinent to

applicant's disclosure.

14. Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MARCELA M. CORDERO GARCIA whose telephone

number is (571)272-2939. The examiner can normally be reached on M—F 8:30-5:00.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s

supervisor, Karlheinz R. Skowronek can be reached on (571)-272-9047. The fax phone
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Page 8

number for the organization where this application or proceeding is assigned is 571 -

273-8300.

Information regarding the status of an application may be obtained from the

Patent Application Information Retrieval (PAIR) system. Status information for

published applications may be obtained from either Private PAIR or Public PAIR.

Status information for unpublished applications is available through Private PAIR only.

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should

you have questions on access to the Private PAIR system, contact the Electronic

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a

USPTO Customer Service Representative or access to the automated information

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

/MARCELA M CORDERO GARCIA/

Primary Examiner, Art Unit 1676

MMCG 11/2014
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Application No. App|icant(s)

14b2a4ns ACHEAMPONGETAL

Examiner-Initiated Interview Summary Examiner A“ Unit

MARCEU\M.CORDERO 1676
GARCM

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

(1) MARCELA M. CORDERO GARCIA. (3) .

(2) LAURA W/NE. (4) .

Date of Interview: 12 November 2014.

Type: IX] Telephonic [I Video Conference
I] Personal [copy given to: I] applicant I:l app|icant’s representative]

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

If Yes, brief description:

Issues Discussed [I101 IZI112 |:I102 |:I103 |:IOthers
(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion)

C|aim(s) discussed: 37 49 53 and 57.
 

Identification of prior art discussed: %.

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

Discussed the limitation "twice a day" within the claim limitation "wherein the method provides overall efficacy

substantially egual to administration of a second topical ophthalmic emulsion to a human eye in need thereof at a

frequency of twice a day, the second emulsion comprising czclosporin A in an amount of about 0. 1% by weight of

Castor oil in an amount of about 1.25 % by weight". Applicants’ arguments were not persuasive with respect to the

reiection of record because the unexpected results described in the disclosure (e.g., Example 1) are not limited to
twice a da administration see attached Office Action . A licant’s re resentative re uested a written office action in a

telephonic conversation on 11/17/2014.

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

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

IX! Attachment

/MARCELA M CORDERO GARC|A/

Primary Examiner, Art Unit 1676

U.S. Patent and Trademark Office

PTOL-413B (Rev. 8/11/2010) Interview Summary Paper No. 20141106
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ggggggggatez 0'?/08/2014 M222478 ~ C§>$E!§.¥3;0éEa@Z'§). . . . . A df th h 07/31/2012. OMB 0651-0031

Doc description: Information Disclosure Statement (IDS) Filed U_S_ Patent and Trazgggfk O‘:;i:(:.eU_§_)l,’3gEPARTMENT 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.

'”F°RMAT'°N D'S°"°S”RE
STATEMENT BY APPLICANT

- - Arwni
(Not for submission under 37 CFR 1.99)

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /lv’i.lVI.C.G./'

U.S.PATENTS

Examiner Cite Kind Name of Patentee or Applicant PageS’C0|UmnS’LineS Where
. . * Patent Number Issue Date . Relevant Passages or RelevantInitial No Code1 of cited Document .

Figures Appear

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

U.S.PATENT APPLICATION PUBLICATIONS

. Publication Kind Publication Name of Patentee or Applicant PageS’CO|UmnS’LmeS Where
Cite No . Relevant Passages or RelevantNumber Code1 Date of cited Document .

Figures Appear

 

FOREIGN PATENT DOCUMENTS

Pages,Co|umns,Lines. . . Name of Patentee or

Country Kind Publication A “Cant of Cited where Relevant
Code2i Code4 Date pp Passages or RelevantDocument .

Figures Appear

I2222770 1990-0321 Sandoz Ltd
University of Georgia

2 198901772 WO A1 1989-03-09 Research Foundation,
Inc.

I199318752 199309-30 Pharmos Corp.
EFS Web 2.1.17

0147



0148

ecelpt date: 27/08/2014 14222478 24222478 ~ GAL}: 1676

INFORMATION DISCLOSURE Andrew Acheampong
STATEMENTBY ’“"’”°"“T
(Not for submission under 37 CFR 1.99)

Cordero Garcia, Marcela M.

ALL REFERENCES CONSIDERED EXCEPT WHERE LINED THROUGH. /l‘tIl.iVl.C.G./

I0558906 1993-O3-O9 Sankyo CO.

 
If you wish to add additional Foreign Patent Document citation information please click the Add button

NON-PATENT LITERATURE DOCUMENTS

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

(book, magazine, journal, serial, symposium, catalog, etc), date, pages(s), volume-issue number(s),

publisher, city and/or country where published.

Examiner Cite

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

EXAMINER SIGNATURE

Examiner Signature Mamgla Cgrglgrg Gargiaj Date Considered
*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 _w5~§y;{,Ll$_EIQ,33_§{}; 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 i
English language translation is attached.

EFS Web 2.1.17
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eceware: ma/aw

'“F°R“"”'°“°'S°L°S“RE
S““E“"E“TB”P"L'°"“T
(Not for submission under 37 CFR 1.99)

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).

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

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.

Date <WW-MM-DD>
Name/Print Registration Number 68681

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.

EFS Web 2.1.17

0149



0150

Receipt date: 07/08/2014 14222478 ~ GAL}: 1675

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.

EFS Web 2.1.17

0150



0151

EAST Search History

EAST Search History

EAST Search History (Prior Art)

§Ref§ Hits Search Query 5 §P|ura|s Time 3
§# ‘ ‘ igjggrgtgxtttt tttttttttttttttt ttttttttt
      KKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKKK‘ KI \

§CyC|osporin same Castor USPGPUB; USPAT;

§CyC|osporin same Castor and
near1O "O.5" ‘

§CyC|osporin same Castor and USPGPUB; USPAT;
§"1.25" near1O "0.05" §EPO; JPO; DERWENT

Ref Hits Search Query Default Plurals §Time
i9.9.9.r..a..!.9r........... ............. .. ...........

§CyC|osporin same Castor and "1.25" §2014/11/O6
near1O "0.05" 16:00

 
11/6/2014 4:00:56 PM

C:\ Users\ mgarcia\ Documents\ EAST\Workspaces\12347683.wsp

file:///CI/Users/mgarcia/Documents/e—Red%20F01der/14222478/EASTSearchHist0ry.14222478_Accessib1eVersi0n.htm[1 1/6/2014 4:00:59 PM] 0 1 5 1
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Application/Control No. Applicant(s)/Patent Under
Reexamination

Search NOTES 14222478 ACHEAMPONG ET AL.

CPC- SEARCHED

Examiner Art UnitMARCELA M CORDERO GARCIA 1676     

US CLASSIFICATION SEARCHED

6/16/2014 MMCG

SEARCH NOTES

2 
EAST Search (attached)
STN Search (attached)
also ran PALM Inventor search
EAST updated (attached)
also updated PALM Inventor search

INTERFERENCE SEARCH

US Classl US Subclass / CPC GroupCPC S mbol

EAST udated attached 11/6/2014 MMCG

US. Patent and Trademark Office Part of Paper No. : 20141106
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PTO/SB/26

Doc Code; D|sT.E.F|LE U.S. Patent and Trademark Office

Document Description: Electronic Terminal Disclaimer - Filed Department Of Commerce

Electronic Petition Request TERMINAL DISCLAIMER TO OBVIATE A DOUBLE PATENTING REJECTION OVER A
”PR|OR" PATENT

17618coN6coN1 (AP)
Title of Invention

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

lz Filing of terminal disclaimer does not obviate requirement for response under 37 CFR 1.111 to outstandingOffice Action

|E This electronic Terminal Disclaimer is not being used for a Joint Research Agreement.

Allergan, Inc.

The owner(s) with percent interest listed above in the instant application hereby disclaims, except as provided below, the

terminal part of the statutow term ofany patent granted on the instant application which would extend beyond the expiration

date of the full statutow term of prior patent number(s)

8685930

8648048

8642556

8633162

8629111
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as the term of said prior patent is presently shortened by any terminal disclaimer. The owner hereby agrees that any patent so

granted on the instant application shall be enforceable only for and during such period that it and the prior patent are commonly

owned. This agreement runs with any patent granted on the instant application and is binding upon the grantee, its successors

or assigns.

In making the above disclaimer, the owner does not disclaim the terminal part of the term ofany patent granted on the instant

application that would extend to the expiration date of the full statutory term of the prior patent, "as the term of said prior patent

is presently shortened by any terminal disclaimer," in the event that said prior patent later:

— expires for failure to pay a maintenance fee;
— is held unenforceable;

— is found invalid by a court of competentjurisdiction;

— is statutorily disclaimed in whole or terminally disclaimed under 37 CFR 1.321;

— has all claims canceled by a reexamination certificate;
— is reissued; or

— is in any manner terminated prior to the expiration of its full statutow term as presently shortened by any terminal disclaimer.

@ Terminal disclaimer fee under 37 CFR 1.20(d) is included with Electronic Terminal Disclaimer request.

0 I certify, in accordance with 37 CFR 1.4(d)(4), that the terminal disclaimer fee under 37 CFR1.20(d)
required for this terminal disclaimer has already been paid in the above—identified application.

Applicant claims the following fee status:

O Small Entity

0 Micro Entity

@ Regular Undiscounted

I hereby declare that all statements made herein of my own knowledge are true and that all statements made on information and

beliefare believed to be true; and further that these statements were made with the knowledge that willful false statements and

the like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States Code and

that such willful false statements may jeopardize the validity of the application or any patent issued thereon.

THIS PORTION MUST BE COMPLETED BY THE SIGNATORY OR SIGNATORIES

I certify, in accordance with 37 CFR 1.4(d)(4) that I am:

(9 An attorney or agent registered to practice before the Patent and Trademark Office who is of record in
this application

Registration Number 68681

0 A sole inventor

O Ajoint inventor; I certify that I am authorized to sign this submission on behalf ofall of the inventors as evidenced by the
power of attorney in the application

0 Ajoint inventor; all of whom are signing this request
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*Statement under 37 CFR 3.73(b) is required if terminal disclaimer is signed by the assignee (owner).

Form PTO/SB/96 may be used for making this certification. See MPEP § 324.
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Electronic Patent Application Fee Transmittal

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

First Named Inventor/Applicant Name: Andrew Acheampong

Attorney Docket Number: 17618CON6CON1 (AP)

Utility under 35 USC111(a) Filing Fees

Sub-Total in

USD($)

Basic Filing:

 

0156

Description Fee Code Quantity
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Miscellaneous:

 S“:-S1-;(t$a)| in

Total in USD (S) 
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Doc Code: D|SQ.E.F|LE

Document Description: Electronic Terminal Disclaimer — Approved

Application No.: 14222478

Filing Date: 21-Mar-2014

Applicant/Patent under Reexamination: Acheampong et a|_

Electronic Terminal Disclaimer filed on September 25, 2014

E APPROVED

This patent is subject to a terminal disclaimer

|:| DISAPPROVED

Approved/Disapproved by: Electronic Terminal Disclaimer automatically approved by EFS-Web

U.S. Patent and Trademark Office
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Electronic Acknowledgement Receipt

m

—

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

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

Electronic Terminal Disclaimer-Filed eTermina|-Disc|aimer.pdf 0120546a576347d21f62d6fb53c00068455
27467

Information:

Fee Worksheet (SB06) fee-info.pdf 6b6345ed2c8b85fd47cf1c0d708505fff779
f99

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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Docket No. 17618CON6CON1 (AP)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, et al. Examiner: Marcela M Cordero Garcia

Serial No.: 14/222,478 Group Art Unit: 1676

Filed: March 21, 2014 Confirmation No. 9616

Customer No.: 5 1957For: METHODS OF PROVIDING

THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS 

RESPONSE TO NON-FINAL OFFICE ACTION DATED JUNE 25, 2014

Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

Dear Sir:

These papers are filed in reply to the non-final Office Action mailed June 25,

2014.

The Commissioner is authorized to charge any fee which may be required in

connection with this Amendment to deposit account No. 01-0885.

Remarks begin on page 2 of this paper.
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Docket No. 17618CON6CON1 (AP)

REMARKS

This Reply responds to the Office Action sent June 25, 2014, in which the Office

Action rejected Claims 37-63. The Applicants respectfully submit that the claims are in

condition for allowance.

Claim Rejections

35 US. C. § 112, firstparagraph

Claims 37-63 were rejected under 35 U.S.C § 112, first paragraph as failing to

comply with the written description requirement with regards to the limitation in Claims

37, 49, and 57 of“at a frequency oftwice a day”.

The Applicants submit that the currently pending Claims contain sufficient

written description support for the “at a frequency of twice a day” limitation within the

specification of the present application as originally filed. For example, support for this

limitation can be found, at least, in the paragraph at page 9, line 25 — page 10, line 7 of

the specification as originally filed, which reads:

The frequency of administration and the amount of the presently

useful composition to use during each administration varies depending

upon the therapeutic effect to be obtained, the severity of the condition

being treated and the like factors. The presently useful compositions are

designed to allow the prescribing physician substantial flexibility in

treating various ocular conditions to achieve the desired therapeutic effect

or effects with reduced risk of side effects and/or eye irritation. Such

administration may occur on an as needed basis, for example, in

treating or managing dry eye syndrome, on a one time basis or on a

repeated or periodic basis once, twice, thrice or more times daily

depending on the needs of the human or animal being treated and

other factors involved in the application at hand.

Specification filed March 21, 2014 at page 9, line 25 — page 10, line 7 (Emphasis Added).
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Docket No. 17618CON6CON1 (AP)

In view of the above, the Applicants respectfully submit that the disclosure of the

present application reasonably shows that the Applicants were in possession of what is

now claimed at the time of filing, and request that the rejection of Claims 37-63 under 35

U.S.C. § 112, first paragraph be withdrawn.

Obviousness-Type Double Patenting Rejection

Claims 37-63 were rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 1-27 of U.S. Patent No. 8,629,111. Claims 37-63 were

also rejected on the ground of nonstatutory double patenting as being unpatentable over

claims 1-24 of U.S. Patent No. 8,633,162. Claims 37-63 were also rejected on the ground

of nonstatutory double patenting as being unpatentable over claims 1-20 of U.S. Patent

No. 8,642,556. Claims 37-63 were also rejected on the ground of nonstatutory double

patenting as being unpatentable over claims 1-23 of U.S. Patent No. 8,648,048. Claims

37-63 were also rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-36 of U.S. Patent No. 8,685,930.

While the Applicants do not agree with the non-statutory obviousness-type double

patenting rejections recited above, in order to expedite prosecution, terminal disclaimers

were filed on September 24, 2014 . Thus, the Applicants submit that the obviousness-type

double patenting rejections have been rendered moot and request that the obviousness-

type double patenting rejections be withdrawn.

Conclusion

In View of the foregoing, the Applicants believe all claims now pending in the

present application are in condition for allowance.

The Commissioner is hereby authorized to charge any fees required or necessary

for the filing, processing or entering of this paper or any of the enclosed papers, and to

refund any overpayment, to deposit account 01-0885.

If the Examiner believes a telephone conference would expedite prosecution of

this application, please contact the undersigned at (714) 246-6996.

0163



0164

Docket No. 17618CON6CON1 (AP)

Respectfully submitted,

/Laura L. Wine/

Date: September 25, 2014
Laura L. Wine

Attorney of Record

Registration Number 68,681

Please direct all inquiries and correspondence to:

Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249
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Electronic Acknowledgement Receipt

20247409

Application Number: 14222478

International Application Number:

Confirmation Number:

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Title of Invention: COMPONENTS

First Named Inventor/Applicant Name: Andrew Acheampong

Customer Number: 51957

Laura Lee Wine/Maria Stein

Filer Authorized By: Laura Lee Wine

Attorney Docket Number: 17618CON6CON1 (AP)

Receipt Date: 25—SEP—201 4

Filing Date: 21-MAR-2014

Time Stamp: 16:38:41

Application Type: Utility under 35 USC111(a)

Payment information:

Submitted with Payment

FHeLBfing:

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

1 17409
17618CON6CON1_Response_0

92514.pdf
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Multipart Description/PDF files in .zip description

Amendment/Req. Reconsideration-After Non-Final Reject
Applicant Arguments/Remarks Made in an Amendment

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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National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).
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OCULAR CYCLGSFQRIK flQM§G8ITION

The present inventicn relates fie a method and

campcsiticn. for increasing tear prmductinn by the

.cyc1©spQrin ta thetogical afiministratian af

patient‘s ayas.

;N”1" . ON 

The expcsefi yart uf a normal eye is cavered by a

cantinuaus thin tear film which is impartant for the

wel1—heing of the cnrneal ané canjunctival egithelium

and pruvidea the cornea with an cgtically high quality

surface. in aflditian, the aqueous gart cf the tear

film acts as a lubricant ta the ayelifis during

blinking sf tha lids. Certain enzymes cantained in

the tear fluifi, far examgle immuncglabulin A, lysaayme

and beta lysin, alga have.bacteriostatic §ropertie$.

The lacrimal apparatus cansists of tha secretary

system (the suurce}, the éistributian system ané the

excretary system {the sink}. In the secretary system,

the bulk cf the ‘tear fiilm, Vthe aqueous teaxa, are

sugpliad by the main and accessnry lacrimal glanfis.

The. cantinuaus ‘prcfiuctian ané firainage of aqueuus

tears is imgcrtamt in maintaining’ the. ccrneal and

cenjunctival epithelium in a mcist state, in §raviding

nutrients far apithelial respiratiun, in supplying

bactaricsfiatic agents and in cleaning the ocular

surfaca.hy tha flushing aaticn af tear-mevemant.

Abnarmalities nf the tear film inclufie an

absalute er gartial daficianay in agueaus tear

praéufitian, called kerataconjunctivifiis sicca_ar EES%
In relatively milfi cages, the main symptom cf KS5 is a

fwreign bmdy‘sansatinn er a mild ”scratchines$“. This

intense burning atcan fievelap intn a constant,
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irritative sensatian which can he fiebilitating ta the

patiant. Mare severe fierms lead in the éevala§ment

wf fiilamentary karatitis, a painful ccnditian

characterized fiy tha agpearanca sf nfimercus strands ax

fiilamants attachafi. ta 'fihe carnaal. surface. Racant

evidence suggests that the$e filaments regrasent

breaks in the cantinuity sf the‘ normal carneal

epithelial cails.

yulls thasa filaments, causing pain.

fihis stage sf KS5 is vary éifficult.

A frequent 4cam§1iaafion af RC5 is secandary

infaation. several. breakdswns ia the eye‘é .ncrma1

defense mechanism seem ta occur, presumably

attributabla tax a éiecrease in the cancantmtimn cf

antihactariai lysezyme in the‘ aquaaas tears ‘cf 3
gatient suffering from KS5.

Althaugh KCS can fiavalqg in the absance af any

The shear creatafi by lia mation

Management sf

.ather avert systemic abnermality, there is—a frequent

assnciatian cf Ens with systemic disease. .383 nan

occur as gart cf a larger systemic invalvement known‘

as Sjagren‘s syndrome whidh is characterized by ary

eyes, éry manta, anfi arthritis.

Hiatmlcgically’ in .KC$ (as ‘part sf SjGgren's

synfirama at in isolatian),‘th& initial changes Sean in

tha lacrimal gland ara these af faca; lymghacytic and

plaama ceL1 infiltrates assasiatefi with degeneratimn

af gianéular tissue. These changes resembla thcse

saen in. autaimmuna disease in ather ‘tissue, giving
rise to tha spaaulatiwn that KCS has an aufiuifimune
basis.

Sjagranfs synfirume is recognizaa as an exacrine
glafl éysfunctien. characteristically, the lacrimal

glands ahew a manonnclearwcali infiltratiun that

.P{TEflJS8S[fi383§
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ultimately leafis ta flestructian of the glanfiular

structure.

cunventienal treatment. cf LKCS is symptamatia.

Kormally, aqueaus~&eficient dry eye states are treateé

by sugplemantatimn cf the tears with artificial tear

substitutes. Hmweverg relief is limitefi by the

retentinn time Voi the .a&ministeréd artificial tear

sciatica in‘ the eye, Typically; the affect. of an

artificial tear snlutian administared ta the eye

dissigates rapialyg within ahnut thirty tn farty~five

The effect cf such prafiucts, while soething

The patfient is

regaatad

minutes.

initially, fines not lasfi lang enough.

inconvenienaed by .the necessity sf

administratinn sf the artificial tear solutien in the

aya as needed ta supplement the nermal tears.

fiareaver, such traatment merely acts ta alleviate the

symptoms nf thé firy eye gtate anfl ages net cure any

underlying disorders or causes af tha dry eye state.

The Systemic use cf ccrtisostaroids has been

aévepatadh ta ‘treat these confiiticns. Hawaver, the

merit of systamid corticcstermids in dxy eye statas

has nut been efitablished. in mast ary eya cases the

hazaréa af langwtemm use mf antiinflammatary agents

wnulfi aaem ta mutweigh thair pQtantia1 marit. it has

also ihaen suggésted to afiminiatar‘ eral1y* a fiilute

scluticn sf pilmcarpina ta stimukate the Vaufianamic

system ta effadt increaseé aqueaua tear

pradnmtimn. This mgthnfi af treatmsnt has hat met with

universal favar.hacausa cf the-ungleasant sifia effacts

of ingastefi pilaearyinei

Surgieal pracedures have alsa been suggestefi in

the managamant cf dry eye states. Whara thara has

been significant csnjunstival destructinn, mueous

I'3EI."~?.‘G§.Z.5
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Vmeambrane; transplants have lsaaen acivecated. It has alscz

haen suggeatad that pa.rm.:.ici (saliva) duct

transgalantatian can be useful in the man.agfemsent 0f dry

eyes. .H<:wexr.ez:, since surgical alteratisns ta combat

eye cmnditinrzs tzanstituta such a dra.st;c- remecily
anti the benefit resulting frcm these alteratians

questicna‘::>1a., these methads mre usually used cmly as a
last ressrt.

Cyclasparin is a matahnlite isalatezatl frmm the

aultuzze brnétits of the fungal specias gglmga<:;a§i.u3;;

igfggtum Gams. A neutral, hydgrcgmcabic c:y«::Z..:§.c §ept.i:3e

cnmpaséci of eleven amine acid resides, cyclosporin

inclmzies a jgzceviously unknmarn Is?-methy3_a,tVed amincz acid

camposea of mime ca:-ban atcms. Wenger, Smghesis of

C 3. s arin n A : la-.ues.=., };}§., 14-25 in 1;‘;3:>c:;<:«sgc;in A

1.. Gums. & Strat.tcm,— inc. {Haw Yer}: 1:983} . A number

of adtiiticnal c:_ycV1osgm_ri.ns {B, C, Q, E, anti 5}} have

been xépmzrtea since the first zxyclosperin was isclatacl

(GSA). As describefi in 33.3. iPaten.t Ne, zé,.11.?,‘1.18

issued $e;_:atambe.r 26, 1938 to Harri at 3.1.. , ::yclcspc:«rin

is re.ad‘i3,y soluble in most cf the usual arganic

solvents and practically inao.1ub1e in petrcaleum athar

and .wata::.. As fiistributeci by Sanclczsz Ltd. , 333393;,

Swi't2i«er1.an-xi, umier ‘the t1:a&ename fiamiiimmune,

cyclasgorin Vfimr fl'IE‘€il adm‘ini.st2:'.a.ti:m is tiissulvazi in

oliva ail far further ::1i.lu*t:ion with fwd and in

pval'§r‘<3:-:ye~thy‘lat.ed aasstozr oil and ‘ethanal far

simtraveneus inf: e+ct.ian.

 

Ciyclasparin .35; was first §‘£Gp.0SEti far 1153 as an

antiflzngal agent, but i*1ia— immunosugpéressive efiects

wera .f£31.1.!1€3. ta he ‘mare. ‘mar}<;e.::‘:; than .its antifungal

3;::oten.tia}.. A patant immunnsugxpressive Vagsent,

cyczlmsyszmrin is nsara ta pzroltang survival af allaganeic

P{3Tf{1$88;£§3t}39
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kianey, pancreas,

The Exact

transglants involving akin; heart,

hanaA marraw, small intestine. and .lung.
meahénism cf actian is not. knawn but experimental

evidenae suggasta that the effectivenass af

cyclosparin is due ta spgeific anfi reversible

inhihitien sf immuncsampatent cells, primarily T~

helper cells. Lymphukina graduation, gamma

interfaran praduction and release of intar1eukin—2 er

Twcall alsa inhihitad by

cyclasparin.

Cyclusporin‘s immun0sup§res5ive §ropertie$ have

lea ta its use in imune system relateé diseases. For

exampla, U.S. Patent Ea. 4,649,047 describes a methad

for the treatment cf ghacaanaphylactic enfiaphthalmitis

and uvaitis in the anterior er pnstariur segment of an

eye wharein cyclnsporin is tayically afiministerefi to

the eye. in aphthalmic agplicatinns,

cyclasparin has baen\ used tnpically only for the

treatment cf external {a.g., ccrneal} eye diseasas»

Benfizra at al., mar J. G nthalmal. 181: 2?8~

(1936), fiescriba the affect cf 2% cyclesparin

an keratoconjunctivitis.

is a seasanal

grawth factor ara

other

   

232

eyedrogs

severe vernal keratacnnjunctivitis

allergic fiissraer unrelated ta tear daficienayk

Hunter et a1.§ §V-‘ V _ 45: 1?3~l??

{1§81} describe the ta§ical afiministratian sf

cyclGs§erin rabbit ‘mefial Mgraft

rejectian with_pasitiva results.

Baisjaly‘ at al., Arch“ Gghtha1mm1._ 133: x304-

18G7 filfifié}, hava reparted that tapical applicaticn cf

severg vernal

 

in a mi cnxneal

cyclaspmrin hafi a beneficial prcphylactic effact

tpwards tha tr&atment af severe harpetic strumal

keratitis.
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fiasteller at al. , ‘Investigative Ggigtgglmal.

Sixpgn. 25, 3: 33 (1384) , fiisclmse traating camaal
allcsgraft raj actian in rabbits by aypiying a single.

chase. csf a 10% :::afc3.os;2c-tin A :3.in‘:.ment in tha have’: cu:-«

de-sac: cf Vthe «ayse1.§.as.

—C§§*<:l:3s§c:>::in_ has alsu haven used systemiM:::a3.3..y in

ether rmhthalmic apglieaticns, where the ciisease hazing

traated is nm‘; limited tn the eye surfface. For

axamgsle, Ru-sssenblatt; at al. , mar. J. T _ T

2’1'E~.‘——-282 (1983) , haw: regartacl clinical improvement in

 

same gaatients with ntzeninfacti.-ezus jgasteriar uveitis

f:2l1csw"ing‘_ syatemic treatgzasnt with cyclosporin.

Cyclosgsmrin 3.5 ;::r'i,mar‘3‘.'.1y admin.iesterea carally war

by injeetiun‘ Enfertunately, cyczlmsgsarin used

systamically has been assr3:::E.—ate:3 with a high izzcidemza

of renal ficxicity {kidney failure} , same cases cf

hegaatutaxicity, increaseti inrmidance-nf ‘iymphmig tumors

anal increased incidence {Bf oggcrtunistic infecticns.

Cyclesspmrin 5.5 only slightly less to:~::L.::. than cathear

immunasupéfgraasive agents such as cytcxan mt

asiothiogzrine. The system.ic- side Aeffectés Gf

cyalcspurifi ara st: severe and st: commas: that they
limit. its» use tn: lifewthreataning 01:‘ in same caasea

severe sight-dthreatezting‘ disease. Finally, systemic:

applizsatian czf c:yr::1as;;~<:rin is limited by its

13r0hVihit.i\:re2 cast.‘

zas ciescrikseci in 13.3. Patent Km. V4,649,—G47 issuafi:

march 1&3, 198? ta Kaswani tczpical a.<imi3‘:is‘t.1:'ation— af

c3?t:las;;:ar.in is usafui. in ti:-a treatmssnt. cf :a variety caf
immune. mediataci riigerflers cf the e.y_a,» includéing

uveitis anti phacoana§:hyla~::tic— esnazisgghthalmitisj This

is alsa the prefercreci made sf acimini$i:ra.t;.i.cm tit: avoid

’P(3'!“j{§S38fl}3i!39
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the ~undesirah1e sida affects an& C$St- af systemic

administraticn.

Tn date, there has been ma suggestien.ta treat a

gianfiular flysfunction, a lacrimal gland dysfunction ar

an aqueauswfiefiaiant dry eye state with a ayclaspurin,

either tnpically at systemically. _

although cyc1as§mrin has haen tagically

a&ministere& in a variety cf vehicles including

arachis oil, a commercially available uintment base,

anfi caster ail, the conventional carrier is alive oil.

Unfnrtunately, tcgical administratian cf cyclosparin

in alive mil to the eye of either humans at dmgs is

frequently accemganiea by a kmrning senaation, yain,

In some cases, other aiae effects have

been abserved including lifi edema anfi Tperiocular

alnpecia (hair loss aruuna the eye}.

problems have nccurred with tapical ophthalmic use of

cyclssycrin in the other vehicles. Studies have new

demenstrated that these unplaasant sid& effects are

due to tna carrier, not fin the cyclosgcrin.

Unfurtunately, eyelcsgarin is cf

salubility and the number nfi acceptable carriaxs far

ughtnalmic use is 1imitadJ

It is therefare an abject af this inventian ta

pravida a methcci sf increasing tear _pr:2ciuc:ticn fax: a

narmal Gr tearmdefiaient eye, regardless cf cause:

It is another abject of this inventicn ta

anfi redness.

Similar

very lfimited

prmvida a cycluspmrinwbasefi treatment mi lacrimal

glané dysfuncticn witheut tha accamganying aéverse

physialugical rasyansas ana ecanomic &ifficulties

assaciated with systemic cyciasparin treatmegts.

It is another abjecfi ef thé §$esent invantiun ta

pravifie a com§o5iti@n containing an effiamtive
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ccnaentration. af cyclasgarin. for 'tcpical —ophthalmic

use which flees mat cause burning, redness ‘qr
ixritatian.

It is a still furthsr abjecf at ‘the jgreaent

invantian ‘ta pravida a camgaaitian fur tapical

ephthalmic usa which is stable upan atuzage.

It ‘is still ancther @bjaet cf the grasent
invention ta prnvifie a camyasitian far togicai

cghthalmic usa which grumutas ncrmal healing cf the

apithalial surface cf the eye.

SQHMEEY 0F T'T IRVENTIO   

The present invention is directefi ta a methnfi cf

treating a dry eya state in a patient by aaministering

a cyclosporin tepically ta tha patient*s eye. The

treatment is useful regardless af the cause cf the dry

eye, aha ina1u&e$ treatment cf autaimmnne dysfunction

of the lacrimal glands.- The treatment is alga usaful

in tha enhancement at restaratien —af narmal ‘tear

groductiun, and ncrmal healing nf the surfaca cf thé

eyai

The greferrad snmgasitian. far tcpical

aéministration tn the eye cansists cf cyclaspnrin

fiissnlvad in earn oil. 13 Camgasitiun may further

include antiexiflants, Lubricants, antibiatins,

antifmngals, ahtivirals; pilacargina,

vasumanatrictors, surfactants, wetting agents, anti-

inflammatury agent$ {i.e. earticosfiermids§,

praservatives, mmaulytin agents {i.e. bramhexine,

acetylcysteine}. as well as ether campaunds.

Thse mast §re‘fe.rérmi cr:3mpas.it:i_cn is 2%

FC}'1US3j8§i33{}39
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cyc1as§erin, 1 male % algha ‘taca§herol and 3.035%

methyl garaban in earn ail.

Brief Dasariptinn cfi the flrawings

Figure 1 is 3 gra§h demanstratinq the effect cf

5 tapical cyclcsporin on lacrimination {STE mmfmin3 aver

time (days) in twelve narmal male beagle flags;

fallawing three days cf baseline measurement with nu

treatment, six flags were treated with 3% cyclasparin

in alive ail appliefi tcpicaxly twn times daiiy, and

16 six flags were traatefl with placebc ioliva ail) applied

tapically <twa times fiaily. The ST? ‘were. detarminefi

twine aaily in the cyelasparin treated dngs {

anti in the olive oil ‘treated dags ( 3. —-w— A }.

Fnllcwing 7 days all flags were crcssafi ever intc the

15 nypasita treatment grvups far" an -adfiiticnal three

fiays. A

 
zhx " ‘ -9-than-\-pr

 

Figure 2 is a cmmparison cf the appearance sf

the eye of a dag suffering Exam keratoconjunctivitis

sides befcre (Figure 2A} and after {Figure QB)

29 treatment in: four weeks witn.2% cyGlas§urin.

I} SCRIPTEQN GP‘ TEEWTR“EEfl zflg    

The present inventian grdvides a mathafi at

treating tear~fiaficient ary Veyas due tn autuimmune

fiiseasa or af unkncwn etiolagy which includas the step

25 cf administering a ayclnsymrin topically to the

§atisnt‘s eye. mhe inventiun inclufles a earn mil

basafi cyclmsparin cumpasitian whicfi pruvifies greatly

enhanced benefits when appliaé tepiaally tn the eye

aver yrevious cyclosporin campssitions.
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Besyita the Vagparent Vsimilarities in ¢hemica1

structure, studies fiemgnstrata the signifiicant

differences in comfort and incidence cf side effects

between cynlasgurin in previmusly describafi carriers

such as alive ail anfi cyclespsrin in earn ail; both

with and withaut preservative and antiuxifiant. whese

stuéies alas astablish that tngically a§p1ie&

cyclcsyarin flan be usafi ta pramete er effect normal

haaling and prevent at reverse scar formatian an the

ucular surface.

In accnrfiance with the yresant inventian, the

cyelaspcrin may be usefi in any efficacious

concantratian, e.g:, 0.91 to saturaticn [e.g., up ta

SQ weight yercent of a cyclosporin} in a

pharmaceutically acca§table.excipient. cencentrations

cf’ 1.1 in 23 waight ‘garment of a cyclcspcrin are
prefarrefi. _Althcugh the preferrafi vehicle is cmrn

ail, as described belewf ether §harma¢autica11y

acceptable axcipiants are, far axamyle, animal ail,

vegetable nil, appragriate nrganic at aqueuus

sclvents, artifiaial tear salutficns in which tha

myalusparin is salable, and natural at synthetic

pclymers at approgriate membranes.

Exam§les of these phaxmaceutically asaeptahle

axcigients ara slime ail, arachis oil, castar ail,

mineral csil, yetrnleum jelly, di.me.thy1 snl fozazicze,
chramayhar, Higlycl 182 icammercially available frcm

nynamit Nobel Eay~Fries Chemical company; Mont Vale,
Rafi Jersey), alcahnl {a.g;, ethanalr nmprmgyl alcohnl

sr isamgropyl alcahol}, ligascmas Var li§esome~1ike

graducts, silicane fluifis and mixtures thereuf.

Examples cf artificial tear excipients which ean

ha advantagenusly used in the practice cf this

pc_r;us3s1a3a3§

0183



0184

WC.‘ 8§fi}i7“72

ID

ED

30

inventiun are isstmnic smdium chlarifie, cellulose

ethars hydraxyprayylmethylcalluluse

hyfirexyethyicellulase, §a1yviny1 alcahal ana athar

cammaruially availahla artificial tear saluticns. An

pclymaric excipient is

Examples af

which man

such as anfi

useful

castar ail.

acceptable membranes

in the practice cf this

artificial lipid

exampla af 3

gcxyoxyethylated

pharmaceutidally

aévantageously be used

invention are: miaroauna, an

membrane, galyvinylalcchol, er methylcellulase.

cyclaspurins which ara useful in the gractice cf

include hath natural at

Cyclasporin A is preferred in

theipractice of the prasent inventian. Other farms sf

syclaspazins {e.g.¢ analmgs and isamars such as

Cyclasparins E, C, D, E, and H) may alssrz be used.

Hixturas nfi different cycloayorins may ha usaé.

in the prefarred methad of treating a specific

antigen mefiiatafi immune raspanse in a patient having

mare than fine invulved sita nf the immune mefiiated

raspcnse, the fiyclcsparin is a§§1ied lmcally tn each

invc1vad\ site. Far examgle, where cnly ane eye

apgaars to suffer from immune madiated K23, both eyes

shmulfi ha treatefi. Surprisingly. unlass each invulved

site— 15 treatefl with cyclmsyorin, ma agpreciahla

benefit is Obtained from cyclasgnrin treatment at any

cue af the sites; i.e., 5f only the affected eye is

treated, little benafit of the cyclasporin is

abtained. Thia ,$uggasts “that lacally afiministared

ayclcsperin interferes with and blacks the afferent

the sgecific antigan whiah

ths invantion

synthatic ayelcsyarins.

present

immuna recognition af

triggers the immune mefiiatefi re$pGnsa; Uniess each cf

the sites wherein the .spacific antigen eccurs is

PC."i7fi.ES1i8;§)3{i39
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traate§.with the syclaspmrin, Twcalx antigen signaling

accnrs cantinuausly in the untreated. site. causing

Inca; 1ym§hokine.§rnauctimn that triggers a cascading

systemic immune respcnse that adversely affects bath

the traatafl ané untraated sitesmv

In other wdrfis, lmcal administratian sf

cyclasgdrin acts ta inhibit tha csntinuaus afferent

immune. resganse, far example ‘wifihin\ an eye, when

anaigens placed in the aya are. assaciatefi with

intraccular ufic antigan bearing ancesscry cells anfi

are presentaa to T-calls. Eawevar, if an untreated

eye arLa distal skin graft is usefi ta initiate antigan

racmgnitian, an afferent immune resyanse begins at the

site fiistal to the treatment —$ite, T~cal1s are

activatefi, lymphnkines yrcéucaé, and the systemic

immuna respanse proceefis to an efiferent immune

resganse affecting bath eyes.

Thus, in any expaximent in which an intrasubjact

ccsntrsal eye is useci, local therapy in cane eye, will

have. fiiminishafl. effect unless it is given. in such

quantity as ta ;§roduce systemic .immunc~su§§res5ian.

Moreavar, when traating an immune mediatea respansa

which exists ta a much greater degree at nae site of a

§atient, such as in or near nae eye ef the patient,

than at anetfier site af the patient, sash as in the

sther eye of the yatient, so as to be apgarant at anly

the aha site, the ayclas§orin is afivantagaausly

aéministerefi lccally ‘in ex thera§eutically' effedtive

amaunt ta each af. tha sites. An immune mafiiatefi

:es§anae*whi¢h apgaars tn exist in only $52 eya Gf a

patient is advantageausly treated by adminiataring a

thaxapautically effective amaunt cf a cyclms§arin

F"{I1“[i§S8S;fl3i}39
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lncally to bath ayes mi the gatiant to achieve maximal

benefit. ‘ *

If administerea legally to each af the sites ef

the gatient affected by the immune maéiated response,

cyclusperin can .be used advantageausly‘ tw treat a

variety af immune mediated dis0rfiar$. flaular diseases

which are successful1y' treatefl in animal mcflels ‘by

local admini$tratien af cyclcsparin ta eaeh site sf

tha patient effected by the immune mefiiatad respanse

inelufie immuna~mediatafi. melting 'u1cars in‘ cats and

flags, chrcnic neavascularization anfi praliferative

karatitis in cats anfl flags, stromal keratitis

subsequent to ulcerative Herpes karatitis in cats,

gigmentary keratitis in flags anfl fits in dogs.

Numerous aévantages accrue with the practice cf

the yxasant invention. The .methQd sf‘ the. present

inventian is useful in that it can lacally prevent

activation cf a pre~5ystemic response. Teyical

administratiun of a cyclosporin intu a §atient‘s taar

flafieiaut eye increases tear prufiuction in fiha eya.

Thus, such treatment further serves ta carrect corneal

axacarhatafi by tearanfi canjunctival di5arders

deficiency and RC5, such as cerneal scarring, cetneal

ulceratian, inflammation of the cernea at

conjunctiva, fiiamentary keratitis, mucopurulent

discharge and. vascularizaticn ef the gexnaa.

Eurtharmfira, syalasgarin diractly dasreasea the immune

rasynnsa Gf granulation and neavascmlarization in the

uurneab

Furthar objects cf this invention, tagethe: with

additianal faatures montrihuting thérate and

aflvantages accruing therefram, will he ayparant fram

the fellawing examglas nf the invantian.
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Examgle 1: Effectiveness aaé fiistributimn cf tepical

cyalasparin.

Tm§i$al administratian ta ea §atient's eye has

surgrisingly been fauna ta ha an excellent metnad for

graviding a cyclasparin ta the.1acrima1 glanés of the

patient to treat RES. Edfiiticnally, Since by its very

nature tagical administratian fimes net require

cyclnspcrin disgersian ahraughaut the §atiant‘s

gystgm as is the case with systemic administraticn;

the present inventian gravides a means for fiiracting

cyclnsyarin ta the desired lacatiun withaut the

accamganying high risk wf adverse respafisas anfi high

asst assnciated with systemic treatments.

Cyelesgmrin aanfientratian has been éetermined

for varicus eye ccmgartmants and tissues surrnunding

ihe eye after hilateral tepical aéministratian sf

cycluspcrin ta tha eyes of three rabbits. wha

cyclasporin was administered in each af the rabbits‘

ayes in firops iappraximateiy‘ 1? micrnlitezs} aft 2%

rafiioiahe1led4.sya1aspcrin in an alive ail scluticn

applied every 15 minutes Ear 8 apglicatinns, fullowed

by a geriad of twa haurs tn ailaw far ahsurgticn. Ehe

rabbits were then authanizefi and thé ayes anfi

surruunding tissue enuc1eate& anfi frcaen. The eyes

anfié surruunfiing tissue were §i$S$CtQfi .intc their

campcnent §arts. Ehese were then &ige5ted in

callagenase anfi tha resulting solutisns analyasd by

liquid scintillaticn counting-far cyclmsporin cantant.

The fallawing average cyclesyorin eancentratinns were
38 measured:

Accessory lacrimal glaad: 2856 mg Sf
cyclaspsrinfgram cf tissue;

§ariarbita1 fat: 303-ngfgxams

PCI”fUS8Sjti383§
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Qarnea: é?00 ngjgram§

Iris: was ngfgram;

Retina: S0 ngjgram:

5 Aqnaaus humor: 33 ngffiramr

LED

15

20

225

Vitreaus .numa::: 36 ngjgram;

Antericzar scmra: 3330 'nc;,’gram: anci

Fasteriar sclera: 1550 ngfgram.

Ezacamgle 2: tzczmparisun at treatment mi tiry‘ eye with

anti-inflammatary steruid .::.y<:3;as1aarin..

A cna year old standarai female _Foa:fi1.e with

cenjunctivitis 3:-;.'§1ih;i.te:i mil»-.i aqueaus tear’ defiraiancy

in bath eyes. The dog had a Sahirmer tear tast value

mi‘ 3.5’: mmfmixmta in the right eye and 15:2 mwminute in

the left eye. ‘

The i3ci1;i:c:.ma.r taar test is a test. cf aqueaus tear

§praciu»:::'i:ic>n.; The test tiepends upran observing ‘flue

axtent of wetting Of a strip of filter paper p.}.a::ed

meet the lame: lizi cf an eye far a speczified time.

$tand.ardiz.e:i str.iys are mzzmmeraiaily available. The

strip is folded at a mzztchact ma.rki.ng and is than

'p3.a~c:«a<;i saver the edge inf thea lateral one-‘t:hirfi mf the

eyelid; The strigz is u5ua.11y left in plase fer a

zzericzrti sf ‘time while the patient imaiezsw s‘t::aig}3.*i: a§:z.e2a<i

in dim light.

The fiagree cf Vwetting af the prayer‘ is measzaureci

in mm from the rzatché. Fer human gmatiants, 3 nczrmal

and Vyoint. is 5 of wett.i.ng at five m.imu:e5_ gm;

canine fgatients, the narmal ‘tear grcziuction is 114 ta

“ 30 mm cf wetting at\:m:e minute;
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The flag was originally treatafi with

&examethasune.hy topical aéministratian in both eyefi

fun: times aaily. Althcugh initially somawhat

effectiva, treatment was subsequently éiscontinuaé anfi

the gang flog at  ag9reximaté1y ~six: years Glfil stili

exhibited sanjunctivitis in bath eyes and ‘had a

Schirmer tear test value af 3 mmfmifiufie in hath.ey$s.

Topical dexamethasane was then agglied ta hcfih ayes

twice flail? far nine weeks withuut benefiit.

The flag was then treated by tcpical ayplication

sf 2% myc.1s;s;3crin in an alive 231.1 s:3.l12.‘{:i.on— in bath

&yes cnce daily withaut any ether medicatimnsfi After

ten fiays, the. &ag shaved. markedly increasefi "tear

prmductiun ana haa a Schirmar tear test vaiue cf 22

mmfminute in the right eya anfi 8 mmjminute in the left

eye. _

The treatment by tc§icaL .a§§1icaticn nfi 2%

cyclasparin in an alive mil salutian in bath eyes ance

fiaily was cmntinued fox an additicnal three weeks. At

this time, tha dag exhibitafi plentiful aquaaus tear

. grufiuctién and the treatment was stappefi far fine weekJ

&fter the cue week, the dag had a Schirmar teat test

value af 1% mmfminuta in the right eye and 9 mmfiminute

in the left age.

At this time, tha treatment by‘ tm§ica1

a§§1icatinn Q5 3% cyclnsparin in an alive ail solutinfi

in bath eyes ance fiaily was reinstituted and cnntinued

for six days. After the six tiayst, * the dmg haci a

schirmer tear test value Qf 32 mmflminute in the right
aya and 16 mmjminute in the left aye,

In this casa, a dag with chrnnic tear deiicienay

in which priar use of corticostereids failed to

imprnve tear aasretimn shuwad a surprising incraase in

I?{:E¥{§§8S}83839
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tear‘ praduction ‘with cyclaspnrin treatment. Ehe

incraasad "tear prafiuction ccntinued anly while

cyclaspcrin therapy cantinuefi. when the treatment was

the eyes again became fiear

taar firoductian incraasafi to

stuyped far a week,

deficient. However,

normal lavels after the treatment was restarted.

Eaaunple 3: Treatmenh. cf dry aye .and. enhancement af

wnrneal healing‘ with tapical. cyclaspsrin

treatment.

An eight year aid mala Lhasa Ages had a fuur

yaar aid cat scratch in his left eye and an active 4

mm stxamal ulcer in his right eye. An ocular

examinaticn at the dag shawafi conjunctivitis in bath

eyes with ‘musugurulant éischarga, fiiffuse irragular

carneal surfaaafi, gigment farmation and

neuvascularizatian in the cornea mi the-left aye. The

Schirmer tea: test values wgre 12 nmwminute in the

right eye and 3 mmjminute in the left eye.

The dag was treatefi with tapical afiministratian

ta bath eyes cf 2% cyelcsparin in an eliva ail

salution once daily, neasparin twice daily and

ayhthalmic getrclatum. After five days, the Schirmer

tear test values were 22 mmfminute in the right eya

ana E3 mmfminute ig the left eye“ In adfiitinn, the

ulcer in the right egg was healéfi to 2 mm anfi the left

eye was assessed ta have fiecrgasaa vascularizaticn.

In this casa, cyclasporin increasefl tear

prodnctian significantly in a shart peri¢& sf time.

Mnremver, cyclnspurin, unlike ccrticasteraifis, dié net

rgtard carneal hgaling nut activate carnaal

callagenase. Accordingly, cyclasgorin can be usefl in

eyes having aativa corneal ulcers.
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Exmnmgle 4: Cnmparifiun %af treamaxt «af“ dry’ eye with

gzilocarpine alszme 311:3. in aamhinatian with

cyclaspoxinq

A six year aid male English Bullaag with a lnnq

histary* cf RC3 hafi‘ Sdhirmaré tear ‘test ‘Values cf 2

mmxminuta in tha right eye an& 3 mmyminute in tha lgfit

eye.

Tha zight age was neavascuiarizea over tfia

entire carnea. N0 intraocular fletail ceuld he

visualizeé tfiraugh the agaque cornea. Tha cornea was

grassly thick and irregular in surface. The left aye

had neevasculariaaticn aver abaut half cf the cnrnea,

mastly axially.

The dag ‘was treatsfl ‘with three drugs of .é%

yilacarpine by mnuth. After twc haurs, the Schirmer

tear test values were 9 mmfminute in the right eye and

3.3 mItz,f.minu.te in. the left eye?

The flag was then treated with 2% cyclosgarin in

an alive ail sclutinn administered tmgically ta hath

, eyesx ance daily” and. three drags cfT 2% pilucarpine

afiministerad by mnuth twice fiaily. After twelve flays,

the Schirmer taar tesfi values ware 10 mm/minute in the

right eye and 1§;mmffiinute in the left eye.

In this case, while giloaargina alcne increased

tear prnductian in the left aye firam a schirmer taar

testmvalue mi 3 mmgminute ta 19 mmfiminute, piincarpine

dfii net increase tear pruductian in the gight eye.
Use mi" cyclasparin ‘with ‘gilacarpine increased. tear

productinn ‘ta -a Schixmer taar test value cf 13

mmjminute in the left eye anfi from 0 mmfminmte ta 18

mmfminute in the right eye. Ea use cf cyclesgorin

markadly inczraaseei ‘tear pratiuctiun ever the use 97:?

pilocar§ine alana.

P§USS8}‘*I33¥}39
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Example 5: Carrectian af dry eye and rasteratian cf

nnrmal visian .hy topical treatmant: with

cyc1as§urin.

A seven year elfi fiiniature Pwadle had a histary

sf severa RC3 sf six" he seven .manths fiuratian.

Treatment with artificial tears six times daily did

not affastdtha ayparant blindness.

The deg shcwefi marked mncapurulant fiiacharge in

The Schirmar tear test values. were 0

Thg fiQg’s carneas were

irreguiar

bath. eyes;

mmfminuta in bath eyes.

thickeneé anfi naovasculariaed with an

surfafie. Ho intraaaular fietail would ha visualized

through the cyaqua_corneas.

The dog was treated with fine drap of 2%

gilaearpine by mouth two timas daily &nfi aghthalmic

petrclatmm faur times daily. After two weekg, the

Schirme: tear test values were still 9 nmwminute in

both ayes. The carneal vagcularity and scarring

remained dense anfi tna antaricr chambers of the dog's

age were mat visualizabla.

The &ag was then treated with 2% cyalasgarin in

am alive ail saluticn administered tagisally in both

eyes unca daily and twm drspg pilccarpina administered

by mouth twice daily.

After twa weks, the Schirmer taar test values

were 8 mmfminute in the right eye anfi 6 mmjminuta in

the left eye. &thaugn cerfieal vascularization and

scarring remained, the and lens cmuid he

evaluatafi, there was nu mucaid discharge in either eye

as previmusly and the R85 was assessefl as medically

iris

imprnved.

After similar treatment fer anether twa manths,

the $¢hirmer taar tast'values were 11 mmfminuta in the
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right eyfi an& 1? mmfminute in tha ieft eye. The dcg*s

eyes hafl minimal ccrneal wasculariaaticn and minimal

scarring.

In this sass. a1thaugh\ the fiug was treated

initially with pilocarpine, gilecarpina alana is mat.

knawn ‘to cau$a such a drastic improvement in. teax

grcducticn. After treatment.With.syclasgcrin, tha flag

imQraved_fram na tear flaw in either eye to nnrmal

tear praductian in bath eyes. The flog impraved fram

blinding corneal inflammation ta ‘very’ milfi corneal

gigmentation in bath eyes. Traatment with ayclosgmrin

markedly increased tear preductian anfi allowed the flag
to return tn nermal visian.

Exagle 5: .Stimulation af‘tearing in narmal flags.

studies were confiuctad an the effect of agplying

tapical 2% cyulasgarin in alive ail ta the eyes of

nurmal dogs. '

camyaring the effect nf topical cyclmsporin on

lacrimination in six normal mala beagle fiags, hefare

and afiter several days of alive ail therapy alnna. in

both studies, nu treatment was given an flags l to 3 tn

establifih a base1ina. 0n.days é~1G, as grayhed by the

triangles, ane fircp of olive ail was afiministered

twice flail? {BIS} ta each eya. fin days 11~l3, one

drug sf 2% cyciasparin in alive ail was afimifiiatered

twice fiaily. A significant increase in tearing was

cbserved. an days &*1fi, as graghafi by the squaras,

one drag cf‘ §% cyclnsporin

administered twice fiaily.

Eha results are shown. in Figura 1

in alive ail was

an fiays 11«13, one firup af

alive ail was applied ta each aya twice éaily. Ehe

significant increase in tearing cbserved aver days 4~
10 —persisted. through. fiays 11~13 in. the. absence cf

cy¢laspc£i§Atreatmant¢

‘PCT;‘i3S88,%'i)3fl3'§
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Tha data aunclusively demenstrate that tapically

agylieci cyc1:3§:;;:1u:rin inczraase.-as -glanéular function,

i.e., lacriminatien, in narmal eyes.

Since cyclasgorin has very Iaw scluhility in

mast sclutions which man ha administered to the eye;

the cyclasyarin in the majority .0: ‘atuflies an the

efficacy cf tapiazzal. a<:imi.n:i.stra‘t:ian. csf ctyclmspcrin has

baen éusganfiaé in alive nil. Unfartunately,

cnntralled stuflias comparing olive oil alsna and in

camhinaticn with nyclasgcrin flemanstrateT that tha

vehi-ale, the olive nil, 'pr»:><3;uces redness and burning.

In animals, gain is eviéenced by the animal holaing

its eyes shut. In agprnximately 5 to 19% af

agpraximately 190% months cf treatment {based an

number cf battles cf 2% myclcspnrin. dispensed far

veterinary use ‘where cne battle is sufficient for

tkaatment Vef an animal twice fiaily efor abaut ans

mmnth}, ether sifia effects were observed, includiwg

lid eaema, carneal surface irregularities, and

pe>.riar:.u.lar alzzpecia.

The prasent inventicn includes ‘the surprising

fliscavaxy that earn oil can be subsfiitufied £9: olive

oil as the vehicle far" tagical afiministratian af

cyclasparin to the eye ta avmid the nndesixable sida

affects fine ta the use 9f the alive 91;‘ fiver 3303

battles of 2% cyc1os§nrin‘hava naw been fiispensed fax

treatment cf animals twice daily withaut any aygarsnt

sifia effects for pericfls of time up ta fear menths.

Adfiitives ta tha earn oil which enhance

stability sf the cyclasparin salutian inalufie

antinxidants such as alpha tacuphernl and

preservatives such as mathyl paraben. Other

antimxidants are Rmawn ta thnsa skillad in tha art.

«««9494
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There are same infiicatians that alyha tacapheral

{vitamin B} may else have beneficial affects an the

eye siace axiéative ra&ical$ increase inflammatary

damage. Preliminary -clinical chservatians on tha

pratective actinn cf aral afiministratian af vitamins A

and E an the carneal eyithelium were raaantly

yuhlished by Gerhardinger, at al., in §g§§_g;§§miQg;;

Eggggeg- 7{Sup§}3?1—74 {1985f. Qther compounés which

may he addad to the cyclasporin salutian. include

emmllients, viscosity modifying agents, antiaxidants,

prasarvatives, antibiutics, antifungals, antivirals,

lubricants, surfactants, vasecunstrictcrs, BMSO,

parasymgathamimetics, chalingrgiss, neurafiransmitters,
lacrimagenic agants, sfih$tanca P agnnists, substance 3

antaganists, mncalytics, grostaglanfiin antaganists;
ligaganase inhibitors, cycicuxyganasa inbibitara.

antiinflammatcxias, wxygen scavengaxs, hyfiratifig
agents, and epithelictrogis agents. Specific

axamgles, in adfiition to algha tncopharml anfi methyl

parahen¢ incluée vitamin A, retinaic acifi,

Eilacargine, hyaluranic acid, §a1yviny1 alcahol,

mathylcallulaseg elefioisin, ghysalaemin, bramhexine,

mucasalvan, aaetylcystaina, infismathacin, and

corticasteroids.

Tug mast preferrefi formulatian at this time fur

tepical aghthalmic use cansists sf 2% cyclusgorin, 1

mala % ‘alpha._taam§§er@l and 8.695% .methyl paraban.

fiawever, cyalesgarin. sclutiwns Gan be prepared cf

batween apgraximataly 9.61% by weight and fiaturation,

a§§raximately 20% by waight. Unless atherwise

specified, all §&rcentages af cmmgeunfis herein are by
weight.

PCT,i’US8Sf{13{)3§
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Althcugh tha usuai means sf aaministratian af

the camgaund is by administratiun of cyclasgorin drugs

ta the surface af the aye; delayed er prulonged

releasa af the cyclusparin at a seleated site can also

be achieveé hy cyclasymrinmail

mixture within a pclymeric imglant, lipafinmas,

micracagsules. Methnds far making palymaxic implantg

far acular usa are taught by 8.3. Fatent Ra. 3,960,183

ta Hussain at Bath nonwflegradable and

biadagrafiahla galymara can be used, including

galyethylena, golystyrene, golyprapylene,

palyanhydrides, palymrtheestar, pmlylactic acid, and

polyglycolic acié. Vfiathcds for encapsulating

materials within lipcsames are taught by

ycwxusssgcazaa publiaatian ma s5g9354n 29 August xaafi

by tha Ligosume Company. .Méthods far encaysulation cf

biolcgical material within micracaysules fer

imglantatinn are taught by U.S. Patent No. 4,3§2,8S3

ta Vhim. Other suitable. methaés and. materials are

knnwn to these $killad in the art.

The follcwing non~limiting examples damcnstrate

the efficacy anfi advantages of topical cyclagparin in

corn oil fer treatment sf immune disaraers,

anhancament Var restaraticn zof tear‘ grcductian, ané

enhancement or affecting .ef .narma1 healing sf the

ancapsulating the

at

al.

surface cf the eye. ,

Examgla 6: Stimulatinn at tearing in nnrmal dngs¢

Studies were confiuatefi an the effect of applying

togical 2% cyclaspcrin in alive oil ta tha eyas of

narmal dcqs. Qha results are. shown. in .?iguxa 1

¢@m§arinq tha affemt cf tmpical cyclaspcrin an

lacriminatian in six narmal male beagle dags, befare

and after several days of aliva ail tkerapy alana. In

FC3YBS$WE§§9
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bath stuaies, an treatmsnt was givan.cn flays 1 ta 3‘ta

establish a bagelina- an days 4-13, as gra§h&d by the

triangles, ene army cf alive nil. was aéministerad

twice daily {Bin} ta eaah aye. an flags ;1~13, ans

dra§ af 2% cyclcspcrin in mliva oil was aéminisfiarefi

twica daily.

nhsexvefl.

A significant increase in tsaring was

an aays éwlfi, as graghafi by the sqyares,

one firat cf 2% cyclcsparin in alive ail was

administerad twice fiaily. an days llwla, ans firap of

alive ail was apglied ta each eya twica daily. whe

significant increase in tearing uhservefi aver days éw

la parsistefl. thraugh days 1l~13 in the absence cf

cyalasyaxin treatment.

The data ccnclusively demanstrate that tapically

a§plied cyclasyorifi increases glandular functinn,

i.eg, lacrimination, in naxmal ayes.

Emuha?:Tayical1y appliad cyclaspurin:

Laarimamimetic Vaffacts and reductian af

carueal scars in flags with RC3.

Twenty five cases (22 bilateral, 2 milateral

casas} sf spantaneaus Res were treatad with a salutian

af 2% cyuiosgnrin {csa} in alive ail, 1 gtt QD ~ BIB,

03, and evaluatad fa: changes in tear prafiuctian as

determined by Sshirmer tear test (S?T} anfi for changes

in the surfaae sf tha glaba.

The effacts cf ,syclas§axin were twafalfi:

cyclasgarin incraasaé tear graductian in 84% of

idiayathic sagas of canine RES and flyClQS§Grifi causefi

markafi regression af carnaal yathaiagy inclufiing
supsrficial granulation tissue, nemvascularizatian afid

pigmantaticn; withcut zataréing healing cf carneal

ulcera. Case histeries are summariaefl in Table 1.

.PC‘_£‘;USS8;£i3(}39
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Tha diagnasis of RES preceded C53 use by Qmfifl

Prim: treatmenfi

aral mr

manths, with an average ef 1.1 yr.

inclufied artificial taars in 16x25 flags,

tagieal ‘pilocarpine in 11x23 dugs, ural at tagical

¢articasteraids in 11x25 flags; ta§i¢a1 antibiatics in

Effifi dags; Dr na_prior treatment in 5X25 degs.

canttary to expactation, the langavity cf RES

did nut cerrelata inversely with respense to therapy.

whe average STT before administration sf cyclasporin

was 2.54 mmjmin right eye and 2.46 mmxmin left eye.

Baring the periad in which cyclasgarin eyedrqps were

the mean ST? ‘value was 11.38 mmjmin

The average

administered,

right eya and .i1.§0 mmfmin laft ~aye.

increasa in SW? wa§ 8.8% mmxmin right eye (t m ?.5

Stu&ant's T ~test far ralated measures, p<8.GGn5}, and

9.04 mmfmin left eye (t w 5.?, p4a.80G5}. 33 eyes

were initially diagnosed as having severe RC5 (SET O~4

mmfmin}. Fallawing treatment, STE Values increasaa by

greater than S mmxmin in 84% mi ;sevare1y affiemteé

ayes. flags were mated ta have incxeagad STT beginning

3 to 56 fiays after angst sf cyclnsparin therapy. Bf

eggs ’{5x38§ 16%} éetarmined to be

five were evaluated fa: anly a smart

days). ST? ~va1ue in

the six

ngnresgcnsiva,

period {? to 35 Eeeausa

»respansive ayes inmreasafl with increased fraquency and

duraticn cf traatmant {see $ahla I, sagas 21 and 22),

the 84% success rate may be an un§erastimate4

in six flags whnsa STE valuas increasefi in

respcnsa to Vcyclaaparin, treatment _was %discantinued

and the STT values ragres$e&. when cyclcapcrin was

reinstituted, the STT in¢reased.haek to maximal levels

in six hours in ona case, and in 1-? fiays in the other

fan: ¢a$as. In twn dngs recaiving cyclnaparin an

----M»-9-=+~98
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Even with sgzmrafic interrugaticns

in aflministratinn cf cyclcsperin treatmxent, "ms ring has

Kany Qf the.

alttarnarte days, the ST? Values

nantreatment ciajgs .

lost re.spGr:siv*enass‘ ta zsyciasporin.

cyczlcssptassin re-sgmnsiveé dags -— previmzsly hat}. been‘

unr-esgmnsixre ta c:a.z:ticcstarai.:i.s .aciVminz‘_ste:::e:1

mpica.}.1:2°,. sub-c:s3njunctiva1.1y, anti pareni:era3.1y.

in dags with suparficial cmrneal? gr:-.'-mulatimi

tissue; cantinumzs use of cyclosyozrin resulted in a

grugressive decrease in the abnamal thicgmess anti

opacity 3:’ the carnea. Even in tings that aid mat. have

an increase in tear secrefcien, alleviaticn cf the

::<;s:::'neal ciisaase was generally marikefi. East flags with

élense‘ }:linrii—ng p.igme.ntat:i.csn and su;3Ve3:*ficia3.

granulatian had marked cbaaring cf the corneas after

savezral mtantns of treatment. ’I‘hrae dogs had corneal

ulcers at the angst of faraatmant with cy.cLlaspmrin;

each hsaled within 2:8 hears cf as’nse‘<: of treatment.

Bags maintained for pzmlongedj gericsds {8--1.2 manths)

relapsed intc KCS within 3-3 days of withdrawal of

cyclaspcrin .

PCTfUS88m3_fi3§
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TEBLE 1. ?reviaus osular therapy, ana
Schirmer tear test {STE} values

hefdra and while using,

eyclmspcrin ayefircps in 25 fiases
sf canine Keratcaanjunctlvxtxs
sicca.

fireatment

IntarvaLj

Frequency

Case #, Braed, sex,

Aga +f~Eeratitis
{resgense ta Caa)

1; Standard Poaale, F,? yr 6 wkfgfi
he kexatitis

2. Sucker Sganial, F A 5 mafBID
7 yr, Pigmentary karatitis
{markafi improvement}

3; Min. S¢hnauzer, F/S,_ 5 wkfgfi
11 yr, Pigmentary karatxtis
(Harke& imgrovament}

a. Rug. Bulidag, H, Tyr, ? wxgsxm

Cnrenic keratitis, visual

&aficits fflesclved)

S. Samoyefi, Ffs, 1% yr, 1 mafBID
milfi keratitis ifiesalvefi)

6. shin—tzu, M, as yr 13 wkfgm
Figmentary karatitis, visual

deficits {Earked improvement}

?. win. Paufile, M, 7 yr, 15 wkffiifi

hlinfi fit carneal scarring
{Resnlveé ccmpletely}

8 m0jBIfi8. mixed breed, F38, E yrs
vdiffusa flucrescein uytake
(Na staining}

9. W B W Terrier, Ffs 5 yr, 4 wks/QB
Pigmentary karatitisfhlind
{Improved visual}

:0. Shin tau M.4 yr, Ghrcnic 25 *kfQE

keratitis GE {Much imgravefii

IPCT_1US8S,I.G3fi3§

 
 

aem~é%T
GSA

sagas

3x3

Ug"{}

I-.."_./G‘

zgs

3x11

agza

fiffl

Gffi

Gxa

lfifl

fiitn
GSA

@0503

22x15

19x13

3,31

LSXZG

1331?

13114

1131?

1§;1?

13:9
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fable 1 ccntinuefi {gage 2}

11. ?aadla X, F, 6 yr,
Hil&.su§etficial keratitis
flmpravefi}

12. Shih tau, F, 3 yr,
Pigmentary keratitis
(Harked Imprcvement}

13. aachshund E, 19 yr,
Minimal suparficial
karatitis {Resalvad}

14. Scottish Terrier, Kg
12 yr, §igmentary keratitis
(50% resalutinn}

15. hasa Apso Mffi, 16 yr
Pigmentary‘kexatitis
(88% reaalutinnfi

16. Lhasa A950 M, § yr,
Figmentary karafiitis —
{Slight Improvement}

1?. Min. Schnauzer, M, 11 yr
Pigmantary keratitisf
blind {slight impravement}

18. Min. Female F, ? yr
fiarkefi keratitis

(Ma:ked.im§ravement3

19. canker Sganiel, 3, yr
1.5 yr, nu keratitis

2%. Bastan terrier, Ffs,
? yr,.na karatitis

_Q1. Baahahunfi, K, 3 yr, _
Kilfi suyarfisiai keratitia
(fiearly resalvedi

22 wkfao

1? wkxafi

15 WRXBIE

Q WEJQD

S WRJQD

5 WRXQD

9 Wkffiifl

§ wkfigfi

£13. wkggn

£1’-. wkxam

4 Wkjfiifi

G50

Offi

5X0

6X8

13x1

axzé

BIS

?f$

éfé

zgs

PCT{US83fi}3fi3§

zzgxa

3,113

lfifz

12x13

1Sf19

19f22

5x10

Efl

1§;1u

léflfi

331?

0201
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Table 1 ccntinuefi {page 3}

22. Pek$f?umeranian K, Fifi 12 wkffiin OX8 aaggs
5 y:,Figmantary keratitis
160% (50% impreved)

:23‘. Kin. Fcsodla, M,» 9 ma. 4 wkjgfi 4J4 '13f3..3
Chranic keratitis

{Marked imgruvementy

24. Toy Female, F{S,Al5 yr ? Wkjfilfi 3x0 1559
Chranic karatitis, visual

lass (Markefl im§rcvem$nt}

ES. ?ake£Pomaranian, Ffs, 11 wkfaib OX8 sxs

6 yr, Pigmentary keratitis,
blind {Marked imgravemantf
visual}

F {female}, H {male}, C {castrated},
S {spayed}, C55 (2% cyclaaparin},

QB {once daily}, BIE {twice daily}

Abbreviatians:

Corneal lesions and changes in tha" carneal lesians
were bilateral unless otherwise infiicatefi.
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‘charam.:.e»,:-iaaa by the

Examyle 8: Stimulatien af taating in humans suffering

from.Sjagren's synérame. ‘ ‘
Sjagran's syudrame is charaateriaefi by chranic

infiltratiun of the axacrine glands, principally tha

lacrimal anfl salivary glafids, by mancnuclear

leukucytas. The gracess causes the §r0gre$sive

dagtructian cf the glanfiular tissue and is

éavaloymsnt cf

keratacanjunctivitis sicca {Keg}; my “dry eye“.

Naither tcpical no; garenteral treatment using

steroiés has bean campletaly efifective in fiecreasing

irritatian mi the cerneal surfaca net in greventing

carneal ‘ulcer formatian. In fact, tapical er

garenteral cnrticastereias flu not enhance lacximatian

anfi. can retarfl .healing of curneal ulaers and are

therefare consiéared. ta ha contrainéicatafi by many

uphthalmalngists.

I A human §atiant with primary Sjogren*s syndrama
{firy eye with dry mouth} was treated with ta§ical 2%

cyclaspurin in corn ail. The yatiemt had been traatefi

for years with.conventiona1 theragy, artificial taars

Q 15 mins. For the past several mwnths his STE were

2~3 mmf$min;eye. {In humans the ST? is measurefi far

5 minutes, unlike the dag where it is measurad far

only 1 min. Hhwaver, the expected nnrmal values are

the game, i.e., normal is 14 mm, values under 5 mm are

infiicative cf a severe case cf dry eye}.

Fcllawing 9 days af twica_daily tharapy cf both

eyes, his SET was 28 anfi 23 mmfs minfaye, a

significant increase aver the pretreatment ‘values.

Eric: ta traatment, the cornaas had stained diffusely

in bofih eye5 with fluarascein fiye, an inflicatian cf

carneal ulggrs. After § daya cf theragy, cue aye hafi

FCT]US8S,.I{}3{}3§
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no staining anfi fine eye only staineé aver 153 cf the

surface.

Threa wcmen ‘with

Sjagren*s syndrame were treaged far 1 week with B13 3%

cyclcspcnfin in warm ail c'c:n§:ain—:11‘°sg 1 ‘malafik 3..-‘qaha

tcs::;c§he._ra1 and B..0fi5%mathy1 parahen. All three haai

ahnarmal cernaas. fine first had a nonhealing corneal

ulcer which panetratea the full thickness af the

surface egithelium cavaring the cornea.— This ulcer

healed within twe days cf Qnset af therapy. The

second had a “cantact lens cernea“, an infientatimn at

tha circumference cf the cornea which gives it the

appearance of an eye wearing a centact lens, when na

lens is present, which is analagnus :9 a acar. Tha

indantatian «shawefi aviéence of filiing in ‘within ?

The third had cmrneal lesians which

All had

§&V'Q‘.Y.‘€2 chranic S£3€3D‘i'1!3aI‘}’

ciays cf therapy.

2315:: showed .improvemant .wit11in cane week.

increasas in the STT.

Tha results canclusivsly demanstrate the

e+ff~a<:tiv:.=.m&ss stzf tap:2.:2.a..1ly aciministmresd cyclospsarin in

alleviating the symptams cf KCS, ‘§rumnting‘ narmal

heal inc; and ac:tuVa<lly rariucing gear tissue cm this

surfase cf the eya.

Examgla 3: Frnmction —nf .normal healiag of‘ the eye

surface withaut rastaratian cf ncrmai

tearing in a dag.

an 1l~yaar old spayafi Miniature Schnauzer hafi

been fieterminéfi ta have RC3 8 months befare admissian.

Analysis cf 3 s§ecimen obtainefi by canjunctival

sc:3.'api_ns;3* at ‘that time rev‘-ea1e‘d distemper vuima. the

dag had been treatefi with 3% gilncargine, g1 gtt PG q

12 h} wfiich initially causad an increase in the ST?

ta 8 mmgmin bi3.a:tera—3..3.y but later lost «=2-f‘fi::acy_, as

mflm»»D204
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the ST?~decr&ased ta 9 mmjmin bilaterally. Treatment

hafl hegn dsxamathasene mintment Q 12 n bilaterally,

artificial ‘tears apgruximately 5 times daily; ané

yetralatum aintment at hecitime. 0 n a dim i s 5 :2; st: :1 ,

ophthalmic observatian shcwed the ST? ta be 3 mmgmin

right eye, Q mmfimin left eye, with mugoifl

canjunetivitis bilaterally, dersal ccrneal

pigmentatiun of apyraximataly 4a—5a% of the ccrneal

suxfiace, and superficial naevascularizétion extending

a§prnximately 6 mm into the darsal half cf the ccrnea

bilaterally (Fig. 2B}. Tha Vcorneal aurfiaces Vwera

madaled irragularly but translucent, &nd there were an

aygarent visual deficits. Camplate bland caunt and

serum thyrcxin were normal and fihe anly ahncrmality

detectafi an serum profile ‘was an elevated serum

alkalina ghasghatase (as? mgffi1}.,

Cyclosparin (2% 1 gtt Qfi, bilaterally} was

prescribed, with artificial tears to be administered

as needed. in 4 weeks, the 3?? had increased ta 8

mmfmin in the right eye but was still e~x mmfmin in

the left eye. The conjunntivitis hafi impraved, but

was still evifient in the left eye. However, there was

markaa improvement cf the carneal surface bilatarally
(Fig. 23} .

A yaxatifi duct transpasitian was parfermed at

this time and the iacrimal gland of ea¢h.€hir& ayalid

hiapsieé. Hicroscapically both glands were similar,

with §iffu$e nften inten$e periéuctai and interstitial

infiltratian —uf plasma cells anfi. lymyhucytes, and

fibrusis ef the acini and tubules. Fmsal areas af

ncrmal acina: tissue were saan in each glana, and some

areas cantained dilated tubules lined with flattened

epithelium‘ The resulfis in the preceding examples

£’CI’f{jS38103t}39
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estahiish that tagically appliafi cyclasparin can he

11$$(i tic: resalva corneal ulcars aven 331?: the absence af‘

res-mutation. sf tea-rings As dramatically shown by

Figure 2A and 23, the age surface hecafies clearer,

smouther, and visian is im§ravefi;

Examgla 16: Ccmgarisun of aliva ail and earn ail

vehiclas far cyclasparin far topinal

a§htha1mic’nse.

Amcng the animals treated with cyclcmporin in

oliva aiél, within faur days cf begirkzing t.::'eatment,

fear dngg and nna cat had mania: irritatian reactians

inelufiing: hyparemia of the bulbar aanjunctiva,

corneal aurfaee irregularities with agparent cornaal

efiema, and h1e;:harc.'~3pasms :2.m:‘£i«::ativ'e cf arziular pain.

cage therapy was withdrawn. and these

symytums resolved. Therayy with cyclasparin in corn

oil was begun in three cf the dogs fmllcwing

resalutian cf the ocular irritation taagtions. All

three dogs toleratad the corn ailfcyclusgcrin mixtura

well.

In the fnurth dog; cyclaspmrin in alifie ail was

used lass firequently than the BIS} preazcrzlptiszzn because

tha Gwmer thauqht the tiiriug irritsataci the eyes, but

kept using it on an infrequent hasish Fallawing twa

ta three waeks—af use, bilateral pariacular alapasia

occurrafi and the lids ware intensely hyyaremic. Que

cyclesgmrin slim-3 0311 was (ii-sc:ant:I..nued fm: several

weeks. Cyclos§arin in earn eii was begun SID

bilaterally. ‘The lesians ef cerneal

vascularizatien anfi su§erficia1 ‘karatitis resolvefi

markefily, the SET and there was na

reaurrence or irritation er alapeaia.

In each

chranie

.inc:re.ased,
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Valive ail anti cern oil were alas: ccsmgareti in

m;>rma3.,. human eyes. __ The alive ail grcfluced a burning

sensatisn 1&5-fzésgng 15 tu as mim1t.es.. Tim warn ail

produced it milder sensatéimi lasting anly 3.. ta: 2

minutes.

No szlties sffescts have been ncrteéi in. the any cf

the 33:36 battles of 2% cyrclasynérin in earn nil

d;i.s;>en.se5'. fear animalx use, in comgarisnn with the S ta

10% incidance mf sifia effects in 1809 battles of 2%

.§yc3.os;3a3::Zn in ol;lve: oil aiiayensed fax: animal. use.

The. substatntial differences in traleranrze of the tun

05.3.5 is 5u3:§r3'.sing since the chem.ica.1 nature cf olive

ail ant} earn oil is very similar. Tests cf the .1eve3.a

13:’ free Eatty acicis and 133-} an mat indicate any

significant differences which. czeuid amaunt fur the

substitution cf

gxurified c:.1ive‘oil, Sigma Chemical cm, st. Louis, H3,

or first pa:-es§ alive oil, far the Sarita brand o}..3I.ve

nil, rzsbtained frem the granary stars, which was useci

:1n:I.t:.ia3.1y, dams not eliminate the irritaticn.

éiac.:'.ease-:3 taleranca far olive Vail.

zsiefiificmtirzns and" variatians cf the prsssnt

_iVnve.nt:i,on, an improved c:g'cl..esgm.*in cesmpasitian far

tcsp.:‘t.ca1 -c:phth.a—?.mic; nae, will Zoe. ahvicus ta these

skillefi in the art fr-tam the fnregeing cietailefi.

ciescriptian of the invantimn. Such _mt:s&i..fi::ai:iu‘ns anti

va3:i.ations are intenciefi. ta came: ‘wfithin the: scape cf

the apgzentied claims.

PC'1"1USS8;ii3B39
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14 .A methafi cf enhancing at restaring lacrimal

gland function camprising' tupica11y' aéministexing a

ayciasparin. ”

2. was mathod of ¢1aim“1 far increasing tear

prefiuatian in a tear~deficiant eye camprising

tayically administering a Vtherageutically effective

amuunt cf a cyclcsparin ta the eya.

3. The method of claim 3. wherein said

ayclespwrih is administered as a solutinn, suspensicn

at ointmamt anmprising betwaen approximately flifil ta

88 weight yercent af cyslasperin in a gharmaceutically

accsptaible exciyient.

Q. The. znethad csf ctlaim 3

cycii.0spori.n is aziministersed in an amaunt mi 5.3. tit: 20

wharain saifi

weight garment .

5. Tha method of claim 3 wherein the

harmaceutiszall acme table e:«::::I; ient cam 3::f.se.s cornF Y § § P

nil, alive oil, arachis oil, caster nil,

pnlyexyethylatsd castair ail ,. zmineral ail. , yetraleum

jelly, dimethyl sulfcxide, an alcnhcl, lipospme,

silicana fluid at a mixture theraaf‘

6* The methofi sf claim 1

cyslmspmrin is Cyclcspmrin A.

wharein said
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?1 The metnaa af claim 1 for increasing tear

praductian in an aye cf a patient suffering fram an

autaimmune si3»*sf‘unc:tian Czf this la-c2::2'.ma;L glands

cnmgrising administering a therapeutically effective

amaunt. mi}: 2; cyclasporin tc.::pica*l.3.y ‘tn: the _pai:.iant‘s
eye.

8. The methofi cf claim 1 far treating

karatacanjunctivitis sicca in a patient ccmgrising the

stay at afiministaring a theragneutically effective

amaunt of a cyclasporin topically ta‘ bath cf the

;:zat.ieni:'.s eyes.

9. The [method of claim 1 for‘ treating a

fiisnraer caused by excessive immane activity‘ in. a

laarimal g1§nfi_nf 22 patient eomgrising the stay of

tqpically afiministaring ta both cf the patient‘s eyes

an amaunt sf a cymlasgnrin sufficient tn refiuce the

immune activity.

10, The methad sf claim 1 far treating a

&isarfler‘exacerhate& by keratawcenjunctivitis sicca in

a patient camgriaing administering ta the patiant*s

eye a therageutically effective amaunfi af a

cyc1csparin.ta gromote cnrneal‘healin§;

11. A ta§ica1 aghthalmic cempmsitian Somprising

cyalnsparin in a worn ail base.

12. Eng camgmsitian cf claim 11 wherein the

canaentratian sf cyclmspcrin is between abaut 0.31%

anfi satuxatian.

PCI‘_fUS83fi}3£}3§‘
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13. The campasition cf claim 11 further

ccmprising a campaund selected fram the grnuy

consiating af emallients, viscosity m§fiifying agents,

antinxifianta. graservatives, antibiotics, antifangals,

antivirals, lubricants, surfactants,

vasoccnstrictnrs, BESS, parasymgathamimetics,

chalinergics, naurctransmitters, lacrimagenic agants,

substance 9 agonists, substance F antagunists,

mucolyticsg prcstaglandin antaganists, lipagenase

inhihitnrs, cyclonxyganase inhibitars,

antiinflammatcries, oxygen scavengers, hydrating

agents, and e§ithe1iatrcpic agents.

14. The camgositian sf clabm 13 wharein tha

campounfi is seleated fram the% gxoug consisting iof

vitamin A, vitamin E, .retinmic acid, pilccarpine,

hyaluranic acid, galyvinyl alschal, methylcallulose,

methyl. garaben, eledcisin, physalaemin, hrnmhexina,

mucasnlvan, acety§cysteina, indomathacin, and
eaxtiausteraids.

15. ?he campasitian af claim 11 cam§rising 2%

cyclasyurin in earn ail.

15. The ccmpnsitimn cf claim 15 fuxtner

cam§risinq a comyounfi salactefi from the greuy

cansisting uf alpha taca§hernl and mathyl parahen.

1?. The camposition cf claim 11 wherein said

campositien is encapsulated.

0
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13. Th$ aamgcsitian of claim 1? wherain—said

camgositian is encagsulatefl within a palymeric matrix. a

19. The camyasitian mi claim 18 wherain saia H

ccmgnsition i5 encaysulataa within a polymaric matrix

formed cf a pulymer aalecteé from tha group ccnsisting

of polyefihylane, palystyrene, gclypropylena,

golyanhyflrifies, yolynrthaester, palylactic acid, anfi

palyglycolic acifi.

26. The ecmpasitiau uf claim 1? wherein said

compasiticn is encapsulated within lipnsmmas.

21. The compesitian cf claim 1? wherein said

cumpasitian is micrcencaysulated.

23. The Vccmgcsiticn of claim 11 ‘whereixa said

cyclaspcrin is in. a concentratien which. pramates

nnrma; wound healing.

23. The comyositien af claim 23 wherein said

$yc1as§arin is in a cancentraticn which stimulates at

rastcres Lacrimal glanfi activity.

3%. The cumpnsitian ef claim 11 wherein saifi

cyclasperin is in a cuncentxatian which aupgrasses an

immune aisarder.
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The presant inventian relates to the field of drug
delivary and, particularly, tn the administration af

various pharmameutical er casmetic agents to a patient

through the skin or muccus membranas by the applicaticn cf

innevative, non-irritating tapical cumpasition$ of these

agents in tha farm of submicron oil spheres.

Magganaunn up was [ynssaxwr I= ,[.jsm*’:un

The dglivéry cf drugs tn the skin and systemically
Via the gkin is hamgered by the natural barrier vi the

stratum carneum. Craams and lotions are classical

vahicies far delivering firugs anfi saameticg ta the skin.

These preparations are semi~soli&, bifiphasic preparatians

The droplet

size of these spheres has nut been a concern in

where ail spheres are disgersed in water.

canventianal gharmaceutically marketed sami~salifi creams

anfi latinna. Most cammercially marketed maflical creams

inciufie oil spheres having a size sf S ta 50 microns. Far

example, VGLTAREN EEULGEL has a druplet size ahave five

micrnns, as cunfirmed bath microsccpically and with phatan
correlation spactroscagy iceulter N&m§§.

Mareuver, the saiantifis literature daes not afidraas

the droplet size sf the intarnal oily phase mf tagically
applied emulsianfi. an the few occasions that rafer ta

topical cream ar latian dosage farms, the indicated

draplet size 15 in the range nf a faw to tens nf microns.

For axample, U.S. Patent §,529,6Q1 relates to an eutectic

mixture cf lidncaine anfi tatramaine which allegedly

prufiucas a gmod lanai anesthetic affect that may net be
achieved atharwise.

E? 80 83 310 claims qaad anti~in£1ammatery activity

anfi high safety mi an antiwinflammatary substance in
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camhinatinn witti EEC?‘ oil anti carboxy vinyl gsal.ym.er.

Again, drayiat size is not emghasiaed.

RP 84 33 132 discimsas the tmgical casmetic

agplication cf vesiclas far incarparatian cf essential

mila» it is slam pussible, acaorfiing fin that patent

applicatifin, that small droplats cf variaus sizes of the

essential ails may be formed.

Tha cases cited abcve exemylify numeraus patents

cancerning tapical usas sf classical macrcamulsinns, in

which the nily éruplets ara generally wall abava ana

micran in diameter. There is also a vast bady sf prias

art utilizing liposoma pragaratimns for enhanced dermal

ganatration cf pharmaceuticals {Egharia & Weinart Aav.

Brag Be1ivery‘Rav. 5, 28? (199fl}),

inherent groblams in formulating stable lignscmas, since

these structures are lipid hilayars envelaping an aqueaus

phase. Amother type af drug carrier, distinct from bath

Howavar, there are

classieal emulsians and lipasames are tha misrnemulsions

which are usually thermodynamically stable, transparant

and have partisles cmnsistently belnw 200 mm {Rasana,

H.L., Car&lla, 3.3. and Lycna, G.B. Microemulsimn Systems,

vol. 34, Chap. la, §.L. Resano ana M. Clause afis. warcal

Dekkar; Inc., N.Y. {l98?§, pg. 271}.

micraemulsiens contain a large gropurtion mi surfactant ts

lipid and therefore are ina§§ro§riate fer fiarmal

app1icatinn$ fiua ta anticigated grahlems of irritancy.

E? 95 as 1%? diaclmses an aqueous susgensian af

nanogarticles sf at least cue lipifi and an emulsifier,

wharein the nanngarticlas hava—a size sf between 59 anfi

1603 mm. The lipids usafi therain, hawewar, ara eithar a

§alid lipid or a mixtura cf sclifi lipids.

In the field af‘tmpiGa1 and transdermal mefiicatian

and aelivery of drugs! mumh Efffltt has been invastafi in

yrovidinq chsmiaal anhancfirs af drug penetratian, such as

QMSQ and azanes. ‘Many of these substanaes cause

irritation and are hat desirable due to their tcxicity.

Hcwever,

There remains a neeé, therefara, far a methaa and vehicle
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which will enable er feeilitete efficient tranepert cf

pearly soluble firugeetnraugh the skin fier tepieal or

. tranefiermal use, when grevieed ae an aqueous éiegersion of
same.

:e___v3_1see.mz or 3as ::xv.e§g3:eo1.~:

‘ This inventien relates to e cempeeitien fer tepieel

epplicatien ef pharmaceuticals or cnemetice cemprising
euhmieren size drcplete of a drug with eily exeieients

33 either elene or dispersed in en equeeue medium. The

draplet size is below one micron, ene preferably in the

range 0: about 0,85 ta 6.5 microns. .A eemimealid state is

edvantageeus for the preeticel agplicetion cf the dosage
farm on the skin when used as a cream.

15 Seecificelly, the euhmicren size dre§1ete inclnfie A
abeut 9.3 te 39% cf a first eempmnent cemprieinq en eily

liquiai abaut 0.1 ta 16% of e seccnfl cnmgcnent ef an

emulsifier and eeeut 6.05 tn 5% ef e nen—iomic surfactant.

These dreplete are euspended in an aqueeue cempcnent which

26 forms the continuous gheee of an emulsien. The

cempasitien grevidee enhanced topical anfifmr trenedermal

systemic effects cemgared ta similar ecmpusitiene which

have larger size dreglete. A mean flreelet eize in the

range ef between eheut 8.1 and 9.3 gm is preferred.

as ?he first cemgenent is tyeically present in an amount

ef about S ta 38%, anfi includee aily liquids sueh as a

medium ehein‘trig1yeeride—ei1 having a chain length ef

ebeut 8 te 12 eerbene, 3 vegetable ail, a mineral ail, an
oil of animel emerge, e eynthetie derivative tnereef, at

35 mixtures thereef. To form a viscous eampeeitien, the oily

liquifi may he ereeent in an emeunt of eheut 20 to 36%.

Elternetiveiy, ene or mere edjuvente such as gelling

agents at thickening agents may be included to increase

fihe viscmeity ef the cempoeitien and form a steam.

35 Tee emuleifier may be e phuspholipifi cempcunfi er a

mixture ef yheeghelipide, such as lecithin,

phoeghatidylehaline, pheeyhatidylethanalemiae or mixtures
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thereaf, in an amount af abaut 9.3 to 5%. Tha surfactant

may ha a nen~ionic-alkykgne oxide canfiansate af an crganic

campaund which sontains ana er more hyfiraxyl graugs, $uch

as an etnaxylatad alcohnl fir ester ccmpound, in an amaunt

abuut. 0,2 to 5%.

The.first Comganent may camprisa an active ingredient

in any ans of a number ef farms, Far aimplicity, the

active ingredient may ha in the farm of an essentially

wacerwinaslubie oily liquifi, such that other oily liquifis

are either not headed er can ha mixefi therewith. Instead,

the active ingrefiient can be present as a smlid,

essantially water~insmlub;e at slightly water~sa1uhle

substance whiéh is partially or fully fiissolvafi ar

dispersed in ona 9f the oily liquifis mantiunea abnve. For

such mixtures at dispersians, the active ingrefiiant may be
present in an amaunt uf 8.33 to 2.5%.

The activa ingrediant mfiy be one Gr mara cf the

folinwingz a stereid, nan~staraidal antiminflammatory

drug, &ntibiotic, tranquilizar, safiativa, antimhistaminic,

antifungaly antibacterial, anfiiviral, disinfectant,

antigsnriasis agent or a lanai anasthetic. Speaifically,

the active ingredient is almtrimaamle, hifanazola,

tatracyclina, micanazale, triamcinalone, amgnctericin-B,

gentamicin, hydrocmrtisona, iaficxuridine, diphenhyfiramine,

minoxidil, lidecaine, tetracaihe and clindamycin.

The cmmpfi3iti0n may alga inclufie a disyersian

enhancer in an amaumt suffimient ta premote the

hcmogeneity af‘the aamgasitian, at a viscosity enhancing

agenfi in-an amaunt sufficignt to impart a semi-salid farm

ta the campasition< A preferred viscosity enhancing agent

ifi a physimlngiaally accaptabie high mnlecular weight

uampaunfl. In afifiition, a skin penetratian enhancer may ha

added.in an ammunt sfifficient ta enhanca the penetration

sf the ¢Gm§G$itian through skin after the comyasitian 15

topically a§§;iafi therato.

The finventian alga raiatas to a methaa for obtaining

enhanced tagical andgmr tranédexmal systemic affects which
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comprises fimrmulating one mf the cmmpmsitians degcrihefi

above and tmpimally agglying tha Qnmgosition ta the skin

sf 3 subjact, wherein the ccmgmsition prcviaes Enhanced

topical andgcr transfiarmal systemic effects cam§ared ta

the same comyositians whimh havg larger size flrG§let$. In

this method, the activa ingradiant may be a barbiturate,

benzodiazapine, ketotifem; phenytoin, phenmthiazinas,

cyclaspmring diphenuxylate, fiimlsfenac, daxamethasane,

prastaglanflin, nifafiigine, nitraglycarine, atropine,

verapamii, fentanyls ligcphilic gagtide er miconazcle.

when tha mefihsd is usad ta traat.a skin enndition,

the active ingredient may he Vitamin.A, vitamin E, a

ratineié, a carctene or bensayl peroxifie, and is appliefi

to allaviate, reduca or prevent fiermatolcgical cnnditisns

and flisaasas, incluéing ata§i: dermatitis, psariasis, acne

and ather types of skin inflammations er viral, fungal er

bacterial skin infectimns.

The iaventian alse relates ta a method far reducing

lacal irritatimn producefi by pharmaceuticals which induca

lanai inflammatory reactions by tm§icaliy agpiying one of

the compG$itian$ described agave. Depending upan the

selection sf the active ingredient, the method may be usefi

far achieving lacal anesthasia er anaigasia, at for

praviding general analgesia.

Aisa, an article, guch as an amclusive dressing at

adhesive §atah3.can be used ta administer native

ingredients such as a stermid, nicatina, nitraglyfierine or
the like.

BRIEF DESCRX‘ ‘ _ T __

In the fallcwing datai1e&.da5cripticn, referance will

  

be made to the annexed flrawings, in which:

Fig. i is a graphical illustration of tha efifacta sf

edema aver time during traatment with variou5 diclafenac

EIEEWS ~}
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Fig. 3 is a graphical illustratian of the rslative

fiiffarenaa ever time during traatmant with varieus

diclafanac creams; anfi

‘Fig. 3 is a graphical illustratimn uf the effects mi

aaama ever time during treatment with variaus nagraxan

CS1.“8_E3.1'l'i$ .

£§$§l§§§ ‘ 5? IFTXUN 5? §§§~;§E§§$;Q§

Accmrding ta the grasent inventianq gharmacautical

anfl ccsmetic cmmgmsitimns ara prsvided in the form of

 

submicrmn araplets cf watar*insc1uble liquid drugs or

casmeticaliy aativa substances alone, or drugs at

cosmetically active substances with wily excigisnts anéfur

aolvents in an aqueams medium. These ccmgositions prammte

gereutaneaus ganatyatian an togical applicatinn and lanai

or transdermal affecta. advantageausly, a chemical entity

which acts as a-skin penetratimn enhancar may be addad ta

tha ahova far enhancing activity. Thus. the nverall

pharmacalogiaal effeat, Whilfi using such a chemical

enhancer in conjunctian with such submicron ail spheres,

will he graater than either ana mf tham alnne.

In cmntrast ta the print art, the present invention

raiates tn oily spheres having an average.&iameter in the

submicrsn zanqa, which are both ghysiaally ané chemically

fiistinct from the knawn art at lipescme~ty§e.1ipi&

vesicles anfi fram the knawn-art nf miarnemulsiens in which

surfactants at synthetic emulsifiers camgtisa a larga

grogortion cf the campasitian. in term$ uf chemical

campusitien, tha particles are samewhat similar ta

classical amuisimns, but flue ts tha finely diviflefl

§_)a1:"r;i::,u]_ax.e ,n_a'£:ure_ of current: invention, 3»

significantly anhancafl dermal §enetratian is achiavad. we

hava tnu$ tatmafl.these dra§lets as submicron emulsimn ail

sphfiras.

Ifisoluhla ‘rugs er snsmetically active substances may

a disperaed in an aquaaus mefiium as salid BI liquid

ti Gna as§ect mf thisar files ta farm a suspensian.YaU3
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inxsantitm re3.—a’t:es to tirugs or czessmeticallgr active

substances that are liquid at room temperature and may be

dispersed as liquid, water~inso1uble droglets with tha

desired drmplat size range. Gtnerwise, far drugs ax

cosmatics which are selid at ream temperature an& in the

shape sf pcwdar er crystals, mixturas with an ail are a

preliminary required step in crder to nbtain oily droyiets

in aqueaua sugpension.

An &mu15ian is a fii$persian af ail in water {”cjw“},

anfi can be aafinefi as either a macraemulsian er a

micraamulsidn. A macrcamulsian is a cloufly turbifl

ccmpcsition having an ailvfirapiet aize of 5.5 to 183 gm

and is generally thermafiynamically unstable. In

cnmparison, a micrmemulsimn is a translucent to

trausgarent sompositian having a draglet siza of

8.685 to 0.5 gm, is thermofiynamically stable and is

generally self amulsifying. See, e.q., Friberg at al.

{1§8?} Micrcamu1§ians Structure and nynamics, CR8 ?ress

Xnc., Boca Ratan, FL, pp. 154.

surfactants ts mil required to generate micraemuisions is

‘Alas, the pruportian af

generally much higher than in macraemulsians.

The term “suhmicron“ is usefi herein ta mean a size of

ahuut 3.85 ta &.5 pm, and preferably about

0.1 ta 0,3 gm. Thus, suhmicran firaplets cf thase sizes

would be smallar than these af a classical macroemulsian,

which has droglet sizes cf abave abaut B.§ gm, but

generally larger than thase Of a aiaasical micrmamuiaian,

which, for pfacticai §urpases,.has firo§1at aiaas of less

than fihmut @.1 gm.

Thase suhmicran droylats can easily be steriiiaea by

filtration, for example, in 8.45 pm andfnr 6.23 gm

filters, are mere stable in 1ang~tarm staraga and can

better withstand stariiizaticn in an autaalave.

An oil~in~water emulsion is a di5PErSi0fl Of drnplets

9: cmllaidal §®rtic1&s in an aqueuus mefiium, with the

callaid particles havihg an Qily more surrounfied by an

interfacial film of tha emulsifiers anfi $urfac& acting

0226



0227

WN}93fl8?,2 * 3 ~

10

15

E5

25

39

35

PCfT:"£JSi9‘3£i323{3i1

agents ax surfactants. Fer clarity in unflerstanding the

pra$$nt inventian, the fallawing terms will be used:

“aqueous phase“ ~ ta danmte the aqueous sulution in

which the dreplats fir collaifi particles ara &is§ersed;

“wily phase" ~ tn danate the aiiy cares 6f the

drmplets or calloiéal garticlesg anfi

”amphiphilic ghasa" ~Vta dancta the interfamial films

af emulsifier ana surfactant surraunding the oily ghase cf

the druglats GI callmidal garticlas.

In this invention, the ail may be a vegetable mil, a

mineral ail, a madium ahain triglyceride {MCT} ail, i.e.,

a triglyceride nil in which the carbahyfirate chain has 8-

12 carhans, at a cembinatien of twe er three cf such ails.

Althcugh MC? mil can be cmnaidered as a comgcnent of

vegetable ails it is separately ifientifiad herein because

af its_particu1ar utility as a praferred mil far use in
the present fireplets. In addition, HGT oil is avaiiable

mammarcially. Examplas cf such MC? oils include TEE

{trade name of Sasiate Industrielle fies Oleagineaux,

Franca far a mixture cf triqlycaridas wharein abaut 85% of

the fatty aaifi chains have 8 or 10 carbans} anfi MIGLEOL

319 at 812 {trade name ef Bynamit Mabel, Swefien far a

mixed triester of qlycerine and sf aagrylic and capric

acids). Examglas uf veqatabie ails inalude suyfiaan ail;

aottnn sead mil, alive ail, aaaame ail and master mil.

The mineral ails may be natural hydrecarbonfi pr their

synthatic analags. ally fatty acids, such as eleic acid

and linnlaia acid, fatty alcohnls} such as Qlayl aicshal,

anfi fatty estars, such as sorbitam~mcno0leate and sucrase

mama" diw er tri*@almitate3 can he used as tha ail

ccmpanant, althmugh these axa nat.as preferred as the

miner mils mantianed ahmve. The exuigient mil may alsa‘ha

sf animal source ur any accaptabla synthetic substitute

tharafara.

The amghiphilic phase ccmgrises the emulsifiers anfl

Preferved amulsifiers include a phmsghaligid

Suitabla

surfactants.

campaun& 3: a mixture mi pnasgfialipifis.

w
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