
PATENT

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Patentee Acheampong et at Examiner Marcela Cordero Garcia

PatentNo 9248191 Group ArtUnit 1676

Issue Date February 2016 Confirmation No 9616

For METHODS OF PROVIDING Customer No 51957

THERAPEUTIC EFFECTS USING
CYCLOSPORIN COMPONENTS

REQUEST FOR CERTIFICATE OF CORRECTION

Attn Certificate of Correction Branch

Commissioner for Patents

P.O Box 1450

Alexandria VA 223 13-1450

It is requested that Certificate of Correction be issued correcting printing errors appearing

in the above-identified United States patent

Pursuant to 1.20a the examiner is authorized to charge the Certificate of Correction fee

of $100.00 or any additional fees or credit overpayment to Deposit Account No 010885

Issuance of the Certificate of Correction would neither expand nor contract the scope of the

claims as properly allowed and re-examination is not required

Respectfully submitted

Date February 16 2016 By /Laura Wine
Laura Wine

Reg.No 68681
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Patentee Acheampong et at Examiner Marcela Cordero Garcia

PatentNo 9248191 Group ArtUnit 1676

Issue Date February 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 223 13-1450

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 Wine

Date February 16 2016 By Laura Wine

Reg No.68681
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PTO/SB/44 09-07
Approved for use through 08/31/2013 0MB 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 collection of information unless it displays valid 0MB control number

Also Form PTO-1050

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO 9248191 Page of

DATED February 2016

INVENTORS 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 in Related U.S Application Data line

delete and and insert which is therefor

On the Page in column under Other Publications line delete and

insert therefor

On the Page in column under Other Publications line 52 delete and

insert therefor

On the Page in column under Other Publications line 61 delete Muscosal

and insert Mucosal therefor

On the Page in column under Other Publications line 24 delete and

insert therefor

On the Page in column under Other Publications line 28 delete

Polyocyethylene and insert Polyoxyethylene therefor

On the Page in column under Other Publications line 29 delete

PhysicoChemical and insert Physico-Chemical therefor

On the Page in column under Other Publications line 39 delete and

insert therefor

On the Page in column under Other Publications line 13 delete and

insert therefor

On the Page in column under Other Publications line 35 delete and

insert therefor

On the Page in column 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 0MB 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 collection of information unless it displays valid 0MB control number

Also Form PTO-1050

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO 9248191 Page of

DATED February 2016

INVENTORS 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 in column under Other Publications line 10 delete Allegran

and insert Allergan therefor

On the Page in column under Other Publications line 43 delete Occular and

insert Ocular therefor

On the Page in column under Other Publications line 58 after Systane

insert Products Systane

On the Page in column under Other Publications line 59 delete http and

insert http// therefor

On the Page in column under Other Publications line 22 delete Waston and

insert Watson therefor

On the Page in column under Other Publications line 31 delete No and

insert Nos therefor

On the Page in column under Other Publications line 33

delete 5050213 and insert 505j2B therefor

On the Page in column under Other Publications line 48

delete 5050213 and insert 505j2B therefor

In column line delete 13/961.828 and insert 13/961828 therefor

In column line 36 delete and insert therefor

In column line 37 delete and insert therefor

In column line 39 delete 2002 and insert 2002 therefor

In column line 53 delete al and insert al therefor
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PTO/SB/44 09-07
Approved for use through 08/31/2013 0MB 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 collection of information unless it displays valid 0MB control number

Also Form PTO-1050

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO 9248191 Page of

DATED February 2016

INVENTORS 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 line 65 delete kerapoconjunctivitis and

insert keratoconjunctivitis therefor

In column line 12 delete clyclcosporin and insert cyclosporin therefor

In column line 52 delete were and insert are therefor

In column line 23 After more insert of

In column line delete kerapoconjunctivitis and

insert keratoconjunctivitis therefor

In column line 66 After with delete

In column line delete acetronitrile-based and insert acetonitrile-based

the refo

In column line 20 delete each and insert such therefor

In column line 48 delete extant and insert extent therefor

In column 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 delete methylhydroxyethlystarches and

insert methylhydroxyethylstarches therefor

In column 11 line 10 delete glucoaminoglycans and

insert glycosaminoglycans therefor

In column 11 line 28 delete 2-methacrylolyoxyethlysulfonic and

insert 2-methacryloyloxyethylsulfonic therefor
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PTO/SB/44 09-07
Approved for use through 08/31/2013 0MB 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 collection of information unless it displays valid 0MB control number

Also Form PTO-1050

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO 9248191 Page of

DATED February 2016

INVENTORS 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-methacryloyloxethylsulfonates and

insert 2-methacryloyloxyethylsulfonates therefor

In column 11 line 30 delete 2-hydroxyproplysulfonic and

insert 2-hydroxypropylsulfonic therefor

In column 11 line 45 delete crosslinked and insert cross-linked therefor

In column 12 line delete polyvinyl and insert polyvinyl therefor

In column 13 line delete Disoxide and insert Dioxide therefor

In column 13 line 34 delete materiel and insert material therefor

In column 14 line 32 delete Premulen and insert Pemulen therefor

In column 15 line 24 in Claim delete 005% and insert 0.05% therefor

In column 15 line 61 in Claim 11 delete claim and insert claim

the refo
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Electronic Patent Application Fee Transmittal

Application Number 14222478

Filing Date 21-Mar-2014

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Filer Laura Lee Wine/Maria Stein

Attorney Docket Number 17618C0N6C0N1 AP

Filed as Large Entity

Filing Fees for Utility under 35 USC 111

Description Fee Code Quantity Amount
Sub-Total in

Basic Filing

Pages

Claims

Miscellaneous-Filing

Petition

Patent-Appeals-and-Interference

Post-Allowance-and-Post-Issuance

Certificateof Correction 1811 100 100
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Sub-Total in

Description Fee Code Quantity Amount
IJSD$

Extension-of-Time

Miscellaneous

TotaIinUSD$ 100
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Electronic Acknowledgement Receipt

EFSID 24926019

Application Number 14222478

International Application Number

Confirmation Number 9616

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Customer Number 51957

Filer Laura Lee Wine/Maria Stein

Filer Authorized By Laura Lee Wine

Attorney Docket Number 17618C0N6C0N1 AP

Receipt Date 6-FEB-201

Filing Date 21-MAR-2014

Time Stamp 164129

Application Type Utility under 35 USC

Payment information

Submitted with Payment yes

Payment Type Deposit Account

Payment was successfully received in RAM $100

RAM confirmation Number 3850

Deposit Account 010885

Authorized User WINE LAURA

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

FAMY CARE - EXHIBIT 1004-0009
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Charge any Additional Fees required under 37 CFR 1.19 Document supply fees

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

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

File Listing

Document File SizeBytesI Multi PagesDocument Description File Name
Number Message Digest Part I.zip if appl

164544

COCAllerganl 7618C0N6C0N1
noRequest for Certificate of Correction

AP92481 91 .pdf

896d14531219586794181de91e1d8b525808

Warnings

Information

30499

Fee Worksheet SBO6 fee-info.pdf no

77d815d7d463771431 b55d39b36969
0015

Warnings

Information

Total Files Size in bytes 195043

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 similarto

Post Card as described in MPEP 503

New Applications Under 35 U.S.C 111

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

.53b-d and MPEP 506 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 timelysubmission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C 371 and other applicable requirements Form PCTIDOIEOI9O3 indicating acceptance of the application as

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 Receiving Office

If 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 Notification of the International Application Number

and of the International Filing Date Form PCT/RO/105 will be issued in due course subject to prescriptions concerning

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

the application

FAMY CARE - EXHIBIT 1004-0010

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



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

Alexarnfria Virginia 223 13-1450

www.uspto.gov

APPLICATION NO ISSUE DATE PATENT NO ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 02/02/2016 9248191 17618C0N6C0N1 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

application filed on or after May 29 2000

The Patent Term Adjustment is days Any patent to issue from the above-identified application will include

an indication of the adjustment on the front page

If 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
0DM at 571-272-4200

APPLICANTs Please see PAIR WEB site http//pair.iispto.gov for additional applicants

Allergan Inc Irvine CA
Andrew Acheampong Irvine CA
Diane Tang-Liii Las Vegas CA
James Chang Newport Beach CA
David 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

1R103 Rev 10/09
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UNITED STAmS PAmNT AND TRADEMARK OrncE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

Address COMMISSIONER FOR PATENTS
P.O Box 1450

Alexandria Virginia 223 13-1450

www.uspto.gov

51957 7590

ALLERGAN INC
2525 DUPONT DRIVE T2-7H

IRVINE CA 92612-1599

12/18/2015

EXAMINER

CORDERO GARCIA MARCELA

ART UNIT NUMBER

1676

DATE MAILED 12/18/2015

APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 03/21/2014 Andrew Acheampong 17618C0N6C0N1 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 FEES DUE DATE DUE

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

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS PATENT
PROSECUTION ON THE MERITS IS CLOSED THIS NOTICE OF ALLOWANCE IS NOT 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 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 OF THIS FORM
WILL BE CONSIDERED REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE

HOW TO REPLY TO THIS NOTICE

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 FEES DUE shown above

If the ENTITY STATUS is changed from that shown above on PART FEES TRANSMITTAL complete section immber titled

Change in Entity Staths from status indicated above

For purposes of this notice small entity fees are 1/2 the amoirnt of irndiscoirnted fees and micro entity fees are 1/2 the amoirnt of small entity

fees

II PART FEES TRANSMITTAL or its eqthvalent miist be completed and rethrned to the United States Patent and Trademark Office

USPTO with your ISSUE FEE and PUBLICATION FEE if required If you are charging the fees to your deposit account section 4b
of Part Fees Transmittal should be completed and an extra copy of the form should be submitted If an equivalent of Part is filed

request to reapply 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

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 patentees responsibility to ensure timely payment of maintenance fees when due

PTOL-85 Rev 02/11

Page of

NOTICE OF ALLOWANCE AND FEES DUE
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PART FEES TRANSMITTAL

Complete and send this form together with applicable fees to j\jj Mail Stop ISSUE FEE
Commissioner for Patents
P.O Box 1450

Alexandria Virginia 22313-1450

or Fax 571-273-2885

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

Fees Transmittal This certificate cannot be used for any other accompanying

papers Each additional paper such as an assignment or formal drawing must

have its own certificate of mailing or transmission

Certificate of Mailing or Transmission

hereby certify that this Fees Transmittal is being deposited with the United

States Postal Service with sufficient postage for first class mail in an envelope
addressed to the Mail Stop ISSUE FEE address above or being facsimile

transmitted to the USPTO 571 273-2885 on the date indicated below

Depositors name

Signature

Date

APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 03/21/2014 Andrew Acheampong 17618C0N6C0N1 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 FEES DUE DATE DUE

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

EXAMINER ART UNIT CLASS-SUBCLASS

CORDERO GARCIA MARCELA 1676 14-020500

Change of correspondence address or indication of Fee Address 37 For printing on the patent front page list

CFR 1.363 The names of up to registered patent attorneys

Change of correspondence address or Change of Correspondence or agents OR alternatively
Address form PTO/SB/122 attached

The name of single firm having as member
Fee Address indication or Fee Address Indication form registered attorney or agent and the names of up to

PTO/SB/47 Rev 03-02 or more recent attached Use of Customer registered patent attorneys or agents If no name is

Number is required listed no name will be printed

JkSSIjNLL NAME AND RESIDENCE DATA TO BE PRINTED UN Nh 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 substitute for filing an assignment

NAME OF ASSIGNEE RESIDENCE CITY and STATE OR COUNTRY

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

4a The following fees are submitted 4b Payment of Fees Please first reapply any previously paid issue fee shown above

Issue Fee check is enclosed

Publication Fee No small
entity

discount permitted Payment by credit card Form PTO-2038 is attached

Advance Order of Copies The director is hereby authorized to charge the required fees any deficiency or credits any

overpayment to Deposit Account Number enclose an extra copy of this form

Change in Entity Status from status indicated above

Applicant certifying
micro

entity status See 37 CFR 1.29 NOTE Absent valid certification of Micro Entity Status see forms PTO/SB/1SA and 1SB issue

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

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 notification of loss of entitlement to micro entity status

Applicant changing to regular undiscounted fee status NOTE Checking this box will be taken to be 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 of

PTOL-85 Part 10-13 Approved for use through 10/31/2013 0MB 0651-0033 U.S Patent and Trademark Office U.S DEPARTMENT OF

INSTRUCTIONS This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE if required Blocks through should be completed where

appropriate All further correspondence including the Patent advance orders and notification of maintenance fees will be mailed to the current correspondence address as

indicated unless corrected below or directed otherwise in Block by specifying new correspondence address and/or indicating separate FEE ADDRESS for

maintenance fee notifications

CURRENT CORRESPONDENCE ADDRESS Note Use Block for any change of address

51957 7590 12/18/2015

ALLEROAN INC
2525 DUPONT DRIVE T2-7H

IRVINE CA 92612-1599
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UNITED STAms PAmNT AND TRADEMARK OfficE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

Address COMMISSIONER FOR PATENTS
P.O Box 1450

AIexmdria Virghü 22313-1450

www.uspto.gov

EXAMINER

CORDERO GARCIA MARCELA

ART UNIT NUMBER

1676

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

Applications filed on or after May 29 2000

The Office has discontinued providing Patent Term Adjustment PTA calculation with the Notice of Allowance

Section 1h2 of the AlA Technical Corrections Act amended 35 U.S.C 154b3Bi to eliminate the

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

Revisions to Patent Term Adjustment 78 Fed Reg 19416 19417 Apr 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 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 of

PTOL-85 Rev 02/11

APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 03/21/2014 Andrew Acheampong 17618C0N6C0N1 AP 9616

51957 7590 12/18/2015

ALLERGAN INC
2525 DUPONT DRIVE T2-7H

IRVINE CA 92612-1599

DATE MAILED 12/18/2015
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0MB Clearance and PRA Burden Statement for PTOL-85 Part

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 0MB approves an agency

request to collect information from the public 0MB provides valid 0MB 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 0MB Control Numbers legal significance in accordance with CFR
1320.5b

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

or retain 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 collection of information unless it displays valid 0MB control number

Privacy Act Statement

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

submission of the attached form related to patent application or patent Accordingly pursuant to the

requirements of the Act please be advised that the general authority for the collection of this information is

35 U.S.C 2b2 furnishing of the information solicited is voluntary and 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 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

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

Information Act U.S.C 552 and the Privacy Act 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

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

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

settlement negotiations

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

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

record in this system of records may be disclosed as routine use to contractor of the Agency having

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

comply with the requirements of the Privacy Act of 1974 as amended pursuant to U.S.C 552am
record related to an International Application filed under the Patent Cooperation Treaty in this system of

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

Organization pursuant to the Patent Cooperation Treaty
record in this system of records may be disclosed as 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

18c
record from this system of records may be disclosed as routine use to the Administrator General

Services or his/her designee during an inspection of records conducted by GSA as part of that agencys

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

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

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

record may be disclosed subject to the limitations of 37 CFR 1.14 as 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 published application an application open to public

inspection or an issued patent

record from this system of records may be disclosed as routine use to Federal State or local law

enforcement agency if the USPTO becomes aware of violation or potential violation of law or regulation
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Applicant-Initiated Interview Summary
Examiner Art Unit

MARCELA CORDERO 1676

GARCIA

All participants applicant applicants representative PTO personnel

MARCELA CORDERO GARCIA

LAURA L.WINE

Date of Interview 11 December 2015

Type Telephonic Video Conference

Personal given to applicant applicants representative

Exhibit shown or demonstration conducted Yes No
If Yes brief description ______

Issues Discussed ElOl E112 E102 E103 MOthers
For each of the checked boxes above please describe below the issue and detailed description of the discussion

Claims discussed All in general

Identification of prior art discussed US 9101574

Substance of Interview

For each issue discussed provide detailed description and indicate if agreement was reached Some topics may include identification or clarification of

reference or 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 reply to the last Office action has already been filed applicant is given 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 statement of the substance of the

interview

Examiner recordation instructions Examiners must summarize the substance of any interview of record 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 general indication of any other pertinent matters discussed regarding patentability and the

general results or outcome of the interview to include an indication as to whether or not agreement was reached on the issues raised

Attachment

J.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

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

In every instance where reconsideration is requested in view of an interview with an examiner complete written statement of the reasons presented at the interview as

warranting favorable action must be filed bythe applicant An interview does not removethe necessity for replyto Office action as specified in 1.111 1.135 35 U.S.C 132

37 CFR 1.2 Business to be transacted in writing

All business with the Patent or Trademark Office should be transacted in writing The personal attendance of applicants or their attorneys or agents at the Patent and

Trademark Office is unnecessary The action of the Patent and Trademark Office will be based exclusively on the written record in the Office No attention will be paid to

any alleged oral promise stipulation or understanding in relation to which there is disagreement or doubt

The action of the Patent and Trademark Office cannot be based exclusively on the written record in the Office if that record is itself

incomplete through the failure to record the substance of interviews

It is the responsibility of the applicant or the attorney or agent to make the substance of an interview of record in the application file unless

the examiner indicates he or she will do so It is the examiners responsibility to see that such 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 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 personal interview duplicate of the Form is given to the applicant or attorney or agent at the

conclusion of the interview In the case of telephone or video-conference interview the copy is mailed to the applicants 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 participants applicant attorney or agent examiner other PTO personnel etc
An indication whether or not an exhibit was shown or demonstration conducted

An identification of the specific prior art discussed

An indication whether an agreement was reached and if so description of the general nature of the agreement may be by

attachment of 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 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 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

complete and proper recordation of the substance of any interview should include at least the following applicable items

brief description of the nature of any exhibit shown or any demonstration conducted

an identification of the claims discussed

an identification of the specific prior
art discussed

an identification of the principal proposed amendments of substantive nature discussed unless these are already described on the

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

The identification of arguments need not be lengthy or elaborate 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
general indication of any other pertinent matters discussed and

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 applicants 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 letter setting forth the examiners 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 examiners initials
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Continuation Sheet PTOL-413 Application No 14/222478

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 Applicants representative contacted Examiner to discuss the

outstanding rejection and Applicants response During the interview Examiner indicated that upon consideration of the

response Applicants arguments mailed on 10/22/2015 are deemed persuasive and the only outstanding rejection 112
2nd 1st paragraph has been withdrawn Further on 12/1 4/201 Examiner contacted Applicants representative to

discuss US 9101574 with regards to potential ODP rejection Applicants 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 13/961828
and 6/10/15 Non-Final Office Action for the instant applicationparagraph 13 Applicants arguments were deemed

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

for allowance Applicants representative filed their arguments in supplemental response dated 12/14/2015 see also

attached electronic communication and copy of the filed arguments

FAMY CARE - EXHIBIT 1004-0018

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



Application No Applicants

14/222478 ACHEAMPONG ET AL

Notice of Allowability
Examiner Art Unit AlA First Inventor to

MARCELA CORDERO 1676 File Status

GARCIA No

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address--

All claims being allowable PROSECUTION ON THE MERITS IS OR REMAINS CLOSED in this application If not included

herewith or previously mailed Notice of Allowance PTOL-85 or other appropriate communication will be mailed in due course THIS

NOTICE OF ALLOWABILITY IS NOT 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

This communication is responsive to 10/22/2015 and 12/14/20 15

declarations/affidavits under 37 CFR 1.130b was/were filed on______

An election was made by the applicant in response to restriction requirement set forth during the interview on _____ the restriction

requirement and election have been incorporated into this action

The allowed claims is/are 37-63 As result of the allowed claims you may be eligible to benefit from the Patent Prosecution

Highway program at participating intellectual property office for the corresponding application For more information please see

htt/iwww.usto.cov/atents/Enft events/h/ndex.s or send an inquiry to PPHfeedbackuwto.aov

Acknowledgment is made of claim for foreign priority under 35 U.S.C 19a-d or

Certified copies

All Some None of the

Certified copies of the priority documents have been received

Certified copies of the priority documents have been received in Application No _____

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

International Bureau PCT Rule 17.2a
Certified copies not received

Applicant has THREE MONTHS FROM THE MAILING DATE of this communication to file 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

CORRECTED DRAWINGS as replacement sheets must be submitted

including changes required by the attached Examiners Amendment Comment or in the Office action of

Paper No/Mail Date _____

Identifying indicia such as the application number see 37 CFR 1.84c should be written on the drawings in the front not the back of

each sheet Replacement sheets should be labeled as such in the header according to 37 CFR 1.121d

DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted Note the

attached Examiners comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL

Attachments
Notice of References Cited PTO-892 Examiners Amendment/Comment

Information Disclosure Statements PTO/SB/08 Examiners Statement of Reasons for Allowance

Paper No/Mail Date 10/22/2015

Examiners Comment Regarding Requirement for Deposit Other _____
of Biological Material

Interview Summary PTO-413
Paper No/Mail Date _____

/MARCELA CORDERO GARCIA
Primary Examiner Art Unit 676

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 14/222478 Page

Art Unit 1676

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

provisions

REASONS FOR ALLOWANCE

The following is an examiners statement of reasons for allowance The closest

prior art is that of Ding et al US 5474979 The declaration under 37 CFR .132 by

Rhett Schiffman filed on 12/5/2013 EXHIBIT comprising EXHIBITS A-F in parent

case Application 3/961 828 of which this case is CON is deemed sufficient to

overcome potential 103 rejection of the instant claims over Ding et al US 5474979

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%/i .25% castor oil with

embodiments and of Ding et al 0.1 0%/i .25% castor oil and 0.05/.625%

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

formulation 0.05% cyclosporin A/i .25% castor oil demonstrated an 8-fold increase in

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

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

weight castor oil formulation disclosed in Example of Ding tested in Phase trials

The data represents comparison of the subpopulation of Phase patients using

compositions with the same reductions in tear production mm/S mm as those

enrolled in the Phase studies EXHIBIT at paragraph All of the cyclosporin

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

.0% by weight polysorbate 0.05% Pemulen sodium hydroxide and water see

paragraph page of EXHIBIT
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Application/Control Number 14/222478 Page

Art Unit 1676

Exhibits and also illustrate that the claimed formulations comprising 0.05%

cyclosporin A/i .25% castor oil also demonstrated 4-fold improvement in the relative

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

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

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

formulation tested in Phase and disclosed in Ding Ding The excipients were the

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

amount of active agent 0.05 cyclosporin as Ding the improvements are

surprising unexpected and commensurate in scope with the claimed invention

The declaration under 37 CFR .132 by Mayssa Attar filed on 12/5/2013

EXHIBIT comprising EXHIBITS A-D in parent case Application 13/961828 of which

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

claims based upon Ding et al US 5474979 cited in the IDS dated 9/1 2/201

because As described in paragraph of the EXHIBIT the chart in EXHIBIT shows

that the amount of cyclosporin 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 and 0.625% by weight

castor oil Ding et al than the formulation containing 0.05% by weight cyclosporin

and .25% by weight castor oil the claimed formulation relative to the formulation

containing 0.1% by weight cyclosporin and .25% by weight castor oil Ding et al

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

cyclosporin and .25% by weight castor oil would be less therapeutically effective
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Application/Control Number 14/222478 Page

Art Unit 1676

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

castor oil or the formulation containing 0.10% by weight cyclosporin and .25% by

weight castor oil EXHIBIT paragraph 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 and

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

.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 and EXHIBIT 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

and .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 and 0.625% by weight castor oil Ding et al and formulations

with 0.10% by weight cyclosporin and .25% by weight castor oil Ding et al

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

in scope with the claims MPEP 716.02d
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Application/Control Number 14/222478 Page

Art Unit 1676

The same described unexpected results above obviate potential ODP rejection

over US 9101574 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 CORDERO GARCIA whose telephone

number is 571272-2939 The examiner can normally be reached on M-F 830-500

If attempts to reach the examiner by telephone are unsuccessful the examiners

supervisor Karlheinz 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 toIl-free If you would like assistance from

USPTO Customer Service Representative or access to the automated information

system call 800-786-9199 IN USA OR CANADA or 571 -272-1 000
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Application/Control Number 14/222478 Page

Art Unit 1676

MARCELA CORDERO GARCIA/

Primary Examiner Art Unit 1676

MMCC 12/2015
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Applicant-Initiated Interview Summary
Examiner Art Unit

MARCELA CORDERO 1676

GARCIA

All participants applicant applicants representative PTO personnel

MARCELA CORDERO GARCIA

LAURA L.WINE

Date of Interview 11 December 2015

Type Telephonic Video Conference

Personal given to applicant applicants representative

Exhibit shown or demonstration conducted Yes No
If Yes brief description ______

Issues Discussed ElOl E112 E102 E103 MOthers
For each of the checked boxes above please describe below the issue and detailed description of the discussion

Claims discussed All in general

Identification of prior art discussed US 9101574

Substance of Interview

For each issue discussed provide detailed description and indicate if agreement was reached Some topics may include identification or clarification of

reference or 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 reply to the last Office action has already been filed applicant is given 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 statement of the substance of the

interview

Examiner recordation instructions Examiners must summarize the substance of any interview of record 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 general indication of any other pertinent matters discussed regarding patentability and the

general results or outcome of the interview to include an indication as to whether or not agreement was reached on the issues raised

Attachment

J.S Patent and Trademark Office

PTOL-413 Rev 8/11/2010 Interview Summary Paper No 20151214

FAMY CARE - EXHIBIT 1004-0025

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



Summary of Record of Interview Requirements

Manual of Patent Examining Procedure MPEP Section 713.04 Substance of Interview Must be Made of Record

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

In every instance where reconsideration is requested in view of an interview with an examiner complete written statement of the reasons presented at the interview as

warranting favorable action must be filed bythe applicant An interview does not removethe necessity for replyto Office action as specified in 1.111 1.135 35 U.S.C 132

37 CFR 1.2 Business to be transacted in writing

All business with the Patent or Trademark Office should be transacted in writing The personal attendance of applicants or their attorneys or agents at the Patent and

Trademark Office is unnecessary The action of the Patent and Trademark Office will be based exclusively on the written record in the Office No attention will be paid to

any alleged oral promise stipulation or understanding in relation to which there is disagreement or doubt

The action of the Patent and Trademark Office cannot be based exclusively on the written record in the Office if that record is itself

incomplete through the failure to record the substance of interviews

It is the responsibility of the applicant or the attorney or agent to make the substance of an interview of record in the application file unless

the examiner indicates he or she will do so It is the examiners responsibility to see that such 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 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 personal interview duplicate of the Form is given to the applicant or attorney or agent at the

conclusion of the interview In the case of telephone or video-conference interview the copy is mailed to the applicants 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 participants applicant attorney or agent examiner other PTO personnel etc
An indication whether or not an exhibit was shown or demonstration conducted

An identification of the specific prior art discussed

An indication whether an agreement was reached and if so description of the general nature of the agreement may be by

attachment of 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 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 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

complete and proper recordation of the substance of any interview should include at least the following applicable items

brief description of the nature of any exhibit shown or any demonstration conducted

an identification of the claims discussed

an identification of the specific prior
art discussed

an identification of the principal proposed amendments of substantive nature discussed unless these are already described on the

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

The identification of arguments need not be lengthy or elaborate 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
general indication of any other pertinent matters discussed and

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 applicants 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 letter setting forth the examiners 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 examiners initials
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Continuation Sheet PTOL-413 Application No 14/222478

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 Applicants representative contacted Examiner to discuss the

outstanding rejection and Applicants response During the interview Examiner indicated that upon consideration of the

response Applicants arguments mailed on 10/22/2015 are deemed persuasive and the only outstanding rejection 112
2nd 1st paragraph has been withdrawn Further on 12/1 4/201 Examiner contacted Applicants representative to

discuss US 9101574 with regards to potential ODP rejection Applicants 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 13/961828
and 6/10/15 Non-Final Office Action for the instant applicationparagraph 13 Applicants arguments were deemed

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

for allowance Applicants representative filed their arguments in supplemental response dated 12/14/2015 see also

attached electronic communication and copy of the filed arguments
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Application/Control No Applicants/Patent Under

Reexamination
14/222478 ACHEAMPONG ET AL

Notice of References Cited
Examiner Art Unit

MARCELA CORDERO 1676
Page of

U.S PATENT DOCUMENTS

Document Number Date

Country Code-Number-Kind Code MM-YYYY
Name CPC Classification US Classification

US-9101 574 B2 08-2015 Chang James A61K9/0048 1/1

US-

US

US

US-

US

US-

US

US

US-

US

US

US-

FOREIGN PATENT DOCUMENTS

Document Number Date

Country Code-Number-Kind Code MM-YYYY Country Name CPC Classification

NON-PATENT DOCUMENTS

Include as applicable Author Title Date Publisher Edition or Volume Pertinent Pages

copy of this reference is not being furnished with this Office action See MPEP 707.05a
Dates in MM-YYYY format are publication dates Classifications may be US or foreign

U.S Patent and Trademark Office

PTO-892 Rev 01-2001 Notice ot Reterences Cited Part of Paper No 20151214
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Cordero Garcia Marcela

From Wine_Laura Wine_Laura@Allergan.com

Sent Monday December 14 2015 427 PM
To Cordero Garcia Marcela

Cc Stein_Maria

Subject US 14/222478 Courtesy Copy of Supplemental Response and Interview Summary

Attachments U514-222478_Su plementa 1_Respo nse.pdf

Dear Examiner Cord ero

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

14/222478 AGN Ref 17618C0N6C0N1 Please be advised that have already filed 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

LLr
Patent Couns

AHergn nc

Wine Laura@aHergan.com

2525 Dupont Drive

i27

rvne CA 92612

ie 7i4-2466996

Fax 7i4-7963O43

Thk ernai ndudirig any attachments is meant or1y for the intended recipient and may be confdentia communication or

communication prvHeged by you received this e-mz in error ny review use dssemnaton distribution or copying of ths

e-mai strcfly prohbited Pease notify the sender mmedaty of the error by return emaH and pease deete ths message from

your system Thank you advance for your cooperaflon
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EAST Search History

EAST Search History

EAST Search History Prior Art

Ref Hits Search Query DBs Default Plurals Time

Operator Stamp

Li 617 cyclosporin same keratoconjunctivitis US-FUB ADJ ON 12015/12/14

or dry eye or tears or tear or USFAT USOCR 42

lacrimal FFRS EFO JFO
DERWENT
IBM_TDB

L2 95 cyclosporin near3 US-FUB ADJ ON 2015/12/14

keratoconjunctivitis or dry eye or USFAT USOCR ii 43

tears or tear or lacrimal FFRS
DERWENT
BM_TDB

L3 25 cyclosporin near3 US-FUB ADJ ON 2015/12/14

keratoconjunctivitis or dry eye or USFAT USOCR 1143

tears or tear or lacrimal and castor FFRS
oil and polysorbate and acrylate DERWENT

BM_TDB

L9 37 cyclosporin or cyclosporine near3 US-FUB ADJ ON 2015/12/14

keratoconjunctivitis sicca or dry USFAT USOCR 51

eye or tears or tear or lacrimal and FFRS

castor oil and polysorbate and DERWENT
acrylate

cyclosporin or cyclosporine near3 US-FUB ADJ ON 201 5/12/14

keratoconjunctivitis sicca or dry USFAT USOCR ii 52

eye or tears or tear or lacrimal FFRS
same castor oil and polysorbate DERWENT
and acrylate

Lii 33 7288520 US-FUB ADJ ON 2015/12/14

USFAT USOCR 11 56

FFRS EFO
DERWENT

L12 7288520.pn US-FUB ADJ ON 2015/12/14

USFAT USOCR 1156

FFRS EFO
DERWENT

EAST Search History nterference

Refl Hits Search Query DBs Default Plurals Time

Operator Stamp

L4 cyclosporin near3 keratoconjunctivitis or dry USFAT ADJ ON 201 5/12/14

eye or tears or tear or lacrimal and castor 44
oil and polysorbate and acrylate

L5 58 5578586 USFAT ADJ ON 201 5/i2/i4

ii46
L6 5578586.pn USFAT ADJ ON 201 5/i2/i4

ii46
L7 12J cyclosporin or cyclosporine near3 USFAT ADJ ON 201 5/i2/i4

keratoconjunctivitis or dry eye or tears or 1150
tear or lacrimal and castor oil and

polysorbate and acrylate

EASTSearchHistory 14222478_AccessibleVersion.htm 12/14/2015 121711 PM FAMY CARE - EXHIBIT 1004-0030
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EAST Search History

L8 cyclosporin or cyclosporine near3

keratoconjunctivitis sicca or dry eye or

tears or tear or lacrimal and castor oil and

polysorbate and acrylate

12/14/2015 121709 PM

EASTSearchHistory 14222478_AccessibleVersion.htm 12/14/2015 121711 PM FAMY CARE - EXHIBIT 1004-0031
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Application/Control No Applicants/Patent Under

Reexamination

Search Notes 14222478 ACHEAMPONG ETAL

Examiner Art Unit

MARCELA CORDERO GARCIA 1676

CPC- SEARCHED

Symbol Date Examiner

CPC COMBINATION SETS SEARCHED

Symbol Date Examiner

US CLASSIFICATION SEARCHED

Class Subclass Date Examiner

none none 6/16/2014 MMCG

EAST search attached

STN search attached

also ran PALM Inventor search

EAST updated attached

also updated PALM Inventor search

EAST search attached

also ran PALM Inventor search

EAST updated attached
also updated PALM Inventor search

INTERFERENCE SEARCH

US Class US Subclass CPC Group Date Examiner

CPC Symbol
EAST updated attached 11/6/2014 MMCG
EAST updated attached 12/14/2015 MMCG

SEARCH NOTES

Search Notes Date

6/14/2014

Examiner

6/16/2014

MMCG

6/16/2014

MMCG

11/6/2014

MMCG

11/6/2014

MMCG

6/4/20

MMCG

6/4/20

MMCG

12/14/2015

MMCG

12/14/2015

MMCG
MMCG

U.S Patent and Trademark Office Part of Paper No 20151214
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Application/Control No Applicants/Patent Under Reexamination

Issue Classification
14222478 ACHEAMFONG ET AL

Examiner Art Unit

MARCELA CORDERO GARCIA 1676

CPC

Symbol Type Version

A61K 47 02 2013-01-01

A61K 0048 2013-01-01

A61K 38 13 2013-01-01

A61K 47 44 2013-01-01

A61K 107 2013-01-01

A61K 47 10 2013-01-01

A61K 47 22 2013-01-01

A61K 47 32 2013-01-01

CPC Combination Sets

Symbol Type Set Ranking Version

NONE
Total Claims Allowed

27
Assistant Examiner Date

/MARCELA CORDERO GARCIA

Primary Examiner.Arl Unit 1676 12/14/2015 0G Print Claims 0G Print Figure

Primary Examiner Date
none

U.S Patent and Trademark Office Part of Paper No 20151214
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Application/Control No Applicants/Patent Under Reexamination

Issue Classification
14222478 ACHEAMFONG ET AL

Examiner Art Unit

MARCELA CORDERO GARCIA 1676

US ORIGINAL CLASSIFICATION INTERNATIONAL CLASSIFICATION

CLASS SUBCLASS CLAIMED NON-CLAIMED

514 20.5 38/13 2006.01 .01

CROSS REFERENCES

CLASS SUBCLASS ONE SUBCLASS PER BLOCK

NONE
Total Claims Allowed

27
Assistant Examiner Date

/MARCELA CORDERO GARCIA

Primary Examiner.Arl Unit 1676 12/14/2015 0G Print Claims 0G Print Figure

Primary Examiner Date
none

U.S Patent and Trademark Office Part of Paper No 20151214
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Application/Control No Applicants/Patent Under Reexamination

Issue Classification
14222478 ACHEAMFONG ET AL

Examiner Art Unit

MARCELA CORDERO GARCIA 1676

Claims renumbered in the same order as presented by applicant CPA T.D R.1 .47

Final Original Final Original Final Original Final Original Final Original Final Original Final Original Final Original

NONE
Total Claims Allowed

27
Assistant Examiner Date

/MARCELA CORDERO GARCIA

Primary Examiner.Arl Unit 1676 12/14/2015 0G Print Claims 0G Print Figure

Primary Examiner Date
none

U.S Patent and Trademark Office Part of Paper No 20151214
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14222478 GAU 1676
Recept date 10/22/2015

Doc code IDS

Doc description Information Disclosure Statement IDS Filed

Application Number 14222478

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 MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

ALL REFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /M.M.C.G./

U.S.PATENTS Remove

PagesColumnsLines where
Examiner Cite Kind Name of Patentee or Applicant

Patent Number
Codel

Issue Date
of cited Document

Relevant Passages or Relevant
lnitial No

Figures Appear

5578586 1996-11-26 Gloneketal

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

U.S.PATENT APPLICATION PUBLICATIONS Remove

PagesColumnsLines where
Examiner Publication Kind Publication Name of Patentee or Applicant

Cite No Relevant Passages or Relevant
Initial Number Codel Date of cited Document

Figures Appear

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

FOREIGN PATENT DOCUMENTS Remove

PagesColumns Lines
Name of Patentee or

Examiner Cite Foreign Document Country Kind Publication where Relevant

Initial No umber3 Code2 Coded Date
Applicant of cited

Passages or Relevant
Document

Figures Appear

If you wish to add additional Foreign Patent Document citation information please click the Add button Add

NON-PATENT LITERATURE DOCUMENTS Remove

EFS Web 2.1.17
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Application Number 14222478 ReCeipt date 1O/22iO1b

Filing Date 2014-03-21

IN FORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name CORDERO GARCIA MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

Include name of the author in CAPITAL LETTERS title of the article when appropriate title of the item
Examiner Cite

lnitials No book magazine journal serial symposium catalog etc date pagess volume-issue numbers
publisher citx WHFRF INFO THROUGH /M.M.C.G./

ALBIETZ JULIE Dry Eye An Update on Clinical Diagnosis Management and Promising New Treatments Clin Exp
Optometry 2001 4-18 84

Allergan Dry Eye Product Portfolio Fact Sheet http//www.allergan.com/assets/pdf/

dry_eye_product_portfolio_fact_sheet.pdf Pages 2015

Allergan Inc 2001 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfni last accessed

January 2015 54 Pages

Allergan Inc 2002 Annual Report http/lagn.client.shareholder.com/financials.cfm 52 Pages 2015

Allergan Inc 2003 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfni last accessed

January 2015 52 Pages

Allergan Inc 2004 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfni last accessed

January 2015 16 Pages

Allergan Inc 2006 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfni last accessed

January 2015 18 Pages

Allergan Inc 2005 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfni last accessed

January 2015 35 Pages

Allergan Inc 2009 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfni last accessed

January 2015 18 Pages

10
Allergan Inc 2010 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfni last accessed

January 2015 206 Pages

EFS Web 2.1.17
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Application Number 14222478 ReCeipt date 1O/22iO1b

Filing Date 2014-03-21

IN FORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name CORDERO GARCIA MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

Allergan Inc 2011 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfm last accessed

January 2015 174 Pages
ALL REFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /M.M.C.G./

12
Allergan Inc 2012 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfm last accessed

January 2015 28 Pages

13
Allergan Inc 2013 Annual Report Downloaded from http//agn.client.shareholder.com/financials.cfm last accessed

January 2015 28 Pages

14
American Academy of Ophthalmology Cornea/External Disease Panel Preferred Practice Paftern Guidelines Dry Eye

Syndroma San Francisco CA American Academy of Ophthalmology 2013 44 Pages

15
AUTRY JILL El AL Mix It Up When to Call Compounding Pharmacist Review of Optometry July 15 2012 30-37

149

16
Bausch and Lomb Dry Eye Products downloaded from Bausch and Lomb Website http//www.bausch.com/our-

products/dry-eye-products/dry-eye-products last accessed April 14 2015 Pages

17
Certain Ophthalmic Combination Drugs Containing Steroid and Anti-Infectives for Human Use Drug Efficacy Study

Implementation Amendment Federal Register 1982 21296-2130147

18 Certain Steroid Preparations for Ophthalmic and/or Otic Use Federal Register 1976 34340-34342 41

19
CHANANA GURMUKH ET AL Particle Size Reduction of Emulsions By Formulation Design-Il Effect of Oil and

Surfactant Concentration PDA Journal of Pharmaceutical Science and Technology 1995 1-76 492

20
CHIDAMBARAM ET AL Effect of Nonionic Surfactant on Transport of Surface-Active and Non-Surface-Active

Model Drugs and Emulsion Stability in Triphasic Systems AAPS Pharmasci 2000 1-11 23

21
CHUNG HESSON El AL Oil Components Modulate Physical Characteristics and Function of the Natural Oil

Emulsions As Drug or Gene Delivery System Journal of Controlled Release 2001 339-350 71

EF5 Web 2.1.17
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Application Number 14222478 ReCeipt date 1O/22iO1b

Filing Date 2014-03-21

IN FORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name CORDERO GARCIA MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

22 COLES WILLIAM El AL Dynamics of Ocular Surface pH British Journal of Ophthalmology 1984 549-552 68

ALL REFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /M.M.C.G./

23
CTFA Becomes the Personal Care Products Council Page 2015 http//www.personalcarecouncil.org/ctfa-becomes

personal-care-products-council

24 Curriculum Vitae of Christopher Ta Ph.D 23 Pages 2015

25 Curriculum Vitae of Erning Xia Ph.D 17 Pages 2015

26 Curriculum Vitae of Harry Boghigian 11 Pages 2015

27
DE PAIVA CS ET AL Rationale for Anti-Inflammatory Therapy in Dry Eye Syndrome Arq Bras Oftalmol 2008

89-95 71

28 Declaration of Christopher Ta Ph.D 57 Pages 2015

29 Declaration of Erning Xia Ph.D 197 Pages 2015

30 Declaration of Harry Boghigian 37 Pages 2015

31
DrugsFDA FDA Approved Drug Products LACRISERT downloaded from the FDA website http//www.accessdata

fda govlscripts/cderldrugsatfda/indexcfmfuseactionSearch DrugDetai Is last accessed April 16 2015 Pages

32
DrugsFDA FDA Approved Drug Products RESTASIS downloaded from the FDA website http//www.accessdata

fdagovlscripts/cderlob/docs/temptncfm last accessed April 14 2015 Pages

EFS Web 2.1.17
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Application Number 14222478 ReCeptdate 1O/22iO1b

Filing Date 2014-03-21

IN FORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name CORDERO GARCIA MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

Dry Eye Drop Symptom Relief Product information at Systane.com Systane Products Systane Ultra Lubricant Eye

33 Drops downloaded from Alcon website bttp/lwww.systanetom/Dry-Eye-Drop.aspx last visited April 21 2015

Pages ALL REFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /MM.C.G./

FREEMAN JERRE MINOR The Punctum Plug Evaluation of New Treatment For The Dry Eye Transactions

American Academy of Ophthalmology and Otolaryngology 1975 874-879 79

GILBARD JEFFERY Dry Eye Blepharitis and Chronic Eye Irritation Divide and Conquer Ophthalmic Nurs

Technok 1999 109-115 18

36
GOTO EIKI ET AL Low-Concentration Homogenized Castor Oil Eye Drops for Noninflamed Obstructive Meibomian

Gland Dysfunction Ophthalmology 2002 2030-2035 109

INATOMI TSUTOMU ET AL Expression of Secretory Mucin Genes By Human Conjunctival Epithelia Invest

Ophthalmol Vis Sci 1996 1684-1 692 37

38
KUNERT KATHLEEN ET AL Analysis of Topical Cyclosporine Treatment of Patients With Dry Eye Syndrome Arch

Ophthalmol 2000 1489-1496 118

Lacrisert hydroxypropyl cellulose ophthalmic insert Approved Label downloaded from the FDA website httpI/www

accessdatafdagovldrugsatfda_docs/label/2008101 8771 sO 171 bi pdf last accessed April 14 2015 Pages

40
Learn more about Systane Gel Drops at Systane.com Systane Products Systane Gel Drops Downloaded From Alcon

Website httpI/wwwsystanecom/Gel-Dropsaspx last accessed April 21 2015

41
LEMP MICHAEL Report of the National Eye Institute/Industry Workshop on Clinical Trials in Dry Eyes CLAO 1995

221-23221

42
LIU KEVIN ET AL Synthetic Approaches to the 2010 New Drugs Bioorganic Medicinal Chemistry 2012

1155-117420

MAISSA CECILE ET AL Effect of Castor Oil Emulsion Eyedrops on Tear Film Composition and Stability Contact

Lens Anterior Eye 2010 76-82 33
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Application Number 14222478 ReCeptdate 1O/22iO1b

Filing Date 2014-03-21

IN FORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name CORDERO GARCIA MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

MANN ELAINE Drugs Used in the Treatment of Dry Eye Syndrome Anti-Inflammatory Drugs and Topical Anti-Allergy

Drugs Continuing Education Training 2007 30-40

ALL REFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /MM.C.G./

MURPHY ROB ET AL The Once and Future Treatment of Dry Eye Review of Optometry January 2000 Cover Focus

2000 Pages http/Ilegacyrevoptom tom/arch ive/FEATU RES/roO200fft htm

46 NAPPER ET AL Ocular Therapeutics Clin Exp Optometry 2003 414-415 86

Ophthalmic Drug Products for Over-The-Counter Human Use Final Monograph Federal Register 1988 7076-7093

47 http//wwwfdagov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/Over-theCounterOTCDrugsl

StatusofOTCRulemakings/ucmO7l 941 .htm 53

Orange Book Approved Drug Products with Therapeutic Equivalence Evaluations patent and exclusivity data for

48 Restasis downloaded from FDA website bttp//www.accessdata.fda.gov/scripts/cder/ob/docs/patexclnew.cfm

Appl_No050790Product_No001 tablel OB_Rx last accessed January 12 2015

49 Personal Care Production Council http//personalcarecouncil.orgl Pages 2015

50
PFLUGFELDER STEPHEN ET AL The Diagnosis and Management of Dry Eye Twenty-Five-Year Review

Cornea 2000 644-649 195

51
Restasis Approved Label download from the Allergan Website https//www.restasisprofessional.com/

RestasisProfessional/FullPrescribing Information Pages 2015

52
ROWE EL Effect of Emulsifier Concentration and Type on the Particle Size Distribution of Emulsions Journal of

Pharmaceutical Science 1965 260-264 54

SOLOMON ABRAHAM ET AL Doxycycline Inhibition of Interleukin-1 in the Corneal Epithelium Ophthalmol Vis Sci

2000 25544-2557 41

Systane Lubricant Eye Drops Information at Systanecom Systane Products Systane Balance Lubricant Eye Drops

54 Download from Alcon Website http//vnw.systane.com/systane-Balance-Lubricant-Eye-Drops.aspx last accessed

April21 2015
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Application Number 14222478 ReCeipt date 1O/22iO1b

Filing Date 2014-03-21

IN FORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name CORDERO GARCIA MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

Systane Lubricant Eye Gel Systane Products Systane Lubricant Eye Gel Downloaded from Alcon Website http//

wwwsystanecom/systane-Lubricant-Eye-Gelaspx last visited April 21 2015 pages
ALL REFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /M.M.C.G./

56 TABAN MEHRYAR El AL Update on Punctal Plugs Comp Ophthalmology Update 2006 205-2012 75

TURNER KATHLEEN ET AL lnterleukin-6 Levels in the Conjunctival Epithelium of Patients with Dry Eye Disease

Treated with Cyclosporine Ophthalmic Emulsion Cornea July 2000 492-496 194

58
YEH STEVEN El AL Apoptosis of Ocular Surface Cells in Experimentally Induced Dry Eye Invest Ophthalmol Vis

2003 124-129 44

USPIO Before the Patent Trial and Appeal Board Apotex Corp Apotex Inc Petitioner Allergan Inc Patent Owner
Case 1PR2015-01278 Patent 8633162 pages 43 Dated September 18 2015

60
USPIO Before the Patent Trial and Appeal Board Apotex Corp Apotex Inc Petitioner Allergan Inc Patent Owner
Case 1PR2015-01282 Patent 8629111 pages 46 Dated September 17 2015

61
USPIO Before the Patent Trial and Appeal Board Apotex Corp Apotex Inc Petitioner Allergan Inc Patent Owner
Case 1PR2015-01283 Patent 8685930 pages 46 Dated September 17 2015

62
USPIO Before the Patent Trial and Appeal Board Apotex Corp Apotex Inc Petitioner Allergan Inc Patent Owner
Case 1PR2015-01284 Patent 8648048 pages 43 Dated September 22 2015

63
USPIO Before the Patent Trial and Appeal Board Apotex Corp Apotex Inc Petitioner Allergan Inc Patent Owner
Case 1PR2015-01286 Patent 8642556 pages 47 Dated September 18 2015

In the United States District Court for the Eastern District of Texas Marshall Division Allergan Inc Plaintiff Actavis

64
Inc Watson Laboratories Inc and Actavis Pharma Inc f/k/a Watson Pharma Inc defendants C.A No 214-

cv-638-JRG-Lead Case Consolidated with 214-cv-188-JRG Actavis Inc Waston Laboratories Inc and Actavis

Pharma Inc.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 Inc Notice of Certification Under 21 USC Section 355j2Bii Section

65 505tj2Bii of the Federal Food Drug and Cosmetic Act and 21 CFR Section 314.95 dated July 23 2015 pages fl

1-116

EF5 Web 2.1.17

FAMY CARE - EXHIBIT 1004-0042

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



lAflflflA7O flAH 107Q
rrtrr7trc4rn7rvrtr

Application Number 14222478 ReCeptdate 10/22I01b

Filing Date 2014-03-21

IN FORMATION DISCLOSURE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name CORDERO GARCIA MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

Letter from Shashank Upadhye Counsel for InnoPharma Inc of Amin Talati Upadhye Notification of Certification

66
Invalidity Unenforceability and/or Non-infringement for U.S Patent Nos 5474979 8629111 8633162 8642556
8648048 and 8685930 Pursuant to Section 505j2Biv of the Federal Food Drug and Cosmetic Act dated July

31 2015 pagALiaFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /M.M.C.G./

Letter from J.C Rozendaal of Kellogg Huber Hansen Todd Evans Figel PLLC Notice of ANDA No 203880

67 Concerning Cyclosporine Ophthalmic Emulsion 0.05% with Paragraph IV Certification Concerning U.S Patent Nos fl

8629111 8633162 8642556 8648048 and 8685930 dated July 22 2015 pages 1-40

Letter from Joseph Reisman Counsel for Mylan Pharmaceuticals Inc of Knobbe Martens Cyclosporine Emulsion

68 0.05% Route of Administration Ophthalmic U.S Patent Nos 8629111 8633162 8642556 8648048 and

8685930 Notice of Paragraph IV Certification dated July 20 2015 pages 1-226

Letter from Joseph Bonaccorsi General Counsel Akorn Inc Notification of Certification for U.S Patent Nos
69 8629111 8633162 8642556 8648048 and 8685930 Pursuant to Section 505j2Biv ofthe Federal Food fl

Drug and Cosmetic Act -21 USC Section 355j2BivAkorn ANDA 204561 dated July 10 2015 pages 1-26

70
USPTO Before the Patent Trial and Appeal Board Apotex Inc Petitioner Allergan Inc Patent Owner Case

1PR2015-01278 Patent 8633162 Pages 1-63 Dated June 2015

71
USPTO Before the Patent Trial and Appeal Board Apotex Inc Petitioner Allergan Inc Patent Owner Case

1PR2015-01282 Patent 8629111 Pages 1-63 Dated June 2015

72
USPTO Before the Patent Trial and Appeal Board Apotex Inc Petitioner Allergan Inc Patent Owner Case

1PR2015-01283 Patent 8685930 Pages 1-63 Dated June 2015

USPTO Before the Patent Trial and Appeal Board Apotex Inc Petitioner Allergan Inc Patent Owner Case

1PR2015-01284 Patent 8648048 Pages 1-63 Dated June 2015

USPTO Before the Patent Trial and Appeal Board Apotex Inc Petitioner Allergan Inc Patent Owner Case

1PR2015-01286 Patent 8642556 Pages 1-63 Dated June 2015

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

EXAMINER SIGNATURE

Examiner Signature /Marca Cordero Garca/ Date Considered 12/11/2015

E/kMINER Initial if reference considered whether or not citation is in conformance with MPEP 609 Draw line through

citation if not in conformance and not considered Include copy of this form with next communication to applicant
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Application Number 114222478 Receptdate 10/22/2015

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 MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

See Kind Codes of USPTO Patent Documents atwww.USPTO.GOV or MPEP 901.04 Enter office that issued the document by the two-letter code WIPO
Standard ST.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

Kind of document by the appropna knjItI5j4@ 6J3N SJffté3 P4$ttId fl1flj 1ff 4B4GHAp4MtG place check mark here

English language translation is attached
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Application Number 114222478 Recept date 10/22/2015

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 MARC ELA

Attorney Docket Number 17618-US-CN6CN1-AP

CERTIFICATION STATEMENT

Please see 37 CFR .97 and 1.98 to make the appropriate selections
ALL REFERENCES CONSIDERED EXCEPT WHERE LiNED THROUGH /M.M.C.G./

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

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

information disclosure statement See 37 CFR 1.97e1

OR

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

foreign patent office in 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 1.56c more than three months prior to the filing of the information disclosure

statement See 37 CFR .97e2

fl See attached certification statement

Fee set forth in 37 CFR 1.17 has been submitted herewith

fl None

SIGNATURE

signature of the applicant or representative is required in accordance with CFR 1.33 10.18 Please see CFR 1.4d for the

form of the signature

Signature ILaura Wine Date YYYY-MM-DD 2015-10-22

Name/Print Laura Wine Registration Number 68681

This collection of information is required by 37 CFR .97 and 1.98 The information is required to obtain or retain 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 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 2231 3-1450
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14222478-GAU1676
Recept date 0122k01

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 patent application or patent Accordingly pursuant to the requirements of the Act please be advised

that the general authority for the collection of this information is 35 U.S.C 2b2 furnishing of the information solicited

is voluntary and 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 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 CONSIDERED EXCEPT WHERE LiNED THROUGH /MM.C.G./

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

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

U.S.C 552 and the Privacy Act 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

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

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

negotiations

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

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

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

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

requirements of the Privacy Act of 1974 as amended pursuant to U.S.C 552am

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

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

to the Patent Cooperation Treaty

record in this system of records may be disclosed as 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 218c

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

his/her designee during an inspection of records conducted by GSA as part of that agencys 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

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

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

may be disclosed subject to the limitations of 37 CFR 1.14 as 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 published application an application open to public inspections or an issued patent

record from this system of records may be disclosed as routine use to Federal State or local law

enforcement agency if the USPTO becomes aware of violation or potential violation of law or regulation
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PART FEES TRANSMITTAL

Complete and send this form together with applicable fees to j\jj Mail Stop ISSUE FEE
Commissioner for Patents
P.O Box 1450

Alexandria Virginia 22313-1450

or Fax 571-273-2885

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

Fees Transmittal This certificate cannot be used for any other accompanying

papers Each additional paper such as an assignment or formal drawing must

have its own certificate of mailing or transmission

Certificate of Mailing or Transmission

hereby certify that this Fees Transmittal is being deposited with the United

States Postal Service with sufficient postage for first class mail in an envelope
addressed to the Mail Stop ISSUE FEE address above or being facsimile

transmitted to the USPTO 571 273-2885 on the date indicated below

La ía WIne Depositors name

Laura Wine Signature

December 18 2015 Date

APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 03/21/2014 Andrew Acheampong 17618C0N6C0N1 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 FEES DUE DATE DUE

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

EXAMINER ART UNIT CLASS-SUBCLASS

CORDERO GARCIA MARCELA 1676 14-020500

Change of correspondence address or indication of Fee Address 37 For printing on the patent front page list Laura VVine
CFR 1.363 The names of up to registered patent attorneys

Chan of correspondence address or Change of Correspondence or agents OR alternatively Joel German
Address form PTO/SB/122 attached

The name of single firm having as member
Fee Address indication or Fee Address Indication form registered attorney or agent and the names of up to Debra Condino

PTO/SB/47 Rev 03-02 or more recent attached Use of Customer registered patent attorneys or agents If no name is

Number is required listed no name will be printed

JkSSIjNLL NAME AND RESIDENCE DATA TO BE PRINTED UN Nh 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 substitute for filing an assignment

NAME OF ASSIGNEE RESIDENCE CITY and STATE OR COUNTRY

Allergan Inc Irvine CA

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

4a The following fees are submitted 4b Payment of Fees Please first reapply any previously paid issue fee shown above

Issue Fee check is enclosed

Publication Fee No small
entity

discount permitted Payment by credit card Form PTO-2038 is attached

Advance Order of Copies The director is hereby authorized to charge iç eq3ied fees any deficiency or credits any

overpayment to Deposit Account Number U003 enclose an extra copy of this form

Change in Entity Status from status indicated above

Applicant certifying
micro

entity status See 37 CFR 1.29 NOTE Absent valid certification of Micro Entity Status see forms PTO/SB/1SA and 1SB issue

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

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 notification of loss of entitlement to micro entity status

Applicant changing to regular undiscounted fee status NOTE Checking this box will be taken to be 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

/Laura Wine
Authorized Signature Date

ecem er

Laura Wine 68681
Typed or printed name Registration No

Page of

PTOL-85 Part 10-13 Approved for use through 10/31/2013 0MB 0651-0033 U.S Patent and Trademark Office U.S DEPARTMENT OF E

INSTRUCTIONS This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE if required Blocks through should be completed where

appropriate All further correspondence including the Patent advance orders and notification of maintenance fees will be mailed to the current correspondence address as

indicated unless corrected below or directed otherwise in Block by specifying new correspondence address and/or indicating separate FEE ADDRESS for

maintenance fee notifications

CURRENT CORRESPONDENCE ADDRESS Note Use Block for any change of address

51957 7590 12/18/2015

ALLEROAN INC
2525 DUPONT DRIVE T2-7H

IRVINE CA 92612-1599
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Docket No 176 18CON6CON1 AP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant Acheampong et at Examiner Marcela Cordero Garcia

SerialNo 14/222478 Group ArtUnit 1676

Filed March 21 2014 Confirmation No 9616

For METHODS OF PROVIDING Customer No 51957

THERAPEUTIC EFFECTS USING
CYCLOSPORIN COMPONENTS

COMMENTS ON EXAMINERS STATEMENT OF REASONS FOR
ALLOWANCE AND INTERVIEW SUMMARY

Mail Stop Issue Fee

Commissioner for Patents

P.O Box 1450

Alexandria VA 223 13-1450

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

Summary of Interviews begins on page of this paper

Comments on Statement of Reasons for Allowance begin on page of this paper
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Docket No 176 18CON6CON1 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 Cordero Garcia and Laura Wine

Identification of Claims Discussed

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

Principal Arguments and Other Matters

Laura Wine and Examiner Cordero Garcia discussed the rejection under 35

U.S.C 112 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 176 18CON6CON1 AP

COMMENTS ON STATEMENTS OF REASONS FOR ALLOWANCE

Applicants respectfully submit the following comments on the Examiners

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 single feature or the combination of particular

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

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

claims that are not set forth in the cited art Further the Examiners Statement refers to

certain features of the claims To the extent that the Examiners Statement omits claim

elements groups claims together or identifies purportedly distinguishing features of

claim or group of claims Applicants respectfully disagree with the Examiners

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

taken as whole recites 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 later date any previously pending or other broader or narrower

claims that capture any subject matter supported by the applications disclosure

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

should not be taken as founding patentability solely on the portion in question rather it is
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the combination of features or acts recited in claim taken as 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 Wine
Date December 18 2015 ________________________

Laura Wine

Attorney of Record

Registration Number 68681

Please direct all inquiries and correspondence to

Laura 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 at Examiner Marcela Cordero Garcia

SerialNo 14/222478 Group ArtUnit 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 223 13-1450

Dear Sir

Recognizing that Internet communications are not secure hereby authorize the USPTO

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

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

Respectfully submitted

/Laura Wine/

Date December 14 2015
________________________
Laura Wine

Attorney of Record

Registration Number 68681

Please direct all inquiries and correspondence to

Laura Wine Esq
Allergan Inc

2525 Dupont Drive T2-7H

Irvine California 92612

Tel 714 246-6996 Fax 714 246-4249
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If new application is being filed and the application includes the necessary components for filing date see 37 CFR

.53b-d and MPEP 506 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 timelysubmission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C 371 and other applicable requirements Form PCTIDOIEOI9O3 indicating acceptance of the application as

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 Receiving Office

If 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 Notification of the International Application Number
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national security and the date shown on this Acknowledgement Receipt will establish the international filing date of
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant Acheampong et at Examiner Marcela Cordero Garcia

SerialNo 14/222478 Group ArtUnit 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 223 13-1450

Dear Sir

These papers are filed as 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 1-0885

Summary of Interview begins on page of this paper

Remarks begin on page of this paper
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SUMMARY OF INTERVIEW

Attendees Date and Type of Interview

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 9101574 the 574 patent

Principal Arguments and Other Matters

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

type double patenting rejection The Applicants disagreed that double patenting

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

patentably distinct over Claim of the 574 patent

Results of Interview

It was agreed that the Applicants representative would file supplemental

amendment presenting arguments discussed during the interview
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REMARKS

This Reply is 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 Patenting

The Examiner has brought Claim of U.S Patent No 9101574 the 574

patent to the Applicants attention as potential grounds for rejection of the pending

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

proposed grounds of rej ection

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

Claim of the 574 patent would be improper 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

claims 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 of the

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

not recited in Claim of the 574 patent

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

53 and 57 recites therapeutic methods including topical administration of topical

ophthalmic emulsion where the emulsion comprises cyclosporin 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 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 13/961828 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 of the 574 patent does not recite these specific amounts of cyclosporin

and castor oil and instead recites An ophthalmically acceptable emulsion comprising

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

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 of the 574 patent to arrive at the currently claimed methods and the

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

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

application are patentably distinct from Claim 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 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 1-0885

If the Examiner believes telephone conference would expedite prosecution of

this application please contact the undersigned at 714 246-6996

Respectfully submitted

/Laura Wine/

Date December 14 2015 ________________________
Laura Wine

Attorney of Record

Registration Number 68681
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Please direct all inquiries and correspondence to

Laura Wine Esq

Allergan Inc

2525 Dupont Drive T2-7H

Irvine California 92612

Tel 714 246-6996 Fax 714 246-4249
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents
characterized by the applicant and including page counts where applicable It serves as evidence of receipt similarto

Post Card as described in MPEP 503

New Applications Under 35 U.S.C 111

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

.53b-d and MPEP 506 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 timelysubmission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C 371 and other applicable requirements Form PCTIDOIEOI9O3 indicating acceptance of the application as

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 Receiving Office

If 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 Notification of the International Application Number

and of the International Filing Date Form PCT/RO/1 05 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 et at Examiner Marcela Cordero Garcia

SerialNo 14/222478 Group Art Unit 1676

Filed March 212014 Confirmation No 9616

For METHODS OF PROVIDNG Customer No 51957

THERAPEUTIC EFFECTS USING
CYCLOSPORN COMPONENTS

RESPONSE TO OFFICE ACTION DATED JUNE lOg 2015

Commissioner for Patents

P.O Box 1450

Alexandria VA 223 13-1450

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 1-0885

Summary of Interview begins on page of this paper

Remarks begin on page of this paper
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Docket No 176 18CON6CON1 AP

SUMMARY OF INTERVIEW

Attendees Date and Type of Interview

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 112 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 line 29 page line 19

Results of Interview

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

Office Action presenting arguments discussed during the interview
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Docket No 176 18CON6CON1 AP

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 Relections

35 US.C 112Jirst paragraph

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 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 Co.v.Far-Mar-Co 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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Docket No 176 18CON6CON1 AP

Looking at the specification it is clear that the inventors had invented method of

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

administration of the cyclosporin formulations at frequency of twice 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 one time basis or on

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 line 25 page 10 line 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 human or animal composition in the form of

an emulsion comprising water hydrophobic component and

cyclosporin component in 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 relatively high

concentration of hydrophobic component is believed to provide for

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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Docket No 176 18CON6CON1 AP

presence of the emulsion in the eye and/or facilitates the therapeutic

effectiveness of the composition

Page line 29 page line 19 of the specification of the present application as

originally filed emphasis added

This benefit as well as other benefits compared to formulation comprising

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

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

Composition and Composition II two formulations administered to human patients in

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

disease

flMIPLE

Tw oz3ncarz n.ttS .t tnn cispattt

hwt tcSqa th bLcwq nsakttCn _________

20

Stis hsthcnck

Wt fCycpct

Thee rne Phn disadzed pniLel

udy ía the tt
The results of this study indicate that Composition II in accordance with

the present invention which has reduced concentration of cyclosporin

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

efficacy in treating dry eye disease substantially equal to that of

Composition
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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 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 method of treating dry eye

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

method provides overall efficacy substantially equal to administration of 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 frequency of twice day and the

specification discloses such 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 However the Applicants submit that the Office

Actions proposed requirement for explicit ipsis verbis support is not 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

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

As described above it is clear from 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 1-0885

If the Examiner believes telephone conference would expedite prosecution of

this application please contact the undersigned at 714 246-6996

Respectfully submitted

/Laura Wine
Date October 22 2015 _______________________

Laura Wine

Attorney of Record

Registration Number 68681

Please direct all inquiries and correspondence to

Laura Wine Esq
Allergan Inc

2525 Dupont Drive T2-7H

Irvine california 92612

Tel 714 246-6996 Fax 714 246-4249

See also In reAlton 76 F3d 1168117537 USPQ2d 1578 1584 Fed Cir 1996 Ifapersonof

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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Information

Total Files Size in bytes 56579441

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 similarto

Post Card as described in MPEP 503

New Applications Under 35 U.S.C 111

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

.53b-d and MPEP 506 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 timelysubmission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C 371 and other applicable requirements Form PCTIDOIEOI9O3 indicating acceptance of the application as

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 Receiving Office

If 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 Notification of the International Application Number

and of the International Filing Date Form PCT/RO/1 05 will be issued in due course subject to prescriptions concerning

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

the application
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UNITED STATES PATENT AND TRADEMARK OrncE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address COMMISSIONER FOR PATENTS

P.O Box 1450

Alexandria Virginia 223 13-1450

www.uspto.gov

APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 03/21/2014 Andrew Acheampong 17618C0N6C0N1 AP 9616

51957 7590 08/20/2015 EXAMINER
ALLERGAN INC
2525 DUPONT DRIVE T2-7H CORDERO GARCIA MARCELA

IRVINE CA 92612-1599

ART UNIT PAPER NUMBER

1676

NOTIFICATION DATE DELIVERY MODE

08/20/20 15 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 addresses

patents_ip @allergan.com

pair_allergan@firsttofile.com

PTOL-90A Rev 04/07
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Applicant-Initiated Interview Summary Examiner Art Unit

MARCELA CORDERO 1676

GARCIA

All participants applicant applicants representative PTO personnel

MARCELA CORDERO GARCIA

LAURA WINE

Date of Interview 8/14/20 15

Type Telephonic Video Conference

Personal given to applicant applicants representative

Exhibit shown or demonstration conducted Yes No
If Yes brief description ______

Issues Discussed 1O1 112 E102 E103 EOthers
For each of the checked boxes above please describe below the issue and detailed description of the discussion

Claims discussed 37-63

Identification of prior art discussed Sail et al Ophthalmology 2000

Substance of Interview

or each issue discussed provide detailed description and indicate if agreement was reached Some topics may include identification or clarification of

reference or portion thereof claim interpretation proposed amendments arguments of any applied references etc..

Applicants representative discussed the support for the claims mentioning pages 3-4 Examiner indicated that

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

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

No agreement was reached Applicants representative plans to follow up with 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 reply to the last Office action has already been filed applicant is given 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 statement of the substance of the

interview

Examiner recordation instructions Examiners must summarize the substance of any interview of record 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 general indication of any other pertinent matters discussed regarding patentability and the

general results or outcome of the interview to include an indication as to whether or not agreement was reached on the issues raised

Attachment

/MARCELA CORDERO GARCIA

Primary Examiner Art Unit 1676

J.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

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

In every instance where reconsideration is requested in view of an interview with an examiner complete written statement of the reasons presented at the interview as

warranting favorable action must be filed by the 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 examiners responsibility to see that such 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 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 personal interview duplicate of the Form is given to the applicant or attorney or agent at the

conclusion of the interview In the case of telephone or video-conference interview the copy is mailed to the applicants 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 participants applicant attorney or agent examiner other PTO personnel etc

An indication whether or not an exhibit was shown or demonstration conducted

An identification of the specific prior art discussed

An indication whether an agreement was reached and if so description of the general nature of the agreement may be by

attachment of 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 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 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

complete and proper recordation of the substance of any interview should include at least the following applicable items

brief description of the nature of any exhibit shown or any demonstration conducted
an identification of the claims discussed

an identification of the specific prior
art discussed

an identification of the principal proposed amendments of substantive nature discussed unless these are already described on the

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

The identification of arguments need not be lengthy or elaborate 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
general indication of any other pertinent matters discussed and

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 applicants 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 letter setting forth the examiners 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 examiners initials
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UNITED STATES PATENT AND TRADEMARK OFFICE

Commissioner for Patents

United States Patent and Trademark Office

P.O Box 1450

Alexandria VA 22313-1450

www.uspto.gov

ALLERGAN INC

2525 DUPONT DRIVE T2-7H

IRVINE CA 92612-1 599

U.S Patent and Trademark Office

P10-2298 Rev 02-2012

OFFICE OF PETiTIONS

Doc Code TRACK1 GRANT

Decision Granting Request for

Prioritized Examination

Track orAfter RCE
Application No 14/222478

THE REQUEST FILED May 26 2015 IS GRANTED

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

LII for an original nonprovisional application Track

for an application undergoing continued examination RCE

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

filing petition for extension of time to extend the time period for filing reply

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

claims more than thirty total claims or multiple dependent claim

filing request for continued examination

filing notice of appeal

filing request for suspension of action

mailing of notice of allowance

mailing of 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 Eason at 571 272-4231

In his/her absence calls may be directed to Brian Brown at 571 272-5338

/Michelle Eason/

Signature Title

Paralegal Specialist Office of Petitions
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UNITED STAmS PAmNT AND TRADEMARK OrncE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address COMMISSIONER FOR PATENTS

P.O Box 1450

Alexandria Virginia 223 13-1450

www.uspto.gov

APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 03/21/2014 Andrew Acheampong 17618C0N6C0N1 AP 9616

51957 7590 06/10/2015 EXAMINER
ALLERGAN INC
2525 DUPONT DRIVE T2-7H CORDERO GARCIA MARCELA

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 addresses

patents_ip @allergan.com

pair_allergan@firsttofile.com

PTOL-90A Rev 04/07
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Office Action Summary Examiner Art Unit AlA First Inventor to File

MARCELA CORDERO 1676
Status

NoGARCIA

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

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 CFR 1.136a In no event however may reply be timely filed

after SIX 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 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 1.704b

Status

Responsive to communications filed on 5/26/2015

declarations/affidavits under 37 CFR 1.130b was/were filed on ______

2aE This action is FINAL 2b This action is non-final

3E An election was made by the applicant in response to restriction requirement set forth during the interview on

______ the restriction requirement and election have been incorporated into this action

4E 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 11453 0G 213

Disposition of Claims

Claims 37-63 is/are pending in the application

5a Of the above claims _____ is/are withdrawn from consideration

6E Claims _____ is/are allowed

Claims 37-63 is/are rejected

8E Claims _____ is/are objected to

9E Claims ______ 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

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

httI/wvw.usrito.qov/patents/nft events/ph/ndexs or send an inquiry to PPHfeedback@usDto.gov

Application Papers

OE The specification is objected to by the Examiner

11 The drawings filed on _____ is/are aE accepted or bE objected to by the Examiner

Applicant may not request that any objection to the drawings be held in abeyance See 37 CFR .85a

Replacement drawing sheets including the correction is required if the drawings is objected to See 37 CFR 1.121d

Priority under 35 U.S.C 119

12E Acknowledgment is made of claim for foreign priority under 35 U.S.C 119a-d or

Certified copies

aE All bE Some cE None of the

Certified copies of the priority documents have been received

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

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

application from the International Bureau PCT Rule 7.2a
See the attached detailed Office action for list of the certified copies not received

Attachments

Notice of References Cited PT0892 Interview Summary PTO-413

Paper Nos/Mail Date
Information Disclosure Statements PTO/SB/08a and/or PTO/SB/08b
Paper Nos/Mail Date

er

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 14/222478 Page

Art Unit 1676

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

provisions

DETAILED ACTION

Continued Examination Under 37 CFR 1.114

request for continued examination under 37 CFR 1.114 including the fee set

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

has been withdrawn pursuant to 37 CFR 1.114 Applicants 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

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

herein vacated

Status of the claims

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

merits

Claim Rejections -35 USC 112

The following is quotation of the first paragraph of 35 U.S.C 112a

IN GENERAL.The specification shall contain 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 or joint inventor of carrying out the invention
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The following is quotation of the first paragraph of pre-AIA 35 U.S.C 112

The specification shall contain 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

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

comply with the written description requirement The claims contains subject matter

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

one skilled in the relevant art that the inventors 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 second topical ophthalmic emulsion to human eye in need thereof

at frequency of twice day the second emulsion comprising cyclosporine 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 second topical ophthalmic emulsion to human eye in need thereof

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

amount of about 0.1% by weight and castor oil in an amount of about .25% by weight
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Claim 57 .. wherein the method demonstrates reduction in adverse events in the

human compared to administration of second topical ophthalmic emulsion to human

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

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

oil in an amount of about .25% by weight ..

New Matter

The claims have been amended cf amendment 3/21/201 to include new

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

at page line 25- page line 14 page 14 line 28 -page 15 line page 26 lines 5-

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

the amendments

Lack of Ipsis verbis support

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

expressly disclosed nor described in the Example

Lack of Inherent support

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 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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Applicants arguments

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 line 25 page 10 line 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 one time basis or on

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 line 25- page 10 line Emphasis

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

the written description requirement at least because the at frequency of twice 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

day limitation is present in the specification Example of the present application

describes the testing of the 0.05% C5A and 0.1% C5A formulations see present

Application specification as filed page 26 lines 1-21

iI
th

td th

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

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

No 10/927857 and Provisional US Patent Application No 60/503137 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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Upon learning the formulations of the compositions used in the Phase double-

masked randomized parallel group studies described in the application person of

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

masked randomized parallel group study described earlier in the specification

In addition cyciosporin compositions used in treating ophthalmic conditions is

the subject of number of publications .. Two muiticenter randomized studies of the

efficacy and safety of cyclosorine oijhthalmic emulsion in moderate to severe dry eve

disease C5A Phase Study Group Sail et al Ophthalmology 2000 Apr 1074631-

See Present Application Specification as filed page line 21 page line 15 The

abstract of Sail describes that the patients in the Phase study received either 0.05%

C5A Formulation or 0.1% C5A Formulation at frequency of twice day Sail

ABSTRACT

.....

..-

The Sail paper does not disclose the compositions of the formulations and

person of skill in the art would not have known these formulations Hence the twice

day limitation is present in the present application and person of skills knowledge of

the 0.05% C5A Phase trial as disclosed in the Sail paper would lead them to

understand that both the 0.05% C5A and 0.1% C5A formulations were dosed at
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frequency of twice day Thus the Applicants submit that the twice day limitation is

properly supported and the claims satisfy the written description requirement

Response to arguments

11 Applicants 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 .57

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

incorporation by reference to 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

Provide 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 112a

Describe the claimed invention in terms that particularly point out and

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

Describe the structure material or acts that correspond to claimed means

or step for performing specified function as required by 35 U.S.C 112f
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In the instant case Applicants representative is incorporating essential subject

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

relying on NPL reference SaIl 2000 which was not expressly incorporated by

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

.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

applicants disclosure An obviousness rejection over Sail et al Ophthalmology 2000

cited in the IDS dated 3/28/2014 in view of Ding et al US 5474979 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 13/961828 of which the instant application is

continuation

14 Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MARCELA CORDERO GARCIA whose telephone

number is 571272-2939 The examiner can normally be reached on M-F 830-500

If attempts to reach the examiner by telephone are unsuccessful the examiners

supervisor Karlheinz 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 toIl-free If you would like assistance from

USPTO Customer Service Representative or access to the automated information

system call 800-786-9199 IN USA OR CANADA or 571 -272-1 000

/MARCELA CORDERO GARCIA/

Primary Examiner Art Unit 1676

MMCC 06/2015
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Doc code RCEX PTO/SB/3OEFS 07-09
Doc description Request for Continued Examination RCE Approved for use through 07/31/2012 0MB 0651-0031

U.S Patent and Trademark Office U.S DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995 no persons are required to respond to collection of information unless it contains valid 0MB control number

REQUEST FOR CONTINUED EXAMINATIONRCETRANSMITTAL
Submitted Only via EFS-Web

Application
14222418

Filing
2014-03-21

Docket Number
11618C0N6C0N1 AP Art

1616
Number Date if applicable Unit

First Named Examiner
Andrew Acheampong Codero Garcia Marcela

Inventor Name

This is Request fer Continued Examination RCE under 37 CFR 1.114 of the above-identified application

Request for Continued Examination RCE practice under 31 CFR 1.114 does not apply to any utility or plant application filed prior to June

1995 or to any design application The Instruction Sheet for this form is located at WWW.USPTO.GOV

SUBMISSION REQUIRED UNDER 37 CFR 1.114

Note If the RCE is proper any previously filed unentered amendments and amendments enclosed with the RCE will be entered in the order

in which they were filed unless applicant instructs otherwise If applicant does not wish to have any previously filed unentered amendments
entered applicant must request non-entry of such amendments

fl
Previously submitted If final Office action is outstanding any amendments filed after the final Office action may be considered as

submission even if this box is not checked

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

fl Other

Enclosed

AmendmentReply

fl Information Disclosure Statement IDS

fl Affidavits Declarations

fl Other

MISCELLANEOUS

fl
Suspension of action on the above-identified application is requested under 37 CFR 1.103c for period of months

Period of suspension shall not exceed months Fee under 37 CFR 1.17i required

fl Other

FEES

The RCE fee under 37 CFR 1.17e 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 010885

SIGNATURE OF APPLICANT ATTORNEY OR AGENT REQUIRED

Patent Practitioner Signature

fl Applicant Signature

EFS Web 2.1.15
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Doc code RCEX PTO/SB/3OEFS 07-09
Doc description Request for Continued Examination RCE Approved for use through 07/31/2012 0MB 0651-0031

U.S Patent and Trademark Office U.S DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995 no persons are required to respond to collection of information unless it contains valid 0MB control number

Signature of Registered U.S Patent Practitioner

Signature /Laura Wine/ Date YYYY-MM-DD 2015-05-26

Name Laura Wine Registration Number 68681

This collection of information is required by 37 CFR 1.114 The information is required to obtain or retain 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

It you need assistance in completing the torm call 1-800-P TO-9 199 and select option

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 patent application or patent Accordingly pursuant to the requirements of the Act please be

advised that the general authority for the collection of this information is 35 U.S.C 2b2 furnishing of the information

solicited is voluntary and 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 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

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

Act u.s.c 552 and the Privacy Act 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

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

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

negotiations

record in this system of records may be disclosed as routine use to Member of congress submitting

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

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

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

requirements of the Privacy Act of 1974 as amended pursuant to u.s.c 552am

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

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

pursuant to the Patent cooperation Treaty

record in this system of records may be disclosed as 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.5.C 218c

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

or his/her designee during an inspection of records conducted by GSA as part of that agencys 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

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

the application pursuant to 35 U.S.C 122b or issuance of patent pursuant to 35 U.S.C 151 Further record may
be disclosed subject to the limitations of 37 CFR 1.14 as 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 published application an application open to public inspections or an issued patent

record from this system of records may be disclosed as routine use to Federal State or local law

enforcement agency if the USPTO becomes aware of violation or potential violation of law or regulation

EFS Web 2.1.15
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Doc Code TRACKI .REQ
Document Description TrackOne Request

PTO/A1N424 04-14

CERTIFICATION AND REQUEST FOR PRIORITIZED EXAMINATION
UNDER 37 CFR 1.102e Page of

Andrew Acheampong IonPrvisional
Application Number if

114222478

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

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

The processing fee set forth in 37 CFR 1.17i1 and the prioritized examination fee set forth in

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

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

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

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

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 request to be dismissed

The applicable box is checked below

fl Original Application Track One Prioritized Examination under 1.102e1

The application is an original nonprovisional utility application filed under 35 U.S.C iii

This certification and request is being filed with the utility application via EFS-Web
---0R--

The application is an original nonprovisional plant application filed under 35 u.s.c 111a
This certification and request is being filed with the plant application in paper

ii An executed inventors oath or declaration under 37 CFR .63 or 37 CFR .64 for each

inventor or the application data sheet meeting the conditions specified in 37 CFR .53f3i is

filed with the application

II Ri Request for Continued Examination Prioritized Examination under 1.102e2

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

ii If the application is utility application this certification and request is being filed via EF5-Web
iii The application is an original nonprovisional utility application filed under 35 U.S.C iii or is

national stage entry under 35 U.S.C 371
iv This certification and request is being filed prior to the mailing of first Office action responsive

to the request for continued examination

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

under 37 CFR 1.102e2

signature/Laura
Wine

Date May 26 2015

Print/Typed
Laura Wine

Number
68681

Note This form must be signed in accordance with 37 CFR 1.33 See 37 CFR 1.4d for signature requirements and certifications

Submit multiple forms if more than one signature is required

Total of 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 patent application or patent Accordingly pursuant to the requirements of

the Act please be advised that the general authority for the collection of this information is 35 U.S.C 2b2
furnishing of the information solicited is voluntary and 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 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

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

Information Act U.S.C 552 and the Privacy Act 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

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

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

settlement negotiations

record in this system of records may be disclosed as routine use to Member of congress submitting

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

record in this system of records may be disclosed as routine use to contractor of the Agency having

need for the information in order to perform contract Recipients of information shall be required to comply
with the requirements of the Privacy Act of 1974 as amended pursuant to u.s.c 552am

record related to an International Application filed under the Patent cooperation Treaty in this system of

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

Organization pursuant to the Patent cooperation Treaty
record in this system of records may be disclosed as 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

218c
record from this system of records may be disclosed as routine use to the Administrator General

Services or his/her designee during an inspection of records conducted by GSA as part of that agencys

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

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

the application pursuant to 35 U.S.C 122b or issuance of patent pursuant to 35 U.S.C isi Further

record may be disclosed subject to the limitations of 37 CFR 1.14 as 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 published application an application open to public inspection or an issued

patent

record from this system of records may be disclosed as routine use to Federal State or local law

enforcement agency if the USPTO becomes aware of violation or potential violation of law or regulation
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Docket No 176 18CON6CON1 AP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant Acheampong et at Examiner Marcela Cordero Garcia

SerialNo 14/222478 Group Art Unit 1676

Filed March 212014 Confirmation No 9616

For METHODS OF PROVIDING Customer No 51957

THERAPEUTIC EFFECTS USING
CYCLOSPORN COMPONENTS

RESPONSE TO FINAL OFFICE ACTION DATED NOVEMBER 24 2014

Commissioner for Patents

P.O Box 1450

Alexandria VA 223 13-1450

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 1-0885

Summary of Interview begins on page of this paper

Remarks begin on page of this paper
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Docket No 176 18CON6CON1 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 112 first paragraph was discussed No

substantive agreement was reached

Results of Interview

It was understood that final office action would be issued
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Docket No 176 18CON6CON1 AP

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 Relections

35 US.C 112Jirst paragraph

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 ofat frequency of twice day within the following wherein clauses

.. wherein the method provides overall efficacy substantially equal to administration

of second topical ophthalmic emulsion to human eye in need thereof at frequency of

twice day the second emulsion comprising cyclosporin in an amount of about 0.1%

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

Claim 37

.. 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

second topical ophthalmic emulsion to human eye in need thereof at frequency of

twice day the second emulsion comprising cyclosporin 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 reduction in adverse events in the human

compared to administration of second topical ophthalmic emulsion to human eye in

need thereof at frequency of twice day the second topical ophthalmic emulsion
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Docket No 176 18CON6CON1 AP

comprising cyclosporin 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 line 25 page 10 line 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 frequency of twice 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 day limitation is present in the specification Example

of the present application describes the testing of the 0.05% CsA and 0.1% CsA

formulations

DALE
fl

th wu up
__________

Rt

Th piI
the
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Docket No 176 18CON6CON1 AP

Present Application Specification as filed page 26 lines 1-21

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

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

Application No 10/927857 and Provisional US Patent Application No 60/503137

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 double-

masked randomized parallel group studies described in the application person of skill

would have understood that the application was describing the Phase double-masked

randomized parallel group study described earlier in the specification

In addition cyclosporin compositions used in treating ophthalmic

conditions is the subject of number of publications .. Two

multicenter randomized studies of the efficacy and safety of cyclosporine

ophthalmic emulsion in moderate to severe dry eye disease CsA Phase

Study Group Sall et al Ophthalmology 2000 Apr 1074631-9

See Present Application Specification as filed page line 21 page line 15

The abstract of Sall describes that the patients in the Phase study received either

0.05% CsA Formulation or 0.1% CsA Formulation at frequency of twice day

fl .Mi ML Iai MV cPhJr
S4v tI-u

Qbjtiv ic iipre the fcy ftv of CAj O% nd 0.1%
murs to ri iUnt wth rnoc rt to dry Vk
DGign MulicEmtEr mized oub tked pr kkrotp $rnnth VeiCiEcrOkd
Pticipnt tota of $77 paetwdh deri1 Todrte to severe dry ye 292 to ch

tatnim qroup
Mthadc Tvo ili nic til pti ti ithr

vEc1E ThE ut of two were crnbnd for any
Sall ABSTRACT The Sall paper does not disclose the compositions of the

formulations and person of skill in the art would not have known those formulations

Hence the twice day limitation is present in the present application and

person of skills knowledge of the 0.05% CsA Phase 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 frequency of twice day Thus the Applicants submit that the twice
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Docket No 176 18CON6CON1 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 7-63 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 telephone conference would expedite prosecution of

this application please contact the undersigned at 714 246-6996

Respectfully submitted

/Laura Wine
Date May 26 2015 _______________________

Laura Wine

Attorney of Record

Registration Number 68681

Please direct all inquiries and correspondence to

Laura 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

Application Number 14222478

Filing Date 21-Mar-2014

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Filer Laura Lee Wine/Maria Stein

Attorney Docket Number 1761 8CON6CON1 AP

Filed as Large Entity

Filing Fees for Utility under 35 USC 111a

Description Fee Code Quantity Amount
Sub-Total in

Basic Filing

Request for Prioritized Examination 1817 4000 4000

Pages

Claims

Miscellaneous-Filing

Petition

Patent-Appeals-and-Interference

Post-Allowance-and-Post-Issuance
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Description Fee Code Quantity Amount
in

Extension-of-Time

Extension -3 months with $0 paid 1253 1400 1400

Miscellaneous

Request for Continued Examination 1801 1200 1200

Total in USD 6600
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Electronic Acknowledgement Receipt

EFSID 22449941

Application Number 14222478

International Application Number

Confirmation Number 9616

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Customer Number 51957

Filer Laura Lee Wine/Maria Stein

Filer Authorized By Laura Lee Wine

Attorney Docket Number 1761 8CON6CON1 AP

Receipt Date 26-MAY-201

Filing Date 21-MAR-2014

Time Stamp 183043

Application Type Utility under 35 USC 11

Payment information

Submitted with Payment yes

Payment Type Deposit Account

Payment was successfully received in RAM $6600

RAM confirmation Number 9350

Deposit Account 010885

Authorized User WINE LAURA

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

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

Charge any Additional Fees required under 37 C.F.R Section 1.17 Patent application and reexamination processing fees
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Charge any Additional Fees required under 37 C.F.R Section 1.19 Document supply fees

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

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

File Listing

File SizeBytesI Multi PagesDocument
File NameDocument Description

Message Digest Part I.zip if applNumber

697619
Request for Continued Examination

17618C0N6C0N1_RCE.PDF no
RCE

411401512339bb0638516b 4534f757
el9d

Warnings

Information

730195
761 8CON6CON1

5-26-2015.pdf
yes

241f4316df5O3c3O3469bdO3882O1f6eedd

5e7

Multipart Description/PDF files in .zip description

Applicant Arguments/Remarks Made in an Amendment

Warnings

Information

34286

Fee Worksheet 5B06 fee-info.pdf no

128O98f434256O17c699f6d1495dO7967

2e2

Warnings

Information

Total Files Size in bytes 1462100

Document Description

TrackOne Request

Response After Final Action

Applicant summary of interview with examiner
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents
characterized by the applicant and including page counts where applicable It serves as evidence of receipt similarto

Post Card as described in MPEP 503

New Applications Under 35 U.S.C 111

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

.53b-d and MPEP 506 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 timelysubmission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C 371 and other applicable requirements Form PCTIDOIEOI9O3 indicating acceptance of the application as

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 Receiving Office

If 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 Notification of the International Application Number

and of the International Filing Date Form PCT/RO/1 05 will be issued in due course subject to prescriptions concerning

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

the application
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UNITED STATES PATENT AND TRADEMARK OrncE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address COMMISSIONER FOR PATENTS

P.O Box 1450

Alexandria Virginia 223 13-1450

www.uspto.gov

APPLICATION NO FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

14/222478 03/21/2014 Andrew Acheampong 17618C0N6C0N1 AP 9616

51957 7590 11/24/2014 EXAMINER
ALLERGAN INC
2525 DUPONT DRIVE T2-7H CORDERO GARCIA MARCELA

IRVINE CA 92612-1599

ART UNIT PAPER NUMBER

1676

NOTIFICATION DATE DELIVERY MODE

1/24/20 14 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 addresses

patents_ip @allergan.com

pair_allergan@firsttofile.com

PTOL-90A Rev 04/07
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Examiner-Initiated Interview Summary Examiner Art Unit

MARCELA CORDERO 1676

GARCIA

All participants applicant applicants representative PTO personnel

MARCELA CORDERO GARCIA

LAURA WINE

Date of Interview 12 November 2014

Type Telephonic Video Conference

Personal given to applicant applicants representative

Exhibit shown or demonstration conducted Yes No
If Yes brief description ______

Issues Discussed ElOl 112 E102 E103 EOthers
For each of the checked boxes above please describe below the issue and detailed description of the discussion

Claims discussed 374953 and 57

Identification of prior art discussed N/A

Substance of Interview

For each issue discussed provide detailed description and indicate if agreement was reached Some
topics may include identification or clarification of

reference or portion thereof claim interpretation proposed amendments arguments of any applied references etc..

Discussed the limitationtwice day within the claim limitation wherein the method provides overall efficacy

substantially equal to administration of second topical oDhthalmic emulsion to human eye in need thereof at

frequency of twice day the second emulsion comprising cyclosporin 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

rejection of record because the unexpected results described in the disclosure e.g Example are not limited to

twice day administration see attached Office Action Applicants representative requested written office action in

telephonic conversation on 11/17/2014

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

Examiner recordation instructions Examiners must summarize the substance of any interview of record 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 general indication of any other pertinent matters discussed regarding patentability and the

general results or outcome of the interview to include an indication as to whether or not agreement was reached on the issues raised

Attachment

/MARCELA CORDERO GARCIA

Primary Examiner Art Unit 1676

J.S Patent and Trademark Office

PTOL-413B Rev 8/11/2010 Interview Summary Paper No 20141106
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Office Action Summary Examiner Art Unit AlA First Inventor to File

MARCELA CORDERO 1676
Status

NoGARCIA

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

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 CFR 1.136a In no event however may reply be timely filed

after SIX 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 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 1.704b

Status

Responsive to communications filed on 9/25/2014

declarations/affidavits under 37 CFR 1.130b was/were filed on ______

2a This action is FINAL 2bE This action is non-final

3E An election was made by the applicant in response to restriction requirement set forth during the interview on

______ the restriction requirement and election have been incorporated into this action

4E 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 11453 0G 213

Disposition of Claims

Claims 37-63 is/are pending in the application

5a Of the above claims _____ is/are withdrawn from consideration

6E Claims _____ is/are allowed

Claims 37-63 is/are rejected

8E Claims _____ is/are objected to

9E Claims ______ 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

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

httI/wvw.usrito.qov/patents/nft events/ph/ndexs or send an inquiry to PPHfeedback@usDto.gov

Application Papers

OE The specification is objected to by the Examiner

11 The drawings filed on _____ is/are aE accepted or bE objected to by the Examiner

Applicant may not request that any objection to the drawings be held in abeyance See 37 CFR .85a

Replacement drawing sheets including the correction is required if the drawings is objected to See 37 CFR 1.121d

Priority under 35 U.S.C 119

12E Acknowledgment is made of claim for foreign priority under 35 U.S.C 119a-d or

Certified copies

aE All bE Some cE None of the

Certified copies of the priority documents have been received

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

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

application from the International Bureau PCT Rule 7.2a
See the attached detailed Office action for list of the certified copies not received

Attachments

Notice of References Cited PT0892 Interview Summary PTO-413

Paper Nos/Mail Date 20141106
Information Disclosure Statements PTO/SB/08a and/or PTO/SB/08b
Paper Nos/Mail Date 7/8/20 14 er

U.S Patent and Trademark Office

PTOL-326 Rev 11-13 Office Action Summary Part of Paper No/Mail Date 20141106

FAMY CARE - EXHIBIT 1004-0138

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



Application/Control Number 14/222478 Page

Art Unit 1676

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

provisions

DETAILED ACTION

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

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

herein vacated

Status of the claims

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

merits

Claim Rejections -35 USC 112

The following is quotation of the first paragraph of 35 U.S.C 112a

IN GENERAL.The specification shall contain 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 or joint inventor of carrying out the invention

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

The specification shall contain 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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Claims 37-63 are rejected under 35 U.S.C 112 first paragraph as failing to

comply with the written description requirement The claims contains subject matter

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

one skilled in the relevant art that the inventors at the time the application was filed

had possession of the claimed invention Claims 37 49 and 57 comprise the limitation

at frequency of twice day specifically in the wherein clause defining the

unexpected results i.e wherein the method provides overall efficacy substantially

equal to administration of second topical ophthalmic emulsion to human eye in need

thereof at frequency of twice day the second emulsion comprising cyclosporin in

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

weight

New Matter

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 line 25- page line 14 page 14 line 28 -page 15 line page 26 lines 5-

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

the amendments

Lack of Ipsis verbis support

With respect to the limitation at frequency of twice day in the wherein clause

wherein the method provides overall efficacy substantially equal to administration of

second topical ophthalmic emulsion to human eye in need thereof at frequency of

twice day the second emulsion comprising cyclosporin in an amount of about 0.1%
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by weight of castor oil in an amount of about .25 by weight such embodiment does

not appear to be expressly disclosed nor described in the Example Furthermore the

limitation at frequency of twice 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 day administration However the

disclosure and the examples do not require this twice day limitation for the

unexpected results as claimed

Lack of Inherent support

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 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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Applicants arguments

The Applicants submit that the currently pending Claims contain sufficient

written description support for the at frequency of twice 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 line 25 page 10 line 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 one time basis or on

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 line 25- page 10 line Emphasis

Added
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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 frequency of twice day in the wherein clause

wherein the method provides overall efficacy substantially equal to administration of

second topical ophthalmic emulsion to human eye in need thereof at freciuency of

twice day the second emulsion comprising cyclosporin in an amount of about 0.1%

by weight of castor oil in an amount of about .25 by weight such embodiment does

not appear to be expressly disclosed nor described in the Example Furthermore the

limitation at frequency of twice 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 day administration However the disclosure and the examples do not

require this twice day limitation for the unexpected results as claimed
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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 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 8685930 8648048 8642556 8633162 and

8629111 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

applicants disclosure

14 Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MARCELA CORDERO GARCIA whose telephone

number is 571272-2939 The examiner can normally be reached on M-F 830-500

If attempts to reach the examiner by telephone are unsuccessful the examiners

supervisor Karlheinz Skowronek can be reached on 571 -272-9047 The fax phone
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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 toIl-free If you would like assistance from

USPTO Customer Service Representative or access to the automated information

system call 800-786-9199 IN USA OR CANADA or 571 -272-1 000

/MARCELA CORDERO GARCIA
Primary Examiner Art Unit 1676

MMCC 11/2014
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Examiner-Initiated Interview Summary Examiner Art Unit

MARCELA CORDERO 1676

GARCIA

All participants applicant applicants representative PTO personnel

MARCELA CORDERO GARCIA

LAURA WINE

Date of Interview 12 November 2014

Type Telephonic Video Conference

Personal given to applicant applicants representative

Exhibit shown or demonstration conducted Yes No
If Yes brief description ______

Issues Discussed ElOl 112 E102 E103 EOthers
For each of the checked boxes above please describe below the issue and detailed description of the discussion

Claims discussed 374953 and 57

Identification of prior art discussed N/A

Substance of Interview

For each issue discussed provide detailed description and indicate if agreement was reached Some
topics may include identification or clarification of

reference or portion thereof claim interpretation proposed amendments arguments of any applied references etc..

Discussed the limitationtwice day within the claim limitation wherein the method provides overall efficacy

substantially equal to administration of second topical oDhthalmic emulsion to human eye in need thereof at

frequency of twice day the second emulsion comprising cyclosporin 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

rejection of record because the unexpected results described in the disclosure e.g Example are not limited to

twice day administration see attached Office Action Applicants representative requested written office action in

telephonic conversation on 11/17/2014

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

Examiner recordation instructions Examiners must summarize the substance of any interview of record 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 general indication of any other pertinent matters discussed regarding patentability and the

general results or outcome of the interview to include an indication as to whether or not agreement was reached on the issues raised

Attachment

/MARCELA CORDERO GARCIA

Primary Examiner Art Unit 1676

J.S Patent and Trademark Office

PTOL-413B Rev 8/11/2010 Interview Summary Paper No 20141106
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PTO/SB/26

Doc Code DIST.E.FILE U.S Patent and Trademark Office

Document Description Electronic Terminal Disclaimer Filed Department of Commerce

Electronic Petition Request TERMINAL DISCLAIMER TO OBVIATE DOUBLE PATENTING REJECTION OVER

PRIOR PATENT

Application Number 14222478

Filing Date 21-Mar-2014

First Named Inventor Andrew Acheampong

Attorney Docket Number 1761 8CON6CON1 AP

Title of Invention

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

Filing of terminal disclaimer does not obviate requirement for response under 37 CFR 1.111 to outstanding

Office Action

This electronic Terminal Disclaimer is not being used for Joint Research Agreement

Owner Percent Interest

Allergan Inc 100%

The owners with percent interest listed above in the instant application hereby disclaims except as provided below the

terminal part of the statutory term of any patent granted on the instant application which would extend beyond the expiration

date of the full statutory term of prior patent numbers

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 of any 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 maintenance fee

is held unenforceable

is found invalid by court of competent jurisdiction

is statutorily disclaimed in whole or terminallydisclaimed under 37 CFR 1.321

has all claims canceled by reexamination certificate

is reissued or

is in any manner terminated prior to the expiration of its full statutory term as presently shortened by any terminal disclaimer

Terminal disclaimer fee under 37 CFR 1.20d is included with Electronic Terminal Disclaimer request

certify in accordance with 37 CFR .4d4 that the terminal disclaimer fee under 37 CFR 1.20d

required for this terminal disclaimer has already been paid in the above-identified application

Applicant claims the following fee status

Entity

Micro Entity

Regular Undiscounted

hereby declare that all statements made herein of my own knowledge are true and that all statements made on information and

belief are 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 mayjeopardize the validity of the application or any patent issued thereon

THIS PORTION MUST BE COMPLETED BY THE SIGNATORY OR SIGNATORIES

certify in accordance with 37 CFR .4d4 that am

An attorney or agent registered to practice before the Patent and Trademark Office who is of record in

this application

Registration Number 68681

sole inventor

Ajoint inventor certify that am authorized to sign this submission on behalf of all of the inventors as evidenced by the

power of attorney in the application

joint inventor all of whom are signing this request

Signature
Laura Wine

Na me
Laura Wine
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Statement under 37 CFR 3.73b 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

Application Number 14222478

Filing Date 21-Mar-2014

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Filer Laura Lee Wine/Maria Stein

Attorney Docket Number 1761 8CON6CON1 AP

Filed as Large Entity

Utility under 35 USC 111 Filing Fees

Description Fee Code Quantity Amount
in

Basic Filing

StatutoryorTerminal Disclaimer 1814 160 160

Pages

Claims

Miscellaneous-Filing

Petition

Patent-Appeals-and-Interference

Post-Allowance-and-Post-Issuance

Extension-of-Time
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Sub-Total in

Description Fee Code Quantity Amount
USD$

Miscellaneous

TotaIinUSD$ 160
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Doc Code DISQ.E.FILE

Document Description Electronic Terminal Disclaimer Approved

Application No 14222478

Filing Date 21-Mar-2014

Applicant/Patent under Reexamination Acheampong et al

Electronic Terminal Disclaimer filed on September 25 2014

APPROVED

This patent is subject to 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

EFS ID 20246997

Application Number 14222478

International Application Number

Confirmation Number 9616

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Customer Number 51957

Filer Laura Lee Wine/Maria Stein

Filer Authorized By Laura Lee Wine

Attorney Docket Number 1761 8CON6CON1 AP

Receipt Date 25-SEP-201

Filing Date 21-MAR-2014

Time Stamp 162240

Application Type Utility under 35 USC 11

Payment information

Submitted with Payment yes

Payment Type Deposit Account

Payment was successfully received in RAM $160

RAM confirmation Number 2933

Deposit Account 010885

Authorized User

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

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

Charge any Additional Fees required under 37 C.F.R Section 1.17 Patent application and reexamination processing fees
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Charge any Additional Fees required under 37 C.F.R Section 1.19 Document supply fees

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

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

File Listing

Document File SizeBytesI Multi Pages
Document Description File Name

Number Message Digest Part I.zip if appl

35317

ElectronicTerminal Disclaimer-Filed eTerminal-Disclaimer.pdf no

OI2O546576347d2I162d6th53cOOO68455

27467

Warnings

Information

30289

Fee Worksheet 5B06 fee-info.pdf no

6b6345ed2c8b851d47d1

cOd7O85O579199

Warnings

Information

Total Files Size in bytes 65606

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 similarto

Post Card as described in MPEP 503

New Applications Under 35 U.S.C 111

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

.53b-d and MPEP 506 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 timelysubmission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C 371 and other applicable requirements Form PCT/DO/EO/903 indicating acceptance of the application as

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 Receiving Office

If 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 Notification of the International Application Number

and of the International Filing Date Form PCT/RO/1 05 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 176 18CON6CON1 AP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant Acheampong et at Examiner Marcela Cordero Garcia

SerialNo 14/222478 Group Art Unit 1676

Filed March 212014 Confirmation No 9616

For METHODS OF PROVIDNG Customer No 51957

THERAPEUTIC EFFECTS USING
CYCLOSPORN COMPONENTS

RESPONSE TO NON-FINAL OFFICE ACTION DATED JUNE 25 2014

Commissioner for Patents

P.O Box 1450

Alexandria VA 223 13-1450

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 1-0885

Remarks begin on page of this paper
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Docket No 176 18CON6CON1 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 Relections

35 US.C 112Jirst paragraph

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 ofat frequency of twice day

The Applicants submit that the currently pending Claims contain sufficient

written description support for the at frequency of twice 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 line 25 page 10 line 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 one time basis or on

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 line 25 page 10 line Emphasis Added
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Docket No 176 18CON6CON1 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 7-63 under 35

U.S.C 112 first paragraph be withdrawn

Obviousness-Type Double Patenting Rel ection

Claims 7-63 were rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 1-27 of U.S Patent No 8629111 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 8633162 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 8642556 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 8648048 Claims

7-63 were also rejected on the ground of nonstatutory double patenting as being

unpatentable over claims 1-36 of U.S Patent No 8685930

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 1-0885

If the Examiner believes telephone conference would expedite prosecution of

this application please contact the undersigned at 714 246-6996
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Docket No 176 18CON6CON1 AP

Respectfully submitted

/Laura Wine
Date September 25 2014 ____________________

Laura Wine

Attorney of Record

Registration Number 68681

Please direct all inquiries and correspondence to

Laura 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

EFS ID 20247409

Application Number 14222478

International Application Number

Confirmation Number 9616

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Customer Number 51957

Filer Laura Lee Wine/Maria Stein

Filer Authorized By Laura Lee Wine

Attorney Docket Number 1761 8CON6CON1 AP

Receipt Date 25-SEP-201

Filing Date 21-MAR-2014

Time Stamp 163841

Application Type Utility under 35 USC 11

Payment information

Submitted with Payment no

File Listing

Document File SizeBytes/ Multi PagesDocument Description File Name
Number Message Digest Part /.zip if appl

17409

17618C0N6C0N1 Response

92514df yes

c2e91 38ffcfcd9ed846e7O72cbO2de837bc

c098

FAMY CARE - EXHIBIT 1004-0165

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



Multipart Description/PDF files in .zip description

Document Description Start End

Amendment/Req Reconsideration-After Non-Final Reject

Applicant Arguments/Remarks Made in an Amendment

Warnings

Information

Total Files Size in bytes 117409

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 similarto

Post Card as described in MPEP 503

New Applications Under 35 U.S.C 111

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

.53b-d and MPEP 506 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 timelysubmission to enter the national stage of an international application is compliant with the conditions of 35

U.S.C 371 and other applicable requirements Form PCTIDOIEOI9O3 indicating acceptance of the application as

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 Receiving Office

If 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 Notification of the International Application Number

and of the International Filing Date Form PCT/RO/1 05 will be issued in due course subject to prescriptions concerning

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

the application
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UNITED STATES PATENT AND 1EMARK OFFICE
IIII STAIIS III-A ITM INI DI XVIM IIUI

United States Patent and Trademark Office
Address COMMISSIONER FOR PATENTS

P0 Box 1450

A1xadria Vhia 22313-1450

www.uspto.gov

APPLICATIONNUMBER FILINGOR371CDATE FIRSTNAMEDAPPLICANT

14/22247 03/21/2014 Andrew Acheampong

ATTY DOCKET NO/TITLE

1761 8CON6CON1 AP
CONFIRMATION NO 9616

PUBLICATION NOTICE51957

2525 DLJPcNT DRI\/E T27H

II
II II II IIII IIO IIO III IOI IO III

IJ
II II IOI IO II

IRVINE CA 92612-1599
000000069795556

TitleMETHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

Publication No.US-201 4-0206626-Al

Publication Date07/24/201

NOTICE OF PUBLICATION OF APPLICATION

The above-identified application will be electronically published as patent application publication pursuant to 37

CFR .211 et seq The patent application publication number and publication date are set forth above

The publication may be accessed through the USPTOs publically available Searchable Databases via the

Internet at www.uspto.gov The direct link to access the publication is currently http//www.uspto.gov/patft/

The publication process established by the Office does not provide for mailing copy of the publication to

applicant copy of the publication may be obtained from the Office upon payment of the appropriate fee set forth

in 37 CFR l.19al Orders for copies of patent application publications are handled by the USPTOs Office of

Public Records The Office of Public Records can be reached by telephone at 703 308-9726 or 800 972-6382

by facsimile at 703 305-8759 by mail addressed to the United States Patent and Trademark Office Office of

Public Records Alexandria VA 22313-1450 or via the Internet

In addition information on the status of the application including the mailing date of Office actions and the

dates of receipt of correspondence filed in the Office may also be accessed via the Internet through the Patent

Electronic Business Center at www.uspto.gov using the public side of the Patent Application Information and

Retrieval PAIR system The direct link to access this status information is currently http//pair.uspto.gov/ Prior to

publication such status information is confidential and may only be obtained by applicant using the private side of

PAIR

Further assistance in electronically accessing the publication or about PAIR is available by calling the Patent

Electronic Business Center at 1-866-217-9197

Office of Data Managment Application Assistance Unit 571 272-4000 or 571 272-4200 or 1-888-786-0101

page of
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Doc code IDS PTO/SB/08a 01-10

Approved for use through 07/31/2012 0MB 0651-0031
Doc description Information Disclosure Statement IDS Filed

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 collection of information unless it contains valid 0MB control number

Application Number 14222478

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

Attorney Docket Number 17618 CON6CON1 AP

U.S.PATENTS

Pages00lumnsLines where
Examiner Cite Kind Name of Patentee or Applicant

Patent Number
lnitial No Code1

Issue Date
of cited Document

Relevant Passages or Relevant

Figures Appear

4347238 1982-08-31 Hollingsbee

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

U.S.PATENT APPLICATION PUBLICATIONS

PagesColumnsLines where
Examiner

Cite No
Publication Kind Publication Name of Patentee or Applicant

Relevant Passages or Relevant
lnitial Number Code1 Date of cited Document

Figures Appear

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

FOREIGN PATENT DOCUMENTS

PagesColumnsLinesName of Patentee or
Examiner Cite Foreign Document Country Kind Publication where Relevant

lnitial No Number3 Code2j Code4 Date
Applicantof cited

Passages or Relevant
Document

Figures Appear

2222770 GB 1990-03-21 Sandoz Ltd

University of Georgia

198901772 WO Al 1989-03-09 Research Foundation

Inc

199318752 Wa Al 1993-09-30 Pharmos Corp

EFS Web 2.1.17
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Application Number 14222478

Filing Date 2014-03-21

IN FORMATION DISCLOSU RE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name Cordero Garcia Marcela

Attorney Docket Number 17618 CON6CON1 AP

0558906

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
Examiner Cite

book magazine journal serial symposium catalog etc date pagess volume-issue numbers
lnitials No

publisher city and/or country where published

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

EXAMINER SIGNATURE

Examiner Signature Date Considered

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

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

See Kind Codes of USPTO Patent Documents at fTQQV or MPEP 901.04 Enter office that issued the document by the two-letter code WIPO
Standard ST.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

Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible Applicant is to place check mark here

English language translation is attached

EFS Web 2.1.17
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Application Number 14222478

Filing Date 2014-03-21

IN FORMATION DISCLOSU RE
First Named Inventor Andrew Acheampong

STATEMENT BY APPLICANT
Art Unit 1676

Not for submission under 37 CFR 1.99
Examiner Name Cordero Garcia Marcela

Attorney Docket Number 17618 CON6CON1 AP

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and .98 to make the appropriate selections

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

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

information disclosure statement See 37 CFR .97e1

OR

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

foreign patent office in 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 1.56c more than three months prior to the filing of the information disclosure

statement See 37 CFR 1.97e2

See attached certification statement

The fee set forth in 37 CFR 1.17 has been submitted herewith

certification statement is not submitted herewith

SIGNATURE
signature of the applicant or representative is required in accordance with CFR 1.33 10.18 Please see CFR 1.4d for the

form of the signature

Signature Laura Wine Date YYYY-MM-DD 2014-07-08

Name/Print Laura Wine 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 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 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 22313-1 450

EFS Web 2.1.17
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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 patent application or patent Accordingly pursuant to the requirements of the Act please be advised

that the general authority for the collection of this information is 35 U.S.C 2b2 furnishing of the information solicited

is voluntary and 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 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

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

U.S.C 552 and the Privacy Act 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

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

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

negotiations

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

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

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

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

requirements of the Privacy Act of 1974 as amended pursuant to U.S.C 552am

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

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

to the Patent Cooperation Treaty

record in this system of records may be disclosed as 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 218c

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

his/her designee during an inspection of records conducted by GSA as part of that agencys 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

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

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

may be disclosed subject to the limitations of 37 CFR 1.14 as 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 published application an application open to public inspections or an issued patent

record from this system of records may be disclosed as routine use to Federal State or local law

enforcement agency if the USPTO becomes aware of violation or potential violation of law or regulation
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54 Title OCULAR CYCLOSPORIN COMPOSITION

57 Abstract

method for enhancing or restoring lacrirnal function by the topical admininration of cyciosporin in phanna

ceutinally acceptable excipient Lacrirnal function is enhanced or restored in patients suffering from abnormalities of the

tear rOta including an thsolute or partial deflciency in aqueous tear production called keratoconjunctivitis ricca or KCS

regardless of etiology including autoirnrnune dysfunction of the lacritnal glands The treatment is also useful in the en

hancernent or restoration of normal tear production and normal healing of the surface of the eye The preferred composi

tion for topical administration to the eye consists of cyclosporin dissolved in corn oil The composition may further in

clude antioxidants lubricants antibiotics antifungals antivirals pilocarpine vasoconstrictore suirfactants wetting tgents

sort nflamnnton 4rntc cor.tcostctotds nrers Stoe\ nmcol tic acent nnhe inn cetvlcv\tenel ar eil as

other compounds The most preferred composition is 2% cvciosporin mole alpha tocopherol and 0.OOSN methyl pam-

hen in corn oil
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1-

oculaR CYCLOSPORIN COMPOSITION

The present invention relates to method and

composition for increasing tear production by the

topical administration of cyclosporin to the

patients eyes4

1MKGROWW OF ThE INflNT ION

The exposed part of nornal eye is covered by

continuous thin tear film which is important for the

wellbeing of tue corneal and conjunctival epithelium

10 and provides the cornea with an optically high quality

surface In addition the aqueous part of the tear

film acts as lubricant to the eyelids during

blinking of the lids Certain enzymes contained in

the tear fluid for example immunoglobulin lysozyme

15 and beta lynn also have bacteriostatic properties

The lacrimal apparatus consists of the secretory

system the source the distribution system and the

excretory system the sink In the secretory system

the bulk of the tear film the aqueous tears are

20 supplied by the main and accessory lacnmal glands

The continuous production and drainage of aqueous

tears is important in maintaining the corneal and

conjunctival epithelium in moist state in providing

nutrients for epithelial respiration in supplying

25 bacteriostatic agents and in cleaning the ocular

surface by the flushing action of tear movement

Abnormalities of the tear film include an

absolute or partial deficiency in aqueous tear

production called keratoconjunctivitis sicca or ices

30 In relatively mild cases the main symptom of KCS is

foreign body sensation or mild scratchiness This

can develop into constant Intense burning or
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irritative sensation which can be debilitating to the

patient More severe forms lead to the development
of filamentary keratitis painful condition

characterized by the apearance of numerous strands or
filaments attached to the corneal surface Recent
evidence suggests that these filaments represent
breaks in the continuity of the normal corneal

epithelial cells The shear created by lid motion

pulls these filaments causing pain Management of
10 this stage of Ices is very difficult

frequent complication of KCS is secondary
infection Several breakdowns in the eyes normal

defense mechanism seem to occur presumably
attributable to decrease in the concentration of

15 antibacterial lysozyme in the aqueous tears of

patient suffering from KCS

Although KCS can develop in the absence of any
other overt systemic abnormality mere is frequent
association of RCS with systemic disease RCS can

20 occur as part of larger systemic involvement knosn
as Sjogrens syndrome which is characterized by dry

eyes dry mouth and arthritis

Histologically in KCS as part of Sjogrens
syndrome or in isolation the initial cbanges seen in

25 the lacrimal gland are those of focal lymphocytic and

plasma cell infiltrates associated with degeneration
of glandular tissue These changes resemblo those

seen in autoinne disease in other tissue giving
rise to the speculation that KCS has an autoimmune

30 basis

Siogrens syndrome is recognized as an eiocrine
glad dysfunction characteristically the lacrimal

glands show mononuciear-cea.i infiltration that
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ultimately leads to destruction of the glandular

structure

Conventional treatment of CS is symptomatic

Normally aqueous-deficient dry eye states are treated

by supplementation of the tears with artificial tear

substitutes However1 relief is limited by the

retention time of the administered artificial tear

solution in the eye Typically the effect of an

artificial tear solution administered to the eye

10 dissipates rapidly within about thirty to forty-five

minutes The effect of such products Wnle soothing

initially does not last long enough The patient is

inconvenienced by the necessity of repeated

administration of the artificial tear solution in the

15 eye as needed to supplement the normal tears4

Moreover such treatment merely acts to alleviate the

symptoms of the dry eye state and does not cure any

underlying disorders or causes of the thy eye state4

The systemic use of corticostercids has been

20 advocated to treat these conditions However tbe

merit of systemic corticosteroads in dry eye stetes

has not been established In most dry eye cases the

hazards of longten use of antiznflammatory agents

would seem to outweigh their potential merit It has

25 also been suggested to administer orally dilute

solution of pilocarpine to stimulate the autonomic

nervous system to effect increased aqueous tear

production This method of treatment has not met with

universal favor because of the unpleasant side effects

30 of ingested pilocarpine

Surgical procedures have also been suggested in

the management of dry eye states Where there has

been significant conjunctival destruction mucous
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membrane transplants have been advocated It has also

been suggested that parotid saliva duct

transplantation can be useful in the management of dry

eyes. However since surgical alterations to combat

dry eye conditions constitute such drastic remedy
and the benefit resulting from these alterations is

questionable these methods are usually used only as

last resort

Cyclosporin is metabolite isolated front the
10 culture broths of the fungal species ipggnj

inflatum Gains neutral hydrophobic cyclic peptide

composed of eleven amino acid resides cyclosporin
includes previously unknown N-methylated amino acid

composed of nine carbon atoms Wenger Synthesis of
15 YLQ RflflaniAaiQges pp9 14-25 in QygjgnpjnA

Grune Stratton Inc New York 1983 number
of additional cyclosponns and have
been reported since the first cyclosponn was isolated

CsA described in U.S Patent No 4117118
20 issued September 26 1978 to Barn et al cyclosporin

is readily soluble in most of the usual organic
solvents and practically insoluble in petroleum ether
and water As distributed by Sandoz Ltd Basel
Switzerland under the tradename Sandimmune

25 cyclosporin for oral administrflion is dissolved in

olive oil for further dilution with food and in

polyoxyetbylated castor oil and ethanol for
intravenous inj act ion

cyclosporin was first proposed for use as an
30 antifungal agent but its ainmunosupressive effects

were found to be more marked than its antfungal
potential potert immunosuppressive agent
cyclosporin is used to prolong survival of allogeneIc
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5.-

transplants involving skin heart1 kidney pancreas1

bone marrow small intestine and lung4 The exact

mechanism of action is not known but experimental

evidence suggests that the effectiveness of

cyclosporin is due to specIfic and reversible

inhibition of sminunocompetent cells primarily

helper cells Lymphokine production gamma

interferon produSion and release of interleukin-2 or

T-cell growth factor are also inhibited by

10 cyclosporin

cyclosporin tnmunosippressive properties have

ledto its use in immune system related diseases For

example U.S Patent Mo 4649047 describes method

for the treatment of phacoanaphylactac endophthalmitis

15 and uveitis in the anterior or posterior segment of an

eye wherein cyclosponn is topically administered to

the eye In other ophthalmic applications

cyclosporin has been used topically only for the

treatment of external e.g corneal ee diseases

20 BenEzra et aL kmer ophthalmol 101 278

282 1986 describe the effect of 2% cyclosponn

eyedrops on severe vernal keratoconjunctivitis

Severe vernal keratoconjunctivitis is seasonal

allergic disorder unrelated to tear deficiency

25 Hunter ct al Qlin Ext Iuol. 45 173177

1981 describe the topical administration of

cyclosporin in rabbit model of cornea graft

rejection with positive results4

Boisjoly et al Arch Ophthalmoj_ 102 1804

30 1807 1984 have reported that topical application of

cyclosporin had beneficial prophylactic eftect

towards the treatment of severe herpetic stromal

keratitis4
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i4osteller at al lnestigative Qphthalmol

Supp 25 3S 1984 disclose treating corneal

allograft rejection in rabbits by applying single
dose of 20% cyclosporin cintent in the lower cul
desac of the eyelids

cyclosporin has also been used systemically in

other ophthalmic applications where the dIsease being

treated is not limited to the eye surface For

example Nussenblatt at al Amer Ophthajntol 96

10 275-282 1983 have reported clinical improvement in

some patients with noninfectious posterior uveitis

following systemic treatment with cyclosponn

cyclosporin is primarily administered orally or

by inection Unfortunately cyclosporin used

15 systemically has been associated with high incidence

of renal toxicity kidney failure some cases of

hepatotoncity increased incidence of lymphoad tumors

and increased incidence of opportunistic infections

cyclosponn is only slightly less toxic than other

20 immunosuppressive agents such as cytozan or

aziotbioprine The systemic side effects of

cyc-losporin are so severe and so common that they
limit its use to life-threatening or in some cases

severe sight-threatening disease Finally systemic
25 application of cyclosponn is limited by its

prohibitive cost

As described in U.S Patent No 4549047 issued

March 10 1987 to Kaswan topical administration of

cyciosporin is useful in the treatment of variety of
30 immune mediated disorders of the eye inc1i.ding

uveitie and phacoanaphylactxc endophthalmitis Tnis

is also the preferred mode of administration to avoid
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the undesirable side effects and cost of systemic

adninlstrat ion

To date thore has been no suggestion to treat

glandular dysfunction lacrimal gland dysfunction or

an aqueousdeficient dry eye state with cyclosporin

either topically or systemically

Although cyclosporin has been topically

administered in variety of vehicles including

arachis oil coitamercially available ointment base

10 and castor oil the conventional carrier as olive oil

Unfortunately topical administration of cyclosporin

in olive oil to the eye of either humans or dogs is

frequently accompanied by burning sensation pain

and redness In some cases other side effects have

15 been observed including lid edema and periocular

alopecla hair loss around the eye Similar

problems have occurred with topical ophthalmic use of

cyclosponn in the other vehicles Studies have now

demonstrated that these unpleasant side effects are

20 due to the carrier not to the cyclosporin

Unfortunately cyclosporin is of very limited

solubilaty and the number of acceptable carriers for

ophthalmic use is limited

It is therefore an object of this invention to

25 provide method of increasing tear production for

normal or teardeficient eye regardless of cause

It is another object of this irvention to

provide cyclosporin-based treatment of lacrimal

gland dysfunction without the accompanying adverse

30 physiological responses and economic difficulties

associated with systemic cyclosponn treatments

It is another object of the present invention to

provide composition containing an effective
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concentration of cyclosponn for topical ophthalmic

use hich does not cause burning redness or

It is still further object of the present

invention to provide composition for topical

ophthalmic use which is stable upon storage
It is still another object of the present

invention to provide composition for topical

ophthalmic use which promotes normal healing of the

10 epithelial surface of the eye

S1ThWRY OF TEE INVENTION

The present invention is directed to method of

treating dry eye state in patient by adxranistenng

cyclosponn topically to the patients eye The

15 treatment is useful regardless of the cause of the dry

eye and includes treatment of autoimmune dysfunction

of the lacnmal glands The treatmexit is also useful

in the enhancement or restoration of normal tear

production and normal healing of the surface of the

20 eye
The preferred composition for topical

administration to the eye consists of cyclosporin
dissolved in corn oil The composition may further

include antiondants lubricants antibiotics
25 antifungals antivirals pilocarpine

vasoconstrictors surfactants ettxnq agents anti

inflammatory agents i.e corticosteroids
preservatives1 mucolytic agents bromhcxine

acetylcysteine as well as other compounds
30 The most preferred composition is 2%
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cyclosporin mole alpha tocopherol and 0.005%

methyl paraben in corn oil

Brief Description of the Drawings

Figure is graph demonstratjng the effect of

topical cyclosponn on lacrflninat ion STT mm/nn over

time days in twelve normal male beagle dogs1

following three days of baseline measurement with no

treatment six dogs were treated with 2% cyclosporin

in olive oil applied topically two times daily and

10 six dogs were treated with placebo olive o...l applied

topically two times daily The STT were determined

twice daily in the cyclosponn treated dogs

and in the olive oil treated dogs --A
Following days all dogs were crossed over into the

15 opposite treatment groups for an additional three

days

Figure is comparison of the appearance of

the eye of dog suffering from keratoconjunctivitis

sicca before Figure 2A and after Figure 28

20 treatment for tour weeks with 2% cyclosporin

DETAILED DESCRIPTION OF TKE fl4VENTI

The present invention provides method of

treating tear-deficient dry eyes due to autoiuuune

disease or of unknown etiology which includes the step

25 of administering cyclosporin topically to the

patients eye The invention includes corn oil

based cyclosponn composition vlhich provides greatly

enhanced benefits when applied topically to the eye

over previous cyclosporin compositions
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Despite the apparent similarities in chemical

structure studies demonstrate the significant
differences In comfort and incidence of side effects
between cyclosporin in previously described carriers

such as olive oil and cyciosporin in corn oil both

with and without presErvative and antioxidant These

studies also establish that topically applied

cyclosponn can be used to promote or effect normal

healing and prevent or reverse scar formation on the
10 ocular surface

In accordance with the present inventiop the

cyclosporin nay be used in any efficacious

concentration 01 to saturation up to
50 weight percent of cyclosporin in

15 pnarmaceutically acceptable excipient Concentrations
of 1.1 to 20 weight percent of cyclosporin are

preferred Although the preferred vehicle is corn

oil as described below other pharmaceutically

acceptable excipients are for example animal oil
20 vegetable oil appropriate organic or aqueous

solvents artificial tear solutions in wnich the

cyclosporin is soluble and natural or synthetic
polymers or approprIate membranes

Examples of these pharmaceutically acceptable
25 excipients are olive oil aracais oil castor oil

mineral oil petroleum jelly dzmethyl sulfonde
chremophor Miglyol 182 commercially avilable from

Dynamit Nobel KayFries Chemical Company Nont Vale
New Jersey alcohol eg etnanol npropyl alcohol

30 or iso-propyl alcohol liposomes or liposomelike
products silicone fluids and mixtures thereof

Examples of artificial tear excipients vihich can
be advantageously used in the practice of this
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invention are isotonic sodium chloride cellulose

ethers such as hydroxypropylmethylcellulOse and

hydroxyethylcellulose polyvinyl alcohol and other

commercially available artificial tear solutions An

example of useful polymeric excipient is

polyoxyethylated castor oil Exflples of

pharmaceutically acceptable membranes which can

advantageously he used in the practice of this

invention are microdona an artificial lipid

10 membrane polysrthylalcohol or methylcellulose

Cyclosporins which are useful in the practice of

the present invention include both natural or

synthetic cyclosporins Cyclosporin is preferred in

the practice of the present invention Other forms of

15 cyclosporins analogs and isomers such as

Cyclosporins and may also be used

Mixtures of different cyclosporins may be used

in the preferred method of treating specific

antigen mediated immune response in patient having

20 more than one involved site of the immune mediated

response the cyclosponn is applied locally to each

involved site For example where only one eye

appears to suffer from immune mediated 105 both eyes

should be treated Surprisingly unless each involved

25 site is treated with cyclosporin no appreciable

benefit is obtained from cyclosporin treatment at any

one of the sites1 if only the affected eye is

treated little benefit of the cyclosporin is

obtained This suggests that locally administered

30 cyclosporin interferes with and blocks the afferent

immune recognition of the specific antigen which

triggers the rmune mediated response Unless each of

the sites wherein the specific antigen occurs is

O4
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12

treated with the cyclosporin Tcell antigen signaiirg

occurs continuously in the untreated site causing
local lymphokine production that trIggers cascading

systemic imnune response that adversely affects both

the treated and untreated sites.

in other words local administration of

cyclosponn acts to inhibit the continuous afferent

immune response for erample within an eye when

antigens placed ir tbe eye are associated with

10 intraocular MEC antigen bearing accessory cells and

are presented to Tcells However if an untreated

eye or distal skin graft is used to initiate antigen

recognition an afferent immune response begins at the

site distal to the treatment site T-cells are

15 activated lymphokines produced and the systemic

immune response proceeds to an efferent immune

response affecting both eyes

Thus in any experiment in which an intrasubject

control eye is used local therapy in one eye will

20 have diminished effect unless it is given in such

quantity as to produce systemic immuno-suppression

Noreover when treating an immune mediated response

which exists to much greater degree at one site of

patient such as in or near one eye of the patient
25 than at another site of the patient such as in the

other eye of the patient so as to be apparent at only

the one site the cyclosponn is advantageously

administered locally in therapeutically effective

amount to each of the sites An immune mediated

30 response which appears to exist in only one eye of

patient is advantageously treated by administering

therapeutically effective amount of cyclosporin
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locally to both eyes of the patient to achieve maximal

benefit

If administered locally to each of the sites of

the patient affected ly the immune mediated response

cyclosporin can be used advantageously to treat

variety of immune mediated disorders4 Ocular diseases

which are successfully treated in animal models by

local administration of cyclosponn to each site of

the patient effected by the immune mediated response

10 include immunemediated melting ulcers in cats and

dogs chronic neovasculanzat ion and proliferative

keratitis in cats and dogs stromal keratitis

subsequent to ulcerative Herpes keratitis in cats

pigmentary keratitis in dogs and KCS in dogs

15 Numerous advantages accrue with the practice of

the present invention The method of tne present

invention is useful in that it can locally prevent

activation of pre-systemic response Topical

administration of cyclosporin into patients tear

20 deficient eye increases tear production in the eye

Thus such treatment further serves to correct corneal

and conjunctival disorders exacerbated by tear

deficiency and KCS such as corneal scarring corneal

ulceration1 inflammation of the cornea or

25 conjunctiva filamentary keratitis mucopurulent

discharge and vascularisation of the cornea

Furthermore cyclosponn directly decreases the immune

response of granulation and neovascularization in the

cornea

30 Further objects of this invention together with

additional features contributing thereto and

advantages accruing therefrom will be apparent from

the following examples of the invention
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Bxample EffectIveness and distribution of topical

cyclosporin

Topical administration to patient eye has

surprisingly been found to be an excellent method for

providing cyclosporin to the lacrimal glands of the

patient to treat ICCS Additionally since by its very
nature topical administration does not require

cyclosporin dispersion throughout the patients

system as is the case with systemic administration
10 the present invention provides means for directing

cyclosporin to the desired location without the

accompanying high risk of adverse responses and high
cost associated with systemic treat ents

Cyclosporin concentration has teen determined

15 for various eye compartments and tissues surrounding
the eye after bilateral topical administration of

cyclosporin to the eyes of three rabbits The

cyclosporin was administered in each of the rabbits

eyes in drops approximately 17 microliters of 2%

20 radiolabelled cyclosporin in an olive oil solution

applied every 15 minutes for applications followed

by period of two hours to allow for absorption The

rabbits were then eutbanized and the eyes and

surrounding tissue enucleated and frozen The eyes
25 and surrounding tissue were dissected into their

component parts These were then digested in

collagenase and the resulting solutions analyzed by
liquid scintillation counting for cyclosponn content
The following average cyclosponn concentrations were

30 measured

Accessory lacrimal gland 2850 ng of

cyclosporin/gram of tissue

Periorbital fat 800 ng/gram
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Cornea 4700 ng/gram

Iris 1200 ng/gram

Retina 50 ng/gram

Aqueous humor 30 ng/gramt

Vitreous humor 30 ng/gram

Anterior sciera 3150 ng/graE and

Posterior sclera 1550 ng/gram

Example Comparison of treatment of dry eye with

10 antiinflaiwatory steroid and cyclosporin

one year old standard female Poodle with

conjl4nctivitis exhibited mild aqueous tear deficiency

in both eyes the dog had Schirmer tear test value

of 15 mm/minute in the right eye and 10 mm/minute in

15 the left eye

The Schirmer tear test ià test of aqueous tear

production The test depends upon observing the

extent of wetting of strip of filter paper placed

over the lower lid of an eye for specified time

20 Standardized strips are commercially available The

strip is folded at notched marking and is then

placed over the edge of the lateral onethird of the

eyelid The strip is usually left in place for

period of time while the patient looks straight ahead

in dim light

The degree of wetting of the paper is measured

in mm from the notch For human patients normal

end pont is mm of wetting at five minutes For

canine patients the normal tear production is 14 to

30 20 mm of wetting atons minute
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The dog was originally treated with

dexamethasone by topical administration in both eyes
four times daily Although initially somewhat

effective treatment was subsequently discontinued and

the same dog at approximately six years old still

exhibited conjunctivitis in both eyes and nad

Schirmer tear test value of mm/minute in both eyes
Topical dexamethasone was then applied to both eyes
twice daily for nine weeks without benefit

10 The dog was then treated by topical application
of 2% cyclosporin in an olive oil solution in both

eyes once daily without any other medications After
ten days the dog showed markedly increased tear

production and had Schinner tear test value of 22

15 mm/minute in the right eye and mm/minute in the left

eye
The treatment by topical application of 2%

cyclosporin in an olive oil solution in both eyes once

daily was continued for an additional three weeks At
20 this time the dog exhibited plentiful aqueous tear

production and the treatment was stopped for one eek
After the one week the dog had Schirmer tear test

value of 10 mm/minute in the right eye and mm/minute
in the left eye

25 At this time the treatment by topical
application of 2% cyclosporin in an olive oil solution
in both eyes once daily as reinstituted and continued
for six days After ne six days me dog had

Schirmer tear test value of 22 mm/minute in the right
30 eye and 16 mm/mtnute in the left eye

in this case dog with cnronac tear deficiency
in which prior use c-f corticosteroids failed to

improve tear secretion showed surprising increase in
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tear production with cyclosporri treatment The

increased tear production continued only while

cyclospor.In therapy continued When the treatment was

stopped for week the eyes again became tear

deficient However tear production increased to

normal levels after the treatment was restarted

Example Treatment of dry eye and enhancement of

corneal healing with topical cyclosponn

treatment

10 An eight year old male Lhasa Apse had four

year old cat scratch in his left eye and an active

stromal ulcer in his right eye An ocular

examination of the dog showed conjunctivitis in both

eyes with mucopurulent discharge diffuse irregular

15 corneal surfaces pigment formation and

neovascul.arization in the cornea of the left eye The

Schirmer tear test values were 12 a/minute in the

right eye and .3 tam/minute in the left eye

The dog was treated with topical administration

20 to both eyes of 2% cyclosporin in an olive oil

solution once daily neosporin twice daily and

ophthalmic petrolatum After five days the Schirmer

tear test values were 22 zum/nnute in the rignt eye

and 23 mm/minute in the left eye In addition the

25 ulcer in the right eye was healed to mm and the left

eye was assessed to have decreased vasculanzatton

In this case cyclosporin increased tear

production significantly in short period of time

Moreover cyclosporin unlike corticosteroids dId not

30 retard corneal healing nor activate corneal

collagenase Accordingly cyclosporin can be used in

eyes having active corneal ulcers
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Example Comparison of treatment of dry eye with

pliocarpine alone and in combination with

cyclosporin

six year old male English Bulldog with long

history of C$ bad Echirmer tear test values of

mm/minute in the right eye and mm/minute in the left

eye
The right eye was neovascularized over the

entire cornea No intraocular detail could be

10 visualized through the opaque cornea The cornea was

grossly thick and irregular in surface The left eye
had neovascularization over about half of the cornea
mostly axially

The dog as treated with three drops of 2%

15 pilocarpine by mouth After two hours the Scharmer

tear test values were mm/minute in the right eye and

10 mm/minute in the left eye
The dog was then treated with 2% cyclosporin ir

an olive oil solution administered topically to both

20 eyes once daily and three drops of 2% pilocarpine
administered by mouth tvice daily After twelve days
the Schirmer tear test values were 10 mm/minute in the

right eye and 15 nit/minute in the left eye
In this case while pilocarpine alone increased

25 tear production in the lefl eye from Schirmer tear

test value of /mxnute to 10 mm/minute pilocarpine
did not increase tear production in the right eye
Use of cyclosporin with pflocarpine increased tear

production to Schiner tear test value of 15

30 mm/minute in the left eye and from mm/minute to 10

mm/minute in the right eye The use of cyclosponu
markedly increased tear production over the use of

pilocarpine alone
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Example correction of dry eye and restoration of

normal vüicn by topical treatment with

cyclosporin

sevei year old Miniature Poodle had history

of severe KC$ of six to seven months duration

Treatent with artificial toars six tames daily did

not affect the apparent blandness

The dog showed marked mucopurulent discharge in

both eyes The Schirmer tear test values were

10 mm/minute in both eyes The dog corneas were

thickened and neovascularised with an irregular

surface No intraocular detail could be visualized

through the opaque corneas

The dog was treated with one drop of 2%

15 pilocarpine by mouth two tames daily and ophthalmic

petrolatum four times daily After two weeks the

Schiner tear test values were still nra/minute in

both eyes The corneal vascularity and scarring

remained dense and the anterior chambers of the dogs
20 eye were not visualizable

the dog was then treated with 2% cyclosporin in

an olive oil solution administered topically in both

eyes once daily and two drops palocarpane administered

by mouth twice daily

25 After two weeks the Schtrmer tear test values

were mm/minute in the right eye and mm/minute in

the left eye Although corneal vasculanzation and

scarring remained the iris and lens could be

evaluated there was no mucoid dscharge in either eye

30 as previously and the CS was assessed as medically

improved

After similar treatment or another two months

the Schirmer tear test values were 11 nm/minute in the
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right eye and 17 mm/minute in the left eye The dog

eyes bad minimal corneal vascularization and minimal

scarring4

In this case although the dog was treated

initially with pilocarpine pilocarpine alone is not

known to cause such drastic improvement in tear

production After treatment with cyclosporin the dog

improved rota no tear flow in either eye to normal

tear production in both eyes The dog improved from

10 blinding corneal inflammation to very mild corneal

pigmentation in both eyes Treatment with cyclosporin

markedly increased tear production and allowed the dog
to return to normal vision

Example Stimulation of tearing in normal dogs
15 Sttedies were conducted on the effect of applying

topical 2% cyclosporin in olive oil to the eyes of

normal dogs The results are shown in Figure

comparing the effect of topical cyclosporin on

lacrinination in sn normal male beagle dogs before
20 and after several days of olive oil therapy alone In

both studies no treatment was given on days to to

establish baseline On days 410 as graphed by the

triangles one drop of olive oil was administered
twice daily BID to each eye On days 1ll3 one

25 drop of 2% cyclosponn in olive oil was administered

twice daily significant increase in tearing was

observed On days 4-10 as graphed by the squares
one drop of 2% cyclosporin in olive oil was
administered twice daily On days li-IS one drop of

30 olive oil was applied to each eye twice daily The

significart increase in tearing observed over days 4-

10 persisted through days 11-13 in the ansence of

cycle sporin treatment
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The data conclusively demonstrate that topically

applied cyclosporin increases glandular function

i.e lacrinination in normal eyes

Since cyclosporin has very low solubility in

most solutions which can be administered to the eye
the cyc1osporin in the majorIty of studies on the

efficacy of topical administration of cyclosporin has

been suspended in olive oil Unfortunately

controlled studies comparing olive oil alone and in

10 combination with cyclosporin demonstrate that the

vehicle the olive oil produces redness and burning

in animals pain is evidenced by the animal holding

its eyes shut In appronmately to 10% of

approximately 1000 months of treatment based on

15 number of bottles of 2% cyclosporin dispensed for

veterinary use where one bottle is sufficient for

treatment of an animal twice daily for about one

month other side effects were observed including

lid edema corneal surface irregularities and

20 periocular alopecia

The present invention includes the surprising

discovery that corn oil can be substituted for olive

oil as the vehicle for topical administration of

cyclosporin to the eye to avoid the undesirable side

25 effects due to the use of the olive oil Over 3000

bottles of 2% cyclosporin have now been dispensed for

treatment of animals twice daily without any apparent

side effects for periods of time up to four months

Additives to the corn oil which enhance

30 stability of the cyclosporin solution include

antioxidants such as alpha tocopherol and

preservatives such as rtiethyl paraben Other

antioxldants are known to those ski lied in the art.

oi
FAMY CARE - EXHIBIT 1004-0194

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



WO 89f011 712
PCIJUSSS/03039

22

There are some indications that alpha toccpherol

Vitamin may also have beneficial effects or the

eye since oxidative radicals increase inflammatory

damage Preliminary clinical observations on the

protective action of oral administration of vitamins

and on the corneal epithelium were recently

published by Gerhardinger et al in taJLLtmnoi
2nvmol 7Supp71-74 1985 Other compounds which

may be added to the cyclosporin solution include
10 emollients viscosity modifying agents antioxidants

preservatives antib antifungals antivirals

lubricants surfactants vasoconstrictors DM30

parasympatbomimetics chol inerg ics neurotransnitters

lacnmogenic agents substance agonists substance

15 antagonists1 mucolytics prostaglandin antagonists

lipogenase inhibitors cyclooxygenase irhibitors
anti inf lammatories oxygen scavengers hydrating

agents and epitheliotropic agents Specific

examples in addition to alpna tocopherol and methyl
20 paraben include vitamin retinoic acid

palocarpine hyaluronic acid polyvinyl alcohol
methylcellu lose eledois physalaenin bromnenne
mucosolvan acetylcysteine indomethacin and

corticosteroids

25 The most preferred formulation at this time for

topical ophthalmic use consists of 2% cyclospon.n
mole alpha tocopherol and 005% methyl paraben
However cyclosponn solutions can be prepared of

between approximately 01% by weight and saturation
30 approximately 20% by weight Unless otherwise

specified all percentages of compounds herein are by

weight
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Although the usual means of administration of

the compound is by administration of cyclosporin drops

to the surface of the eye delayed or prolonged

release of the cyclosporin at selected site can also

be achieved by encapsulating the cyclosponn-oil

mixture within polymeric implant liposomes or

microcapsules Methods for making polymeric implants

for ocular use are taught by U.S Patent No.3960150
to Hussain et Both nondegradable and

10 biodegradable polymers can be used including

polyethylene polystyrene polypropylene
polyanhydndes polyorthoester polylactic acid and

polyglycolic acid Methods for encapsulating

materials within liposomes are taught by

15 PCT/U885/00220 publication WO 85/03540 29 August 1985

by the Liposome Company Methods for encapsulation of

biological material within microcapsules for

implantation are taught by U.S Patent No 4352883
to Lim Other suitable methods and materials are

20 known to those Skilled in the art

The following non-limiting examples demonstrate

the efficacy and advantages of topical cyclosporin in

corn oil for treatment of immune disorders

enhancement or restoration of tear production and

25 enhancement or effecting of normal healing of the

surface of the eye
Example Stimulation of tearing in normal dogs

Studies were conducted on the effect of applying

topical cyclosponn in olive oil to the eyes of

30 normal dogs The results are shown in Figure

comparing the effect of topical cyclosporin on

lacnmination in six normal male beagle dogs before

and after several days of olive oil therapy alone In
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both studies no treatment was given on days to to

establish baseline On days 4-10 as graphed by the

triangles1 one drop of olive oil was administered

twice daily BID to each eye On days 11-13 one

drop of cyclosporin in olive oil was administered

twice daily sIgnificant increase in tearing was

observed On days 4-10 as graphed by the squares
one drop of 2% cyclosporin in olive oil was

administered twice daily On days 11-13 one drop of

10 olive oil was applied to each eye twice daily The

significant increase in tearing observed over days
10 persisted through days 1113 in the absence of

cyclosporin treatment

The data conclusively demonstrate that topically
15 applied cyclosponn increases glandular function

lacramination in normal eyes

Example Topically applied cyclosporin
Lacrimomimetic effects and reduction of

conical scars in dogs with Ret
20 Twenty five cases 22 bilateral unilateral

cases of spontaneous RCS were treated with solution
of 2% cyclosponn C5A in olive oil gtt QD BID
013 and evaluated for changes in tear production as

determined $chirmer tear test STT and for changes
25 In the surface of the globe

The effects of cyclosporin were twofold

cyclosporin increased tear production in 84% of

idiopathic cases of canine ics and cyclosponn caused

marked regression of corneal pathology including
30 superficial granulation tissue neovascularization and

pigmentation without retarding healirg of corneal
ulcers Case histories are summarized in Table
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The diagnosis of XcS preceded CsA use by 0-60

months witn an average of 1.1 yr Prior treatment

included artificial tears in 16/25 dogs oral or

topical palocarpine in 11/25 dogs oral or topical

corticosteroids in 11/25 dogs topical entibiotics in

9/25 dogs or no prior treatment in 5/25 dogs

Contrary to expectation the longevity of KCS

did not correlate inversely with response to therapy

The average STT before administration of cyclosporin

10 was 54 nun/min right eye and 2.46 n/man left eye

During the period in wnich cyclosporin eyedrops were

administered the mean STT value was 11 38 mm/mm

right eye and 11.50 mm/mm left eye The average

increase in STT as 2.84 mm/mm right eye

15 Studentts -test for related measures pcO 0005 and

904 mm/mm left eye 6.7 p0.000S 38 eyes

were initially diagnosed as having severe KCS Sfl 04

inm/min Following treatment STT values increased by

greater than mm/mm in 84% of severely affected

20 eyes Dogs were noted to have increased STT beginning

to 56 days after onset of cyclosporin therapy Of

the six eyes 6/38 16% determined to be

nonresponsive five were evaluated for only short

period to 35 days Because STT value in

25 responsive eyes increased with increased frequency and

duration of treatment see Table cases 21 and 22
the 84% success rate may be an underestimate

In six dogs whose Sfl values increased in

response to cyclosporin treatment was discontinued

30 and the Sn values regressed When cyclosporin was

reinstituted the STT increased back to maximal levels

in six hours in one case and in 1-7 days ir the other

four cases In two dogs receiving cyclosporin on
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alternate days the Sn values decreased on

nontreatment days Even with sporadic interruptions

in administration of cyclosporin treatment no dog has

lost responsiveness to cyclosporin Many of the

cyclosporin responsive dogs previously had been

unresponsive to corticosteroids administered

topically suboonjunctivally and parenterally
in dogs with superficial corneal granulation

tissue continuous use of cyclosporirt resulted in
10 progressive decrease in the abnormal thickness and

opacity of the cornea Even in dogs that did not have

an increase in tear secretion alleviation of the

cornea disease was generally marked Most dogs with

dense blinding pigmentation and superficial
15 granulation had marked clearing of the corneas after

several months of treatment Three dogs had corneal

ulcers at the onset of treatment with cyclosporin
each healed within 48 hours of onset of treatment

Dogs maintained for prolonged periods 812 months
20 relapsed into KCS within 23 days of withdrawal of

cyclosporin
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TASLB Previous ocular therapy and
Schirmer tear test STT values
before and while usIng
cyclosporin eyedrops in 25 cases
of canine keratoconjunctivitis
data

Case Breed Sex Treatment Before With

Age /-Ke.ratitis lnterval/ CsA CsA

response to fl Frequency OD/OS 00/OS

Standard Poodle F7 yr wk/QD 3/3 22/16
no keratitis

cocker Spaniel mo/BID 0/0 10/13
yr Piginentary keratitis

marked improvement

3. Mm Schnauzer1 F/S wk/QD 2/0 8/1
11 yr Pigmentary keratitis
Marked improvement

Eng Bulldog lyr wk/BID 2/3 13/20
chronic keratitis visual
deficits Resolved

Samoyed F/S 14 yr mo/BID 2/11 18/17
mild keratitis Resolved

Shuhtzu 10 yr 13 wk/Qfl 4/10 .13/14

Pigmerttary karat itis visual
deficits Marked improvement

Mm Poodle yr 1$ fl/BID 0/0 11/17
blind corneal scarring
Resolved completely

Mixed breed F/S yrs mo/BID 0/0 19/17
diffuse fluorescein uptake
No staining

Terrier F/S yr wks/QD 0/0 13/0
Pigmentary keratitis/bI md
Improved visual

10 Shih tzu yr Chronic 26 wk/Q1 15/1 15/6
keratitis OD Much improved
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Table continued page

11 Poodle yr 22 wk/Q0 0/0 12/18
Mild supetficial keratitis
Improved

12 Shih tzu yr 17 wt/QD 0/0 3/10
Pigmentarv keratitis
Marked Improvement

fl Dachshund 10 yr 15 fl/BID 5/0 10/2
Minimal superficial
Iceratitis Resolved

14 Scottish Terrier wk/QD 6/8 12/18
12 yr Pignentary keratitis
50% resolution

15 thasa Apse N/C 10 yr wk/QD 13/1 18/19
Pignentary keratitis
50% resolution

16 thasa Apso yr wk/QD 8/16 19/22
Pigmentcry kerat it
Slight Improvement

17 Mitt Schnauser 11 yr fl/BID 0/4 5/10
Pigmentary keratitis/
blind Slight improvement

18 Mm Poodle yr wk/QD 0/0 2/1
Marked keratitis
Marked improvement

19 Cocker Spaniel yr wk/D 7/5 15/10
1.5 yr no keratitis

20 Boston terrier F/S wk/QD 4/4 14/19
yr no keratitis

21 Dachshund yr fl/BID 1/5 3/17
Mild superficial keratitis
Nearly resolved
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Table continued page

22 Peke/Pomeranian F/S 12 wk/BID 0/0 20/U
yrPigmentary keratitis

100% 50% inproved

23A Mm Poodle me wk/QD 4/4 13/13
Chronic keratitis
Marked improvement

24 Toy Poodle F/B 15 yr wk/BID 3/0 1/0
Chronic keratatis visual
loss Marked improvement

25 Peke/Pomeranian F/B 11 fl/BID 0/0 S/S

yr Piginentary keratitis
blind Marked improvement
visual

Abbreviations female male castrated
spayed CM 2% cyclosporin

QD once daily BID twice daily

Corneal lesions and changes in the corneal lesions
were bilateral unless otherwise indicated
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Example Stimulation of tearing in humans suffering

trout Sjogren syndrome

Sj ogren syndrome is characterized by chronic

infiltration of the exocrine glands principally the

lacrimal and salivary glands by mononuclear

leukocytes The process causes the progressive

destruction of the glandular tissue and is

characterized by the development of

keratoconjunctivitis sicca ItCS or dry eye
10 Neither topical nor parenteral treatment using

steroids has been completely effective in decreasing

irritation of the corneal surface nor in preventing
corneal ulcer formation In fact topical or

parenteral corticosteroids do not enhance lacrimation

15 and can retard healing of corneal ulcers and are

therefore considered to be contraindicated by many

ophthalmologists

human patient with primary Sjogrens syndrome

dry eye with dry mouth was treated with topical 2%

20 cyclosporin in corn oil The patient had been treated

for years with conventional therapy artificial tears

15 mint For the past several months his STT were

23 i/5min/eye In nunans the Sfl is measured for

minutes unlike the dog where it is measured for

25 only mm4 However the expected normal values are

the sane i.e normal is 14 mm values under are

indicative of severe case of dry eye
Following days of twice daily therapy of both

eyes his Sfl was 20 and 23 u/5 mm/eye
30 significant increase over the pretreatment values

Prior to treatment the corneas had stained diffusely
in both eyes with fluorescein dye an indication of

corneal ulcers After days of therapy one eye bad
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no staining ard one eye only stained over 1/3 cf the

surface

Three women with severe chronic secondary

Sjorens syndrome were treated for week with BID 2%

cyclosporin in corn oil containing mole% alpha

tocopherol and .005%methyl paraben All three had

abnormal corneas The first had nonheai ing corneal

ulcer which penetrated the full thickness of the

surface epithelium covering the cornea This ulcer

10 healed within two days of onset of therapy The

second had contact lens cornea an indentation at

the circumference of the cornea which gives it the

appearance of an eye wearing contact lens when no

lens is presents which is analogous to scars The

15 indentation showed evidence of filling in within

days of therapy The third had corneal lesions which

also showed improvement within one week All had

increases in the OTT
The results conclusively demonstrate the

20 effectiveness of topically administered cyclosporin in

alleviating the symptoms of KCS promoting normal

healing and actually reducing scar tissue on the

surface of the eye

Example Promotion of normal healing of the eye

25 surface without restoration of normal

tearing in dog
An 11year old spayed Miniature Schnauzer had

been determined to have KCS months before admission

Analysis of specimen obtained by conjunctival

30 scraping at that time revealed distemper virus The

dog had been treated with 2% pilocarpine gtt PC

12 which initially caused an increase in the OTT

to mi/min bilaterally but later lost efficacy as

02
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the STT decreased to mm/mm bilaterally Treatment

had been dexamethasone ointment 12 bilaterally
artificial tears approximately times daily and

petrolatim ointment at bedtime On admisston
ophthalmic observation showed the SIT to be mmin
right eye mm/inn loft eye with mucoid

conjunctivitis bilaterally dorsal corneal

pigmentation of approümately 4050% of the corneal

surface and superficial neovascularization extending

10 approximately mm into the dorsal half of the cornea

bilaterally Fig 2B The corneal surfaces were

modeled irregularly but translucent and there were no

apparent visual deficits Complete blood count and

serum thyroxin were nonal and the only abnormality
15 detected on serum profile was an elevated serum

alkaline phosphatase 667 mg/dl

Cyclosponn 2% gtt QD bilaterally was

prescribed with artificial tears to be administered

as needed in weeks the SIT had increased to

20 mn/man in the right eye but was still 0-1 mm/man in

the left eye The conjunctivitis had amproved but

was still evident in the left eye However there was

marked improvement of the corneal surface bilaterally

Fig 2E
2$ parotid duct transposition was performed at

this time and the lacrimal glattd of each third eyelid

biopsied Microscopically both glands were similar
with diffuse often intense periductal and interstitial

infiltration of plasna cells and lymphocytes and

30 fibrosis of the acina and tubules Focal areas of

normal acinar tissue were seen in each gland and some

areas contained dilated tubules lined with flattened

epithelium The results in the preceding examples
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establIsh that topically applied cyclosporin can be

used to resolve corneal ulcers even in the absence of

restoration of tearing As dramatically shown by

Figure 2A and 25 the eye surface becomes clearer

smoother and vision is improved

Example 10 Comparison of alive oil and corn oil

vehicles for cyclosporin for topical

ophthalmic use

Among the animals treated with cyclosporin in

10 olive oil within four days of beginning treatment

four dogs and one cat had ocular irritation reactions

including hyperemsa of the bulbar conjunctiva

cornea surface irregularities with apparent cornea

edema and blepharospasms indicative of ocular pain
15 In each case therapy was withdrawn and these

symptoms resolved Therapy with cyclosporin in corn

oil was begun in three of the dogs following

resolution of the ocular irritation reactions All

three dogs tolerated the corn oil/cyclosporin mixture

20 well

in the fourth dog cyclosporin in olive oil was

used less frequently than the BID prescription because

the owner thought the drg irritated the eyes but

kept using it on an infrequent basis Following two

25 to three weeks of use bilateral periocular alopecia

occurred and the lids were intensely hyperemac The

cyclosponn in olive oil was discontinued for several

weeks cyclosporin in corn oil was begun BID

eilaterally The lesions of chronic cornea
30 vascularization and superficial keratitis resolved

marxedly the Sn increased and there was no

recurrence or irritation or alopecia
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Olive oil and corn oil were also compared in

nonal human eyes The olive oil produced burning

sensation lasting 15 to 60 minutes The corn oil

produced milder sensation lasting only to

minutes

wa side effects have been noted 2fl the any of

the 3000 bottles of 2% cyclosporin in corn oil

dispensed for animal use in comparison with the to

10% incidence of side effects in 1000 bottles of 2%

10 cyclosporin in olive oil dispensed for animal use
The substantial difference in tolerance of the two

oils is surprising since the chemical nature of olive

oil and corn oil is very similar Tests of the levels

of free fatty acids and pH do not indicate any
15 significant differences hicb could account for the

decreased tolerance for olive oil Substitution of

purified olive oil Sigma Chemical Co St Louis 140

or first press olive oil for the Berio brand olive

oil obtained from the grocery store which was used

20 initially does not eliminate the irritation

Modifications and variations of the present

invention an improved cyclosporin composition for

topical ophthalmic use will be obvious to those

skilled in the art from the foregoing detailed

25 description of the invention Such modifications and

variations are intended to come within the scope of

the appended claims
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CLAIMS

LA method of enhancing or restoring lacrimal

gland function comprising topically administering

cyclosporin

The method of claim for increasing tear

production in teardeficient ye comprising

topically administering therapeutically effective

amount of cyolosponn to the eye

The method of claim wherein said

cyclosporin is administered as solution suspension

or ointment comprising between approximately 0.01 to

50 weight percent of cyclosporin in pharmaceutically

acceptable excipient

The method of claim wherein said

cyclosporin is administered in an amount of 0.1 to 20

weight percent

The method of claim wherein the

pharmaceutically acceptable excipient comprises corn

oil olive oil arachis oil castor oil
polyoxyethylated castor oil mineral oil petroleum

jelly dimethyl sulfoxide an alcohol liposome

silicone fluid or mixture thereof

The method of claim wherein said

cyclosporin is cyclosporin
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The method of claim for increasing tear

production in an eye of patient suffering from an

autotiumune dysfunction of the lacrimal glands

comprising administering therapeutically effective

amount of cyclosporin topically to the patientt

eye

The method of claim for treating

keratoconjunctivitis sicca in patient comprising the

step of administering therapeutically effective

amount of cyclosporin topically to both of the

eyes

The method of claim for treating
disorder caused by excessive immune activity in

lacrimal gland of patient comprising the step of

topically administering to both of the patients eyes
an amount of cyclosporin sufficient to reduce the
immune activity

10 The method of claim for tre4ting
disorder exacerbated by keratoconjunctiv3 tie sicca in

patient comprising admirnstenng to the patientts

eye therapeutically effective amount of

cyclosporin to promote corneal healing

11 topical ophthalmic composition compristog

cyclospori in corn oil base

12 The composition of claim 11 wherein the

concentration of cyclosporn is between about 00l%
and saturation
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13 The composition of claim 11 further

comprising compound selected from the group

consisting of emollients viscosity modifying agents

antoxidants preservatives antibiotics antifungals

an iv Is rIcan surf act ants
vasoconstrictors DM50 parasympathomimatics

cholinergics neurotransmitters lacrnnogenic agents

substance agonists substance antagonists

mucolytics prostaglandin antagonists lipogenase

inhibitors cyclooxygenase inhibitors
antnnflammatories oxygen scavengers hydrating

agents and epitheliotropic agents

14 The composition of claim 13 wherein the

compound is selected from the group consisting of

vitamin vitamin retinoic acid pilocarpine

hyaluronic acid polyvinyl alcohol xaethylcellulose

methyl paraben eledoisin physalaemin bromnexine

mucosolvan acety1csteine indomethacin and

corticosteroids

15 The composition of claim 11 comprIsing

cyclosporin In corn oil

16 The composition of claim 15 further

comprising compound selected from the grcup

consisting of alpha tocqherol and methyl paraben

17 The composition of claim 11 wherein said

composition is encapsulated

O
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18 The composition of claim 17 wherein said

composition is encapsulated within polymeric matrix

19 The composition of claim 18 wherein said

composition is encapsulated within po1yeric matrix

formed of polymer selected from the group consisting
of polyethylene polystyrene polypropylene
polyanhydrides polyorthoester polylactic acid and

polyglycol ic acid

20 The composition of claim 17 wherein said

composition is encapsulated within liposomes

21 The composition of claim 17 wherein said

composition is microencapsulated

22 The composition of claim 11 wherein said

cyclosporin is in concentration which promotes
normal wound healing

23 The composition of claim 23 wherein said

cyclosporin is in concentration which stimulates or

restores lacrimal gland activity

24 The composition of claim 11 wherein said

cyclosporin is in concentration which suppresses an
immune disorder
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Sfltle IOPICAL AND TRANSDERTvjAL DELiVERY SYSTEM UTILIZING SUBMICRON OIL SPHERES

57j Absfraet

The present invention relates to delivery system which includes bloactive drag or cosmetic substance presented in the

form of submicron oil spheres alone or drugs or cosmetic substances in combination with the oil spheres in an aqueous suspen
sion or emulsion Optionally skin penetration enhancer may be included in such formulations Such preparations achieve im
proved bioavailahility and exert larger pharmacological effects than an equivalent dose of the drug or cosmetic formulated in

conventional creams lotions or oleaginous bases
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TOPtCAL AND PRAN$DZRMAL DtLIVERY
flLUTILXZXNG8UBEPONOLSn

FIELD tflQ4
The present invention relates to the field of drug

delivery and particularly to the administration of

various pharmaceutical or cosmetic agents to patient
through the skin or mucous membranes by the application of

innovat-ive non-irritating topical composxtaons of these

agents in the form of submicron oil spheres

The delivery of drugs to the skin and systemicaiiy
via the skin is hampered by the natural barrier of the
stratum cornea Creams and lotions are classical15
vehicles for delivering drugs and cosmetics to the skin
These preparations are semisolia bi-phasic preparations
where oil spheres are dispersed in water The droplet
size of these spheres has not been concern in

20
conventional pharmaceutically marketed senusol creams
and lotions Most comercially marketed medical creams
include oil spheres having size of to 50 microns For

ekaraple VOLTREN EMULGEL has droplet size above five

microns as confirmed both microscopically and with photon
correlation soectzoscopy Coulter N$MD

Moreover the scientific litorature does not address
the droplet size of the internal oily phase of topically
applied emulsions On the few occasions that refer to

topical cream or lotion dosage forms the indicated

droplet size is in the range of few to tens of microns
For example Patent 45260l relates to an eutectic
mixture of lidocaine and tetracaine which allegedly

produces good local anesthetic effect that may not be
achieved otherwise

00 63 870 claims good anti-inflammatory activity
and high safety of an anti-inflammatory substance in
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combination with MCT oil and carboxy vinyl polymer

Again droplet size is not emphasized

HP 04 33 132 discloses the topical cosmetic

application of vesicles for incorporation of essential

oils It is also possible according to that patent

application that small droplets of various sizes of the

essential oils may be formed

The cases cited above exemplify numerous patents

concerning topical uses of classical macroe1nulsions in

10 which the oily droplets are generally well above one

micron in diameter There is also vast body of prior

art utilizing liposome preparations for enhanced dermal

penetration of pharmaceuticals Egbaria Weiner Adv

Drug Delivery Rev 287 1990 However there are

15 inherent problems in formulating stable liposomes since

these structures are lipid bilayers enveloping an aqueous

phase Another type of drug carrier distinct from both

classical emulsions and liposomes are the microemulsions

which are usually thermodynamically stable transparent

20 and have particles consistently below 200 ma Rosano
ILL Carallo J.L and Lyons G.E Microemulsion Systems

Vol 24 chapS 16 H.L Rosano and Clause eds Marcel

Dekicer Inc N.Y 1987 pp 271 However

microemulsions contain large proportion of surfactant to

25 lipid and therefore are inappropriate for dermal

applications due to anticipated problems of irritancy

HP 0.5 06 197 discloses an aqueous suspension of

nartoparticles of at least one lipid and an emulsifier

wherein the nanoparticles have size of between 50 and

30 1000 nm The lipids used therein however are either

solid lipid or mixture of solid lipids

In the field of topical and transdermal medication

and delivery of drugs much effort has been invested in

providing chemical enhancers of drug penetration such as

35 DM150 and azones Many of these substances cause

irritation and are not desirable due to their toxicity

There remains need therefore for method and vehicle
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which will enable or facilitate efficient transport of

poorly soluble drugs through the skin for topical or

transdermal use when provided as an aqueous dispersion of

LQMY_OF TEE tflVENt ION

This invention relates to composition for topical
application of pharmaceuticals or cosmetics comprising
submicron size droplets of drug with oily excipients

10 either alone or dispersed in an aqueous medium The

droplet size is below one microns and preferably in the

range of about 0.05 to 0.5 microns semisolid state is

advantageous for the practical application of the dosage
form on the skin when used as cream

15 Specifically the submicron size droplets include
about 0.5 to 30% of first component comprising an oily
liquid about 01 to 10% of second component of an

emulsifier and about 0.05 to 5% of non-ionic surfactant
These droplets are suspended in an aqueous component which

20 forms the continuous phase of an emulsion The

composition provides enhanced topical and/or transderma
systemic effects compared to similar compositions which
have larger size droplets mean droplet size in the

range of between about 0.1 and 0.3 urn is preferred
25 The first component is typically present in an amount

of about to 20% and includes oily liquids such as

medium chain triglyceride oil having chain length of

about to 12 carbons vegetable oil mineral oil an

oil of animal source synthetic derivative thereof or
mixtures thereof To form viscous composition the oily

liquid may be present in an amount of about 20 to 30%
Alternatively one or more adjuvants such as gelling

agents or thickening agents may be included to increase

the viscosity of the composition and form cream
35 The emulsifier may be phospholipid compound or

mixture of phospholipids such as lecithin

phosphat idylcholine phosphat idy lethanolamine or mixtures
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thereof in an amount of about 0.2 to The surfactant

may be non-ionic alkylene oxide condensate of an organic

compound which contains one or more hydroxyl groups such

as an ethoxylated alcohol or ester compound in an amount

Of about tL2 to St
The first component may conprise an active ingredient

in any one of number of forms For simplicity the

active ingredient may be in the form of an essentially
waterinsoluble oily liquid1 such that other oily liguids

10 are either not needed or can be mixed therewith Instead
the active ingredient can be present as solid

essentially waterinsoluble or slightly watersoluble

substance which is partially or fully dissolved or

dispersed in one of the oily liquids mentioned above For
15 such mixtures or dispersions the active ingredient may be

present in an amount of 0O5 to 2.5%

The active ingredient may be one or more of the

following steroid nonsteroidal anti-inflammatory

drug antibiotic tranquilizer sedative antihistaminic
20 antifungal antibacterial antiviral disinfectant

antipsoriasis agent or local anesthetic Specifically
the active ingredient is clotrimazole bifonazole

tetracycline miconazole triamcinolone amphotericin

gentamicin hydrocortisone lodoxuridine diphenhydramine
25 minoxidil lidocaine tetracaine and clindamycin

The composition may also include dispersion

enhancer in an amount sufficient to promote the

homogeneity of the composition or viscosity enhancing

agent in an amount sufficient to impart semisolid form

30 to the composition preferred viscosity enhancing agent
is physiologically acceptable high molecular weight

compound In addition skin penetration enhancer may be

added in an amount sufficient to enhance the penetration

of the composition through skin after the composition is

35 topically applied thereto

The invention also relates to method for obtaining
enhanced topical and/or tranádermal systemic effects which
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comprises formulating one of the compositions described

above and topically applying the composition to the skin

of subject wherein the composition provides enhanced

topical and/or transdermal systemic effects compared to

the same compositions which have larger size droplets In

this method the active ingredient may be barbiturate

benzodiazepine ketotifen phenytoin phenothia sines

cyclosporin diphenoxyiate diclofenac dexamethasone

prostaglandin nifedipine atropine

10 verapamil fentanyl lipophilic peptide or miconazole

When the method is used to treat skin condition

the active ingredient may be Vitamin Vitamin

retinoid carotene or benzoyl peroxide and is applied

to alleviate reduce or prevent dermatological conditions

15 and diseases including atopic dermatitis psoriasis acne

and other types of skin inflammations or viral fungal or

bacterial skin infections

The invention also relates to method for reducing

local irritation produced by pharmaceuticals which induce

20 local inflammatory reactions by topically applying one of

the compositions described above Depending upon the

selection of the active ingredient the method may be used

for achieving local anesthesia or analgesia or for

providing general analgesia

25 Also an article such as an occlusive dressing or

adhesive patch can be used to administer active

ingredients such as steroid nicotine nitroglycerine or

the like

30 MXflJ..$Cfl.fltQNQflEiNGS
In the following detailed description reference will

be made to the annexed drawings in which

Fig is graphical illustration of the effects of

edema over time during treatment with various diclofenac

35 creams
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Fig is graphical illustratIon of the relative

difference over time during treatment with various

diclofenac cre.ams and

Fig is graphical illustration of the effects of

edema over time during treatment with various naproxen

creams

PITM_P ION OP ION

According to the present invention pharmaceutical

10 and cosmetic compositions are provided in the form of

submicron droplets of water-insoluble liquid drugs or

cosmetically active substances alone1 or drugs or

cosmetically active substances with oily excipients and/or

solvents in an aqueous medium These compositions promote

15 percutaneous penetration on topical application and local

or transdermal effects Advantageously chemical entity

which acts as skin penetration enhancer may be added to

the above for enhancing activity Thus1 the overall

pharmacological effect1 while using such chemical

20 enhancer in conj unction with such submicron oil spheres1

will be greater than either one of them alone

In contrast to the prior art1 the present invention

relates to oily spheres having an average diameter in the

submicron range which are both physically and chemically

Z5 distinct from the known art of liposometype lipid

vesicles and from the known art of microemulsions in which

surfactants or synthetic emulsifiers comprise large

proportion of the composition in terms of chemical

composition1 the particles are somewhat similar to

30 classical emulsions but due to the finely divided

particulate nature of the current invention1

significantly enhanced dermal penetration is achieved We

have thus tented these droplets as submicron emulsion oil

spheres

35 Insoluble drugs or cosmetically active substances may

be dispersed in an aqueous medium as solid or liquid

particles to form suspension One aspect of this
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inventIon relates to drugs or cosmetically active

substances that are liquid at room temperature and may be

dispersed as liquid waterinsoluble droplets with the

desired droplet size range Otherwise for drugs or

cosmetics which are solid at room temperature and in the

shape of powder or crystals mixtures with an oIl are

preliminary required step in order to obtain oily droplets

in aqueous suspension

An emulsion is dispersion of oil in water o/w
10 and can be defined as either macroemulsion or

microemulsion macroemulsion is cloudy turbid

composition having an oildroplet size of 0.5 to 100 am

and is generally thermodynamically unstable In

comparison microemulsion is translucent to

15 transparent composition having droplet size of

0.005 to 05 is thermodynamically stable and is

generally self emulsifying See e.g Friberg et al

1987 Microemulsions Structure and Dynamics CRC Press

Inc Boca Raton FL pp 154 Also the proportion of

20 surf actants to oil required to generate microemulsions is

generally much higher than in macroemulsions

The term submicron is used herein to mean size of

about 0.05 to 0.5 and preferably about

0.1 to 0.3 zm Thus submicron droplets of these sizes

25 would be smaller than those of classical macroemulsion

which has droplet sizes of above about 0.5 am but

generally larger than those of classical nicroemulsion

which for practical purposes has droplet sizes of less

than about 0.1 Mm
30 These submicron droplets can easily be sterilized by

filtration for example in 0.45 um and/or 0.22

filters are more stable in longterm storage and can

better withstand sterilization in an autoclave

An oil-inwater emulsion is dispersion of droplets

35 or colloidal particles in an aqueous medium with the

colloid particles having an oily core surrounded by an

interfacial film of the emulsifiers and surface acting
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agents or surfactants For clarity in understanding the

present invention the following terms will be used

aqueous phase to denote the aqueous solution in

which the droplets or collold particles are dispersed

oily phaset to denote the oily cores of the

droplets or colloidal particles and

amphiphilic phase to denote the interfacial films

of emulsifier and surfactant surrounding the oily phase of

the droplets or colloidal particles

10 In this invention the oil may be vegetable oil

mineral oil medium chain triglyceride HOT oil i.e

triglyceride oil in which the carbohydrate chain has 8-

12 carbons1 or combination of two or three of such oils

Although HOT oil can be considered as component of

15 vegetable oil it is separately identified herein because

of its particular utility as preferred oil for use in

the present droplets In addition NOT oil is available

commercially Examples of such HOT oils include TCR

trade name of Societe Industrielle des oleagine.aux

20 France for mixture of triglycerides wherein about 951 of

the fatty acid chains have or 10 carbons and NIGLYOL

810 or 812 trade name of Dynamit Nobel Sweden for

mixed triester of glycerine and of caprylic and capric

acids Examples of vegetable oils include soybean oil

25 cotton seed oil olive oil sesame oil and castor oil

The mineral oils may be natural hydrocarbons pr their

synthetic ana1ogs Oily fatty acids1 such as oleic acid

and linoleic acidr fatty alcohols such as oleyl alcohol

and fatty esters such as sorbitan monooleate and sucrose

30 mono di- or tripalmitate can be used as the oil

component although these are not as preferred as the

other oils mentioned above The excipient oil may also be

of animal source or any acceptable synthetic substitute

therefore

35 The amphiphilic phase comprises the emulsifiers and

surfactants Preferred emulsifiers include phospholipid

compound or mixture of phospholipids Suitable
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components include lecithin MONTANOL-68 EflCURON 120

Lucas Meyer Germany which is mixture of about 70% of

phosphatidylcholine 12% phosphatidylethanolamine and

about 15% other phospholipids OVOTMIN 160 Lucas Meyer

Germany which is mixture comprising about 60%

phosphat idy Icholine 18% phosphatidylethanolamine and 12%

other phospholipids purified phospholipid mixture

LIPOLD E75 or LIPOID 8-SO Lipoid Germany which is

phospholipid mixture comprising about 80%

10 phosphatidylcholine 8% phosphatidylethanolamine 36%

non-polar lipids and about 2% sphingomyelin Purified egg

yolk phospholipids soybean oil phospholipids or other

purified phosphoilpid mixtures are useful as this

component This listing is representative and not

15 limiting as other phospholipid materials which are known

to those skilled in the art can be used

The surfactant chosen should preferably be nonionic

to minimize irritation and one skilled in the art can

conduct tests to routinely select specific surf actants for

20 this purpose Generally the surf actant is nonionic

alkylene oxide co ensate of an organic compound which

contains one or mo hydroxyl groups For example

ethoxylated and/or propoxylated alcohol or ester compounds

or mixtures thereof are commonly available and are well

25 known to those skilled in the art Suitable surfactants

include but are not limited to TYLOXAPOL POLOXN4ER

4070 POLOXANER 188 POLYOXYL 40 Stearate 4ULF0R EL620

POLYSORSATE 80 and POLYSORBATE 20 as well as various

compounds sold under the trade name TWEEN 101 American

30 Inc Wilmington Delaware U.S.A PLURONIC F68 trade

name of BASF Ludwigshaf en Germany for copolymer of

polyoxyethylens and polyoxypropylene At this time

PLURONIC F-GB and the POLOXAMER 188 are preferred The

TYLOXAPOL and TWEEN surf actants are also preferred because

35 they are FDA approved for human use

The aqueous component will be the continuous phase of

the emulsion and may be water saline or any other
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suitable aqueous solution which can yield an isotonic and

pU controlled preparation

In addition the compositions of the invention may

also comprise conventional additives such as preservatives

and antioxidants Typical preservatives include

Thimerosal chiorbutanol and methyl ethyl propyl or

butyl parabens The preferred oil phase antioxidant is

tocopheroI or atocopherol succinate The aqueous phase

may also include an antioxidant or chelating agent of

10 polyamine carboxylic acid such as ethylene diamine

tetraacetic acid flEDTht or pharmaceutically

acceptable salt thereof

The drug cosmetic or active ingredient alone or

with the oily excipients are mixed with sufficient

15 amount of surfactants and/or dispersing and suspending

agents to allow dispersibility within the desired size

range in aqueous medium The surfactants may be any

pharmaceutically acceptable ones that enables adequate

dispersibility and stability of the droplets in aqueous

20 medium in form of stable submicron sizerange droplets

The drug1 with or without oily excipients is vigorously

mixed with an aqueous solution that may contain

surfactants to result in submicron droplets of the drug

and excipients If needed high shear mixer and high

25 pressure homogenizer are employed to achieve the desired

droplet size Sonication is an alternative method to

achieve the desired submicron droplet size

Highly efficient delivery of the submicron droplets

to the skin is obtained with dosage form which is semi

30 solid To produce semi-solid composition many methods

may be applied addition of gelling agents such as

carbopols and adjusting to pH organic thickening agents

such as polyvinyl pyrrolidone P7 or hydroxypropyl

methyl cellulose HPNC polymer or cetostearyl alcohol

35 and other waxes that may rigidity solidify or increase

the viscosity of the aqueous dispersion to the desired

consistency level Inorganic thickening agents such as
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fumed silica AEROSIL or CABOSIL alumina1 clay or other

similar colloidal particles can be used to increase the

viscosity of the formulation It is also possible to use

oil concentrations on the higher end of the disclosed

range to achieve higher viscosity compositions However

use of greater than 30% oil causes difficulty in achieving

the desired droplet size

Chemical skin penetration enhancers may be

incorporated into the formulation to enhance penetration

10 of the active ingredient through the skin In this

regard DM50 decyl methyl suif oxide Ndodecyl

pyrrolidone decanol dodecanol an organic acid such as

oleic acid or the like can be used Qverall

pharmacological effects achieved with the combination of

15 chemical enhancers and submicron droplets are greater than

for either component used by itself4

This invention provides submicron spheres or

droplets that are an insoluble assembly of unique

entities dispersed in an aqueous phase with the aid of

20 appropriate surfactants or emulsifying agents The

emulsifying agent and surfactant form protective layer

around the droplets thus enabling efficient dispersion and

suspension of the oily phase in water This layer is

monolayer polar by virtue of the surfactants The

25 present droplets are neither vesicles nor liposomes since

no bilayers resembling the bilayer forming the living cell

wall is formed Nicelles may be formed and be present1

but may account for only very small fraction of the

surfactants and insoluble matter of the formula and in

negligible quantities usually less than about 1% of the

total mass of insoluble matter and surf actants or

dispersing agents

Experiments carried out and measurements by means of

photon correlation spectroscopy coulter M4MD and laser

35 diffraction Coulter L5l30 indicated that the droplet

size in the compositions of the invention is in the size

range of about 002 to about 0.5 microns Preferably the
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size range is mainly in the 0.1 to 0.3 micron i.e. 100

to 300 rim range

Depending on the inherent activity of the active

xngredient ts qaitity has to be adusted for each

specific drug

compositions according to the Invention for topical

applxcaton to obtain topical or systemic effect

cootan tor exaitnie as acttve ingredient steroids or

nonsteroinal anti-inflammatory drugs antibiotics

antifungals antivirals antSstamines antineoplastics

or tocal anesthetics Specific examples wotdd include

substances sucn as clotrimazole bifonazols tetracycline

miconazole triamcinoone anphotericin gentamicin

hydrocortsone iodoxundine diphenhydramine minoxidil

15 lidocaine tetracaine and clindamyc.in

For systemic effects the following categories of

druqs are suitabie hypnotics sedatives anxiolytics

antidepressants anticonvulsarts anti-inflammatory drugs

anti-fungals prostanoids prostanoid agonists prostanoid

20 antagonists analgesics hormones and vatamris Specific

examples iould incLde lipopnlc peptides barbiturates

benzodiazepines phenotniazines cyclosporin

diphenoxylate physotigmine tacnne diclofenac

dexamethasone prostaglandins nifedipine nitroglcerine

25 atropine verapamil fentanyl lipophilic poptides

ketotf en phenytoin iconazole and ketoconazole

For cosmetic effects1 the active ingredient might he

for axanpie Vitanin Vitamin polyunsaturated fatty

acid such as eicosapentanolc acid retinoids carotenes

30 and benzoyl peroxide

Instead of vscous copositton tne droplets of the

nveit1on can be topicall and transdermally applied by an

wticle which includes the droplets ar active ingredient

and support for retaining the composItion thereon The

35 support would include an adhesive for securing the article

to me skin of sLbject wide variety of active

ingmedients including steroids such as estradiol
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nicotine or nitroglycerine can be administered by this

article which would generally be in the form of an

occlusive dressing or an adhesive patch

In the following description concentrations will be

indicated by which denotes the concentration by weight

of the component per 100 units volume of entire

composition All indicated concentrations should be

understood as standing each by itself and not cumulative

It should be appreciated by the artisan however that

10 there is some dependency between the concentrations of the

components e.g.1 higher concentrations of the oil will

generally require higher concentrations of the emulsifier

and surf actant

The emulsion used in the compositions of the present

15 invention may comprise about 0.5 to 30% oil about 0.1 to

lot emulsifier and about 0.05 to 5% surfactants

Generally increasing the concentration of the nonaqueous

phase i.e the combined concentration of the oily and

the amphiphilic phase increases viscosity of the

20 composition In order to obtain viscous composition

the concentration of the oil could be increased to about

20 to 30% As noted above another way to increase the

viscosity is to add pharmaceutically acceptable gelling

or thickening agent such as Carbopol or the like These

25 viscous compositions are useful as creams or ointments

Pref erred concentrations of the components are as

follows about to 20% oil about 0.2 to 5% of the

emulsifier with about 0.2 to 1% being particularly

preferred and about 0.2 to 5% for the surf actant with

30 about 0.2 to 1% being particularly preferred For

viscous composition about 0.2 to 15% of the gelling or

thickening agent can be included

The drug or cosmetic agent the active ingredient is

present in an amount ci about 0.05 to 5% by weight of the

as composition preferably about 0.1 to 2.5% Depending upon

whether the active ingredient is hydrophilic or

hydrophobic it will be physically present in the oily
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phase or the aqueous component Also the pH of these

compositions should be in range which is suitable for

the stability of the active ingredient but silghtly

acidic or as close to neutral as possible for

compatibility with the skin

The invention is illustrated with reference to the

above-mentioned examples1 which are to be construed in

strictly nonlimitative manner4

2.0 EflHPL
The enhanced topical and transdennal effects of drugs

administered in emulsions comprised of submicron size

droplets in comparison to standard cream formulations and

commercial preparations was established in several test

1.5 systems1 Antiinflammatory agents were tested utilizing

the ca.rrageenan induced paw edema in guinea pigs

Tranquilizers were assessed in guinea pigs utilizing

behavioral tests indicative of sedation Local

anesthetics were tested in healthy human volunteers on the

ZO basis of loss of local sensation following application of

various preparations

The following summarizes the systems used and results

obtained with the formulations tested The following

cases are to be construed as examples in strictly non

25 limitative manner

ELLE diazepam submicron cream preparation was

made as follows4 0.5 of diazepam are mixed with of

medium chain triglyceride T4T oil and of lecithin

30 until an homogeneous oily phase is achieved The oily

phase is then dispersed into 90 ml of an aqueous phase

which includes of PLUROMIC F-CS and 0.1 of mixture

of methyl and propyl parabens by initial mixing with

magnetic stirrer followed by high shear mixer Polytron

35 13000 for minutes at 20000 RPM to form an emulsion

Further treatment of the emulsion is conducted in high

pressure homogenizer APV Gaulin at 800 bar for
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minutes about 10 cycles at 45-55C Thereafter the

emuls ion was cooled to room temperature and the mean

droplet size was measured size to be 120 nanometers having

very narrow distribution with practically no droplets

above one micron less than 0.5% being detected

CARBOPOL is added to final concentration of 0.3%

Finally the pH is elevated with sodium hydroxide to and

semi-solid submicron droplet preparation is achieved

tO EXkj Example was repeated using MOP oil and

oleic acid The mean droplet size was found to be 150

nanometers

EXAflPLE3 Comparative formulation was made in the

t5 same manner as Example but without the procedure to

reduce the droplet size The finaldroplet size was

between and 50 microns

EXkNPLE Comparative conventional diazepam cream

20 was prepared as follows diazepam 0.5 MCT oil

emulsifying wax hot water 81 ml classical

technique was used whereby the wax was melted the oil and

drug were added and then the hot water was added with

vigorous stirring The mean droplet size of the cream was

25 between and 50 microns

EA14PLE The systemic tranquilizing effect of topically

applied diazepam creams of the first four examples were

investigated and compared to the systemic administration

30 of diazepam as follows

Materials and Methods

Guinea pigs males and females having body weight

of about 250 were shaved 24 hours before application of

the creams The following formulations were applied

35 diazepam 0.5% small drops Example diazepam

0.5% small drops with oleic acid Example
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diazepam 0.5% large drops with oleic acid Example

diazepam 0.5% in conventional cream ci large

droplet size Example Five grams of each preparation

was applied on the shaved area i.e about 20 02 of each

guinea pig

Commercially available parenteral preparations were

also used as controls as follows diazepam mg/n

vials of ml 10 mg/kg administered intramusculariy

and the same preparation administered subcutaneously

10 10 mg/kg
Clinical appearance following application or

injection was checked and recorded The onset and

termination times of the effects were recorded

Three basic behavioral tests indicating level of

15 sedation were used

Righting reflex animals are positioned on their back

and the time that is required to return to normal position

was recorded Three levels of sedation are scoreth low

score animal returns immediately to normal position

20 moderate score up to 30 seconds are needed to return

to normal position severedeep score more than 30

seconds are needed to regain normal position

step testt animals are positioned on cm high

step with the forelegs on the step The time interval

25 for changing this position was measured for each animal

The same course of time that was used for scoring of

righting reflex was used here

Animals were positioned on their hind legs their

forelegs put on the top of their cage 20 cut high The

30 time interval for changing this position was measured for

each animal The same scoring methodology as above was

used here

total aggregate score or each animal was

calculated to show the state of sedation for this study

35 The results are shown in Table It was found that

topically applied diazepam is very effective when

delivered in submicron droplets systemic-like effect
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may be achieved with this preparation but the same dose

in large droplet formulation was not effective4 Also the

inclusion oleic acid in the formulation reduces the

time for onset of activity and duration

TabLe Ii Eflicacy of Different Topical asid Systemic

Diazepam Poreulations in Guinea Pigs

Treatment No nf Score Time
Animals Activity

miTt

Diazepam i4m 10 mcj/kg 39.0 .15120

Oiazepam s.c 10 mg/kg 52.8 15130

Diazepam 0.5% cream 47.5 45240
submicron drops

Diazepam 0.5% cream 43.7 30120
submicron drops with ethic
acid

Oiazepam 0.5% cream 3.0

large drops with cleic acid

Classical diazepam 0.5%

cream

EXAI4PLE Examole was repeated usinq TWEENSO
20

of PLURONIC F6S The mean droplet size was 170

nanometers and an enhanced tranquilizing effect

substantially equivalent to that of Example was

detected

25

30

AiaL7 Example was repeated using EMULPOR EL-620

instead of PLURONIC F68 The mean droplet size was found

to be 100 nanometers and the activity was comparable to

that of Example

MLL8 Example was again repeated except that the

formulation contained 20 MCT oiL The mean droplet size

was found to be 210 nanometers but the activity was

significantly increased in comparison to Comparative

Example and was as good as that of Example

to

15

instead

35
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EPLE Example was repeated except that 20 MCT

oil and diazepam were used The mean droplet size was

250 nanometers and the preparation exhibited increased

activity compared to that Comparative Example which

was at least as good as that of Example

flLLlo Example wae again repeated but oleic

acid was included The mean droplet size was 100

nanometers and the composition was found to be as active

10 as that of Example

BPMPLEi Example was repeated using TWEEN-65 instead

of lecithin The mean droplet size was found to be 250

nanometers and the formulation was much more active

IS score of 35 than that of Example

EXAMPLE 12 Example was repeated using MONTANOL-65

instead of lecithin The mean droplet size was found to

be 300 nanometers and the formulation was much more active

20 score of 30 than that of Example

Ll3t Example was repeated using soybean oil

instead of HOT oil The mean droplet size wa.s found to he

180 nanometers and the formulation was as active as that

25 of Example score of 45

fljPLE 14 Example was repeated with the addition of

atocopherol as an antioxidant The mean droplet size was

found to be 100 nanometers and the formulation was as

30 active as that of Example This formulation was also

found to be suitable for administering oxidation sensitive

drugs such as nifedipine

PE.Sl5.6 Example was again repeated but of

35 AEROSIL silica and hydroxypropyl cel1ulose respectively

were included instead of CARBOPOL and the pH was adjusted

to 5.5 The mean droplet size for each example was found
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to be 180 nanometers and the compositions were found to be

as active as that of Example

nMELE17 An indomethacin submicron cream preparation

was made follows indomethacin 0.5 MCT oil 17

lecithin 0.8 EMULF0R EL-520 1.6 CARBOP0L 1.7 and

water 78 ml The procedure of Example was followed to

obtain mean droplet size of 130 nanometers

10 EXPLEia Comparative conventional large droplet

size indomethacin cream was prepared as follows

indomethacin 0.5 NOT oil 15 emulsifying wax 91

water 75 ml The composition was prepared as in Example

The mean droplet size was found to be between 550 sm

15

flMPLE_13 The topical anti-inflammatory effect of

topically-applied indomethacin creams of Examples

17-18 were investigated and compared for their anti-

inflammatory effect versus systemic administrationa

20 Animals and Materials

Guinea pigs 250

Indomethacln 0.5% in submicron cream Example 17
Indomethacin 0.51 in conventional cream Example 12
Indomethacin 05% in solution

25 Study Procedure

All animals received an injection of 0.1 ml

carrageenan 0.1% into the hind paw Measurements were

taken from the area of injection and followed for up to

hours

30 The above creams were administered at carrageenan

administration site and the solution of indomethacin was

administered intramuscularly iS minutes prior to

carrageenan administration

The circumference of the paw was again measured and

35 the change in size was compared for the different

treatments The volame changes were measured by

plethysmometer Ogo Easel
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The results presented in Table demonstrate that

local application of indomethacin in su.bmIcron droplet

cream was the most effective in reducing the edema caused

by the carrageenan injection and was more effective than

large droplets of indomethacin cream or the same dose

administered intraauscularly

10

20

EWiE2Q lidocaine submicron cream preparation was

made as follows lidocaine MCT oil 6.5 ag lecithin

08 EMULFOR EL-$20 1.5 water 78 ml and CARBOOL

1.7 Again the procedures were the same as in Examples

and 17 The mean droplet size was found to be 160 nm

EXMPLE 21 Comparative conventional large droplet

size lidocaine cream was prepared as per Example except

with lidocaine NOT oil 5.5 emulsifying wax

petroleum 14 water 69 ml The mean droplet size was

greater than 50 microns

35
1PLE 22 small droplet size eutectic local

anesthetic ne prepared as follows 2.2 lidocaine

Table Perfostauce at Dittenut Indonethacin Fortaulatians

in Paw Mama Model in Guinea

Average change of ctrcumfersnce
narcent

Hours after carrageenan
mleat ion

No of

Treatment nmma1s

Control 17 32 61 80 83

carrageenan

Indomethacin 0.5% 7.3 24 32 36

in cream small

droplets

lndomethacin in 16 55 67 47 39

cream Lar9e
droplets

Indemethacin 10 19 22 25 36 33

mg/kg i.e in
solution
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2.2 tetracaine PLURONIC F-SB 39 water and

carbopol 4.5 The preparation procedure was as per

Example the pH was adjusted to and the mean droplet

size was found to be 250 nanometers

EXAMPLE 23 comparative conventional large droplet

stze eutectic local anesthetic was prepared as follows

The same formulation as in txample 22 was prepared but

without the procedure to reduce the droplet size The

10 final droplet size was found to be between 20100

EXAMPL.24 The local anesthetic effect of topically

applied lidocaine creams of Examples 20-23 were

investigated and compared Each preparation was applied

15 to the forearm of male human volunteers and the degree

of local anesthesia with time was monitored gentle

touch was made with sharp needle and the sensitivity of

an adjacent untreated area was compared to the

application site to estimate the effectiveness of the

20 tested preparation The experiment was blind for the

volunteers The sensitivity at the site of application

was given score of intensity of to and an average

dosage form performance was calculated The results are

shown in Table

2.5

Table Average Score Effectiveness of Small vs
Large Proplet Size Lidocaifle Creams

Droplets Small Larce

Example 19 20

Drug Conc

Droplet size urn 0.25 1050

Delay hours 0.5

Duration hours 4.5

Effectiveness 28 17

Average Score

30

35
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20

Table Average Score Effectiveness of Small vs
Large Droplet Size Eutectic Local

Anesthetic Mixture Creams

Droplets Small Large----
Example 21 22

Drug Conc 4.4 4.4

Droplet size 0295 20100

Delay hours 0.3 0.5

Duration hours 4.5

Effectiveness 53 40

Average Score

EXANPLE 25 diclofenac submicron cream was prepared as

follows Oil phase diclofenac diethylammonium 12.2

25 HOT oil 170 LIPOID 5-80 30 atocopherol succinate

0.4 Aqueous phase EDTh disodium salt EMULFOR

EL620 25 glycerol 175 preservatives methyl and

propyl parabens 05 reverse osmosis purified water to

1000

30 The composition was prepared as follows The

emulsion was prepared by combining the oil and aqueous

phases together with magnetic stirrer for minutes

followed by high-speed high-shear mixer Folytron

13000 for minutes at 3000 RPM The emulsion which was

35 obtained was treated by high pressure homogenizer APV

Caulin at 800 bar minutes about 10 cycles at

these data show that lidocaine alone in oleaginous

base or in regular cream of emulsifying wax i.e one

having droplet size of greater than 50 microns was not

effective as local anesthetic However the small droplet

size preparation o.f lidocaine provided local anesthesia

and performed better than larger droplet size which was

very poor Moreover the small droplet size eutectic

mixture performed better than the same formulation but

with large droplet size as shown in Table

1O
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45_55 After homogenization1 the emulsion was allowed

to cool to room temperature1 the particle size

distribution was aetermined and the emulsion was then

filtered through 0.45 micron pore size filter Unimodal

size after cycles/SOD bar is 120 30 nm with the dust

before filtration being in the range of 24%

The cream formulation was prepared as follows To

1000 of the emulsion 50 of 10% CABBOPOL 940 which

was pre-swollen in purified water was added and mixed

SO thoroughly with the Polytron X3000 device at 510000 RPM

for 2-3 minutes Pure triethanolamine was added dropwise

with mixing to adjust the pH to 6-6.5 final mixing

with the Folytron K3000 device at the same conditions

produces cream which contains 1.16% Diclofenac DEA

IS which is equal to 1% solution of sodium diclofenac

After pH viscosity and drug content testing the cream is

packed into aluminum tubes

EXkMPLE1 topical edema treatment by diclofenac in

20 different droplet size formulations was evaluated

formulation containing submicron droplets of diclofenac

Example 25 was compared to standard preparation using

the carrageenan paw edema model guinea pigs

Carrageenan 0-1 ml of 0.1% solution was injected into

25 hind paw at tlmeo Start size of edema at time zero

was taken as 100% level Surface of edema was treated

immediately after carrageeflan injection by test

preparations

ll6% diclofenac diethylammoflia equivalent to 1.0%

30 Diclofenac sodium in submicron emulsion 90150 nm

droplets Example 25
VOLTAREX$ EMULGEL Ciba-Geigy as reference

composition with known activity 1.16% diclofenac

diethylammonia in large droplets 510 jsm

35 changes in volume were made using plethysmometer Ugo

Easel and the results are shown in Fig
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flZFLE_fl piroxicam small droplet cream was prepared

from the following components piroxicam 0.25 MCT oil

9.5 lecithin 0.5 Tween.$0 0.5 water 38.4

carbopol 0.2 triethylamine 0.2 The composition was

prepared as in Example The mean droplet size was found

to be 127 nm

EXMIPLE 2t Comparative conventional piroxicam large

droplet cream was prepared as follows piroxicam

tO 0.178 MCT oil cetosteryl alcohol 2.7 sodium

dodecylsulfate o..a water 27 After melting together

the cetostearyl alcohol with sodium dodecylsulfate the

MCT oil was added Piroxicam was mixed with ready hot oil

phase and then 27 ml of boiling water was added and mixed

15 thoroughly After cooling to room temperature the cream

was obtained

EXM4PLE 29$ topical edema treatment by piroxicam in

different emulsion formulations was studied The

20 submicron droplets of piroxicam Example 27 was compared

to standard cream Example 28 using the carrageenan paw

edema model guinea pigs of Example 25 As shown in Fig

piroxicam in the cream of Example 27 demonstrates

relatively low antiinflammatory activIty while the

25 formulation of Example 26 was found to be much more

effective

EXA1PLE 30 topical naproxen submicron cream was

prepared from the following components naproxen Ig
30 Miglyol 810 17g LTP0ID E-80 3g otocopherol succinate

0.04g WLFOR EL-620 2.Sg glycerol 1.75g EDTA disodium

d.ihydrate 0.lg cARBOPOL 940 0.Sg triethanolamine 0.5g

and pure water to 100g The naproxen NIGLYOL 810 LIPOID

E-80 and atocopherol succinate were mixed together at

35 45CC until completely dissolved to form an oil phase The

Et4tJtFOR glycerol and EDTA were dissolved in water and

mixed thoroughly with the oil phase in high shear mixer

1
4
3
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Polytron K3000 for minutes at about 20O00 RPM to form

an emulsion Further treatment of the emulsion is

conducted in high pressure homogenizer Afl Gaulin at

800 bar for cycles to droplet 5lZ of about 100150

nm After filtration through 0.45 micron filter

CARBOP0L in the form of preswollen gel 10% in water

was added and mixed in the Polytron device for minutes

at 5000 RPM The triethanolamine was added to final pH

of 5.56.5 and the formulation was mixed in the Polytron

10 device until homogeneous cream was obtained

NPLEil topical edema treatment by naproxen in

different formulations was studied submicton droplet

cream of naproxen Example 30 was compared to standard

15 cream using the carrageenan paw edema model guinea pigs

of Examples 26 and 29 for the following formulations

Naproxen in submitron emulsion 100150 mu droplets

as per Example 30 applied topically

Naproxen in conventional cream droplets larger than

20 20 microns applied topically

The results are illustrated in Fig

25

30

35
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What is claimed is

composition for topical application of

pharmaceuticals or cosmetics comprising submicron size

droplets comprising about 0.5 to 301 of first component

of an oily liquid about 0.1 to 10% of second component

of an emulsifier and about 005 to 5% of non-ionic

surfactant said dronlets havinq mean droplet size in

the range of 0.05 to 05 btm wherein said composition

10 provides an enhanced topical and/or transdernal systemic

effect compared to the same composltions which have larger

size droplets

The composition of claim wherein the .mean

droplet size is between about and Mm

15 The composition of claim wherein the first

component comprises medium chain triglyceride oil having

chain lengtn of about to 12 carbons1 vegetable oiL

mineral oil an oil of animal source synthetic

aerivatne thereof or mixtures toereef

20 The composition of claim wherein the first

component is present in an amount of about 20 to 30% to

form viscous composition

The composition of claim wherein the

emulsifier is phospholipid compound or rnxture of

25 phosphoilpids

The composition of claim wherein the

phospholiptd is lecithin phosptatdylcholine

phosphatidylethanolamine or mixtures thereof

The composition of claim wherein the

30 emulsifier is present in an amount of about to 5%

The composition of claim wherein the

surfactant is non-ionic alkvlene once conctensate of an

organic compound which contains one or more hydroxyl

groups

35 Tho composltlon of claim wierein the

surfactant is an ethoxylated alcohol or ester compound

015
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10 The composition of claim wherein the non-Ionic

surf actant is present in an amount of about 0.2 to 5%

11 The composition of claim which further

comprises an active ingredient in an amount of 0.5 to

12 The composition of claim wherein the first

component comprises an active ingredient in the form of an

essentially water-insoluble oily liquid

13 The composition of claim 12 wherein the active

ingredient is present with another oily liquid

tO l4 The composition of claim wherein the first

component comprises an active ingredient in the form of

solid1 essentially waterinsoluble or slightly water

soluble substance which is at last partially dissolved or

dispersed in the oily liquid

15 15 The composition of claim 11 further comprising

an aqueous component which forms the continuous phase of

an oil-in-water emulsion with the droplets forming the

oil phase of the emulsion

16 The composition of claim further comprising

20 dispersion enhancer in an amount sufficient to promote the

homogeneity of the composition

17 The composition of claim further comprising

viscosity enhancing agent in an amount sufficient to

impart semisolid form to the composition

25 15 The composition of claim 17 wherein the

viscosity enhancing agent is physiologically acceptable

organic or inorganic thickening agent

19 The composition of claim 18 wherein the

viscosity enhacing agent js an organic thickening agent

30 comprising high molecular weight organic compound or an

inorganic thichening agent comprising colloidal particlee

20 The composition of claim further comprising

skin penetration enhancer in an amount sufficient to

enhance the penetration of the composition through skin

35 after the composition is topically applied thereto

21 The composition of claim 20 wherein the skin

penetration enhancer is DM50 decyl methyl sulf oxide
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Mdodecyl pyrrolidone decanol dodecanol or an organic

acid

22 The composition of claim 11 t4herein the active

ingredient is at least One Iipoph.ilic peptide

23 The composition of claim 11 wherein the active

IngredIent Is at least one steroid non-steroidal anti

inflammatory drug antibiotic tranquil izer sedative

anti-histaminic antifungal antibacterial antiviral

disinfectant antipsoriasis immunosuppressant

10 vasodilator or vasoconstnctor agent or local

anesthetic

24 The composition of claim 23 where the active

Ingredient is clotrimazole bifonazole tetracycline

miconazole triamcinolone amphotericin gentamicin

15 hydrocornsone iodoxuridine dipnenhydramine minondil

lidocaine tetracaine and clindamycin

25 methoa for enhancec topical andor

trarsdermal systemic effects whicn comprises formulating

the composition of claim 11 and top icafl applying the

20 composition to the skin of subject wherein the

composition proades enhanced topical and/or transdermal

systemic effects compared to the same compositions which

have larger size droplets

26 The method of claim 25 which further comprises

25 selecting the actve ingredient to be lipophilic

peptide prostanoid prostanoid agonist prostanoid

antagonist polyunsaturated fatty acid or an ant-fungal

agent prior to formulating the composition

27 The method of claim 25 which further comprises

30 celecting the active ingredient to cc barbiturate

oenzodiazepxne etotiten poenytoin phenothiannes

cyclospotin physotigtine tacrne diphenoxylate

diciofenac dexamethasone prostaglandin nLedipine

nitroglcerine atropine verapamil fentanyl miconazole

35 er ketoconazole prior to formulating the composition

28 The method of claim 25 which farther comprises

selectIng the active ingredient to be Vitamin Vitamin
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eicosapentanoic acid retinoid1 carotene or benzoyl

peroxide

29 method for treating the skin of subject

which comprises formulating the composition of claim 11

and topically applying the composition to the skin of

subject1 wherein the composition provides enhanced topical

and/or tranedermal systemic effects compared to the same

compositions which have larger size droplets to alleviate

reduce or prevent dermatological conditions and diseases

10 including atopic dermatitis psoriasis acne and other

types of skin inflammations or viral fungal or bacterial

skin infections%

30 method for reducing local irritation produced

by pharmaceuticals which induce local inflammatory

15 reactions which comprises formulating the composition of

claim II and topically applying the composition to the

skin of subject1 wherein the composition provides

enhanced topical and/or transdermal systemic effects

compared to the same compositions which have larger size

20 droplets

31 method for achieving local anesthesia or

analgesia or for providing general analgesia which

comprises formulating the composition of claim 11 and

topically applying the composition to subject

25 32 An article for topically and transdermally

applying an active ingredient which comprises the

composition of claim II and support for retaining the

composition thereon1 said support including an adhesive

for securing the article to the skin of subject

30 33 The article of claim 32 wherein the active

ingredient is steroid nicotine or nitroglycerine

34 The article of claim 32 in the form of an

occlusive dressing or an adhesive patch.

35
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DELOFENAC ANTIINFLAMMATOBY ACTIVITY
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Carrageenan paw edema modsU

WdofaE alit

1- iG

Time mi

as

25

OonüeI

Voftntn kstge

FAMY CARE - EXHIBIT 1004-0249

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



WO 93/W752 PCT/L1S93/02800

2/3

PIROXICAM ANTUNFLAMMATORY ACTIVITY
IN REGULAR CREAM AND SME CREAM
Carrageenan paw edema model
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54 Cyclosporln emulsion composittons

57 Pharmaceulical compositions comprising cyciosporirt e.g CicIoporln or NvaCic1osporLn in microemulsion

preconcentraW and microomulsion form The compositions typically comprise 1.1 alkyl or tetrahydroturltnyl or

perIls I-ether of low molecular weight morto- or poly-oxy-aikane dial as hydrophilic component Compositions are also

provided comprising cyciosporin and 1.1 end suilahly also soocharide monoesler e.g rathnose or saccharose

monolaurate Dosage forms include topical formulations and in particular oral dosage forms
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PBAMACBUTICAL cOMPOSITIONS COEPR INC CYCLOSPORINS

2222773

The present invention relates to novel galenic formulations comprising

cyclosporim active ingredient

The cyclosporlns comprise class of structurally distInctive cyclic

poly-Nmethylated endecapeptides commonly possessing pharmacological

in particular immunosunpressive ant iinflamaator and/or

anti-parasitic activity The first of the cyclosporins to be isolated

was the naturally occurring furgal metabolite Caclosponn or

cyclosporine also known as cyclosporin and commercially available

under the Registered Trade Mark SaDfl4MUNn or SANDIMMUNP Ciclosporin

is the cyclosporin of formula

wherein MeBot- represents the N-methyl-4R-4-but.-2E-en-l-yl-4-

methl-Lthreonyl residue of formula
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CR3

NCU-C0

CR3

in vhich -x-v- is CRGH trans

As the patent of the class Ciclosporin has so far received the most

attention The primary area of clinical investigation for Ciclosnorin

has been as an immunosuppresshe agent in particular in relation to

its applacation to recipients Oi organ transplants heart lung

combined heartlung liver kidney pancreatIc bonemarrow skin and

conical transplants and in particular allogenic organ transplants

In this field Ciclosponn has achieveo remarkable success and

reputation

At the same tine applicability of Ciclosporin to various autoIrune

diseases and to inflamnator condition to particular inflammatory

cond4tiors with an aetiolog including an autoimmune component sucn as

arthritis for example rheumatoid arthritis arthritis chronica

progrediente and arthritis deformans and rheumatic diseases has been

imtemsne and reports and results in vitro in animal models and In

clinIcal trials are widespread in the literature Specific
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autoimmune diseases for which Ciclosporin therapy has been proposed

applied include auroimmune henatological disorder vtcludtng

hemolytic anaemia aplas tic anaemia pure red cell anaemia and

Idiopathic thronbocytopaenia systemic lupus erythematosus

polychoidri us sclerodona Vegerer granulamatosis dernatonyosi is

chronic active henatitis nyasthenia gravis psoriasis StevenJohnson

syndrome idiopathic sprue autoinmune inflammatory bowel disease

including e.g ulcerative colitis and Crobns disease endocrine

opthalmopathy Graves disease sarcoidosis multiple sclerosis

primary billiary cirrhosis 3uvenile diabetes diabetes mellitus type

uveitis anterior and postertor keratoconjunctivitis sicca and

vernal iceratoconjunctivitis interstitial lung Lbrosis psoriatic

arthritis and gloseruionephritis ith and nthout nepbrotic syrdrome

Including idiopathic nepirotic syndrome or minimal change

nephrop3thy

Further areas of investigation have been potential applicability as an

anti_parasitlc in particular antiprotozoal agent vith possible uses

suggestea Including treanent of malaria coccidioncosis aid

schistosomiasis and yet more recently use as an agent for reversing

or abrogating ant4neoplastlc agent resistance in tumours and the

like

Since the original discoerv of ciclosporla wide arietv of nan

rally occurring cyclosporins have been isolated and 4dentifled and

many further nonnatural cyclosporirs bae been prepned by total_

sema-svnthetlc means or the aopllcation or modified culture techni

ques The class comprised by the cyclosporins is this no substantial

and includes for example the naturally occurring cyclesporins

througi Ic Traber et al Iielv cnin Acta 50 12471255

19 Trabet et at Bets Cha Acta 65 no 162 lbSb166

1982 Kobel et al Burop Applied Microbiology and Biotechnology

le 273240 1982 and von iirtburg et al Progress in Ulergy 38

2845 lQB6fl as elI as %a4ous non-natural cycloscorin neiiatives

and artificial or synthetic cyclosporins including the so called
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100-731.7

dihydro-cyclosporins un which the moiety -xy of the MeEnt- residue

Formula above is saturated to give xy CUrtHr derivatised

cyclosporins e.g in which further subs tituent is introduced at the

-carbon atom of the sarcosyl residue at the 3position of the

cyclosporin molecule cyclosporins in which the Me8mt residue is

present in isomeric form e.g in which the configuration across

positions and of the Ke8mt residue is cis rather than trans

and cyclosporins wherein variant amino acids are incorporated at

specific positions within the peptide sequence employing e.g the

total synthetic method for the production of cyclosporins developed by

Venger see e.g traber Traber and Kobel bc cit U.S

Patents Nos 108 985 210 581 and 220 641 European Patent

Publication Nos 034 567 and 056 782 International Patent Publi

cation No 86/02080 tJenger Transp Proc 13 $uppl h2230

1983 Weuger Angew them mt Ed 24 77 1985 and Wenger

Progress in the Chemistry of Organic Natural Products 50 123 1986

The class comprised by the cyclosporins is thus now very large indeed

and includes for example tThrI2- IVal2 tNvaj2 and tNval2

fNvaCiclosporin also known as cyclosporins CD and respecti

vely also known as cycbosporin

acetate ftihydro_NeBmtL_fVaflZ..Ciclosporiu also known as dihydro

cyclosporin DP1uoromethylSar3Clclosporin

j.MeIlelCiclosporin RDIleVal JtCiclosporim

also known as cyclosporin

and so on

accordance with now conventional nomenclature for cyclosporins

these are defined by reference to the structure of Ciclosporin i.e

cyclosporin This is done by first Indicating the amino acid

residues present which differ from those present in Ciclosporin e.g

9DroL to indicate that the cyclosporin in question has

-DPro rather than Sat residue at the 3position and then

applying the tern Ciclosporin to characterise remaining residues
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which are identical to those present in Ciclosporin Individual

res due re runbered starting W2t1- the residue MeBmt or

dihydroMeEnt in position

Very many of these further cyclosporins exhibit comparable

pharmaceutical utility to CiclospotSzL or more specific utility for

example activity particularly in reversing tumor resistance to

cytostatic therapy and proposals for their application as therapeutic

agents abound in the literature

Despite the very major contributton thich Ciclosporin has made in

part icalar to the areas of organ transplant and the therapy of

autoimmune diseases difficulties encountered in providing more

effecti%e and conenient means of administration as well as the

reportec occurrence of undesirable side reactions in particular

nephrotoxic reaction have been obvious serious irpedimeats to its

wider use or application The cyclosporins are characteristically

higblv hydrophobic 2roposed liourd tormulatiors for oral

administration of csclosporirs have hitherto been basec prinaril on

the use of ethanol and ods or snilar excipients as carrier media

Thus the commercially available ciclosporin drinksolution employs

ethanol and olive oil as cattie medun In conjunction kith labiafil

as sarfactant see US patent io 43SB3O7 Use of the

drinksolution and similar compositions as proposea in the art is

however accompanied by variety of difficulties

First the necessity to use oils or ol based carriers may lend the

preparations an unpleasant taste or otherwise reduce palatability in

particular for the purposes o.f long-term therapy4 These effects can be

taasec presentat4on gatin capcule foim tiowever in order to

maintain the cvclosporin in soluuon the ethanol contert has to be

kept high Evaporation of the ethanol e.g from capsules or fron

other forms e4g when opened results in the development of

cvclosportn precipitate thee such comoositions are pres3ntcd
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soft gelatin encapsulated form this particular difficulty

necesstates packaging of the encau4ulred product in an nr_right

compartment for example an aIrtight blister alwlniumfolI

blisterpackage This turn renders the product both bulky and more

expensive to produce The storage characteristics of formulations as

aforesaid are far from ideal

Bioavailability levels achieved using existing oral cclosporin dosage

systems are also low and exhibit wide variation between individuals

individual patient tpes and een for single individuals at different

times during the course of therapy Thus reports in the literatnie

indicate that currently available therapy employing the commercially

available Ciclosporin drink solution provides an average absolute

bioavallabilin of ca 302 only with marked variation between

incnvidual groupst between liver relatively low bioavailab.hty

and bonemarrow relatively high bioavailabilitv transplant

recipients Reported variation in bioavailability between subjects has

varied from anything between one or few percent for some patients to

as nwch as 901 or more for others And as already noted marked change

in bioavailabllit for individuals with tine is frequently observed

to achieve effective imnunosuporessne therapy cclosporin blood

blood serum levels have to be maintainec within In specified range

The required range can in turn wary depetwing on tne particular

condition being treated .thether therapy is to prevnt transolant

rejection or for the control of an autoimmune disease and on whether

oi iot alternative immunosuppresse therap employed onconitantly

with cjclosoorn therapy Because of the wide variations in

bioavallability levels achieved with conventional dosage forms daily

dosages needed to achieve required blood serum levels will also wary

consderabl from innvioual to individual and even fo single

indivicual For this ieasoi it zs necessary to monitor

bloodibloodserum levels of patients receiving cyclosporin therapy at

regular and frequent intervals Monitoring of blood/bloodserum
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levels which genenlly perfoned by tCA or eqnvalent imnunoasse

technique e.g employing monoclonal antibody based technology has to

be carried otr on regular basis This is ineitably tne consuming

and inconienient and adds substantially to the overall tost of

therapy

eyonc all these very evident practical difficulties lies the

occurrence of undesirable side reactions already alluded to observed

employing available oral dosage forms

Several proposals to meet these various problems have been suggested

in the arty including both solid and liquid oral dosage forms An

overriding difficulty vhtch has however remained is the inherent

insolubility of the cyclosporins e.g Ciclosporin in aqueous media

and hence proiision of dosage from which can contatn cyciosporins in

awl Eclentl hign concentration to pernat convenient use and yet meet

the required criteria in terms of bioavailability enabling

effective resorption from the stomach or gut lumen and achievement of

consistent and appropnately high blood/blood-.serum levels

The particular difficulties encountered in relation to oral dosaging

vth ejlosporins haie inevitablj led to restrictions in the use of

cyclosporin therap for the treatnent of telativelj less severe nr

encangenng disease condations particular area of oifticult in

this respect has been the adoption ot cyclosporin therapy in the

treatment of autoiminxne diseases and other conditions affecting the

skin for example for the treatment of atopic dermatitis and psoriasis

and as also widely proposed in the art for hair growth stimulation

in the treateen of alopecia due to ageing oi dsease

Thus while oral Ciclosponn therapy hab shown that toe dr.g is of

considerable potential brieftt to patients suffering fror

psoriasis the risk of sidereaction following oral therapy has

prevtited common use Various proposals have been nade in the art for
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application of cyclospori.ns eg Ciclosporin in topical form and

number of topical delivery systems have been described Attempts at

topical application have however failed to provide any demonstrably

effective therapy means of topical application provtding effective

dermal delivery and useful e.g for the treatment of psorlasis would

effectively make cyclosporin therapy available to what is major

patient population at need

By the present invention there are provided novel cyclosporin galenic

formulations in the form of microemulsion pre-concentrate andIor

based on the use of particular solvent media as hereinafter defined

which meet or substantially reduce difficulties in cyclosporin e.g

Ciclosporin therapy hitherto encountered in the art In pai-tlcular it

has been found that the compositions of the invention permit the

preparation of solid semisolid and liquid compositions containing

cyclosporin in sufficiently high concentration to permit e.g

convenient oral administration while at the same time achieving

improved efficacy e.g in terms of bioavailability characteristics

More particularly it has been found that conpositons in accordance

with the present invention enable effective cyclosporin dosaging with

concomitant enhancement of resorption/bioavailability levels as well

as reduced variability in resorption/bioavailability levels achieved

both for individual patients receiving cyclosporin therapy as well as

betveen individuals By application of the teachings of the present

invention cyclosporin dosage forms are obtainable providing reduced

variablility in achieved cyclosporin blood/blood seru levels between

dosages for individual patients as well as between indlviduals/

individual patient groups The invention thus enables reduction of

cyclosporin dosage levels required to achieve effective therapy In

addition it permits closer standardisation as veIl as optimisatlon of

ongoing daily dosage requirements for individual subjects receiving

cyclosporin therapy as well as for groups of patients undergoing

equivalent therapy
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By closer standardisatlon of IndIvidual patient dosaging rate and

bloodbloonerum leel response elI as dosaging and response

paranetets for patent groups ronitoriig requtrerens nay be reouced

thus substantially reducing the cost of therapy

reouction of required cyclosporin dosagingstandardisat ion of

achieved himavailability characteristics tne present invention also

offers means permitting reduction in the occurrence of undesirable

sfde-effects in particular nephrotoxic reaction in patients

undergoing cyclosporin therapy

In addition the present invention enables the preparation of

compositions which are non-alkanol based wbtch may be free or

substantially flee of etharol Such compositions aiosd stabilit ana

related orocessing difficulties as hereirbefore discussed Inherent

known alkanolic compositions The inention th4s prosides inter

compositions vhich are better adapted eg for presentation in

caosule hard or soft gelaun capsule form ama/or which eliminate

ot subsannal1 reouce packaging difficulties for example as

hereinbefore dIscussed eg for soft gelatin encapsulated forms

In relation to topical application the present invention further

enables te preparation of novel galenical formulations comprising

cclosporin Ciclosporir as actise ngrethent and permtting

improved treatment for autoimmune diseases affecting the skin in

particutar of dernatologcal aisease involvirg morbid orotiferatior

andior keratir4sation of the eoicermis esoecially of psoriasis aro

atopic dernatosis Topically applicable compositions in accordance

with the Invention are also of use in the treatment of alopecia e.g

for use the promotion of hair grosth

In first aspect the present invention specifically provides

pharmaceutical compositions comprising cyclosporin as active

ingredients hich compositions are in the form of micxoenulsion
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proconcentrate

By the tern microemulsion pre-concentrate as used herein is meant

system capable on contacting with e.g additIon to water of

providing microemulsion The term microenulsion as used herein is

used in its conventionally accepted sense as nonopaque or

substantially nomopaque colloioal dispersion comprising water ann

orgaric components including hdrophobic lipophilic organic

components Microemulsions are icentifiable as possessing one or more

of the following characteristics They are formed spontaneously or

substantiall spontaneously when their components are brought into

contact that is tithout substantial energy supply in tne

absence of heating Oa tne use of high shear equipment or other

substantial agitation They exhibit thermodynamic stability They are

ronoprtasic They are substant4ally nonopaque are transparent or

opalescent when viewed by optical microscopic means In their

unoisturbed state the are ontically isotropic though an anisotropic

structure nay be observable using e.g x-ray technique

Mtcroemulsions comnrise dispersed or narticulate droplet phase

the perticles of bich are of size less than 2000 hence their

optical transparercv The particles of ncroemulsion ma be

sphericaL though other structures are feasible liquid crystals

sith lamellar hexagonal or isotropic symmetries Generallv

microemulsions comprise droplets or particles having maximum

dimension diameter of loss than 1500 typically from

100 to 1000

further discussion of the characteristics of microenulsions see

e.g Rosof Progress in surface and Wmbrane Science 12 405 et seq.

Academic Press 1975 Friberg Dispersion Science nd Technology

3- 317 et seq 19851 ann ffiller et al Than md 50 370 or

seq 1988
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Pron the foregoing it will be understood that the wicrosmulsion

preconcentrates of the invention are galenic systems comprising

cyclosporin as active ingredient capable of forming microenulsion

spontaneously or substantially spontaneously on contact with water

alone

Pharmaceutical ncroemulnon preconcentrate composit tons comprising

cyclosporins as active Ingredient ate novel Accordingly in one asnect

the present invention provides

pharmaceutca1 composition comprising cyclosporin as active

ingredient which cornposton is microemulsion

preconcentrate

The term pharmaceutical compos4tlon as used herein and in the

accotupanying claims is to be understood as defining compositions of

thich the audnidual components or ingredients are themselves

oharmaceutically acceptable whe.e oral administration is

foreseen acceptable for oral use and where topical administration is

foreseen topically acceptable

In addttion to the cyclosporin active ingredient the nicroemulsion

preconcentrate compositions of the invention will appropriately

comprise

hydrophilic phase

lipophilic phase and

surfactant

The cclosoorin is carrieo in the lipophilic phase Suitably both the

hydrophilic and lipophilic phases will serve as carrier medium

Hicroemulsion preconcent rates of the invention are type

providing o/w oilinwater microemulsions As will be appreciated
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12 1007317

however compositions in accordance with nay contain minor

quantities of water or otherwise exhibit fine structural features

characteristic of microemulsions e.g of c/v or Yb waterinoil

type The term nicroemulsion preconcentrate as used herein is

accordingly to be understood as embracing such possibilities

Microemulsions obtained on contacting the microemulsion

pre-concentrate compositions of the invention with water or other

aqueous medium exhibit thermodynamic stability that is they will

remain stable at ambient temperatures e.g without clouding or

regular emulsion size droplet formation or precipitation over

prolonged periods of time 1t wIll of course be understood that to

obtain microenulsion adequate water will be required While the

upper limit of dilution is not critical dilution of ll e.g 15

p.p.v microemulsion preconcentrate R20 or more will generally

be appropriate. Preferably on contacting with watery the

microemulsion preconcentrat compositions of the invention are

capable of providing m.icroemulsions which remain stable at ambient

temperatures e.g as evidenced by absence of any optically observable

cloudIng or precipitation over periods of at least hours more

preferably at least hours most preferably at least 12 to 24 hours

Mlcroemulsions obtainable from microemulsion preconcentrates of the

Invention e.g at dilutions as indicated above will preferably have

an average particle size of less than about l500L more preferably of

less than about 1000 or 11001 e.g down to about 150 or 200L

speclally preferred in accordance with the present invention are

compositions as defined under in which the hydrophilic phase

compri 5es

1.1 pharmaceutically acceptable C1..5alkyl or tetrahydrofurfuryl

di- or partial-ether of low molecular weight mono- or

poly-oxy-alkanediol or
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13 1007317

1.2 12propyleneglycol

Suitable components 1.1 are e.g di or partial especially

partfal- ethers of mono or poly especially mono or di
oxyalkanediols comprising frcm to 12 especially arbon atoms

Preferably the mono or polv-oZ-Slkanediol motet is

straightchained Especially suitable for use in accordance with the

invention are di- or partial-ethers of formula

10cCHhh0R2

wherein is C1 alkyl or tetrahydrofurfuryl

Ri Is hydrogen Calkyl or tetrahydrofurfuryl and

is an integer of from to especially from to most

especially about

Particularly prferrec for use in accordance with the Invention are

partial ethers as delined above produces of formula vberen

R2 is hydrogen

C1-alkyl moieties in the above defined ethers may be branched or

straight chain incl4drng methyl ethyl npropyl lproo\l

nbutyl and t-hutyl groups

Such ethers are known products and commercially available or may be

produced analogously to the known procucts Espec4allv preferrec

products of formula for use in relation to tne present insenron are

those known and commercially available under the trade names

Transcutol and Glycofurol

Transcutol is the compound diethyleneglycol monoethyl ether of formula

wherein R1 CE5 R2 and

Glycofurol also known as tetra.hydrofurfuryl alcohol polyethylene
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14 l00-73l7

glycol ether or tetrahydrofuranyl hydroxypolyoxyl3 2c thanediyl

has the

formula wherein Ri C112- R2 and has an average

value of from to It has an average molecular weight of ca l90

h.p of from ca 80l00C at 40N/ density of ca 1.070 1.090

g/ at 20C hydroxy value of ca 300-400 refractive index of

ca 4545 sodium line 589mm at 40W and viscosit of ca

818 eN s/ at 2O jc ttBandbook of Pharmaceutical Excipients1

pullished by American Pharmaceutical Association The Pharmaceutical

Society of Great Briatin l986 127 and Fiedler ttexikon dér

Bilfatoffe 3rd edition 1989 577

The precise properties of Glycofurol vary according to relative purity4

Thus lower qualfty grades contain significant amounts of

tetrahydroftrfuryl alcohol and other impurities For the purposes of

the present inenuon Clycofurol 75 designating product meeting the

aboe uhjsacal data and for hicr the fraction having the formula

above in which 1-2 amounts to minimum of 951 is preferred

Use or conponents defined under and aoove has ir

particuiar been found to provide compositions In accordance with tM

in which the hydrophilic phase is especially well suited as

cclosporin carrier methum in which the ndrophilic phase

enables cyclosporn-loading of the composition adequate tor

convenient therapeutic dosaging e.g for oral administration

Compositions in accordance ith comprising components defined

under and/or as hydrophilic pnase may of coinse

additionally include one or more further ingredients as hydrophilic

phase component Preferably however any additional components will

conpnse materials in hch the cyclosporin active iagredieit is

ufcientl soluble such that the efficacy of the nydrophilic phase

as cyclosporin carrier medium is not materially impaired Examples of

possible additional hydrophilic phase components are lover e.g
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alkanols in particular ethanoL

While however use of alkanols e.g ethanol as hydrophf lie phase

component is contemplated by the present invention for reasons

het-einbetore discussed this will be generally less preferreth

Preferably compositions as defined under will be non-alkanol

based viii not conpnse an alkamol as predominant hvdropbrl..c

phase component Suitably the hyorophilic phase comprtses less than

502 more preferably less than 252 most preferably less than 102

weight alkanolic components Most suitably the hydrophilic phase nil

be free or substantially free of alkanolic components Le comprise

less than 52 prefeaby less than 22 from to 1% alkanolic

cotoonents By alkanol is meant in particular C1alkanols

especially ethanoL

In an especially preferred embodnert the nsdrophilic phase of

coupositions defined unoer still consist or consist essentially of

components as defined under l.l or l.2 above in particular

Transeutol Glycofurol and/or 12propylene glycol Most suitably they

4.ll consist or consist essentially of either components or

component 1.2.

Compositions in accordance with comprising component 1.1
especiall GLcofurol are of particular interest In that they are

veil adapted for presentation in soft gelatin encapsulated form Such

compositions have in accordance with the invention also been found

to exhibit surprisingly advantageous stability e.g as evidenced in

longtetu stabity tests at normal ann elecated temperatutes Such

compositions are thus particularly .ell suited to meet difticultes

commonly encountered in transport and storage of drug products

including long term storage at the user end e.gi in hospitals

clinics and like facilities
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Compositions defined under additionally comprise lipophilic

phase

Suitable components for use as lipophilic phase include any

pharmaceutIcally acceptable solvent vhich is non..niscible with the

selected bydtophilic phase as oefined under or

Such solvents nil appropriately be devoid or substantially devoid of

surfactant function Especially suitable coponents for use as

lipophilic phase components are e.g

Patty acid triglyoerides preferably medium chain fatty acid

traglvcendes specially suitable are neutral oils neutral

plant oils in particular fractionated coconut oils such as known and

commercially aiailable under the trade name Iliglyol Fiedlet

bc cit pp 80S80P including the oroducts

Maglyol 810 fractionated coconut oil comprising caprvllccapric

acic triglycerides and having molecular veigh ca 520 Fatty acm

composition max 21 ca 65757 C1 ci 25-351 ma 21

acid no ca saponificatun no ca 340360 iodine io

max

.Kiglyol Sl2 fractionated coconut oil comprising capryliccapric

acid triglycerides and having molecular weight ca 520 Parc acid

compostion Cb max ca 37 ca 5065% ca 304% irax

51 acid no cc saponification no ca 33035 iodine ro

max

Vigijol 818 caprLc_caprmcilnoleic acid triglyceride having

molecular weigh ca 510 Patt acid composition C5 ma 0s

4560 C1 ca 2540 ca 25 ca 46 acid no max 0.2

saponification no ca 315335 iodine no- max 10 and

Captex 3551 capryliccapric acid triglyceride Fatty acid content
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17 100-7317

cproic ca sprvlic ca 55 capnc 44 Qid no wax

0.1 saponification no ca 325-340 iodine no mar 0.5

Also suitable are caprylic-capric acid triglycerides such as known and

eommercAally available under the trade maine Mgutol Cc fledler bc

cit 834 including the prothict I4yritol 813 hlch has acid no

mar saponification no ca 340350 and an iodine no ca

0.5

Further suitable products of this class are capaul MCT0 Captex

300 and Captex 8O0j Neobee M5z and Mazol l400

Ri capital City Pioducts 20 Eox 569 Columbus OH USA

Stepan flO Dept 100 West flunter Ave Maywood NJ 0760 tSA

Hazer Chemicals 3938 Porett Drive Gurnee IL USA

Especially preferred as lipophilic phase component is the product

Miglyol 812

Compositions in accordance with the invention defined under

further comprise pharmceutf rally acceptable surfactant The

surfactant component may comprise hydrophilic or

lipoph1ic surfactants or mixtures thereof Especially preferred are

nonionic hydrophilic and nonionic lipophilic surfactants Examples

of suitable hydronhihc surfactants tor use as surfactant conporeits

are e.g

3.1.1 Reactioo products of natural or hydrogenated vegetable oils and

ethylene glycol i.e po1yorethylene glycolated natural or

hydrogenated vegetable oils for example polyoxyethylene

glycolated natural or hydrogenated castor oils Such products

nay be obtained in knom manner e.g by reaction of natural

or hydrogenated castor oil or fractions thereof with ethylene

oride e.g in molar ratio of from about 135 to about l50
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18 1007317

with optional removal of free polyethyleneglycol conponens

from the ptoduct e.g in accordance with the methods disclosed

in German Auslegeschrlf ten l1S2388 and 1518819 Especially

suitable are the various tensides available under the trade

mane Cremophor Particularly suitable are the products

Cremophor RH 40 having saponification no ca 5060 an acid

no an iodine no water content Fischer 2%
an ca 1453 1457 and an RLB ca 14 16 Cremophor

RH 60 having saponification no ca 40 50 an acid No

an iodine no cater content Fischer Ca

4.5-5.5% an n025 ca 1.453 1457 and an ff13 ca 15 17
and Crenophor EL having molecular weight by steam osmometry

ca 1630 saponification no ca 6570 an acid no ca

an iodine no ca 28 32 and an n05 ca 1.471 c.f
Piedler Inc cit pp 326327 Also suitable for use in this

category are the various tensides available under the trade

mane Nikkol e.g Nikkol 500-60 The said product Nikkol 500-60

is reaction product of hydrogenated castor oil and ethylene

oxide exhibiting the following characteristics Acid no ca

0.3 Saponification no ca 47.4 Hydroxy value ca 42.5

pH 5% ca 4.6 Color AflA ca 40 m.p ca 36.0C

Freezing point ca 32.4C H0 content KF ca 0.03

31.2 Po1yoxyethylenesorbitanfaty acid esters e.g mono and tn
lauryl palmlty1 stearyl and oleyl esters e.g of the type

known and commercially available under the trade name Tween

c.f Piedler bc cit pp 1300-1304 inc1udng the products

Tween

20

40

60 ipolyoxyethylene20sorbitannonostearate

80

65 pobyoxyethylene20sorbitantristearate
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85 .oovonetiylene2OThorbitantnoleate

tpolyoxyethylene4sorbitanmonolaurateh

61 ftolyoxyethylene$sorbitannonostearate and

Ipolyoxyethylene5sorbitanmonooleatel

Especially preferred products of this class for use in the

compositions of the invention are the above products Tween 40

and Tween 80

3.l3 Polyozyethylene fatty acid esters for etasple polyoxyethylene

stearic acid esters of the type knovr and commercially

available under the trade name Myr3 iedler1 bc cit

834 as well as polonethlene fatty acid esters known and

commercially available under the trade name Cetiol c.f

Piedler bc cit 284 an especially preferred product of

tnis class for use in the cooositions of toe invention as the

product Myr3 52 ha ing ca ca 40AzC an

TiLE ca 16.9 an acid no ca 0i and saponification no

ca 2535

3.1.4 Pobyoxyethylenepolyoxypropylene copolymers e.g of the type

knovo and commercially available under the trade names Pluronic

ard Emka1y P4ed1er bc cit pp 956958

especially preferred prod.c of this class for use ai the

compositions of the invention is the product Pluronic P68

Polyoxyetnsenepolyoxypropylere block copolners of the

type known and commercially available under the trade nane

Toloxamer c.f Piedler bc cit pp 959 An especfally

suitable product of this class for use in the compositions of

the invention is the product Poloxamer 188
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20 l0O73l

3.1.6 Dioctylsuccinate diocty1sodiumsulfoSucc1flatedior sodium lauryl sulfate

3.1.7 Phospholipids in particular lecithins c.f Fiedler bc

cit pp 731733 Leclthins suitable for use in the

compositions of the invention include Sn particular soya bean

lecithims

3.1.8 Propylene glycol mono and difatty acid esters such as

propylene glycol dicaprylateç propylene glycol dilaurate

propylene glycol hydroxystearate propylene glycol isostearate

propylene glycol laurate propylene glycol ricinoleate

propylene glycol stearate and so forth c.f Fiedler bc

cit. pp 1013 et seq. Especially preferred is propylene

glycol caprylic-capric acid diester as known and commercially

available under the trade name Miglyol 840 c.f Piedler Soc

cit 809 Miglyol 840 has fatty acid content max

cm 3% ca 6580% C1 cm IS30% max 3% Acid no

max 0.1 iodine no ca 320340 iodine no max and

3.1.9 Bile salts e.g alkali metal salts for example sodium

taurocholate

Examples of suitable lipophilic surfactants for use as surfactant

component are e.g

3.2.1 Transesterification products of natural vegetable oil

triglycerides and polyalkylene polyols Such

transesterificatlon products are known from the art and may be

obtained e.g in accordance vlth the general procedires
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described ii us Patent No 3l288824 Tney Inctuce

transesterification products of various natural e.g

non-hydrogenated vegetable oils for example maize oil kernel

oil almond oil ground nut ol olive oil end palm oil and

mixtures thereof vith posvethlene glycols in particular

polyethylene glcols having an average molecular veight of from

200 to 800 Preferred are products obtafued by

transes terification of molar parts of natural vegetable

oil tnglycerlde vith one molar part of polyethylene glycol

having an average molecular weight of from 200 to 800

Venous forms of trans_estenfication product of toe class

defined are known and commercially avaflable under the trade

name Labraf see Piedler bc cit 7O71 Especially useful

as components of the compositions of the invention are the

products Labrafil 14 1944 CS transestarification prncuct of

kernel oil ano polet1iylere glycol having an acid no ca

saponifacatron no cc 145 175 and an rodine no ca 60

90 and Labrafil 14 2130 Ci trans-esterification product of

to glyceride and polyethylene glycol haing melt4ng

point cc 35 40W an acid no saponification no

ca 185 200 and an iodine no

3.22 Hono- di and mono/diglycerides especially esterification

prnducts of caorc or capric acid with glcerol Preferred

products oi this class are those comurising or consisting

mainly or esseitrally nr capnlrc/cannc acid nono and

diglycerides such as are commercially available under the

trade name imwrtor Inc crt pp 645 osrtlculatly

suf table product of this class for use in the compositions of

the inaentzon is the oroduct Imitor 742 vhich is the

esterification product of mixture of ca 60 p.p.w caprylic

acid and ca 40 canric acid t.ith glycerol Zmvitor 742

is typically yellovish crystalline mass liquid at ca 26W
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acid no max iodine no. max saponification no

ca 235 275 monoglycerides ca 4050Z free glycerol

max 2% m.p ca 24 26C unsaponifiables O.SZ max
peroxide no max

3.2.3 Sorbitan fatty acid esters e.g of the type known and

commercially available under the trade name Spans for example

Including sorb tanmonolauryl monopalmi tyl _mottos tearyl

tnstearyl -monooleyI and -trxole4 esters Cc Nedler

lot cit pp 11391140

3.2 Pentaerythritol fatty acid esters and nolvalkylene g1col

ethers for example pentaerythrite dioleate distearate

-monolaurate polyglycol ether and -monostearate as veil as

pentaerythritefatty acid esters c.f Piedler lot cit pp

923924

3.2.5 Momoglycerides e.g glycerol monooleate glycerol monopaimitate

and gljcerol monostearate for example as known and commerciall

availaole under the trade mares Mnate.c Mvvaplax and Mnerol

Healer bc cit pp 836 and acetybated

monoand di-acetylated monoglycerides for example as known and

commercially available under the trade name Myacet

Pledler be cit pp 835

3.2.6 Glycerol triacetate or 123triacetin c.f Pledler bc
cit pp 952 and

FAMY CARE - EXHIBIT 1004-0283

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



23 100-7317

3.2.7 Sterols and derivatives thereof for example cholesterols and

derivatives thereof in particular phytosterols e.g products

comprising sitostero1 canpesterol or stigmasterol and ethylene

oxide adducts thereof for example soya nerols and derivatives

thereof such as Lown under the trade name Generol

iedler bc cit p.p 554 and 555 in particular the products

Generol 122 122 ES 122 ElO and 122 25

Compositions as defined under above include systems comprising

either single surfactant or mixture of surtactants e.g comprising

first surfactant and one or more co-surfactants Surfactant and

cosurfactant combinations may be selected e.g from any of the

surfactant tpes woicated under to above

When the hydrophilic phase comprises dl or partialether as defined

under aoove in particular transcutol or Choofurol use of

single surfactant will genera.13 be sufficient though cosurfactants

ma be added if desirec further improve stability

characteristics When 12propylene glycol is employed as sole or

princIple hydrophilic phase component the use of at least tso

surfactants surfactant and cosurfactant will generally be

requirec Coaposinors as defined under comprising 12-proene

glvcol as hydronhilic phase thus suitably comprise noth surfactant

and ccsurfactant

Surfactants as nefined under 311 313 31 322 and

3.2.5 above are of particular interest for use in compositions as

defined under Especially suitable surIactant/cosurfactant

conbinations are hydropinlic/lipophilic surfactant combinatj.ons

combinations ot sufactants in accordance zith vath

surfactants in accordance wIth 3.2.5

Then the surfactant comprises an etfettve solvent for the ryclosporin

active ingredient as in the case e.g of surfactants or nltures of
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surfactauts under 3.1.1 to 3.2.7 above it may be incorporated

into compositions as defined under not only as surfactant but in

excess as an additional carrier or cosolvent phase i.e as part of

the hydrophilic or lipophilic phase

Compositions in accordance with above may also comprise

thickening agent

Suitable thickening agents may be of those known and employed in the

art including e.g pharmaceutically acceptable polymeric materials

and inorganic thickening agents for example of the following types

4.1 Folyacrylate and polyacrylate copolymer resins for example

poly-acrylic acid and polyacrylic acid/me thacrylic acid

resins such as known and coercially available under the

trade name Carbopol c.f Fiedler bc cit pp 254256 in

particular the products Carbopol 934 940 and 941 and Eudragit

c.f Fiedler Icc cit pp 486487 in particular the

products Eudragit EL and ES and most especially the

products Eudragit and

4.2 Celluloses and cellulose derivatives including eThyl

celluloses e.g methyl ethyl and propylcelluboses

hydroxyalkylcelluloses e.g hydroxypropyicelluloses and

hydropropylalkylcelluloses such as

hyd rorpropyl_me thylce lluloses acylated celluloses e.g

celluloseacetates celluloseacetatephthallates

celluloseacetatesuccinates and hydroxypropyltrethylcellulose

phthallates and salts thereof such as sodiumcarboxymethyl

ceiluloses Examples of such products suitable for use in

accordance with the present inventIon are those known and
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commercially available e.g under the trade names Klucel and

Methoce Fiedler bc cit pp 688 nd 790 in

particuaar he products flucel 12 HF OF and RF and Hethocel

100 i5M lOOM 5h 15 15M aM lOOM

4.3 Polyvinylpyrrolidones including for example

poly-Nvinclpyrrolidones and vinylpyrrolidone copolymers such

as vfnylpyrrolidonevinylaceta te co-polymers Examples of such

compounds suitable for use in accordance nth the present

invention are those kson and commercially available

under tne traue name Kolliuon or in the USh ovidone Cc

Fiedler bc cit pp 6946% in particular the products

Kollidon 30 and 90

Poly.rlnvl resns including polynnylacetates ann

alcohols as veil as other nolymeric materials including gun

traganth gun aabcuu algnates alginic ado and salts

thereof e.g sodium alginates

4.5 inorganic thickening agents such as atapulgite bentonite and

silicates including hydrophilic slltcon dioide products

alkylated for example methylated silica gels in particular

cobboimal stlicon dioide products as knor and cotumercialli

available ..ndei the trade name AerosJ jc.i ndbook of

PharmaceutIcal Excipients bc cit p.p 2532561 in

particular the products Aerosib 130 200 300 380 OX 50

TI 600 MOh 80 MOX 170 LK 84 and the methvtated Aerosl

972

in the case of compositions in accordance with vhich are intended

for oral administration such thickening agents may be included e.g
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to provide sustained release effect however where oral

administration is intended the use of thickening agents as aforesaid

viii generally not be required and is generally less preferred Use of

thickening agents is on the other hand indicated e.g where topical

application is foreseen

Compositions in accordance vith above may also include one at more

further Ingredients in particular diluents antioxidants e.g
ascorbyl palmitate butyl hydroxy anisole BaA butyl hydrozy toluene

BHT and tocopherols e.g u-tocopherol vitamin EJ flavouring

agents and so forth Use of an antioxidant in particular

tocopherol is particularly advantageous

While it is foreseen especially where oral administration is

contemplated that compositions in accordance with the invention as

defined under should comprise end dosage forms for administration

as such the present invention also provides pharmaceutical

compositIons comprisIng cyclosporin as active ingredient and which

are themselves microemulsions Thus where oral administration is

practiced microemulsions obtained e.g by diluting microenulsion

pre-concentrate as defined under with water or other aqueous

medium may be employed as formulations for drinking Similarly where

topical application is foreseen compositions comprising

hydrocolloid thickening agent e.g as set forth under 4.2 or

4.4 above will suitably also comprise water thus providing an

aqueous nicroemulsion in gel paste cream or like form Such

compositions are also new. Accordingly in yet further aspect the

present invention providest

pharmaceutical composition which is microenulsion and

comprises cyclosporin as active ingredient

Compositions as defined under nay comprise any of components

to as hereimbefore described in relation to composItions as
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defined under ann vater Cotpositions are ow ntcroenulsio

Preferably they cdll exhibit stability characteristics as hereinbefore

described in relatIon to nicroemulsions obtainable from compositions

defined under

In accordance with the present Invention it has further been found

that use of dl or partialethers as defined under lL as carrier

media is quite generally advantageous for the preparation of

pharmaceutAcal compositions comprising cyclosporins not only in

relation to the preparation of nicroemulsion pre-concentrare and

microemulsion formulations as hereinhefore described Thus use of such

ethers as components of other oral and in particular topical

delivery systems is surprislngt found of itselt to meet difficuities

hitherto encountered in the art as hereinbefore descrloed Such

compositions are also nev Accordingly in yet further embodiment the

present mention also provldes

pharmaceutical composition comprising cyclosporin as active

ingredient together ith pharmaceutically acceptable C.alkyl

or tetrahydrofurfuryl dl or partialether of mv molecular

weight mono- or poly-oy-alkane diol

Preferred ether components for use in compositions as defined under

above are as hereinbefore described in relttion to 1.1 the

products Iranscutol and Clscofurol being especially preferred

Compositions in accordance ith suitaLly contain one or more

further ingredlents e.g surfactants cosolvents or thickening

agents

In particular compositions as defined under t4fl suitably also

compr3se pharmaceuticall acceptanle hydropfll4.. surfactant

especially nonionic hydrophllic surfactant Suitable hydrophilic

surfactant components are any of those hereinbefore described uiocr

3.1.1 to 3.1.9..
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Compositions as defined under also suitably comprise

pharmaceutically acceptable lipophulic surfactent either as

surfactant or as cosolvent or pharmaceutically acceptable

cosolvent Suitable cosolvent/lipophiiic surfactant components are

any of those hereinbefore described under and 3.2.1 to

Compositions in accordance with include forms other than as

defined under and for example solutions suspensions

dispersions regular emulsions and the like In partiuclar compositions

in accordance with whIch additionally comprise surfactant or

both surfactant and cosolvent include for example emulsion

preconcentrates i.e compositions which on contacting vith water

provide regular emulsions as opposed to nieroemulsions of the o/w

or si/o type and regular emulsions of both hydrophilic/lipophilic and

lipophilic/hydrophilic type In the case of formulations e.g for

drinking or for topical application they will in particular also

include aqueous emulsions of o/v or yb type In general emulsion

pre-concentrates giving o/w emulsions and ii o/v emulsions as such

wIll be preferred in particular where oral administration is

contemplated

Compositions as defined under may further comprise

pharmaceutically acceptable thickening agent suitable thickening

agents being any of those hereinbefore described under 4.1 to

4.5

Compositions in accordance with may also comprise further

additives e.g preserving and flavouring agents etc.. as

hereinbefore described in relation to compositions in particular

they will preferably also include an antioxidant e.g any of the

specific antioxidants hereinbefore described in relation to

compositions
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Of particular interest in accordance with the present invention arex

Compositions as oaf med under adeitional1 coirnriswg

fatty acid sactharide monoester

conpositiois as defined under ii1 gemerall comprise the

cyclosporin in earner medium comprislog components

Glycofurol or Transcutol and component onwon1 the cyclosponn

and component viii each be present in compositions in accordance

ath in molecular dispersion or solution .nc1uding where

appropriates solid solution Comnonent wIll generally act in

compositions in accordance with as solubilx2or for the

cyclosporin Compositions in accordance with have the particular

advantage of meeting stability and related dIffIcultIes otherwise

associated with components resulting iron their inherent strough

hygroscopic properties

Preferred components for use in compositions in accordance with

are water solibie fatty acid sacchande monoesters fatty

acid monoesters of saccharides haing solubility in wtater of at

least 33Z at ambient tenperature e.g at 20C i.e which are

soluble in water at ambient temperature in an amount of at least Ig

sonoester per 30 ml water

The fatty acid moiety of components may comprise saturated or

unsaturated fatty acids or mixtures thereof Particuiariy suitable

components are C1fatty acid sacchatde monoesters in

paticular water soluble C66fatty acid saccharide momoesters

Especially suitable components are caproic C6 caprylic

capric 010 lauric C1 myristic palnitc Ch oleic

ticinoleic and 12h\o.roxystearic Cts acid saccharide

monoesters especially laurie acid saccharide monoesters

The saccharide moiety of component may comprise any appropriate
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sugar residue e.g mono di or trisaccharide resIdue Suitably1

the saccharide moiety will comprise di or trisacoharide residue

Preferred components comprise C.4fatty add di.raccharide

monoesters and Cfatty add tri-sancharide monoesters Especially

suitable saccharide moieties are saccbarose and raft inose residues

Particularly suitable components are thus saceharose

momocaproate saccharose momolaurate saccharose monomyristate

saccharose monooleate saccharose monoricinoleate raffinose

momocaproate raffinose monolaurate raffinose monomyris tate

raffmnose monopalmitate and raffinose monooleate host preferred

components are ref finose monolaurate and especially maccharose

monolaurate

Components will suitably have hydrophllic-lipophilic balance

of at least 10

Components suitably have an ester residue purity of at least BOX

more preferably at least 90% most preferably at least 95%

Components suitably have melting point of from about 15 to

about 60C more preferably from about 25 to about 50C

Compositions in accordance with may also contain further

ingredients e.g as hereinbefore described In relation to

compositions

In particular they may include component capable of modifying the

release characteristics of the composition vith respect to the

cyclosporin for example thickening agents e.g such as herciubefore

described under 4.1 to 4.5.

Compositions in accordance with will in particular also suitably

comprise one or more antioaidants e.g as hereinbefore specified in

relation to compositions

FAMY CARE - EXHIBIT 1004-0291

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



31 1007317

CompositIons in accordance with will also suitably ccmprise one or

more stabilirors or buffering agents in particular to prevent

hydrolysis of component during processing or on storage Such

stabilizots maw include acid stablizors such as citric acid acetic

acid tartaric acid or fumaric acid as well as basic stabilizors such

as potassium hydrogen phosphate

Such stabxlnors or buffer agents viii appropriately be added In an

amount sufficient to achieve or maintain p9 withIn the range of from

about to more preferably about to compositions in accordance

vith having pH within the above indicated ranges being generally

preferred

Compositions in accordance with wIll In particular also preferably

comprise polyoxyalkylenefree hydrophilic surfactant such as set

forth under 31.6 or 3J.7 above

Compositions in accordance with the present invention may be employed

foi adminltraton in an appropraate manner oraU In

unit dosage forn for enmple in hard or soft gelatin encapsulated

form parentetallv or topically for apvncation to the skin for

example in the forn of cream paste lotion gel ointment

poultice catanlasm plaster dermal patch or the like or mr

ophthalmic application for example in thefl orn of an eyedrop

lotnn or gel fnrmulauoi Readdy lovable forms for evample

solutions and microemulsions may also be employed e.g for

intralesional injection for the treatment of psorissis or may be

administered rectally e.g as an enema for the treatment of

inflammatory bowel disease or Crohns disease Compositions in

accordance with the invention are however primarily intended for oral

or topical aplicarion In particular application to the skin

The relative proportion of ingredients in the compositions of the

invention will of course vary considerably dependin.g on the
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particular type of composition concerned e.g whether It

microemulsion ptaconcentratet microemulsion regular emulsion

solution and so forth The relative proportions will also vary

depending on the particular function of ingredients in the

composition for eraple in the case of surfactart component of

nicroemulsion pre-concentrate on whether this is employed as

surfactan only or both surfactant and cosolvent The relative

proportions will also vary denending on the particular ingredients

employed and the desired physical characteristics of the product

composition in the case of composition for topical use

whether this is to be free flowing liquid or pastet Determination

of workable proportions in any particular instance will generally be

within the capability of tae man skilled on the art All indicated

proportions and relative weight ranges described below are accordingly

to be understood as being Indicative of prererred or individuath

inventive teachings only and not as not limiting the invention in its

broadest aspect

The amount of cyclosporin in compositions of the invention will of

course vary e.g depending on the intended route of administration

and to what ewtent oner components in particular components to

as hereinbefore cescribed are preseit In general however the

csclosporin will be present in ar amount within the range of from

0.03 especially about 0.1 to about 35% by weight based on the total

weight of the composition

Components will suitably be present an the compositions the

invention in an amount of from about 0.3 to about 90% by weight based

on the total weight cf the composition In the case of compositions in

accordance with the invention comprising component 1.1 e.g
Glycofurol or transcutol will generally be present in an

amount from about to about 90% by weight more commonly from

about or 10 to about 70% by weight based on the total weight of the

composition In the case of compositions in accordance with or
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above comprising component 1.2 L2 will generally be present

in an amount of from about to about 50% by weight based on the total

weight of the composition In the case of compositions in accordance

with the Invention comprising component or toese will each

be generelly present in an amount of from about to about 90%

weight based on the total weight of the composition In an especially

preferred aspect the present inventIon relates to

compositions as aefined under or above for oral

administration e.g in form suitable or convenient br oral

administration

For compositions as defined under to intended for nontopical

adninistrat ion and in particular for oral dosage forms

The ccloponn will generally be present in an amount of iron

about or to about 30% sulably from about to about 25Z

weight based on the total weight of vie composition i4ore su4tabl

the cyclosporin will be present in an amount of from about to

about 25 especially to about 20% from about to Ifl

weight based on the total weight of the composition

Component when present will generally be present vi an

amount of hot about 15 to about 85 suitably from about 20 to

about 80 more suitably from about 25 to about 70 iron about

30 to about 50 or 60% by veght based on the total weight of the

composition

tyclocporin and conponer when present will generall be

present in ratio of about 1075 to 20 suitably about Ad to

l5 more suitably about 11 to e.g about 11 or 11.5 to

p.p.v Cyclosporin 1.1
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ompoetent when present will generally be ptesent in an

amount of from about to about 45 suitably about to about 30Z

by weight based on the total weight of the compositien

Cyclosporin and component l2. when present will generally be

present in ratio of about L0l to 20 suitably about l0.2 to

10 ppw More suitably they will be present in ratio of about

103to6egaboutl05to3ppv

Component en present wall generally be present in an amount

up to about 45% suitably up to about 40% by weight based on the

total weight of the composition More suatablj component wall

be present in an amount of fran about to about 45 yet more

suitably from about to anout 35 most suitably from about or

10 to about 30% by weight based on the total weight of the

composition

Components and when present Ull generally be present an

ratio of about ho-S to 40 suittbly about lsO5 to 2O more

suitably about 10 75 to l0 about 075 to ow

U2W1

Components and L2 when present will suitably be present in

ratio of about 075 to 22 suitably about to l5 most

suutablyaboutlOlS to6ppw eg about 105 to3pow

2L2fl

Components when present including both components of type

and will generally be aresent in an amount of up

to about 90 e.g from about 20 to about 90% by weight based on

the total weight of the composition More suitably components

nIl be puesent ii an amount of froc about 20 or 25 to abo$t 50 or

90% by weight baseo on the total weight of the composition

from about 25 to about 55% when component ll is employed or

FAMY CARE - EXHIBIT 1004-0295

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



35 10073t7

from about 40 to 75% when component 1.2 is employed

cyclosponn nd coeponent tncluding both components of type

3.1 and 3.2 when present will generally be present in

ratio of about 10.3 to 20 more suitably to 12 p.p.w.

Appropriately they will be present in ratio of about to 10

about to when component is

present or about h3 to p.p.v when component 1.2 is

present Cyclosporin

For compositions as defined under and tmicroemulsion

preccncentrates and nicroesulsions the relative proportions of

Ingredients comprising the hydrophillc phase the lipophulic

phase and 3i the surfactant will vary iath the concentration of

cyclosporin present The 111 also sarv In relative proportion to

each other

Compositions according to may thus be defined as comprising

cyclosporin together with hydrophilic phase as defines

under LI or 1.2 above lipophilic phase e.g as defined

under or aboe and surfactant fe as defined unoer

or aooe the relati.e popottions of cyclosporu

being such that on contact i.ith water as

hereinbefore indicated ir relative proportions of

cyclosporin123 920 or non microemulslo of

type is obtainable

Similarly conpostuon according to may be defined as comprising

cyclosporin together wIth conponnts and as aforesaid and

water tn relatise proportions as hereinbefore indicated

reqiared to pro.ice ncroerilsion of 01w type

Compositions in accordance with and CE preferably comprise

about to about 30 more preferably from about to about 20 nost
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preferably from about 10 to about 15% by weight of cyclosporin based

on the total veight of cyclosporin plus components

When of compositions or is as defined under 1.1 above

e.g comprises Transcutol or Clycofurol components 1.1 and

will preferably be present in amounts of from about 1$ to about 85X

more preferably from about 25 to about 65% of 1.1 from about to

about 40 more preferably from about to about 35 most preferably

from about to about 30% of and from about 15 to about 85 more

preferably from about 25 to about 55 or 60Z of all Zages being by

weight based on the total of 1.1 Use of Clycofurol is

of particular interest-

When of compositions or is 12propylene .glycol ti.2

above components 1.2 and viii suitably be present In

amounts of from about to about 35% more preferably from about to

about 25% of 1.2 from about to about 35% more preferably from

about to about 30% of and from about 45 to about 90% more

preferably from about 50 to about 90% e.g from about 55 to about 80%

of all Xages being by weight based on the total of 1.2

As previously indicated when is 14propylene glycol

component wIll generally comprise both surfactant and

co-surfactant When co-surfactant is employed surfactant and

cosurfactant viU suitably be present in ratio of up to about 50l

preferably up to 20d more preferably up to 15 e.g from to l5d

p.p.w surfactant cosurfactant

Pig attathed represents three.-vay plot for relative

concentrations of components 1.1 e.g Glycofurol e.g

Miglyol 812 and e.g Cremophore RR40 in compositions according

to and comprising 10% cyclosporin e.g Ciclosporin by

weight Relative concentration of component 11 Increases from 0%

along the left hand margin of the plot to 100% at the lower right

corner as indicated by the arrow 1.1 Concentration of component
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increases from OX at the right hand margin of the plot to 100% at

the lower left corner as indicated by the arrow Thus

composition comprising 50% of Li and 50% of only is designated

at the midpoint of the baseline of the plot Relative concentration

of component increases from OX at the baseline of the plot to

100% at the aper as indicated by the arrow tp Lines within the plot

represent Increments of 10% from OX at eaci margin to 100% at the

apex opposite

For compositions as defined under and the relative proportion

of components and will suitably lie within the area

defined by the line of Fig Mote suitably the relatise proportion

of components Ll and will lie within the area defined by

the line of Fig microemulsiona based on these proportions being

found to hae greatest stability of 24 bra /an average particle

sise of less than oooX Compositions in accordance with the

invention comprising the components Id and in relative

propot.tion as defired above with reference to Pig accordingi

zenresent especially preferred enbothments

FIg II attached represents three-way plot for relative

concentrations of components 1.2 e.g Miglyol 812 and in

compositions according to and comprising ca 10% cyciosporlr

Cclosnorin by eight In tis case comprises an appropriate

surfactant/cosurfactant mixture e.g in ratio of lid p.p.v for

example comprising 11 Crenophor RP4O and

Glycerinnonooleate Relative anouirs of components and

are indicated as for Fig by arrows HI and

respectively

ror compositions as defined under and the relative propordons

of components and will suitably lie within the area

defined by the line of Fig II More suitably the relative

proportion ot coworets and viii lie i.ithin the area
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defined by line of Fig ii host suitably the relative proportion of

conponents 1.2 and vii lie within the area of Fig

defined by line nicroemulsions based on proportions within the

areas and having an average particle size of the order of ijooR

and zooZ respectively and stability e.g of 24 hrs.

Compositions in accordance with above may additionally include

thickening agent though as previously indicated this will generally

be less preferred Suitable thickening agents include any of those

hereinbefore described under above The amount of thickening agent

present may vary e.g depending on the required consistency of the end

product e.g whether it is to be in thickened flovable form for

example for filling into capsule or the like or sufficiently

resilient to be mouldable or formable e.g for use in the manufacture

of tablets or the like The amount will of course also depend on the

nature of the thickening agent chosen in general components when

present will be present in an amount of up to about 252 by weight

based on the total weight of the composition more suitably in an

amount of up to about 15 or 20% by weight e.ga in an amount of from

0.5 or up to 15 or 20% by weight based on the total weight of the

composi don

Conpositions in accordance ith may also Include further additives

or Ingredients e.g as hereinbefore described with reference to

compositions and in particular they may comprise

antioxidants e.g in an amount of up to about 05 or 1% by weight

based on the total weight of the composition and sweetening or

flavouring agents e.g in an amount of up to about 2.5 or 5% by

weight based on the total weight of the composition

Compositions in accordance with definition have been found to

exhibit especially advantageous properties when administered orally

e.g in terms of both the consistency and high level of

bionvailabllity achieved In partIcular and in contrast with other
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galenic systems e.g as known from the art it has been fotjnd that

such compositions are compatible wIth tenslde materials e.g bile

salts presnt in the gastrointestinal tract That is they are fully

dispersible in aqueos sYstems comprising such natural tensides and

are thus capable of providing microemulsion systems in situ vhicn are

stable and do not exhibit precipitation or other disruption of fine

particulate structure Function of such systems on oral administration

remains independent of and/or tnimpaired by the relative presence or

absence of bile salts at any particular time or for any given

individual Such compositions accordingly represent an especially

preferred embodiment of the invention

Compositions In accordance with CE above will preferably be

compounded in unit dosage form e.g by filling into orally

anmimisterable capsule shells soft or hard gelatine capsule

shells or by table ttlng or other moulding process Where compositions

are in unit dosage forn tad unit dosage will suitably contain

between about or 10 and about 200mg cclosporin more suitaoly

between about 15 or 25 and about 150mg e.g 25 50 or 100mg

cyclosporin This unit dosage foris in accordance iath the invention

suitable for adminIstration lx 2w or 3w up to Sw daily e.g
depending on the particular purpose of therapy the phase of therapi

etc nll aoproprlatel cowprise about 50mg or about 100mg

cyclosporin per unit dosage.

Compositions in accordance with above for oral administration nay

be preoared by adottion of compositions as described in relation to

or above to water or any other aqueous system e.g in

relative proportions composltionHiO as hereinbefore indicated for

exanple sveetened or flavoured preparation for drinking Such

compos4 ions nay tnus corpnse any system as hereinabove defued or

described in relation to compositions or plus sufficient

water to form nicroe.mulsion
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Compositions as defined under above are in particular intended

for oral administraticn though use in form suitable e.g for

topical including dermal and topical ophthalmic parenteral or rectal

administration as well as for intralenonal injection is also

embraced

In the case of compositions as definec under the cyclospono and

required component may be present in ratio of about to

200 preferably about to 100 more preferably about to 50

p.p.w. Yet more suitably they will be present in ratio of about 11

to 10 more preferably to most preferably about to

about or 1J Cyclosporin and

required corponent will suitably present in ratio of aoout

to 200 preferabli about to 100 note preferably about to 50

pp.w Yet more suitably they will be present in ratio of about liS

to 23 preferably about to to 10 most preferably about to

6.5 e.g about 16.25 p.p.w

Suitably compositions in sccordance with will be made up in unit

dosage form whether for oral administration or otherwise

The amount of cyclosporin present in such unit dosage forms will of

course t.ary depending on the condition to oe treated the

interded mode of administration and the effect desired In general

however unit dosage forms ir accorcance with nl suiabl

comprise from about to about 200mg cyclosporin per unit dosage

Suitable dosage forms for oral administration include e.g liquids

granulates and the like Preferred dosage fokns are however urit

dosage forns for example tabletted or encapsulated forms in

particular hard or soft gelatin encapsulated forms

Unit dosage forms for oral administration in accordance with will

suitably comprise from about or 10 to about 200mg core suitably
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from about 15 or 20 to about 100mg e.g 25 50 or 100mg cyclosporin

per unit dosage.

Compositions have the further advantage that they are able to

provide the basis for compositAons exhibiting sodUmd release

characteristics1 for example delayed release of cyclosporin or release

of cyclosnorin over prolonged pertoos of time following oral

admiristration Such compositions additionally comprise component

capable of modifying the release characteristics of the composition

with respect to the cyclosporim Such components include for example

thickening agent e.g in accordance with any of 4.1 to 4.5
above

When compositions comprise component this is suitably

present ix an amount of from about to 50% more preferably from

about to 20% most preferably from about to 10% by weight based on

the total weight of cyclusporin plus

As previously indicated compositIons in accordance with will

advantageously include one or more stabilizors or buffering agents or

polvoxyalkylene-f tee surfactants Such stabilizors and/or buffering

agents will suitably be present in am amount of tip to by weight or

when citric or acetic acid are employed up to 10 by weight based em

the weight of cyclosporin plus 1.1 When surfactant as

aforesaid is present this is suitably present in an amount of from

about to about 50 more preferably from about 10 to about 25% by

weight based on the weight of component

Composinons In accoroance with t..Jl also suitabl comorise

further adoitives ii particular flazouring agents or in partnular

antioxidants Suitable antioxicants and quantities employed are as

hereinbefore described in relation to compositicns

Compositions in accordance with will also preferably be free or
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substantially free of lo$er alkanols in part icular etMpol

comprise less than 5% more preferably less then 2% e.g from to

1% lover alkanolic components based on the total weight of the

conposi tioiu

Compositions as defined under to ate also of particular

interest for topical adninistration Accordingly in yet further

aspect the present invention providest

Compositions as defined under any one of to above for

topical especially for dermal application i.e in form

suitable or convenient for topical applicatton

Where tomical administration Is contemplated the cyclosoorin will

suitably be present In an amount of from about O.O5 note preferably

from anout to about 15% weight based on the total weigh of

the composat ion yore preferably the cyclosoorin will oe present an an

amount of from about 0.1 to about 10% by weight

In the case of compsition.s which are compositions in accordance

with or KB the relative proportaon of components and

will be as hereinbefore described for such compositions 4zith

reference to Figs and II

Compositions in accordance with the other hand nay take any

suitable form e.g comprise solutions suspensions dispersions and

regular emulsions Component 1.1 may suitably be present in such

compositions in an amount of from about to about Ut prefetably

from about to about 50% more preferabl from about to about 25%

by weight based on the total weight of the composition

Compositions will suitably comprise one or more carriers or

dilueits and/or other ingredients providing carrier ssten

thickening agents emulsifying agents preserving agents noisturising
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agents1 colourants and so forth

Compositions nay be in any form suitable for topical application

apolication to he spin surface for example flowable

liquid or semiliquid form in the form of powder or In the fom of

topically applicable spray Examples of suitable flowable forts

Include gels including oilinwater ann waterinoil enulsions

or nicroemulsions creams pastes and ointments and the like as well

as lotions and tinctures etc Such compositions also Include

cataplasms and poultices as well as transdermal patch systems

Selection of excipents for the preparation of such formulations will

of course be determined by the type of formulation desired as well as

the particular condition to be treated the status of the condition

area to be treated1 skin condition and effect desired Thus chronic

psoriatic plaques nil move suitably be treated with hydrophobic

fatbased compositions for example compositions in accordance with

the invention comprising petrolatum based ointment or cream as

carrier medium In contrast compositions for use in te treatment of

disease conditions involving acute phase Inflammatory processes will

more appropriately be treated with more hydrophilic compositions e.g

compositions in accordance with the invention In the form of an

oilinwater emulsion or gel Although compositions nay comprise

bier alkanols for example ethanol for example as ciluent or

diluert component use of tnese wll preferabl be avoided where

compromIsed skin is to be treated as in the case of psoriasis

Preferred compositions ae thus free or substantiall alkanol

free e.g contain less than 3% more preferably less than 2% e.g

from about to 1% weight alkanolic comporeits in narticular of

ethanol

Especially preferred compositions are compositions In accordance

with or additionally comprising further

pharmaceutically acceptable diluent or carrier which is nonmiscible
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with component Li. Compositions as aforesaid will preferably take

the form of waterfree or substantially waterfree emulsion I.e

comprise less than 10% preferably less than 5% most preferably less

than 1% water Such emulsions include bath emulsions comprising

component 1.1 in and emulsions comprising in 1.1.
Preferably they will comprise an emulsion of 1.1 in

Suitable components include for example

6.1 Solid hydrocarbons for example petroleum jellies e.g white

petrolatum or Vaseline5 ceresin and solid paraf fins as well

as waxes including animal vegetable and synthetic waxes such

as for example spexmace ti carnauba and bees wax

6.2 Liquid hydrocarbons e.g liquid paraff ins and fatty acid esters

such as isopropylnyristate and cetyl palmitate

6.3 Non-volatile silicones including silicone oils and pastes and

siliconepolyalkyleneoxide copolylymers tc Fiedler

loc.cit pp 1109 and 11101 or example such as known and

commercially available under the trade name Piroethicon

Components will suitably be present in compositions in an

amount of up to about 80% e.g from about to about 70% preferably

from about 25 to about 60% by weight based on the total weight of the

composition

By use of individual ingredients or nixtures thereof emulsions

may be obtained in liquid or semi-solid form depending on e.g
desired requirements for topical application

Compositions will suitably also comprise surfactant SuItable
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sutfactants inclLde .n particular lrpophilic surfactants incudtng

any of those listed under 34W to 3.2.74 above especially

surfactants having an HJ of ca Examples of surfactants of

particular utility in relation to compositins include for

example4 surfactants as descnbeo under and above

as well as glycerol monstearate propyleneglycol monostearate

diethyleneglycol nonostearate and glycerol ricinoleatE

Surfactants as aforesaid will suitably be present in compositions

in an amount of up to about 60Z from about to about SOZ

preferably from about 10 to about $0 by weight based on the total

weight of the composition

Compositions nay further comprise one or more consistency

promoting agents for example microcrystalline waxes vegetable oils

such as ohve otis corn oils and kernel olls and vegetable oil

derivatives including hydrogenated egetable otis and vegetable on

part lalglycerides in an amount of from about to about 1OZ

preferably from about to about SZ weight based on the total weight

of the composition

Compositions will also suitably comprisE

an anti-oxidant e.g any of the antioxidants hereinbefore

described in reiaon to comnositions fo example in an

amourt of trot about Cl about 5X by weight based or Ue

total weight of the composition

an anti-bactenal agent benayl alcohol methyl- or

propvl-narabei bezakonium chloiide bensoic acid sorb.c acid

or chlorobutanol for example in an amount of from about 0.05 to

about 2X by weight based on the total weIght of the conposition
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stabilizor such as microcrystallIne starch sodium EDTA or

taagnesiwu aulfate eg in an amount of from about 01 to about

101 by veight based on the total weight of the composition and/or

skin penetration enhancer for example mono or

poly-unsaturated fatty acid or alcohol eg vaccenic

cisvaccenic linoleic linolenic elaidic oleic petroselinic

erucic or nervonic acid or any of their corresponding alcohols

especially oleic acd or oleyl alcohol or

ldodecylazacycloheptan.-2--one also known as Mone c.L Fiedler

be cit 190 e.g in an amount of from about to about 20

suitably from about to about 151 by weight based on the total

weight of the composition

In addition to the foregoing the present Invention also provides

process for the product ion of pharmaceutical composition as

hereinbefore defined eg as hereinbefore defined under anyone of

to above which process comprises bringing the ndlvidual

components thereof into intimate admixture and when required

compounding the obtained composition in unit dosage form for example

filling said composition into gelatin eg soft or hard gelatin

capsules

In more particular embodiment the invention provides process for

the preparation of composition as defined under any one of to

above which process conprises bringing cyclosporin eg
Ciclospotin into inimite admixture with component LI as

hereinbefore defined to obtain composition as defined under and

optionally component as hereinbefore defined to obtain

composition as defined under or with component L2 as

hereinbefore defined whereby optionally when component 1.1 is

employed or necessarily when component 12 is employed said

aforesaid ingredients are further combined with component and

component as hereinbefore defined the relative proportions of

___
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conpcnent Li or 1.2 and beIng chosen such that

composition as defIned wnder is obtained and further1 when

required contacting said obtained composition with water so as

to obtain composition as defined under and when requned

compounding an obtained composition Ah or in unit dosage

form e.g soft or hard gelatin capsule form

In specific embodiment the present invention provides process for

producing composition as defined under abo.e which process

comprises intimately admning cyclosporin Ciclosporth lth

component or as hereinbefore defined1 and component

and component as hereinoefore defined the relative oroportion

of the corrnoneits or and being selected relative

to the quantity of cyclosporin employed such that 11microemulsion

preconcentratee.g composition capable on addition to water e.g
in ratio of at least composition I2O of providing

system comprising dispersed or particle phase of shich the

individual particles have size of less than 2000 preferably of

from about 100 to about 1000 is obtained

The preferred cyclosporin in relation to the compositions of the

invention is Ciclosporin further preferred cyclosporir to vnch the

teachings of the present invention are applicble is

also known as cyclosporin

The following examples are illustrative of compositIons in accordance

with the present invention Examples 1245 and illustrate the

preparation of composItions in oral unit dosage form suitab.te for

use in the prevention of transplant rejection or for the

treatment of autoImntune disease e.g any of the autoImmune diseases

or conditions hereinhefore described on administration of from to

unit docages/osy Examples and illustrate the preparation of

compositions for topical application suitable for treatment oi

atopic or contact dermatitis psoriasis or hair loss on application
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at the desired site of therapy e.g dermatttidic reaction or

psoriatic lesion or to the scalp at rular intervals eg once

twice or three times per day

The xamples are described with particular reference to Ciclosporin

Uowever equivalent compositions may be obtained eoploying any other

approprtate cyclosponn In particular equivalent conoositions nay in

all cases be obtained on replacement of Ciclosponn with INwal2

Ciclosporn in the same amount as indicated for Ciclosporin
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EWiPLE

Prparat1on oral dosage forns 1aicroemulsion pre-concentrate

type

1.1 COMPONENT QUANTITY mg/capsule

yclosporin eg CiclosporIn 50.0

Glycofurol 75 180

Miglyol 812 90

3.1.1 Cremophor RR 40 180.0

TOTAL 500.0

The cyclosponn is dissolved in with stirring at roan

temperature and 2.1 and 3.1.1 are added to the obtained solution

again with stnr_ng The obtained mivture is filled 3nto se hard

gelatin capsule and sealed us.ng QuailSeal technique

The fo11oing compositions may be prepared ana1ogousl for f11ing

Snto size or lard gelatin capsu1es

1.2 COMPONENT QUANTITY mg/capsule

tiosponn Caclosponn 50

Glvcofurol 75 180.0

2.1 Miglyol 812 78.0

3.1.1 Cremophor RU 40 192.0

TOTAL 500.0
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C0PONENT QUMTIT1 mg/capsu1e

Cyclosporin e.g Clclosporin 50.0

1.1 Clycofurol 75 200.0

2.1 4Iglyoi 812 60.0

3d.1 Nikkol BCO40 120.0

Ethanoi 19.0

Ascsrbylpalttate 1.0

TOTAL 450

Qo...solvent hydrophilic phase

Antjoxjdant

COMPONENT ObANTIT mg/capsule

Cyclosponu Cc1osponn 50

Clycofurol 75 100.0

2.1 Miglyol 811 75.0

Lecithin 73

TOTAL 300.0

15 COMPONENT QUANTITY mg/capsule

yc1osponn Ciclosponn 100

1.1 Clycofuvol 75 2600

1.2 Propyleneglycol 50.0

Vvntol 318 100

3.14 Crewophor RU 40 340.0

5.0

TOTAL 855.0

-oxidant
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1.6 COMONKNT QUANTITY mg/capsule

Cyclosporin e.g Ciclosporin 50.0

L2Prop4eneglvcol 68

2.1 Niglyol 812 68.0

3.11 Cre.mophor RB 40 250.0

Glycerol monooleate 24

46O.O

1.7 C0flP04BNT QUA IT mg/capsule

Cyclosponm Ciclosporin 50

12Propyleneglycol 68

2.1 Niglyol 812 24.0

Crernophor RH 40 250

3.2.5 Glycerol monooleate 68.0

TOTAL 460.0

1.8 COMPONENT QUANTITY ng/capsule

Cyclosporin e.g Ciclosporin 100 .0

12 12Propyleneglycol 75.0

2.1 Miglyol 812 25.0

Crenophor PB 40 150

Glycerol noiooleate 150

TOTAL 500.0

COMPONFNT QUA1TY mgcapsule

cyclosporin e.g Ciclosporin 500

1.2 12Propyleneglycol 200.0

2.1 Miglyol 812 50.0

3.1.1 Crenophor RH 40 150.0

32.7 Generol 122 P16 50.0

TOTAL 500.0
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110 COMPONENT QUANTITY mg/capsule

Cyciosporin e.g Ciclosporin 30.0

1.2 l2APropy1eneg1yco1 75.0

2.1 ig1yo1 812 75.0

3Ll Cremophor RU 40 250.0

3.2.7 Generol 122 E25 50.0

TOTAL 500.0

compositions 11 12 ho and 1.7 are especially prefetred

Equivalent compositions to to can in all cases be prepared

replacing the Glycofurol component vath rranscntol in the sane or

equivalent amount

Equivalent compositions to 1.1 to 1.5 may be prepared but replacing

the 30mg amount of cyclospo.xn sith 15 30 or 100mg cyclosponn

ciciosnorin the cuantaties of the remaining components for each

composition remaining as indicated

EXAMPLE

Preparation of oral dosage forms thickened microemulsion

preconcentrat types

2.1 COMPONENT QUANTITY mg/capsule

tyclosponu Urclosnorin 50

1.1 Glycofurol 75 1800

2.1 Miglyol 812 90.0

Cremothor RU 40 180

iethocel K100 100.0

TOTAL 600.0

FAMY CARE - EXHIBIT 1004-0313

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



53 100-7317

Caclosporin and to are combined as in example and tne

obtained mixture mixed homogeneously with 42 The product is tilled

into size hard gelatin capsules

The following composition may be obtained analogouslp

2.2 COMPONENT QUANTITY mg/capsule

Cyclospono CIclosporin 50

Glycolurol 180

2.1 MIglyol 812 90.0

3.1.1 Cremophor RH 40 180.0

Sf Aerostl 200

Nethocel K100 100

TOTAL 609.0

2.3 COMPONENT QUANTITY mg/capsule

Cyclosporin e.g Ciclosporin 100.0

Chcoturol 210

Nvntol 318 90

3.1.1 Nikkol UCOSO 170.0

4.2 Klucel PP 30.0

TOTAL 600.0

Equivalent compositions to 2.1 to 2.3 can be prepared replacing the

Glycofurol component with Transcutol in the same or equivalent anount

EXAMPLE

Preparation of topically applicable form microewulsion

preconcea trate type
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CONPONENT BY EICT

Gyclospcrn e.g Ciclosporin 0.1

11 Clycofurol 50.0

2.1 Miglyol 812 16.6

3.Li Cremophor ER 40 33.3

The above composition is preparec analogously to example An

equisalent composition is obtained on replacement of the Glycofurol

component vith Transcutol The composition may be made the basis of

cream gel or the like by combination with further additives e.g

hydrocolloid thickening agents paraf fins etc as hereanbefore

described

EXAMPLE

Preparation of oral dosage forms regular emulsion pre-concentrate

typex

4.1 COMPONENT QUANTITY mgi capsule

ciclosponr Ciciosporin 100

1.1 Transcutol 154.0

3.1.1 Cremophor RE 40 146.0

Labrafil ii 1944 CS 50

TOTAL 450.0

cyclosporin is dissolved in 11 with stirring at room temperature

anc and added to the obtained solution again wIth

stitring The obtained mixture is filled into size nard gelatvi

capsules and sealed employing QualiSeal technique

The folloving compositions may be prepared analogously for fillIng

into size or hard gelatin capsules as appropriate
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4.2 COMPONENT QUANTITY mg/capu1e

Cyclosporin e.g Ciclosporin 50.0

1.1 Transcutol 80.0

3.1.1 Cremophor RH 40 75.0

3.2.1 LabraflI tI 2130 CS 25.0

TOTAL 230.0

4.3 COMPONENT QUA Tilt mgtcapsnle

cyclosporin ticlosponn 100

1.1 Clycofurol 75 1500

flkkol HCO4O 200

TOTAL 450.0

4.4 COMPONSIt QUANTITY igtcapsie

Cyclosporzn Cic1osporu 50

1.1 Transcutol 100.0

3.1.1 Crenophor RH 40 94.0

Labrafil 1944 31

TOTAL 275.0

Equivaleht compositions may be prepared by replacing Transcutol in 4.1 42

or s...th the same or equu.alent amount of C1cofurol or the Clycofurol

in 4.3 with the sane or equva1ent amount of Transcutol

EXAMPLE

Preparation of oral dosage forms thickened enulsion preconcentrate typet
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5.1 COMPoNENT QUANTITY mg/capsule

cyclosporin e.g Ciclosporth 50.0

1.1 Transcutol 80.0

3.1.1 Cremophor RU $0 75.0

3.2.1 Labrafil 1944 CS 25.0

4.1 Eudragit 50.0

TOTAL 280.0

3.l.1 3.2.1 and 41 are combined with and dissolved in 1.1
with stirring and light warming Cyclosporin is then added with light

warming ann f4rtber stirring and the product fillen into size

hart-gelatin capsules and sealed

The following compositions can be prepared analogously for filling

into size or hard gelatin capsules as appropr1ate

5.2 CoMPONENT QUANTITY mg/capsule

C.yclosporin Ciclosponn 100

1.1 Transcutol 1800

3.l.$ Pluronic P68 140.0

3.16 Sodium laurylsuiphate 5.0

Sodiurn carboxvmethylcellulose 25

TOTAL 350.0

5.3 COMPONENT QUANTITY ng/capsule

cyclosporin e.g Ciclosporin 50.0

1.1 Transcutol 1630

3.1.1 Cremophor Eli 40 1000

3.2.1 Labrafil 194$ CS 35.0

43 Kollidon 30 72.0

TOTAL $20.0

Equivalent compositions may be prepared by replacing the Transcutol
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component vi th Glycofurol in the same or equivalent amount

EXAMPLE

Preparstion of topical dosage fors eaulsion typet

The folloving are prepared by intimate admixture of the indicated

ingredients analogously to examples and above to provide ointment

preparations suitable for topical applicationt

6.1 COMPONENT BY WEIGliT

Cc1osporin Caclosporin

Transcutol 15

3.1.1 Crenophor RB 40 5.0

3.2.1 Labrafil 213 15.0

tlycerolmonostearate 10

6.2 White petrolatun 54.9

CONPONENT El VEICPT

Cyclosporin e.g Ciclosporin 0.1

1.2 Glycofurol 15.0

3.2.5 Glycerolmonostearate 8.0

lLneral oil 39

6.1 Vhite patrolatun 37.9

EXMPLE

Preparation of oral dosage forms sugar ester typet
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7.1 INGREDIENT AMOUNT mg/capsule

Cyolospoun Catlospenu 50

11 Glycofurol 10C.0

Saccharose monolaurate L_1695 312.5

TOTAL 462.0

7.2 INGREDIENT AMOUNT mg/capsule

Cyclosporin e.g Ciclosporin 50.0

Transcutol 60

Saccharose monolaurate 1r1695 312.5

TOTAL 442.5

7.3 INGREDIENT AIOUNT mg/capsule

Cyclosporin e.g Clclosporin 50.0

Glycofurol 100

Saccharose monolaurate L_l695 312

4.2 KIucel 12 30.0

TOTAL 512.5

Product coneercially available from thtsubi.shi-Easei Food Corp

Tokyo 104 Japan ELS-value at least 1Z.3 lauryl ester residue

purity at least 95% H.P ca 35C decomposition at ca

235C surface tension of 17 veig1t aqueous solutior

72.0 dyn/em at 25C

The composition of example 7.1 is prepared by dissolving cyclosporin

and with stirring ard warmag over an o1 bath at 100C in

component 1.1 The composition of examples 7.2 and 7.3 are prepared

analogously
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The obtained compositions are filled with warming into hard gelatin

cepsule size caousitions and or compnsiion

Utility of compositions in accordance with the invention may be shown

in animal or clinical trials3 for example performed as followst

flOAVAILABILITY STUDY POR COMPOSITIONS IN AGCORDANCE WITH TIlE

INVENTION IN TUE DOG

Test compositions

COMPOSITION as per example LI

COMPOS1TIOM It 1.2

COMPOSITION III 1.6

COMOSITION IV 2.1

OMP0SITION 2.2

COMPOSITION VI 4.4

COMPOSITION VII 53

Test method

Groups of beagle dogs male ca 1113kg are used Animals

receive no food vttnn 18 hours of administration of test

composition hut are allowed free access to vater until

administration Test compositions are admit istered by garage

followed by 20m1 NaCl O.9X solution The animals are allowed

free access to food and water three hoirs after administration

of test composition

2m1 blood samples or Sml for the blank are taken from the vena

saphena and collected in Sml plastic tubes containing EDTh at
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l5ain b1ank 30mm and 15 34 68 12 and 24

hours post admnistrat1on Blood saples are stored at 1BC
pending assay

Blood samples are analysed by RIA Areas under the blood drug

concentration versus time curves are calculated by the

trapezoidal rule Analysis of variance ma performed with respect

to ABC area under curve Cmax maximum concentatson and Tmaz

time of maxImum4

Results

Calculatea average ASIC in ng hr /nl and Omax tmn ngiiu1

values from tynmcal trial runs are snon mm the following table

together with calculated variation in response between test

animals receiving the same composifion CV

COMPOSITION ABC CV Cmax

.1

2969 461 655 424

II 3315 359 606 290

III 3392 330 623 250

IV 4010 351 756 300

2769 278 469 2147

VI 12375 403 518 292

23 470

As will be seen from the above table compositions in accordance with

the mnennon exhibit hmgn bmoavamlabmlmty ASIC and Cmax coupled

with relatively low varIability in subject response both for ASIC and

Cmax
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Comparable advantageous results nas be ontalned emplonng other

compositions In accordance with examples 12A5 and herein in

particular the compositions of example

The advantageous properties the compositinns of the invention on

oral administration nay also be demonstrated in clinical trials e.g

performed as follows

Trial subjects are adult volunteers professionally educated

males of from 30 to 55 years Trial groups suitably comprise 12

subjects

The following inclunon/exclusion criteria are applied

Inclusiont Normal screening EcO normal bloodpressure and heart rate

body weight 50-95kg

Exclusiont Clinically significant intercurrent medical condition which

might .mterfere tnth thug absorption distribution metabolism

excretion or safety symptoms of significant clinical illness in the

twoweek pretrial period clinically relevant abnormal labors tory

salues or erectrocardiogram need for concomitant medication during

the entire course oX the study adnristratron of ais drug knowr to

have well-defined potential toxicatl to major organ sstei ithrr

the previous monthsr administration of any Investigational drug

w1ths weeks prior to entry into the trial hictory of drug or

alcohol abuse loss of 500n1 or more blood th_i the past month

period adverse drug reaction or hypersnsitivlty history of allergy

requiring drug therapy Eep.B/E1Vposltie

Complete physical examination and ECO is performed pre and

posttrial The following parameters are evaluated within I-month

periods pre- and posttrial

Blood red blooc cerl couit haenioglobar henatocrit enthrocyte

sedimentation white blood cell count sneer platelet coJnt arc

fasting glucose
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Serum/plasma total protein and electrophoresis1 cholesterol

triglycerides tat Kt Pe Cat Cl creannthe urea uric acid

SCOT SGPT CT alLaline phosphatase total bilirLbin u-amlase

Urine pH microalbumin glucose erythrocytes ketone bodies

sediment

Creatinine clearance is also determined 1-month prior to trial entry

Subjects each receive trial compositions in randomised sequence

compostiors are administered orally once to total dose of 150mg

cvclosporin Ciclosporin and at least 14 days are allowec

between each administration

Administration is performed in the morning after an overnignt fast or

lohrs with only eater alloyed 0nl caffeim-tree beverages are

permitted within the 24hr perioc following administration Subjects

are not allowed to smoke within the l2hr1 period following

administration Subjects receive standardised lunch hrs following

administration

Blood samples 2ml are taken hr prior to administration and

postadministration at 25

12 14 24 28 and 32 hrs For determination of creatinine Zml

blood samples ate taken inutediatel prior to administration and at Ib

24 ad 48 hrs postadminstraton Samples for cyclosporin

determination are collected in two ZOTA coated polystyrene tubes ml
each at each time point and are deep frozen at 20C after gentle

agitation Cyclosponn assaeo in whole blood using RIA witn

specific and/or nonspecific MA assay detection limit in both cases

cm lOng/ni

In one such trial COMPOSTION above accordance with the ent ion

hard gelatin encapswlated form is compared with COMPOSITION
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COMPOSITION COMPMTIVE ART CCThPOITIQN

Unit dosage form soft gelatin capsule comprising

Ciclosporin ......... 50mg

Labrafil 150mg

Ethanol .50mg

Maize oil.. _____
Total 463mg/dosage

current Sandimmun ora1 drink solution

In trial performed in this manner bioavailahllity level of 149.01

4B is recorded for COMPOSITION as compared with COMPOSITION

for which bioavailability achieved is set as 1002 ARC values 032
mrs ng h/mi and Cmax %alues mg/mi established for 0OMPOSITI0

are 2q92 627 and 882 18 respectively as compared witn 2137

606 and 515 l80 for COMPOSITION

Figs III and IV attached provide superimposed graphical

representations from sLob trial of whole blood Ciclosporin

concentrations recorded for all 12 trial pareicpanrs following single

oral administrations of COMPOSITION Fig III and COMPOSITION

tFig IV each in an amount prondg Ciclosporin dosage of 150mg

as determinea s3ecific nonoclonal Eli Blood Lorcencration in

ngml is recorded vertically time in hrs morimontally

Comparison of Figs III and IV clearly demonstrates the marked

rethcuon Ir variability of inter-subject response itb tesoect

bicavailabilaty parameters recorced on adrinistratiot of COOSITION

as compared with COMPOSITION The determined coefficient of

variation deviation/mean value 100 with respect to

nax for COMPOSITION is 351 as compared with value of only 202
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for COMPOSITION

Similar or eouivalent resglts may be obtaned folloing oral

administration of other compositions in accordance with the invention

e.g as herein described in the examples in particular the

compositions of example

IN VITO TESTING FOR TOPICAL FaNs

ALLERGIC CONTACT DERMATITIS TEST IN TEE GUINEA PiG

Guinea rigs lifartley male 400500g ate sensitised by application of

SOpi 57 DUPE in acetone/olise oil applied to markee areas on

the shaen left and right flank This second challenge exposure

induces an allergic inflammation leading to reddening and cellular

infiltration thickening of the skin Test composition e.g in

accordance with example 36 or abosee in an amount of from

200450mg is amplied ith spatula to the DUPE treated area of the

right flank The left flank is similarly treated with placebo as

control Application of test composition/placebo is effected 5x at

rntrvals of 20 nins hrs 24 hrs 32 hrs and $8 hrs after the

challenge Skin thickness at the site of appltcation is determined

before each application and again hrs after the last application

by raising the skin into fold and measuring the thickness of this

Degree of reddening ot inflammation is also estimated visually on

scale of fron to Efficacy of test preparation in preventing

inflammatotj response is determined by comparison with rssuhs

recorded for placebo treated flanks

In the above test method substantial reduct4on in skin thickening as

compared with placebo are achieved following first application of test

composition e.g in accordance with examples 36.1 or 6.2 continuing

througnt tteatment anvil completion of the experiment
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The following results are recorded for the onposition of exaip1e

TThE ecnit

CHALLENGE BRS 24 32 48 56

INHIEtTION OF

SKIN TdWZNESS 36 68 76 75 73

US PLACESO

CONTROL
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ClaIms

pharmaceutical comoostion compnsing cyclosporu1 as active

ingredient which composition is microemulsion

pre-concefltrt

composition according to claim comprlsinv

hydrophihc phase

lipophilic phase and

surfactant

composition according to claim or comprising

pharmaceutically acceptable C..alkvl or

tetrahydrofurfuryl di- or partial-ether of low molecular

weight mono- or poly-oxy-alkanediol or

l2propleneghcol

as hydrophilic componentS

composition according to clam comprising Transcutol or

Glycofurol as hydrophilic component

composition accordirg to claim comprising l2pronyleneglvcol

as hydrophllic component

composition according to any one of claims to conutising

medium chain fatty acid triglyceride as lipophilic component

composition accordtng to claim comprising caplmceapnc

acid triglyceride as lipophilic component

composation according to any one of claims to comprising

polyoxyethleie glycolated natural or hydrogenated vegeranle oil

olyoxyetny1ene fatty acid ester phospholipid or mono- or

diglyceride as surfactant
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composition according to any one of claims to comprising

3a strfactant and Sb cosurfactant

10 conpositfon according to any one of claims to capable on

contacting tth wate of pronthng microemulsion having an

average particle sIze of C5000A

11 harmaceutica1 composition comprising cyclosporin as active

ingredient5 which comoosition is microemulsion

12 composition according to claim 11 comprising coirposition as

defined in any of claims to 10 and water

13 pharaacentical composition comprising cyclosporin as active

ingredient together with pharmaceuticall acceptable

C1a1ky1 or tetrahydrofurfuryl di or partialether of low

molecular weight mono or polyoxyalkanediol.

14 composition according to claim 13 wherein 1.1 comprises

Transcutol or Glycofurol

15 composition accorcing to claim 13 or 14 additionall

compris.ing

lipophilic co-solvent or

surfactant

16 composition according to claim 15 wherein is hyoropttilac

surfactant

17 composition according to claim 15 or 16 wherein is

medium chain fatty acid triglyceride

18 composition according to any one of claims 13 to 17

additionally comprising
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fatty acid satcharlde monoester

IP composition according to claim 18 wherein is raffinose or

saccharose monolaurate

20 composition according to any one of claims to 19 comprising

from about 0.05 to about 351 by weight of cyclosporin based on

the total weight of the composition

21 composition according to any one of claims to 10 and 12

to 20 wherein is present in an amount of from about to

about 901 by seight based on the total weight of the

compoütion

22 compontion accordng to anjone of claims to 10 and 12

wherein is present in an amount of from about to about

50% by weight based on the total weight of the composition

23 comoosition accordIng to an one of claims to 10 12 and 15

to 22 wherein or are each present in en amount of from

about 0.5 to about 90% by weight based on the total weight of the

conposi ion

24 composition according to any cne of claims 20 to 23 compnsing

from about to about 25% by weight 01 cyclosporin

25 composition according to claim 24 comprising from about to

about 15% weight of cyclosponn

26 composition according to any ne of claims 21 and 23 to 25

wherein is present in an amount of from about 20 to about

801 by weight
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27.4 composition according to claim 26 vherefn LI is present in

ama mount of from about 40 to about 70% by weIght

28 composition according to any one of claims 22 to 25 wherein

is present in an amount of from about to about 45% by

weight

29 composition according to claim 28 wherein 1.2 is present in

an amount of from about to about 30% by weight

30 composition according to any one of claims 23 to 29 therein

is present in an amount of from about to about 45% by

weight

31 compos4tior according to claim 30 wherein is present in

an amount of from about to about 25% by weight

32 composition according to ay one of claims 23 to 31 wherein

is present in an amount of from about 20 to about 90% by

weight

33 composition according to claim 32 wherein is present in an

amount of from about 25 to about 80% by weight

34 composition according to claim 33 conprisng component 1.1
and wherein is present in an amount of from about 30 to about

50% by weight

35 composition according to claim 33 comprising component 1.2
and wherein is present in an amount of from about 40 to about

75% by weight

36 compositioi according to any one of claims to 10 and

12 comprising from about 15 to about 83% of 11 from about
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to about 40% of and from about 15 to about 85% of each

by weight based on the total of 1.123

37 couDositlon according to claim 36 comprising from about 25 to

about 65% of from about to about 35% of and from

about 25 to about 60% of each by weight based on the total

of LI23
38 composition according to any one of claims to 10 and 12

wherein the relative proportion of components lies

within the area oefxned by line of accompanying Pig

30 composition according to claim 38 wherein the relative proportion

lies vith4n the area defined by line of fig

40 composition according to amy one of claims to 10 and 12

comprising from about to about 35% of l2 from about to

about 35% of and from about 45 to about 90% of each by

weight based on the total of l.223

41 compositIon according to claim 40 comprising from about to

about 25% of from about to about 30% of and fror ab

55 to about 807 of eact bj weight based on the totai of

l.223

42 composition according to any one of claims to 10 and 12

wherein the relative pr000rtion of Lomponemts lies

within the area defined by line of accompanying Fig II

43 composition according to claim 42 wherein the relative

proportion lies within the area defined by line of Fig II

44 composition according to claim 43 whereIn the relative

proportion lies within the area defined by line of FIg II
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45 composition according to any one of claims 40 to 44 wherein

comprises 3.1 surfactant and 3.2 cosurfactant

46 composition according to claim 45 vherein 3d and 3.2 are

present in ratio of about to SOd p.p.w.

composition according to claim 4t eherein the ratio is about

to lSd p.p.w.

48 composition according to any one of claim 36 to wherein the

cyclosporn is present in an amount of from about to about 30%

by weight based on the total of fcyclosporan or

1.2

49 composition accordixg to claim 48 wherein the cyclosporin is

present in an amount of from about to about 25% by weight

50 composition according to claim 49 wherein the cyclosporin is

present in an amount of iron about to about 20% by weight

51 composition according to claim 50 wherein the cyclosporin is

present in an amount of from about to about 157 weight

52 composition according to any one of claIms 18 to 21 and 23 to

25 wherein the cyclosporin and 11 are present in ratio of

about 10.5 to 200 p.p.w cyc1osporin1.l

53 composlUon according to claim 52 wherein the ratio is about

ItO..5 to 50 pp.w

compostion according to claim 53 wherein the ratio is about

Id to 10 p4Lw
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55 composition according to claim 54 wherein the ratio is about

11 to p.p.w.

56 composition according to any one of dates 18 to 21 23 to 25

and 52 to 55 ..iherein the cuclosporin and are present in

ratio of about 13 to 200 p.p.v cyclosporin5J

57 composition according to claim 56 wherein the ratio is about

13 to 50 p..p.v.

58 composition according to claim 57 wherein the ratio is about

15 to 10 p.p.w.

59 composition according to any one of claims to 12 and 36 to 51

which is non-alkanolbased

60 composition according to any one of claims to 12 and 36 to 51

which is non-ethanolbased

61. composition according to any one of the preceding claims which

is free or substantially free of ethanol

62. composition according to any one of the preceding claims in

form suitable or convenient for oral administration

63 composition According to any one of the preceding claims in

unit dosage form

64. composition according to claim $3 in soft or hard gelatin

encapsulated form

65 composition according to claim 63 or 64 comprising from about

to about 200mg cyclosporin/unit dosage
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66 composition according to claim 65 comprising from about 15 to

about 100mg cyclosporin/unit dosage

67 composition according to claim 66 comprising from about 20 to

about 100mg cyclosporfn/unit dosage

68 composition accorcing to any one of claims to 17 or 36 to 47

comprising from about 0.5 to about 50% by weight cyclosporin

based on the total weight of the composition in form suitable

or convenient for topical app1icatlon

69 composition according to any one of claims 13 to 17 comprising

from about 05 to about 50% by weight cyclosporin and from about

to about 70% 1w weight of each based on the total weight

of the comoosition in form suitable or consenient for topical

application

70 composition according to claim 68 or 69 compnsing from about

0.1 to about 10% by weight cyclosporin

71 cowposition according to clam 69 or comprising from about

to about 50% by selght of

72 composition according to clam 71 comprising from about to

about 25% by weight of 1.1

73 composition according to any one of claIms 68 to 72 comprising

pharmaceutically acceptable solvent or carrier which is

nonmiscible with 11

74 composition according to claim 73 wherein conpiises

solid hydrocarbon wax liquid hydrocarbon fatty acid

eats- or non-volatile silicone
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75 omposition accordtng to clan 73 or 74 wherein is present

in an amount of up to about 80% by weight based on the total

weight of the composition

76 composition according to claim wherein C6 is present in an

amount of from about to about 70% weight

77 composition according to claim 76 wherein is present in ar

amount of from about 25 to about 60% by weight

78 composition according to any one of claims 68 to 77 comprisAng

surfactant

79 composition according to claim 78 Aerean the surfactant has

an HiS of ca to

80 couposition accoraing to claim 78 or 79 wherexn the surfactart

is present in an amount of up to about 60% by weight based on the

total weight of the composition-

81 composition according to claim 80 wherein is present in an

amount of from about to about 40% weight based on the total

weight of the compositfon

82 composition according to claim Si wherein the surfactant is

prsent in an amount of from about 10 to about 40% by weight

based on the total eight of the composition

83 composition according to any one of claims 68 to 82

additionally comprising consistency promoting agent

84 composition according to claim 83 wherein the consistency

promoting agent is microcrystalline wax vegetable oil or

vegetable oil derivative
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composition according to claim $3 or 84 wherein the

consistency promoting agent is present in an amount of from about

to abo 10 bi .seight based on the total eight of the

cnposi tion

86 composition according to any one of claims 68 to 85 in lovable

form in the form of powder in the form of topically

applicable spray or in the form of cataplasm poultice or

transdermal patch

87 composition according to claim 86 in the form of gel cream

paste ointment or tincture

88 composition according to any of the preceding claims wherein

the cyclosponn Ciclosponn

89 composftion according to any of the proceding claims wherein

the cyclosporin is jNvai2Ciclosporth

90 composition according to claim or substantially as

hereinbefore described in partIcular with reference to any one

of examples 1.1 to 2.3

91 composition according to claim 13 substantially as

hereinbefore described in particular with reference to any one

of examples 4.1 to 53

92 composition according to claim 68 or 69 substantially as

hereinbefore described in particular with reference to any one

of examples or

93 composition according to claim 18 substantially

hereinbefore described in particular with reference to any one

of examples 7.1 to 7.3

Pibs1w1 GGa4ThCustn3tCecLStt Roun 1jr2t LinSo WcR4fl tMtnn tzvtflssSWsnt Orp.rper 5Sfl sy
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Docket No 17618 CON6CON1 AP

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Examiner Cordero Garcia Marcela
In the Patent Application of

Group Art Unit 1676
Andrew Acheampong Andrew et al

Confirmation No 9616
Application No 14/222478

Filing Date March 21 2014

Title METHODS OF PROVIDING
THERAPEUTIC EFFECTS USING
CYCLOSPORJNG COMPONENTS

INFORMATION DISCLOSURE STATEMENT
UNDER 37 C.F.R 1.97 1.98

Commissioner for Patents

P.O Box 1450

Alexandria VA 223 13-1450

Dear Sir

Pursuant to 37 C.F.R 1.97 1.98 Applicants submit for consideration in the above-

identified application the documents listed on the attached Form PTO/SB/08a

Pursuant to the USPTO notice dated July 11 2003 waiving the requirements under

37 C.F.R 1.98 a2i to provide copies of U.S Patents and U.S Published Applications

copies of these documents if cited are not submitted herewith However copies of any foreign

patent documents and non-patent literature documents that may be cited on the attached Form

PTO/SB/08a are submitted herewith The Examiner is requested to make these documents of

record

This Information Disclosure Statement is submitted

With the application accordingly no fee or separate requirements are required

Before the mailing of first Office Action after the filing of Request for Continued

Examination under 37 C.F.R 1.114 However if applicable certification under 37

C.F.R 1.97 e1 is provided with the attached Form PTO/SB/08a
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Application No 14/222478 Docket No 17618 CON6CON1 AP

Within three months of the application filing date or before mailing of first Office

Action on the merits accordingly no fee or separate requirements are required

However if applicable certification under 37 C.F.R 1.97 e1 is provided with the

attached Form PTO/SB/08a

After receipt of first Office Action on the merits but before mailing of final Office

Action or Notice of Allowance

fee is required and submitted herewith

Certification under 37 C.F.R 1.97 is provided with the attached Form

PTO/SB/08a accordingly no fee is believed to be due

After mailing of final Office Action or Notice of Allowance but before payment of the

Issue Fee

fee is required and submitted herewith AND Certification under 37

C.F.R 1.97 is provided with the attached Form PTO/SB/08a

Applicants would appreciate the Examiner initialing and returning the Form PTO/SB/08a

indicating that the information has been considered and made of record herein

If the Patent and Trademark Office determines that an extension and/or other relief such

as payment of fee under 37 C.F.R 1.17 is required Applicants petition for any required

relief including extensions of time and authorize the Commissioner to charge the cost of such

petition and/or other fees due in connection with the filing of this document to Deposit Account

No 01-0885 referencing our docket number

Respectfully submitted

July 2014 /Laura Wine/

Dated By Laura Wine Reg No 68681

Allergan Inc

2525 Dupont Drive T2-7H

Irvine CA 9612

Telephone 714 246-6996

Facsimile 714 246-4249
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UNITED STAmS PAmNT AND TRADEMARK OrncE

APPLICATION NO

14/22247

51957 7590

ALLERGAN INC
2525 DUPONT DRIVE T2-7H

IRVINE CA 92612-1599

PTOL-90A Rev 04/07

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

FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

03/21/2014 Andrew Acheampong 17618C0N6C0N1 AP 9616

06/25/2014
EXAMINER

CORDERO GARCIA MARCELA

ART UNIT PAPER NUMBER

1676

NOTIFICATION DATE DELIVERY MODE

06/25/2014 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 addresses

patents_ip @allergan.com

pair_allergan@firsttofile.com
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Office Action Summary Examiner Art Unit AlA First Inventor to File

StatusMARCELA CORDERO 1676
No

GARCIA

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

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 CFR 1.136a In no event however may reply be timely filed

after SIX 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 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 1.704b

Status

Responsive to communications filed on 3/21/2014

declarations/affidavits under 37 CFR 1.130b was/were filed on ______

2aE This action is FINAL 2b This action is non-final

3E An election was made by the applicant in response to restriction requirement set forth during the interview on

______ the restriction requirement and election have been incorporated into this action

4E 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 11453 0G 213

Disposition of Claims

Claims 37-63 is/are pending in the application

5a Of the above claims _____ is/are withdrawn from consideration

6E Claims _____ is/are allowed

Claims 37-63 is/are rejected

8E Claims _____ is/are objected to

9E Claims _____ 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

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

htt//www.usito.qov/patents/nft events/ph/ndexsp or send an inquiry to PPHfeedback@uspto.gov

Application Papers

OE The specification is objected to by the Examiner

1E The drawings filed on _____ is/are aE accepted or bE objected to by the Examiner

Applicant may not request that any objection to the drawings be held in abeyance See 37 CFR .85a

Replacement drawing sheets including the correction is required if the drawings is objected to See 37 CFR 1.121d

Priority under 35 U.S.C 119

12E Acknowledgment is made of claim for foreign priority under 35 U.S.C 119a-d or

Certified copies

aE All bE Some cE None of the

Certified copies of the priority documents have been received

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

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

application from the International Bureau PCT Rule 17.2a
See the attached detailed Office action for list of the certified copies not received

Attachments

Notice of References Cited PTO-892 Interview Summary PTO-413

Paper Nos/Mail Date
Information Disclosure Statements PTO/SB/08a and/or PTO/SB/08b
Paper Nos/Mail Date 3/28/20 14 er

U.S Patent and Trademark Office

PTOL-326 Rev 11-13 Office Action Summary Part of Paper No/Mail Date 20140614
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Application/Control Number 14/222478 Page

Art Unit 1676

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

provisions

DETAILED ACTION

Election/Restrictions

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

herein vacated

Status of the claims

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

merits

Claim Rejections -35 USC 112

The following is quotation of the first paragraph of 35 U.S.C 112a

IN GENERAL.The specification shall contain 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 or joint inventor of carrying out the invention

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

The specification shall contain 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

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

comply with the written description requirement The claims contains subject matter

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

one skilled in the relevant art that the inventors at the time the application was filed
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Application/Control Number 14/222478 Page

Art Unit 1676

had possession of the claimed invention Claims 37 49 and 57 comprise the limitation

at frequency of twice day

New Matter

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 line 25- page line 14 page 14 line 28-page 15 line page 26 lines 5-

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

the amendments

Lack of Ipsis Verbis Support

With respect to the limitation at frequency of twice day such embodiment

does not appear to be expressly disclosed

Lack of Inherent Support

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 of the instant disclosure which has the embodiments with the

concentrations as claimed however it 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

Double Patenting

The nonstatutory double patenting rejection is based on judicially created

doctrine grounded in public policy policy reflected in the statute so as to prevent the
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Application/Control Number 14/222478 Page

Art Unit 1676

unjustified or improper timewise extension of the right to exclude granted by patent

and to prevent possible harassment by multiple assignees nonstatutory double

patenting rejection is appropriate where the claims at issue are not identical but at least

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

because the examined application claim is either anticipated by or would have been

obvious over the reference claims See e.g In re Berg 140 F.3d 1428 46 USPQ2d

1226 Fed Cir 1998 In re Goodman 11 F.3d 1046 29 USPQ2d 2010 Fed Cir

1993 In re Longi 759 F.2d 887 225 USPQ 645 Fed Cir 1985 In re Van Ornum

686 F.2d 937 214 USPQ 761 CCPA 1982 In re Vogel 422 F.2d 438 164 USPQ 619

CCPA 1970 and In re Thorington 418 F.2d 528 163 USPQ 644 CCPA 1969

timely filed terminal disclaimer in compliance with 37 CFR .321 or .321

may be used to overcome an actual or provisional rejection based on nonstatutory

double patenting ground provided the reference application or patent either is shown to

be commonly owned with this application or claims an invention made as result of

activities undertaken within the scope of joint research agreement terminal

disclaimer must be signed in compliance with 37 CFR .321

The USPTO internet Web site contains terminal disclaimer forms which may be

used Please visit http//www.uspto.gov/forms/ The filing date of the application will

determine what form should be used web-based eTerminal Disclaimer may be filled

out completely online using web-screens An eTerminal Disclaimer that meets all

requirements is auto-processed and approved immediately upon submission For more
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Application/Control Number 14/222478 Page

Art Unit 1676

information about eTerminal Disclaimers refer to

http //www uspto.gov/patents/process/file/efs/guidance/eTD-info-l.jsp

10 Claims 37-63 are rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 1-27 of U.S Patent No 8629111 cited in the IDS

dated 3/28/2014 Although the claims at issue are not identical they are not patentably

distinct from each other because the claims in US 111 are drawn to topical

ophthalmic emulsion for treating an eye of human comprising cyclosporin in an

amount of about 0.05% by weight polysorbate 80 acrylate/Ci 0-30 alkyl acrylate cross-

polymer water and castor oil in an amount of about .25% by weight wherein

cyclosporin is the only peptide present in the topical ophthalmic emulsion which

encompasses and/or inherently discloses the instantly claimed method Furthermore

the instantly claimed functional effects of the composition/method would necessarily be

the same as all the structural/manipulative limitations of the instant claims are taught by

the claims in 111

Thus the invention as whole is prima facie obvious over the references

especially in the absence of evidence to the contrary

11 Claims 37-63 are rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 1-24 of U.S Patent No 8633162 cited in the IDS

dated 3/28/2014 Although the claims at issue are not identical they are not patentably

distinct from each other because the claims in US 162 are drawn to method of

treating dry eye disease the method comprising topically administering to the eye of

human in need thereof an emulsion at frequency of twice day wherein the emulsion
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Application/Control Number 14/222478 Page

Art Unit 1676

comprises cyclosporin in an amount of about 0.05% by weight polysorbate 80

acrylate/Ci 0-30 alkyl acrylate cross-polymer water and castor oil in an amount of

about .25% by weight and wherein the topical ophthalmic emulsion is effective in

treating dry eye disease which encompasses and/or inherently discloses the instantly

claimed method Furthermore the instantly claimed functional effects of the

composition/method would necessarily be the same as all the structural/manipulative

limitations of the instant claims are taught by the claims in 62 With regards to the

claimed frequency of administration it is noted that differences fl

concenraton or temperature wW not supporL the patentabty of subject maLter

encompassed by the prior art uness there evidence ndcaUng such concentraton or

temperature crftcaL the genera condftons of carn are dscosed the

pror art not nventve to discover the optmurn or workabe ranges by routine

expermentaton MPEP 2144.05 Thus one of ordinary sk the art woud have

been abe to adjust the dosage as to flnd an effectve dosage and tmng of

admnstraton

Thus the invention as whole is prima facie obvious over the references

especially in the absence of evidence to the contrary

12 Claims 37-63 are rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 1-20 of U.S Patent No 8642556 cited in the IDS

dated 3/28/2014 Although the claims at issue are not identical they are not patentably

distinct from each other because the claims in US 556 are drawn to first topical

ophthalmic emulsion for treating an eye of human wherein the first topical ophthalmic
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emulsion comprises cyclosporin in an amount of about 0.05% by weight polysorbate

80 acrylate/Ci 0-30 alkyl acrylate cross-polymer water and castor oil in an amount of

about .25% by weight and wherein the first topical ophthalmic emulsion is

therapeutically effective in treating dry eye disease and wherein the first topical

ophthalmic emulsion provides overall efficacy substantially equal to second topical

ophthalmic emulsion comprising cyclosporin in an amount of about 0.1% by weight

and castor oil in an amount of about .25% by weight which encompasses and/or

inherently discloses the instantly claimed method Furthermore the instantly claimed

functional effects of the composition/method would necessarily be the same as all the

structural/manipulative limitations of the instant claims are taught by the claims in 556

With regards to the claimed frequency of administration it is noted that

differences concentraton or temperature wW not support the patentabWty of subject

matter encompassed by the prior ar uness there evdence ndcatng such

concentrton or temperature crftcaL the genera condtons of dam are

dscosed the pdor art not nventve to dscover the optimum or workabe ranges

by routne experrnentaton MPEP 2144O5 Thus one of ordinary sk the art

woud have been abe to adjust the dosage as to find an effecUve dosage and trnng of

admnstraton

Thus the invention as whole is prima facie obvious over the references

especially in the absence of evidence to the contrary

13 Claims 37-63 are rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 1-23 of U.S Patent No 8648048 cited in the IDS
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dated 3/28/2014 Although the claims at issue are not identical they are not patentably

distinct from each other because the claims in US 048 are drawn to method of

increasing tear production in the eye of human the method comprising topically

administering to the eye of the human in need thereof an emulsion at frequency of

twice day wherein the emulsion comprises cyclosporin in an amount of about

0.05% by weight polysorbate 80 acrylate/Ci 0-30 alkyl acrylate cross-polymer water

and castor oil in an amount of about 1.25% by weight and wherein the topical

ophthalmic emulsion is effective in increasing tear production which encompasses

and/or inherently discloses the instantly claimed method Furthermore the instantly

claimed functional effects of the composition/method would necessarily be the same as

all the structural/manipulative limitations of the instant claims are taught by the claims in

048

Thus the invention as whole is prima facie obvious over the references

especially in the absence of evidence to the contrary

14 Claims 37-63 are rejected on the ground of nonstatutory double patenting as

being unpatentable over claims 1-36 of U.S Patent No 8685930 Although the claims

at issue are not identical they are not patentably distinct from each other because the

claims in us 930 are drawn to an topical ophthalmic emulsion for treating an eye of

human having keratoconjunctivitis sicca wherein the topical ophthalmic emulsion

comprises cyclosporin in an amount of about 0.05% by weight polysorbate 80

acrylate/Ci 0-30 alkyl acrylate cross-polymer water and castor oil in an amount of

about .25% by weight and wherein the topical ophthalmic emulsion is therapeutically
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effective in treating keratoconjunctivitis sicca which encompasses and/or inherently

discloses the instantly claimed method Furthermore the instantly claimed functional

effects of the composition/method would necessarily be the same as all the

structural/manipulative limitations of the instant claims are taught by the claims in 930

With regards to the claimed frequency of administration it is noted that

dfferences concentraUon or temperature wifi not support the patentabffity of subject

matter encompassed by the phor art uness there evidence ndcatng such

concentraton or temperature crfficaL the genera condftons of dam are

dscosed the pdor art not nventve to dscover the opbmurn or workabe ranges

by routftie expehmentaton.m MPEP 2144.05 Thus one of ordftiary skifi the art

woud have been abe to adjust the dosage as to find an effecflve dosage and Umng of

adrnnstraUon

Thus the invention as whole is prima facie obvious over the references

especially in the absence of evidence to the contrary

Conclusion

15 No claim is currently allowed

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

applicants disclosure

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MARCELA CORDERO GARCIA whose telephone

number is 571272-2939 The examiner can normally be reached on M-F 830-500
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Application/Control Number 14/222478 Page 10

Art Unit 1676

If attempts to reach the examiner by telephone are unsuccessful the examiners

supervisor Karlheinz 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 toIl-free If you would like assistance from

USPTO Customer Service Representative or access to the automated information

system call 800-786-9199 IN USA OR CANADA or 571 -272-1 000

/MARCELA CORDERO GARCIA
Primary Examiner Art Unit 1676

MMCC 06/2014
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ION

cyclosporin lOa castor oil lOa emulsion
L2 14 CYCLOSPORIN 1OA CASTOR OIL 1OA EMULSION

ibib abs total

L2 ANSWER OF 14 CAPLUS COPYRIGHT 2014 ACS on STN
ACCESSION NUMBER
DOCUMENT NUMBER
TITLE

INVENTORS

PATENT ASSIGNEES

SOURCE

DOCUMENT TYPE
LANGUAGE
FAMILY ACC NUM COUNT
PATENT INFORMATION

20121840673 CAPLUS
15887295
Nonirritating eyedrop nanoemulsion composition
comprising cyclosporin utilized as active ingredient
and method for manufacturing it

Hwang Seong Ju Cha Gwang Ho Kang Han Sun Bo

Gyeong
Huons Co Ltd Korea Yonsei University
IndustryAcademic Cooperation Foundation

Repub Korea l6pp
CODEN KRXXFC
Patent
Korean

particle size of less than or equal to SOnm The composition further comprises
thickener 0.15 weight% that is selected from hyaluronic acid or its

salts chitosan hydroxypropyl methylcellulose hydroxypropyl cellulose
hydroxyethyl cellulose polyvinylpyrrolidone CMcellulose carbomer
glycerin and polyethylene oxide and ethanol 0.13 weight% According to

the present invention the eyedrop nanoemulsion composition has excellent

nonirritating property and excellent phys and chemical stabilities for long

PATENT NO KIND DATE APPLICATION NO DATE

KR 1211902 B1 20121213 KR 201245708 20120430
WO 2013165074 Al 20131107 WO 2013KR509 20130122

AE AG AL AM AO AT AU AZ BA BB BG BH BN BR BW BY
BZ CA CH CL CN CO CR CU CZ DE DK DM DO DZ EC EE
EG ES Fl GB GD GE GH GM GT HN HR HU ID IL IN IS
JP KE KG KM KN KP KZ LA LC LK LR LS LT LU LY MA
MD ME MG MK MN MW MX MY MZ NA NG NI NO NZ OM PA
PE PG PH PL PT QA RO RS RU RW SC SD SE SG SK SL
SM ST SV SY TH TJ TM TN TR TT TZ UA UG US UZ VC
VN ZA ZM ZW

RW AL AT BE BG CH CY CZ DE DK EE ES Fl FR GB GR HR
HU IE IS IT LT LU LV MC MK MT NL NO PL PT RO RS
SE SI SK SM TR BF BJ CF CG CI CM GA GN GQ GW ML
MR NE SN TD TG BW GH GM KE LR LS MW MZ NA RW SD
SL SZ TZ UG ZM ZW AM AZ BY KG KZ RU TJ TM

PRIORITY APPLN INFO KR 201245708 20120430
AB The present invention relates to nonirritating eyedrop nanoemulsion

composition comprising cyclosporin utilized as an active ingredient and
method for manufacturing the same The composition comprises cyclosporine

011
weight% as the active ingredient i.e cyclosporine polyethoxylated castor
oil or polyethoxylated hydrogenated castor oil 0.59.79 weight% and

phosphate buffer 9099.29 weight% The manufacturing method involves

following
step mixing and stirring the cyclosporine polyethoxylated castor oil

or polyethoxylated hydrogenated castor oil and water without utilizing
sep emulsifier or high speed single machine to manufacture the nonirritating
eyedrop nanoemulsion composition The composition has nanoemulsion with

average
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term storage

L2 ANSWER OF 14

ACCESSION NUMBER
DOCUMENT NUMBER
TITLE

INVENTORS
PATENT ASSIGNEES

SOURCE

DOCUMENT TYPE
LANGUAGE
FAMILY ACC NUM COUNT
PATENT INFORMATION

CAPLUS COPYRIGHT 2014 ACS on STN
2012974032 CAPLUS
157209519
Cyclosporincontaining ophthalmic emulsion gel and its

preparation method

Mao Yufeng
Wuxi Xinrentang Pharmaceutical Technology Co Ltd
Peop Rep China
Faming Zhuanli Shenqing l2pp
CODEN CNXXEV
Patent
Chinese

PATENT NO APPLICATION NO DATE

CN 102525887 CN 201210011033 20120116
PRIORITY APPLN INFO CN 201210011033 20120116
AB The ophthalmic emulsion gel is composed of hydrophilic polymer polyalkenyl

alc or nonionic surfactant emulsifier 0.0110 higher fatty acid

glycerideone or more of olive oil peanut oil castor oil mineral oil
etc 0.0110 hydrophobic drug cyclosporin 0.00110 gel matrixone or

more of hydroxypropyl Me cellulose hydroxypropyl Et cellulose Me
cellulose etc 0.0210 pH regulatorone or more of NaOH sodium

bicarbonate HC1 etc 010 osmotic pressure regulatorglucose
glycerol 0.70.9% NaC1 solution mannitol or sorbitol 010 and purified
water 1012 weight parts The preparation method comprises mixing higher fatty
acid glyceride with hydrophobic drug cyclosporin dissolving regulating
pH to 39 obtaining oil phase dissolving hydrophilic polymer in 12
parts of water for injection to obtain water phase adding oil phase into
water phase mixing to obtain emulsion adding 910 parts of water for

injection into beaker sprinkling gel matrix on the surface of water for

injection standing and swelling mixing emulsion with gel stirring
regulating pH with pH regulator to 39 adding osmotic pressure regulator
till the osmotic pressure of mixed solution is 200350 Osmol/kg
subpackaging and sterilizing at 115125 and 0.050.15 MPa for 1525 mm
The ophthalmic emulsion gel directly acts on infected part and can

throughly and effectively play its role

L2 ANSWER OF 14

ACCESSION NUMBER
DOCUMENT NUMBER
TITLE
INVENTORS

PATENT ASSIGNEES
SOURCE

DOCUMENT TYPE
LANGUAGE
FAMILY ACC NUM COUNT
PATENT INFORMATION

CAPLUS COPYRIGHT 2014 ACS on STN
20111544834 CAPLUS
155694448
Cyclosporin emulsions

Morgan Aileen Gore Anuradha Attar Mayssa
Pujara Chetan

Allergan Inc USA
PCT Int Appl 23pp
CODEN PIXXD2
Patent

English

PATENT NO

WO 2011150102
AE AG AL
CA CH CL
ES Fl GB

KIND DATE

Al 20111201
AM AO AT AU
CN CO CR CU
GD GE GH GM

20110525
BW BY BZ
EC EE EG
IN IS JP

KIND DATE

20120704

DATEAPPLICATION NO

WO 2011U537964
AZ BA BB BG BH BR
CZ DE DK DM DO DZ
GT HN HR HU ID IL
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KE KG KM KN KP KR KZ
MD ME MG MK MN MW MX
PC PH PL PT RO RS RU
SY TH TJ TM TN TR TT

RW AL AT BE BG CH CY CZ
HU IE IS IT LT LU LV
SE SI SK SM TR BF BJ
MR NE SN TD TC BW CH
SZ TZ UC ZM ZW AM AZ

US 20110294744 Al 20111201
EP 2575854 Al 20130410

AL AT BE BC CH CY CZ
HU IE IS IT LI LT LU
RS SE SI SK SM TR

PRIORITY APPLN INFO

ACCESSION NUMBER
DOCUMENT NUMBER
TITLE

INVENTORS

PATENT ASSIGNEES
SOURCE

DOCUMENT TYPE
LANGUAGE
FAMILY ACC NUM COUNT
PATENT INFORMATION

20071175883 CAPLUS
147455518

LA LC LK LR LS LT LU LY MA
MY MZ NA NC NI NO NZ OM PE
SC SD SE SC SK SL SM ST SV
TZ UA UC US UZ VC VN ZA ZM ZW

DE DK EE ES Fl FR GB CR HR
MC MK MT NL NO PL PT RO RS
CF CC CI CM CA CN CQ CW ML
CM KE LR LS MW MZ NA SD SL
BY KG KZ MD RU TJ TM

US 201113115764 20110525
EP 2011726545 20110525

DE DK EE ES Fl FR GB CR HR
LV MC MK MT NL NO PL PT RO

Liquid crystal emulsiontype pharmaceutical
compositions containing cyclosporin
Akamatsu Akira Fujii Masahiro Sakaguchi Tomonori
Horisawa Eijiro
Maruho Co Ltd Japan
Jpn Kokai Tokkyo Koho l2pp
CODEN JKXXAF
Patent

Japanese

PATENT NO KIND DATE APPLICATION NO DATE

JP 2007269795
JP 5026824
CA 2697756
WO 2009034604

AE AC AL
CH CN CO
GB CD CE
KM KN KP
MC MK MN
PT RO RS
TR TT TZ

RW AT BE BC
IS IT LT
BJ CF CC
CH CM KE
BY KG KZ

EP 2193798
AT BE BC
IS IT LI
AL BA HR

20071018
B2 20120919
Al 20090319
Al 20090319

AM AT AU AZ
CR CU CZ DE
CH CM CT HN
KR KZ LA LC
MW MX MY MZ
RU SC SD SE
UA UC US UZ
CH CY CZ DE
LU LV MC MT
CI CM CA CN
LS MW MZ NA
MD RU TJ TM
Al 20100609

CH CY CZ DE
LT LU LV MC
MK RS

JP 200760987 20070309

CA 20072697756 20070910
WO 2007JP67564 20070910

BA BB BC BH BR BW BY BZ CA
DK DM DO DZ EC EE EC ES Fl
HR HU ID IL IN IS JP KE KG
LK LR LS LT LU LY MA MD ME
NA NC NI NO NZ OM PC PH PL
SC SK SL SM SV SY TJ TM TN
VC VN ZA ZM ZW

DK EE ES Fl FR GB CR HU IE
NL PL PT RO SE SI SK TR BF
CQ CW ML MR NE SN TD TC BW
SD SL SZ TZ UC ZM ZW AM AZ

EP 2007806996 20070910
DK EE ES Fl FR GB CR HU IE
MT NL PL PT RO SE SI SK TR

US 201061347851 20100525
WO 2011U537964 20110525

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT
AB Disclosed herein is composition comprising cyclosporin at concentration
between

about 0.001% w/v and about 1.0% w/v plant oil at concentration between
about 0.01% w/v and about 10% w/v and macrogol 15 hydroxystearate at

concentration between about 0.01% w/v and about 10% w/v
REFERENCE COUNT THERE ARE CITED REFERENCES AVAILABLE FOR THIS

RECORD ALL CITATIONS AVAILABLE IN THE RE FORMAT

L2 ANSWER OF 14 CAPLUS COPYRIGHT 2014 ACS on STN
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Us 20100190695 Al 20100729 Us 2010676929 20100308
PRIORITY APPLN INFO JP 200666545 20060310

WO 2007JP67564 20070910
ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT
AB The invention provides liquid crystal emulsiontype pharmaceutical
composition

characterized by containing cyclosporin and nonionic surfactant wherein the

composition provides improved transdermal absorption property For example
liquid crystal emulsiontype composition containing cyclosporin 0.1

squalane 1.4
behenic acid 0.2 cetostearyl alc 0.9 glycerin monostearate 0.6
polyoxyethylene polyoxypropylene cetyl ether 0.6 13butylene glycol
Larginine 0.1 pH adjuster q.s and water balance to 100 was
formulated

L2 ANSWER OF 14

ACCESSION NUMBER
DOCUMENT NUMBER
TITLE
INVENTORS
PATENT ASSIGNEES
SOURCE

DOCUMENT TYPE
LANGUAGE
FAMILY ACC NUM COUNT
PATENT INFORMATION

CAPLUS COPYRIGHT 2014 ACS on STN
200763260 CAPLUS
146149038
Opthalmic emulsion comprising cyclosporin
Chang James Olejnik Orest Firestone Bruce

Allergan Inc USA
U.S Pat Appl Publ 24pp Cont.inpart of U.S
Ser No 181409
CODEN USXXCO
Patent

English

US 20070015694
US 7288520
US 20070015690
US 7297679
US 20070015710
US 7276476
US 20070015691
US 20070015692
US 7202209
US 20070015693
US 20070149447
US 8536134
US 20080009436
US 8211855
US 20080070834
US 8575108
US 20120270805
US 8563518
US 20140011753
US 20140045772
US 20140057855

PRIORITY APPLN INFO

US 2005181509
US 2007679934

US 2007940652

US 201213536479

US 201314027006
US 201314059025
US 201314071427
US 2005181178
US 2005181187
US 2005181409
US 2005181428
US 2005181509
US 2005255821
US 2007679934
US 2007857223
US 2007940652
US 201213536479

DATE

20051019

20050713

20050713

20050713
20050713

20050713
20070228

20070918

20071115

20120628

20130913
20131021
20131104

A2 20050713
A2 20050713
A2 20050713
A2 20050713
A2 20050713
A3 20051019
Al 20070228
Al 20070918
Al 20071115
Al 20120628

PATENT NO KIND DATE APPLICATION NO

US 2005255821

US 2005181178

US 2005181187

US 2005181409
US 2005181428

Al

B2

Al

B2

Al

B2

Al

Al

B2

Al

Al

B2

Al

B2

Al

B2

Al

B2

Al

Al

Al

20070118
20071030
20070118
20071120
20070118
20071002
20070118
20070118
20070410
20070118
20070628
20130917
20080110
20120703
20080320
20131105
20121025
20131022
20140109
20140213
20140227

US 2007857223
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT
AB composition is disclosed herein comprising from about 0.001% to about 0.4%

cyclosporin castor oil and surfactant selected from the group
consisting of alc ethoxylated alcs alkyl glycosides alkyl
polyglycosides alkylphenol ethoxylates amine oxides block polymers
carboxylated alc or alkylphenol ethoxylates carboxylic adds/fatty acids
cellulose derivs ethoxylated alcs ethoxylated alkylphenols
ethoxylated aryl phenols ethoxylated fatty acids ethoxylated fatty
acids ethoxylated fatty esters and oils fatty alcs fatty esters
glycol esters lanolinbased derivs lecithin and lecithin derivs
lignin and lignin derivs Me esters monoglycerides and derivs
phospholipids polyacrylic acids polyethylene glycols polyethylene
oxidepolypropylene oxide copolymers polyethylene oxides polymeric
surfactants polypropylene oxides propoxylated alcs propoxylated alkyl
phenols propoxylated fatty acids proteinbased surfactants sarcosine

derivs siliconebased surfactants sorbitan derivs stearates sucrose
and glucose esters and derivs and combinations thereof For example
emulsion was prepared containing cyclosporin 0.1% castor oil 1%
clove oil 0.7% Polysorbate80 1% diglycerol 0.7% glycerin 2%
CMcellulose 0.5% sodium hydroxide to adjust pH 7.2 and water as

needed
OS.CITING REF COUNT THERE ARE CAPLUS RECORDS THAT CITE THIS RECORD

CITINGS
89 THERE ARE 89 CITED REFERENCES AVAILABLE FOR THIS

RECORD ALL CITATIONS AVAILABLE IN THE RE FORMAT
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AB The present invention is directed to pharmaceutical composition comprising

pharmaceutically effective amount of cyclosporin in association with

pharmaceutical carrier said carrier comprising drug solubilizing
effective amount of fatty acid having 622 carbon atoms and nonionic
surfactant An emulsion ready for encapsulation into capsule
contained cyclosporin 100 oleic acid 200 and polyoxyl 35 castor
oil 200 mg
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glycol and polyethylene glycol surfactant selected from polyoxyethylene
glycolated natural or hydrogenated vegetable oil and cosurfactant
preferably selected from polyoxyethylenesorbitanfatty acid esters
pharmaceutical emulsion contained cyclosporin 1.0 maisine 2.1 propylene
glycol 2.6 Cremophor RH4O 3.6 Polysorbate80 1.0 and water q.s 100%
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AB stable solution of cyclosporin forming polar lipid selfemulsifying drug
delivery system is disclosed The composition typically consists of

cyclosporin dissolved in polar lipid such as medium chain

monoglyceride of C612 fatty acids having monoglyceride content of at

least 50% and surfactant The composition provided here instantly forms
fine emulsion on exposure to water The encapsulated dosage form of this

composition needs neither hydrophilic component nor airtight blister

packaging and is particularly suitable for oral administration Thus
1.0 of cyclosporin was dissolved in 5.0 of Capmul MCM at

25c_30c Then 6.0 of Tween 80 was added and mixed to

achieve homogeneous solution The mixture appeared as clear solution to the
naked eye and microscopic anal revealed no crystals The formulation
was filled in soft gelatin capsule such that each capsule contained 50

mg of cyclosporin
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AB Pharmaceutical compns in the form of an emulsion preconc or

microemulsion preconc which comprise cyclosporin as active ingredient
acetylated monoglyceride as lipophilic solvent surfactant and

optionally hydrophilic solvent One example contained cyclsporine 1.0
Myvacet 945 6.0 and Cremophor RH 40 3.7 parts
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT
AB pharmaceutical composition is disclosed in the form of nonirritating

emulsion which includes at least one cyclosporin in admixt with higher
fatty acid glyceride and polysorbate 80 More particularly the

cyclosporin may be cyclosporine and the higher fatty acid glyceride may
be castor oil The composition allows high comfort level and low irritation

potential suitable for delivery of medications to sensitive areas such as

ocular tissues with enhanced absorption in the lacrimal gland In addition
the composition has stability for up to mo without crystallization of

cyclosporin
For example an ophthalmic emulsion containing cyclosporin 0.2 castor
oil 2.5 Polysorbate80 1.0 Pemulen 0.05 glycerol 2.2 NaOH q.s and

purified water to 100% was formulated to treat keratoconjunctivitis sicca
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Cyclosporin in fat emulsion carriers experimental
studies on pharmacokinetics and tissue distribution
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Institute Stockholm Swed
Pharmacology
1995 762
11521
CODEN PHTOEH ISSN 09019928
10.1111/j.16000773.1995.tbOOllS.x
Munksgaard
Journal

English
AB In the com available i.v formulation of cyclosporin Sandimmun

ethoxylated castor oil Cremophor EL is used as solubilizing agent
The authors recently reported that the acute nephrotoxic effect of this

drug was alleviated by replacing Cremophore EL with soybean oilbased
fat emulsion in rat model To further explore the potential of fat

emulsions as carriers for cyclosporin data on the in vivo

pharmacokinetics and tissue distribution are required In this study in

pigs the pharmacokinetics of soybean oilcyclosporin was compared to

that of Sandimmun The formulations seemed bioequivalent as there were
no significant differences in the systemic clearances vols of

distribution or elimination halflives Moreover the tissue
distributions of soybean oilcyclosporin and Sandimmun were compared in

rats These studies also included two addnl lipidbased carriers one
based on iodized ester of poppy seed oil and the other on liposomal
preparation The tissue distributions were similar regardless of the carriers
used Fat emulsion carriers seem to offer possibilities for preparing better
tolerated i.v formulations of cyclosporin while maintaining the same
characteristics concerning pharmacokinetics and tissue distribution
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SUMMARY LANGUAGE English
ENTRY DATE Entered Embase 28 Apr 1999

Last Updated on Embase 28 Apr 1999

AB Purpose To determine the ocular pharmacokinetics of cyclosporin after

topical ophthalmic administration Methods Radiolabled cyclosporin
in either castor oilinwater emulsion or corn oil ointment was
applied to the eyes of beagle dogs or albino rabbits using the following
paradigms single doses of 0.2% emulsion to rabbits and dogs ii
single doses of 0.05% 0.2% or 0.4% emulsion to rabbits iii multiple
doses of 0.2% emulsion to dogs iv single and multiple doses of 0.2%
ointment to rabbits The distribution of cyclosporin was determined by
measuring the distribution of radioactivity Results After single
dose cyclosporin was rapidly absorbed into the conjunctiva Cmax
dogs 1490 ng/g rabbits 1340 ng/g and cornea Cmax dogs 311 ng/g
rabbits 955 ng/g High concentrations 300 ng/g could be detected in

the cornea up to 96 hours postdose Lower concentrations were found in

the intraocular tissues and systemic absorption was minimal After

multiple doses there was some accumulation in the cornea lens lacrimal

gland and iriscilliary body but limited accumulation in the conjunctiva
and sclera Ocular tissue concentrations of cyclosporin increased with

increasing dose concentration proportionally in lacrimal gland and
intraocular tissues less than proportionally in conjunctiva and cornea
The pharmacokinetic profile of the cyclosporin corn oil ointment was
similar to that of the emulsion Conclusions Topical ophthalmic
cyclosporin penetrated into extraocular tissues at concentrations

adequate for local immunomodulation while penetration into intraocular
tissues was much less and absorption into the blood was minimal
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199906
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AB PURPOSE To determine the ocular pharmacokinetics of cyclosporin after

topical ophthalmic administration

METHODS Radiolabled cyclosporin in either castor oilinwater
emulsion or corn oil ointment was applied to the eyes of beagle dogs
or albino rabbits using the following paradigms single doses of 0.2%
emulsion to rabbits and dogs ii single doses of 0.05% 0.2% or 0.4%
emulsion to rabbits iii multiple doses of 0.2% emulsion to dogs iv
single and multiple doses of 0.2% ointment to rabbits The distribution
of cyclosporin was determined by measuring the distribution of

radioactivity
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RESULTS After single dose cyclosporin was rapidly absorbed into the

conjunctiva Cmax dogs 1490 ng/g rabbits 1340 ng/g and cornea Cmax
dogs 311 ng/g rabbits 955 ng/g High concentrations 300 ng/g could
be detected in the cornea up to 96 hours postdose Lower concentrations
were found in the intraocular tissues and systemic absorption was
minimal After multiple doses there was some accumulation in the cornea
lens lacrimal gland and iriscilliary body but limited accumulation in

the conjunctiva and sclera Ocular tissue concentrations of cyclosporin
increased with increasing dose concentration proportionally in lacrimal

gland and intraocular tissues less than proportionally in conjunctiva and
cornea The pharmacokinetic profile of the cyclosporin corn oil

ointment was similar to that of the emulsion

CONCLUSIONS Topical ophthalmic cyclosporin penetrated into extraocular
tissues at concentrations adequate for local immunomodulation while

penetration into intraocular tissues was much less and absorption into the
blood was minimal
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20 Database WPI Week 200044 Derwent Pub Ltd London GB An 2000-492678 JP2000/143542 2000 Pages

21
DING SHULIN ET AL Cyclosporine Ophthalmic 0/W emulsion Formulation and Emulsion Characterization Pharm

Res 19971 page 1411

22 DONNENFELD ERIC The Economics Of Using Restasis Ophthalmology Management 10/2003 pages US

23
DROSOS ET AL Efficacy and Safety of Cyclosporine-A Therapy for Primary Sjogrens Syndrome Ter Arkh
1998 77-80 604

24
DROSOS A.A ET AL Cyclosporin Therapy in Patients with Primary Sjogrens Syndrome Results at One Year

Scand Rheumatology 1986 246-249 61

25
DURRANI A.M ET AL Pilocarpine Bioavailability From Mucoadhesive Liposomal Ophthalmic Drug Delivery

System International Journal of Pharmaceutics 1992 409-415 88

26
EISEN DRORE ET AL Topical Cyclosporine for Oral Mucosal Disorders Am Acad Dermatol Dec 990

1259-1264 23

27
EPSTEIN JOEL ET AL Topical Cyclosporine in Bioadhesive for Treatment of Oral Lichenoid Muscosal Reactions

Oral Surg Oral Med Oral Pathol Oral 1996 532-536 82
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28
ERDMANN ET AL Pemphigus Vulgaris Der Mund- Und Kehlkopfschleimhaut Pemphigus Vulgaris of the Oral

Mucosa and the Larynx HG Zeitschrift Fuer Hautkrankheiten 1997 283-286 724

29
FDA Concludes Restasis Cyclosporine Not Effective for Dry Eye 6/18/1999 Accessed online at httpIlwww

dryeyeinfo.org/Restasis_Cyclosporine.htm on 8/14/09 Page

30
GAETA G.M ET AL Cyclosporin Bioadhesive Gel in the Topical Treatment of Erosive Oral Lichen Planus

International Journal of Immunopathology and Pharmacology 1994 125-1 32 72

31
GIPSON ILENE ET AL Character of Ocular Surface Mucins and Their Alteration in Dry Eye Disease The Ocular

Surface April 2004 131-148 22

32 GREMSE DAVID ETAL Ulcerative Colitis in Children Pediatr Drugs 2002 807-815 412

GUNDUZ KAAN ET AL Topical Cyclosporin Treatment of Keratoconjunctivitis Sicca in Secondary Sjogrens

Syndrome Acta Ophthalmologica 1994 438-442 72

34
http//web.archive.org/web/2001 030625323/http//www.surfactant.co.kr/surfactants/pegester.html 2001 Pages
retrieved on 7/05/2008

HUNTER P.A ET AL Cyclosporin Applied Topically to the Recipient Eye Inhibits Corneal Graft Rejection Clin Exp

Immunol 1981 173-1 77 45

36
JUMAA MUHANNAD ET AL Physicochemical Properties and Hemolytic Effect of Different Lipid Emulsion

Formulations Using Mixture of Emulsifiers Pharmaceutica Acta Helvetiae 999 293-301 73

KANAI ET AL The Effect on the Cornea of Alpha Cyclodextrin Vehicle for Eye Drops Transplantation Proceedings

February 1989 3150-3152 Vol 21

38
KANPOLAT AYFER ET AL Penetration of Cyclosporin into the Rabbit Cornea and Aqueous Humor after Topical

Drop and Collagen Shield Administration Cornea/External Disease April 1994 119-122 202
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40
KUWANO MITSUAKI ET AL Cyclosporine Formulation Affects Its Ocular Distribution in Rabbits Pharmaceutical

Research January 2002 108-111 191

41
Lambert Technologies Corp Material Safety Data Sheet for LUMULSE TM POE-40 MS KP last revision 8/22/2003

pages

42
LEIBOVITZ ET AL Our Experience In Processing Maize Corn Germ Oil Journal Of The American Oil Chemists

Society 02/1 983 395-399 80 US

LIXIN XIE ET AL Effect Of Cyclosporine Delivery System in Corneal Transplantation Chinese Medical Journal

2002 110-113 1151 US

44 LOPATIN D.E Chemical Compositions and Functions of Saliva 8/24/2001 31 Pages

LYONS R.T ET AL Influence of Three Emulsion Formulation Parameters on the Ocular Bioavailability of

Cyclosporine in Albino Rabbits Am Assoc Pharm Sci 2000 Page 24

46
PEDERSEN ANNE MARIE ET AL Primary Sjogrens Syndrome Oral Aspects on Pathogenesis Diagnostic Criteria

Clinical Features and Approaches for Therapy Expert Opin Pharma 2001 1415-1436 29

PHILLIPS THOMAS ET AL Cyclosporine Has Direct Effect on the Differentiation of Mucin-Secreting Cell Line

Journal of Cellular Physiology 2000 400-408 184

48
PRESENT D.H ET AL Cyclosporine and Other Immunosuppressive Agents Current and Future Role in the

Treatment of Inflammatory Bowel Disease American Journal of Gastroenterology 1993 627-630 885

49 Restasis Product Information Sheet Allergan Inc 2009 Pages
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50
Restasis Increasing Tear Production Retrieved on 08/14/2009 http//www.restasisprofessional.com/_clinical/
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51
ROBINSON N.A ET AL Desquamative Gingivitis Sign of Mucocutaneous Disorders Review Australian Dental

Journal 2003 205-21 484
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RUDINGER Characteristics of the Amino Acids as Components of Peptide Hormone Sequence Peptide

Hormones 1976 1-7

SALL KENNETH ET AL Two Multicenter Randomized Studies of the Efficacy and Safety of Cyclosporine Ophthalmic
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SANDBORN WILLIAM ET AL Placebo-Controlled Trial of Cyclosporine Enemas for Mildly to Moderately Active

Left-Sided Ulcerative Colitis Gastroenterology 1994 1429-1435 106

SAN DBORN WILLIAM ET AL Cyclosporine Enemas for Treatment-Resistant Mildly to Moderately Active Left-Sided

Ulcerative Colitis American Journal of Gastroenterology 993 640-645 885

56
SCHWAB MATTHIAS ET AL Pharmacokinetic Considerations in the Treatment of Inflammatory Bowel Disease Clin

Pharm 2001 723-751 6010

SECCHI ANTONIO ET AL Topical Use of Cyclosporine in the Treatment of Vernal Keratoconjunctivitis American

Journal of Ophthalmology December 1990 641-645 110

58
SMALL DAVE ET AL The Ocular Pharmacokinetics of Cyclosporine in Albino Rabbits and Beagle Dogs Ocular Drug

Delivery and Metabolism 999 54

SMALL DAVID ET AL Blood Concentrations of Cyclosporin During Long-Term Treatment With Cyclosporin

59 ophthalmic Emulsions in Patients with Moderate to Severe Dry Eye Disease Journal of Ocular Pharmacology and

Therapeutics 2002 41 1-418 85

SMILEK DAWN ET AL Single Amino Acid Change in Myelin Basic Protein Peptide Confers the Capacity to

60 Prevent Rather Than Induce Experimental Autoimmune Encephalomyelitis Proc NatI Acad Sci Nov 1991

9633-9637 88
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61 STEPHENSON MICHELLE The Latest Uses Of Restasis Review Of Ophthalmology 12/30/20057 Pages US
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STEVENSON DARA ET AL Efficacy and Safety of Cyclosporin ophthalmic Emulsion in the Treatment of Moderate-

to-Severe Dry Eye Disease Ophthalmology 2000 967-974 107

63
TESAVIBUL ET AL Topical Cyclosporine C5A for Ocular Surface Abnormalities in Graft Versus Host Disease

Patients Invest Ophthalmol Vis Sci Feb 1996 S1026 373

64 The Online Medical Dictionary Derivative Analog Analogue Xerostomia accessed 7/7/2005 and 7/13/2005 Pages

65 The United States Pharmacopeia USP XXII January 1990 Pages 22

66
TIBELL ET AL Cyclosporin In Fat Emulsion Carriers Experimental Studies On Pharmacokinetics And Tissue

Distribution Pharmacology Toxicology 1995 115-121 76 US

67
TSUBOTA KAZUO ET AL Use of Topical Cyclosporin in Primary Sjogrens Syndrome Mouse Model Invest

Ophthalmol Vis Sci Aug 1998 1551-1559 399

68
VAN DER REIJ DEN WILLY ET AL Treatment of Oral Dryness Related Complaints Xerostomia in Sjogrens

Syndrome Ann Rheum Dis 1999 465-473 58

69
WIEDERHOLT MICHAEL ET AL Pharmacokinetic of Topical Cyclosporin in the Rabbit Eye Invest Ophthalmol Vis

Sci 1986 519-524 27

70
WINTER T.A ET AL Cyclosporin Retention Enemas in Refractory Distal Ulcerative Colitis and Pouchitis Scand

Gastroenterol 1993 701-704 28

71 U.S Pending Application 13/961828 and its entire prosecution history Filed on August 07 2013
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is voluntary and the principal purpose for which the information is used by the U.S Patent and Trademark Office is to
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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
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The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
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record in this system of records may be disclosed as routine use to contractor of the Agency having need for

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

requirements of the Privacy Act of 1974 as amended pursuant to u.s.c 552am

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

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

to the Patent cooperation Treaty

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

National security review 35 u.s.c 81 and for review pursuant to the Atomic Energy Act 42 u.s.c 218c

record from this system of records may be disclosed as routine use to the Administrator General 5ervices or

his/her designee during an inspection of records conducted by G5A as part of that agencys responsibility to

recommend improvements in records management practices and programs under authority of 44 u.s.c 2904 and

2906 5uch disclosure shall be made in accordance with the G5A regulations governing inspection of records for this

purpose and any other relevant i.e G5A or commerce directive 5uch disclosure shall not be used to make

determinations about individuals

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

the application pursuant to 35 u.s.c 22b or issuance of patent pursuant to 35 u.s.c 51 Further record

may be disclosed subject to the limitations of 37 CFR 1.14 as 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 published application an application open to public inspections or an issued patent

record from this system of records may be disclosed as routine use to Federal State or local law

enforcement agency if the USPTO becomes aware of violation or potential violation of law or regulation
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51957 7590

ALLERGAN INC
2525 DUPONT DRIVE T2-7H

IRVINE CA 92612-1599

PTOL-90A Rev 04/07

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

FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO CONFIRMATION NO

03/21/2014 Andrew Acheampong 17618C0N6C0N1 AP 9616

05/09/2014
EXAMINER

CORDERO GARCIA MARCELA

ART UNIT PAPER NUMBER

1676

NOTIFICATION DATE DELIVERY MODE

05/09/2014 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 addresses

patents_ip @allergan.com

pair_allergan@firsttofile.com
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Application No Applicants

14/222478 ACHEAMPONG ET AL

Office Action Summary Examiner Art Unit AlA First Inventor to File

MARCELA CORDERO 1676
Status

NoGARCIA

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address --

Period for Reply

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 CFR 1.136a In no event however may reply be timely filed

after SIX 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 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 1.704b

Status

Responsive to communications filed on 3/21/2014

declarations/affidavits under 37 CFR 1.130b was/were filed on ______

2aE This action is FINAL 2b This action is non-final

3E An election was made by the applicant in response to restriction requirement set forth during the interview on

______ the restriction requirement and election have been incorporated into this action

4E 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 11453 0G 213

Disposition of Claims

Claims jfi is/are pending in the application

5a Of the above claims _____ is/are withdrawn from consideration

6E Claims _____ is/are allowed

7E Claims _____ is/are rejected

8E Claims _____ is/are objected to

Claims 1-36 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

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

httI/wvw.usrito.qov/patents/nft events/ph/ndexs or send an inquiry to PPHfeedback@usDto.gov

Application Papers

OE The specification is objected to by the Examiner

11 The drawings filed on _____ is/are aE accepted or bE objected to by the Examiner

Applicant may not request that any objection to the drawings be held in abeyance See 37 CFR .85a

Replacement drawing sheets including the correction is required if the drawings is objected to See 37 CFR 1.121d

Priority under 35 U.S.C 119

12E Acknowledgment is made of claim for foreign priority under 35 U.S.C 119a-d or

Certified copies

aE All bE Some cE None of the

Certified copies of the priority documents have been received

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

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

application from the International Bureau PCT Rule 7.2a
See the attached detailed Office action for list of the certified copies not received

Attachments

Notice of References Cited PT0892 Interview Summary PTO-413

Paper Nos/Mail Date
Information Disclosure Statements PTO/SB/08a and/or PTO/SB/08b
Paper Nos/Mail Date

er

U.S Patent and Trademark Office

PTOL-326 Rev 11-13 Office Action Summary Part of Paper No/Mail Date 20140505
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Application/Control Number 14/222478 Page

Art Unit 1676

DETAILED ACTION

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

provisions

Election/Restrictions

Restriction to one of the following inventions is required under 35 U.S.C 21

Claims 1-20 drawn to method of treating an eye of human or animal

classified e.g in class 514 subclass 20.5

II Claims 21-36 drawn to composition classified e.g in class 514 subclass

11

The inventions are distinct each from the other because of the following reasons

Inventions II and are related as product and process of use The inventions can

be shown to be distinct if either or both of the following can be shown the process

for using the product as claimed can be practiced with another materially different

product or the product as claimed can be used in materially different process of

using that product See MPEP 806.05h In the instant case treating diseases such

as corneal transplantation may be done with cyclosporine solution in polymer or

copolymer instead of an emulsion as instantly claimed e.g Lixin Chinese Medical

Journal 2002 cited in the IDS dated 3/28/20 14

Restriction for examination purposes as indicated is proper because all these

inventions listed in this action are independent or distinct for the reasons given above

and there would be serious search and/or examination burden if restriction were not

required because one or more of the following reasons apply
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reference that would anticipate and/or make obvious one of the inventions

would not necessarily anticipate and/or make obvious another invention

Applicant is advised that the reply to this requirement to be complete must

include an election of an invention to be examined even though the requirement

may be traversed 37 CFR 1.143 and ii identification of the claims encompassing

the elected invention

The election of an invention may be made with or without traverse To reserve

right to petition the election must be made with traverse If the reply does not distinctly

and specifically point out supposed errors in the restriction requirement the election

shall be treated as an election without traverse Traversal must be presented at the time

of election in order to be considered timely Failure to timely traverse the requirement

will result in the loss of right to petition under 37 CFR 1.144 If claims are added after

the election applicant must indicate which of these claims are readable upon the

elected invention

Should applicant traverse on the ground that the inventions are not patentably

distinct applicant should submit evidence or identify such evidence now of record

showing the inventions to be obvious variants or clearly admit on the record that this is

the case In either instance if the examiner finds one of the inventions unpatentable

over the prior art the evidence or admission may be used in rejection under 35 U.S.C

103 or pre-AIA 35 U.S.C 103a of the other invention

This application contains claims directed to the following patentably distinct

species the many and multiple diseases to be treated e.g dry eye syndrome
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phacoanaphylactic endophthalmitis uveitis vernal conjunctivitis atopic

keratoconjunctivitis corneal graft rejection the many and multiple hydrophobic

components e.g vegetable oils animal oilds mineral oils synthetic oils and mixtures

thereof the many and multiple active agents cyclosporin derivatives and

mixtures thereof the many and multiple additional components e.g emulsifier

component tonicity component and/or polyelectrolyte component The species are

independent or distinct because they are drawn to different diseases having different

symptoms and patient population and/or compounds having different molecular and

physical-chemical properties In addition these species are not obvious variants of each

other based on the current record

Applicant is required under 35 U.S.C 121 to elect single disclosed species or

single grouping of patentably indistinct species for Group elect species for

and for Group II elect species of and for prosecution on the

merits to which the claims shall be restricted if no generic claim is finally held to be

allowable Currently claims 1-36 are generic

There is search and/or examination burden for the patentably distinct species

as set forth above because at least the following reasons apply reference that

would anticipate and/or make obvious one of the species would not necessarily

anticipate and/or make obvious another species

Applicant is advised that the reply to this requirement to be complete must

include an election of species to be examined even though the requirement

may be traversed 37 CFR 1.143 and ii identification of the claims encompassing
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the elected species or grouping of patentably indistinct species including any

claims subsequently added An argument that claim is allowable or that all claims are

generic is considered nonresponsive unless accompanied by an election

The election may be made with or without traverse To preserve right to

petition the election must be made with traverse If the reply does not distinctly and

specifically point out supposed errors in the election of species requirement the election

shall be treated as an election without traverse Traversal must be presented at the time

of election in order to be considered timely Failure to timely traverse the requirement

will result in the loss of right to petition under 37 CFR 1.144 If claims are added after

the election applicant must indicate which of these claims are readable on the elected

species or grouping of patentably indistinct species

Should applicant traverse on the ground that the species or groupings of

patentably indistinct species from which election is required are not patentably distinct

applicant should submit evidence or identify such evidence now of record showing them

to be obvious variants or clearly admit on the record that this is the case In either

instance if the examiner finds one of the species unpatentable over the prior art the

evidence or admission may be used in rejection under 35 U.S.C 103 or pre-AIA 35

U.S.C 103a of the other species

Upon the allowance of generic claim applicant will be entitled to consideration

of claims to additional species which depend from or otherwise require all the limitations

of an allowable generic claim as provided by 37 CFR 1.141
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Applicant is reminded that upon the cancellation of claims to non-elected

invention the inventorship must be corrected in compliance with 37 CFR .48a if one

or more of the currently named inventors is no longer an inventor of at least one claim

remaining in the application request to correct inventorship under 37 CFR .48a

must be accompanied by an application data sheet in accordance with 37 CFR .76 that

identifies each inventor by his or her legal name and by the processing fee required

under 37 CFR 1.17i

The examiner has required restriction between product or apparatus claims and

process claims Where applicant elects claims directed to the product/apparatus and all

product/apparatus claims are subsequently found allowable withdrawn process claims

that include all the limitations of the allowable product/apparatus claims should be

considered for rejoinder All claims directed to nonelected process invention must

include all the limitations of an allowable product/apparatus claim for that process

invention to be rejoined

In the event of rejoinder the requirement for restriction between the

product/apparatus claims and the rejoined process claims will be withdrawn and the

rejoined process claims will be fully examined for patentability in accordance with 37

CFR .104 Thus to be allowable the rejoined claims must meet all criteria for

patentability including the requirements of 35 U.S.C 101 102 103 and 112 Until all

claims to the elected product/apparatus are found allowable an otherwise proper

restriction requirement between product/apparatus claims and process claims may be

maintained Withdrawn process claims that are not commensurate in scope with an
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allowable product/apparatus claim will not be rejoined See MPEP 821 .04

Additionally in order for rejoinder to occur applicant is advised that the process claims

should be amended during prosecution to require the limitations of the

product/apparatus claims Failure to do so may result in no rejoinder Further note

that the prohibition against double patenting rejections of 35 U.S.C 121 does not apply

where the restriction requirement is withdrawn by the examiner before the patent

issues See MPEP 804.01

Any inquiry concerning this communication or earlier communications from the

examiner should be directed to MARCELA CORDERO GARCIA whose telephone

number is 571272-2939 The examiner can normally be reached on M-F 830-500

If attempts to reach the examiner by telephone are unsuccessful the examiners

supervisor Karlheinz 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 toIl-free If you would like assistance from
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USPTO Customer Service Representative or access to the automated information

system call 800-786-9199 IN USA OR CANADA or 571 -272-1 000

/MARCELA CORDERO GARCIA/

Primary Examiner Art Unit 1676

MMCC 05/2014
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UNITED STATES PATENT AND TRADEMARK OFFICE

ALLERGAN INC
2525 DUPONT DRIVE T2-7H

RVINE.CA 92612-1 599

U.S Patent and Trademark Office

PTO-2298 Rev 02-2012

Commissioner for Patents

United States Patent and Trademark Office

P.O Box 1450

Alexandria VA 2231 3-1450

www.uspto.gov

Doc Code TRACK1 GRANT

Decision Granting Request for

Prioritized Examination

Track or After RCE
Application No 14/222478

THE REQUEST FILED March 21 2014 IS GRANTED

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

for an original nonprovisional application Track

Li for an application undergoing continued examination RCE

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

filing petition for extension of time to extend the time period for filing reply

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

claims more than thirty total claims or multiple dependent claim

filing request for continued examination

filing notice of appeal

filing request for suspension of action

mailing of notice of allowance

mailing of 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 Irvin Dingle at

571272-3210 Office of Petitions

Irvin Dingle

/lrvin Dinple/ ParaleQal Specialist

Title
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PATENT APPLICATION FEE DETERMINATION RECORD
Substitute for Form PTO-875

Application or Docket Number

14/222478

APPLICATION AS FILED PART

Column Column SMALL ENTITY

OTHER THAN

OR SMALL ENTITY

FOR NUMBER FILED NUMBER EXTRA

BASIC FEE N/A N/A
37 CFR 1.16a or

SEARCH FEE N/A N/A
37 CFR 1.16k or

EXAMINATION FEE N/A N/A
37 CFR 1.16o or

TOTAL CLAIMS
27 minus 20

37 CFR 1.16ffl

INDEPENDENT CLAIMS
minus

37 CFR 1.16h

If the specification and drawings exceed 100

APPLICATION SIZE sheets of paper the application size fee due is

FEE $310 $155 for small entity for each additional

37 CFR 1.1 6s 50 sheets or fraction thereof See 35 U.S.C
41 a1G and 37 CER 1.16s

MULTIPLE DEPENDENT CLAIM PRESENT 37 CFR 1.16j

If the difference in column is less than zero enter in column

APPLICATION AS AMENDED PART II

Column Column Column

RATE$ FEE$

N/A

N/A

N/A

TOTAL

CLAIMS

REMAINING

AFTER

AMENDMENT

cc

cc

RATE$ FEE$

N/A 280

N/A 600

N/A 720

80 560

420 420

0.00

0.00

TOTAL 2580

OTHER THAN

SMALL ENTITY

ADDITIONAL
RATE$ FEE$

HIGHEST

NUMBER
PREVIOUSLY

PAID FOR

SMALL ENTITY

PRESENT
EXTRA RATE$

Total rvnus

37 CFR l.16ç

Independent Minus

37CFR 1.16h

Application Size Fee 37 CFR 1.16s

ADDITIONAL

FEE$

OR

OR

OR

OR

OR

OR

OR

OR

FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM 37 CFR .16j

_________________
Column Column Column

CLAIMS HIGHEST

REMAINING NUMBER PRESENT
AFTER PREVIOUSLY EXTRA

AMENDMENT PAID FOR

TOTAL
ADDL FEE

cc

TOTAL
ADDL FEE

Total Mhius

37 CFR 1.16i

Independent
Minus

37CFR 1.16h

Application Size Fee 37 CFR 1.16s

ADDITIONAL
RATE$

FEE$

FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM 37 CFR .16j

ADDITIONAL
RATE$

FEE$

TOTAL
ADDL FEE

If the entry in column is less than the entry in column write in column

If the Highest Number Previously Paid For IN THIS SPACE is less than 20 enter 20
If the Highest Number Previously Paid For IN THIS SPACE is less than enter

The Highest Number Previously Paid For Total or lndependent is the highest found in the appropriate box in column

OR

OR TOTAL
ADDL FEE
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UNITED STATES PATENT AND 1EMARK OFFICE
IIII SIAIIS III-A IIM INI DI O1M IIWI

United States Patent and Trademark Office
Addss COMMISSIONER FOR PATENTS

PC Bx 14O
A1xarnlria \ia 22313-14S0

www.nsoto.go\

APPLICATION FILING or GRP ART

NUMBER 371c DATE UNIT FTh FEE RECD ATTYDOCKETNO TOT CLAIMS IND CLAIMS

14/222478 03/21/2014 1621 2580 17618C0N6C0N1 AP 27

CONFIRMATION NO 9616

51957 FILING RECEIPT

ALLERGAN INC

2525 DU PONT DRI\/E T27H

II
II II II IIII IIO IIO III IO III III OII OII III II

IRVINE CA 92612-1 599 000000067802253

Date Mailed 04/16/2014

Receipt is acknowledged of this non-provisional patent application The application will be taken up for examination

in due course Applicant will be notified as to the results of the examination Any correspondence concerning the

application must include the following identification information the U.S APPLICATION NUMBER FILING DATE
NAME OF APPLICANT and TITLE OF INVENTION Fees transmitted by check or draft are subject to collection

Please verify the accuracy of the data presented on this receipt If an error is noted on this Filing Receipt please

submit written request for Filing Receipt Correction Please provide copy of this Filing Receipt with the

changes noted thereon If you received Notice to File Missing Parts for this application please submit

any corrections to this Filing Receipt with your reply to the Notice When the USPTO processes the reply

to the Notice the USPTO will generate another Filing Receipt incorporating the requested corrections

Inventors
Andrew Acheampong Irvine CA
Diane Tang-Liu Las Vegas CA
James Chang Newport Beach CA
David Power San Clemente CA

Applicants

Allergan Inc Irvine CA

Assignment For Published Patent Application

Allergan Inc Irvine CA

Power of Attorney The patent practitioners associated with Customer Number 51957

Domestic Priority data as claimed by applicant

This application is CON of 13/961828 08/07/2013 PAT 8685930

which is CON of 11/89717708/28/2007 PAT 8618064

and is CON of 10/927857 08/27/2004 ABN
which claims benefit of 60/503137 09/15/2003

Foreign Applications for which priority is claimed You may be eligible to benefit from the Patent Prosecution

Highway program at the USPTO Please see http//www.uspto.gov for more information None

Foreign application information must be provided in an Application Data Sheet in order to constitute claim to

foreign priority See 37 CFR 1.55 and 1.76

Permission to Access proper Authorization to Permit Access to Application by Participating Offices

PTO/SB/39 or its equivalent has been received by the USPTO

page of
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If Required Foreign Filing License Granted 04/15/2014

The country code and number of your priority application to be used for filing abroad under the Paris Convention

is US 14/222478

Projected Publication Date 07/24/2014

Non-Publication Request No

Early Publication Request No

Title

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

Preliminary Class

514

Statement under 37 CFR 1.55 or 1.78 for AlA First Inventor to File Transition Applications No

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES

Since the rights granted by U.S patent extend only throughout the territory of the United States and have no

effect in foreign country an inventor who wishes patent protection in another country must apply for patent

in specific country or in regional patent offices Applicants may wish to consider the filing of an international

application under the Patent Cooperation Treaty PCT An international PCT application generally has the same

effect as regular national patent application in each PCT-member country The PCT process simplifies the filing

of patent applications on the same invention in member countries but does not result in grant of an international

patent and does not eliminate the need of applicants to file additional documents and fees in countries where patent

protection is desired

Almost every country has its own patent law and person desiring patent in particular country must make an

application for patent in that country in accordance with its particular laws Since the laws of many countries differ

in various respects from the patent law of the United States applicants are advised to seek guidance from specific

foreign countries to ensure that patent rights are not lost prematurely

Applicants also are advised that in the case of inventions made in the United States the Director of the USPTO must

issue license before applicants can apply for patent in foreign country The filing of U.S patent application

serves as request for foreign filing license The applications filing receipt contains further information and

guidance as to the status of applicants license for foreign filing

Applicants may wish to consult the USPTO booklet General Information Concerning Patents specifically the

section entitled Treaties and Foreign Patents for more information on timeframes and deadlines for filing foreign

patent applications The guide is available either by contacting the USPTO Contact Center at 800-786-9199 or it

can be viewed on the US PTO website at http //www uspto .gov/web/offices/pac/doc/ge neral/index html

For information on preventing theft of your intellectual property patents trademarks and copyrights you may wish

to consult the U.S Government website http//www.stopfakes.gov Part of Department of Commerce initiative

this website includes self-help toolkits giving innovators guidance on how to protect intellectual property in specific

countries such as China Korea and Mexico For questions regarding patent enforcement issues applicants may
call the U.S Government hotline at 1-866-999-HALT 1-866-999-4258
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LICENSE FOR FOREIGN FILING UNDER

Title 35 United States Code Section 184

Title 37 Code of Federal Regulations 5.11 5.15

GRANTED

The applicant has been granted license under 35 U.S.C 184 if the phrase IF REQUIRED FOREIGN FILING

LICENSE GRANTED followed by date appears on this form Such licenses are issued in all applications where

the conditions for issuance of license have been met regardless of whether or not license may be required as

set forth in 37 CFR 5.15 The scope and limitations of this license are set forth in 37 CFR 5.15a unless an earlier

license has been issued under 37 CFR 5.15b The license is subject to revocation upon written notification The

date indicated is the effective date of the license unless an earlier license of similar scope has been granted under

37 CFR 5.13 or 5.14

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof unless

it is revoked This license is automatically transferred to any related applicationss filed under 37 CFR .53d This

license is not retroactive

The grant of license does not in any way lessen the responsibilityof licensee for the security of the subject matter

as imposed by any Government contract or the provisions of existing laws relating to espionage and the national

security or the export of technical data Licensees should apprise themselves of current regulations especially with

respect to certain countries of other agencies particularly the Office of Defense Trade Controls Department of

State with respect to Arms Munitions and Implements of War 22 CFR 121-128 the Bureau of Industry and

Security Department of Commerce 15 CFR parts 730-774 the Office of Foreign AssetsControl Department of

Treasury 31 CFR Parts 500 and the Department of Energy

NOT GRANTED

No license under 35 U.S.C 184 has been granted at this time if the phrase IF REQUIRED FOREIGN FILING

LICENSE GRANTED DOES NOT appear on this form Applicant may still petition for license under 37 CFR 5.12

if license is desired before the expiration of months from the filing date of the application If months has lapsed

from the filing date of this application and the licensee has not received any indication of secrecy order under 35

U.S.C 181 the licensee may foreign file the application pursuant to 37 CFR 5.15b

SelectUSA

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 U.S offers tremendous resources

and advantages for those who invest and manufacture goods here Through SelectUSA our nation works to

promote and facilitate business investment SelectUSA provides information assistance to the international investor

community serves as an ombudsman for existing and potential investors advocates on behalf of U.S cities states

and regions competing for global investment and counsels U.S economic development organizations on investment

attraction best practices To learn more about why the United States is the best country in the world to develop

technology manufacture products deliver services and grow your business visit http//www.SelectUSA.gov or call

1-202-482-6800
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Electronic Acknowledgement Receipt

EFSID 18616805

Application Number 14222478

International Application Number

Confirmation Number 9616

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN
Title of Invention

COMPONENTS

First Named Inventor/Applicant Name Andrew Acheampong

Customer Number 51957

Filer Laura Lee Wine/Ken Dinh

Filer Authorized By Laura Lee Wine

Attorney Docket Number 1761 8CON6CON1 AP

Receipt Date 28-MAR-2014

Filing Date

Time Stamp 165506

Application Type Utility under 35 USC 11

Payment information

Submitted with Payment no

File Listing

Document File SizeBytes/ Multi PagesDocument Description File Name
Number Message Digest Part /.zip if appl
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ABDULRAZIK ET AL Ocular Delivery of Cyclosporin II Effect of Submicron Emulsions Surface Charge on

Ocular Distribution of Topical Cyclosporin S.T.P Pharma Sciences Dec 2001 427-432 116

ACHEAMPONG ANDREW ET AL Cyclosporine Distribution into the Conjunctiva Cornea Lacrimal Gland and

Systemic Blood Following Topical Dosing of Cyclosporine to Rabbit Dog and Human eyes 1996 179

ACHEAMPONG ANDREW ET AL Cyclosporine Distribution Into The Conjunctiva Cornea Lacrimal Gland and

Systemic Blood Following Topical Dosing of Cyclosporine to Rabbit Dog and Human Eyes Adv Exp Med Biol

1998 1001-1004 438

ACHEAMPONG ANDREW ET AL Distribution of Cyclosporin in Ocular Tissues After Topical Administration to

Albino Rabbits and Beagle Dogs Current Eye Research 1999 91-1 03 182

AKPEK ESEN KARAMURSEL ET AL Randomized Trial of Topical Cyclosporin 0.05% in Topical Steroid-Resistant

Atopic Keratoconjunctivitis Ophthalmology 2004 476-482 11
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ANGELOV ET AL Preclinical Safety Studies of Cyclosporine Ophthalmic Emulsion Adv Exp Med Biol 998

991-995 438

ANGELOV ET AL Safety Assessment of Cyclosporine Ophthalmic Emulsion in Rabbits and Dogs Xlth Congress
of the European Society of Ophthalmology 1997 25-28 1-5 Soc Ophthalmol Eur HU

ARDIZZONE SANDRO ET AL Practical Guide to the Management of Distal Ulcerative Colitis Drugs 998

51 9-542 554

BANIC MARKO ET AL Effect of Cyclosporine in Murine Model of Experimental Colitis Digestive Diseases and

Sciences June 2002 1362-1 368 476

10
BF GOODRICH CARBOPOL 1342 New Polymer Which Functions Both As Thickener And An Emulsifier TDS-73

Carbopol High Performance Polymers 1987 25 Pages

11 BF GOODRICH Carbopol Pemulen and Noveon Polymers 19952 Pages

12 BF GOODRICH Pemulen Polymeric Emulsifiers TDS-182 March 1993 Pages

13 BONINI ET AL Vernal Keratoconjunctivitis Eye 2004 345-351 18

14
BREWSTER MARCUS ET AL Enhanced Delivery of Ganciclovir to the Brain Through the Use of Redox Targeting

Antimicrobial Agents and Chemotherapy Apr 1994 817-823 384

BREWSTER MARCUS ET AL Intravenous and Oral Pharmacokinetic Evaluation of 2-Hydroxypropyl-R-cyclodextrin-

15 Based Formulation of Carbamazepine in the Dog Comparison with Commercially Available Tablets and Suspensions

Journal of Pharmaceutical Sciences March 997 335-339 863

BREWSTER MARCUS ET AL Preparation Characterization and Anesthetic Properties of 2-Hydroxypropyl-R-

16 cyclodextrin Complexes of Pregnanolone and Pregnenolone in Rat and Mouse Journal of Pharmaceutical Sciences

October 1995 1154-1159 8410

FAMY CARE - EXHIBIT 1004-0433

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



Application Number 14222478

Filing Date 2014-03-21

INFORMATION DISCLOSURE
First Named Inventor ANDREWACHEAMPONG

STATEMENT BY APPLICANT
Art Unit 1621

Not for submission under 37 CFR 1.99
Examiner Name TBD

Attorney Docket Number 1761 8-US-CN6CN -AP

17
BRINKMEIER THOMAS ET AL Pyodermatitis-Pyostomatitis Vegetans Clinical Course of Two Decades with

Response to Cyclosporine and Low-Dose Prednisolone Acta Derm Venereol 2001 134-1 36 81

18
CASTILLO JOSE BENITEZ DEL ET AL Influence of Topical Cyclosporine and Dissolvent on Corneal Epithelium

Permeability of Fluorescein Documenta Ophthalmologica 1995 49-55 91

19
CHEEKS LISA ET AL Influence of Vehicle and Anterior Chamber Protein Concentration on Cyclosporine Penetration

Through the Isolated Rabbit Cornea Current Eye Research 1992 641-649 117

20 Database WPI Week 200044 Derwent Pub Ltd London GB An 2000-492678 JP2000/143542 2000 Pages

21
DING SHULIN ET AL Cyclosporine Ophthalmic 0/W emulsion Formulation and Emulsion Characterization Pharm

Res 19971 page 1411

22 DONNENFELD ERIC The Economics Of Using Restasis Ophthalmology Management 10/2003 pages US

23
DROSOS ET AL Efficacy and Safety of Cyclosporine-A Therapy for Primary Sjogrens Syndrome Ter Arkh
1998 77-80 604

24
DROSOS A.A ET AL Cyclosporin Therapy in Patients with Primary Sjogrens Syndrome Results at One Year

Scand Rheumatology 1986 246-249 61

25
DURRANI A.M ET AL Pilocarpine Bioavailability From Mucoadhesive Liposomal Ophthalmic Drug Delivery

System International Journal of Pharmaceutics 1992 409-415 88

26
EISEN DRORE ET AL Topical Cyclosporine for Oral Mucosal Disorders Am Acad Dermatol Dec 990

1259-1264 23

27
EPSTEIN JOEL ET AL Topical Cyclosporine in Bioadhesive for Treatment of Oral Lichenoid Muscosal Reactions

Oral Surg Oral Med Oral Pathol Oral 1996 532-536 82
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28
ERDMANN ET AL Pemphigus Vulgaris Der Mund- Und Kehlkopfschleimhaut Pemphigus Vulgaris of the Oral

Mucosa and the Larynx HG Zeitschrift Fuer Hautkrankheiten 1997 283-286 724

29
FDA Concludes Restasis Cyclosporine Not Effective for Dry Eye 6/18/1999 Accessed online at httpIlwww

dryeyeinfo.org/Restasis_Cyclosporine.htm on 8/14/09 Page

30
GAETA G.M ET AL Cyclosporin Bioadhesive Gel in the Topical Treatment of Erosive Oral Lichen Planus

International Journal of Immunopathology and Pharmacology 1994 125-1 32 72

31
GIPSON ILENE ET AL Character of Ocular Surface Mucins and Their Alteration in Dry Eye Disease The Ocular

Surface April 2004 131-148 22

32 GREMSE DAVID ETAL Ulcerative Colitis in Children Pediatr Drugs 2002 807-815 412

GUNDUZ KAAN ET AL Topical Cyclosporin Treatment of Keratoconjunctivitis Sicca in Secondary Sjogrens

Syndrome Acta Ophthalmologica 1994 438-442 72

34
http//web.archive.org/web/2001 030625323/http//www.surfactant.co.kr/surfactants/pegester.html 2001 Pages
retrieved on 7/05/2008

HUNTER P.A ET AL Cyclosporin Applied Topically to the Recipient Eye Inhibits Corneal Graft Rejection Clin Exp

Immunol 1981 173-1 77 45

36
JUMAA MUHANNAD ET AL Physicochemical Properties and Hemolytic Effect of Different Lipid Emulsion

Formulations Using Mixture of Emulsifiers Pharmaceutica Acta Helvetiae 999 293-301 73

KANAI ET AL The Effect on the Cornea of Alpha Cyclodextrin Vehicle for Eye Drops Transplantation Proceedings

February 1989 3150-3152 Vol 21

38
KANPOLAT AYFER ET AL Penetration of Cyclosporin into the Rabbit Cornea and Aqueous Humor after Topical

Drop and Collagen Shield Administration Cornea/External Disease April 1994 119-122 202
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KAUR RABINDER ET AL Solid Dispersions of Drugs in Polyocyethylene 40 Stearate Dissolution Rates and Physico
Chemical Interactions Journal of Pharmacy and Pharmacology December 1979 48P

40
KUWANO MITSUAKI ET AL Cyclosporine Formulation Affects Its Ocular Distribution in Rabbits Pharmaceutical

Research January 2002 108-111 191

41
Lambert Technologies Corp Material Safety Data Sheet for LUMULSE TM POE-40 MS KP last revision 8/22/2003

pages

42
LEIBOVITZ ET AL Our Experience In Processing Maize Corn Germ Oil Journal Of The American Oil Chemists

Society 02/1 983 395-399 80 US

LIXIN XIE ET AL Effect Of Cyclosporine Delivery System in Corneal Transplantation Chinese Medical Journal

2002 110-113 1151 US

44 LOPATIN D.E Chemical Compositions and Functions of Saliva 8/24/2001 31 Pages

LYONS R.T ET AL Influence of Three Emulsion Formulation Parameters on the Ocular Bioavailability of

Cyclosporine in Albino Rabbits Am Assoc Pharm Sci 2000 Page 24

46
PEDERSEN ANNE MARIE ET AL Primary Sjogrens Syndrome Oral Aspects on Pathogenesis Diagnostic Criteria

Clinical Features and Approaches for Therapy Expert Opin Pharma 2001 1415-1436 29

PHILLIPS THOMAS ET AL Cyclosporine Has Direct Effect on the Differentiation of Mucin-Secreting Cell Line

Journal of Cellular Physiology 2000 400-408 184

48
PRESENT D.H ET AL Cyclosporine and Other Immunosuppressive Agents Current and Future Role in the

Treatment of Inflammatory Bowel Disease American Journal of Gastroenterology 1993 627-630 885

49 Restasis Product Information Sheet Allergan Inc 2009 Pages
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50
Restasis Increasing Tear Production Retrieved on 08/14/2009 http//www.restasisprofessional.com/_clinical/

clinical_increasing.htm pages

51
ROBINSON N.A ET AL Desquamative Gingivitis Sign of Mucocutaneous Disorders Review Australian Dental

Journal 2003 205-21 484

52
RUDINGER Characteristics of the Amino Acids as Components of Peptide Hormone Sequence Peptide

Hormones 1976 1-7

SALL KENNETH ET AL Two Multicenter Randomized Studies of the Efficacy and Safety of Cyclosporine Ophthalmic

Emulsion in Moderate to Severe Dry Eye Disease Ophthalmology 2000 631-639 107

SANDBORN WILLIAM ET AL Placebo-Controlled Trial of Cyclosporine Enemas for Mildly to Moderately Active

Left-Sided Ulcerative Colitis Gastroenterology 1994 1429-1435 106

SAN DBORN WILLIAM ET AL Cyclosporine Enemas for Treatment-Resistant Mildly to Moderately Active Left-Sided

Ulcerative Colitis American Journal of Gastroenterology 993 640-645 885

56
SCHWAB MATTHIAS ET AL Pharmacokinetic Considerations in the Treatment of Inflammatory Bowel Disease Clin

Pharm 2001 723-751 6010

SECCHI ANTONIO ET AL Topical Use of Cyclosporine in the Treatment of Vernal Keratoconjunctivitis American

Journal of Ophthalmology December 1990 641-645 110

58
SMALL DAVE ET AL The Ocular Pharmacokinetics of Cyclosporine in Albino Rabbits and Beagle Dogs Ocular Drug

Delivery and Metabolism 999 54

SMALL DAVID ET AL Blood Concentrations of Cyclosporin During Long-Term Treatment With Cyclosporin

59 ophthalmic Emulsions in Patients with Moderate to Severe Dry Eye Disease Journal of Ocular Pharmacology and

Therapeutics 2002 41 1-418 85

SMILEK DAWN ET AL Single Amino Acid Change in Myelin Basic Protein Peptide Confers the Capacity to

60 Prevent Rather Than Induce Experimental Autoimmune Encephalomyelitis Proc NatI Acad Sci Nov 1991

9633-9637 88
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61 STEPHENSON MICHELLE The Latest Uses Of Restasis Review Of Ophthalmology 12/30/20057 Pages US

62
STEVENSON DARA ET AL Efficacy and Safety of Cyclosporin ophthalmic Emulsion in the Treatment of Moderate-

to-Severe Dry Eye Disease Ophthalmology 2000 967-974 107

63
TESAVIBUL ET AL Topical Cyclosporine C5A for Ocular Surface Abnormalities in Graft Versus Host Disease

Patients Invest Ophthalmol Vis Sci Feb 1996 S1026 373

64 The Online Medical Dictionary Derivative Analog Analogue Xerostomia accessed 7/7/2005 and 7/13/2005 Pages

65 The United States Pharmacopeia USP XXII January 1990 Pages 22

66
TIBELL ET AL Cyclosporin In Fat Emulsion Carriers Experimental Studies On Pharmacokinetics And Tissue

Distribution Pharmacology Toxicology 1995 115-121 76 US

67
TSUBOTA KAZUO ET AL Use of Topical Cyclosporin in Primary Sjogrens Syndrome Mouse Model Invest

Ophthalmol Vis Sci Aug 1998 1551-1559 399

68
VAN DER REIJ DEN WILLY ET AL Treatment of Oral Dryness Related Complaints Xerostomia in Sjogrens

Syndrome Ann Rheum Dis 1999 465-473 58

69
WIEDERHOLT MICHAEL ET AL Pharmacokinetic of Topical Cyclosporin in the Rabbit Eye Invest Ophthalmol Vis

Sci 1986 519-524 27

70
WINTER T.A ET AL Cyclosporin Retention Enemas in Refractory Distal Ulcerative Colitis and Pouchitis Scand

Gastroenterol 1993 701-704 28

71 U.S Pending Application 13/961828 and its entire prosecution history Filed on August 07 2013

FAMY CARE - EXHIBIT 1004-0438

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



Application Number 14222478

Filing Date 2014-03-21

INFORMATION DISCLOSURE
First Named Inventor ANDREWACHEAMPONG

STATEMENT BY APPLICANT
Art Unit 1621

Not for submission under 37 CFR 1.99
Examiner Name TBD

Attorney Docket Number 1761 8-US-CN6CN -AP

U.S Re-Examination Application 90/009944 and its entire prosecution history Filed on August 27 201

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

EXAMINER SIGNATURE

Examiner Signature Date Considered

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

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

See Kind Codes of USPTO Patent Documents at I2ccLor MPEP 901.04 Enter office that issued the document by the two-letter code WIPO
Standard ST.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

Kind of document by the appropriate symbols as indicated on the document under WIPO Standard ST.16 if possible Applicant is to place check mark here

if English language translation is attached

FAMY CARE - EXHIBIT 1004-0439

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



Application Number 14222478

Filing Date 2014-03-21

INFORMATION DISCLOSURE
First Named Inventor ANDREWACHEAMPONG

STATEMENT BY APPLICANT
Art Unit 1621

Not for submission under 37 CFR 1.99
Examiner Name TBD

Attorney Docket Number 1761 8-US-CN6CN -AP

CERTIFICATION STATEMENT

Please see 37 CFR .97 and .98 to make the appropriate selections

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

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

information disclosure statement See 37 CFR .97e1

OR

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

foreign patent office in 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 1.56c more than three months prior to the filing of the information disclosure

statement See 37 CFR .97e2
signatljre indicates consideration of publication and file history The Examiner has access to these materials through the PTO computer

systems If additional copies are desired please notify the Applicants through their attorneys

See attached certification statement

Fee set forth in 37 CFR .17 has been submitted herewith

None

SIGNATURE
signature of the applicant or representative is required in accordance with CFR .33 10.18 Please see CFR .4d for the

form of the signature

Signature Laura Wine Date YYYY-MM-DD 2014-03-27

Name/Print Laura Wine Registration Number 68681

This collection of information is required by 37 CFR .97 and .98 The information is required to obtain or retain 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 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 Commissionerfor Patents P.O Box 1450 Alexandria

VA 2231 3-1 450

FAMY CARE - EXHIBIT 1004-0440

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers



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 patent application or patent Accordingly pursuant to the requirements of the Act please be advised

that the general authority for the collection of this information is 35 U.S.C 2b2 furnishing of the information solicited

is voluntary and 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 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

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

U.S.C 552 and the Privacy Act 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

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

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

negotiations

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

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

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

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

requirements of the Privacy Act of 1974 as amended pursuant to U.S.C 552am

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

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

to the Patent Cooperation Treaty

record in this system of records may be disclosed as 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 218c

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

his/her designee during an inspection of records conducted by GSA as part of that agencys 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

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

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

may be disclosed subject to the limitations of 37 CFR 1.14 as 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 published application an application open to public inspections or an issued patent

record from this system of records may be disclosed as routine use to Federal State or local law

enforcement agency if the USPTO becomes aware of violation or potential violation of law or regulation

FAMY CARE - EXHIBIT 1004-0441

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers

jriechers
Sticky Note
None set by jriechers

jriechers
Sticky Note
MigrationNone set by jriechers

jriechers
Sticky Note
Unmarked set by jriechers


