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CONFIRMATION NO.8822

26356 FILING RECEIPT
ALCON

IP LEGAL, TB4-8 AC00000005075695
6201 SOUTH FREEWAY

FORT WORTH, TX 76134

Date Mailed: 11/04/2011

Receipt is acknowledged of this provisional patent application. It will not be examined for patentability and will
become abandonednotlater than twelve monthsafterits filing date. Any correspondence concerning the application
mustinclude the following identification information: the U.S. APPLICATION NUMBER, FILING DATE, NAME OF
APPLICANT, and TITLE OF INVENTION. Feestransmitted by checkordraft are subject to collection. Please verify
the accuracy of the data presented on this receipt. If an error is noted on this Filing Receipt, please submit
a written request for a Filing Receipt Correction. Please provide a copy of this Filing Receipt with the
changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please submit
any corrections to this Filing Receipt with your reply to the Notice. When the USPTO processesthe reply
to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections

Applicant(s)
Daniel A. Gamache, Arlington, TX;
LamanAlani, Fort Worth, TX;

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

Nuria Carreras Perdiguer, Caldes de Montbui, SPAIN;
Onkar N. Singh, Arlington, TX;

Powerof Attorney:
Scott Chapple--46287

If Required, Foreign Filing License Granted: 11/02/2011
The country code and numberof your priority application, to be usedfor filing abroad under the Paris Convention,
is US 61/548,957
Projected Publication Date: None, application is not eligible for pre-grant publication
Non-Publication Request: No
Early Publication Request: No
Title

High Concentration Olopatadine Ophthalmic Compositions

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES

Since the rights granted by a U.S. patent extend only throughouttheterritory of the United States and have no
effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent
in a specific country or in regional patent offices. Applicants may wish to consider the filing of an international
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application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same
effect as a regular national patent application in each PCT-membercountry. The PCT process simplifies the filing
of patent applications on the sameinvention in membercountries, but does notresult in a grantof "an international
patent" and doesnoteliminate the needof applicantsto file additional documents and fees in countries where patent
protection is desired.

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an
application for patent in that country in accordancewith 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 madein the United States, the Director of the USPTO must
issue a license before applicants can apply for a patent in a foreign country. Thefiling of a U.S. patent application
serves as a request for a foreign filing license. The application's filing receipt contains further information and
guidance asto the status of applicant's license for foreignfiling.

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 deadlinesforfiling foreign
patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, orit
can be viewed on the USPTO website at http://“www.uspto.gov/web/offices/pac/doc/general/index.html.

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may wish
to consult the U.S. Government website, http:/Avww.stopfakes.gov. Part of a Department of Commerceinitiative,
this website includes self-help "toolkits" giving innovators guidance on how to protectintellectual property in specific
countries such as China, Korea and Mexico. For questions regarding patent enforcementissues, applicants may
call the U.S. Governmenthotline at 1-866-999-HALT (1-866-999-4158).

LICENSE FOR FOREIGN FILING UNDER

Title 35, United States Code, Section 184

Title 37, Code of Federal Regulations, 5.11 & 5.15

GRANTED

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING
LICENSE GRANTED"followed by a date appears on this form. Such licenses are issuedin all applications where
the conditions for issuance of a license have been met, regardless of whetheror not a license may be required as
set forth in 37 CFR 5.15. The scope andlimitations of this license are set forth in 37 CFR 5.15(a) unless an earlier
license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The
date indicatedis 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 licenseis to be retained by the licensee and maybe usedat any time onorafter the effective date thereof unless
it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 1.53(d). This
license is not retroactive.

The grantof a license doesnot in any way lessen the responsibility of a licensee for the security of the subject matter
as imposed by any Government contract or the provisions of existing laws relating to espionage and the national
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security or the export of technical data. Licensees should apprise themselvesof 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" DOESNOTappearonthis form. Applicant maystill petition for a license under 37 CFR 5.12,
if a license is desired before the expiration of 6 months from thefiling date of the application. If 6 months has lapsed
from thefiling date of this application and the licensee has not received any indication of a secrecy order under 35
U.S.C. 181, the licensee mayforeignfile the application pursuant to 37 CFR 5.15(b).

 

SelectUSA

The United States represents the largest, most dynamic marketplace in the world; an unparalleled location for
innovation and commercialization of new technologies. Through SelectUSA,our nation works to encourage,

facilitate, and accelerate business investment. Go to www.SelectUSA.gov for more information. Whether
you chooseto visit www.SelectUSA.govwill have no effect on the examination of your patent application.
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Atty. Docket No.: 3988 US Pr1

HIGH CONCENTRATION OLOPATADINE

OPHTHALMIC COMPOSITION

Technical Field of the Invention

The present invention relates to an ophthalmic composition containing a
relatively high concentration of olopatadine. More particularly, the present

invention relates to an ophthalmic aqueous solution containing a relatively high
concentration of solubilized olopatadine wherein the solution is capable of

providing enhanced relief from symptoms of ocular allergic conjunctivitis in the

early phase, the late phase or preferably both phases.

Background of the Invention

Individuals suffering from ocular allergic conjunctivitis experience
symptoms such as ocular irritation, itchiness, redness and the like. It has been

found that these symptoms are significantly reduced using topical ophthalmic

solutions containing olopatadine. Such solutions are sold under the tradenames

PATANOL® and PATADAY®, which are both commercially available from

Alcon Research Ltd., Fort Worth, TX.

Recently, and as discussed further below, it has been discovered that

relatively high concentration solutions of olopatadine provide significantly
improved reduction of late phase ocular allergic conjunctivitis symptoms in

addition to relief from early phase symptoms. Such discovery is significant since

relief from such late phase symptoms is particularly desirable for individual

suffering from ocular allergic conjunctivitis. Further, it has been discovered that

relief from these late phase symptoms can be achieved through once a day dosing

of relatively high concentration olopatadine solution as opposed to greater dosing
frequencies. Avoiding more frequent dosing is more convenient for patients and

helps assure better compliance with a simpler dosing regimen.

The discovery that relatively high concentration solutions of olopatadine can

relieve late phase ocular allergic conjunctivitis symptoms provides hope to

sufferers of ocular allergic conjunctivitis that a single dose of olopatadine per day
could provide a substantial degree of full day relief from their symptoms.

However, the development of a multi-dose ophthalmic solution that includes high
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concentrations of olopatadine necessary to achieve desired levels of efficacy is

extremely difficult and complex.

Solubilizing high concentrations of olopatadine in a stable manner has

proven difficult by itself. Olopatadine, by itself, is only soluble up to a

concentration of about 0.18 w/v% in water at a pH of about 7.0 and at about room

temperature. However, it is desirable to achieve solubilization of much higher

concentrations of olopatadine in an effort to treat late phase ocular allergic

conjunctivitis.

Solubilizing such higher concentrations of olopatadine has proven difficult.

As one example, excipients such as polyethylene glycol (PEG) 400 and

polyvinylpyrrolidone (PVP), when used at reasonably desirable concentrations,

have proven to be insufficient, alone or in combination, to solubilize sufficient

concentrations of olopatadine. Thus, innovation is required to solubilize a

sufficient concentration of olopatadine.

In the process of such innovation, is has been discovered that higher

molecular weight PEGs such as PEG 6000 can significantly enhance solubility of

olopatadine. However, such PEGs causerisk of discomfort when administered to

humans. It has also been discovered that cyclodextrins such as hydroxypropyl-y-

cyclodextrin, hydroxypropyl-B-cyclodextrin and sulfoalkyl ether-B-cyclodextrin

have the ability to solubilize significantly higher concentrations of olopatadine,

however, use of undesirably high concentrations of these cyclodextrins has been

found to reduce olopatadine efficacy and/or preservation efficacy of solutions

including the undesirably high concentrations of cyclodextrin. As such, still further

innovation was needed to create a desirable olopatadine formulation that not only

solubilized sufficient amounts of olopatadine, but also allowed the formulation to
achieve other desired characteristics.

Thus, the present invention is directed at an ophthalmic composition that can

provide high concentrations of olopatadine topically to the eye. Further, the present

invention is directed to such a composition wherein the olopatadine is solubilized in

solution in a stable manner, the composition exhibits consistent efficacy against late

phase symptoms of ocular allergic conjunctivitis, the composition exhibits

sufficient antimicrobial activity to provide desired levels of preservation efficacy or

any combination thereof.
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