Docket No. 17618CONS5B (AP)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, et al. Examiner: TBA

Serial No.: TBA Group Art Unit: TBA
Filed: Herewith Confirmation No. TBA
For: METHODS OF PROVIDING Customer No.: 51957
THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS

PRELIMINARY AMENDMENT
Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313-1450

Dear Sir:

Prior to examining the above-referenced application, please amend the specification as
described on page 2 of this paper, and please amend the claims as described on pages 3-6 of this

paper. Remarks follow on page 7.
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Amendments to the Specification

Please replace page 1, lines 5-10 of the specification filed herewith with the following amended

paragraph:

This application is a continuation of copending U.S. Application Serial No. 13/961.818

filed August 7, 2013, which is a continuation of copending U.S. Application Serial No.
11/897.177, filed August 28, 2007, which is a continuation of U.S. Application Serial No.

10/927,857, filed August 27, 2004, _now abandoned, which claimed the benefit of U.S.

Provisional Application No. 60/503,137 filed September 15, 2003, which-is are incorporated in

its their entirety herein by reference.
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Amendments to the claims

The following list of claims will replace all previous versions of claims presented in this
application:
1-36. (Canceled)

37. (New) A method of treating dry eye disease, the method comprising topically
administering to the eye of the human an emulsion at a frequency of twice a day, wherein the
emulsion comprises cyclosporin A in an amount of about 0.05% by weight, polysorbate 80,
Pemulen, water, and castor oil in an amount of about 1.25% by weight; and

wherein the topical ophthalmic emulsion is effective in treating dry eye disease.

38.  (New) The method of Claim 37, wherein the emulsion further comprises a tonicity agent

or a demulcent component.

39.  (New) The method of Claim 38, wherein the tonicity agent or the demulcent component is

glycerine.

40. (New) The method of Claim 37, wherein the emulsion further comprises a buffer.

41.  (New) The method of Claim 40, wherein the buffer is sodium hydroxide.

42.  (New) The method of Claim 37, wherein the topical ophthalmic emulsion further

comprises glycerine and a buffer.

43,  (New) The method of Claim 37, wherein the emulsion comprises polysorbate 80 in an

amount of about 1.0% by weight.

44, (New) The method of Claim 37, wherein the emulsion comprises Pemulen in an amount of

about 0.05% by weight.
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45.  (New) The method of Claim 37, wherein the emulsion further comprises glycerine in an

amount of about 2.2% by weight and a buffer.

46. (New) The method of Claim 45, wherein the buffer is sodium hydroxide.

47.  (New) The method of Claim 37, wherein, when the emulsion is administered to an eye of
a human in an effective amount in treating dry eye syndrome, the blood of the human has

substantially no detectable concentration of cyclosporin A.

48.  (New) The method of Claim 42, wherein the emulsion has a pH in the range of about 7.2
to about 7.6.

49.  (New) The method of Claim 37, wherein the emulsion is as substantially therapeutically
effective as an emulsion comprising cyclosporin A in an amount of 0.1% by weight and castor

oil in an amount of 1.25% by weight.

50. (New) The method of Claim 37, wherein the emulsion achieves at least as much
therapeutic effectiveness as an emulsion comprising cyclosporin A in an amount of 0.1% by

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

51.  (New) The method of Claim 37, wherein the emulsion breaks down more quickly in the
eye of a human, once administered to the eye of the human, thereby reducing vision distortion in

the eye of the human as compared to an emulsion that contains only 50% as much castor oil.

52.  (New) The method of Claim 37, wherein the emulsion, when administered to the eye of a
human, demonstrates a reduction in adverse events in the human, relative to an emulsion
comprising cyclosporin A in an amount of 0.1% by weight and castor oil in an amount of 1.25%

by weight.

53.  (New) The method of Claim 52, wherein the adverse events include side effects.
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54. (New) A method of reducing side effects in a human suffering from dry eye syndrome, the
method comprising the step of topically administering to the eye of the human an emulsion at a
frequency of twice a day, wherein the emulsion comprises:

cyclosporin A in an amount of about 0.05% by weight;

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

polysorbate 80 in an amount of about 1.0% by weight;

Pemulen in an amount of about 0.05% by weight;

a tonicity component or a demulcent component in an amount of about 2.2% by weight;

a buffer; and

water.

55. (New) The method of Claim 54, wherein the buffer is sodium hydroxide.

56. (New) The method of Claim 54, wherein the tonicity component or the demulcent

component is glycerine.

57. (New) The method of Claim 54, wherein, when the emulsion is administered to the eye of
a human in an effective amount in treating dry eye syndrome, the blood of the human has

substantially no detectable concentration of the cyclosporin A.

58.  (New) The method of Claim 54, wherein the emulsion has a pH in the range of about 7.2
to about 7.6.

59.  (New) The method of Claim 54, wherein the emulsion is effective in treating dry eye

disease.

60. (New) A method of treating dry eye disease, the method comprising the step of topically
administering to an eye of a human an emulsion, the emulsion comprising:

cyclosporin A in an amount of about 0.05% by weight;

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

polysorbate 80 in an amount of about 1.0% by weight;
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Pemulen in an amount of about 0.05% by weight;
glycerine in an amount of about 2.2% by weight;
sodium hydroxide; and

water,

wherein the emulsion is effective in treating dry eye disease.

61. (New) The method of Claim 60, wherein the emulsion has a pH in the range of about 7.2

to about 7.6.
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REMARKS

The applicants have canceled Claims 1-36 and have added Claims 37-61. Support for the
limitations recited in the new claims may be found throughout the specification, and at least at
page 4, line 25 — page 5, line 14, page 10, lines 1-7, page 26, lines 5-19, and page 27, lines 4-31
of the application specification filed herewith. No new matter has been added.

The claims of the present application may vary in scope from the claims pursued in the
parent applications. To the extent any prior amendments or characterizations of the scope of any
claim, or the specification, or referenced art could be construed as a disclaimer of any subject
matter supported by the present disclosure, the Applicants hereby rescind and retract such
disclaimer.

Specifically, the Applicants would like to bring to the Examiner’s attention comments
made in the Response filed on June 15, 2009 in U.S. Patent Application Serial No. 10/927,857
(now abandoned) and comments made in the Amendment filed on June 15, 2009 in U.S. Patent
Application Serial No. 11/897,177 (currently pending) regarding U.S. Patent No. 5,474,979 and
the present application specification. Since these comments have been filed, the Applicants have
collected evidence that supports the patentability of the pending claims.

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.

Respectfully submitted,

/Laura L. Wine/
Date: August 14, 2013

Laura L. Wine
Attorney of Record
Registration Number 68,681

Please direct all inquiries and correspondence to:
Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249
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Doc Code: TRACK1.REQ
Document Description: TrackOne Request

PTO/AIA/424 (03-13)

CERTIFICATION AND REQUEST FOR PRIORITIZED EXAMINATION
UNDER 37 CFR 1.102(e) (Page 1 of 1)

First Named Nonprovisional Application Number (if
Inventor Andrew Acheampong known)
O METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

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

1. The processing fee set forth in 37 CFR 1.17(i)(1), the prioritized examination fee set forth in
37 CFR 1.17(c), and if not already paid, the publication fee set forth in 37 CFR 1.18(d) have
been filed with the request. The basic filing fee, search fee, examination fee, and any required
excess claims and application size fees are filed with the request or have been already been
paid.

2. The application contains or is amended to contain no more than four independent claims and no
more than thirty total claims, and no multiple dependent claims.

3. The applicable box is checked below:

L. Original Application (Track One) - Prioritized Examination under § 1.102(e)(1)

i. (a) The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a).
This certification and request is being filed with the utility application via EFS-Web.
—OR---
(b) The application is an original nonprovisional plant application filed under 35 U.S.C. 111(a).
This certification and request is being filed with the plant application in paper.

i. The executed inventor’'s oath or declaration is filed with the application. (37 CFR 1.63 and 1.64)

1l [ ] Request for Continued Examination - Prioritized Examination under § 1.102(e)(2)

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

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

iii. The application is an original nonprovisional utility application filed under 35 U.S.C. 111(a), or is
a national stage entry under 35 U.S.C. 371.

iv. This certification and request is being filed prior to the mailing of a first Office action responsive
to the request for continued examination.

v. No prior request for continued examination has been granted prioritized examination status
under 37 CFR 1.102(e)(2).

signature’ —AUrA L. Wine/ oue AUGUSt 14, 2013
ey LAUMA L. Wine Praciioner e 68681

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

forms are submitted.

*Total of 1
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the requirements of
the Act, please be advised that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2)
furnishing of the information solicited is voluntary; and (3) the principal purpose for which the information is used by the
U.S. Patent and Trademark Office is to process and/or examine your submission related to a patent application or
patent. If you do not furnish the requested information, the U.S. Patent and Trademark Office may not be able to
process and/or examine your submission, which may result in termination of proceedings or abandonment of the
application or expiration of the patent.

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

1.

Page 2

The information on this form will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records may
be disclosed to the Department of Justice to determine whether disclosure of these records is required by the
Freedom of Information Act.

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

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

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having
need for the information in order to perform a contract. Recipients of information shall be required to comply
with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of
records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property
Organization, pursuant to the Patent Cooperation Treaty.

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

A record from this system of records may be disclosed, as a routine use, to the Administrator, General
Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency’s
responsibility to recommend improvements in records management practices and programs, under authority of
44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations governing
inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. Such
disclosure shall not be used to make determinations about individuals.

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

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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METHODS OF PROVIDING THERAPEUTIC EFFECTS
USING CYCLOSPORIN COMPONENTS

Related Application

This application is a contimastion of U.8. Bpplication
Serial No. 10/%27,857, filed ARugust 27, 2004, which claimed
the benefit of U.S. Provisicnal Application No. 60/503,137
filed September 15, 2003, which is incorporated in its

entirety herein by reference.

Background of the Invention

The present invention relates to methods of providing
desired therapeutic effects to humans or animals using
compositionsg including gyclosporin components., More
particularly, the invention relates to methods including
administexring to¢ an eye of a human o¢or animal a
therapeutically effective amount of a cyclesporin component
to provide a desired therapeutic effect, preferably a
degired ophthalmic cx ocular therapeutic effect.

The use of cyclosperin~A and cyclosporin A derivatives

to treat ophthalmic conditions has been the subject of
various patents, for exanple Ding et al U.8. Patent
5,474,979; Garst U.S. Patent 6,254,880; and Garst U.S.
6,350,442, this disclosure of each of which is idcerporated
in its entirely herain by refersnca. In addition,
cyclosporin A vompositions used in rreating ophthalmic
conditions is the subisct of a nuomber of publications.
Such publications inglude, for example, “Blood

concentrations of covelosporin a during long-term treatment

with cyclosporin a ophthalmic emulsions in patients with

noderate to severe dry eve dissage.” Small et al, J Ocul
Pharmacol Ther, 2002 Oct, 18(5):411-8; “Distribution of
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cyclesporin A in poular tigsues after topical

administration to albinc rabbits and beagle dogs,”

Acheanpong et al, Curr Eye Res, 1388 Feb, 18¢2):81-103b;

“Cyclosporine distribution into the conjunctiva, cornea,

lacrimal gland, and systemic blood following topical dosing

of cyclosporine to rabbib, dog, snd human syes,” Acheanmpong
et al, Adv Exp Med Biol, 1938, 438:1001-4; “Preclinical

safety studies of cyvclesporine ophthalmic emulsion,”
Y

Angelov et al, Adv Exp Med Biel, 1898, 438:981-3;
“Cyclosporin &  Emulsion & Eve,” SQtevenson et al,
Ophthalmology, 2000 May, I107(5) 1 067~74; and  “Two

multicenter, randomized studies of the efficacy and safety

of cyclosporine cphthalmic emulsion in moderate Lo severs

dry evye disease. UsA Phase 3 Study Group,” Sall =t al,

Ophthalmology, 2000 Apr, 107¢4} 16318, Each of these
publications is incorporated in its entirety herein by
reference. In addition, cyclosporin A-containing oll~in~
water emulsions have been clinically tested, uander
conditions of confidentiality, since the mid 1290's in
order to obtain U.S. Food and Drug Administyation (FDA)
regulatory approval,

Examples of useful cyclosporin A-~contalning smulsions
are set out in Ding et al U.S. Patent 5,474,979, Example 1
of this patent shows & series of emulsions in which the
ratio of cyclosporin A to caster oil in each of these
compositions was 0.08 or greater, sxcept for Composition R,
which ingluded 0.2% by weight cyclosporin A and 5% by
weight castor oil. The Bing et al patent placed no
significance in Composition B relative to Compositions A, C
and D of Example 1.

Over time, it has become apparent that cyclosporin A

emulsions for ophthalmic use preferably have less than 0.2%
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by weight of cyclesporin Al With cyclesporin A

concentrations less than 0.2%, the amount of castor oil
employed has been reduced since one of the functions of the
castor oil is teo solubilize the cyclosporin A. Thus, if
reduced amounts o<f oyclosporin are employed, reduced
amounts of castor oil are neseded to provide effective
solubilization of cyclosporin A,

There continnes to be a need for providing enhanced
methods of treating ophthalmic or ocular conditions with

cyclosporin~containing emulsions.

Summary of the Invention

New methods of treating a human or animal using
cyclosporin  component-containing emulsicons have been
iscoverad. Such methods provide substantial overall
s2fficacy in §roviding desired therapeutic effects. in
addition, other important benefits are obtained emploving
the present mathods. For example, patient safety is
enhanced. In particolar, the present methods provide for
reduced risks of side effects and/pr drug interactions.
Prescribing physicians advantagecusly have increased
flexibility in prescribing such methods and the
compositions useful in such methods, for example, because
of the reduced risks of harmful side effects and/or drug
interactions. The present methods can be sasily practiced,
In short, the present metheds provide substantial and
acoeptable averall efficacy, together  with other
advantages, such as increased safety and/or flexibility.
In one aspect of the present invention, the present
methods comprise sdministering to an aye of a human or
animal a composition in the foom of an emulsion comprising

water, a hydrophobic component and a cyclosporin component
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in a therapeutically effective amount of less than 0.1% by
welight o©f the composition. The weight ratio of the
cydlosporin component to the hydrophobic component is less
than 0.08,

It has been found that the relatively increased
amounts of hydrophobice component together with relatively
reduced, vyet therapeutically effective, amounts of
cyclosporin componant 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 pressnt in an amount of 0.1%
by wsight. Further, & relatively high concentration of
hydrophobic component is believed to provide for a more
quick or rapid breaking down or resolving of the emulsion
in the eye, which reduces vision distortion which may be
caused by the presence of the emulsion in the eye and/or
facilitates the therapeutic effectiveness of the
composition. Additionally, and importantly, using reduced
amounts of the active cyclosporin component mitigates
against undesirable side effects andfor potential drug
interactions.

In short, the present invention provides atb least one
advantageous benefit, and preferably a plurality of
advantageous benefits.

The present methods are wseful in treasting any
suitable condition which s therapaubtically sensitive to or
treatable with cyclosporin components. Such conditions
praferakly are ophthalmic or coular conditions, that is
relating to or having to do with one or more parts of an
eye of a human or animal. Included among such conditions

are, without limitation, dry ave syndrome,

APOTEX 1019, pg. 1941



D~3111CON 5

phaceanaphylactic endophthalmitis, uvelitis, vernal
conjunctivitis, atopic kerapoconjunctivitis, corneal graft
rejection and the like conditions. The present invention
is particularly sffective in treating dry eye syndrone,

Emplaying reduced concentrations of c¢yclosporin
component, as in the present invention, is advantageously
affective to provide the blood of the human or animal under
treatment with reduced concentrations of cyclosporin
component, preferably with substantially no detectable
concentration of the oyclosporin component. The
cyclosporin component  concentration of blood can be
advantagecusly measured using & validated  liguid
chromatography/mass spectrometry-mass spectrometry (VLO/MS~
M&}) analytical method, such as describad elsewhere heveln.

In one embodiment, in the present methods the blood of
the human o animal has concentrations of c¢lyclosporin
component <f 0.1 ng/ml or less.

Any suitable cyclosporin componsnt effective in the
prasent methods may be used.

Cyclosporing  are a group of nonpolar  eyclic
oligopeptides with known immunosuppressant activity.
Cyclosporin A, alopng with several other wminor metabolites,
cyclosporin B through I, have been identified. In
addition, a number of synthetic analogs have beesn prepared.

In general, commercially available cyclosporins may
contain a mixture of several individusl cyclosporins which
all share a cyelic peptide structure consisting of eleven
amine acid residues with & total molecular weight of about
1,208, but with different substitvents or configurations of
some of the amino acids.

The term “oyclosporin component” as used herein is

intended to include any individual member o©f the
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cyclogporin group and derivatives theredf, as well as
mixtures of two or mors Individual c¢yclosporins and
derivatives thereaf.

Particularly preferred cyclosporin components include,
without limitation, coyclospord A, derivatives of
cyclosporin A and the like and mwmixtures thereof.
Cyclosporin &  is  an  especilally useful cyclosporin
component.,

Any suitable hydrophobic component may be employed in
the present invention.  Advantageously, the cyclosporin
compangnt 1s solubllized in the hydrophobdio component. The
hydrophobic compongnt may be considered as comprising a
discontinuous phase in the presently useful cyelosporin
companant-containing emulsions.

The hydrophobic component preferably is present in the
emulsion coampositions In an amount greater than about
0.625% by weight. For example, the hydrophobic component
may be present in an amount of up to about 1.0% by weight
or about 1.3% by weight cr mere of the composition.

Freferably, the hydrophcbic camponent comprises ong or
more oily materials, Examples of useful oil materials
inolude, without limitation, vegetable oils, animal oils,
mineral oils, synthetic oils and the like and mixtures
thereof. In a very useful embodimesnt, the hyvdrophebic
component  comprises ons or wmore higher fatty agid
glycerides. Excellent results are obtained when the
hydrophebic component comprises castor oil.

The presently useful compeositions may include one or
more other components in amounts effective to facilitate
the usefulness and effectiveness of the compositions.
Exanples o©f such other components include, without

iimitation, enulsifier components, tonicity components,
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pelyelectrolyte components, surfactant components,
viscosity inducing components, acids and/or bases to adiust
the pH of the composition, buffer components, presegrvative
compoenants and the like. Components may be employed which
are effective to perform two or more functions in the
presently useful compositions. Fox esxample, components
which are effective as both emulsifiers and surfactants may
be employed, and/or components which are effective as both
polyelectrolyte component s anct riscosity inducing
components may be enployed. The specific composition
chosen for use in the present invention advantageously is
selected taking into account various factors present in the
specific application at hand, for exanmple, the desired
therapsutic effect to be achieved, the desired properties
of the compositions to be enployved, the sensitivities of
the human or animal to whom the composition is to be
administered, and the like factors.

The presently useful compositions advantageocusly are
ophthalmically acceptable. A composition, component ox
material is ophthalmically acosptable when it is compatible
with ocular tissue, that is, it does not csuse significant
or undus detrimental sffects when brought inte contact with
ocular tissues.

Such compositions have pH's within the physiclogical
range of about €& to about 10, preferably in a range of
about 7.0 to about 8.0 and more preferably in a range of
about 7.2 to about 7.6,

The present methods preferahly provide for an
administering step comprising topically administering the
presently useful compesitions fto the eye or eyes of a human
QY animal,

Bach and every feature described herein, and each and
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every combination cf two or more of such features, is
included within the scope of the present invention provided
that the features included in such a combination are not
mutually inconsistent.,

These and other aspects and advantages of the present
invention arge sapparent In  the following detsiled

description, example and claims.

Detailed Description

The present methods are effective for treating an eye
of a human or animal. Such methods, in general, comprise
administering, preferably topilcally administering, Lo an
eye of a human or animal a cyclosporin component-containing
emulsion., The emulsion contains water, for sxample U.S.
pure water, & hydrophobic component and a cyclosporin
component in a therapeutically effective amount of less
than 0.1% by weight <of the enmulsion. In addition,
beneficial results have been found vhen the weight ratio of
the cyclosporin component to the hydrophoblc component is
less than 0.08.

As noted asbove, the present administering step
prefergbly includes topically administering the emulsion to
the eye of & patient of a human or animal. Such
administering may involve a single use of the presently
useful compositions, or repeated or periodic use of such
compositions, for example, as reguired or dedgired o
achieve the therapeutic effect to be obtained. The toplcal
administration of the presently useful composition may
involve providing the composition in the form of eye drops
or mimilar form or other form so as to facilitate such
topical administration.

The present nethods have besn found to be very
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effective in providing the desired therapeutic effect or
effects while, at the same time, substantislly reducing, or
even substantially esliminating, side effects which may
result from the presence of the cyclosporin component in
the blood of the human or animal being treated, and eye
irritation which, in the past, has beésn caused by the
presence of certain componenis in prior art cyclosporin-
containing emulsions. Alse, the use of the present
compositions which include reduced amounts of the
cyolosporin components allow for nore frequent
administration of the present compositions to achieve the
desired therapeutic effect or effects without substantially
increasing the risk of side sffects and/or eye irritaticn.
The present methods are ussful in treating any
condition which is therapeuticsally sensitive to or
treatable with cyclosporin components. Such conditions
preferably are ophthalmic or ccular conditions, that is
relating to or having to do with one or more parts of an
egye of a human or animal. Included among such conditions
are, without limitation, dry eye syndrowme,
phacoanaphylactic endophthalmitis, uveitis, vernal
conjunctivitis, atopic kerapoconijunctivitis, corneal graft
rejection and the like gonditions, The present invention
is particularly effective in treating dry eye syndrome.
The freguency ¢f adnministration and the amount of the

presently  useful composition b 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 din treating various ocular conditions to

achieve the desired therapeutic effect or effscts with
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reduged risk of side sffects and/or eye irritation. Such
administration wmay ooour on an as neseded basis, for
example, in treating or managing dry sye syndrome, on a one
time basis oy on a repeated or periodic basis once, twice,
thrite or more times daily depending on the needs of the
human or animal being treated and other factors involved in
the application at hand.

One of the important advantages of the present
inventieon is the reduced concentration of the ¢yelospdrin
component in the blood of the human or animal as a result
of administering the present compositicon as described
herain, One very wuseful embodiment of the present
administering step provides no substantial detectable
concentration of cyclosporin component in the blood of the
human or animal. Cyclosporin comgponent concentration in
blood  preferably is determined using a liquid
chromatography-mass spectroscopy-mass spectroscopy (LG~
MS/MS), which test has a cyclosporin component detection
limit of 0.1 ng/ml. Cyclosporin component concentrations
below or less than 0.1 ng/ml are therefors considered
substantially undetectable.

The LLO~MS/MS test is advantageously run as follows.

One ml of blood i1s acidified with 0.2 ml of 0.1 N HCL
solution, then sxtracted with 5 ml of methyl t-butyl ether.

Rfter separation from the acidified agusous layer, the
oyrganic phase is nentraldized with 2 mi of 8.1 N NaOH,
egvaporated, reconstituted in a water/acetonitrile~based
mobil phase, and injected onto a 2.1 ® 50 mm, 3um pore size
C~8 reverse phase high pressure liquid chromatography
{HPLZ} oolumn {Reystone Scientific, Bellefonte, PA).
Compounds are gradient-eluted at 0.2 mL/min and detected
using an API III triple guadrupole mass spectrometer with a
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turbo~ionspray source {(FE-Sciex, Concord, Ontario, Canada).
Molecular reaction monivoring enhancesg the sensitivity and
selectivity of this assay. Protonataed molscules for the
analyte and an  internal standard are c¢ollisionally
dissociated and product ions at m/z 425 are monitored for
the analyte and the internal standard. Under these
conditions, ceyclosporin A and the internal standard
cyclosporin ¢ elute with retention times of about 3.8
mingtes., The lower limit of quantitation is 0.1 ng/mL, at
which concentration the coefficient of wvariation and
deviation from nominal concentration is <15%.
As noted previously, any suitable coyclosporin
component effective in the present methods may be smployed.
Very useful oycolosporin components inciunde, without
limitation, cycleosporin &, derivatives of oyclosporin & and
the like and mixtures thersof.
The chemical structure for oyvcolosporin A is

represented by Formula 1
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As used herein the term “derivatives” of a cyclosporin:
refer to compounds having structures sufficiently simdilar
to the cyclosporin so as to function in a manner

20 substantially similar to or substantially identical to the
cyclosporin, for example, cvolosporin &, in the present
methods, Included, without limitation, within the ugseful
cyclosporin A derivatives are those selescted from ((R)}~
methylthio~Sar) - {4’ ~hydroxy-MeLen) cyclosporin A, ({(R)~

2 (Cyclo}alkylthio~Sar)’~ {4 ~hydrozy~MeLeu) *~cyclosporin A,
and ({R)}~({Cyclolalkylthio~Sar) ~cyclosporin A derivatives
described helow.

These ayclosporin derivatives are represented by the
following general formulas {11}, {1113, and {IV)

30 respectively:
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Formula IV

wherein Mg 1s methyl:; Alk is 2-8C alkvlens or 3-
6C cycloalkyleng; R is OH, COOH, alkoxvcarbonyl, -~NRijR; or
N{R3}~(CHy)} ~NR;Rz; whersin Ry;Re 1Is H, alkyl, 3~86¢
eyeloalkyl, phenyl {optionally substituted by halo, alkoxy,
alkoxycarbonyl, amino, alkylamind or dialkylamina), bsnzyl
ar saturated or unsaturated heterocyclyl having b or 6
members and 1-3 hetercatoms: or NRiR: is & 5 or & membersd
heterncycle which may contain a further N, O or 8
hetercatom and may be alkylated; Ry is H or alkyl and n is
2~4: and the alkyl moieties contain 1-4C.

In one embodiment, the cyclosporin component is
effective as an immunosuppressant. Without wishing to be
Limited to any particular thecry of coperation, it is
believed that, in certain embodiments of the present
invention, the ovelosporin component acts to enhance or

restore lacrimal gland tearing in providing the desired
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therapeytic effect.

One important feature of the present invention is that
the presently useful compositions contain less than 0.1% by
weight of the cyclosporin component. The advantages of
such low-~concentrations of cyclosporin components have been
disc¢ussed iIn some detail elsewhere Thersin. Low
concentrations of cyclosporin compoenent, together with
concentrations of the hydrophobic component such that the
weight ratio of goyvclosporin component to hydrophobic
component. is greater than 0.08, provides one or more
substantial advantages in the present methods.

Any suitable hydrophobic component may be employed in
the present invention. Such hydrophoblce componsnt mav be
considered as comprising a discontinuous phase in the
presently uassful cyclosporin component~containing
emulsions, with the water or aguecus phase being considersd
the continucus phase in such emulsicn. The hydrophobic
component is preferably selected so as to solubilize the
cyclosporin component, which is  often substantially
inscluble in the agueous phase. Thus, with a suitable
hydrophobic component included in the presently useful
emulsions, the gyclosporin componsnt dis  preferably
seolubilized in the emulsions.

In one very ussful embodiment, the hydrophobic
conponent cumprises an oily material, in particular, a
material which is substantially not miscible in water.
Examples of wseful oily materials include, without
limitation, wvegetable oils, aninal olls, mineral oils,
synthetic oils, and the like and miztures thereof. Thus,
the present hydrophilic components may comprise naturally
occurring odls, including, without limitation zrefined

naturally occurring oils, or naturally cccurring oils which
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have been processed to alter their chemical structures to
some ezxzteant or olls which are substantially entirely
synthetic., One very useful hydrophobic compenent includes
higher fatty acid glycerides.

Examples of useful hydrophobic compenents include,
without limitation, olive oil, arachis oil, castor oil,
mineral oil; silicone fluid and the like and nixtures
thereof. Higher fatty acid glycerides such as olive oil,
peanut oil, castor oil and the like and mixtures thersof
are particularly useful in the present invention.
Excellent results are cobtained using a hydrephobic
component comprising castor oil. Witheout wishing to limit
the iavention te any particular theory of coperation, it is
belisved that castoer woil dncludes a relatively high
concentration of ricinoleic acid which itself may be useful
in benefitting ocular tissue and/or in providing one orx
more therapeubic sffscts vwhen administered to an eye.

The hydrophobic compeonent is preferably present in the
presently useful cyclosporin component~containing emulsion
compositions in an amount greater than about 0.625% by
weight, Poar example, the hydrophobic component may be
present in an amouniy up Lo about 0.75% by weight or about
1.0% by weight or about 1.5% by weight or more of the
presently useful emulsion compoesitions.

The presently useful compositions may include one or
more other components in amounts effective to facilitats
the usefulness and eiffectivensss of the present methods
and/or the presently useful compositions, Examples of such
other components include, without limitation, emulsifier
coemponents, surfactant compoensnts, tonicity <components,
poly electrolyte components, emalsion stability components,

viscosity inducing components, denmulecent components, aocid
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and/or bases to adijust the pH of the composition, buffer
components, pressrvative components and the like,

In one very useful embodiment, the presently useful
compositions are subztantially fres of preservatives.
Thus, the presently ussful compositions may be sterilized
and maintained in a sterile condition priocr to use, for
example, provided in a sealed package or otherwise
maintained in a substantially sterile condition.

Any suitable emulsifier conmponent may be empleyed in
the presently useful compositions, provided, that such
emulsifier component is effective in forming maintaining
the emulsioen and/for in the hydrophebic component in
emilsion, while having no significant or unduse detrimental
effect or effects on the compositions during storage or
use,

In addition, the presently useful compositions, as
well as each of the components of the present compositions

n the concentration pressnt  in the compoesition

Join

advantagecusly are ophthalmically acceptable.

Useful emulsifier components may be selected from such
component which are conventionally used and well known in
the art. Examples of such emulsifier components includs,
without limitation, surface active components or surfactant
compenents which may be anionic, cationie, nenionic or
amphorteric in nature. In general, the enmulsifier
componant  includes a  hydropheblc ceonstituent and a
hydrophilic ceonstituent. Advantageously, the emulsifier

componant 18 water scoluble in the presently useful

conmpositions. Preferably, the emulsifier componsnt is
nondonic. Specific examples of suitsble smulsifier

compeonents include, without limitation, polyseorbate 80,

polyoxyalkylene alkylene ethers, polyalkylene oxide ethers
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of alkyl alcchols, polyalkylene oxide ethers of
alkyliphenols, other emulsifiers/surfactants, preferably
nonionic emulsifiers/surfactants, wuwseful in ophthalmic
compositions, and the like and mixtures thereof.

The emulszifier component 1is pressnt in an amount
effective din forming the gpresent emulsion and/or in
maintaining the hydrephobic component in emulsion with the
water or agueous component. In ong prefsrred embodiment,
the emulsifier component is present in an amount in a range
of about 0.1% to about 5%, more praferably about 0.2% to
about 2% and still more preferably about 0.3% to about 1.5%
by weight of the presently useful compositions.

Polyelectralyte or emulsion stabilizing components may
be included in the presently useful compositicns. Such
components are believed to be effective in maintaining the
electrolyte balance in the prasently useful emulsions,
thereby stabilizing the emulsions and preventing the
emulsicns from breaking down prior to use. In one
embodiment, the presently useful compositions include a&
polyanionic component effective as an emulsion stabilizing
component. Examples of suitable polyvanionic conpongnts
useful in the presently useful compositions include,
without limitation, anionic cellulose derivatives, anionic
acrylic acid-containing polymers, anionic methacrylic acid-
containing polymers, anlonic amine acid-containing polymers
and the like and mixtures thereof.

A particularly useful class of polyanionic components
include one or more polymeric materials having multiple

anionic charges. Examples include, but are mot limited to:

metal carcoxy methylecelluloses

metal carbozy methylhydroxysthylcelluloses
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metal carboxy methylstarchs

metal carboxy methylhydroxyvethylstarchs

hydrolyzed polvacrylamides and polyacrylonitriles

heparin

gucoaninoglycans

hyaluronic acid

chondroitin sulfate

dermatan sulfate

peptides and polypeptides

alginic acid

metal alginates

homopolymers and copolymers of one or more of:
acrylic and methacrylic acids
metal acrylates and mathacrylates
vinylsulfonie acid
metal vinylsulfonate
amine acids, such as aspartic acid, glutamic
acid and the like
metal salts of amino acids
p-styrenesulfonic acid
metal p-styrenesulfonate
2-methacryloyloxyethylsulfonic acids
metal Z-methacryloviozethylsulfonates
3-methacrvloyvioxy-2-hydrosvpropyvlisulonis acids
metal 3-methacryloyloxy-32-

hydroxypropylsulfonates

2~acrylamido~-Z-methylpropanssulfonic acids
metal Z-acrylamido-2Z-mevthylpropanesulfonatss
allylsulfonic acid

metal allylsulfonate and the like.

One particularly useful emulsion stabilizing component
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includes crosslinked polyacrylates, such as carbomers and
Pemulen® materials. Pemulen® is a registered trademark of
B.F. Goodrich for polymeric emulsifiers and are
sonmercially available from  BLF. Goaedrich Company,
Specialty Polymsrs & Chemicals Division, Cleveland, OChio.
Pemulen® materials include acrylate/Ci0-30 alkyl acrylate
cross-~polymers, or high molecular weight co-polymers of
acrylic acld and a long chain alkvl methacrylate cross-—
linked with allyl ethers of pentaerythritel.

The presently useful polyanionic components may also
be used to provide a suitable viscosity to the presently
useful compositions., Thus, the polyanionic components may
be useful in stakilizing the presently useful emulsions and
in providing a suitable degree of visgosity toc the
presantly useful compositions.

The polyslectrolyte or emulsion stabilizing component
advantageously is present in an ancunt effective to at
least assist in stabilizing the oyelosporin component-
containing emulzion. Par example, the
polyelectrolyvte/emulsion stabilizing component wmay be
present in an amount in a range of about 0.01% hy weight or
less to about 1% by waight or more, preferably about 0.02%
by weilght to sbout 0.5% by weight, of the composition.

Any suitable tonicity component may be emploved in
accordance with the present invention. Prefexably, such
toniclity compoensnt is non~ionig, for example, in erder to
avoid interfering with the other components in the
presently useful emulsions and to facilitate maintaining
the stability of the emulsion prior to use. Useful
tonicity agents include, without limitation, glycerine,
mannitol, sorbitol and the like and mixtures theregf. The

presently ussful emulsions are preferably within the range
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of plus or nminus about 20% or about 10% f£rom being
isotonic.

Ophthalmic demulcent components may be Included in
effective amcounts in the presently useful compositions.
For example, ophthalmic demulcent components such -as
carboxymethylcellulese, other cellulose polymers, dextran
70, gelatin, glycerine, polyethylens glycols (e.g., PBG 300
and PEG 400}, polysorbhate 80, propylens glycol, polyvinyl
alcohol, povidons and the like and mixtures thereof, may be
used in the present ophthalmic compesitions, for example,
compositions useful for treating dry eve,

The denulcent components are preferably present in the
compositions, for example, in the form of eve drops, in an
amount effective in enhancing the lubricity of the
pregsently useful compositions. The amount of demulcent
component in the present compositions may be in a range of
at least about 0.01% or about 0.02% to about ¢.5% or about
1.0% by weight of the compositieon.

Many of the preséntly useful polyelectrolytelemulsion
stabilizing componsnts may also be effective as demulcent
components, and vice versa. The emulsifisr/surfactant
components may alsze be effective as demuloent components
and vigce versa,

The pH <of the emalsions can be adjusted in a
gonventional manner using  sodium  hydroxidde  and/for
hydrochloric acid to a physiological pH level. The pH of
the presently useful emulsions preferably is in the range
of about © to about 10, more preferably about 7.0 to about
B.O and still more preferably about 7.2 to about 7.6.

Although buffer components are not reguired in the
presently useful compositions, suitable buffer components,

for ewample, and without limitation, phosphates, citrates,
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acetates, borates and the like and mixtures thereof, may be
employed to maintain a suitable pH in the presently useful
compositions.
The presently useful compositicons may include an
5 effective amount of a preservative component., Any suitable
preservative or combination of preservatives may be
enployed. Examples of suitable preservatives includs,
without limitation, benzalkonium chloride, methyl and ethyl
parabens, hexetidine, phenyl mercuric salts and the like

10  and wmixtures thersef, The amounts of preservative
components included in the present compositions arg such to
be sffective in preserving the compositions and can vary
bassed on the specific preservative component smployed, the
specific composition involved, the specific application

15  invelved, and the like factors. Pressrvative
concentrationy often sre in the range of about 0.00001% to
about 0.05% or about 0.1% {(w/v} of the composition,
although other concentrations of certain preservatives may
ha employed.

20 Vary useful examples of preservative components in the
present invention include, byt are not limited to, ¢hlorite
components, Specific examples of chlorite components
useful as pressrvatives in saccordance with the present
invention include stabilized chlorine dicxide (SCD}, netal

25 ohlorites such as alkali metal and alkaline earth metal
chiorites, and the like and mixtures thereof. Technical
grade {or USSP grade} sodium chlorite is a very useful
pragervative component. The edact chemical comnpoesition of
many whlorite compornents, for exanmpls, SCI, is not

30 completely understeoad. The menufacture or production of
certain chlorite components is described in MoNicholas U.S.

Patent 3,278,447, which is incorpovated in its entirsty by
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reference herein, Specific examples of ussful 3CD products
include that sold under the trademark Dura Klor by Rio
Linda Chemical Company, Inc., and that secold under the
trademark Anthium Dioxide® by Internaticnal Dioxidse, Inc.
An especially usaful 8CH is a product sold under the
trademark Bio-Cide® by Blo-Cide Internaticnal, Inc., as
waell as a product identified by Allergan, Inc. by the
grademark Purite®.

Other usseful preservatives include antimicrobkial
peptides, Among the antimicrobisl peptides which may be
employed include, without limitation, defensins, peptides
reiated to defensinsg, cecropinsg, peptides related o
cecropins, magainins and peptides related to magaining and
other amino acid polymers with antibacterial, sntifungal
and/or antiviral activities. Miztures of antimicrobial
peptides or mixtures of antimicrobial peptides with other
preservatives are alse included within the scope of the
present inventiomn.

The compositions of the present invention may include
viscosity modifying agents oy compcnents, such as cellulose
polymers, including hydroxypropyl methyl cellulose {HPMCY,
hydroxyethyl cellulose (HEC), sthyl hydroxyethyl cellulose,
hydroxypropyl cellulose, methyl cellulose and carboxymethyl
cellulose; carbomers {e.g. carbopol, and the like};
polyvinyl alcohol; polyvinyl pyrreolidens; alginates;
carrageenans: and guar, karaya, agsrose, logust bean,
tragacanth and xanthan gums. Such viscosity modifying
components are employed, 1f at all, in an amount seffsctive
to provide a desired viscoesity to the present compositions.

The concentration of such viscosity wmodifiers will

typically vary between about .01 to akout $ % w/v of the
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total composition, although other concentrations of certain
viscosity modifying components may be smployed.

The presently useful compositions may be produced
using conventional and well known methods useful in

5 producing ophthalmic products including oil-in~water
emulsions.

In one exanmple, the oily phase of the emulsion can be
combined with the cyclosporin component te solubilize the
cyclasporin component in the olily materisal phase. The oily

10 phase and the water may be separately heated te an
appropriate temperaturse. This tempesrature may be the same
in both cases, generally a few degrees to about 10°C above
the melting temperature of the ingredienti{s} having the
highest melting point in the case of a3 sclid or semi-solid

1%  oily phase for emulsifier components in the oily phase.
Where the oily phase is a liguid at room tenmperature, a
sultable temperature for preparation of a compesition may
be determined by roubtines experimentation in whiech the
melting point of the ingredients aside from the oily phase

20 is determingd. In cases where all components of sither the
oily phase or the water phase are soluble at room
temperature, no heating may be nescessary. Non-emulsifying
agents which are water soluble are dissecolved in the water
and oil scluble components including the surfactant

25 compongnts are dissolved in the oily phase.

To create an cil~in-water emulsion, the final oil
phase is gently mized into either an intermediate,
preferably de-ionized water, phase or intoe the final water

phase to create a sultable dispersion and the product is
£

30 allowed to ocool with or without stirring. In the case
where the final oil phase Is first gently miked into an

intermediate water  phase, the resulting emulsion
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concentrate iz thereafrer mixed in the appropriate ratio
with the final agueous phase. In such cases, the emulsion
concentrate and the final aqueous phase may not be at the
same temperature or heated above room tenperature, as the
emulsicon may be already formed &t this point.

The cil-in-water enulsions of the present invention
can b2 sterilized after preparation using heat, for
sxample, autoclave steam sterilization or can be sterile
filtered using, for sexample, a 0.22 micron sterile filter.

Sterilization employing a sterilizatlion fillter can ke used
when the emulsion droplet {or globule pr particle) size and
characteristics allows this. The droplet sise distribution
of the emulsion need not be entirely below the particle
size cutoff of the 0.22 micron sterile filtration membrane
to be sterile-filtratable., In cases wherein the droplet
size distribution of the emulsion is above the particle
size cutoff of the (.22 micron sterile filtration membrane,
the emulsion needs teo be abls to deform or change while
passing through the filtration membrane and then reform
after passing through, This property is easily determined
by routine testing of emulsion droplet gsize distributlions
and percent of total ©il in the compositions before and
after filtration, Alternatively, a loss of a small amount
of larger droplet sized matérial may be acceptable.

The present oil~in-water emulsions preferably are
thermodynamicaly stable, much like microemulsions, and yet
may nobt be isotropic transparent ocompositions as are
microemulsiens. The emulsions of the present invention
advantageously have a shelf life exceeding one ysar at room
temperature.

The following non-limiting szamples illustrate certain

aspects of the present invention.
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EXAMPLE 1
Two compositions are selected for testing. These

compoesitions are produced in accordance with well known

technigues and have the follawing make-ups:

Composition I Composition II
wt% wi%
Cyclasporin A 0.1 .05
Castor Cil 1.2% 1.3
Polysorbate 80 1.00 1.00
Fremulen® 0.05% 0.05
Glycerine 2.20 2.20
Sodium hydroxide qs gs
Purified Water qs gs
pH 7.2-7.6 7.2-7.6
Waeight Ratio of Cyclosporin
A to Castor 0il §.08 .04

These ccmpnsitidns are employed in a Phase 3, double-
masked, randomized, parallel group study for the tresatment
of dry eye disease.

The results of this study indicate that Composition
I, in accordance with the present invention, which has a
reduced concentration of cyclosporin A and a cyclosporin A
to castor oil ratio of less than 0.08, provides overall
efficaay in treating dry eye disease substantially squal to
that of Composgitien I. This is surprising for a number of
reasons. For example, the reduced concentration of
cyclogporin A in Composition IT would have besn expected to
result in reduced overall efficacy in treating dry sys
disease., Alsce, the large amount of castor oil relative to
the amcunt of cyclosporin A in Camposition II might have

been expected to cause increased eye irritation relative to
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e

Compesition I. However, both Composition I and Composition
IT are found to be substantially non-irritating in use.
Using relatively increased asmounts of castor oil, with
reduced amounts of cyclosporin component, as in Composition
5 II, is believed bto take advantage of the benefits, for
example the ccular lubrication benefits, of castor oil, as
well as the presence of ricineleic acid in the castor eil,
to at least assist in treating dry eye syndrome in
combination with cyclosporin A.
iQ In addition, it is found that the high concentration
of wcastor oil relative to cyclesporin compenent, as in
Compesition II, provides the advantage of more guickly or
rapidly {for example, relative to a compesiticon which
includes only 50% as much castor oil} breaking down or
15 resolving the emulsion in the eve, for sxample, as measured
by split~lamp tachniques to monitor the composition in the
eye for phase separation. Such rapid break down of the
emulsion in the sye reduces vision distortion as the result
af the presence <of the emulsion in the aye, @s well as
20  facilitating the therapeutic affectivensss of the
composition in treating dry eye disease.

Uging reduced amounts of oyclousporin A, as in
Composition II, Lo achieve therapeutic effsctiveness
mitigates even further against undesirable side effects and

25 potential drug interactions. Prasocribing physicians can
provide (prescribe} Composition II to more patients
and/or with fewer restrictions and/or with reduced risk of
the occurrence of adverse events, e.g., side sffects, drug
interactions and the like, relative to providing

30 Composition T.

While this invention has been described with respect

to various specific examples and embodiments, it is to be
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anderstood that the invesntiorn is not limited theresto and
that it can be variously practiced within the scope of the

following claims,
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WHAT IS CLAIMED IS:

1. A method of treating an gye of a human or aninmal
comprising:

administering to an eye of & human or animal a
composition in the form of an emulsion comprising water, a
hydrophobie compensnt and a8 cyclosporin componsnt in a
therapeutically effective amount of less than 0.1% by
welght of the composition, +the weight ratio of the
cyclosporin component to the hydrophobic component is less
than 0.08.

2. The method of ¢laim 1 wherein the administering
step is effective in treating a condition selected from the
group. consisting of dry eye syndrome, phaceoanaphylactic
endophthalmitis, uveitis, vernal conjunctivitis, atopic

keratoconijunctivitis and corneal graft rejection.

3. The method of claim 1 wherein thes adwministering

step is effective in treating dry eye syndrome.

4. The wmethod of claim 1 wherein the blood of the
human or  animal has  substantially no  detectable

concentration ¢f the cyclosporin component.

5. The method of claim 1 wherein the blocd of the
human or animal  has substantially no detectable
concentration of the oyclosporin component as measursd
using a validated liguid chromatography/mass spectrometry-

mass spectrometry analytical method.
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6. The method of claim 1 wherein the blood of the
human or animal has a concentration of the cyclosporin

component of 0.1 ng/ml or less.

7. The methed of claim 1 wherein the cyclosporin
component comprises a material selected from cyclosporin A,

derivatives of cyclesporin A and mixtures thereof.

8. The nethod of claim 1 wheveln the cyclosporin

component comprises cyclosporin A.

9. The method of c¢laim 1 wherein the cyclosporin

componant is solubllized in the hydrophobic component

s
present in the composition.

10,  The wmethod of elaim 1 whevein the hydrophobic
component 1is present in the composition in an amount

greater than 0.625%% by weight of the composition.

11. The methed ¢f claim 1 wherein the hydraphobic

componant comprises an oily material,

3

12. The method of claim 1 wherein the hydrophobic
component comprises an ingredient selected from the group
consisting of vegetable oils, animal oils, mineral cils,

synthetic oils and mixtures thersoef.

13, The method of claim 1 wherein the hydrophobic

component comprises castor pil.
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14. The nethod of claim 1 wherein the administering
step comprises toplcally administering the domposition to
the eye of the human.

15, The mathod of claim 1 wherein the composition

comprises an effective amcunt of an smulsifier component.

16. The method of claim 1 wherein the composition

comprises an effective amount of a tonicity cowmponent.

17. The methed of claim 1 wherein the composition
comprises an effective amount of an organie tonicity

componant .

18. The method of claim 1 wherein the composition
comprises & polvelectrolyte componsnt in an  amount

affective in stabilizing the composition.

19, The method of claim 1 wherein the composition has

a pH in the range of about 7.0 to about 8.0,

20, The method of claim 1 wherein the composition has

-~

a pH in the range of asbout 7.2 to about 7.8.

21, A composition for treating an eyve of a human or
animal comprising an emulsion comprising water, a
hydrophoblce component, and & <ycloesporin compornent in a
therapeutically effective amount of less than 0.1% by
waight, the weight ratico of the cyclesporin component to

the hydrophoblic component being lass than 0.08.

22. The compositicn of claim 21 having a make-up so

that when the composition is administered to an eye of a
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human in an effective amount in treating drvy eye syndrome,
the bleood of the human has substantially no detectahle

concentration of the cyclosporin component.

23. The compoesition of claim 21 wherein the
cyclosporin component comprises a mabterial selected from
cyclosporin A, derivatives of cyclosporin & and mixtures
therent.

24, The compesition of olaim 21  wherein the

cyclosporin component comprises cyclosporin &.

25, The composition of claim 21 in the form of an

emulsion.

26. The composition of claim 21 wherein the
hydrophebic componsnt is present in an amount greater than

0.625% by weight of the composition.

28, The composition of claim 21 whersin the
hydrophobic component comprises an ingradient selected from
the group consisting of vegetable oils, animal oils,

mineral oils, synthetic oils, and mixtures therecf.

29, The composition of colaim 21 whexein the

hydrophobic component comprises gcastor oil.
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30. The composition of olaim 21 wherein the
administering step comprises topically administering the

composition to the eye of the human.

31, The compgosition of &laim 21 wherein the
composition comprises an effective amount of an emulsifier

component .

32. The composition of claim 21 wherein the
composition comprises an effective amount of a tonilcity

component .

33. The composition of olaim 21 wherein the
composition corprises an effective amount of an organic

vonicily component.

34, The composition of claim 21 wherein the
composition compriszes a polyelectrolytic component in an

amount effective in stabilizing the composition.

35. The composition of claim 21 wherein the
compogition includes water and hag a pH in the range of

about 7.0 to about 8.0.
36, The composition of claim 21 wherein the

composition includess water and hds a pH in the range of

about 7.2 to about 7.86.
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METHODS OF PROVIDING THERAREUTIC EFFRCTS
USING CYCLOSPORIN COMPONENTS

Rbystract of the Disclosurs

Methods of treating an eye of a human or animal
include administering to an eye of a human or animal a
conposition in the form of an emulsion including water, a
h?drephcbic component and a cyvclosporin componént in &
therapeutically effective amount of less than 0.1% by
weight of the cowmposition. The weight ratio of the
cyelosporin component to the hydrophobic compponent is less
than €.8.
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and the Privacy Act (5 U.5.C. 552a). Records from this system of records may be disclosed to the Department of Justice to determine
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as a routine use, to the Internaticnal Bureau of the World Intellectual Property Organization, pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of National Security
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A record from this system of records may be disclosed, as a routine use, tc the public after either publication of the application pursuant|
to 35 U.S.C. 122(b) or issuance of a patent pursuant toc 35 U.5.C. 151. Further, a record may be disclosed, subject to the limitations of 37
CFR 1.14, as a routine use, tc the public if the record was filed in an application which became abandoned or in which the proceedings were
terminated and which application is referenced by either a published application, an application open tc public inspections or an issued
patent.

A record from this system of records may be disclosed, as a routine use, tc a Federal, State, or local law enforcement agency, if the
USPTO becomes aware of a viclation or potential violation of law or regulation.
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['X  United States application or PCT international application number 13/961,818

fledon 8/7/2013

The above-identified application was made or authorized to be made by me.

| believe that | am the original inventor or an original joint inventor of a claimed invention in the application.

| hereby acknowledge that any willful false statement made in this declaration is punishable under 18 U.S.C. 1001
by fine or imprisonment of not more than five (5) years, or both.

WARNING:

Petitioner/applicant is cautioned to avoid submitting personal information in documents filed in a patent application that may
contribute to identity theft. Personal information such as social security numbers, bank account numbers, or credit card numbers
{other than a check or credit card authorization form PTO-2038 submitted for payment purposes) is never required by the USPTO
ta support a petition or an application. If this type of personal information is included in documents submitted to the USPTO,
petitioners/applicants should consider redacting such personal information from the documents before submitting them to the
USPTQ. Petitioner/applicant is advised that the record of a patent application is available to the public after publication of the
application {unless a non-publication request in compliance with 37 CFR 1.213(a) is made in the application) or issuance of a
patent. Furthermore, the record from an abandoned application may also be available to the public if the application is
referenced in a published application or an issued patent (see 37 CFR 1.14). Checks and credit card authorization forms
PTO-2038 submitted for payment purposes are not retained in the application file and therefore are not publicly available.

LEGAL NAME OF INVENTOR

inventor: Andrew Acheampong Date (Optional) :
P /PW‘/
p=h E . Wg

Note: An application data sheet (PTO/AIA/14 or equivalent), including naming the entire inventive entity, must accompany this form.
Use an addiiona! PTO/SB/AIADT form for each additional inventor.

This collection of information is required by 35 U.S.C. 115 and 37 CFR 1.83. The information is required to obtain or retain & benafit by the public which is to file {(and
by the USPTO o process) an applisation. Confident 5 governed by 35 US.C. 122 and 37 CFR 1,11 and 1,14, This collection is est 0 take 1 mi 0
cemplele, including gathering, preparing, and submilting the completed spplication form 1o the UBPTO. Time will vary depending upon the individus! case. Any
comments on the amount of ime you reguire to complete this form andfor suggestions for reducing this burden, should be sent to the Chisf information Officer, U.S
Patent and Trademark Office, U.8. Department of Commierce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO
THIS ADDRESS. 8ENMD TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

# you nasd assistance in completing the form, cafl 1-800-PTO-8189 and select cption 2.
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PTOIAAGY (0812}
Approved for use through 01342014, CMB 08590032
U.8. Patent end Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Papanwork Reduction &cf of 1985, no persons are required to respond o a collection of information uniess i displave a valid OMB conirdl numbar,

4 DECLARATION (37 CFR 1.63} FOR UTILITY OR DESIGN APPLICATION USING AN )
APPLICATION DATA SHEET (3?’ CFR 1.78)

METHGQS @F PR@V?ESIING THEM?&U?EQ E?FE&JYS US!E‘»:G QY@LQS?QR&N

invention | COMPONENTS
Docket No.: 17618CONS(AF)

Yitle of

As the below named inventor, | hereby declare that:

miéﬁgm P The attached application, or
13/961,818

E United States application or PCT international application number

flad on 8/7/2013

The above-ideniified application was made or authorized to be made by me.

| believe that | am the original inventor or an eriginal joint inventor of a claimed invention in the application.

I hereby acknowiedge that any willful faise statement made in this dedlaration is punishable under 18 U.8.C. 1001
by fine or imprisonment of not more than five (5} years, or both.

WARNING:

Petitionerfapplicant is cautioned to avoid submitting personal information in documents filed in a pstent application that may
contribute to identity theft. Personal information such as social security numbers, bank account numbers, or credit card numbers
{other than a check or credit card authorization form PTO-2038 submitted for payment purposes) is never required by the USPTO
o support a petition or an application. If this fype of personal information is included in documents submilted to the USPTO,
petitioners/applicants should consider redacting such personal information from the documents before submitling them o the
USPTO. Petitionerfapplicant is advised that the record of a patent application is availeble to the public after publication of the
application {unless a non-publication request in compliance with 37 CFR 1.213(a) is made In the application) or issusncs of a
patent. Furthermore, the record from an abandoned application may also be available to the public if the application is
referenced in a published apglication or an issued patent (see 37 CFR 1.14). Checks and credit card authorization forms
PTO-2038 submitted for payment purposes are not retained in the application file and therefore are not publicly available.

LEGAL NAME OF INVENTOR

Inventor: DIANE TANG-LIU . Date (Optional)
Signatwe: /o Sms Dy %

Mols: An spplication data sheet (PTO/AIANS or squivalent), Including naming the enfire inventive enfity, must accompany this form.

Use an addiional PTO/SBAIALY Torm for each additional invenior.

This collection of information is required by 35 U.S.C. 115 and 37 CFR 1.63. The information is required fo obtain or retain & benalit by the public which is & fis {and
by the USPTO io process) en application. Confidentisiily is governed by 35 U.8.C. 122 and 37 CFR 1.11 and 1.14. This colloction is estimated o take 1 minuts o
compists, inchading gethering, preparing. and submitling the completad application form (o the USPTO. Time will vary depending upon the individusl cass. Any
cormmerds on the amount of ime you reguine to complets this form andfor suggestions for reducing this burden, should be sent o the Chisf Information Officer, LS.
Patent and Trademark Office, U.8. Department of Commerce, P.0. Box 1450, Alexandria, VA 22393-1450. DO NOT SEND FEES OR COMPLETED FORMS TO
THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1430, Alexandria, VA 223131450,

K you need sssistence in completing the fomm, call 1-800-PTO-9159 and select opion 2.
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PTOAIAOT (06-12)
Approved for use through 01/31/2014. OMB 0651-0032
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

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

DECLARATION (37 CFR 1.63) FOR UTILITY OR DESIGN APPLICATION USING AN
APPLICATION DATA SHEET (37 CFR 1.76)

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

Invention | COMPONENTS
Docket No.: 17618CONS5(AP)

Title of

As the below named inventor, | hereby declare that:

This declaration ™ The attached application, or

H

is directed to:
@ United States application or PCT international application number 13/961,818

filed on 8/7/2013

The above-identified application was made or authorized to be made by me.

| believe that | am the original inventor or an original joint inventor of a claimed invention in the application.

I hereby acknowledge that any willful false statement made in this declaration is punishable under 18 U.S.C. 1001
by fine or imprisonment of not more than five (5) years, or both.

WARNING:

Petitioner/applicant is cautioned to avoid submitting personal information in documents filed in a patent application that may
contribute to identity theft. Personal information such as social security numbers, bank account numbers, or credit card numbers
{other than a check or credit card authorization form PTO-2038 submitted for payment purposes) is never required by the USPTO
to support a petition or an application. If this type of personal information is included in documents submitted to the USPTO,
petitioners/applicants should consider redacting such personal information from the documents hefore submitting them to the
USPTO. Petitioner/fapplicant is advised that the record of a patent application is available to the public after publication of the
application (unless a non-publication request in compliance with 37 CFR 1.213(a) is made in the application) or issuance of a
patent. Furthermore, the record from an abandoned application may also be available to the public if the application is
referenced in a published application or an issued patent (see 37 CFR 1.14). Checks and credit card authorization forms
PTO-2038 submitted for payment purposes are not retained in the application file and therefore are not publicly available.

LEGAL NAME OF INVENTOR

-

g‘“\ Y f‘*
Inventor: D’%V}D F‘{ ?C{@E‘ Date (Optionaly . 5~ /X~ o

\ } /
Signature: ‘§ |9 \ 3‘; - j% Yo pa A
\

Note: An application data sheet (PTO/AIN 14 or equivalent), including naming the entire inventive entity, must accompany this form.
Use an additional PTO/SB/AIAGT form for each additional inventor.

This coltaction of information is required by 35 US.C. 115 and 37 CFR 1.52. The informalion Js required o obitain of retain 2 benefit by the public which is to fils (and
by the USPTO to process) an application. Confidentiality is govemed by 35 U S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 1 minute to
complete, including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any
comments on the amount of ime vou require to complete this form andlor suggestions for reducing this burden, shouid be sent to the Chisf Information Officer, US.
Patent and Trademark Office, U.B. Department of Commerce, P.O. Box 1450, Alexendria, VA 223131450, DO NOT SEND FEES OR COMPLETED FORMS 1O
THIS ADDRESS. SEND TO: Commissioner for Patonts, P.O. Box 1450, Alexandria, VA 22313-1450.

# you need assistance in complating the form, call 1-800-PT0-919% and select option 2.
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Doe code: Ouath
Document Dascription: Cath or deciaration filed

PTOAIARDZ (D8-12)

Approvad for use Shwough 013172014, OMB 08310082

U.8. Palent and Trademerk Offics; U.S. DEPARTMENT OF COMMERCE
Under the Paperwark Reduclion Aot of 1985, no permons 80 required s respond 1o 8 coflaction of information unisss R displays 2 vald OMB control number.

SUBSTITUTE STATERENT IN LIEU OF AN OATH OR DECLARATION FOR UTILITY
OR DESIGN PATENT AFPLECATB@N {35 U.8.C. 115(d) AND 37 CFR 1.84)

Ttleof | Meﬁh&ds of Providing Therapeutic Effee:ts Using Cyclosporin Components
invention Docket No.: 17618CONS(AP)

This statement ls diredted to:

[ ] e attached application,
OR

13/961,818 . 8-7-13

nited States applcation or PCYT internations! application number

LEGAL NAME of Inventor to whom this sub satsrment spplies:
{E.g., Given Neme (first and middis (if any)) and Family Name or Sumama)

James N. Chang
{Residence {except for & deceased or lagally Incapacitated :
., Newport Beach CA f Us
M&%Mﬂm(@xmfnmmmarmmimmmm)

36 Cervanies

., Newport Beach e OA 1@926@@ oy IS

i heliova the shove-namad Inventor or joint inventor to ba the origing! inventor or an eriginat joint inventor of a claimed invention
in the application.

The above-identified application was made or authorized to be mads by me.

| heraby acknowledge that any willful false stalament made in this statement is punishable under 18 U.S.C. 1001 by fins or
imprisonment of not more than fvs (5) years, or both,

Reistionship to the inventor to whom this substituls stetement applies:

[ ] Legat Representative (for deceased or legally incapacitated inventor onty),

Agsignes,

[_:] Parson o whom the inventtr is under an obligation io assign,

D Person who otherwise shows a sufliclent propristary Interest In the maiter (petiion under 37 CFR 1.46 Is required), or
[} Joint inventor.

Page 1 of 2]

mmmmmnmmwmwasusc. 1’|5m37€§"R163 The informetion is reguired to obisin or reialn a benef® by the publis which is to e (and
by tha USPTO to procsss) an eppiication, Confidendiaily is governad by 35 U.B.C. 122 and 37 CFR 1.11 and 1.14, This colisciion Is sstimatsd to take 1 mnule o
complete, ncluding grihering, W;MMMW@MMMMUSW@ Times will vary dependng upon the individus cane, Any
sorrrments on the amout of time you requirs s compisis this form andlor suggestions for redusing this burden, should be sent o the Chief information Officer, U.S.
Patent and Trademark Oftice, U.S. Departmant of Commense, P.O. Box 1480, Alpxandsia, VA22313-‘5450 DO NOT SEND FEESORCOMP&E’!‘EDFORMBTO
THIS ADDRESS. BEND TO: Comnlssionsy for Palents, 8.0, Box 1450, Alswendrin, YA 233131480,

 you nesd assistancs in complsting the fom, awf-mmwmmdwmmz
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PTOISEVAIADZ (06-12)
Agproved for use through 01/31/2014. OMB 0B51-0032
.S, Patent and Trademeark Office; U.S. DEPARTMENT OF COMMERCE
Under the Papsrwork Raduction Act of 1885, no persons are regquired 1o raspond to a colfection of informstion unlsss it displaye a valld OMS contro! number.

SUBSTITUTE STATEMENT

Chreunsiancas permitting exacution of this substitute stetement:

[ ] inventor s decensed,

[ ] tnventor is under legs! incapacity,

m Inventor cannot be found or reached afler difigent effort, or
inventor has refused o executs the oath or dedarstion under 37 CFR 1.63.
if thare are joint inventors, plesss check the sppropriste box balow:

. An application dute sheet under 37 CPR 1.76 (PTOIAIA/M4 or sguivalent) naming the antie inventive snilty has been
or is currsntly submitied.

OR

[ ] 4n applicstion data sheet urder 37 CFR 1.76 (PTO/AIA/14 or equivalent) has not been submitisd. Thus, 8 Substitute
Statement Supplemental Sheet (PTO/AINT1 or squivalent) naming the entire Inventive antity and providing Inventor
information is attached. See 37 CFR 1.84(b).

WARNING:

Patiionsr/applicant is cautionsd io avold submiiting personal information In docienants fled In a patent spplication that mey
oontribute o identily theR.  Personal information such 25 sodal sseurity numbers, bank account numbers, or credit card numbers
{ether than a cheek or credit sard suthorization form PTO-2038 submittad for payment purposes) is never required by the USPTO
§E@ supgmft @ psiition or an application. if &is type of porsonal information is included In documents submitled (o the USPTO,
netitionersfapplicants should consider redacting such personal information from the documenis before submifting tham to the
U$§3"B”Q Pstitionerfspplicant Is sdvissd that the record of a patent application is av ks io the public sfer publication of the
application (uniess a non-publication o st In compliancs with 37 CFR 1.213(2) ls mads In the applicalion) or lssuancs of a
patent. Furthermers, the record from an shandonad application mey slso be svaliabls fo the public i the applicslion s
raferenced in a published spplication or an lasusd palent (sse 37 CFR 1.14). Checks and credit card suthorization forme
PT(-2038 submitted for paymaent purposes are not retained in the epplication file and thersfors are not publicly svaliable,

¢ EXECUTING THIS SU TS STATEMENT:

FPTEE mmmsswsgwym@y
Debra @ Condino_, . aucrean me. (PSSR

“E\éma

-y
Signaturs: Rl w.,wmg?
{Residencs (unlass providad in an application data shest, PTO/AIN14 or squlvalent):

Irvine CA Us

iClty [State Country
{Mabing Address (unisss provided 1n an application deta sheat, PTOIAANIA o squivalent)

12528 Dupont Drive-T2-TH

 Irvine b CA 92612 | US

Note: Uss an addiional PTO/AIA/G2 form for each inventor who s decessed, legally Incepaciiated, cannot be found or
reached after diiigent affort, or has refused to axecuds the oath or declaration under 37 CFR 1.63.

{Page 22f 2]
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Privacy Act Statement

The Privacy Act of 1874 (P.L. 93-878) requires that you bs given cartgin information in connection
with your submission of the attached form related to a patent application or patent. Accordingly,
pursuant to the requiremenis of the Act, please be advised that (1) the general authority for the
collaction of this information is 35 U.8.C. 2(b)(2); (2) fumishing of ths information solicited is voluntary;
and {3} the principal purpose for which the information Is used by the U.S. Patent and Trademark
Offics Is to procass and/for examine your submission related to a patent application or patent. fyou do
not furnish the requested information, the U.S. Patent and Trademark Office may notbs able to
process andfor axamine your submission, which may result In termination of procesdings or
abandonment of the sppiication or expiration of the palent.

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

1. The information on this form will be treated confidentially to the axtent allowed under the
Fraadom of Information Act (5 U.S.C. 552 and the Privacy Act (5 U.8.C 552a). Records from
this system of records may be disciosed (o the Depariment of Justice to determine whether
disclosure of thess records is requirad by the Fresdom of Information Act.

2. Arscord from this system of records may be disclosed, as a routine use, in the course of
presenting evidencs to a court, magistrate, or administrative tribunal, including disclosures to

opposing counsel in the course of seltiement negotiations.

3. Arscord in this system of records may bs disclosed, as a routing use, to a Member of
Congress submiting a request involving an individual, to whom the record periains, when the
individual has requested assistance from the Member with respsact o the subjeci malter of the

rsoord.

4. Arecord in this system of records may be disclosad, as a routine use, to a contractor of the
Agsncy having need for the information in order to parfonn a confract. Recipients of
information shall be required to comply with the raquirements of the Privacy Act of 1974, as
amanded, pursuant to 5 U.S.C. 552a(m).

5. Arecord related to an Intemational Application filad under the Patent Cooperation Tresty In
this system of records may be disclosed, a2s a routine use, o the Intemational Bureau of the
World intelleciual Property Organization, pursuant to the Patant Cooperation Trealy.

8. A rscord in this system of records may be disclosed, as a routine use, io ancther faders!
agency for purposas of National Securily review (35 U.S.C. 181) and for review pursuant to
the Atomic Energy Act (42 U.S.C, 218(c)).

7. Arecord from this sysiem of records may be disciosed, as a routine use, to the Administrator,
General Services, or hisfher designee, during an Inspaction of records conducted by GSA ags
part of that agency's responsibility to recommend improvemants in records management
practices and programs, under authorily of 44 U.S.C. 2804 and 2308. Such disciosurs shall
be made in accordance with the GSA regulstions govemning inspaction of records for this
purpose, and any other relevant ( Le., GSA or Commerce) directive. Such disclosure shal not
be used to make determinations about individuals.

8. A record from this system of records may be disclosed, as a routine uss, to the public sfter
sither publication of the application pursuant to 35 U.S.C. 122(b) or issuancs of a patent
pursuant to 38 U.S.C. 151, Further, a record may be disciosed, subject io the limitations of 37
CFR 1.14, as a routine use, to the public if the record was filed in an application which
became abandonsd or in which ths proceedings were terminated and which application is
referanced by sither a published application, an application open o public inspection or an
issued patent.

8. A record from this system of records may be disclosed, as a routine use, to a Federal, Siats,
or iocal law enforcement agency, if the USFTO becomes aware of a viclation or polential
viciation of law or regulation.
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PTO/AIA/82A (07-12)

Approved for use through 11/30/2014. OMB 0651-0035
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

TRANSMITTAL FOR POWER OF ATTORNEY TO ONE OR MORE
REGISTERED PRACTITIONERS

.

NOTE: This form is to be submitted with the Power of Attorney by Applicant form (PTO/AIA/82B or equivalent) to identify the
application to which the Power of Attorney is directed, in accordance with 37 CFR 1.5. If the Power of Attorney by Applicant form
is not accompanied by this transmittal form or an equivalent, the Power of Attorney will not be recognized in the application.

Application Number unknown

Filing Date herewith

First Named Inventor Andrew Acheampong

Title METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS
Art Unit

Examiner Name

Attorney Docket Number  |17618CON5B (AP)

SIGNATURE of Applicant or Patent Practitioner

Signature /Laura L. Wine/ Date August 14, 2013
Name Laura L. Wine 714-246-6996

Telephone
Registration Number 68,681

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

Ii] *Total of 1 forms are submitted.

This collection of information is required by 37 CFR 1.31, 1.32 and 1.33. The information is required to obtain or retain a benefit by the public which is to file (and
by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 3 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. DO NOT SEND FEES OR COMPLETED
FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PT0O-9199 and select option 2.
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PTC/AIABZB(07-12)
Approved for use through 11/30/2014. OMB 0651-0038
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persans are required to respond to a collection of infarmation uniess it displays a valid OMB control number.

POWER OF ATTORNEY BY APPLICANT

| hereby revoke all previous powers of attorney given in the application identified in the attached transmittal letter.

S{f I hereby appoint Practitioner(s) associated with the following Customer Number as my/our attorney(s) or agent(s), and to
“* transact all business in the United States Patent and Trademark Office connected therewith for the application referenced

in the attached transmittal letter (form PTO/AIA/B2A or equivalent): | 51957 !
| |
OR |
1 I hereby appoint Practitioner(s} named below as my/our attorney(s) or agent(s), and to transact all business in the
e United States Patent and Trademark Office connected therewith for the application referenced in the attached
transmittal letter (form PTO/AIA/82A or equivalent):

Registration

Registration Name
Number

Name Number

Please recognige or change the correspondence address for the application identified in the attached

transmittal letter to:
E(] The address asscciated with the above-mentioned Customer Number.

OR
E‘[ The address associated with Customer Number:

OR

Firem or
individual Name

Address

City I State | zip {

Country

Telephone

I am the Applicant:
[j Inventor or Joint inventor

SLegal Representative of a Deceased or Legally Incapacitated Inventor

&}Assignee or Person to Whom the Inventor is Under an Obligation to Assign
[ TPerson Who Otherwise Shows Sufficient Proprietary Interest (e.g., a petition under 37 CFR 1.46(b)(2) was
granted in the application or is concurrently being filed with this document)
- SIGNATURE of Applicant for Patent

Emai

L
Signature AT AT ] A Date

Name Debra D, Condino, Reg. No. 31,007 “ Telephone | 714-246-2368
Title and Company | Assistant Secretary,  inc.

NQTE: Signature - This form must be signed by the applicant in accordance with 37 CFR 1.33. See 37 CFR 1.4 for signature requirements and
ceriifications. Submit multiple forms for more than one signature, see below *.

S *Total of _ forms are submitted.

This collection of information is required by 37 CFR 1.31, 1.32 and 1.33. The information is required o obtain or retain a benefit by the public which is fo file (and by the
USPTO to process) an application. Confidentiality is governed by 35 U.8.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 3 minutes o 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 Chigf Information Officer, U.S. Patent and
Trademark Office, U.S. Dapartment of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Cc ioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PT0O-8199 and select option 2.
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Document code: WFEE

United States Patent and Trademark Office
Sales Receipt for Accounting Date: 09/04/2013

ABALINAN  SALE #00000009 Mailroom Dt: 08/14/2013 010885 13967179
01 FC : 1830 140.00 DA
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Document code: WFEE
United States Patent and Trademark Office
Sales Receipt for Accounting Date: 09/04/2013

ABALINAN  ADJ #00000010 Mailroom Dt: 08/14/2013
Seq No: 6223 Sales Acctg Dt: 08/15/2013 010885 13967179
06 FC:1201 420.00 CR
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Document code: WFEE
United States Patent and Trademark Office
Sales Receipt for Accounting Date: 09/04/2013

ABALINAN  ADJ #00000011 Mailroom Dt: 08/14/2013
Seq No: 6223 Sales Acctg Dt: 08/15/2013 010885 13967179
08 FC:1808 130.00 CR
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PTO/SB/06 (09-11)
Approved for use through 1/31/2014. OMB 0651-0032

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

PATENT APPLICATION FEE DETERMINATION RECORD | Application or

Docket Number Filing Date

Substitute for Form PTO-875 1 3/967,1 79 08/14/2013 D To be Mailed

APPLICATION AS FILED - PART |

enTiTY: X LARGE [] smaLL [] MicrRo

** 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 3, enter “3”.

(Column 1) (Column 2)
FOR NUMBER FILED NUMBER EXTRA RATE ($) FEE ($)
L1 Basic Fee N/A N/A N/A
(37 GFR 1.16(a), (b), or (c))
D SEARCH FEE N/A N/A N/A
(87 CFR1.16(K). (i) or (m))
|
EXAMINATION FEE
(37 GFR 1.16(0), (p), or (q)) N/A N/A N/A
TOTAL CLAIMS . N
(37 CFR 1.16(1)) minus 20 = X $ =
INDEPENDENT CLAIMS . .
(37 CFR 1.16(h)) minus 3 = X $ =
If the specification and drawings exceed 100 sheets
0 of paper, the application size fee due is $310 ($155
A;;Pé.;gﬁﬂl?N SIZE FEE for small entity) for each additional 50 sheets or
¢ 16(s)) fraction thereof. See 35 U.S.C. 41(a)(1)(G) and 37
CFR 1.16(s).
] MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR 1.16()
p—
* If the difference in column 1 is less than zero, enter “0” in column 2. TOTAL
APPLICATION AS AMENDED - PART I
(Column 1) (Column 2) (Column 3)
CLAIMS HIGHEST
REMAINING NUMBER
— | 08/14/2013 | e PREVIOUSLY PRESENT EXTRA RATE ($) ADDITIONAL FEE ($)
E AMENDMENT PAID FOR
S | [o@erern - 25 Minus | « 25 =0 x 380 = 0
5 5
Independ ;
z & 2‘;;"1?:@ -3 Minus | -3 -0 x 420 = 0
= | [ Avplication Size Fee (37 CFR 1.16(s))
< f—
l:l FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j))
TOTAL ADD'L FEE 0
(Column 1) (Column 2) (Column 3)
CLAIMS HIGHEST
REMAINING NUMBER
AFTER PREVIOUSLY PRESENT EXTRA RATE ($) ADDITIONAL FEE ($)
— AMENDMENT PAID FOR
Z || Total 37cFr . : "
Gl s Minus = X $ =
> Independent . : x
) $37C?=R1.1s@ Minus = X $ =
& | T Appiication size Fee (37 GFR 1.16(s))
=
<C l:l FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j))
TOTAL ADD'L FEE
* If the entry in column 1 is less than the entry in column 2, write “0” in column 3. LIE

/RAMONA WILSON/

The “Highest Number Previously Paid For” (Total or Independent) is the highest number found in the appropriate box in column 1.

This collection of information is required by 37 CFR 1.16. The information is required to obtain or retain a benefit by the public 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, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PTO-9199 and select option 2.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNTTED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

PQ. Box 1450

Alexandria, Virginia 22313-1450

WWW.USpto.gov

APPLICATION FILING or GRP ART
NUMBER I 371(c) DATE UNIT I FIL FEE REC'D I ATTY.DOCKET.NO ITOT CLAIMSI IND CLAIMSl
13/967.179  08/14/2013 1653 2300 17618CONSB (AP) 25
CONFIRMATION NO. 8654
51957 FILING RECEIPT
ALLERGAN, INC.
2525 DUPONT DRIVE, T2-7H T AT D A
IRVINE, CA 92612-1599 000000063591565

Date Mailed: 09/09/2013

Receipt is acknowledged of this non-provisional patent application. The application will be taken up for examination
in due course. Applicant will be notified as to the results of the examination. Any correspondence concerning the
application must include the following identification information: the U.S. APPLICATION NUMBER, FILING DATE,
NAME OF APPLICANT, and TITLE OF INVENTION. Fees transmitted by check or draft are subject to collection.
Please verify the accuracy of the data presented on this receipt. If an error is noted on this Filing Receipt, please
submit a written request for a Filing Receipt Correction. Please provide a copy of this Filing Receipt with the
changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please submit
any corrections to this Filing Receipt with your reply to the Notice. When the USPTO processes the reply
to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections

Inventor(s)
Andrew Acheampong, Irvine, CA;
Diane D. Tang-Liu, Las Vegas, NV;
James N. Chang, Newport Beach, CA;
David F. Power, Hubert, NC;

Applicant(s)
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 a CON of 13/961,818 08/07/2013
which is a CON of 11/897,177 08/28/2007
which is a CON of 10/927,857 08/27/2004 ABN
which claims benefit of 60/503,137 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 a claim to
foreign priority. See 37 CFR 1.55 and 1.76.

Permission to Access - A proper Authorization to Permit Access to Application by Participating Offices
(PTO/SB/39 or its equivalent) has been received by the USPTO.

page 1 of 3
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If Required, Foreign Filing License Granted: 08/29/2013

The country code and number of your priority application, to be used for filing abroad under the Paris Convention,
is US 13/967,179

Projected Publication Date: 12/19/2013
Non-Publication Request: No

Early Publication Request: No
Title

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS
Preliminary Class

435
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 a U.S. patent extend only throughout the territory of the United States and have no
effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent
in a specific country or in regional patent offices. Applicants may wish to consider the filing of an international
application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same
effect as a regular national patent application in each PCT-member country. The PCT process simplifies the filing
of patent applications on the same invention in member countries, but does not result in a grant of "an international
patent" and does not eliminate the need of applicants to file additional documents and fees in countries where patent
protection is desired.

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an
application for patent in that country in accordance with its particular laws. Since the laws of many countries differ
in various respects from the patent law of the United States, applicants are advised to seek guidance from specific
foreign countries to ensure that patent rights are not lost prematurely.

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO must
issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent application
serves as a request for a foreign filing license. The application's filing receipt contains further information and
guidance as to the status of applicant's license for foreign filing.

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents” (specifically, the
section entitled "Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign
patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, or it
can be viewed on the USPTO website at http://www.uspto.gov/web/offices/pac/doc/general/index.html.

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may wish
to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Department of Commerce initiative,
this website includes 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 a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING
LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where
the conditions for issuance of a license have been met, regardless of whether or not a license may be required as
set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier
license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The
date indicated is the effective date of the license, unless an earlier license of similar scope has been granted under
37 CFR 5.13 or 5.14.

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof unless
it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 1.53(d). This
license is not retroactive.

The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject matter
as imposed by any Government contract or the provisions of existing laws relating to espionage and the national
security or the export of technical data. Licensees should apprise themselves of current regulations especially with
respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, Department of
State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Bureau of Industry and
Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign 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 a license under 37 CFR 5.12,
if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months has lapsed
from the filing date of this application and the licensee has not received any indication of a secrecy order under 35
U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b).

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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PATENT APPLICATION FEE DETERMINATION RECORD

Application or Docket Number

Substitute for Form PTO-875 13/967,179
APPLICATION AS FILED - PART | OTHER THAN
(Column 1) (Column 2) SMALL ENTITY OR SMALL ENTITY
FOR NUMBER FILED NUMBER EXTRA RATE($) FEE($) RATE($) FEE($)
BASIC FEE
(37 CFR 1.16(a), (b), or (c)) N/A N/A N/A N/A 280
SEARCH FEE
(27 CFR 1.16(K). ), or () N/A N/A N/A N/A 600
EXAMINATION FEE
(37 CFR 1.16(0), (B}, or (2) N/A N/A N/A N/A 720
(ngcT:?RLw%@;MS 25 minus2o- | 5 orR |x 80 - 400
B IR | L w0 o] 0w
If the specification and drawings exceed 100
APPLICATION SIZE | sheets of paper, the application size fee due is
FEE $310 ($155 for small entity) for each additional 0.00
(37 CFR 1.16(s)) 50 sheets or fraction thereof. See 35 U.S.C.
41(a)(1)(G) and 37 CFR 1.16(s).
MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR 1.16(j)) 0.00
* |f the difference in column 1 is less than zero, enter "0” in column 2. TOTAL TOTAL 2000
APPLICATION AS AMENDED - PART Il
OTHER THAN
(Column 1) (Column 2) (Column 3) SMALL ENTITY OR SMALL ENTITY
CLAIMS HIGHEST
REMAINING NUMBER PRESENT ADDITIONAL ADDITIONAL
< AFTER PREVIOUSLY EXTRA RATE(S) FEE(S) RATE() FEE($)
E AMENDMENT PAID FOR
| Total g i w -
=S (37 CF(:H 16(7)) Minus x = OR [«x =
) Independent * Minus | *** =
5 (37 CFR 1.16(h) X = OR |x -
<§: Application Size Fee (37 CFR 1.16(s))
FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j)) OR
TOTAL OR TOTAL
ADD'L FEE ADD'L FEE
(Column 1) (Column 2) (Column 3)
CLAIMS HIGHEST
REMAINING NUMBER PRESENT ADDITIONAL ADDITIONAL
m AFTER PREVIOUSLY EXTRA RATE(S) FEE(S) RATE®) FEE(S)
E AMENDMENT PAID FOR
LUl Total * Minus | ** = =
= (37 CF?H.IE(H) X OR |«x -
% Independent * Minus | *** = X = OR |x =
w (37 CFR 1.16(h)) = =
<§( Application Size Fee (37 CFR 1.16(s))
OR
FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j)
TOTAL OR TOTAL
ADD'L FEE ADD'L FEE

* If the entry in column 1 is less than the entry in column 2, write "0" in column 3.
** |f 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 3, enter "3".
The "Highest Number Previously Paid For" {Total or Independent) is the highest found in the appropriate box in column 1.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNTTED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

PQ. Box 1450

Alexandria, Virginia 22313-1450

WWW.USpto.gov

APPLICATIONNUMBER | FILING OR 371(C) DATE | FIRSTNAMED APPLICANT | ATTY. DOCKET NO./TITLE |
13/967,179 08/14/2013 Andrew Acheampong 17618CONSB (AP)
CONFIRMATION NO. 8654
51957 POA ACCEPTANCE LETTER
ALLERGAN, INC.
2525 DUPONT DRIVE, T2-7H R TSR L R
000000063515649

IRVINE, CA 92612-1599
Date Mailed: 09/09/2013

NOTICE OF ACCEPTANCE OF POWER OF ATTORNEY

This is in response to the Power of Attorney filed 08/14/2013.

The Power of Attorney in this application is accepted. Correspondence in this application will be mailed to the
above address as provided by 37 CFR 1.33.

/dberios/

Office of Data Management, Application Assistance Unit (571) 272-4000, or (571) 272-4200, or 1-888-786-0101
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Doc code: IDS

Doc description: Information Disclosure Statement (IDS) Filed

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor | ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number

| 17618-US-BCONS-AP

U.S.PATENTS
Examiner| Cite Kind Name of Patentee or Applicant Pages,Columns,Lines where
T, Patent Number Issue Date . Relevant Passages or Relevant
Initial No Code! of cited Document )
Figures Appear

1 3278447 1966-10-11 Thomas McNicholas

2 4388229 1983-06-14 Cherng-Chyi Fu

3 4388307 1983-06-14 Thomas Cavanak

4 4614736 1986-09-30 Delevallee et al

5 4649047 1987-03-10 Renee Kaswan

6 4764503 1988-08-16 Roland Wenger

7 4814323 1989-03-21 Andrieu et al

8 4839342 1989-06-13 Renee Kaswan
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number | 17618-US-BCON5-AP

9 4970076

1990-11-13 David Horrobin

10 4990337

1991-02-05 Kurihara et al

1" 4996193

1991-02-26 Hewitt et al

12 5047396

1991-09-10 Orban et al

13 5051402

1991-09-24 Kurihara et al

14 5053000

1991-10-01 Booth et al

15 5286730

1994-02-15 Caufield et al

16 5286731

1994-02-15 Caufield et al

17 5294604

1994-03-15 Nussenblatt et al

18 5296158

1994-03-22 MacGilp et al

19 5342625

1994-08-30 Hauer et al
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number |17618-US—BCON5-AP

20 5368854

1994-11-29 Donna Rennick

21 5411952

1995-05-02 Renee Kaswan

22 5424078

1995-06-13 Anthony Dziabo

23 5474919

1995-12-12 Chartrain et al

24 5474979

U.S. Application No. 08/243,279 and

1995-12-12 Ding et al its entire prosecution history**

25 5504068

1996-04-02 Komiya et al

26 5540931

1996-07-30 Hewitt et al

27 5543393

1996-08-06 Kim et al

28 5589455

1996-12-31 Jong Woo

29 5591971

1997-01-07 Shahar et al

30 5614491

1997-03-25 Walch et al
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number | 17618-US-BCON5-AP

31 5639724

1997-06-17 Thomas Cavanak

32 5652212

1997-07-29 Cavanak et al

33 5719123

1998-02-17 Morley et al

34 5739105

1998-04-14 Kim et al

35 5753166

1998-05-19 Dalton et al

36 5766629

1998-06-16 Cho et al

37 5798333

1998-08-25 Bernard Sherman

38 5807820

1998-09-15 Elias et al

39 5827822

1998-10-27 Floch'h et al

40 5827862

1998-10-27 Yoshitaka Yamamura

41 5834017

1998-11-10 Cho et al

APOTEX 1019, pg. 2000




INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number | 17618-US-BCON5-AP

42 5843452

1998-12-01 Wiedmann et al

43 5843891

1998-12-01 Bernard Sherman

44 5858401

1999-01-12 Bhalani et al

45 5866159

1999-02-02 Hauer et al

46 5891846

1999-04-06 Ishida et al

47 5916589

1999-06-29 Hauer et al

48 5929030

1999-07-27 Hamied et al

49 5951971

1999-09-14 Kawashima et al

50 5962014

1999-10-05 Hauer et al

51 5962017

1999-10-05 Hauer et al

52 5962019

1999-10-05 Cho et al
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number |17618-US—BCON5-AP

53 5977066

1999-11-02 Thomas Cavanak

54 5981479

1999-11-09 Ko et al

55 5981607

U.S. Application No. 09/008,924 and

1999-11-09 Ding et al its entire prosecution history**

56 5998365

1999-12-07 Bernard Sherman

57 6004566

1999-12-21 Friedman et al

58 6007840

1999-12-28 Hauer et al

59 6008191

1999-12-28 Amarjit Singh

60 6008192

1999-12-28 Al-Razzak et al

61 6022852

2000-02-08 Klokkers et al

62 6024978

2000-02-15 Hauer et al

63 6046163

2000-04-04 Stuchlik et al
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number | 17618-US-BCON5-AP

64 6057289

2000-05-02 Nirmal Mulye

65 6159933

2000-12-12 Bernard Sherman

66 6197335

2001-03-06 Bernard Sherman

67 6254860

2001-07-03 Michael Garst

68 6254885

2001-07-03 Cho et al

69 6267985

2001-07-31 Chen et al

70 6284268

2001-09-04 Mishra et al

71 6294192

2001-09-25 Patel et al

72 6306825

2001-10-23 Thomas Cavanak

73 6323204

2001-11-27 James Burke

74 6346511

2002-02-12 Singh et al
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number |17618-US—BCON5-AP

75 6350442

2002-02-26 Michael Garst

76 6413547

2002-07-02 Bennett et al

77 6420355

2002-07-16 Richter et al

78 6468968

2002-10-22 Cavanak et al

79 6475519

2002-11-05 Meinzer et al

80 6486124

2002-11-26 Olbrich et al

81 6544953

2003-04-08 Tsuzuki et al

82 6555526

2003-04-29 Toshihiko Matsuo

83 6562873

2003-05-13 Olejnik et al

84 6569463

2003-03-27 Patel et al

85 6582718

2003-06-24 Yoichi Kawashima
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number |17618-US—BCON5-AP

86 6656460 2003-12-02 | Benita et al

87 6872705 2005-03-29 | Robert Lyons

88 | 7202209 2007-04-10 | James N. Chang U.S. Application No. 11/181,428 and
its entire prosecution history

89 | 7276476 2007-10-02 | Chang et al U.S. Application No. 11/181,187 and
its entire prosecution history

90 7288520 2007-10-30 | Chang etal U.S. Application No. 11/255,821 and
its entire prosecution history

91 | 7297679 2007-11-20 | James Chang U.S. Application No. 11/181,178 and
its entire prosecution history

92 7501393 2009-03-10 | Tien etal U-S. Application Mo. 11/161,218 and
its entire prosecution history

93 |8211855 2012-07-03 | Chang et al U.S. Application No. 11/857,223 and
its entire prosecution history

94 8288348 2012-10-16 Chang et al U.S. Application No. 11/917,448 and
its entire prosecution history

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

U.S.PATENT APPLICATION PUBLICATIONS

Examiner
Initial*

Cite No

Publication
Number

Kind
Codet

Publication Name of Patentee or Applicant
Date of cited Document

Pages,Columns,Lines where
Relevant Passages or Relevant
Figures Appear
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number |17618-US—BCON5-AP

1 20010003589 2001-06-14 Neuer et al

2 20010014665 2001-08-16 Fischer et al
3 20010036449 2001-11-01 Michael Garst
4 20020012680 2002-01-31 Patel et al

5 20020013272 2002-01-31 Cavanak et al
6 20020016290 2002-02-07 Floch etal

7 20020016292 2002-02-07 Richter et al

8 20020025927 2002-02-28 Olbrich et al

9 20020045601 2002-04-18 Yoichi Kawashima
10 20020107183 2002-08-08 Petszulat et al
11 20020119190 2002-08-29 Meinzer et al
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number |17618-US—BCON5-AP

12 20020165134 2002-11-07 Richter et al
13 20030021816 2003-01-30 Kang et al

14 20030044452 2003-03-06 Ryuji Ueno
15 20030055028 2003-03-20 Stergiopoulos et al
16 20030059470 2003-03-27 Rainer Muller
17 20030060402 2003-03-27 Cavanak et al
18 20030087813 2003-05-08 Oretal

19 20030104992 2003-06-05 Oretal

20 20030108626 2003-06-12 Benita et al
21 20030109425 2003-06-12 Oretal

22 20030109426 2003-06-12 Oretal
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT
( Not for submission under 37 CFR 1.99)

Application Number 13967179

Filing Date 2013-08-14

First Named Inventor |ACHEAMPONG, ANDREW
Art Unit | 1653

Examiner Name | TBD

Attorney Docket Number |17618-US—BCON5-AP

23 20030133984 2003-07-17 | Ambuhl et al

24 20030143250 2003-07-31 | Haueretal

25 20030147954 2003-08-07 | Yangetal

26 20030166517 2003-09-04 | Fricker et al
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characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
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New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

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

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/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.
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UNITED STATES PATENT AND TRADEMARK OFFICE

P

Commissioner for Patents
United States Patent and Trademark Office
.0. Box 1450

Alexandria, VA 22313-1450

NATLE]

ALLERGAN, INC. SEP 13 2013
2525 DUPONT DRIVE, T2-7H
IRVINE CA 92612-1599 OFFICE OF PETITIONS

www.uspto.gov

' Doc Code: TRACK1.GRANT

Decision Granting Request for
Prioritized Examination Application No.: 13/967,179
(Track | or After RCE)

1.

THE REQUEST FILED 8/14/13 IS GRANTED.

The above-identified application has met the requirements for prioritized examination
A Xl foran original nonprovisional application (Track |).
B. (] foran 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:

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

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

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

filing a request for continued examination;

filing a notice of appeal,

filing a request for suspension of action;
mailing of a notice of allowance;
mailing of a final Office action;

I o mmoo

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 Cheryl Gibson-Baylor at .
(671)272-3213, Office of Petitions. In his/her absence, calls may be directed to Brian W. Brown,
(571)272-5338.

Cheryl Gibson-Baylor
{Cheryl Gibson-Baylor/ Petitions Paralegal Specialist
[Signature} (Title)

U.S. Patent and Trademark Office
PTO-2298 (Rev. 02-2012)
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Docket No. 17618CONS5B (AP)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, et al. Examiner: Marcela M. Cordero Garcia
Serial No.: 13/967,179 Group Art Unit: 1658

Filed: August 14,2013 Confirmation No. 8654

For: METHODS OF PROVIDING Customer No.: 51957
THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS

COMMUNICATION UNDER MPEP 502.03

Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313-1450

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 a copy of these communications will be made of

record in the application file.

Respectfully submitted,

/Laura L. Wine/
Date: October 1, 2013

Laura L. Wine
Attorney of Record
Registration Number 68,681

Please direct all inquiries and correspondence to:
Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

Tel: (714) 246-6996 Fax: (714) 246-4249
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Filer:
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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 similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

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

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office
If a new international application is being filed and the international application includes the necessary components for

an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/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.
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Document Description: Electronic Terminal Disclaimer - Filed Department of Commerce

PTO/SB/25
U.S. Patent and Trademark Office

Electronic Petition Request

TERMINAL DISCLAIMER TO OBVIATE A PROVISIONAL DOUBLE PATENTING
REJECTION OVER A PENDING "REFERENCE" APPLICATION

Application Number 13967179

Filing Date 14-Aug-2013

First Named Inventor Andrew Acheampong
Attorney Docket Number 17618CONS5B (AP)

Title of Invention

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS

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

[X] This electronic Terminal Disclaimer is not being used for a Joint Research Agreement.

Owner

Percent Interest

Allergan, Inc.

100%

The owner(s) of 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 any patent granted on pending reference Application Number(s)

13967168
13967163
13967189
13961835
13961828
13961818
13961808

filed on
filed on
filed on
filed on
filed on
filed on

filed on

08/14/2013
08/14/2013
08/14/2013
08/07/2013
08/07/2013
08/07/2013
08/07/2013

APOTEX 1019, pg. 2038




as the term of any patent granted on said reference application may be shortened by any terminal disclaimer filed prior to the
grant of any patent on the pending reference application. 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 any patent granted on the reference application 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 any patent granted on the instant application
that would extend to the expiration date of the full statutory term of any patent granted on said reference application, "as the
term of any patent granted on said reference application may be shortened by any terminal disclaimer filed prior to the grant of
any patent on the pending reference application,” in the event that any such patent granted on the pending reference
application: expires for failure to pay a maintenance fee, is held unenforceable, is found invalid by a court of competent
jurisdiction, is statutorily disclaimed in whole or terminally disclaimed under 37 CFR 1.321, has all claims canceled by a
reexamination certificate, is reissued, or is in any manner terminated prior to the expiration of its full statutory term as shortened
by any terminal disclaimer filed prior to its grant.

(® Terminal disclaimer fee under 37 CFR 1.20(d) is included with Electronic Terminal Disclaimer request.

O I certify, in accordance with 37 CFR 1.4(d)(4), that the terminal disclaimer fee under 37 CFR 1.20(d)
required for this terminal disclaimer has already been paid in the above-identified application.

(O Applicant claims SMALL ENTITY status. See 37 CFR 1.27.
(O Applicant is no longer claiming SMALL ENTITY status. See 37 CFR 1.27(g)(2).
O Applicant(s) status remains as SMALL ENTITY.

@ Applicant(s) status remains as other than SMALL ENTITY.

| 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 may jeopardize 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 1.4(d)(4) 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
A sole inventor
A joint inventor; | certify that | am authorized to sign this submission on behalf of all of the inventors

A joint inventor; all of whom are signing this request

O O O O

The assignee of record of the entire interest that has properly made itself of record pursuant to 37 CFR3.71

Si t
ignature /Laura Wine/

Name .
Laura Wine
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*Statement under 37 CFR 3.73(b) is required if terminal disclaimer is signed by the assignee (owner).
Form PTO/SB/96 may be used for making this certification. See MPEP § 324.
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Attorney Docket Number: 17618CON5B (AP)
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Basic Filing:
Statutory or Terminal Disclaimer 1814 1 160 160
Pages:
Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:

APOTEX 1019, pg. 2041




Description Fee Code Quantity

Amount

Sub-Total in
UsD($)
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Total in USD ($)

160
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Doc Code: DISQ.E.FILE
Document Description: Electronic Terminal Disclaimer — Approved

Application No.: 13967179
Filing Date: 14-Aug-2013

Applicant/Patent under Reexamination: ~ Acheampong et al.

Electronic Terminal Disclaimer filedon  QOctober 7, 2013

X APPROVED

This patent is subject to a terminal disclaimer

1 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: 17062332
Application Number: 13967179
International Application Number:
Confirmation Number: 8654

Title of Invention:

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN

COMPONENTS

First Named Inventor/Applicant Name:

Andrew Acheampong

Customer Number:

51957

Filer:

Laura Lee Wine/Lauren Barberena

Filer Authorized By:

Laura Lee Wine

Attorney Docket Number: 17618CONS5B (AP)
Receipt Date: 07-0CT-2013
Filing Date: 14-AUG-2013
Time Stamp: 19:31:16

Application Type:

Utility under 35 USC 111(a)

Payment information:

Submitted with Payment

yes

Payment Type Deposit Account
Payment was successfully received in RAM $160

RAM confirmation Number 5957

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 1.17 (Patent application and reexamination processing fees)

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

Document L. . File Size(Bytes)/ Multi Pages
Document Description File Name A . .
Number Message Digest | Part/.zip| (ifappl.)
39374
1 Electronic Terminal Disclaimer-Filed eTerminal-Disclaimer.pdf no 3
<2c983bcfd82da71713f9bb87ed4{1942d41
aacs
Warnings:
Information:
30824
2 Fee Worksheet (SB06) fee-info.pdf no 2
adc23204cfc3d33fde7f4bdc9e488e668424)
S4fe
Warnings:
Information:
Total Files Size (in bytes):l 70198

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

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

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/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.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O.Box 1450

Alexandria, Virginia 22313-1450

WWW.USpto.gov

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. CONFIRMATION NO. |
13/967,179 08/14/2013 Andrew Acheampong 17618CONS5B (AP) 8654
51957 7590 10/11/2013 | |
EXAMINER
ALLERGAN, INC.
2525 DUPONT DRIVE, T2-7H CORDERO GARCIA, MARCELA M
IRVINE, CA 92612-1599
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Please find below and/or attached an Office communication concerning this application or proceeding.
The time period for reply, if any, is set in the attached communication.
Notice of the Office communication was sent electronically on above-indicated "Notification Date" to the

following e-mail address(es):

patents_ip@allergan.com
pair_allergan @firsttofile.com

PTOL-90A (Rev. 04/07)
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Application No.

13/967,179

Applicant(s)

ACHEAMPONG ET AL.

Examiner-Initiated Interview Summary Examiner

MARCELA M. CORDERO
GARCIA

Art Unit

1658

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

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

(2) LAURA WINE. (4.

Date of Interview: 9/27/2013.

Type: X Telephonic [ Video Conference
XI Personal [copy given to: [] applicant [ applicant’s representative]

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

Issues Discussed [J101 X112 [J102 [X103 [JOthers

(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion)
Claim(s) discussed: 37 and 60.

[dentification of prior art discussed: Ding et al. (US 5,474,979).

Substance of Interview

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

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

See Continuation Sheet.

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

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

X Attachment

/MARCELA M CORDERO GARCIA/
Primary Examiner, Art Unit 1658

U.S. Patent and Trademark Office
PTOL-413B (Rev. 8/11/2010) Interview Summary

Paper No. 20131007
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Continuation Sheet (PTOL-413B) Application No. 13/967,179

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 request an in-
person interview to discuss the case and also indicated that Applicants would be willing to amend the trademark
Pemulen in the claims for acrylate/C10-30 alkyl acrylate cross-polymer (see attachment). This potential amendment
was not deemed sufficient to make the claims allowable. During the in-person interview on 10/3/2013 the following
attendees were present: Laura Wine, Debra Condino, Dr. Rhett Schiffman, Dr. Maysa Attar, and Examiner Cordero
Garcia. Applicant's representatives described the backroung of dry eye disease, the process of arriving at the claimed
invention and discussed: a) unexpected results, b) commercial success and c) long felt need. Further, the Ding et al.
patent (US 5,474,979) was discussed with regards to its contents and relation to the claimed invention. With regards to
the presented unexpected results, Examiner indicated that it would be necessary to include in a 37 CFR 1.32
declaration all the experimental conditions for the various clinical trials used in the 'unexpected results' evidence, in
order to determine whether these clinical trials can be effectively used in the comparison of therapeutic effects of the
cyclosporin compositions of Ding et al. with the claimed invention. Examiner also indicated that a first Office Action on
the merits would be provided shortly after the interview since the proposed amendment would not obviate all rejections
deemed necessary (see attached Office Action) and also briefly discussed potential statutory and non-statutory double
patenting issues for the instant application. A courtesy draft of the Office Action for a related case was provided to
Applicant's representatives. .
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Application No. Applicant(s)
13/967,179 ACHEAMPONG ET AL.
Office Action Summary Examiner Art Unit ATA (First Inventor o File)
MARCELA M. CORDERO 1658 SN‘a*“S
GARCIA °

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

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3MONTH(S) OR THIRTY (30) DAYS,
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed

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

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any

earned patent term adjustment. See 37 CFR 1.704(b).

Status
1)IX Responsive to communication(s) filed on 8/14/2013.
[ A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filedon .
2a)[_] This action is FINAL. 2b)[X] This action is non-final.
3)[] An election was made by the applicant in response to a restriction requirement set forth during the interview on
; the restriction requirement and election have been incorporated into this action.
4[] Since this application is in condition for allowance except for formal matters, prosecution as to the merits is
closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims
5)[X Claim(s) 37-61 is/are pending in the application.
5a) Of the above claim(s) is/are withdrawn from consideration.
6)[] Claim(s) ___is/are allowed.
7)X Claim(s) 37-61 is/are rejected.
8)[] Claim(s) ____is/are objected to.
9 Claim(s) are subject to restriction and/or election requirement.
* If any claims have been determined allowable, you may be eligible to benefit from the Patent Prosecution Highway program at a
participating intellectual property office for the corresponding application. For more information, please see
htip//www.uspto.qovipatents/init events/pph/index.jsg or send an inquiry to PPHfeedbacki@uspio.gov.

Application Papers
10)[] The specification is objected to by the Examiner.
11)[] The drawing(s) filed on is/are: a)[_] accepted or b)[] objected to by the Examiner.
Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d).

Priority under 35 U.S.C. § 119
12)[] Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
Certified copies:
a)[JAIl  b)[JSome* ¢)[] None of the:
1. Certified copies of the priority documents have been received.
2. Certified copies of the priority documents have been received in Application No.
3. Copies of the certified copies of the priority documents have been received in this National Stage
application from the International Bureau (PCT Rule 17.2(a)).
* See the attached detailed Office action for a list of the certified copies not received.

Attachment(s)
1) D Notice of References Cited (PTO-892) 3) Interview Summary (PTO-413)
. ) Paper No(s)/Mail Date. 20131007 .
2) & Information Disclosure Statement(s) (PTO/SB/08) 4 D oth
Paper No(s)/Mail Date 9/11/2013. ther
U.S. Patent and Trademark Office
PTOL-326 (Rev. 08-13) Office Action Summary Part of Paper No./Mail Date 20131007
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Application/Control Number: 13/967,179 Page 2
Art Unit: 1658

DETAILED ACTION
1. The present application is being examined under the pre-AlA first to invent
provisions.
Status of the claims
2. Claims 37-61 are pending in the application. Claims 37-61 are presented for
examination on the merits.

Claim Rejections - 35 USC § 112

The following is a quotation of 35 U.S.C. 112(b):

(b) CONCLUSION.—The specification shall conclude with one or more claims particularly
pointing out and distinctly claiming the subject matter which the inventor or a joint inventor
regards as the invention.

The following is a quotation of 35 U.S.C. 112 (pre-AlA), second paragraph:
The specification shall conclude with one or more claims particularly pointing out and distinctly
claiming the subject matter which the applicant regards as his invention.

3. Claim 37, 54 and 60 (and dependent claims thereof, i.e., 38-53, 55-59 and 61)
are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to
particularly point out and distinctly claim the subject matter which applicant regards as
the invention for containing the trademark/trade name Pemulen ® . Where a trademark
or trade name is used in a claim as a limitation to identify or describe a particular
material or product, the claim does not comply with the requirements of 35 U.S.C. 112,
second paragraph (see MPEP 2173.05 (u)). The claim scope is uncertain since the
trademark or trade name cannot be used properly to identify any particular material or
product. A trademark or trade name is used to identify a source of goods, and not the

goods themselves. Thus, a trademark or trade name does not identify or describe the
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Application/Control Number: 13/967,179 Page 3
Art Unit: 1658

goods associated with the trademark or trade name. In the present case, the
trademark/trade name is used to identify/describe acrylate/C10-30 alkyl acrylate cross-
polymers, or high molecular weight co-polymers of acrylic acid and a long chain alkyl
methacrylate cross-linked with allyl ethers of pentaerythritol (see paragraph bridging
pages 19-20 of the disclosure) and, accordingly, the identification/description is
indefinite.

Claim Rejections - 35 USC § 103
4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all

obviousness rejections set forth in this Office action:

(a) A patent may not be obtained though the invention is not identically disclosed or described as
set forth in section 102 of this title, if the differences between the subject matter sought to be
patented and the prior art are such that the subject matter as a whole would have been obvious
at the time the invention was made to a person having ordinary skill in the art to which said
subject matter pertains. Patentability shall not be negatived by the manner in which the invention
was made.

5. Claims 37-61 are rejected under 35 U.S.C. 103(a) as being unpatentable over
Ding et al. (US 5,474,979, cited in the IDS dated 12/27/2004).

Ding et al. disclose topical ophthalmic emulsions for treating an eye of human
having KCS (dry eye disease), and a method comprising topically administering to the

eye the human emulsion (see next page):
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Application/Control Number: 13/967,179

Art Unit: 1658

Page 4

A B c his E
Cyclosporin A 340% 0% 030% LI0%R DO5%
Caster ait 500%  SO00% 1809 1.23%  (.625%
Polvsorhate 80 1.00% LO0% 1O 10% | O0%:
Pennaien & a0E% 065%  0053% DO5% 005%
Glycerine 2.280% 220% 220% 2.36% 2.20%
NaOH o5 gt gs gs Qs
Porifed water g8 gs a8 4 a3
pH T2-76 727§ T2-T4& 127& 7318

Thus, a comparison of the instantly claimed and some of the Ding et al.

embodiments is presented below:

Cyclosporin
Castor oil
Polysorbate 80
Pemulen
Glycerine
NaOH

Purified water

pH

DING et al. 1-D

0.10%

1.25%

1.00%

0.05%

2.20%

gs

gs
7.2-7.6

instant invention DING et al. 1-E

0.05%

1.25%

1.00%

0.05%

2.20%

gs

gs
7.2-7.6

0.05%

0.625%

1.00%

0.05%

2.20%

gs

gs
7.2-7.6

Furthermore, the claims of Ding et al. disclose ranges for the components (e.g.,

claims 1-8). For example, Ding et al. discloses a pharmaceutical emulsion comprising
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Application/Control Number: 13/967,179 Page 5
Art Unit: 1658

cyclosporin A, castor oil, Pemulen, glycerine, polysorbate 80, water in amounts
sufficient to prevent crystallization of cyclosporin A for a period of up to about nine
months, said pharmaceutical emulsion being suitable for topical application to ocular
tissue, wherein the cyclosporin A is present in an amount between about 0.05 to and
about 0.40%, by weight, the castor oil is present in an amount of between about
0.625%, by weight, and about 5.0%, by weight, the polysorbate 80 is present in an
amount of about 1.0%, by weight, the Pemulen is present in an amount of about 0.05%,
by weight, and the glycerine is present in an amount of about 2.2%, by weight (e.g.,
claims 7-8).

The formulations set forth in Examples 1-4 were made for treatment of
keratoconjunctivitis sicca (dry eye) syndrome with Examples 2, 3 and 4 without the
active ingredient cyclosporin utilized to determine the toxicity of the
emulsified components.

Ding et al. teach that the formulations in Examples 1-4 were applied to rabbit
eyes eight times a day for seven days and were found to cause only slight to mild
discomfort and slight hyperemia in the rabbit eyes. Slit lamp examination revealed no
changes in the surface tissue. In addition, the cyclosporin containing castor oil
emulsion, as hereinabove set forth in Examples 1A-1D, was also tested for ocular
bioavailability in rabbits; and the therapeutic level of cyclosporin was
found in the tissues of interest after dosage. Ding et al. go on to teach that this
substantiates that cyclosporin in an ophthalmic delivery system is useful for treating dry

eye.
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Application/Control Number: 13/967,179 Page 6
Art Unit: 1658

One of ordinary skill in the art at the time the invention was made would have
been motivated to modify the invention of Ding et al., e.g., Example 1E, by making any
composition (and method thereof) encompassed by the ranges disclosed in Ding et al.
One of ordinary skill in the art at the time the invention was made would have been
motivated to do so given the guidance provided by Ding et al., i.e., the amount of castor
oil in the emulsions is taught to be cyclosporin to castor oil is between 0.12 and 0.02,
which, for 0.05% corresponds to 0.4% to 2.5% of castor oil (which encompasses
1.25%). See, e.g., col. 3. One of ordinary skill in the art, at the time the invention was
made, would have had a reasonable expectation of success for doing so because
1.25% was known to be non-irritating as shown in Example 1D, because such
modifications are routinely determined and optimized in the art through routine
experimentation [see MPEP 2144.05 (l) regarding optimization of ranges] and because
the active ingredients, cyclosporin A and castor oil were present at overlapping
concentrations between the instant invention and the invention of Ding et al. [see MPEP

2144.05 (I) regarding overlapping ranges]. Moreover, differences in concentration or

temperature will not support the patentability of subject matter encompassed by the
prior art unless there is evidence indicating such concentration or temperature is critical
[see MPEP 2144.05 (Il)]. Furthermore, to establish unexpecied resulis over 3 ciaimed

range, applicants should compare a sufficient number of tests both inside and guiside

the claimad range to show the criticality of the claimed range (MPEP 718.02).
Furthermore, one of ordinary skill in the art would have been motivalad to determing

adequate daily frequency of administration in order o find suitable administration
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Application/Control Number: 13/967,179 Page 7
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ragimes {e.g., twice a day.}, one of ordinary skill in the art at the time the invention was

X

)

¥

made would have had reasonable expectation of success given that the 0.1%

1.

containing cyclosporin emulsion was effective in treating KOS {see Examples).

Claim scope is not limited by claim language that suggests or makes optional but
does not require steps to be performed, or by claim language that does not limit a claim
to a particular structure. However, examples of claim language, although not

exhaustive, that may raise a question as to the limiting effect of the language in a claim

are:

(A) “adapted to” or “adapted for” clauses;

(B) “wherein” clauses; and

(C) “whereby” clauses.

The determination of whether each of these clauses is a limitation in a claim
depends on the specific facts of the case. In the instant case, the limitations “, [..] the

blood of the human has substantially no detectable concentration of cyclosporin A”,
“‘wherein the emulsion breaks down more quickly in the eye of a human, once
administered to the eye of the human, thereby reducing vision distortion in the eye of
the human as compare to an emulsion that contains only 50% as much castor oil”,
"wherein the ophthalmic emulsion, when administered to the eye of a human,
demonstrates a reduction in adverse events in the human”, “wherein the adverse events

include side effects” and “wherein the emulsion is effective in increasing tear production

in the human having KCS”, it is noted that such functional effects would necessarily flow
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Application/Control Number: 13/967,179 Page 8
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from the compositions of Ding et al. and methods thereof which comprise administration
of all the claimed components and amounts in the claimed method, as set forth above.

From the teaching of the reference, it is apparent that one of ordinary skill in the
art would have had a reasonable expectation of success in producing the claimed
invention. Therefore, the invention as a whole was prima facie obvious to one of
ordinary skKill in the art at the time the invention was made, as evidenced by the
references, especially in the absence of evidence to the contrary.

Double Patenting

6. The nonstatutory double patenting rejection is based on a judicially created
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the
unjustified or improper timewise extension of the “right to exclude” granted by a patent
and to prevent possible harassment by multiple assignees. A 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 claim(s)
because the examined application claim is either anticipated by, or would have been
obvious over, the reference claim(s). 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).

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d)

may be used to overcome an actual or provisional rejection based on a nonstatutory
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Application/Control Number: 13/967,179 Page 9
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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 a result of
activities undertaken within the scope of a joint research agreement. A terminal
disclaimer must be signed in compliance with 37 CFR 1.321(b).

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. A 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
information about eTerminal Disclaimers, refer to
http://www.uspto.gov/patents/process/file/efs/guidance/eTD-info-l.jsp.

7. Claims 37-61 are rejected on the ground of nonstatutory obviousness-type
double patenting as being unpatentable over claims 1-8 of U.S. Patent No. 5,474,979.
Although the conflicting claims are not identical, they are not patentably distinct from
each other because Ding et al. (US 5,474,979) claims pharmaceutical emulsions
comprising of cyclosporine A, castor oil, Pemulen ® (crosslinked polyacrylate stabilizer),
glycerine and water as instantly claimed (see claims 6-8 of Ding et al.) for topical
application comprising to ocular tissue wherein the cyclosporine A is presents in an
amount of between about 0.05 to and about 0.40% by weight (which encompasses
about 0.05% cyclosporin A), castor oil from about 0.625% to about 5.0% (which
encompasses 1.25% of castor oil), Pemulen ® at about 0.05%, and glycerin at about

2.2%. (see, e.g., claim 8). Additionally, a different emulsifier, i.e., polysorbate 80, is

APOTEX 1019, pg. 2057



Application/Control Number: 13/967,179 Page 10
Art Unit: 1658

taught at about 1.0% (see also claim 8). The emulsion contains water as set forth in
claims 6-8 of Ding et al. The specification of Ding et al. was used as dictionary and it
was determined that the compositions were used to treat dry eye (KCS) and that the
compositions encompassed Examples 1A-E, wherein 1E comprises all the components
and ranges instantly claimed except for the castor oil, which is encompassed by the
claimed ranges to cyclosporin to castor oil.

One of ordinary skill in the art at the time the invention was made would have
been motivated to modify the invention of Ding et al. by making any compositions
encompassed by the ranges taught by Ding et al. One of ordinary skill in the art would
have been motivated to do so in order to create nonirritating emulsions of cyclosporin
suitable for topical application to ocular tissue. One of ordinary skill in the art, at the time
the invention was made, would have had a reasonable expectation of success for doing
s0 because such modifications are routinely determined and optimized in the art
through routine experimentation [see MPEP 2144.05 (1) regarding optimization of
ranges] and because the active ingredients, cyclosporin A and castor oil were present at
overlapping concentrations between the instant invention and the invention of Ding et al.
[see MPEP 2144.05 (I) regarding overlapping ranges]. Moreover, differences in
concentration or temperature will not support the patentability of subject matter
encompassed by the prior art unless there is evidence indicating such concentration or
temperature is critical [see MPEP 2144.05 (Il)]. Furthermore, to gstablish unsxpected
resuits over a claimed range, applicants should compare a sufficient number of issts

Doth inside and gulside the claimed range to show the criticalily of the claimed rangs

APOTEX 1019, pg. 2058



Application/Control Number: 13/967,179 Page 11
Art Unit: 1658

(MPEP 716.02). Furthermore, oneg of ardinary skill in the arl would have bean motivated
o determing adequate daily frequency of adminisiration {e.g., once, iwice, thrice, elg.)
in order to find suitable administration regimes, one of ordinary skill in the art at the time
the invention was mades would have had reasonable expectation of success given that
the 0.1% containing cyclosporin emulsion was effeclive in trealing KOS {ses Examples).

Claim scope is not limited by claim language that suggests or makes optional but
does not require steps to be performed, or by claim language that does not limit a claim
to a particular structure. However, examples of claim language, although not
exhaustive, that may raise a question as to the limiting effect of the language in a claim
are:

(A) “adapted to” or “adapted for” clauses;

(B) “wherein” clauses; and

(C) “whereby” clauses.

The determination of whether each of these clauses is a limitation in a claim
depends on the specific facts of the case. In the instant case, the limitations “wherein
the topical ophthalmic emulsion is therapeutically effective in treating KCS”, “wherein,
when the topical ophthalmic emulsion is administered to an eye of a human, [..] the
blood of the human has substantially no detectable concentration of cyclosporin A”,
“wherein the emulsion breaks down more quickly in the eye of a human, once
administered to the eye of the human, thereby reducing vision distortion in the eye of
the human as compare to an emulsion that contains only 50% as much castor oil”,

"wherein the ophthalmic emulsion, when administered to the eye of a human,
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demonstrates a reduction in adverse events in the human”, “wherein the adverse events
include side effects” and “wherein the emulsion is effective in increasing tear production
in the human having KCS”; it is noted that such functional effects would necessarily flow
from the compositions and methods claimed and exemplified by Ding et al. which
comprise all the claimed components, amounts and methods as set forth above.

From the teaching of the reference, it is apparent that one of ordinary skill in the
art would have had a reasonable expectation of success in producing the claimed
invention. Therefore, the invention as a whole was prima facie obvious to one of
ordinary skill in the art at the time the invention was made, as evidenced by the
references, especially in the absence of evidence to the contrary.

8. Claims 37-61 are provisionally rejected on the ground of nonstatutory double
patenting as being unpatentable over claims 37-60 of copending Application No.
13/961,168. Although the claims at issue are not identical, they are not patentably
distinct from each other because US '168 is drawn to a method which encompasses

a method comprising topically administering to the eye of the human in need thereof an
emulsion at a frequency of twice a day, wherein the emulsion comprises cyclosporin A
in an amount of about 0.05% by weight, polysorbate 80, acrylate/C10-30 alkyl acrylate
cross-polymer, water and castor oil in an amount of about 1.25% by weight.

The other claims in US ‘168 are also drawn to the corresponding methods.

This is a provisional nonstatutory double patenting rejection because the

patentably indistinct claims have not in fact been patented.
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9. Claims 37-61 are provisionally rejected on the ground of nonstatutory double
patenting as being unpatentable over claims 37-60 of copending Application No.
13/961,835. Although the claims at issue are not identical, they are not patentably
distinct from each other because US '835 is drawn to a method comprising topically
administering to the eye of the human an emulsion at a frequency of twice a day,
wherein the emulsion comprises cyclosporin A in an amount of about 0.05% by weight,
polysorbate 80, Pemulen, water, and castor oil in an amount of about 1.25% by weight.

The other claims in US ‘835 are also drawn to the corresponding methods.

This is a provisional nonstatutory double patenting rejection because the
patentably indistinct claims have not in fact been patented.
10.  Claims 37-61 are provisionally rejected on the ground of nonstatutory double
patenting as being unpatentable over claims 37-61 of copending Application No.
13/967,163. Although the claims at issue are not identical, they are not patentably
distinct from each other because US’ 163 is drawn to an emulsion comprising
cyclosporin A in an amount of about 0.05% by weight, polysorbate 80, Pemulen, water,
and castor oil in an amount of about 1.25% by weight; and wherein the topical
ophthalmic emulsion is effective in treating dry eye disease. Thus, it inherently discloses
a method of treating dry eye disease/increasing tear production (claim 37 of the instant

application). The other claims in US “163 are also inherently drawn to the corresponding

claimed methods. Moreover, differences in concentration or temperature will not support
the patentability of subject matter encompassed by the prior art unless there is evidence

indicating such concentration or temperature is critical [see MPEP 2144.05 (11)].
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Furthermore, to astablish unexpected resulis over a claimed rangs, applicants should

compare a sufficient number of tests both inside and guiside the ciaimed range o show

the criticality of the claimed range (MPEP 716.02),

This is a provisional nonstatutory double patenting rejection because the
patentably indistinct claims have not in fact been patented.
11.  Claims 37-61 are provisionally rejected on the ground of nonstatutory double
patenting as being unpatentable over claims 37-61 of copending Application No.
13/961,828. Although the claims at issue are not identical, they are not patentably
distinct from each other because US’ 828 is drawn to an emulsion comprising
cyclosporin A in an amount of about 0.05% by weight, polysorbate 80, Pemulen, water,
and castor oil in an amount of about 1.25% by weight; and wherein the topical
ophthalmic emulsion is effective in treating dry eye disease. Thus, it inherently discloses
a method of treating dry eye disease/increasing tear production (claim 37 of the instant
application). The other claims in US ‘828 are also inherently drawn to the corresponding

claimed methods. Moreover, differences in concentration or temperature will not support

the patentability of subject matter encompassed by the prior art unless there is evidence
indicating such concentration or temperature is critical [see MPEP 2144.05 (I1)].
Furthermore, to esiablizh unexpecied resulis over a claimed range, gpplicants should

compare a sufficient number of tests beth inside and cutside the claimed rangs o show

the criticality of the claimad range (MPEP 718.02).
This is a provisional nonstatutory double patenting rejection because the

patentably indistinct claims have not in fact been patented.

APOTEX 1019, pg. 2062



Application/Control Number: 13/967,179 Page 15
Art Unit: 1658

12.  Claims 37-61 are provisionally rejected on the ground of nonstatutory double
patenting as being unpatentable over claims 37-60 of copending Application No.
13/967,189. Although the claims at issue are not identical, they are not patentably
distinct from each other because US’ 189 is drawn to an emulsion comprising
cyclosporin A in an amount of about 0.05% by weight, polysorbate 80, Pemulen, water,
and castor oil in an amount of about 1.25% by weight; and wherein the topical
ophthalmic emulsion is effective in treating dry eye disease/increasing tear production.
Thus, it inherently discloses a method of treating dry eye disease (claim 37 of the
instant application). The other claims in US “189 are also inherently drawn to the

corresponding claimed methods. Moreover, differences in concentration or temperature

will not support the patentability of subject matter encompassed by the prior art unless
there is evidence indicating such concentration or temperature is critical [see MPEP
2144.05 (I1)]. Furthermore, to astabiish unexpecied resuils over a claimed range,

applicants should compare a sufficient number of tests both inside and outgide the

claimed range to show the criticslity of the claimed range (MPEPF 716.02).

This is a provisional nonstatutory double patenting rejection because the
patentably indistinct claims have not in fact been patented.
13.  Claims 37-61 are provisionally rejected on the ground of nonstatutory double
patenting as being unpatentable over claims 37-60 of copending Application No.
13/961,808. Although the claims at issue are not identical, they are not patentably
distinct from each other because US’ 808 is drawn to an emulsion comprising

cyclosporin A in an amount of about 0.05% by weight, polysorbate 80, Pemulen, water,
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and castor oil in an amount of about 1.25% by weight; and wherein the topical
ophthalmic emulsion is effective in treating dry eye disease. Thus, it inherently discloses
a method of treating dry eye disease/increasing tear production (claim 37 of the instant
application). The other claims in US ‘808 are also inherently drawn to the corresponding

claimed methods. Moreover, differences in concentration or temperature will not support

the patentability of subject matter encompassed by the prior art unless there is evidence
indicating such concentration or temperature is critical [see MPEP 2144.05 (11)].
Furthermore, to sstabiish unexpected resulls over a claimad range, applicants should

compare a sulficlent number of tests both ingide and gulzide the claimed range o show

the criticality of the claimed range {MPEP 716.02).

This is a provisional nonstatutory double patenting rejection because the
patentably indistinct claims have not in fact been patented.

Statutory double patenting

14.  Arejection based on double patenting of the “same invention” type finds its
support in the language of 35 U.S.C. 101 which states that “whoever invents or
discovers any new and useful process... may obtain a patent therefor...” (Emphasis
added). Thus, the term “same invention,” in this context, means an invention drawn to
identical subject matter. See Miller v. Eagle Mfg. Co., 151 U.S. 186 (1894); In re Vogel,
422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Ockert, 245 F.2d 467, 114 USPQ
330 (CCPA 1957).

A statutory type (35 U.S.C. 101) double patenting rejection can be overcome by

canceling or amending the claims that are directed to the same invention so they are no
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longer coextensive in scope. The filing of a terminal disclaimer cannot overcome a

double patenting rejection based upon 35 U.S.C. 101.
15.  Claims 37-61 are provisionally rejected under 35 U.S.C. 101 as claiming the
same invention as that of claims 37-61 of copending Application No. 13/961,818. The
claims are identical too each other, i.e., claim 37 in both applications are drawn to
method of increasing tear production in the eye of a human, the method comprising
topically administering to the eye of the human in need thereof an emulsion at a
frequency of twice a day, wherein the emulsion comprises cyclosporin A in an amount
of about 0.05% by weight, polysorbate 80, acrylate/C10-30 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. The other claims in US
‘818 are identical to the corresponding claims in the instant invention.

This is a provisional statutory double patenting rejection since the claims directed
to the same invention have not in fact been patented.

Conclusion

16.  No claim is currently allowed.

The prior art made of record and not relied upon is considered pertinent to
applicant's disclosure.
17.  Any inquiry concerning this communication or earlier communications from the
examiner should be directed to MARCELA M. CORDERO GARCIA whose telephone

number is (571)272-2939. The examiner can normally be reached on M-F 8:30-5:00.
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If attempts to reach the examiner by telephone are unsuccessful, the examiner’s
supervisor, Karlheinz R. Skowronek can be reached on (571)-272-9047. The fax phone
number for the organization where this application or proceeding is assigned is 571-
273-8300.

Information regarding the status of an application may be obtained from the
Patent Application Information Retrieval (PAIR) system. Status information for
published applications may be obtained from either Private PAIR or Public PAIR.
Status information for unpublished applications is available through Private PAIR only.
For more information about the PAIR system, see http:/pair-direct.uspto.gov. Should
you have questions on access to the Private PAIR system, contact the Electronic
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a
USPTO Customer Service Representative or access to the automated information

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

/MARCELA M CORDERO GARCIA/
Primary Examiner, Art Unit 1658

MMCG 10/2013
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First Named Inventor |ACHEAMPONG, ANDREW

STATEMENT BY APPLICANT

- Art Unit | 1653
( Not for submission under 37 CFR 1.99)

Examiner Name |TBD

Attorney Docket Number | 17618-US-BCON5-AP

CERTIFICATION STATEMENT

Please see 37 CFR 1.97 and 1.98 to make the appropriate selection(s):

That each item of information contained in the information disclosure statement was first cited in any communication
[] from a foreign patent office in a counterpart foreign application not more than three months prior to the filing of the
information disclosure statement. See 37 CFR 1.97(e)(1).

OR

That no item of information contained in the information disclosure statement was cited in a communication from a
foreign patent office in a counterpart foreign application, and, to the knowledge of the person signing the certification
after making reasonable inquiry, no item of information contained in the information disclosure statement was known to
[l any individual designated in 37 CFR 1.56(c) more than three months prior to the filing of the information disclosure
statement. See 37 CFR 1.97(e)(2).
** Signature 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 setforthin 37 CFR 1.17 (p) has been submitted herewith.

X None

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

Signature /Laura L. Wine/ Date (YYYY-MM-DD) 2013-09-11

Name/Print Laura L. Wine Registration Number 68,681

This collection of information is required by 37 CFR 1.97 and 1.98. The information is required to obtain or retain a benefit by the
public which is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR
1.14. This collection is estimated to take 1 hour to complete, including gathering, preparing and submitting the completed
application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S.
Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND
FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
VA 22313-1450.
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Receipt date: 09/11/2013 13967179 - GAU: 1658

Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be advised
that: (1) the general authority for the collection of this information is 35 U.S.C. 2(b)(2); (2) furnishing of the information solicited
is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office is to
process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

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

1.

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information Act
(5 U.S.C. 552) and the Privacy Act (5 U.S.C. 552a). Records from this system of records may be disclosed to the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these record s.

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

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

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need for
the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization, pursuant
to the Patent Cooperation Treaty.

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

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services, or
his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S.C. 2904 and
2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant (i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

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

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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EAST Search History

EAST Search History
EAST Search History (Prior Art)

Ref{Hits {{Search Query DBs Default Plurals {iTime
# Operator Stamp
S3 #1377 cyclosporin same castor US-PGPUB; USPAT; #ADJ ON 2013/10/04
EPC; JPO; 16:09
DERWENT
$4 {12  cyclosporin same castor same US-PGPUB; USPAT; #ADJ ON 2013/10/05
polysorbate same pemulen EPO; JPG; 09:54
DERWENT
S5 #19  iicyclosporin same "0.05" same US-PGPUB; USPAT; #ADJ ON 2013/10/05
castor same "1.25" EPC; JPO; 09:59
DERWENT
S6 {89 icyclosporin same castor same US-PGPUB; USPAT; #ADJ ON 2013/10/05
polysorbate EPO; JPO; 10:21
DERWENT
S7 4 cyclosporin same castor same US-PGPUB; USPAT; #ADJ ON 2013/10/05
polysorbate same pemulen same  {EPO; JPO; 10:21
hydroxide DERWENT
S8 {104 §"5474979" US-PGPUB; USPAT; #ADJ ON 2013/10/05
EPO; JPO; 12:06
DERWENT
9 2 "5474979" .pn. US-PGPUB; USPAT; #ADJ ON 2013/10/05
EPC; JPO; 12:06
DERWENT

10/7/2013 2:09:53 PM

file:///Cl/Users/mgarcia/Documents/e-Red%20Folder/13967179/EASTSearchHistory.13967179_AccessibleVersion.htm[10/7/2013 2:09:55 PM]
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Connecting via Winsock to STN at stnc.cas.org on port 23

Welcome to STN International! Enter x:x

LOGINID:SSSPTA1654MCG

PASSWORD:

TERMINAL (ENTER 1, 2, 3, OR ?):2

o R R Welcome to STN International *ookok ok ok ok ok ok kX

NEWS 1 FEB 1 Instructor-led and on-demand STN training options available
from CAS

NEWS 2 MAY 23 Get the Latest Version of STN Express, Version 8.5.1!

NEWS 3 DEC 10 New SDI STANDARD Option Streamlines SDI Set-ups on STN

NEWS 4 JAN 17 Cooperative Patent Classification (CPC) Search and Display
Capabilities Now Available in CA/CAplus Family of Databases
and USPAT Databases on STN

NEWS 5 JAN 23 INPADOC: CPC Backfile Data Now Available

NEWS 6 JAN 28 Reloaded MEDLINE on STN
Now Includes 2013 MeSH Vocabulary and New Fields

NEWS 7 JAN 31 INPADOC Databases Enhanced with Calculated Expiration Dates

NEWS 8 JAN 31 INPADOC Enhanced with Citing Patent Information

NEWS 9 JAN 31 INPAFAMDB Enhanced with Patent Family Counts

NEWS 10 FEB 6 Enhancements to COMPENDEX

NEWS 11 FEB 22 2013 MARPAT Backfile Expansion Update

NEWS 12 MAR 06 Derwent World Patents Index (DWPI) New Coverage - Indonesia

NEWS 13 MAR 11 JAPIO Will No Longer Be Updated from March 2013 Onwards

NEWS 14 MAR 22 Cooperative Patent Classification (CPC) Added to USPATOLD
on STN

NEWS 15 MAR 25 SciSearch on STN Now Includes New Fields
Find Grant Information More Easily

NEWS 16 APR 29 Embase Alert (EMBAL) Enhanced with Articles—-in-Press Content
and Optimized for Use as a Companion Database for Embase

NEWS 17 APR 30 Derwent WPI: The New Cooperative Patent Classification Is
Now Available

NEWS 18 MAY 21 STN Updated to Reflect Streamlining of CAS Roles

NEWS 19 MAY 24 CABA Has Been Reloaded on May 24, 2013

NEWS 20 MAY 28 STN Adds Indian Patent Full Text File - INFULL

NEWS 21 JUL 09 TULSA and TULSA2 were reloaded on July 8, 2013

NEWS 22 JUL 15 New IFIALL Database on STN Increases US Patent Retrieval
Capabilities

NEWS 23 JUL 24 Find the Most Comprehensive and Timely Results When Searching
the Newly Enhanced Embase Alert (TM) together with Embase (TM)

NEWS 24 JUL 31 New PV Cluster on STN(R) Simplifies Pharmacovigilance
Alerting and Searching

NEWS 25 AUG 09 DWPI Manual Code Revision - submit your suggestions

NEWS 26 AUG 15 PCTIFULL documents with Chinese, Japanese, or Korean as
filing language have English machine translations

NEWS 27 AUG 16 The 2013 Inventory of Existing Chemical Substances in China
is Now Available on STN

NEWS 28 SEP 10 CAS Expands Coverage of Philippines Patents

NEWS 29 SEP 13 STN on the Web Enhanced with Updated Structure and BLAST
Plug-ins

NEWS 30 SEP 24 Emtree Thesaurus Updated in Embase

NEWS 31 SEP 27 Application Numbers for U.S. Patents in CA/CAplus and

USPATFUL/USPAT2 Enhanced with U.S. Series Code Information
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NEWS 32 OCT 04 Impacts of U.S. Government Shutdown on STN Databases

NEWS EXPRESS 23 MAY 2012 CURRENT WINDOWS VERSION IS V8.5.1,
AND CURRENT DISCOVER FILE IS DATED 22 JULY 2013.

NEWS HOURS STN Operating Hours Plus Help Desk Availability
NEWS LOGIN Welcome Banner and News Items
NEWS TRAINING Find instructor-led and self-directed training opportunities

Enter NEWS followed by the item number or name to see news on that
specific topic.

All use of STN is subject to the provisions of the STN customer
agreement. This agreement limits use to scientific research. Use
for software development or design, implementation of commercial
gateways, or use of CAS and STN data in the building of commercial
products is prohibited and may result in loss of user privileges
and other penalties.

* ok ok k& ok Kk ok X ok X K+ *x * GTN Columbus * ok Kk ok Kk ok Kk ok Kk ok Kk ok Kk kK

FILE 'HOME' ENTERED AT 14:10:54 ON 07 OCT 2013

=> (cyclosporin or cyclosporine) (1l0a) ("castor o0il") (1l0a) polysorbate
THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE

Some commands only work in certain files. For example, the EXPAND
command can only be used to look at the index in a file which has an
index. Enter "HELP COMMANDS" at an arrow prompt (=>) for a list of
commands which can be used in this file.

=> file biosis embase medline pubmed

'"PUBMED' IS NOT A VALID FILE NAME

Enter "HELP FILE NAMES" at an arrow prompt (=>) for a list of files
that are available. If you have requested multiple files, you can
specify a corrected file name or you can enter "IGNORE" to continue
accessing the remaining file names entered.

ENTER A FILE NAME OR (IGNORE) :ignore

COST IN U.S. DOLLARS SINCE FILE TOTAL
ENTRY SESSION
FULL ESTIMATED COST 2.16 2.16

FILE 'BIOSIS' ENTERED AT 14:16:25 ON 07 OCT 2013
Copyright (c) 2013 The Thomson Corporation

FILE 'EMBASE' ENTERED AT 14:16:25 ON 07 OCT 2013
Copyright (c) 2013 Elsevier B.V. All rights reserved.

FILE 'MEDLINE' ENTERED AT 14:16:25 ON 07 OCT 2013

=> file biosis embase medline caplus

COST IN U.S. DOLLARS SINCE FILE TOTAL
ENTRY SESSION
FULL ESTIMATED COST 3.67 5.83

FILE 'BIOSIS' ENTERED AT 14:16:34 ON 07 OCT 2013
Copyright (c) 2013 The Thomson Corporation

FILE 'EMBASE' ENTERED AT 14:16:34 ON 07 OCT 2013
Copyright (c) 2013 Elsevier B.V. All rights reserved.

FILE 'MEDLINE' ENTERED AT 14:16:34 ON 07 OCT 2013
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FILE 'CAPLUS' ENTERED AT 14:16:34 ON 07 OCT 2013

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT.
PLEASE SEE "HELP USAGETERMS" FOR DETAILS.

COPYRIGHT (C) 2013 AMERICAN CHEMICAL SOCIETY (ACS)

=> (cyclosporin or cyclosporine) (1l0a) ("castor oil") (10a) polysorbate
Ll 12 (CYCLOSPORIN OR CYCLOSPORINE) (10A) ("CASTOR OIL") (10A) POLYSOR
BATE

=> d ibib abs total hitseq

L1 ANSWER 1 OF 12 BIOSIS COPYRIGHT (c) 2013 The Thomson Corporation on STN

ACCESSION NUMBER: 2006:456121 BIOSIS

DOCUMENT NUMBER: PREV200600453000

TITLE: Stable bicavailability of cyclosporin A, regardless of food
intake, from soft gelatin capsules containing a new
self-nanocenulsifying formulation.

AUTHOR(S) : Yang, S. G.; Kim, D. D.; Chung, S. J.; Shim, C. K. [Reprint
Author]
CORPORATE SOURCE: Seoul Natl Univ, Coll Pharm, Dept Pharmaceut, San

56-1,Shinlim Dong, Seoul 151742, South Korea
shimck@snu.ac.kr

SOURCE: International Journal of Clinical Pharmacology and
Therapeutics, (MAY 2006) Vol. 44, No. 5, pp. 233-239.
ISSN: 0946-1965.

DOCUMENT TYPE: Article
LANGUAGE: English
ENTRY DATE: Entered STN: 13 Sep 2006

Last Updated on STN: 13 Sep 2006

AB Aim: We recently succeeded in preparing soft gelatin capsules containing a
new self-nanoemulsifying formulation consisting of cyclosporin A (CsA),
triacetin, polyoxyl 40 hydrogenated castor oil, polysorbate 20,
medium chain triglycerides and medium chain mono- and diglycerides. The
soft capsules containing the new formulation exhibited a significantly
improved physical stability in terms of the appearance of the gelatin
capsule shells and the composition of the fill mass during long-term
storage, compared to commercially available soft capsules containing CsA,
in which ethanol was employed as a cosolvent of CsA. 1In the present
study, the influence of a fat-rich meal on the biocavailability of CsA from
the soft capsule containing the new formulation (test drug) was evaluated
and the results compared to those obtained with a representative soft
capsule of CsA. Volunteers and methods: A randomized, open-label, 3-way
crossover study was performed in the test capsules and reference soft
capsules, in a fasted state or after a fat-rich breakfast. 18 healthy male
volunteers received a single dose of the reference formulation (Neoral,
Novartis AG, Basel, Switzerland) or test formulation (2 capsules each, 200
mg as CsA) with 240 ml of water with a l-week washout period between the
treatments, after a fat-rich (670 kcal, 45 g fat) breakfast (for the test
drug, Treatment A; for the reference drug, Treatment B) or a 12-h fasting

(for the test drug, Treatment Q. Serial blood samples, collected over a
24-h period after the administration, were assayed for blood CsA
concentrations using a specific monoclonal radioimmunoassay. Results: The

differences in biocavailability parameters (i.e., AUC(0-24h),
AUC(0-infinity) and C-max) between the treatments were within the range of
80 - 125% of the reference treatment. An analysis of variance (ANOVA)
revealed no significant differences (p > 0.05) between subjects,
formulations or periods. The 90% confidence intervals (CI) indicated that
the differences between the treatments (Treatments A and B, Treatments A
and Q were also within the criteria. Conclusion: These results indicate
that the biocavailability of CsA from the test drug is equivalent to
reference in the fed state, and is likely to be less influenced by a
fat-rich meal. Therefore, the new formulation of CsA using triacetin
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appears to have an advantage over the commercial soft capsules of CsA
using a volatile cosolvent such as ethanol.

L1 ANSWER 2 OF 12 EMBASE COPYRIGHT (c) 2013 Elsevier B.V. All rights
reserved on STN
ACCESSION NUMBER: 2006216678 EMBASE
TITLE: Stable biocavailability of cyclosporin A, regardless of food
intake, from soft gelatin capsules containing a new
self-nanoenulsifying formulation.

AUTHOR: Yang, S.G.; Kim, D.D.; Chung, S.J.; Shim, C.-K., Dr.
(correspondence)
CORPORATE SOURCE: Research Institute of Pharmaceutical Sciences, College of

Pharmacy, Seoul National University, San 56-1,
Shinlim-dong, Kwanak-gu, Seoul 151-742, Korea, Republic of.
shimck@snu.ac.kr

AUTHOR: Shim, C.-K., Dr. (correspondence)

CORPORATE SOURCE: Department of Pharmaceutics, College of Pharmacy, Seoul
National University, San 56-1, Shinlim-dong, Kwanak-gu,
Seoul 151-742, Korea, Republic of. shimck@snu.ac.kr

SOURCE: International Journal of Clinical Pharmacology and
Therapeutics, (May 2006) Vol. 44, No. 5, pp. 233-239.
Refs: 22
ISSN: 0946-1965 CODEN: ICTHEK

COUNTRY: Germany

DOCUMENT TYPE: Journal; Article

FILE SEGMENT: 030 Clinical and Experimental Pharmacology
037 Drug Literature Index
038 Adverse Reactions Titles

LANGUAGE : English

SUMMARY LANGUAGE: English

ENTRY DATE: Entered Embase: 30 May 2006

Last Updated on Embase: 6 Sep 2007

AB Aim: We recently succeeded in preparing soft gelatin capsules containing a
new self-nanoemulsifying formulation consisting of cyclosporin A (CsA),
triacetin, polyoxyl 40 hydrogenated castor oil, polysorbate 20,
medium chain triglycerides and medium chain mono- and diglycerides. The
soft capsules containing the new formulation exhibited a significantly
improved physical stability in terms of the appearance of the gelatin
capsule shells and the composition of the fill mass during long-term
storage, compared to commercially available soft capsules containing CsA,
in which ethanol was employed as a cosolvent of CsA. 1In the present
study, the influence of a fat-rich meal on the biocavailability of CsA from
the soft capsule containing the new formulation (test drug) was evaluated
and the results compared to those obtained with a representative soft
capsule of CsA. Volunteers and methods: A randomized, open-label, 3-way
crossover study was performed in the test capsules and reference soft
capsules, in a fasted state or after a fat-rich breakfast. 18 healthy male
volunteers received a single dose of the reference formulation (Neoral,
Novartis AG, Basel, Switzerland) or test formulation (2 capsules each, 200
mg as CsA) with 240 ml of water with a l-week washout period between the
treatments, after a fat-rich (670 kcal, 45 g fat) breakfast (for the test
drug, Treatment A; for the reference drug, Treatment B) or a 12-h fasting
(for the test drug, Treatment C). Serial blood samples, collected over a
24-h period after the administration, were assayed for blood CsA
concentrations using a specific monoclonal radioimmunoassay. Results: The
differences in biocavailability parameters (i.e., AUC0-24h, AUCO-w
and Cmax) between the treatments were within the range of 80-125% of the
reference treatment. An analysis of variance (ANOVA) revealed no
significant differences (p > 0.05) between subjects, formulations or
periods. The 90% confidence intervals (CI) indicated that the differences
between the treatments (Treatments A and B, Treatments A and C) were also
within the criteria. Conclusion: These results indicate that the
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bicavailability of CsA from the test drug is equivalent to reference in
the fed state, and is likely to be less influenced by a fat-rich meal.
Therefore, the new formulation of CsA using triacetin appears to have an
advantage over the commercial soft capsules of CsA using a volatile
cosolvent such as ethanol. .COPYRGT. 2006 Dustri-Verlag Dr. K. Feistle.

Ll ANSWER 3 OF 12 MEDLINE ® on STN

ACCESSION NUMBER: 2006296965 MEDLINE

DOCUMENT NUMBER: PubMed ID: 16724578

TITLE: Stable bicavailability of cyclosporin A, regardless of food

intake, from soft gelatin capsules containing a new
self-nanoenmulsifying formulation.

AUTHOR: Yang S G; Kim D D; Chung S J; Shim C K

CORPORATE SOURCE: Research Institute of Pharmaceutical Sciences and College
of Pharmacy, Seoul National University, Seoul, Korea.

SOURCE: International journal of clinical pharmacology and

therapeutics, (2006 May) Vol. 44, No. 5, pp. 233-9.
Journal code: 9423309. ISSN: 0946-1965. L-ISSN: 0946-1965.
PUB. COUNTRY: Germany: Germany, Federal Republic of
DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE)
(RANDOMIZED CONTROLLED TRIAL)
(CLINICAL TRIAL)

LANGUAGE: English

FILE SEGMENT: MEDLINE; Priority Journals
ENTRY MONTH: 200707

ENTRY DATE: Entered STN: 27 May 2006

Last Updated on STN: 12 Dec 2006
Entered Medline: 20 Jul 2007
AB AIM: We recently succeeded in preparing soft gelatin capsules containing

a new self-nanoemulsifying formulation consisting of cyclosporin A
(CsA), triacetin, polyoxyl 40 hydrogenated castor oil, polysorbate
20, medium chain triglycerides and medium chain mono- and diglycerides.
The soft capsules containing the new formulation exhibited a significantly
improved physical stability in terms of the appearance of the gelatin
capsule shells and the composition of the fill mass during long-term
storage, compared to commercially available soft capsules containing CsA,
in which ethanol was employed as a cosolvent of CsA. 1In the present
study, the influence of a fat-rich meal on the biocavailability of CsA from
the soft capsule containing the new formulation (test drug) was evaluated
and the results compared to those obtained with a representative soft
capsule of CsA.

VOLUNTEERS AND METHODS: A randomized, open-label, 3-way crossover study
was performed in the test capsules and reference soft capsules, in a
fasted state or after a fat-rich breakfast. 18 healthy male volunteers
received a single dose of the reference formulation (Neoral, Novartis AG,
Basel, Switzerland) or test formulation (2 capsules each, 200 mg as CsA)
with 240 ml of water with a l-week washout period between the treatments,
after a fat-rich (670 kcal, 45 g fat) breakfast (for the test drug,
Treatment A; for the reference drug, Treatment B) or a 12-h fasting (for
the test drug, Treatment C). Serial blood samples, collected over a 24-h
period after the administration, were assayed for blood CsA concentrations
using a specific monoclonal radioimmunoassay.

RESULTS: The differences in biocavailability parameters (i.e., AUC(0-24h),
AUC(0-infinity) and C(max)) between the treatments were within the range
of 80-125% of the reference treatment. An analysis of variance (ANOVA)
revealed no significant differences (p > 0.05) between subjects,
formulations or periods. The 90% confidence intervals (CI) indicated that
the differences between the treatments (Treatments A and B, Treatments A
and C) were also within the criteria.
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CONCLUSION: These results indicate that the biocavailability of CsA from
the test drug is equivalent to reference in the fed state, and is likely
to be less influenced by a fat-rich meal. Therefore, the new formulation
of CsA using triacetin appears to have an advantage over the commercial
soft capsules of CsA using a volatile cosolvent such as ethanol.

L1l ANSWER 4 OF 12 CAPLUS COPYRIGHT 2013 ACS on STN

ACCESSION NUMBER: 2013:569214 CAPLUS

DOCUMENT NUMBER: 158:545244

TITLE: Topical oil-in-water emulsion compositions for
enhancing nail health comprising immunomodulator such
as cyclosporine

INVENTOR(S) : Walt, John G.

PATENT ASSIGNEE(S) : Allergan, Inc., USA

SOURCE : PCT Int. Appl., 1llb5pp.
CODEN: PIXXD2

DOCUMENT TYPE: Patent

LANGUAGE : English

FAMILY ACC. NUM. COUNT: 1
PATENT INFORMATION:

PATENT NO. KIND DATE APPLICATION NO. DATE
WO 2013052424 A2 20130411 WO 2012-US58333 20121001
W: AE, AG, AL, AM, AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
Bz, CaA, CH, CL, CN, CO, CR, CU, Cz, DE, DK, DM, DO, DZ, EC, EE,
EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS,
JP, KE, KG, KM, KN, KP, KR, 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, FI, FR, GB, GR, HR,
gy, I1E, 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.: US 2011-61543758 P 20111005

AB

The present invention is directed to compns. and methods for enhancing the
health of nails and cuticles in a mammal, including humans. The compns.

may be administered topically to the nail bed, nail matrix and cuticle in

an amount effective to enhance nail health. The composition is also effective

in
strengthening and growing nails. Thus, the disclosed compns. comprised
immunomodulator such as cyclosporine, antiinflammatory such as
ketorolac, castor oil, surfactant, glycerin, polysorbate 80 and carbomer.
L1 ANSWER 5 OF 12 CAPLUS COPYRIGHT 2013 ACS on STN
ACCESSION NUMBER: 2007:119452 CAPLUS
DOCUMENT NUMBER: 146:190563
TITLE: Pharmaceutical compositions comprising cyclosporins
INVENTOR(S) : Tien, Walter L.; Graham, Richard; Chang, James N.
PATENT ASSIGNEE(S) : Allergan, Inc., USA
SOURCE : U.S. Pat. Appl. Publ., 4pp.
CODEN: USXXCO
DOCUMENT TYPE: Patent
LANGUAGE: English

FAMILY ACC. NUM. COUNT: 1
PATENT INFORMATION:

PATENT NO. KIND DATE APPLICATION NO. DATE
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Uus 20070027072 Al 20070201 US 2005-161218 20050727
Us 7501393 B2 20090310
WO 2007016073 Al 20070208 WO 2006-US28788 20060725
W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH,
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD,
GE, GH, GM, HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
KR, KZ, LA, LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK, MN,
MW, MX, MZ, NA, NG, NI, NO, Nz, OM, PG, PH, PL, PT, RO, RS, RU,
sc, sb, SE, SG, SK, SL, SM, S8Y, TJ, TM, TN, TR, TT, TZ, UA, UG,
us, UZ, vC, VN, ZA, ZM, ZW
RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE,
s, 117, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ,
Cr, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH,
GM, KE, LS, Mw, MZ, NA, SD, SL, SsZ, Tz, UG, ZM, ZW, AM, AZ, BY,
KG, KZ, MD, RU, TJ, TM
Us 20090131307 Al 20090521 US 2009-361335 20090128
PRIORITY APPLN. INFO.: US 2005-161218 A 20050727
ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT
AB A composition is described herein comprising cyclosporin A, Polysorbate 80, a
polyoxyethylene stearate, and an oil; wherein the composition is an emulsion
which is ophthalmically acceptable. Methods of treating diseases or
conditions using the compns., and medicaments related thereto, are also
disclosed herein. Thus, a composition contains purite 100 ppm cyclosporin A
0.1, castor oil 0.5, PEG stearate 1.0, Polysorbate-80 0.5, glycerin
1.4, boric acid 0.6, CM-cellulose 0.5, and water gs to 100%.

OS.CITING REF COUNT: 3 THERE ARE 3 CAPLUS RECORDS THAT CITE THIS RECORD
(3 CITINGS)

REFERENCE COUNT: 108 THERE ARE 108 CITED REFERENCES AVAILABLE FOR
THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE
FORMAT
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ACCESSION NUMBER: 2007:63260 CAPLUS

DOCUMENT NUMBER: 146:149038

TITLE: Opthalmic emulsion comprising cyclosporin
INVENTOR(S) : Chang, James N.; Olejnik, Orest; Firestone, Bruce A.
PATENT ASSIGNEE(S) : Allergan, Inc., USA

SOURCE: U.S. Pat. Appl. Publ., 24pp., Cont.-in-part of U.S.

Ser. No. 181,409.
CODEN: USXXCO
DOCUMENT TYPE: Patent
LANGUAGE : English
FAMILY ACC. NUM. COUNT: 3
PATENT INFORMATION:

PATENT NO. KIND DATE APPLICATION NO. DATE

Us 20070015694 Al 20070118 US 2005-255821 20051019
Us 7288520 B2 20071030

UsS 20070015690 Al 20070118 UsS 2005-181178 20050713
Us 7297679 B2 20071120

Us 20070015710 Al 20070118 UsS 2005-181187 20050713
Us 7276476 B2 20071002

Us 20070015691 Al 20070118 US 2005-181409 20050713
Us 20070015692 Al 20070118 US 2005-181428 20050713
Us 7202209 B2 20070410

Us 20070015693 Al 20070118 Us 2005-181509 20050713
Us 20070149447 Al 20070628 Us 2007-679934 20070228
Us 8536134 B2 20130917

Us 20080009436 Al 20080110 Us 2007-857223 20070918
Us 8211855 B2 20120703

Us 20080070834 Al 20080320 US 2007-940652 20071115
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Us 20120270805
PRIORITY APPLN.

INFO.:

Al

20121025 US 2012-13536479 20120628

Us 2005-181178 A2 20050713
Us 2005-181187 A2 20050713
US 2005-181409 A2 20050713
US 2005-181428 A2 20050713
US 2005-181509 A2 20050713
US 2005-255821 A3 20051019
Us 2007-857223 Al 20070918

ASSIGNMENT HISTORY FOR US PATENT AVAILABRLE IN LSUS DISPLAY FORMAT

AB A composition is disclosed herein comprising from about 0.001% to about 0.4%
cyclosporin A,
consisting of alc.
polyglycosides,

carboxylated alc.

castor oil, and a surfactant selected from the group
ethoxylated, alcs., alkyl glycosides, alkyl

alkylphenol ethoxylates, amine oxides, block polymers,

cellulose derivs.,
ethoxylated aryl phenols, ethoxylated fatty acids, ethoxylated fatty

or alkylphenol ethoxylates, carboxylic adds/fatty acids,
ethoxylated alcs., ethoxylated alkylphenols,

acids, ethoxylated fatty esters and oils, fatty alcs., fatty esters,
glycol esters, lanolin-based derivs., lecithin and lecithin derivs.,
lignin and lignin derivs., Me esters, monoglycerides and derivs.,

phospholipids,
oxide-polypropylene oxide copolymers, polyethylene oxides, polymeric

surfactants,
phenols,
derivs.,

oil 0.7%,

polyacrylic acids, polyethylene glycols, polyethylene

polypropylene oxides, propoxylated alcs., propoxylated alkyl

propoxylated fatty acids, protein-based surfactants, sarcosine
silicone—-based surfactants, sorbitan derivs., stearates, sucrose
and glucose esters and derivs., and combinations thereof. For example,
emulsion was prepared containing cyclosporin A 0.1%, castor oil 1%, clove

Polysorbate-80 1%, diglycerol 0.7%, glycerin 2%, CM-cellulose

0.5%, sodium hydroxide to adjust pH (7.2) and water as needed.
OS.CITING REF COUNT:

REFERENCE COUNT:
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DOCUMENT NUMBER:

TITLE:
INVENTOR(S) :

PATENT ASSIGNEE(S) :

SOURCE:

DOCUMENT TYPE:

LANGUAGE :

FAMILY ACC. NUM. COUNT:
PATENT INFORMATION:

PATENT NO.

WO 2007008894
WO 2007008894
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RW:

AE,
CN,
GE,
KR,
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us,
AT,
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CF,
GM,
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osition comprising cyclosporin A

g, James N.; Olejnik, Orest; Firestone, Bruce A.
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Int. Appl., 32 pp.

N: PIXXD2
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DATE APPLICATION NO. DATE
20070118 WO 2006-US26881 20060712
20070628
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Us 20070015690 Al 20070118 Us 2005-181178 20050713

Us 7297679 B2 20071120

Us 20070015710 Al 20070118 Us 2005-181187 20050713
Us 7276476 B2 20071002

Us 20070015691 Al 20070118 US 2005-181409 20050713
UsS 20070015692 Al 20070118 US 2005-181428 20050713
Us 7202209 B2 20070410

Us 20070015693 Al 20070118 US 2005-181509 20050713
AU 2006268264 Al 20070118 AU 2006-268264 20060712
CA 2602452 Al 20070118 CA 2006-2602452 20060712
EP 1901711 A2 20080326 EP 2006-786892 20060712

R: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE,
is, 17, LI, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR

JP 2009501228 T 20090115 JP 2008-521528 20060712

BR 2006013533 A2 20110118 BR 2006-13533 20060712

Us 20070149447 Al 20070628 Us 2007-679934 20070228
Us 8536134 B2 20130917

Us 20080070834 Al 20080320 UsS 2007-940652 20071115

Us 20080207494 Al 20080828 US 2007-917448 20071213
UsS 8288348 B2 20121016

PRIORITY APPLN. INFO.: US 2005-181178 A 20050713

UsS 2005-181187 A 20050713

US 2005-181409 A 20050713

US 2005-181428 A 20050713

UsS 2005-181509 A 20050713

WO 2006-US26881 W 20060712

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT
AB Cyclosporin A compns. are disclosed herein comprising an oil and a
surfactant. These are useful in the treatment of dry eye disease. Thus,
composition was prepared containing cyclosporin A 0.1, castor oil 1, clove oil
0.7, polysorbate-80 1, diglycerol 0.7, glycerin 2, CM-cellulose 0.5 and
water as needed.
OS.CITING REF COUNT: 6 THERE ARE 6 CAPLUS RECORDS THAT CITE THIS RECORD
(6 CITINGS)
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ACCESSION NUMBER: 2006:590857 CAPLUS
DOCUMENT NUMBER: 145:443655
TITLE: Stable biocavailability of cyclosporin A, regardless of

food intake, from soft gelatin capsules containing a
new self-nanoemulsifying formulation

AUTHOR(S) : Yang, S. G.; Kim, D. D.; Chung, S. J.; Shim, C. K.

CORPORATE SOURCE: Research Institute of Pharmaceutical Sciences and
College of Pharmacy, Seoul National University, Seoul,
S. Korea

SOURCE: International Journal of Clinical Pharmacology and

Therapeutics (2006), 44(5), 233-239
CODEN: ICTHEK; ISSN: 0946-1965

PUBLISHER: Dustri-Verlag Dr. Karl Feistle
DOCUMENT TYPE: Journal
LANGUAGE : English

AB Aim: We recently succeeded in preparing soft gelatin capsules containing a new
self-nanoemulsifying formulation consisting of cyclosporin A (CsA),
triacetin, polyoxyl 40 hydrogenated castor oil, polysorbate 20,
medium chain triglycerides and medium chain mono- and diglycerides. The
soft capsules containing the new formulation exhibited a significantly
improved phys. stability in terms of the appearance of the gelatin capsule
shells and the composition of the fill mass during long-term storage, compared
to com. available soft capsules containing CsA, in which ethanol was employed
as a cosolvent of CsA. 1In the present study, the influence of a fat-rich
meal on the bicavailability of CsA from the soft capsule containing the new
formulation (test drug) was evaluated and the results compared to those
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obtained with a representative soft capsule of CsA. Volunteers and
methods: A randomized, open-label, 3-way crossover study was performed in
the test capsules and reference soft capsules, in a fasted state or after a
fat-rich breakfast. 18 Healthy male volunteers received a single dose of
the reference formulation (Neoral, Novartis AG, Basel, Switzerland) or test
formulation (2 capsules each, 200 mg as CsA) with 240 mL of water with a
l1-wk washout period between the treatments, after a fat-rich (670 kcal, 45
g fat) breakfast (for the test drug, Treatment A; for the reference drug,
Treatment B) or a 12-h fasting (for the test drug, Treatment C). Serial
blood samples, collected over a 24-h period after the administration, were
assayed for blood CsA concns. using a specific monoclonal RIA. Results:
The differences in biocavailability parameters (i.e., AUC0-24h,

AUCO-o and Cmax) between the treatments were within the range of 80

- 125% of the reference treatment. An anal. of variance (ANOVA) revealed no
significant differences (p > 0.05) between subjects, formulations or
periods. The 90% confidence intervals (CI) indicated that the differences
between the treatments (Treatments A and B, Treatments A and C) were also
within the criteria. Conclusion: These results indicate that the
biocavailability of CsA from the test drug is equivalent to reference in the fed
state, and is likely to be less influenced by a fat-rich meal. Therefore,
the new formulation of CsA using triacetin appears to have an advantage
over the com. soft capsules of CsA using a volatile cosolvent such as

ethanol.
OS.CITING REF COUNT: 4 THERE ARE 4 CAPLUS RECORDS THAT CITE THIS RECORD
(4 CITINGS)
REFERENCE COUNT: 22 THERE ARE 22 CITED REFERENCES AVAILABLE FOR THIS

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT
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ACCESSION NUMBER: 2000:494420 CAPLUS

DOCUMENT NUMBER: 133:198474

TITLE: Effect of Polyoxyl 35 castor oil and Polysorbate 80 on
the intestinal absorption of digoxin in vitro

AUTHOR(S) : Cornaire, Gilles; Woodley, John F.; Saivin, Sylvie;

Legendre, Jean-Yves; Decourt, Sylvie; Cloarec, Alix;
Houin, Georges

CORPORATE SOQOURCE: Laboratoire de Cinetique des Xenobiotiques, Faculte
des Sciences Pharmaceutiques, Toulouse, Fr.

SOURCE : Arzneimittel-Forschung (2000), 50(6), 576-579
CODEN: ARZNAD; ISSN: 0004-4172

PUBLISHER: Editio Cantor Verlag

DOCUMENT TYPE: Journal

LANGUAGE: English

AB Surfactants are classically used to improve the solubilization of
lipophilic drugs such as digoxin. Polysorbate 80 and Cremophor EL
(Polyoxyl 35 castor o0il) are such surfactants but they may also modulate
the action of P-glycoprotein, an energy-dependent "counter-transport"
system implicated in the phenomenon of multidrug resistance in cancer
cells. P-glycoprotein is also present in the intestine on the apical
membrane of mature enterocytes and can potentially reduce the absorption
of a wide range of drugs. 1In this study, using the improved everted gut
sac method, the effects of Polysorbate 80, Cremophor EL and cyclosporin on
the absorption of digoxin were studied. An increase in the uptake of
digoxin in the presence of these 3 products was shown. Cremophor EL and
Polysorbate 80 had no toxic effects at the concns. used. Surfactants such
as Cremophor EL and Polysorbate 80 should not only support solubilization
but can also modulate the P-glycoprotein system to improve the
bicavailability of poorly absorbed drugs.

OS.CITING REF COUNT: 27 THERE ARE 27 CAPLUS RECORDS THAT CITE THIS
RECORD (27 CITINGS)
REFERENCE COUNT: 15 THERE ARE 15 CITED REFERENCES AVAILABLE FOR THIS

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT
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DOCUMENT NUMBER: 124:66660

ORIGINAL REFERENCE NO.:
TITLE:

INVENTOR(S) :
PATENT ASSIGNEE(S) :
SOURCE:

DOCUMENT TYPE:
LANGUAGE:

FAMILY ACC. NUM. COUNT:
PATENT INFORMATION:

PATENT NO.
WO 9531211
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GB,
MN,
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LU,
SN,
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9526409
693213
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JP 2003231646

JP 4119284
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INFO.:

124:12317a,12320a
Lacrimal gland-specific emulsions for t
application to ocular tissue

Ding, Shulin; Tien, Walter L.; Olejnik,
Allergan, Inc., USA
PCT Int. Appl., 27 pp.
CODEN: PIXXD2
Patent
English
1
KIND DATE APPLICATION NO.
Al 19951123 WO 1995-US6302
BB, BG, BR, BY, CA, CH, CN, CZ, DE, DK,
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S8z, UG, AT, BE, CH, DE, DK, ES, FR, GB,
PT, SE, BF, BJ, CF, CG, CI, CM, GA, GN,
A 19951212 US 1994-243279
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A 19970625 CN 1995-194078
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A 19971007 BR 1995-7664
T 19980113 JP 1995-529895
B2 20030902
Al 20001018 EP 2000-202069
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DE, DK, ES, FR, GB, GR, IT, LI, LU, NL,
T 20010815 AT 1995-921294
T3 20011216 ES 1995-921294
E 20020228 PT 1995-921294
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E 20030829 PT 2000-202069
T3 20031201 ES 2000-202069
A 20030425 MX 2002-724
A 20010328 CN 2000-120126
C 20050427
Al 20051209 HK 2001-104710
T3 20020131 GR 2001-401814
B1 20041001 KR 2001-88637
A 20030819 JP 2003-63234
B2 20080716
US 1994-243279
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JP 1995-529895
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WO 1995-US6302 W 19950517
KR 1996-706523 A3 19961118
ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT
AB A pharmaceutical composition is disclosed in the form of a nonirritating
emulsion which includes at least one cyclosporin in admixt. with a higher
fatty acid glyceride and polysorbate 80. More particularly, the
cyclosporin may be cyclosporine A and the higher fatty acid glyceride may
be castor oil. The composition allows a 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 9 mo without crystallization of

cyclosporin.
For example, an ophthalmic emulsion containing cyclosporin A 0.2, castor
oil 2.5, Polysorbate-80 1.0, Pemulen 0.05, glycerol 2.2, NaOH g.s.,

and purified water to 100% was formulated to treat keratoconjunctivitis

sicca.
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1993:588539 CAPLUS

119:188539

119:33511a,33514a

Leaching of diethylhexyl phthalate from polyvinyl
chloride containers by selected drugs and formulation

components
AUTHOR(S) : Pearson, Stephen D.; Trissel, Lawrence A.
CORPORATE SOURCE: Houston Biotechnol., Inc., Woodlands, TX, USA
SOURCE:: American Journal of Hospital Pharmacy (1993), 50(7),
1405-9
CODEN: AJHPAS; ISSN: 0002-9289
DOCUMENT TYPE: Journal
LANGUAGE : English
AB Diethylhexyl phthalate (DEHP) was leached from polyvinyl chloride
containers by polysorbate 80, poloxyethylated castor oil,
cyclosporine, miconazole, teniposide, chlordiazepoxide HCl, etoposide,
and the vehicles used in the formulation of taxol and taxotere. DEHP was

detectable immediately in some cases and increased in concentration over the

24-h
study period.

containers and administered through non-PVC tubing.
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Drugs that leach DEHP should be prepared in non-PVC

TITLE: Ophthalmic solutions containing cyclosporin and
surfactants

INVENTOR(S) : Hata, Kunio; Murano, Masaru; Ueda, Shogo

PATENT ASSIGNEE(S): Sankyo Co, Japan

SOURCE:: Jpn. Kokai Tokkyo Koho, 4 pp.
CODEN: JKXXAF

DOCUMENT TYPE: Patent

LANGUAGE : Japanese

FAMILY ACC. NUM. COUNT: 1
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JP 05058906 A 19930309 JP 1991-226990 19910906
PRIORITY APPLN. INFO.: JP 1991-226990 19910906
AB Aqueous ophthalmic solns. contain cyclosporin (I) and surfactants chosen
from polysorbate, polyoxyethylene hydrogenated castor oil, and
polyoxyethylene fatty acid esters. The solns. show good stability and do
not irritate the eyes. I 0.5, polyoxyethylene hydrogenated castor oil 20,
NaCl 8 g, antiseptic, and H20 to 1000 mL were mixed to give an ophthalmic

solution
OS.CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD
(2 CITINGS)
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DRAFT CLAIM AMENDMENT
U.S. Patent Application No. 13/967,179
Attorney Ref: 17618CONSB (AP)
FOR DISCUSSION PURPOSES ONLY

37. (Currently Amended) A method of treating dry eye disease, the method comprising topically
administering to the eye of [[[the]] a human in need thereof an emulsion at a frequency of twice a day,
wherein the emulsion comprises cyclosporin A in an amount of about 0.05% by weight, polysorbate 80,

Pemulen-acrylate/C10-30 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 treating dry eye disease.

60. (Currently Amended) A method of treating dry eye disease, the method comprising the step of

topically administering to an eye of a human in need thereof an emulsion, the emulsion comprising:
cyclosporin A in an amount of about 0.05% by weight;
castor oil in an amount of about 1.25% by weight;
polysorbate 80 in an amount of about 1.0% by weight;

Pemulen-acrylate/C10-30 alkyl acrylate cross-polymer in an amount of about 0.05% by weight;

glycerine in an amount of about 2.2% by weight;
sodium hydroxide; and
walter;

wherein the emulsion is effective in treating dry eye disease.
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Docket No. 17618CONS5B (AP)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

Applicant: Acheampong, et al. Examiner: Marcela M Cordero Garcia
Serial No.: 13/967,179 Group Art Unit: 1658

Filed: August 14,2013 Confirmation No. 8654

For: METHODS OF PROVIDING Customer No.: 51957
THERAPEUTIC EFFECTS USING

CYCLOSPORIN COMPONENTS

RESPONSE TO NON FINAL OFFICE ACTION DATED OCTOBER 11, 2013

Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313-1450

Dear Sir:

These papers are filed in reply to the Office Action mailed October 11, 2013.
Amendments to the claims begin at page 2;
Summary of the Interview begins at page 7;

Remarks follow on page 8.
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Docket No. 17618CONS5B (AP)

AMENDMENTS TO THE CLAIMS

The following claims replace all prior versions of claims submitted in this application.
Only those claims being amended herein show their changes in highlighted form, where
insertions appear as underlined text (e.g., insertions) while deletions appear as

strikethrough or surrounded by double brackets (e.g. deletions or [[deletions]]).

1-36. (Canceled)

37. (Currently Amended) A method of treating dry eye disease, the method comprising
topically administering to the eye of the a human_in need thereof an emulsion at a
frequency of twice a day, wherein the emulsion comprises cyclosporin A in an amount of

about 0.05% by weight, polysorbate 80, Pemten acrylate/C10-30 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 treating dry eye disease.

38. (Previously Presented) The method of Claim 37, wherein the emulsion further

comprises a tonicity agent or a demulcent component.

39. (Previously Presented) The method of Claim 38, wherein the tonicity agent or the

demulcent component is glycerine.

40. (Previously Presented) The method of Claim 37, wherein the emulsion further

comprises a buffer.

41. (Previously Presented) The method of Claim 40, wherein the buffer is sodium
hydroxide.

42. (Previously Presented) The method of Claim 37, wherein the topical ophthalmic

emulsion further comprises glycerine and a buffer.
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43. (Previously Presented) The method of Claim 37, wherein the emulsion comprises

polysorbate 80 in an amount of about 1.0% by weight.

44. (Currently Amended) The method of Claim 37, wherein the emulsion comprises

Pemulen acrylate/C10-30 alkyl acrylate cross-polymer in an amount of about 0.05% by

weight.

45. (Previously Presented) The method of Claim 37, wherein the emulsion further

comprises glycerine in an amount of about 2.2% by weight and a buffer.

46. (Previously Presented) The method of Claim 45, wherein the buffer is sodium
hydroxide.

47. (Currently Amended) The method of Claim 37, wherein, when the emulsion is
administered to an eye of a human-in-an-effective-ameuntintreating dry-eye-syndreme,

the blood of the human has substantially no detectable concentration of cyclosporin A.

48. (Previously Presented) The method of Claim 42, wherein the emulsion has a pH in

the range of about 7.2 to about 7.6.

49. (Currently Amended) The method of Claim 37, wherein the emulsion is as
substantially therapeutically effective as a[[n]] second emulsion administered to a human

in need thereof at a frequency of twice a day, the second emulsion comprising

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

weight.

50. (Currently Amended) The method of Claim 37, wherein the emulsion achieves at
least as much therapeutic effectiveness as a[[n]] second emulsion administered to a

human in need thereof a frequency of twice a day, the second emulsion comprising
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cyclosporin A in an amount of 0.1% by weight and castor oil in an amount of 1.25% by

weight.

51. (Currently Amended) The method of Claim 37, wherein the emulsion breaks down
more quickly in the eye of a human, once administered to the eye of the human, thereby
reducing vision distortion in the eye of the human as compared to a[[n]] second emulsion

that contains only 50% as much castor oil.

52. (Currently Amended) The method of Claim 37, wherein the emulsion, when
administered to the eye of a human, demonstrates a reduction in adverse events in the

human, relative to a[[n]] second emulsion administered to a human in need thercof a

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

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

53. (Currently Amended) The method of Claim 52, wherein the adverse events inelude

are side effects.

54. (Currently Amended) A method of reducing side effects in a human sufferingfrom
being treated for dry eye syndrome, the method comprising the step of topically

administering to the eye of the human in need thereof an emulsion at a frequency of twice
a day, wherein the emulsion comprises:

cyclosporin A in an amount of about 0.05% by weight;

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

polysorbate 80 in an amount of about 1.0% by weight;

Pemulen acrylate/C10-30 alkyl acrylate cross-polymer in an amount of about
0.05% by weight;

a tonicity component or a demulcent component in an amount of about 2.2% by
weight;
a buffer; and

water,
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wherein the topical ophthalmic emulsion has a pH in the range of about 7.2 to

about 7.6.

55. (Previously Presented) The method of Claim 54, wherein the buffer is sodium
hydroxide.

56. (Previously Presented) The method of Claim 54, wherein the tonicity component or

the demulcent component is glycerine.

57. (Currently Amended) The method of Claim 54, wherein, when the emulsion is
administered to the eye of a human in-an-effective-amountin- for treating dry eye
syndrome, the blood of the human has substantially no detectable concentration of the

cyclosporin A.

58. (Canceled)

59. (Previously Presented) The method of Claim 54, wherein the emulsion is effective in

treating dry eye disease.

60. (Currently Amended) A method of treating dry eye disease, the method comprising
the step of topically administering to an eye of a human in need thereof an emulsion_at a

frequency of twice a day, the emulsion comprising:

cyclosporin A in an amount of about 0.05% by weight;

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

polysorbate 80 in an amount of about 1.0% by weight;

Pemulen acrylate/C10-30 alkyl acrylate cross-polymer in an amount of about
0.05% by weight;

glycerine in an amount of about 2.2% by weight;
sodium hydroxide; and

water,
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wherein the emulsion is effective in treating dry eye disease.

61. (Previously Presented) The method of Claim 60, wherein the emulsion has a pH in

the range of about 7.2 to about 7.6.
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SUMMARY OF INTERVIEW

Attendees, Date and Type of Interview

An in-person interview was conducted on October 3, 2013 at the USPTO and was
attended by Examiner Cordero Garcia, Laura L. Wine, Dr. Rhett Schiffman, Dr. Mayssa
Attar, and Debra Condino.

Exhibits and/or Demonstrations

Data demonstrating unexpected results and commercial success of the claimed
method were presented. Data and information regarding the claimed method’s
satisfaction of a long felt need were also presented.

Identification of Claims Discussed

The Claims were discussed, focusing on Claims 37 and 54.

Identification of Prior Art Discussed

The prior art of record was discussed, focusing on Ding (U.S. Patent No.
5,474,979).

Proposed Amendments

It was proposed to amend Claims 54 to recite a range of pH in the claimed
method.

Principal Arguments and Other Matters

The Applicants presented data demonstrating unexpected results, commercial
success, and satisfaction of a long felt need of the claimed methods. While the Applicants
do not acquiesce to any prima facie case of obviousness, the evidence of non-obviousness
presented at the interview overcomes the prima facie obviousness rejection.

Results of Interview

It was agreed that the evidence of non-obviousness presented rendered the claims
allowable and overcame the prior art of record. It was agreed that the Applicants would

file a response, presenting data and arguments discussed at the interview.
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REMARKS
This Reply responds to the Office Action sent October 11, 2013 , in which the
Office Action rejected Claims 37-61. Claim 58 is newly cancelled. Claims 37, 44, 47,
49-54, 57, and 60 have been amended. Thus, Claims 37-57 and 59-61 are currently
pending. No new matter has been added by this amendment, and all amendments to the
claims are fully supported by the originally filed application. The Applicants respectfully

submit that the claims are in condition for allowance.

Claim Rejections
35US.C. § 112, second paragraph

Claims 37-61 were rejected under 35 U.S.C. § 112, second paragraph as being
indefinite for failing to particularly point out and distinctly claim the subject matter
which Applicants regard as the invention. The Applicants submit that the amendments to
the claims submitted herewith render the rejection under 35 U.S.C. § 112, second
paragraph moot. Thus, the Applicants respectfully request that the claim rejections under

35 U.S.C. § 112, second paragraph be withdrawn.

35 US.C. 103(a)
The Office Action rejected Claims 37-61 under 35 U.S.C. 103(a) as being
unpatentable as obvious in view of U.S. Patent No. 5,474,979 to Ding et al. (“Ding”).

The Applicants submit that the prima facie case of obviousness has not been
properly established against the pending claims. However, the Applicants submit that the
unexpected results, commercial success, and satisfaction of long felt need obtained with
the claimed methods and failure of others overcome the prima facie obviousness rejection
asserted in the Office Action.

The Federal Circuit has held that objective evidence of nonobviousness must
always be taken into account before a conclusion on obviousness is reached. Similarly,
M.P.EP. 716.01(a) states that “[a]ffidavits or declarations, when timely presented,
containing evidence of criticality or unexpected results, commercial success, long-left but

unsolved needs, failure of others, skepticism of experts, etc., must be considered by the
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Patent Office in determining the issue of obviousness of claims for patentability under 35
U.S.C. 103.” Thus, the Graham factors, including the use of objective evidence of
secondary considerations to rebut a prima facie case of obviousness, remains the
framework to be followed for a determination of obviousness. The Federal Circuit has
even stated that “evidence of secondary considerations may often be the most probative
and cogent evidence in the record. It may often establish that an invention appearing to
have been obvious in light of the prior art was not.” See, Stratoflex Inc. v. Aeroquip

Corp., 713 F.2d 1530, 1538 (Fed. Cir. 1983).

The Claimed Methods Provide Surprising and Unexpected Results

As discussed in the interview with the Examiner, the claimed methods provide
surprising and unexpected results in view of the prior art (e.g. Ding). According to
MPEP § 2144.05 (1II), the Applicants can rebut a presumption of obviousness based on a
claimed invention that falls within a prior art range by showing “(1) [t]hat the prior art

taught away from the claimed invention...or (2) that there are new and unexpected

results relative to the prior art.” lron Grip Barbell Co., Inc. v. USA Sports, Inc., 392
F.3d 1317, 1322, 73 USPQ2d 1225, 1228 (Fed. Cir. 2004).

In support of this position, the Applicants submit herewith as Exhibit 1 a
Declaration of Dr. Rhett M. Schiffman under 37 C.F.R. § 1.132 (hereinafter, “Schiffman
Declaration 1”), Chief Medical Officer at Neurotech, with over 12 years of experience as
a clinician in the eye care field. The Applicants also submit herewith as Exhibit 2, a
Declaration of Dr. Mayssa Attar under 37 C.F.R. § 1.132 (hercinafter, “Attar
Declaration”), Research Investigator at Allergan, Inc., the assignee of record of the
present application, with about 15 years of experience in the pharmacokinetics field.

As described by Dr. Schiffman and Dr. Attar in their respective declarations,
supported by examples and experiments, the claimed methods provided unexpected
results compared to the prior art with regards to two key objective testing parameters for
dry eye or keratoconjunctivis sicca: Schirmer Tear Testing and decrease in corneal
staining, and with regards to reduction in blurred vision and decreased use of artificial

tears. Specifically, the claimed methods provided unexpected results compared to
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formulations 1E and 1D disclosed in Ding, which included 0.05% by weight cyclosporin
A and 0.625% by weight castor oil and 0.10% by weight cyclosporin A and 1.25% by
weight castor oil, respectively. See Ding, col. 4, lines 34-43.

As described by Dr. Schiffman in paragraphs 17-20 of Schiffman Declaration 1
and as seen in Exhibits E and F to Schiffman Declaration 1, surprisingly, the claimed
methods demonstrated an 8-fold increase in relative efficacy for the Schirmer Tear Test
(“STT”) score in the first study of Allergan’s Phase 3 trials compared to the relative
efficacy for the 0.05% by weight cyclosporin A/0.625% by weight castor oil formulation
disclosed in Example 1E of Ding, tested in Phase 2 trials. The data presented herewith
represents the subpopulation of Phase 2 patients with the same reductions in tear
production (<5 mm/5 min) as those enrolled in the Phase 3 studies. Schiffman
Declaration 1 at 98. Exhibits E and F also illustrate that the claimed methods also
demonstrated a 4-fold improvement in the relative efficacy for the Schirmer Tear Test
score for the second study of Phase 3 and a 4-fold increase in relative efficacy for
decrease in corneal staining score in both of the Phase 3 studies compared to the 0.05%
by weight cyclosporin A/0.625% by weight castor oil formulation tested in Phase 2 and

disclosed in Ding (Ding 1E). This was clearly a very surprising and unexpected result.
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Exhibit E of Schiffman Declaration 1
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This dramatic increase in relative efficacy between the claimed methods and the
formulation disclosed in Examples 1E and 1D of Ding was especially unexpected in view
of pharmacokinetic data. As described by Dr. Attar in paragraph 7 of the Attar
Declaration, pharmacokinetic studies were performed on animal eyes, which compared
the pharmacokinetic properties of several cyclosporin A-containing formulations,
including formulations containing 0.05% by weight cyclosporin A and 0.625% by weight
castor oil, formulations containing 0.05% by weight cyclosporin A and 1.25% by weight
castor oil, and formulations containing 0.1% by weight cyclosporin A and 1.25% by
weight castor oil. This data was compiled and organized in Exhibit B to the Attar

Declaration, reproduced below:

Exhibit B to Attar Declaration
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As described in paragraph 7 of the Attar Declaration, this chart shows that the
amount of cyclosporin A that reaches the cornea and conjunctiva, ocular tissues that are

highly relevant for the treatment of dry eye or keratoconjunctivis sicca, is higher for the
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formulation containing 0.05% by weight cyclosporin A and 0.625% by weight castor oil
(Ding 1E) than the formulation containing 0.05% by weight cyclosporin A and 1.25% by
weight castor oil (the formulation in the claimed methods) relative to the formulation
containing 0.1% by weight cyclosporin A and 1.25% by weight castor oil (Ding 1D).
According to Dr. Attar, this data teaches that the claimed methods using the formulation
containing 0.05% by weight cyclosporin A and 1.25% by weight castor oil would be less
therapeutically effective than the formulation containing 0.05% by weight cyclosporin A
and 0.625% by weight castor oil or the formulation containing 0.10% by weight
cyclosporin A and 1.25% by weight castor oil. Attar Declaration at 9§ 8. Similarly,
according to Dr. Schiffman, this data shows that, since lower levels of cyclosporin A
were reaching the ocular tissues relevant for the treatment of dry eye, one of skill in the
art would have expected patients receiving the formulation in the claimed methods to
exhibit a lesser decrease from baseline in corneal staining score and a lesser increase
from baseline in Schirmer Score relative to the corneal staining scores and Schirmer
Scores of the patients receiving the 0.05% by weight cyclosporin A / 0.625% by weight
castor oil formulation (Ding 1E) in the Phase 2 trials, as illustrated in Schiffman
Declaration 1, Exhibit B. See Schiffman Declaration 1 at 9| 13.

As described by Dr. Schiffman in paragraphs 14-15 of Schiffman Declaration 1,
surprisingly, the claimed method was equally or more therapeutically effective for the
treatment of dry eye or keratoconjunctivitis sicca than the formulation containing 0.10%
by weight cyclosporin A and 1.25% by weight castor oil (Ding 1D) according to corneal
staining  score, Schirmer Score, an improvement in the common dry
eye/keratoconjunctivitis sicca symptom of blurred vision and a greater decrease in the
number of artificial tears used by patients.

Taking the results of the studies and data presented in the Attar and Schiffman 1
Declarations together, it is clear that the specific combination of 0.05% by weight
cyclosporin A with 1.25% by weight castor oil is surprisingly critical for therapeutic
effectiveness in the treatment of dry eye or keratoconjunctivitis sicca.

Accordingly, the Applicants submit that the Declarations of Drs. Rhett M.
Schiffman (Schiffman Declaration 1) and Attar, together with the data presented in those
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declarations, provide clear and convincing objective evidence that establishes that the
claimed methods, including administration of a formulation with 0.05% by weight
cyclosporin A and 1.25% by weight castor oil, demonstrate surprising and unexpected
results, including improved Schirmer Tear Test scores and corneal staining scores (key
objective measures of efficacy for dry eye or keratoconjunctivitis sicca) and improved
visual blurring and reduced artificial tear use as compared to the prior art, for example,
emulsion formulations disclosed in Ding, including formulations with 0.05% by weight
cyclosporin A and 0.625% by weight castor oil (Ding 1E) and formulations with 0.10%
by weight cyclosporin A and 1.25% by weight castor oil (Ding 1D).

The Claimed Methods are Commercially Successful

As discussed during the Examiner interview, in addition to having surprising and
unexpected results, the claimed methods have demonstrated commercial success. In
support of this position, the Applicants submit herewith as Exhibit 3, a Declaration of
Aziz Mottiwala under 37 C.F.R. § 1.132 (hereinafter, “Mottiwala Declaration”), Vice
President of Marketing at Allergan for Allergan’s Dry Eye Product Franchise.

As explained by Mr. Mottiwala, RESTASIS®, which is a commercial embodiment
of the claimed methods, has been sold since 2003. See Mottiwala Declaration at 9 2.
Since the launch of RESTASIS® in 2003, worldwide sales of the drug have increased
steadily. See Mottiwala Declaration at 4 3 and Exhibit B to Mottiwala Declaration.
Currently, annual world-wide net sales for RESTASIS® are over $200 million per
quarter, and nearing $800 million annually. See Mottiwala Declaration at 9 4. This is
strong evidence of commercial success. See Id. As there is no other FDA-Approved
therapeutic treatment for dry eye available on the US market, RESTASIS® owns 100%
of the market share. /d.

Accordingly, the Applicants assert that the Declaration of Aziz Mottiwala provides
objective evidence that unequivocally establishes that the present invention as embodied

in RESTASIS® has been met with commercial success.
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The Claimed Methods Satisfied a Long-Felt Need

As discussed during the Interview, the claimed methods also resolve a long-felt
need for a therapeutic treatment for dry eye or keratoconjunctivitis sicca. In support of
this position, the Applicants submit herewith as Exhibit 4, a Declaration of Dr. Rhett M.
Schiffman under 37 C.F.R. § 1.132 (hereinafter, “Schiffman Declaration 2”).

According to the MPEP, establishing long-felt need requires objective evidence
that an art recognized problem existed in the art for a long period of time without
solution. See MPEP § 716.04.

First, the need must have been a persistent one that was recognized by those of
ordinary skill in the art. /d. As explained by Dr. Schiffman, dry eye/keratoconjunctivis
sicca has been a known, persistent ocular disorder for many years. Publications on dry
eye date back to at least the 1970’s, and interest and publication on the subject has
increased substantially since. See Schiffman Declaration 2 at 99 2-4.

Second, the long-felt need must not have been satisfied by another before the
invention by applicant. MPEP 716.04. As explained by Dr. Schiffman, no other
therapeutic dry-eye drug has been approved by the FDA before or since RESTASIS®.
See Schiffman Declaration 2 at q 8. Other treatments for dry eye, such as artificial tears,
have been commercially available, but they only exhibit a palliative effect, and do not
work to increase tear production or otherwise treat the disease. See Schiffman
Declaration 2 at 9| 4.

Third, the invention must in fact satisfy the long-felt need. MPEP 716.04. As
shown by the FDA’s approval of RESTASIS® and the praise in the industry discussed by
Dr. Schiffman at paragraph 8 of Schiffman Declaration 2, the claimed methods have
satisfied the long felt need. As explained above, RESTASIS® has been met with great
commercial success, which further shows the satisfaction of the long felt need.

Several other companies have tried to develop therapeutic drugs for FDA approval,
but many have failed. See Schiffman Declaration 2 at § 9 and Exhibit N. The Federal
Circuit has implicitly accepted that failure to obtain FDA approval is relevant evidence of
failure of others. Knoll Pharm. Co. v Teva Pharms. USA, Inc., 367 F.3d 1381, 1385 (Fed.
Cir. 2004).
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Accordingly, the Applicants assert that the second Declaration of Dr. Rhett M.
Schiffman provides objective evidence that unequivocally establishes that the present
invention as embodied in RESTASIS® has satisfied a long felt need and that others have
failed to meet such a long felt need.

Hence, in view of the evidence presented above and presented in the attached
declarations, the Applicants submit that the unexpected results, commercial success, and
satisfaction of long felt need obtained from the claimed methods successfully rebut the
prima facie case of obviousness presented in the Office Action. Thus, the Applicants
respectfully request that the Examiner withdraw the outstanding rejections under 35

U.S.C. § 103.

Ding Teaches Away From the Claimed Method
The Applicants also submit that a prima facie case of obviousness has not been
established because Ding does not disclose or suggest administering an emulsion of

0.05% cyclosporine and 1.25% castor oil at a frequency of twice a day. as required by the

pending independent claims (i.e. 37, 54, and 60). Rather, Ding only discloses

administration of emulsions, other than 0.05% cyclosporine and 1.25% castor oil, eight
times a day for seven days. See Ding at col. 4, lines 31-44 and col. 5, lines 14-17.

Moreover, the Applicants also submit that one of skill in the art at the time the
invention was made would not have reduced the frequency of administration of the
compositions disclosed in Ding from eight times a day to twice a day because Ding
teaches away from such a modification. See MPEP § 2145(X)(D).

Notably, Ding discloses that therapeutic levels of cyclosporine were reached after
dosage of the Example compositions 1A-1D, which included between 0.10 — 0.40 wt%
cyclosporin (higher than the currently claimed amount of cyclosporin). See Ding at col.
5, lines 15-23. The Applicants submit that one of skill would not be motivated to
decrease both the concentration of cyclosporin and the frequency of dosage in Ding, as
such a modification may not reach therapeutic levels required for successful treatment

with the drug.
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Thus, at least for the reasons presented above, the Applicants respectfully request

that the Examiner withdraw the outstanding rejections under 35 U.S.C. § 103.

Obviousness-Type Double Patenting Rejection

Claims 37-61 were rejected for non-statutory obvious-type double patenting in
view of claims 1-8 of the Ding reference.

The Applicants submit that the pending claims are patentably distinct from claims
1-8 of Ding for at least the same reasons argued above. The Applicants respectfully
request, therefore, that the Office withdraw the double patenting rejection of Claims 37-

61 in view of claims 1-8 of Ding.

Provisional Obviousness-Type Double Patenting Rejection

Claims 37-61 were rejected for provisional non-statutory obvious-type double
patenting in view of claims 37-60 of copending U.S. Patent Application No. 13/967,168,
claims 37-60 of copending U.S. Patent Application No. 13/961,835, claims 37-61 of
copending U.S. Patent Application No. 13/967,163, claims 37-61 of copending U.S.
Patent Application No. 13/961,828, claims 37-60 of copending U.S. Patent Application
No. 13/967,189, and claims 37-60 of copending U.S. Patent Application No. 13/961,808.

While the Applicants do not necessarily agree with the provisional non-statutory
obviousness-type double patenting rejections recited above, in order to expedite
prosecution, terminal disclaimers in the aforementioned applications were filed on
October 7, 2013. Thus, the Applicants submit that the provisional obviousness-type
double patenting rejection has been rendered moot and request that this provisional

obviousness-type double patenting rejection be withdrawn.
Provisional Statutory Double Patenting Rejection
Claims 37-61 were rejected for statutory double patenting in view of claims 37-61

of co-pending U.S. Patent Application No. 13/961,818. Since this is a provisional
statutory double patenting rejection, the Applicants request that the Examiner allow the
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present case to proceed to allowance over the other aforementioned case. See MPEP §
804(2). The Applicants respectfully request, therefore, that the Office withdraw the

provisional statutory double patenting rejection.

Conclusion
In view of the foregoing, the Applicants believe all claims now pending in the
present application are in condition for allowance.

The Commissioner is hereby authorized to charge any fees required or necessary
for the filing, processing or entering of this paper or any of the enclosed papers, and to
refund any overpayment, to deposit account 01-0885.

If the Examiner believes a telephone conference would expedite prosecution of

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

Respectfully submitted,

/Laura L. Wine/
Date: October 14, 2013

Laura L. Wine
Attorney of Record
Registration Number 68,681

Please direct all inquiries and correspondence to:
Laura L. Wine, Esq.

Allergan, Inc.

2525 Dupont Drive, T2-7H

Irvine, California 92612

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

18

APOTEX 1019, pg. 2128



APOTEX 1019, pg. 2129



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
DECLARATION UNDER 37 C.FR. 1.132
of Dr. Rhett M. Schiffman,
I, Rhett M. Schiffman, M.D., declare as follows:

1. Tam currently a Vice President and Chief Medical Officer at Neurotech. I have an M.D,
Masters Degrees in Clinical Research Design and Statistical Analysis and in Health
Services Administration, a Bachelor’s degree in Bioengineering, and over 12 years of
experience in the pharmaceutical industry at Allergan, Inc. (“Allergan”). I was also a
clinical investigator in the Phase 3 studies for Restasis®. I am a co-inventor on several
issued patents and pending applications related to treatment methods using ophthalmic
products. My curriculum vita, which contains a list of my publications to which I
contributed, is attached to this declaration as Exhibit A.

2. T have been informed of the general nature of the rejections made by the Patent Office
with respect to the previously presented claims of the above-referenced patent application
and I am familiar with the references that the Patent Office has relied on in making these
rejections. For example, I am aware of U.S. Patent No. 5,474,979 to Ding et al. (“Ding”).

3. Restasis® is an FDA approved product that is a commercial embodiment of the
invention. Specifically, Restasis® is approved as a 0.05% by weight cyclosporin
ophthalmic emulsion useful for the treatment of ophthalmic conditions, such as dry eye.
Specifically, Restasis® ophthalmic emulsion is indicated to increase tear production in
patients whose tear production is presumed to be suppressed due to ocular inflammation
associated with keratoconjunctivitis sicca.

4. T have reviewed the pending claims in the present application, and the pending claims
cover the specific formulation of Restasis® and/or the approved methods of treatment of
dry eye or keratoconjunctivitis sicca for Restasis®.

5. In creating and testing the claimed methods and compositions, several unexpected
benefits were discovered using the claimed compositions and/or claimed methods.

6. During development of a drug for the treatment of dry eye disease or keratoconjunctivitis
sicca, Allergan performed a randomized, multicenter, double-masked, parallel-group,
dose-response controlled Phase 2 trial on several cyclosporin-A and castor oil-containing
formulations. In this Phase 2 study of moderate to severe KCS, the safety and efficacy of
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four cyclosporin A-containing emulsion compositions were compared to one another:
0.05% by weight cyclosporin A with 0.625% by weight castor oil, 0.10% by weight
cyclosporin A with 1.25% by weight castor oil, 0.20% by weight cyclosporin A with
2.5% by weight castor oil, and 0.40% by weight cyclosporin A with 5.0% by weight
castor oil. A vehicle containing 2.5% by weight castor 0il was also tested and compared
to these formulations. In this study, patients with moderate to severe dry eye disease were
treated twice daily with one of the aforementioned cyclosporin A-containing formulations
or a vehicle. All of the cyclosporin A-containing formulations as well as the vehicle also
included 2.2% by weight glycerine, 1.0% by weight polysorbate 80, 0.05% by weight
Pemulen, sodium hydroxide, and water. To the best of my knowledge, the specific
cyclosporin-A containing formulations tested in humans in this Phase 2 study are
disclosed in the Ding reference. Results from this study illustrating the change from
baseline in corneal staining and change from baseline in Schirmer Score, key objective
testing measures for dry eye or KCS, are shown in Exhibit B, Figures 1 and 2,
respectively.

. As shown in Exhibit B, Figure 1, the 0.1% by weight cyclosporin A/ 1.25% by weight
castor oil formulation demonstrated a greater decrease in corneal staining than the 0.05%
by weight cyclosporin A/0.625% by weight castor oil formulation. As shown in Exhibit
B, Figure 2 the 0.1% by weight cyclosporin A/ 1.25% by weight castor oil formulation
demonstrated a greater increase in Schirmer Score (tear production) at week 12 than any
other formulation tested, including the 0.05% by weight cyclosporin A/0.625% by weight
castor oil formulation. Corneal staining and Schirmer score are key objective measures
for determining dry eye or keratoconjunctivitis sicca disease severity.

. After Allergan’s Phase 2 study, Allergan initiated a Phase 3 study. In Allergan’s
multicenter, randomized, double-masked Phase 3 trials, Allergan compared the efficacy
and safety of the formulation containing 0.10% by weight cyclosporin A and 1.25% by
weight castor oil to a the claimed formulation (containing 0.05% by weight cyclosporin A
and 1.25% by weight castor oil), and to a vehicle containing 1.25% by weight castor oil.
The data presented in Exhibit B represents the subpopulation of moderate to severe Phase
2 patients with the same reductions in tear production (<5 mm/5 min) as those enrolled in
the Phase 3 studies. In this study, patients with moderate o severe dry eye disease were
treated twice daily with either a formulation containing 0.10% by weight cyclosporin A
and 1.25% by weight castor oil, a formulation containing 0.05% by weight cyclosporin
and 1.25% by weight castor oil, or the vehicle. Both cyclosporin A-containing
formulations and the vehicle also included 2.2% by weight glycerine, 1.0% by weight
polysorbate 80, 0.05% by weight Pemulen, sodium hydroxide, and water.
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9. I have reviewed the Declaration of Dr. Mayssa Attar (“Attar Declaration™), and I agree
with her statements made in paragraphs 6-8, reproduced here. I have attached Exhibit B
to the Attar Declaration to this Declaration as Exhibit C:

10. “It was known in the art at the time this application was filed that cyclosporin could be
administered topically locally to the eye to target and treat dry eye by using cyclosporin
A’s immunomodulatory properties to inhibit T cell activation which would lead to an
increase in tear production and potentially other therapeutic effects related cyclosporine’s
anti-inflammatory and anti-apo