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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-4s 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) 

(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. 

37. 

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. 

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

comprises glycerine and a buffer. 

42. 

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. 

(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. 

47. 

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

to about 7.6. 

(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. 

49. 

(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. 

50. 

(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. 

51. 

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. 

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

component is glycerine. 

56. 

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. 

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

to about 7.6. 

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

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. 

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

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 
Inventor: 

Nonprovisional Application Number (if 
known): Andrew Acheampong 

Title of 
Invention: 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: 

I. PI 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. 

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

II. |~l 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. 
ill. 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). 

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

Laura L. Wine Name 
(Print/Typed) 

Practitioner 
Registration Number 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. * 
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Privacy Act Statement 
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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) 
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application or expiration of the patent. 
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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 THBR&PEOTXC EFFECTS 

USING CYCLOSPORIN COMPONENTS 

5 Related Application 

This application is a continuation of 0.S* Application 

Serial No« 10/927?857, filed August 27, 2004, which claimed 

the benefit of U'."S. Provisional. Application No. 60/503, 137 

filed September 15, 2003, which is incorporated in its 

10 entirety herein by reference. 

Background of the Invention 

The present invention relates to methods of providing 

desired therapeutic effects to humans or animals using 

IS. compositions including cyclosporin components > More 

particularly, the invention relates to methods including 

administering to an eye of a human or animal a 

therapeutically effective amount of a cyclosporin component 

to provide a desired therapeutic effect, preferably a 

20 desired ophthalmic or ocular therapeutic effect. 

The use of cyclosporin~A and cyclosporin A derivatives 

to treat ophthalmic conditions has been the subject of 

various patents, for example Ding et al U.S. Patent 

5,474,979; Garst U.S, Patent 6r254,860; and Garst U.S. 

25 6,350,442, this disclosure of each of which is incorporated 

in its entirely herein, by reference. In addition, 

cyclosporin A compositions used in treating ophthalmic 

conditions is the* subject of a number of publications. 

Such publications include, for example, "Blood 

long-term treatment 

with cyclosporin, a Qphthalmic erftulsions in. patients with 

moderate to severe dry eye disease," Small et al, J Ocul 

Pharmacol Ther, 2002 Octr 18(5);411-8; "Distribution of 

30 n yclospor a 
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cyclosporin A in ocular tissues after topical -»* * - ; 

X' 

Acheampong et a1, Curr Eye Res/ 199S Febt 18 (2):91~103b; 
<vCyclospQrine distribution into the conjunctiva, cornea, 

5 lacrimal gland, and systemic blood 

of cyclospoyine to rabbit, 

et ai, Adv Exp Med Biol, 19-98, 438:1001-4; 

safety studies of cyclosporine ophtha.liril.c emulsion," 

Angelov et al, Adv Exp Med Biol, 1998, 438:991-5; 

10 ^Cyclosporin & Emulsion & Eye," Stevenson et al. 

Ophthalmology, 2000 May, 107(5) ; 967-7-4; and "Two 

raulticenter, .randomized studies of the efficacy and safety 

of cyclosporine aphthaifflic eroulsion in .moderate to severe 

disease. CsA Phase 3 

IS Ophthalmology, 2000 Apr, 107 (4}.-: 631-9, Each of these 

publications is i.ncorporafced in its entirety herein by 

reference. In addition, cyclosporin A:-coni.taining oil-in-

watet emulsions have been clinically tested, under 

conditions of confidentiality, since the mid 1990's in 

20 order to obtain U.S. Food and Drug Mmnistration (FDA) 

regulatory approval. 

dosing 

human eyes," Acheampong 

^Preclinical 

op 

p," Sail et al. u 

Examples of useful cyclosporin A-containing emulsions 

are set out in Ding et al U.S. Patent 5, 474,37EL Example 1 

of this patent shows a series of emulsions in which the 

ratio of cyclosporin A to castor oil in each of these 

compositions was 0.08 or greater, except for Composition 8, 

which included 0.2% by weight cyclosporin A and 5% by 

weight castor oil. 

significance in Composition B relative to Compositions A, C 

25 

The Ding et ai patent placed no 

30 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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With cyclosporin 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 to soiubilize the cyclosporin h-. Thus, if 

5 reduced amounts of cyclosporin are eittployed, reduced 

amounts of castor oil are needed to provide effective 

solubilization of cyclosporin A. 

There continues to be a need for providing enhanced 

methods of treating ophthalmic or ocular conditions with 

10 eyclosporin-containing emulsions. 

by weight of cyclosporin A. 

Stumaary of the Inventioft 

New methods of treating a human or animal using 

cyclosporin component-containing emulsions have been 

15 discovered. Such methods provide .substantial overall 

efficacy in providing desired therapeutic effects. In 

addition, other important benefits are obtained employing 

the present methods. For example^ patient safety is 

enhanced. In particular,, the present methods provide for 

20 reduced risks ot side effects and/or drug interactions. 

Prescribing physicians advantageously 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 

25 interactions. The present methods can be easily practiced. 

In short, the present methods provide substantial and 

acceptable overall efficacy, together with other 

advantages, such as increased safety and/or flexibility. 

In one aspect of the present invention, the present 

30 methods comprise administering to an eye of a human or 

animal a composition in the form of an emulsion comprising 

water, a hydrophobic component and a cyclosporin component 
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in a therapeutically effective amount of less than 0,1% by 

weight of the composition, 

cyclosporin component to the hydrophobic component is less 

than 0,08, 

The weight ratio of the 

It has been found that the relatively increased 

amounts of hydrophobic, component together with relatively 

reduced, yet therapeutically effective, amounts of 

cyclosporin component provide substantial and advantageous 

benefits. For example, the overall efficacy of the present 

10 compositions, for example in treating dry eye disease, is 

substantially equal to an identical composition in which 

the cyclosporin component is present in an amount of 0,1% 

by weight. Further, a relatively high concentration of 

hydrophobic component is believed to provide for a more 

15 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 

2.0 amounts of the active cyclosporin component mitigates 

against undesirable side effects and/or potential drug 

interactions, 

In short, the present invention provides at least one 

advantageous benefit, and preferably a plurality of 

25 advantageous benefits. 

5 

The present methods are useful in treating any 

suitable condition which is therapeutically sensitive to or 

treatable with cyclosporin components. Such conditions 

preferably are ophthalmic or ocular conditions, that is 

30 relating to or having to do with one or more parts of an 

eye of a human or animal. Included among such conditions 

without limitation, dry syndrome, are. eye 
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phaeoanaphylactic endophthalmitis r uveitis,, vernal 

conjunctivitis, atopic kerapoconjunctivitis, corneal graft 

rejection and the like conditions. The present invention 

is particularly effective in treating dry eye syndrome. 

Employing reduced eoncentrations of cyclosporin 

component, as in the present invention, is advantageously 

effective to provide the .blood of the human or animal under 

treatment with reduced concentrations of cyclosporin 

component, preferably with substantially no detectable 

10 concentration of the cyclosporin component» The 

cyclosporin component concentration of blood can be 

advantageously measured using a yalidated liquid 

chromatography/mass spectrometEy-mass spectrometry (VLC/MS-

MSJ analytical Method, such as described elsewhere herein. 

In one embodiment/ in the present methods the blood of 

the human or animal has concentrations of clyciosporin 

component of 0.1 ng/ml or less. 

Any suitable cyclosporin component effective in the 

present methods may be used. 

Cyclosporins are a group of nonpolar cyclic 

oligopeptides with known immunosuppressant activity. 

Cyclosporin h, along with several other minor metabolites# 
cyclosporin B through 1, have been identified. In 

addition, a number of synthetic analogs have been prepared. 

in general, commercially available cyclosporins may 

contain a mixture of several individual cyclosporins which 

all share a cyclic peptide structure consisting of eleven 

amino acid residues with a total irialecular weight of about 

1,200, but with different substituents or configurations of 

30 some of the amino acids. 

The term "cyclosporin component" as used herein is 

intended to include any individual meiiVber of the 

15 

20 

25 
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cyclosporin group and derivatives thereof, as well as 

mixtures of two or more individual cyclosporins and 

derivatives thereof < 

Particularly preferred cyclosporin components include, 

5 without limitation,. cyclosporin A, derivatives of 

cyclosporin ft and the like and itiixtures thereof. 

Cyclosporin A is an especially useful cyclosporin 

component. 

Any suitable hydrophobic component may be employed in 

10 the present invention. Advantageously, the cyclosporin 

component is solubilized in the hydrophobic component. The 

hydrophobic component may be considered as comprising a 

discontinuous phase in the presently useful cyclosporin 

component-containing emulsions. 

The hydrophobic component preferably is present in the 

emulsion compositions 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 1,5% by weight or more of the composition. 

Preferahiy, the hydrophobic component comprises one or 

more oily materials. Examples of useful oil materials 

inciude, without limitation, vegetable oils, animal oils, 

mineral oils, synthetic oils and the like and mixtures 

thereof.. In a very useful embodiment, the hydrophobic 

25 component comprises one or more higher fatty acid 

glycerides. Excellent results are obtained when the 

hydrophobic component comprises castor oil. 

The presently useful compositions may include one or 

more other components in amounts effective to facilitate 

30 the usefulness and effectiveness of the compositions. 

Examples of such other components include, without 

limitation, emulsifier components, tonicity components, 

15 

20 
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polyelectrolyte components, surfactant components, 

viscosity inducing components, acids and/or bases to adjust 

the pH of the composition, buffer components, preservative 

components and the like. Components may be employed which 

5 are effective to perform two or more functions in the 

presently useful compositions. For example, components 

which are effective as both eroulsifiers and surfactants may 

be employed, and/or components which are effective as both 

polyelectrolyte components and viscosity inducing 

10 components may be employed. 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 example, the desired 

therapeutic effect to be achieved, the desired properties 

15 of the compositions to foe employed, the sensitivities of 

the human or animal to whom the composition is to be 

administered, and the like factors. 

The presently useful compositions advantageously are 

ophtha1mica11y acceptable, A composition, component or 

20 material is Qphthalmically acceptable when it is compatible 

with ocular tissue, that is, it does not cause significant 

or undue detrimental effects when brought into contact with 

ocular tissues. 

Such compositions have pH's within the physiological 

25 range of about 6 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 preferably provide for an 

administering step comprising topically administering the 

30 presently useful compositions to the eye or eyes of a human 
or animal, 

Each and every feature described herein, and each and 
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every combination of 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 are apparent in the following detailed 

description, example and claims. 

5 

Detailed Description 

The present methods are effective for treating an eye 

of a hurtian or animal. Such -methods, in genera 1, comprise 

administering, preferably topically adndnis-tering, to an 

eye of a human or animal a cyclosporin component-containing 

e m u l s i o n .  T h e  e m u l s i o n  c o n t a i n s  w a t e r ,  f o r  e x a m p l e  U . S .  

15 pure water, a hydrophobic component and a cyclosporin 

component in a therapeutically effective amount of less 

than 0.11 by weight of the emulsion, 

beneficiai results have been found when the weight ratio of 

the cyclosporin component to the hydrophobic component is 

20 less than 0,08, 

As noted, above,, the present administering step 

10 

In addition. 

preferably includes topically administering the emulsion to 

Such the eye of a patient of a human or animal, 

administering may involve a single use of the presently 

useful compositions, or repeated or periodic use of. such 

compositions, for example, as required or desired to 

achieve the therapeutic effect to be obtained. The topical 

administration of the presently useful composition may 

involve providing the composition in the form of eye drops 

or similar form or other form so as to facilitate such 

topical administration. 

The present methods have been found t-o be very 

25 

30 
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effective in providing the desired therapeutic effect or 

effects while, at the same time, substantially reducing, or 

even substantially eliminating, side effects which may 

result from the presence of the cyclosporin component in 

5 the blood of the human or animal being treated, and eye 

irritation which, in the past, has been caused by the 

presence' of certain eomponents in prior art cyclosporin-

containing emulsions. Also, the use of the present 

compositions which include reduced amounts of the 

10 cyclosporin coraponents allow for more frequent 

administration of the present compositions to achieve the 

desired therapeutic effect or effects without substantially 

increasing the risk of .side, effects and/or eye irritation. 

The present methods are useful in treating any 

15 condition which is therapeuticslly sensitive to or 

treatable with cyclosporin components. Such cdnditions 

preferably are ophthalrftic or ocular 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 

20 are, without limitation, dry eye syndroitie, 

phacoanaphylactic endophthalmitis, uveitis, vernal 

conjunctivitis, atopic kerapoconjunctivitis, corneal graft 

rejection and the like conditions, The present invention 

is particularly effective in treating dry eye syndrome. 

The frequency of administration and the amount of the 

presently useful composition. to use during each 

administration varies depending upon the therapeutic effect 

to be obtained, the severity of the condition being treated 

and the like factors. The presently useful compositions 

30 are designed to allow the prescribing physician substantial 

fiexibility in treating various ocular conditions to 

achieve the desired therapeutic effect or effects with 

25 
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reduced risk of side effects and/or eye irritation. Such 

administration may occur on an as needed basis, for 

example,, in treating or managing dry eye syndrome,, on a one 

time basis or on a repeated or periodic basis once, twice, 

5 thrice or more tiroes 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 

invention is the reduced concentration of the cyclosporin 

10 component in the blood of the human or animal as a result 

of administering the present composition as described 

herein. One very useful embodiment of the present 

administering step provides no substantial detectable 

concentration of cyclosporin component in the blood of the 

15 human or animal. Cyclosporin component concentration in 

blood preferably is determined using a liquid 

chromatography-mass spectrosoopy-mass spectroscopy (LO 

MS/MS), which test has a cyclosporin component detection 

limit of 0.1 ng/rnl. Cyclosporin component concentrations 

20 below or less than 0.1 ng/ml. are therefore considered 

substantially undetectable• 

The LC-MS/MS test is advantageously run as follows. 

One ml of blood is acidified with 0.2 ml of 0.1 N HCl 

solution, then extracted with 5 ml of methyl t-butyl ether, 

25 After separation from the acidified aqueous layer, the 

organic phase is neutralized with 2 ml of 0,1 N MaQH, 

evaporated, reconstituted in a water/acefconitrile-based 

mobil phase,, and injected onto a 2.1 x 50 mm, 3pm pore size 

C-8 reverse phase high pressure liquid chromatography 

30 (HPLC) column (Keystone Scientific^ Bellefonte, Pft) . 

Compounds are gradient-eiuted at 0.2 mL/min and detected 
using an API III triple quadrupoie mass spectrometer with a 
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turbo-ionspray source. {PE-Sciejc, Concord, Ontario, Canada) . 

Molecular reaction monitoring enhances the sensitivity and 

selectivity of this assay. Protonated molecyies for the 

anaiyte and an internal standard are cailisionally 

5 dissociated and product ions at sro/2 425 are monitored for 

the anaiyte and the internal standard, 

conditions, cyclosporin ft and. the internal standard 

cyclosporin G elute •with retention times of about 3.8 

.minutes. The lower limit of quantitation is 0,1 ng/mL, at 

10 which concentration the coefficient of variation and 

deviation from nominal concentration is <15%, 

As noted previously, any suitable cyclosporin 

component effective in the present methods may be employed. 

Very useful cyclosporin components ine-iude* without. 

13 limitation, cyclosporin A, derivatives of cyclosporin A and 

the like and mixtures thereof. 

The chemical structure for cyclosporin A is 

represented by Formula 1 

Under these 

20 
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Formula X 

5 
H;.C. 

fH, 
HO 

CH, | y ̂  o HjC 
.Wi; 

N̂ 0 

10 

r N—CM, 

b0 v... 
k 
,-' >•«, 9 

'N. Y 
CH., O 

• H5c'' CH, 
q CH, 

K.c CH. 

15 

As used herein the terra "derivatives'' of a Gyclosporin^ 

refer to compounds having structures staffxciently similar 

cycipspQrin so as to function in a manner 

2.0 substantially siTtviiar to or substantially identical to the 

cyclosporin, for example, cyclosporin bf. in the present 

methods. Included, withput limitationf within the useful 

cyclosporin h •derivatives are those selected from ((R) -

methylthio^Sar)3- (4 ' -hydroxy-MeXjeu) cyclosporin hf ( (R) -

25 (Cyc 1 o) a 1 kyl th io- Sa r) 3- {41 -hydroxy-MeLeu}4~cycXo.sparin A, 

and £ {R) ~ {Gyclo} alkylthic^Sar} ̂-cyclosporin. A derivatives 

•described bei ov/, 

These cyciosporir! derivatives are represented by the 

(III), and (IV) 

to 

following general formulas, 

30: respectively: 
I * 
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Formula IX 

c; 

m 
Me. 

Me 

Me m Mfv ̂  ff 
i n „ 

0 Mr 0 

Me 08 
I s I ! / 

M«' 

NHT 

H5 0 
"̂\ M̂e 

Mt I t .. 

0 saO 

0 IjHfe 
i < 

0 Mt 0 Mft 0 f Me 0 
Me' Me Ms 

OH Me Ms 

20 Fornrala III 

(SO 

?c< M« 

Me Am 
MCv J.MCOHA. 

?! 
fr 

Me' Ms Me 
I p 

ffrnfĵ ftrrtq 0»»Nvy rf -N -NHT 

0 aaO 

If-Me 

"j? 0 

N^Ne 

0 MS 0 
Mr 

c>' 
/IP 0 Ms 

30 Me •5 
N* jT 

Me «« 

I 
O o M«5 o r Ms 

Ms- Me' 
Me 
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formula IV 

CO 
Me 

Me 

M«v .MeOr fX W L f J  Appppit^ippn qj 

Me S 
|—N NST 10 
0 Me 0 9 6 ™0 

MS' !Kk S-Me 
Me i 8 ^ $ 4 

Me 6 Me 0 / Me 0 
Me' Mc 

Me- Me"1 
OH Me Me 

15 

wherein Me is methyl; Mk is 2-6C alkylene or 3-

6G cyoloalkylene; R is OH, COCM, a1koxycarbony1, -NRiR^ or 

N.{R3)~ (CBz) -NRjRsi wherein Rl f Rz is Ht alkyl, 3~6C 

20 cycloalkyi, phenyl (optionally substituted, by halo, alkoxy, 

alkoxycairbonyl, amino, alkylamino or dialkylamino), benzyl 

or s.at'urated or unsaturated heterocyclyl having 5 or 6 

merobers and 1-3 heteroatoms; or NR1R2 is a 5 or 6 memberecl 

heterocycle which may contain a further N, 0 or S 

25 heteroatom and may be alkylated; R3 is H or alkyl and n is 

2-4; and the alkyl moieties contain 1-40. 

In one embodiment, the cyclosporin component is 

effective as an immunosuppressant, Without wishing to be 

limited to any particular theory of operation, it is 

30 believed that, in certain embodiments of the present 

invention, the cyclosporin component acts to enhance or 
restore lacrimal gland tearing in providing the desired 

0028



D~31IICQN 15 

therapeutic 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 eyclosporin components have been 5 

discussed in some detail elsewhere herein. Low 

concentrations of cyclosporin component, together with 

concentrations of the hydrophobic component such that the 

weight ratio of cyclosporin component to hydrophobic 

10 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 hydrophobic component may be 

considered as comprising a discontinuous phase in the 

15 presently useful cyclosporin component-containing 

emulsions, with the water or aqueous phase being considered 

the continuous phase in such emulsion. The hydrophobic 

component is preferably selected so as to solubilize the 

cyclosporin component, which is often substantially 

20 insoluble in the aqueous phases Thus, with a suitable 

hydrophobic component included in the presently useful 

emulsions, the cyclosporin component is preferably 

solubilized in the emulsions. 

In one very useful embodiment, the hydrophobic 

25 component comprises an oily material, in particular, a 

material which is substantially not miscible in water. 

Examples of useful oily materials include, without 

limitation, vegetable oils, animal oils, mineral oils, 

synthetic oils, and the like and mixtures thereof. Thus, 

30 the present hydrophilic components may comprise naturally 

occurring oils, including, without limitation refined 

naturally occurring oils, or naturally occurring oils which 
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have been processed to alter their chemical structures to 

some extent or ails which are substantially entirely 

synthetic. One very useful hydrophobic component includes 

higher fatty acid glycerides. 

Examples of useful hydrophobic components include, 

without limitation, olive oil, arachis oil, castor oil, 

.mineral oil, silicone fluid and the like and mixtures 

thereof. Higher fatty acid glycerides such as olive oil, 

peanut oil, castor oil and the like and mixtures thereof 

10 are part icularly useful in the present invention * 

Excellent results are obtained using a hydrophobic 

component comprising castor oil. Without wishing to lirait 

the invention to any particular theory of operation, it is 

believed that castor oil includes a relatively high 

15 concentration of ricinoleie acid which itself may be useful 

in benefitting ocular tissue and/or in providing one or 

more therapeutic effects when administered to an eye. 

The hydrophobic component is preferably present in the 

presently useful cyclosporin component-Gontaining emulsion 

compositions in an araount greater than about 0.625% by 

weight. 

20 

For example, the hydrophobic component may be 

present in an amount up to about 0,75% by weight or about 

1.0% by weight or about 1.5% by weight or more of the 

presently useful emulsion compositions. 

The presently useful compositions may include one or 25 

more other eoroponents in amounts effective to facilitate 

the usefulness and effectiveness of the present methods 

and/or the presently useful compositions. Examples of such 

other components include, without limitation, emulsifier 

eomponents, surfactant components, tonicity components, 

poly electrolyte components, emulsion stability components, 

viscosity inducing components, demulcent components, acid 

30 
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and/or bases to adjust the pH of the composition, fouffer 

components, preservative components and the like. 

In one very useful embodiment, the presently useful, 

compositions are substantially free of preservatives. 

5 Thus# the presently useful compositions may be sterilized 

and maiiitained in a sterile condition prior to use-, for 

example, provided in a sealed package or otherwise 

maintained in a substantially sterile condition. 

Any suitable emulsifier component may be employed in 

10 the presently useful compositions^ provided, that such 

emulsifier component is effective in forming ..maintaining 

the emulsion and/or in the hydrophobic component in 

emulsion, while having no significant or undue detrimental 

effect or effects on the compositions during storage or 

IS use. 

In addition, the presently useful, compositions, as 

well as each of the components of the present compositions 

in the concentration present in the composition 

advantageously are ophthalmicaily acceptable. 

Useful emulsifier components may be selected from such 

co.mponent which are conventionally used and well known in 

the art- Examples of such emulsifier components include, 

without, limitation, surface active components or surfactant 

component s which may be anionic , cat ionic, non-ionic or 

In general, the emulsifier 

20 

25 amphorteric in nature. 

component includes a hydrophobic constituent and a 

hydrophiiic eonstituent- advantageously, the emulsifier 

component is water -soluble in the presently useful 

compositions. 

30 non-ionic. 

Preferably, the emulsifier component is 

Specific examples of suitable emulsifier 

components include, without limitation, polysorbate 80, 

polyoxyalkylene alkylene ethers, polyalkylene oxide ethers 
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of alkyl alcohols, polyalkylene oxide ethers of 

alkylphenols, other emu1s i f ie rs/s a r factan t s, preferably 

nonionic emulsifiers/surfactantsj useful in ophthalmic 

compositions, and the like and mixtures thereof. 

The emulsifier component is present in an amount 

effective in forming the present emulsion and/or in 

maintaining the hydrophobic component in emulsion with the 

water or aqueous component. In one preferred embodiment, 

the emulsifier component is present in an amount in a range 

10 of about 0,1% to about 51, more preferably about 0.2% to 

about 2% and still more preferably about 0.5% to about 1,5% 

by weight ox the presently useful compositions, 

Polyelectroiyte or emulsion stabilising components may 

be included in the presently useful compositions. Such 

15 components are believed to be effective in maintaining the 

electrolyte balance in the presently useful emulsions, 

thereby stabilizing the emulsions and preventing the 

emulsions from breaking down prior to use. 

embodiment, the presently useful compositions include a 

20 polyanionic component effective as an emulsion stabilizing 

component. Examples of suitable polyanionic eomponents 

useful in the. presently useful compositions include, 

without limitation, anionic cellulose derivatives, anionic 

acrylic acid-containing polymers, anionic methacryiic acid-

25 containing polymers, anionic amino 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 not limited to.J 

5 

In one 

30 

metal carhoxy methyiceliuloses 

met a1 ca rboxy met hy1h ydroxyet hy1ce11uloses 
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metal catboxy .ine'thy 1 sta-rehs 

metal oarfeoxy methy 1 hydrOKyetyIstarchs 

hydrolyzed po.1 vacryiantides and po,1 yacry 1 anitri 1 es 

heparin 

gucoaminoglyeans 

hyaluronic acid 

chondroitin sulfate 

de m a t a n s u1fa t e 

peptides and polypeptides 

alginic acid 

metal alginates 

homopolyfflers and copolymers of one or more oft 

acrylic and methacrylic acids 

metal acrylates and met;hacry 1 ates 

vinylsulfonic acid 

meta1 vinylsu1fonate 

amino acids, soch as aspartic acid, glutamic 

' acid and the like: 

metal salts of amino acids 

p-styrenesu1fdnic acid 

metal p-styxenesulfonate 

2-met h-acryloy 1 ox ye thyl sulfonic acids 

me t a. 1 2 ~me t ha o r y I oy 1 o xe t b y 1 s u 1 f on a t e s 

3-me t hacry1oy1oxy-2-hydrox ypropy1s u1on i c ac i ds 

me ta1 3-methacry1oyioxy-2~ 

hydrcxypropy 1 s.ulfona tes 

2-acrylamido~2~methylpropanes«l.fonic acids 

roe t a 1 2 - a c r y 1 aro i d G - 2 -me t h yipr op an e s u 1 f o n a t e s 

allylsuifonic acid 

metal allylsulfonate and the like. 

5 

10 

15 

20 

25 

30 

One particularly -usefal emulsion stabilizing component 
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includes cross!inked poiyacrylates, such as carbomers and 

Pemulen® materials. Pemulen® is a registered trademark of 

B.F. Goodrich for pcdyrneric emulsifiers and are 

commercially available from B.F, Goodrich Company, 

5 Specialty Polymers & Chemicals Division, Cleveland, Ohio. 

Pemulen® materials include acrylate/C10-30 alfcyl acrylate 

cross-polymers, or high molecular weight co-polymers of 

acrylic acid and a long chain alkyi methacrylate cross-

linked with ailyl ethers of pentaerythritoi. 

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 stabilizing the presently useful emulsions and 

in providing a suitable degree of viscosity to the 

15 presently useful compositions. 

The polyeiectrolyte or emulsion stabilizing component 

advantageously is present in an amount effective to at 

least assist in stabilizing the cyclosporin component-

containing 

20 polyelectrolyte/emulsion stabilizirig component may be 

present in an amount in a range of about 0.01% by weight or 

less to about 1% by weight or more# preferably about 0.021 

by weight to about 0.5% by weight, of the composition. 

Any suitable tonicity component may be employed in 

25 accordance with the present invention. Preferably, such 

tonicity component is non-ionic, for example, in order to 

avoid interfering with the other components in the 

10 

emulsion, example. the For 

presently useful emulsions and to facilitate maintaining 

Useful the stability of the emulsion prior to use, 

tonicity agents include, without limitation, glycerine, 

mannitolf sorbitol and the like and mixtures thereof, 

presently useful emulsions are preferably within the range 

30 

The 
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of plus or minus about 20% or about 10% from being 

isotonic. 

Ophthalmic demulcent components may be included in 

effective amounts in the presently useful compositions, 

5 For example, ophthalmic demulcent components such as 

carboxymethylceiluloss, other cellulose polymers, dextran 

70, gelatin, glycerine, polyethylene glycols {e,g,, PEG 300 

and PEG 4005, polysorbate SO, propylene glycol, polyvinyl 

alcohol, povidone and the like and miKtures thereof, may be 

10 used in the present ophthalmic compositions, for example, 

coiripositions useful for treating dry .eye. 

The deimilcent components are preferably present in the 

compositions, for exaiRple, in the: form of eye drops, in an 

amount effective in enhancing the lubricity of the 

15 presently useful compositions. The amount of demulcent 

component in the present compositions may be in a range of 

at least about 0,011 or about 0,02% to about 0.5% or about 

1.0% by weight of the composition. 

Many of the presently useful polyelectrolyte/emulsion 

20 stabilizing components may also foe effective as demulcent 

components, and vice versa. The emulsifier/surfactant 

components may also be effective as demulcent components 

and vice versa. 

The pH of the emulsions can be adjusted In a 

25 conventional manner using, sodium hydroxide and/or 

hydrochloric acid to a physiological pH level. The pH. of 

the presently useful emulsions preferably is in the range 

of about 6 to about 10, more preferably about 7.0 to about 

8.0 and still more preferably about 1,2 to about 7.6, 

Although buffer components are not required in the 

presently useful compositions, suitable buffer components, 

for example, and without .limitation, phosphates, citrates. 

30 
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acetates, borates ami the like and mixtures thereof, may toe 

employed to maintain a suitable pH in the presently useful 

compositions. 

The presently useful compositions may include an 

5 effective amount of a preservative component, Any suitable 

preservative or combination of preservatives may be 

employed. Examples of suitable preservatives include, 

without limitation, bengalkonium chloride, iftethyl and ethyl 

parabens, hexetidine, phenyl mercuric salts and the like 

10 and mixtures thereof. The amounts of preservative 

components included in the present compositions are such to 

be effective in preserving the compositions and can vary 

based on the specific preservative component employed, the 

specific composition involved, the specific application 

15 involved, and the like factors, 

concentrations often are 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 

be employed. 

Very useful examples of preservative components in the 

present invention include, but are not limited to, chlorite 

components. Specific examples of chlorite components 

useful as preservatives in accordance with the present 

invention include stabilized chlorine dioxide {SCD}, metal 

25 chlorites such as alkali metal and alkaline earth metal 

chlorites, and the like and mixtures thereof. Technical 

grade (or USP grade) sodium chlorite is a very useful 

preservative component. The exact chemical composition of 

many chlorite components, for example, SCO, is not 

30 completely understood. The manufacture or production of 

certain chlorite components is described in McMchoias U.S. 

Patent 3,278,447, which is incorporated in its entirety by 

Preservative 

20 
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reference herein. Specific examples of useful SCD products 

include that sold -u-nder the trademark Dura Klor by Rio 

Linda Chemical Company* Inc., and that sold, under the 

trademark ftnthium Dioxide® by International Dioxide, Inc. 

An especially useful SCD is a product sold under the 

trademark Bio-Cide® by Bio-Cide International, Inc., as 

well as a product identified toy Allergan, Inc. by the 

trademark Purite®. 

5 

Other useful preservatives include antimicrobial 

Among the aritiraicrobiai peptides which may be 10 peptides, 

employed include, without limitation, defensins, peptides 

related to defensins, cecropins, peptides related to 

cectopins, magainins and peptides related to roagainins and 

other amino acid polymers with antibacterial, antifungal 

15 and/or antiviral activities. Mixtures of antimicrobial 

peptides or mixtures of antimicrobial peptides with other 

preservatives are also included within the scope of the 

present invention. 

The compositions of the present invention may include 

20 viscosity modifying agents or components, such as cellulose 

polymers, including hydroxypropyl methyl cellulose {HPMG}, 

hydroxyethyl cellulose (HEC), ethyl hydroxyethyl cellulose, 

hydroxypropyl cellulose, methyl cellulose and carboxymethyl 

cellulose; carbomers (e.g. carhopol, and the like}; 

25 polyvinyl alcohol; polyvinyl pyrrolidone; alginates; 

carrageenans; and guar, karaya, agarose, locust bean, 

tragacanth and xanthan gums. Such viscosity modifying 

components are employed, if at all, in an amount effective 

to provide a desired viscosity to the present compositions„ 

30 The concentration of such viscosity modifiers will 

typically vary between about 0.01 to about 5 % w/v of the 
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total composition, although other concentrations of certain 

viscosity modifying components may be employed. 

The presently useful compositions may be produced 

using conventional and well known methods: useful in 

5 producing ophthalmic products including oil-in~wat.er 

emulsions:. 

In one example, the oily phase of the emulsion can be 

combined with the cyclosporin component to solubiiize the 

cyclosporin component iii the oily material phase. The oily 

10 phase and the water may he separately heated to an 

appropriate temperature. This temperature may be the same 

in both cases, generally a few degrees to about l.O^C above 

the melting temperature of the ingredient (s) having the 

highest melting point in the case of a solid or semi-solid 

15 oily phase for emulsifier components in the oily phase. 

Where the oily phase is a liquid at .room temperature, a 

suitable temperature for preparation of a composition may 

be determined by routine experimentation in which the 

melting point of the ingredients aside from the oily phase 

20 is determined. In cases where all 'components of either the 

oily phase or the water phase are soluble at room 

temperature, no heating may be necessary. Non-emuisifying 

agents which are water soluble are dissolved in the water 

and oil soluble components including the surfactant 

25 components are dissolved in the oily phase. 

To create an oil-in-water emulsion, the final oil 

phase is gently 'mixed into either an intermediate, 

preferably da-ionized water,, phase or into the final water 

phase to create a suitable dispersion and the product is 

30 allowed to cool with or without stirring. In the case 

where the final oil phase is first gently mixed into an 

Intermediate water phase, the resulting emulsion 
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concentrate is thereafter mixed in th«. appropriate ratio 

with the: final aqueous phase. In such cases, the emulsion 

concentrate and the final aqueous phase may not be at the 

same temperature or heated atooye room temperature, as the 

5 emulsion may be already formed at this point. 

The oil-in-water emulsions of the present invention 

can be sterilized after preparation using heat, for 

example, autoclave steam sterilization or can be sterile 

filtered using, for example, a 0>22 micron sterile filter. 

Sterilization employing a sterilization filter can be used 

when the emulsion droplet {or globule or particle} six® and 

characteristics allows this. The droplet size -distribution 

of the emulsion need not be entirely below the particle 

size cutoff oi the 0.22 micron sterile filtration membrane 

15 to be sterile-fiitratable, In cases wherein the droplet 

size distribution of the emulsion is above the particle 

size cutoff of the 0.22 micron sterile filtration membrane, 

the emulsion needs to be able to deform or change While 

passing through the filtration membrane and then reform 

20 after passing through. This property is easily determined 

10 

by routine testing of emulsion droplet sise distributions 

and percent of total oil in the compositions before and 

after f iItration, Alternatively, a loss of a small amount 

of larger droplet sized iTiateria.1 may be acceptable. 

The present oii-in-water emulsions preferably are 

thermodynamicaiy stable, much like mieroemulsipns, and yet 

25 

may not be isotropic transparent compositions as are 

microemulsions* The emulsions of the present invention 

advantageously have a shelf life exceeding one year at room 

30 t empe ra t ure. 

The following non-limiting examples illustrate certain 

aspects of the present invention. 
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EXAMPLE 1 

Two compositions are selected for testing. These 

composifcions are produced in accordance with well known 

techniques and have the following make-ups; 

Coraposition I 5 CoiTiposxtlon II 

wt% wt% 

0.1 Cyclosporin A 

Castor Oil 

Po.lysorbate BQ 

10 Premulen® 

Glyceri.ne 

Sodium hydroxide 

Purified Water 

0.05 

1.25 1.25 

1.00 1 * 00 

0.05 

2.20 

0.05 

2.20 

qs qs 

qs qs 

7 , 2 - 7. 6. pH 7.2.-7, 6-

15 Weight Ratio of Cyclosporin 
A to Castor Oil 0. 08 0.04 

These compositions are employed in a Phase 3> double-

20 masked/ randomized, parallel group study for the treatment 

of dry eye disease. 

The results of this study indicate that Gomposition 

11, in accordance with the present invention, which has a 

reduced concentration- of cyclosporin A and a cyclosporin A 

25 to castor oil ratio of less than 0.08, provides overall 

efficacy in treating dry eye disease substantially equal to 

that of Composition I, This is surprising for a number of 

For example, the reduced concentration of 

cyclosporin A in Composition IX would have been expected to 

30 result in reduced overall efficacy in treating dry eye 

disease. Also, the large amount of castor oil relative to 

the amount of cyclosporin A in Coraposition II might have 

been expected to. cause increased eye irritation relative to 

reasons, 
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Composition 1. However, both Composition I and Composition 

II are found to be substantially non-irritating in use. 

Using relatively increased amounts of castor oil, with 

reduced amounts of cyclosporin component, as in Composition 

5 II, is believed to take advantage of the benefits, for 

example the ocular lubrication benefits, of castor oil., as 

well as the presence of ricinoleic acid in the castor oil, 

to at least assist in treating dry eye syndroime in 

combination with cyclosporin A. 

In addition, it is found that the high concentration 

of castor oil relative to cyclosporin component, as in 

Composition II, provides the advantage of more quickly or 

rapidly {for example, relative to a composition which 

includes only 501 as much castor oil) breaking down or 

15 resolving the emulsion in the eye, for example, as measured 

by split-lamp techniques to monitor the composition in the 

eye for phase separation. Such rapid break down of the 

emulsion in the eye reduces vision distortion as the result 

of the presence of the emulsion in the eye, as well as 

20 facilitating the therapeutic effectiveness of the 

composition in treating dry eye disease. 

Using reduced amounts of cyclosporin h, as in 

Composition IIf to achieve therapeutic effectiveness 

mitigates even further against undesirable side effects and 

25 potential drug interactions. Prescribing physicians can 

provide {prescribe} Composition II to more patients 

and/or with fewer restrictions and/or with reduced risk of 

10 

the occurrence of adverse events, e.g., side effects, drug 

interactions and the like, relative to providing 

30 Composition I. 

While this invention has been described with respect 

to various specific examples and embodiments, it is to be 
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understood that the invention is not limited thereto and 

that it can be variously practiced within the scope of the 

following claims. 
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WHAT XS 0 X 0 X S i 

1, A method of treating an eye of a human or aniraal 

comprising; 

administering to an eye of a human or animal a 

Goraposition in the form of an emulsion comprising water, a 

hydrophobic component and a cyclosporin component in a 

therapeutically effective amount of less than 0.1% by 

weight of the composition, the weight ratio of the 

cyclosporin component to the hydrophobic component is less 

than 0,08. 

The method of claim 1 wherein the administering 

step is effective in treating a condition selected from the 

group consisting of dry eye syndrome; phacoanaphylactic 

endophthalmitis, uveitis, vernal conjunctivitis, atopic 

keratoconjunctivitis and corneal graft, rejection,. 

2 .  

The method of claim 1 wherein the administering 

step is effective in treating dry eye syndrome. 

4, The method of claim X wherein the blood of the 

huraan or animal has substantially no detectable 

concentration of the cyclosporin component. 

S. The method of claim 1 wherein the blood of the 

human or animal has substantially no detectable 

concentration of the cyclosporin component as measured 

using a validated liquid chromatography/mass •spectrometry-

roass spectrometry analytical method. 
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6, The raethod of claira 1 wherein the blood of the 

human or animal has a concentration of the cyclosporin 

component of 0,1 ng/nal or less. 

The method of claim 1 wherein the cyclosporiR 

component comprises a material selected from cyclosporin hf 

derivatives of cyclosporin h and mixtures thereof. 

The method of claim 1 wherein the cyclosporin 

component comprises cyclosporin A* 

8-. 

The method of claiifl 1 wherein the cyclosporin 

component is solubilized in the hydrophobic component 

present in the composition. 

9. 

The 'method of claim 1 •wherein the hydrophobic 

component is present In the composition in an amount 

greater than 0/6251 by weight of the composition. 

10. 

The method of claim 1 wherein the hydrophobic 

component comprises an oily material. 

11. 

x + The method of claim 1 wherein the hydrophobic 

component comprises an ingredient selected from the group 

consisting of vegetable oils, animal oils, mineral oils, 

synthetic oils and mixtures thereof. 

The method of claim 1 wherein the hydrophobic 

component comprises castor oil. 

13, 
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14. The method of claim 1 wheceln the administering 

step comprises topically administering the composition to 

the eye of the human. 

The method of claim 1 wherein the composition 

comprises an effective amount of an emulsifier component. 

The method of claim 1 wherein the composition 

comprises an oft'ective amount of a tonicity component. 

16, 

The method of claim 1 wherein the composition 

camprisss an effective amount of an organic tonicity 

CQmponent, 

17. 

18. The method of claim 1 wherein the composition 

comprises a polyelectrolytfe component in an amount 

effective in stabilizing the composition. 

The method of claim X wherein the composition has 

a pH in the range of about 7,0 to about 8.0, 

19, 

The method of claim 1 wherein the composition has 

a pH in the range of about 7.2 to about 7.6. 

2 0 ,  

21. A composition for treating an eye of a human or 

animal comprising an emulsion comprising water, a 

hydrophobic component, and a cyclosporin component in a 

therapeutically effective, amount of less than 0.1% by 

weight, the weight ratio of the cyclosporin component to 

the hydrophobic component being less than 0.0-8. 

The composition of claim 21 having a make-up so 

that when the composition is administered to an eye of a 

22. 
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human in an effective amount in treating dry eye syndromej-

the blood of the human has substantially no detectable 

concentration of the cyclosporin component. 

The composition of claim 21 wherein the 

cyclosporin component comprises a material selected from 

cyclosporin A,- derivatives of cyclosporin h and mixtures 

thereof» 

23. 

24, The composition of Glaim 21 wherein the 

cyclospoi'in component comprises cyclosporin A, 

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

emulsion. 

The coroposition of claim 21 wherein the 

hydrophobic compon-ent is present in an amount greater than 

0.6251 by weight of the composition, 

26, 

The composition of claim 21 wherein 

.hydrophobic component is an oily material. 

27. the 

The composition of claim 21 wherein the 

hydrophobic component coMprises an ingredient selected from 

the group consisting of vegetable oils, animal oils,, 

mineral oils, synthetic oils, and mixtures thereof. 

28 .  

The composition of claim 21 wherein the 

hydrophobic component comprises castor oil. 

29 
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The composition of claim 21 wherein the 

administering step comprises topically administering the 

composition to the eye of the h-aman. 

30. 

The composition of claim 21 wherein the 

coTSposition comprises an effective aitiount of an emulsifier 

component» 

31, 

The composition of claim 21 wherein the 

composition comprises an effective amoimt of a. tonicity 

component. 

32. 

The cQmposition of claim 21 wherein the 

composition comprises an effective ainount of an organic 

tonicity component.. 

33. 

The composition of claim 21 wherein the 

composition comprises a poiyelectrolytic component in an 

amount effective in stabilizing the composition„ 

34 . 

The composition of claira 21 wherein the 

composition includes water and has a pH in the range of 

about 7*0 to about 8.0. 

35, 

The composition of claim 21 wherein the 

composition includes water and has a pH in the range of 

about. 7,2 to about 7,6. 

36. 
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METHODS OF PROVIDING THEKAPEUTIC EFFECTS 

USING CYCLOSPORIN COMPONSHTS 

Abstract of the Disclosure 

5 

Methods of treating an eye of a human or animal 

include administering to an eye of a human or animal a 

composition in the form of an emulsion including water, a 

hydrophobic component and a cyclosporin component in a 

therapeutically effective amount of less than 0,1% by 

weight of the composition, 

cyclosporin component to the hydrophobic component is less 

than 0.8. 

10 

The weight ratio of the 
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patent. 

g 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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PTO/AIA/OI (06-12) 
Approved for use through 01/31/2014. OMB 0651-0032 

U.S. Patent and Traciemark Office; U.S. DEPARTMENT OF COMMERCE 
Under the Paperworti Rsclucion Act of 1395, no person# are required to respond to 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 
COMPONENTS 
Docket No.: 17618CON5(AP) 

Tifie of 
Invention 

As the below named inventor, I hereby declare that: 

This declaration 
is directed to: [ | The attached application, or 

fx j  Uni ted States appl icat ion or  PCT in ternat ional  appl icat ion number  

f i l e d o n  8 / 7 / 2 0 1 3  .  

1 3 / 9 6 1 , 8 1 8  

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

1 believe that 1 am the original inventor or an original joint inventor of a claimed invention in the application. 

1 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 before submitting them to the 
USPTO. 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 

Andrew Acheampong inventor: Date (Optional) 

LA-Signature: _ 

3 
Note: An application data sheet (PTOMM14 or equivalent), inciuding naming the entire inventive entity, must accompany this form. 
Use art additional PTO/SB/A1A01 form for each additional inventor. 

This coltectfon of Inforinalion is required by 38 U.S.C. 115 ami 37 CFR 1.63. The information is required to oMain or retain a benefit by the public which is to file (and 
by the USPTO to process) an apijlicatior». ConMenlMty is gowmwi by 36 U.S.C. 122 and 37 CFR 1.11 and 1.14. Thisaslectton is esfimated to take 1 minute to 
eompmlii, incltuJing gtttmring, praparfng, wti sobmiting tf* cornpisted appficaSon form to tie USPTO. Time mil vary tl#fjentling upon tri« MyMuaf case. Any 
oommants on the ammint of time you require to complete ttils form andfor suggestions for reducing this buntm, should be sent to the Chief liifonnatfen Officer, U.S. 
Patent and Trademark OtSce, U.S. Ctepartment of Ccwimercs, P.O. Box 1450, AfexancMe, VA 22313-1450. DO MOT SEND FEES OR COMPLETED FORMS TO 
THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Bo* 1450, JUsxamdrta, VA 22313-14St, 

If you neetf assstafie® in oomplming the form, call 1-BOO-PTO-31S9 ana select option 2. 
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PTOfAIA/OI (00-12) 
Approved tor uw •trough 01/31/2014 OM8 0861-0032 

U.S. Patent and Tradwrwfc Office U.S. DEPARTMEMT OF COMMERCE 
Undar •» Pafummtk Raducaon Ad of 1995, ne .̂-fsfns ."e to raapond to • aAcBon of informabon unteM it ctapiays a vald 0M8 oorttrtt! numfaar. 

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

Title of METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN 
Inventiofi COMPONENTS 

Docket No.: 17618CON5(AP) 

As the below named inventor, 1 hereby dedare that 

( | The attached appllcaion, 

R United States appiicafion or PCT infemaflonal application number 
8 / 7 / 2 0 1 3  

This declaration 
is directed to: or 

1 3 / 9 6 1 , 8 1 8  

filed on 

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

1 beHeve that I am the original inventor or an onginai joint Inventor of a claimed invention in the applieatton. 

1 hereby acknowledge that any wiltful false statement made in this declaration is punishable under 18 U.S.C. 1001 
by fine or imprisonment of not mom 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 (heft. Personal information such as social security numbers, bank account numbers, or credit card numbere 
(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 pereonal information from the documents before sybmitting them to the 
USPTO. Petitioner/applicant is advised that the record of a patent appication Is available to the public after publication of the 
application (unless a oon-publicatlon request hi compliance with 37 CFR 1.213(a) is made In the application) or tesuance of a 
patent Furthermore, the record from an abandoned application may also be avallaMe to the public f fie application is 
referenced in a publshed application or an. Issued patent (see 37 CFR 1.14). Checks and credit cart authorization forms 
PTO-2038 submitted for payment purposes are not retained in the application file and therefore are not pubMy avallabte. 

LEGAL NAMF ?r IMVENTOR 

DIANE TANG-LIU Date (Optional) Inventor 

Signature: 

Note: An appficaBon date ctoet {PTQ/A1A/14 or acniivaton!). inciidliifl naming the entire InvBiitiv® aBlly, must accompany this form. 
Use an addifawl PTCVS8/AIA01 form tor each additotial inventor. 

TWs ooiKaan of Mbnmatton is requirad by 36 U.S.C. 115 ami 37 CFR 1.83. Tlfi# fnfomwta b nqidratf to tmmn or nWn a ttf m pttftfc wMcti i» to flb Cmd 
bytiaUBPTOtopn: • • -- - •** i. ConfctonlMty togevornad by 36 U.8.C. 122and 37CFR 1.11 and 1 14. TWt ooaacton«at - - • ^nutato 
compiate,ndudhgg - andmbmMlnotfwcft ..-- fat 1amto®wUSPTO,TimewNmtftktfmmguponlhaIwlfcMuaJcasa:Any 
oommanltanlhaamourAaf tmayouiaqulnitoflain^MaMtfannaniUorttiggMBonafernMiiwi MMbaaanttothaCIMMomialionOfficar, U.S. 
Mmt wd Uwtemik Oil**, U.S. Dupiilment of Cmmmm, P.O. Bw 1480; Atexandrta, VA 22313-WSQ. DO NOT SEND FEES OR OMRETHI FORMS TO 
THIS ADDRESS. SEND TO: Cowmteslonar tor Patesits, P.O. Box 1450, Atexandrta, VA 22311-1450, 

ttyoumed assistarm'mmtml&tiiOlbBfom, caB l-WO ÎK^fflXMidmitctQptkinZ 
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PTOiAIA/01 (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 Papowotk Reduction Act of 1995, no persons are required to respond to 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 
COMPONENTS 
Docket No.: 1761800N5(AP) 

Title of 
Invention 

As the below named inventor, I hereby declare that: 

• The attached application, 

[x] United States application or PCX international application number 

f i l e d o n  8 / 7 / 2 0 1 3  

This declaration 
is directed to: or 

1 3 / 9 6 1 , 8 1 8  

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

I believe that I 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 Mian 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 before submitting them to the 
USPTO. 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 

Date (Optional): & " / ^ ' '^-c''' Inventor: 

Signature: a V V SJ 

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

Tnis cotecflon of informafen is required by 35 U.S.C. 115 and 37 CFR 1.63. The information is required to obtain or retain a benefit by tie pubfe which is to fits (and 
by tie USPTO to process) an applcaton. Confidentiality is govamedbySS U.S.C. 122 and 37 CFR 1.11 and 1.14. Thm collection is estimstadto take 1 mimrtefs 
complete, including gathering, preparing, and submitting the compteted appfeaMon form to the USPTO. Time wS vary depending upon Bis talMduai case. Any 
comment* on ise amount of nme you nsouire to complete this form mtd'or suflgesfens for reducing this burfen, shouitf be sent to the CWef information OMcer, U.S. 
Patent and TfadeffMfk OSes, U.S. Departnent of Commerce, P.O. Box 1450, Afaandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO 
THIS ADDRESS. 8ENO TO: Commtestonar for Patent*. P.O. Box 145®, Atexandria, VA 22313-145®. 

if yon need assistance in completing the form, oalt 1-80&-Pro-91$9 ants mmct option 2. 
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Doc cods: Oath 
Docurrmt Itacdptfon: Oath or dad&ratai l@d 

PTO/AiA®2 (08-12) 
Apprcwsd to isae Shroug  ̂01i"31®314. OMS D651-0032 

U.S. PtaMI and rmtomtk Office: U.S. DB^ARTMENT OF CCmygRCg 
Urates S^spawafSs Rsdwctoi AaS ssf 19SS, m psfjsons ana raKsyiwri fe> sias^haiad to a eatteeiien of Srsform^on wtes is sSfsptays a -rfd 0M8 osfSrai rsufniisr. 

MlWWWBWW»W»»WWWBMW»8 ••'•w'vw 

SUBSTITUTE STATEMENT IN LIEU OF AN OATH OR DECLARATION FOR UTILITY 
OR DESIGN PATENT APPLICATION (35 U.S.C. 115(d) AND 37 CFR164) 

TO® of Methods of Providing Therapeutic Effects Using Cyclosporin Components 
ftnvMtfon i Docket Mo,: 17618CON5(AP) 

This statement Is directed to: 

OR 
13/961,8188-7-13 ' fitedcm UJUnted States applksatfers or PCT irterfiatensi appitetfon numter 

agwwwnWi.Wa»«iMtWMM»tM«*tt666aaaaaaaaBaaM «M»daaBBa>da»waWMaeewaaflMPBBpntMwnnpnoppon<it 

LEGAL NAME of immrstw to wlsem ttsls syMHnte statwirwnl applies: 
aHBNBg*&e»e#g*g**ees«e»0K|*eBMaaa&N«eMei*6NA0eoe n-Hfn.liriinnnnnnnnri1fir[fnWWnnlWnWFTiWinn«rrTirir«mirrnrnr«lift'iiiinnnnfinrinnnnnnntirnnnnnnnnnnnnnnnrniV inonnnn 

(Eg., Given Name (fifst are! mWdf® (if my)} arsd Family Mame or Surname) 

James N. Chang 
•MV cttMWtta 

Residence (except tor a d®©@®8@d or legally Incapadteted inventor): 
WWflwwftwwwac9iiiwMyMiiHM*MiiwwiiiiiWwwwgwwywwwwwwwwgw»»N>»(y-»>^^ 

Newport Beach LCA 
»WMwooO»»ow»»Q8WBWW9awwwwo>ewwatwwttaawMwww<ii »o«iiiiiiiBiwwww «aB»aBMaaaMwiSsigiK»g8S 

nu Rvvwa weeeeeeew* 

nmeaaaaftwaflwai MeNNtol 

MMtg Addnm (emspt for a ctaassd or tegaSij' inventor): 

36 Cervantes 
«~«^~«^****^****WJH>WTWywWWWWW;WWWWWWWWWWWa^nnnaftannnann "aM «̂rf*[»t»<WniWCHni |nnBBP0MBOOWWWWOWWOWWWWO0O0O8WWWWWWWg 

Newport Beach CA 92660 C& Countfv ML WMMagWMWW<*WMMM<te<aeaflooaoaflooca«cco>*bocw a MOOQOOOC 

! beiieve the above-named irwgrsSor ©f joirst v̂entof to be the oalginaS Snv̂ ttor or an dHginal Joint invents of a daEmed Invsntiof! 
k? m® appicatforb. 

Th& above-ldsritlfled appKcatfen was mad® or wMmizM to be rrasde by m@. 

f hereby ackrsowtedga that any wi!99b! fete® statement made in this statement is punishable under 18 U.S.C. 1001 by fine or 
imprisonment of not mom than fh#e {§) ŝars, or both. 

ofifionnfinnnnnnniiiiiiiiiiiiiiriwifiwwwirifinnnonnoo^ M 

RelaSonshlp to the feventor to wtom this sufestttufe ststement 

j j Lsĝ  Rspmsmtslfa® (la? d®s@as®«3 or Segaiy irscapacftatsd frwartor only), 

|B| Assignee, 

j j Person to whom tee inventor is under ars ©Mgafan to assign, 

j j Parson who otherwise shows a euffident pmpstotary Interest in the matter (peiisn under 37 CFR 1.46 is required), or 

| | Joint Inventor. 

WWCQOWWOWwmW^ggOtN W^WWiWBWgŵiMiiiiiHiwuiiigiy 

[Page 1 of 2] 
This osSecta of Mxmg&on is 33 U.S.C. 11S and ST CFR 1.83. ?h@ Momiatlon is mquM to fMsSs% & miain a ben«B by (ha public whidt fe to ISa (and 
&«," Sw USfTO to proossa) an s^piiss&m. f8 goveifrasS tty 35 U.S.C. 122 and 37 CFR t.11 asssS 1.14. Th&sasttmtateastMBd to Ms® I minuisls 
e®R^ebs, H^shidssisg dubn^ng tho o r̂tp^ss^d 8§2p8&&8Qfi fonn to Sho U8PTO. TfeK® c68p6ftSflg ypsn 1h& csss, Arsy 
camrmaiis orsamsnsnt of Ssm you rsqufre to camjaiste ttiss fctta andfo? siuggBgtkm fer re&xktg Ibfe burden, sitotM b% sen) to Sf» ChJ«S fertottsta (Mesr, U.S. 
Patent muS Tsastefimfk Cms, U.S. Ospatnsnt of Comoaim, P.O. Sax 1490, mossrtm, V& 22313-1450. OQ NOT SEND FSES OR CCM îETB} FORMS TO 
•nm ADDRESS. SEKD TO: CtmssMmm fer PtsMs, P.O. Bsat 14518, Atasmiia, VA 22313-145®. 

lffOui)eed^s^gio»kieim^mnell»!am,̂ l1-9lS(̂ VOSf̂ s!dmlaa^Sis!>Z 

0060
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Privacy Act Stafemsnt 

The Pdvasy Ast of 1i?4 {PI,, i3-iTS) rsqulres feat you be given certain information in connedfen 
wl8i your sutsmfsston of the attached form nsfated to a pslent application or patent AcsoftiSngiy, 
pursuant to fee requirement of the Ad, pleas® be advised that (1) the general authority for the 
©offeetiors of this information is 35 U.S.G. 2{b}{2}; (2) furcsisbirig erf irrfofmation soSidted is voluntary; 
and (3) the pdndpaS purpose for which the irsformation is used by the U.S. Patent and Trac^mark 
Offiee is to process and/or examine your submissiors retetsd to a patent apptetlon or patent, if you do 
not furnish the requested irsfbrmatfon, the U.S. Patent and Trademark Offie® may not be able te 
procass and/or ewmsn© your submission, whieh may result In termination of procaedings or 
abamionment of Ihs appilcation or expiration of fee patent 

The infermatkjrs provided by you in this form vsil is© subvert to the fdiowing routine uses: 

The infon^tion on this ferm w$ bs irsated ecmfsd8r?tlaiy to the extent alleged under the 
Freedom of Information Ad (5 U.S.C. S52) and the Privacy Act (5 U.S.C 552a). Reosrds from 
this system of recsrds may be disclosed to the Department of Justice to determine whether 
dfseiosurt of these records is requimd by the Freedom of Information Act 
A raeord from this system of records may be disclosed, as a routine use, in the course of 
presenting evldance to a court, magistrate, or adminisfeBtlve tribunal, indudlng disclosures to 
opposing oounssl in the course of sedlemant negotiations. 
A record in fefs system of records may bs disclosed, as a routine use, to a Member of 
Congress submitting a request involving an individual, to whom the record pertains, when fee 
individual has requested assistanoe from the Member with respect Is the subject matter of the 
record. 

4. A record in this system of records may be disclosed, as a rou§n@ use, to a contractor of the 
Agency having need for fee information In order to perform a contract Recipients of 
infbrmafen shall bs required to comply with th© requirements of she Privacy Ad of 1974, as 
amended, pursuant to 5 U.S.C. 5§2a(m). 

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

6. A record in this system of records may be disciosed, as a routine use, to another federal 
agency for purposes of National Security review (35 U.S.C. 1 SI) and for review pursuant to 
the Atomic Energy Act (42 U.S.C. 218{e}}. 

7. A record from this system of records may be disclosed, as a routine use, to fee Administrator, 
General Services, or his/her designee, during an Inspection of records conducted by GSA as 
part of that agency's responsibility to reeemmand improvements in records management 
pradicas and programs, under authority of 44 U.S.C. 2904 and 2006. Suds disdosure shall 
be made in accordance wife fee GSA regulations governing inspection of records for this 
purpose, and any ofeer relevant {L@., GSA or Commerce) directive. Such disclosure shal not 
be used to make determinafons about individuais. 

8. A record from this system of records may be disclosed, as a routine use, to the public alter 
either pubUcation 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 dS 37 
CFR 1.14, as a routine use, to the public if fee record was Hied in an application which 
became abandoned or in which the proceedings were terminated and which appiieation Is 
referenced by either a published application, an appiieation open to public inspection or an 
issued patent. 

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, 
or local law enforcement agency, if the USPTO becomes aware of a vsoiation or potenSal 
violation 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 
herewith Filing Date 

Andrew Acheampong First Named Inventor 

Title METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS 

Art Unit 

Examiner Name 

17618CON5B (AP) Attorney Docket Number 

SIGNATURE of Applicant or Patent Practitioner 

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

Laura L. Wine 714-246-6996 Name Telephone 

68,681 Registration Number 

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

[B1 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 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-PTO-9199 and select option 2. 
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PTO/AIA/82B<07-12) 
Approved for use through 11/30/2014, OMB 0851-0035 

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 
Under the Papewortt Reduction Act of 199S, no persons are required to respond to a collection of information unless it displays a valid OMB control number. 

POWER OF ATTORNEY BY APPLICANT 

I hereby revoke all previous powers of attorney given in the application identified in the attached transmittal letter. 
ra 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/82A or equivalent): 
51957 

OR 

1 j I hereby appoint Practltioner(s) named below as my/our attomey(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/82A or equivalent): 

Registration 
Number 

Registration 
Number 

Name Name 

Please recognize or change the correspondence address for the application identified in the attached 
transmittal letter to: 

fx] The address associated with the above-mentioned Customer Number. 
OR ' " ' 

[ | The address associated with Customer Number: 
OR 

Firm or 
Individual Name • 

Address 

City State Zip 

Country 
Telephone | Email 

I am the Applicant: 
• Inventor or Joint Inventor 

| | Legal Representative of a Deceased or Legally Incapacitated Inventor 
fy] Assignee or Person to Whom the Inventor is Under an Obligation to Assign 

'Person 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 
4-~i 

OebfaO Condino, Reg. No. 31,007 

Signature Date 
Name 
Title and Company Assistant Secretary, Allergan, Inc. 

NOTE: StgnatutB - This form must be signed by the applicant in accordance with 37 CFR 1.33. See 37 CFR 1.4 tor signature requirements and 
cerBflcations. Submit multiple farms for more than one signature, see below *. 

714-246-2388 Telephone 

Total of forms are submitted. 

This oolecSon of infomiatiofi is requiwd by 37 CFR 1.31,1.32 and 1.33. Trie infonnatien is re^urrsd to obtain or retain a benefit by the public which is to ite (and by the 
USPTO to procacs) an appltcaaon. Conflduntiality is governed by 35 U.S.C. 122 and 3? CFR 1.11 and 1.14. This collection is estimated to take 3 minutes to' complete, 
including gathering, preparing, and submttng the completed application form to the USPTO. Time will vary depending upon the individual case. Any comment* 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 Offcar, 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 145®, Atoxandria, VA 22313-1450. 

/fyou nmcf assistance in completing the form, call 1-800-PTO-9199 and select option 2. 

0064



Document code: WFEE 

United States Patent and Trademark Office 
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Document code: WFEE 

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

ABALINAN ADJ #00000010 
Seq No: 

Mailroom Dt: 08/14/2013 
6223 Sales Acctg Dt: 08/15/2013 010885 13967179 

420.00 CR 06 FC : 1201 
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United States Patent and Trademark Office 
Sales Receipt for Accounting Date: 09/04/2013 

ABALINAN ADJ #00000011 
Seq No: 

Mailroom Dt: 08/14/2013 
Sales Acctg Dt: 08/15/2013 010885 13967179 

130.00 CR 
6223 

08 FC : 1808 
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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 
13/967,179 

Filing Date 

08/14/2013 I I To be Mailed Substitute for Form PTO-875 

^ LARGE • SMALL • MICRO ENTITY: 

APPLICATION AS FILED - PART I 

(Column 1) (Column 2) 

RATE ($) FEE ($) FOR NUMBER FILED NUMBER EXTRA 

• BASIC FEE 
(37 CFR 1.16(a), (b), or (c)) 

N/A N/A N/A 

• SEARCH FEE 
(37 CFR 1.16(10, (i), or (m)) 

N/A N/A N/A 

• EXAMINATION FEE 
(37 CFR 1.16(0), (p), or (q)) 

N/A N/A N/A 

TOTAL CLAIMS 
(37 CFR 1.16(i)) minus 20 = X $ 

INDEPENDENT CLAIMS 
(37 CFR 1.16(h)) minus 3 = X $ 

If the specification and drawings exceed 100 sheets 
of paper, the application size fee due is $310 ($155 
for small entity) for each additional 50 sheets or •APPLICATION SIZE FEE 

(37 CFR 1.16(s)) fraction thereof. See 35 U.S.C. 41(a)(1)(G) and 37 
CFR 1.16(s). 

Q MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR 1.160)) 

* If the difference in column 1 is less than zero, enter "0" in column 2. TOTAL 

APPLICATION AS AMENDED - PART II 

(Column 1) (Column 2) (Column 3) 

CLAIMS 
REMAINING 
AFTER 
AMENDMENT 

HIGHEST 
NUMBER 
PREVIOUSLY 
PAID FOR 

08/14/2013 RATE ($) ADDITIONAL FEE ($) PRESENT EXTRA 

Z 
LU 

Total (37 CFR 
1.16(i)) * 25 ** 25 = 0 x $80 = 0 Minus 

O 
Independent 
(37 CFR 1.16(h)) ***3 = 0 x $420 = 0 z Minus 

LU 
I I Application Size Fee (37 CFR 1.16(s)) < 
I I FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j)) 

0 TOTAL ADD'L FEE 

(Column 1) (Column 2) (Column 3) 

CLAIMS 
REMAINING 

AFTER 
AMENDMENT 

HIGHEST 
NUMBER 

PREVIOUSLY 
PAID FOR 

RATE ($) ADDITIONAL FEE ($) PRESENT EXTRA 

Total (37 CFR 
1.16(i)) 

Z Minus X $ LU 
Independent 
(37 CFR 1.16(h)) Minus X $ Q 

z I I Application Size Fee (37 CFR 1.16(s)) LU 

I I 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. 

** 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". 

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

LIE 
/RAMONA WILSON/ 

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. 

0068



TANTl 

UNITED STATES FKTENT AND TRADEMARK OFFICE 
|l UNITED STATES DEPARTMENT OE COMMERCE 

United States Patent and Trademark Office 
WJ Address: COMMISSIONER FOR PATENTS 

P.O. Box 1450 
Alexandria, Yiigmia 
www.uspto.gov 

22313-1450 

APPLICATION 
NUMBER 

FILING or 
371(c) DATE 

GRPART 
UNIT TOT CLAIMS IND CLAIMS EIL FEE REC'D ATTY.DOCKET.NO 

13/967,179 08/14/2013 1653 2300 17618CON5B (AP) 25 3 
CONFIRMATION NO. 8654 

51957 
ALLERGAN, INC. 
2525 DUPONT DRIVE, T2-7H 
IRVINE, CA 92612-1599 

FILING RECEIPT 

;000000063591965' 

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.aov 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. 
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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 AIA (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.aov or call 
+1-202-482-6800. 
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Application or Docket Number PATENT APPLICATION FEE DETERMINATION RECORD 
13/967,179 Substitute for Form PTO-875 

APPLICATION AS FILED - PART I OTHER THAN 
SMALL ENTITY SMALL ENTITY OR (Column 1) (Column 2) 

RATE($) FEE($) RATE($) FEE($) FOR NUMBER FILED NUMBER EXTRA 

BASIC FEE 
(37 CFR 1.16(a), (b), or (c)) 

N/A N/A N/A N/A 280 
SEARCH FEE 
(37 CFR 1.16(k), (i), or (m)) 

N/A N/A N/A N/A 600 
EXAMINATION FEE 
(37 CFR 1.16(0), (p), or (q)) 

N/A N/A N/A N/A 720 
TOTAL CLAIMS 
(37 CFR 1.16(i)) 

400 25 80 OR minus 20 = 5 x 

INDEPENDENT CLAIMS 
(37 CFR 1.16(h)) 

420 3 0.00 minus 3 = x 

If the specification and drawings exceed 100 
sheets of paper, the application size fee due is 
$310 ($155 for small entity) for each additional 
50 sheets or fraction thereof. See 35 U.S.C. 

APPLICATION SIZE 
FEE 0.00 
(37 CFR 1.16(s)) 

41(a)(1)(G) and 37 CFR 1.16(s). 

MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR 1.160)) 0.00 

2000 * If the difference in column 1 is less than zero, enter "0" in column 2. TOTAL TOTAL 

APPLICATION AS AMENDED - PART II 

OTHER THAN 
SMALL ENTITY SMALL ENTITY OR (Column 1) (Column 2) (Column 3) 

CLAIMS 
REMAINING 

AFTER 
AMENDMENT 

HIGHEST 
NUMBER 

PREVIOUSLY 
PAID FOR 

PRESENT 
EXTRA 

ADDITIONAL 
FEE($) 

ADDITIONAL 
FEE($) 

RATE($) RATE($) < 
Z 
HI Total 

(37 CFR 1.16(i)) 
Minus OR X X 

Q 
Independent 

(37 CFR 1.16(h)) 
Minus OR z x x 

HI 
Application Size Fee (37 CFR 1.16(s)) < 

OR FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j)) 

TOTAL 
ADD'L FEE 

TOTAL 
ADD'L FEE 

OR 

(Column 1) (Column 2) (Column 3) 

CLAIMS 
REMAINING 

AFTER 
AMENDMENT 

HIGHEST 
NUMBER 

PREVIOUSLY 
PAID FOR 

PRESENT 
EXTRA 

ADDITIONAL 
FEE($) 

ADDITIONAL 
FEE($) 

RATE($) RATE($) CD 

Z 
HI Minus Total 

(37 CFR 1.16(i)) 
X OR X 

o Independent 
(37 CFR 1.16(h)) 

Minus OR z x x 
HI 

Application Size Fee (37 CFR 1.16(s)) < 
OR 

FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j)) 

TOTAL 
ADD'L FEE 

TOTAL 
ADD'L FEE 

OR 

* If the entry in column 1 is less than the entry in column 2, write "0" in column 3. 
** 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". 

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

UNITED STATES FKTENT AND TRADEMARK OFFICE 
|l UNITED STATES DEPARTMENT OE COMMERCE 

United States Patent and Trademark Office 
WJ Address: COMMISSIONER FOR PATENTS 

P.O. Box 1450 
Alexandria, Yiigmia 
www.uspto.gov 

22313-1450 

I I I FIRST NAMED APPLICANT APPLICATION NUMBER FILING OR 371 (C) DATE ATTY. DOCKET NO./TITLE 

13/967,179 08/14/2013 17618CON5B (AP) 
CONFIRMATION NO. 8654 

POA ACCEPTANCE LETTER 

Andrew Acheampong 

51957 
ALLERGAN, INC. 
2525 DUPONT DRIVE, T2-7H 
IRVINE, CA 92612-1599 ;0000000635 

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 

Application Number 13967179 

Filing Date 2013-08-14 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG, ANDREW 

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

Examiner Name TBD 

Attorney Docket Number 17618-US-BCON5-AP 

U.S.PATENTS 

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

Kind 
Code1 

Name of Patentee or Applicant 
of cited Document 

Examiner Cite 
Initial* No 

Patent Number Issue Date 

1966-10-11 Thomas McNicholas 1 3278447 

1983-06-14 Cherng-Chyi Fu 2 4388229 

4388307 1983-06-14 Thomas Cavanak 3 

4614736 1986-09-30 Delevallee et al 4 

4649047 1987-03-10 Renee Kaswan 5 

4764503 1988-08-16 Roland Wenger 6 

4814323 1989-03-21 Andrieu et al 7 

4839342 1989-06-13 Renee Kaswan 8 
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Application Number 13967179 

Filing Date 2013-08-14 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

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 

11 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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Application Number 13967179 

Filing Date 2013-08-14 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

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 

U.S. Application No. 08/243,279 and 
24 5474979 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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Application Number 13967179 

Filing Date 2013-08-14 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

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 
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Application Number 13967179 

Filing Date 2013-08-14 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

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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Application Number 13967179 

Filing Date 2013-08-14 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

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 

U.S. Application No. 09/008,924 and 
55 5981607 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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Application Number 13967179 

Filing Date 2013-08-14 

INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

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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Application Number 13967179 

Filing Date 2013-08-14 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

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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Application Number 13967179 

Filing Date 2013-08-14 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

First Named Inventor ACHEAMPONG,ANDREW 

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

Examiner Name TBD 

Attorney Docket Number 17618-US-BCON5-AP 

86 6656460 2003-12-02 Benita et al 
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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. 

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

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. 

0 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. 

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

3 Commissioner for Patents 
United States Patent and Trademark Office 

P.O. Box 1450 
Alexandria, VA 22313-1450 

www.uspto.gov 

P-lLiJ 
SEP 1 3 2013 ALLERGAN, INC. 

2525 DUPONT DRIVE, T2-7H 
IRVINE CA 92612-1599 OFFICE OF PETITIONS 

Doc Code: TRACK1.GRANT 

Decision Granting Request for 
Prioritized Examination 
(Track I or After RCE) 

1. THE REQUEST FILED 

The above-identified application has met the requirements for prioritized examination 
A. for an original nonprovisional application (Track I). 
B. CU for an application undergoing continued examination (RCE). 

2. The above-identified application will undergo prioritized examination. The application will be 
accorded special status throughout its entire course of prosecution until one of the following occurs: 

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

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

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

C. filing a request for continued examination: 

D. filing a notice of appeal; 

E. filing a request for suspension of action; 

F. mailing of a notice of allowance; 

G. mailing of a final Office action; 

H. completion of examination as defined in 37 CFR 41.102; or 

I. abandonment of the application. 

Application No.: 13/967,179 

IS GRANTED. 8/14/13 

Telephone inquiries with regard to this decision should be directed to Cheryl Gibson-Baylor at 
(571)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/ 
[Signature] 

Petitions Paralegal Specialist 
(Title) 

U.S. Patent and Trademark Office 
PTO-2298 (Rev. 02-2012) 
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Docket No. 17618CON5B (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 
THERAPEUTIC EFFECTS USING 
CYCLOSPORIN COMPONENTS 

Customer No.: 51957 

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, I hereby authorize the 

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

electronic mail. I understand that a copy of these communications will be made of 

record in the application file. 

Respectfully submitted, 

/Laura L. Wine/ 
Date: 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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REJECTION OVER A PENDING "REFERENCE" APPLICATION 

Application Number 13967179 

14-Aug-2013 Filing Date 

Andrew Acheampong First Named Inventor 

17618CON5B (AP) Attorney Docket Number 

Title of Invention 

METHODS OF PROVIDING THERAPEUTIC EFFECTS USING CYCLOSPORIN COMPONENTS 

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

1X1 This electronic Terminal Disclaimer is not being used for a Joint Research Agreement. 

Percent Interest Owner 

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 filed on 08/14/2013 

13967163 filed on 08/14/2013 

13967189 filed on 08/14/2013 

13961835 filed on 08/07/2013 

13961828 filed on 08/07/2013 

13961818 filed on 08/07/2013 

13961808 filed on 08/07/2013 
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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. 

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 

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. 

I 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 

I certify, in accordance with 37 CFR 1.4(d)(4) that I am: 

An attorney or agent registered to practice before the Patent and Trademark Office who is of record in 
this application 

Registration Number 68681 

O A sole inventor 

O A joint inventor; I certify that I am authorized to sign this submission on behalf of all of the inventors 

O A joint inventor; all of whom are signing this request 

O The assignee of record of the entire interest that has properly made itself of record pursuant to 37 CFR 3.71 

Signature 
/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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Application No. Applicant(s) 

13/967,179 ACHEAMPONG ET AL. 
Examiner-Initiated Interview Summary Examiner Art Unit 

MARCELA M.CORDERO 
GARCIA 

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: ^ Telephonic • Video Conference 
^ Personal [copy given to: • applicant 

Exhibit shown or demonstration conducted: O Yes 
If Yes, brief description: . 

• applicant's representative] 

• No. 

Issues Discussed QlOl ^112 0102 ^103 dOthers 
(For each of the checked box(es) above, please describe below the issue and detailed description of the discussion) 

Claim(s) discussed: 37and60. 

Identification of prior art discussed: Ding et a/. (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. 

^ 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. 
13/967,179 

Applicant(s) 
ACHEAMPONG ET AL. 

Office Action Summary AIA (First Inventor to File) 
Status 

Examiner Art Unit 
1658 MARCELA M.CORDERO 

GARCIA No 

- 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 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 
1 Responsive to communication(s) filed on 8/14/2013. 
• A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on 

2a)n This action is FINAL. 
3)0 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)0 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. 

2b)K This action is non-final. 

Disposition of Claims 
5)^ Claim(s) 37-61 is/are pending in the application. 

5a) Of the above claim(s) 
6)0 Claim(s) 
7)^ Claim(s) 37-61 is/are rejected. 
8)0 Claim(s) 
9)0 Claim(s) 

is/are withdrawn from consideration. 
is/are allowed. 

is/are objected to. 
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 
http://www.uspto.qov/patents/init events/pph/index.isp or send an inquiry to PPHfeedback@uspto.gov. 

Application Papers 
10)n The specification is objected to by the Examiner. 
11 )• The drawing(s) filed on 

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

ajQAII bjDSome* c)n None of the: 
1 .• Certified copies of the priority documents have been received. 
20 Certified copies of the priority documents have been received in Application No. . 
SO 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. 

is/are: a)n accepted or b)n objected to by the Examiner. 

Attach ment(s) 

1) Q Notice of References Cited (PTO-892) 3) Kl Interview Summary (PTO-413) 
Paper No(s)/Mail Date. 20131007. 

2) Information Disclosure Statement(s) (PTO/SB/08) 
Paper No(s)/Mail Date 9/11/2013. 4) • Other: 

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 

Art Unit: 1658 

Page 2 

DETAILED ACTION 

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

provisions. 

Status of the claims 

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-AIA), 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. 

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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goods associated with the trademark or trade name. In the present case, the 

trademark/trade name is used to identify/describe acrylate/C 10-30 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. 

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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Exatapte I 

c B D: E 

CydoBpo-rin A 0.40® G.m 0.20% OJOR 0.05% 
5.m% 125% <X625* 
LOSfSr L0096 1.00% L00% L00» 
Q,05% 0,65% 0,05% msm aoss. 
2,20% 2^0% 2.20% 2.20% 2.20% 

Caslcr oil 
Polygctrbate 16 
PtiSfelktf ® 
GIĵ eriRS 
NaOH 
FusiSsd waKr 

qt cs qs qs 
qs qs qs q:s qs 

pH 7,2-7,5 7.2-7M 7.2-7.6 7,2-7,6 7.2-7,6 

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

embodiments is presented below: 

DINGetal. 1-D instant invention DINGetal. 1-E 

Cyclosporin 0.10% 0.05% 0.05% 

Castor oil 1.25% 1.25% 0.625% 

Polysorbate 80 1.00% 1.00% 1.00% 

Pemulen 0.05% 0.05% 0.05% 

Glycerine 2.20% 2.20% 2.20% 

NaOH qs qs qs 

Purified water qs qs qs 

PH 7.2-7.6 7.2-7.6 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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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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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 (I) 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 (II)]. Furthermore, to establish unexpected results over a claimed 

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

the daimed range to show the criticality of the claimed range (MPEP 716.02). 

Furthermore, one of ordinary skill in the art would have been motivated to determine 

adequate daily frequency of administration in order to find suitable administration 
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regimes (e.g., twice a day.}, one of ordinary skill in the art at the time the invention was 

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

containing cyclosporin emulsion was effective in treating KCS (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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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 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. 

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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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 
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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 

so because such modifications are routinely determined and optimized in the art 

through routine experimentation [see MPEP 2144.05 (I) 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 (II)]. Furthermore, to establish unexpected 

results over a claimed range, applicants should compare a sufficient number of tests 

both inside and outside the claimed range to show the criticality of the claimed range 
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(MPEP 716.02). Furthermore, one of ordinary skill in the art would have been motivated 

to determine adequate daily frequency of administration (e.g., once, twice, thrice, etc.) 

in order to find suitable administration regimes, one of ordinary skiii in the art at the time 

the invention was made would have had reasonable expectation of success given that 

the 0.1% containing cyclosporin emulsion was effective in treating KCS (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 "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 (II)]. 
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Furthermore, to establish unexpected results over a claimed range, appiicante should 

compare a sufficient number of tests both inside and outside the claimed range to 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 (II)]. 

Furthermore, to establish unexpected results over a claimed range, applicants should 

compare a sufficient number of tests both inside and outside the claimed range to show 

the criticality of the claimed range (MPEP /18.02). 

This is a provisional nonstatutory double patenting rejection because the 

patentably indistinct claims have not in fact been patented. 
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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 (II)]. Furthermore, to establish unexpected results over a claimed range, 

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

daimed range to show the criticaSity of the claimed range (MPEP 718.02). 

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 (II)]. 

Furthermore, to establish unexpected results over a claimed range, applicants should 

compare a sufficient number of tests both inside and outside the claimed range to show 

the criticaiity of the claimed range (MPEP 718.02). 

This is a provisional nonstatutory double patenting rejection because the 

patentably indistinct claims have not in fact been patented. 

Statutory double patenting 

A rejection based on double patenting of the "same invention" type finds its 14. 

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. 

Claims 37-61 are provisionally rejected under 35 U.S.C. 101 as claiming the 15. 

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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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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LI 

=> d ibib abs total hitseq 

ANSWER 1 OF 12 BIOSIS COPYRIGHT (c) 2013 The Thomson Corporation on STN 
2006:456121 BIOSIS 
PREV2 00600453000 
Stable bioavailability of cyclosporin A, regardless of food 
intake, from soft gelatin capsules containing a new 
self-nanoemulsifying formulation. 
Yang, S. G.; Kim, D. D.; Chung, S. J.; Shim, C. K. [Reprint 
Author] 
Seoul Natl Univ, Coll Pharm, Dept Pharmaceut, San 
56-l,Shinlim Dong, Seoul 151742, South Korea 
shimck@snu.ac.kr 
International Journal of Clinical Pharmacology and 
Therapeutics, (MAY 2006) Vol. 44, No. 5, pp. 233-239. 
ISSN: 0946-1965. 
Article 
English 
Entered STN: 13 Sep 2006 
Last Updated on STN: 13 Sep 2006 

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. In the present 
study, the influence of a fat-rich meal on the bioavailability 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 1-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 bioavailability parameters (i.e., AUC(0-24h), 
AUC(0-infinity) and C-max) between the treatments were within the range of 

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 bioavailability 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. 

ANSWER 2 OF 12 EMBASE COPYRIGHT (c) 2013 Elsevier B.V. All rights 
reserved on STN 
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TITLE: 

LI 

2006216678 EMBASE 
Stable bioavailability of cyclosporin A, regardless of food 
intake, from soft gelatin capsules containing a new 
self-nanoemulsifying formulation. 
Yang, S.G.; Kim, D.D.; Chung, S.J.; Shim, C.-K., Dr. 
(correspondence) 
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 
Shim, C.-K., Dr. (correspondence) 
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 
International Journal of Clinical Pharmacology and 
Therapeutics, (May 2006) Vol. 44, No. 5, pp. 233-239. 
Refs: 22 
ISSN: 0946-1965 CODEN: ICTHEK 
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Journal; Article 
030 
037 
038 
English 
English 
Entered Embase: 30 May 2006 
Last Updated on Embase: 6 Sep 2007 

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. In the present 
study, the influence of a fat-rich meal on the bioavailability 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 1-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 bioavailability parameters (i.e., AUC0-24h, AUCO-co 
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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bioavailability 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. 

MEDLINE ® 
2006296965 
PubMed ID: 16724578 
Stable bioavailability of cyclosporin A, regardless of food 
intake, from soft gelatin capsules containing a new 
self-nanoemulsifying formulation. 
Yang S G; Kim D D; Chung S J; Shim C K 
Research Institute of Pharmaceutical Sciences and College 
of Pharmacy, Seoul National University, Seoul, Korea. 
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. 
Germany: Germany, Federal Republic of 
Journal; Article; (JOURNAL ARTICLE) 
(RANDOMIZED CONTROLLED TRIAL) 
(CLINICAL TRIAL) 
English 
MEDLINE; Priority Journals 
200707 
Entered STN: 27 May 2006 
Last Updated on STN: 12 Dec 2006 
Entered Medline: 20 Jul 2007 

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. In the present 
study, the influence of a fat-rich meal on the bioavailability 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. 
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ENTRY MONTH: 
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AB 

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 1-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 bioavailability 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. 

0177



CONCLUSION: These results indicate that the bioavailability 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. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
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. 
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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. In the present study, the influence of a fat-rich 
meal on the bioavailability 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 
1-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 bioavailability parameters (i.e., AUC0-24h, 
AUCO-co 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 
bioavailability 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. 
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Surfactants are classically used to improve the solubilization of 
lipophilic drugs such as digoxin. Polysorbate 80 and Cremophor EL 
(Polyoxyl 35 castor oil) 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. In 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 
bioavailability of poorly absorbed drugs. 
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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 q.s., 
and purified water to 100% was formulated to treat keratoconjunctivitis 
sicca. 
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DRAFT CLAIM AMENDMENT 
U.S. Patent Application No. 13/967,179 

Attorney Ref: 17618CON5B (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 acrvlate/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/C 10-30 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; 

wherein the emulsion is effective in treating dry eye disease. 
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Docket No. 17618CON5B (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 
THERAPEUTIC EFFECTS USING 
CYCLOSPORIN COMPONENTS 

Customer No.: 51957 

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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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, Pomulon acrylate/C 10-30 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. 

2 
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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/C 10-30 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 amount in treating dry eye syndrome, 

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 

3 
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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 thereof a 

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

O.P/o 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 include 

are side effects. 

54. (Currently Amended) A method of reducing side effects in a human suffering from 

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; 

Pomulon acrylate/C 10-30 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 1.6. 

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 amount in 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/C 10-30 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 

Data and information regarding the claimed method's method were presented, 

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 

55 U.S.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 U.S.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.E.P. 716.01(a) states that "[ajffidavits 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 (III), 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." Iron 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. Schiffinan under 37 C.F.R. § 1.132 (hereinafter, "Schiffinan 

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 (hereinafter, "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. Schiffinan 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 

Specifically, the claimed methods provided unexpected results compared to tears. 
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formulations IE and ID 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. Schiffinan 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 IE of Ding, tested in Phase 2 trials. The data presented herewith 

represents the subpopulation of Phase 2 patients with the same reductions in tear 

Schiffman production (<5 mm/5 min) as those enrolled in the Phase 3 studies. 

Declaration 1 at ]{8. 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 IE). This was clearly a very surprising and unexpected result. 
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