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IN THE UNITED STATES DISTRICT COURT
FOR THE EASTERN DISTRICT OF TEXAS
MARSHALL DIVISION

ALLERGAN, INC.
Plaintiff,
V.

Case No. 2:1%V-1455\WCB

TEVA PHARMACEUTICALS USA, INC,
etal.,

w W W W W W W W W W

Defendants.

CLAIM CONSTRUCTION MEMORANDUM OPINION AND ORDER

On August 26, 2016, the Court held a hearing to address the proper construction of the
disputed terms of the six patents at issue in this case, U.S. Patent Nos. 8,629,111 1“the
patent”); 8,633,162 (“the '162 patent”); 8,642,556 (“the '556 patent”); 8,648,048 (“the '048
patent); 8,685,930 (“the '930 patent”); and 9,248,191 (“the '191 patent”). After considering the
arguments made by the parties at the hedidhkgy No. 182) in their claim construction briefing
(Dkt. Nos. B5, 165 and171), and in their supplemental claim construction briefs (Dkt. Nos.
190, 211, and 233the Court issues this order setting forth the Court’s construction of the claim
terms identifed by the partieas being in dispute.

The patents in suit are directed to an emulsion containing cyclosporin, a compound that

is useful fortreatingan ophthalmic condition known variously as “dry eye,” “dry eye disease,”

or “dry eye syndrome,” and a related condition known as keratoconjunctivitia!sidhe

1 Cyclosporin is often spelled cyclosporine, including in many research papéis

patents generally spell the term cyclosporin (with a few inconsistencid®.Cadurt will spell
the term as the asserted patents (generally) do. The difference in spellingpdosteat any
difference in the designate@dmpound or group of compounds.
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patents are mainly directed to the composition of the emulsion containing the cgialospo
component.
All six patentsare entitled Methods of Providing Therapeutic Effects Using Cyclosporin
Components.”The patents share a common specification, except forliad passage found in
the '111 patent, the '048 patent, and the '930 patent that is not found in the othér fFiree.
emulson that is the subject ghany of the claims of thpatentscontains cyclosporid, water,
and castor oil(a hydrophobic componentas well as certain other namednstituents. The
claims recite that cyclosporiA is present in @ amount of about 0.05%y weight of the
composition and castor oil is present in an amount of about 1.25% by weight of the composition.
It was knownas early ashie 1980s that cyclospormas effective in treating dry ey&ee
U.S. Patent No. 4,839,342 to Kaswan. By thal-1990s,it was knownthat an emulsion
consisting of between about 0.05% and about 0.40% by weight of cyclosparid Aetween
about 0.625% and 5.0% by weight of castor oil, along with certain other components, could be
used in direct administration to theeeySeeU.S. Pat. N05,474,979%t0 Ding. The claimed
improvement described in the group of asserted patents at issue in this dase at the
particular percentages of cyclosporin A and castor oil recited in the cldwmmsenulsion
surprisingly has thrapeutic efficacy roughly equal to that afi emulsion having twice the
relative concentration of cyclosporinThe low concentration of cyclosporin ithe claimed
emulsion had the advantage of not resulting in substantial concentrations of cyclosplogin in
patient’s bloodstream. The claimed emulsion thus avoided triggerirgiddeffects that often

accompap treatments employinigigher concentrationsf cyclosporin.

2 That passage is found at column 2, line 65, through column 3, line 11, of the '111
patent; column 2, line 65, through column 3, line 11, of the '048 patedtcolumn 2, line 64,
through column 3, line 10, of the 930 patent.



The claim construction issues that are in dispute fall into eight categories.cldime
termthat was initially in dispute has been agreed upon by the paffies parties have agreed
thatthe phrase “substantigl no detectable concentration of cyclosporin A” should be construed
to mean “a blood concentration under ¢@eth nanogram penilliliter.” The Court accepts that
construction of the term. The remaining terms in dispute are addressed below.

1. dry eye, dry eye disease, dry eye syndrome, and keratoconjunctivitis sicca

The patents use the terms “dry eye,” “dry eye disease,” and “dry eye syndrome” at
different times. The term “dry eye”is used in claims 20, 23, and 25 of the '111 patemdt
claims 13 and 23 of the '930 patent. Tthan “dry eye disease” is used in claims 1, 22, and 23
of the '162 patentclaims 1, 11, and 13 of the '556 pateand claims 1 and 17 of the '191
patent. The term “dry eye syndrome” is used in claims 18 and 21 of the '162 pallethiree
terms are used ithe common specification of the six paten®ee’l111 patent, col. 12, line 4
(“dry eye”); id., col. 2, I. 40, 66, and col. 14, Il. 34, 39, 44, 67 (“dry eye disgagk, col. 2, Il.
6061, 64, and col. 5, Il. 245, 19, 2930, and col. 14, line 56dry eye syndrome”) Allergan
argues that all threeerms refer to the same condition and tihat difference in terminology is
not significant. Allergan proposes the following definition for “dry eye” atiy ‘eye disease”.

“a group of disorders of the tear film, including those caused by reduced tear fmodudear
evaporation or an imbalanag tear film components associated with clinical signs, ocular
discomfort and/or visual symptoms.”

The termkeratoconjunctivitis siccd*KCS”) is used in claims 21 and 26 of the '111
patent claims 18, 21, and 22 of the '048 patesitims 1, 11, 25, and 35 of the '930 patent; and
in the portion of theommon specification that is found only in the '111, '048, and '930 patents,

see’lll patent, col. 2, line 66, amdl. 3, Il. 45; 048 patent, col. 2, line 66, awdl. 3, Il. 45;



'930 patent, col. 2, line 65, and col. 3, Ik43 Allergan argues thakCS is a subset of the
condition known as dry eye, and thapiatients suffering frorKCS the symptoms of dry eye are
associated with inflammation of the conjunctiva, the tigkaelines the inside ohe eyelidslt
proposes thdollowing definition for KCS: “a subset of dry eye disease, characterized by
inflammation of the conjunctiva and of the cornea, associated with decreaséd tears.

The defendants offer no competing definisasf these termsinstead, they argubat the
term “KCS” andall three variants of the terfdry eye™—"dry eye,” “dry eye disease,” and “dry
eye syndrome=are indefinite. The defendants point out that none adetterms are explicitly
defined in the common specificatioand they argue thdhe termshave been used in varying
ways in the field over time Accordingly, they contend thabneof the terms wouldonvey a
well-understood meaning to a person of ordinary gkilhe art.

As the defendants point qunhedical literatureacknowledgeshat there is “considerable

confusion regarding the definition of dry eye.” Stephen C. Pflugfeidal, The Diagnosis and

Management of Dry Eye: A Twenfive-Year Review 19 Cornea 644 (2000). The defendants’

expert Dr. Andrew F. Calmarsaid the same thing in his declaratidthe stated that “[a] number
of different terms have been used by various authors to describe various subgroumntsf pat
with ‘dry eye’ symptomatology: dry eye, dry eye syndrome, dry eye d@diskasatoconjunctivitis
sicca (KCS), keratitis sicca, sicca syndrome, sicca complex, Sjogren syndemumeous
deficient dry eye, evaporative dry eye, dry eye associated with Mebogrand dysfunction,

and others.” _Declaration of Andrew Ealman Dkt. No. 16524, at 7. He explainedthat

different authors have used those terms in different ways, and that the termimotbgyfield

“has been murky and inconsistent at best, andcselfradictory at worst.”ld. His declaration



cites several authorés that have noted tleeterogeneity of dry eye and the variety of tear film
abnormalities that are included within the general category of “dry dgedt 811.

Allergan responds thatespite differences in usagaersons of ordinary skill in the art
know the meaning of KCS andlry eye” including the terms “dry eye disease” and “dry eye
syndrome.” Allergan’s expert, Dr. Robert J. Noecketatedthat “[d]ry eye encompasses a
broad group of tear film disorders generally caused by reduced tearcpion, tear evaporation,
or an imbalance in tear film components (leading to decreased tear quality).” afleclaf

RobertJ. Noecker, M.D. in Support of Plaintiff Allergan’s Clai@onstructionsPkt. No. 155

35, 119at7. Dr. Noecker defined KCS as thsease falling within the broader category of ‘dry
eye’ disease,” which is characterizedibffammationof the conjunctiva and corneassociated
with decreased tears and decreased tear qualdyf 22,at 9 id. 1130-31, at 1213. He added
that athough KCS is sometimes colloquially referred to as “dry eye,” a person ofoydkill
in the art “would understand that dry eye is a broader category of disorders @rthienteand
that KCS is a subset of dry eye disease or dry eye syndrdche]]"30, at 12.

In support of those assertions, Dr. Noecker referred to various resources,nmeudi
2011 publication of the American Academy of Ophthalmology, which defined “dry eye
syndrome” as referring to “a group of disorders of the tear film that are dwezltced tear
production or excessive tear evaporation that is associated with ocular discamafor visual
symptoms and may cause disease of the ocular surface. This group of disordwrrallis
referred to as dry eye.” American Academy of Ophthalmology Corneariktersease Panel,

Dry Eye Syndrome-Limited Revision3 (2011). Dr. Noecker also relied tme definition set

forth in a 1999 patent, which statetDry eye generally refers to any tear film abnormality,

usually with epithelial abermalities. A specific deficiency of the aqueous component of the tear



film is known as keratoconjunctivitis sicca (KCS).. Literally, the term denotes inflammation

of the cornea and conjunctiva secondary to drying.” U.S. Patent No. 5,981,607, col. 1, Il. 18-24.
With respect to Dr. Calman'siews on the indefiniteness issukllergan notes that

during his depositior. Calmanprovideda generatlefinition ofthe term “dry eye,iwhich he

said heused colloquially to refer to a complex of related conditions. Whikddtedthat there is

“a lot of different terminology in this field. . .a lot of confusion and contradictions, many

different definitions, he explained thahe used théerm “dry eye” as a norspecific term to

encompass$a groupof disorders that have in common some feature of symptoms and/or signs

and/or objective findings relateo problems with the tear film, whether it's probleofigjuantity

or quality or other conditions thatay manifest with similar symptomatology and/or signs or

objective findings. So it's a catdll term” Videotaped Deposition of Andrew Calman, M.D.

Dkt. No. 1652, at154 to15:10. The upshot of Dr. Calman’s testimony is that, while there is
disagrement about the precise definition of “dry eye” atslrelated terms, “dry eye” is
generally used to refer to tear film disord#rat result ina reduction in the quantity or quality of
tears.

Allergan also points to articles and other patents in the field that use the terayédmyr
its variants in a way that indicat@ consensus as to the general meaning of the term, while
recognizing that there has for some time been a lack of precision in thdiaedi used by
expertsin the field An articleby Dr. Kenneth Sall and othetlsat was cited antincorporated
in its entirety. .. hereinby reference” in the patents in sugge, e.g.’111 patent, col. 1, Il. 52

532 referred to “dry eye disease” ascondition that is characterized by “discomfort, burning,

® The parties dispute wether the definitional discussion in the Sall article was properly
incorporatedby reference in the patents in suitFor present purposes, however, it is not
important to resolve that question. At minimum, the article represents the efgversons of
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irritation, photophobia, and . . . blurred vision, gradual contact lens intoleration, and thigyinabi

to produce emotional tears.” Kenneth Sall et_al., Two Multicenter, Randomized Sifithes

Efficacy and Safetyof Cyclosporine Ophthalmic Emulsion in Moderate to Severe Dry Eye

Disease 107 Ophthalmology 631 (2000Dther articles in the field had much the same thing to
say about what was variously termed “dry eye” and “dry eye disease.” Agstirdedhas
bemme better understood over time, the definihas beome more precise.

A 1995 report summarized the results of the meetings of the National Eye
Institute/Industry Workshopn Clinical Trials in Dry Eyesheld at theNational Institutes of
Health in 1993and 1994 The meetings werdeld to identify areas of consensus and
disagreement in the design and interpretation of clinical trials regarding dry Michael A.

Lemp,Report of the National Eye Institute/Industry Workshop on Clinical TnaBry Eyes 21

CLAO Journal 221 (1995). The report noted that there were varying definitions terhe
“dry eye” and “KCS”among practitioners in the field. The report recommended the following
definition: “Dry eye is a disorder of the tear film due to teafiaiency or excessive tear
evaporation which causes damage to the interpalpebral ocular surface amtisteabsvith

symptoms of ocular discomfort.Id. at 222 see als&tephen C. Pflugfelder, The Diagnosis and

Management of Dry Eyel9 Cornea 644, 645-46 (2000).

Other contemporaneous authorities offered similar definitighisext published in 1998
referred to the“colloquial, nonspecific’ term “dry eye” as referring to “any tear film
abnormality, usually with corneal epithelial abnormalitiehe text equated “dry eye” with tear

film dysfunction, which itdefined as “any tear film abnormality and specifically includes

skill in the art at a time near the September 15, 2003, priority date of the pateritsat Feason,
regardless of whether the articlgas properly incorporated by reference in the common
specification, it is relevant to the indefiniteness issue.



disorders of the aqueous, mucin and lipid components of the tear film.” R. Doyle S¢tléihg

Diagnosis and Management &tar Film Dysfunctionn Corneal Disorders: Clinical Diagnosis

and Management8283 (2d ed. 1998)The textdefined KCS as denoting “inflammation of the

cornea and conjunctiva caused by dryingnd it characterized “dry eye” as resulting from
decreasedqueous tear production or from increased evaporative ldsat 483. A subsequent
publication of the American Academy of Ophthalmology characterized dey desorders
generally as a “common disorder of the tear film [that] results from edbereased tear
production or excessive tear evaporation.” American Academy of Ophthalm&agi, and

Clinical Science Course: External Disease and Cexn&#ction 875 (2002).

The American Academy of Ophthalmology has continued to use that definition
Moreower, as noted abovahe Academy uses the terms “dry eye syndrome” and “dry eye”
synonymously defining “dry eye syndrome” as “a group of disorders of the tear filnyallys

referred to as “dry eye,” that atdue to reduced tear production or excestsge evaporatiori

American Academy of Ophthalmologyornea/External Disease Pané&ry Eye Syndrome-

Limited Revision 3 (20115.

A 2007 reportof the Dry Eye Workshop, an international panel of experts in dry eye
diseasereviewed the definition of dry eye disease adopted in the 1995 report of the Natienal Ey

Institute/Industry Dry Eye WorkshopThe Definition and Classification of Dry Ey@isease 5

The Ocular Surfacélo. 2 (2007). The 200feportcontained a glossary that defined “dry eye

syndrome”as ‘that collection of clinical conditions that produce abnormalities of the tears and

ocular surfaceusually by decreased tear production or gaged tear evaporatianit defined

* A 2006 study recommended the use of the term “dysfunctional tear syndrome” in place
of “dry eye” as a more appropriate term for the disease. Ashley BehrensDstsélinctional
Tear Syndrome-A Delphi Approach to Treatment Recommendati@dsCornea 900, 96@3
(2006).




KCS as “the condition of dry eyand inflammation of the oculatescribed byHenrik Sjogren,

MD. Now commonly used interchangeably with dry eye syndronhg.’at 73. The text of the

2007 report suggested that the definition set forth in the 1995 workshop report could be
improved in light of “new knowledge about th@es of teahyperosmolarity and ocular surface
inflammation in dry eye and the effects of dry eye on visual functidsh.’at 75. Accordingly,

the 2007 report definetliry eye” as “a multifactorial disease of the tears and ocular surface that
results in symptoms afiscomfort, visual disturbance, and tear film instability with potential
damage to the ocular surface. It is accompanied by increased osmdldhgytear film and
inflammation of the ocular surfaéeld.

In addition to citing these publications by experts in the fidldlergan relies on
statements by defendant Myldaring the inter partes review proceedings relating to the patents
in suit, in which Mylan adopted the definition of KCS as “an ‘inflammation of the cotyan
and of the cornea’ thas ifassociated with decreased tears’ and is a species of, and is often used

interchangeably with, or as a partial synonym of, dry eye diseaBetition for Inter Partes

Review of U.S. Patent No. 8,629,111, Case No. IPR2016-01128 (June 3,2(16)p. 155-27,

at14. Allergan also relies on a statement by one of the defendants’ expeEsnidg Xia, who

stated in a declaration submitted in the inter parties review proceeding thathepority date

of the patents, “it was known that dryeedisease & an ophthalmic condition that resulted in
many troublesome symptoms, such as burning, irritation, discomfort, photophobia, blurred

vision, lack of natural tear production, contact lens intolerance, and an increasedoaskaof

surface damge and infection.”_Declaration of Erning Xia, Bh(May 21, 2015)Dkt. No. 155
26, at 21. A person of ordinary skill in the art, according to Dr. Xia, “would have known that dry

eye was characterized by an elevated inflammatory state of certainsengs fis



In light of all the evidence presented by the parties, the Court is pershatied of the
patent'sSeptember 15, 2008yiority date the terms “dry eye,” “dry eye disease,” and “dry eye
syndrome” were used interchangeably in the art to desérgbgaime disorder. That disorder was
subject to somewhat varying definitions, but the core meaning was dledight of the 1995
report on the National Eye Institute/Industry Workshogs clear to the Court that at least as of
that time, the terms dreye, dry eye disease, and dry eye syndrome wgenerally used
synonymously in the art and that the meaning of those terms was reasartbty @ he Court
concludes that the meaning of that group of terms to a person of ordinary skill apatietE
priority date isbest captured by the American Academy of Ophthalmology’s 2002 defirition
tear film dysfunction, or a disorder of the tear film that is due to reducegteduction or
excessive tear evaporation.”

As for the term'KCS,” the Cour's analysis is affected by the fact that the three patents
that contain claims referring tdCS (the '111 patent, the '048 patent, and the '930 patent)
contain a specification passaitpat provides enlightenment as to the patentees’ understanding of
that tem.”> In that passage, the specification of thtsee patent®quats KCS to “dry eye
disease” andefers toKCS as “an absolute or partial deficiency in aqueous tear producttae”
111 patent, col. 2, line 65, and col. 3, }53 In effect, thenthe '111 patent, the '048 patent,
and the '930 paterdffer a definition ofKCS. Although that definition is arguably somewhat
broader than the definition used pyactitioners in the art at the time, the Cowgards that

definition as controlling for purposes of those three pateAtsd because the term KCS has

®> The portion of the common specification that contains those references ts K@D8d
in the patents that contain claims referring to KCS, but not in the other thre¢sp&ee’111
patent, col. 2, line 65, through col. 3, line 11; '@Hent, col. 2, line 65, through col. 3, line 11;
'930 patent, col. 2, line 64, through col. 3, line 10.
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what amounts to an explicit definition in those three patents, the Gmoludeghat the term as
used in the claims of those patents is not indefinite.

With respect to the remaining challedgerms, the defendants point out that the patents
use the terms “dry eye,” “dry eye disease,” and “dry eye syndrome” in differemisclathout
clearly distinguishing among themFor example, the '111 and '930 patents use the term “dry
eye”or KCSin eah of the claims in which any form of dry eglssorderns referenced. The '556
and '191 patentexclusivelyuse the term “dry eye diseaseThe '048 patent exclusively uses
the term “KCS.” The '162 patent uses the term “dry eye disease” in most ofaimescthat refer
to the disorder, but usesthe term“dry eye syndrome” in one independent claim amdhe
claims that depend form that claficlaims 18 through 22).

That pattern of inconsistent usage is not explained, and it makes construing ths pate
more difficult, but in the end it is not fatallhe common specification of the patents in suit uses
the terms “dry eye syndrome” and “dry eye disease” interchangeably, with nermippiant to
assignthose terms different meaningSee, e.g.’111 patent, col. 2, Il. 6466; andcol. 14, Il. 34,

39, 67 (all referring to “dry eye disease”); col. 2, line &d. 5, Il. 1415, 18, 2930; col. 14, line
55 (all referring to “dry eye syndrome”and col. 12, line 4 (referring to “dry eye”).For
example, in the discussion of Example 1, the specification refers to the twaplexe
compositions as being employed in a study of the treatment of “dry eye disdasml. 14, Il.
34, 39; then, in connection with the reference to compositiofroth that example the
specification refers to the benefits of castor oil “to assist in treatingydrysyndromg id., col.
14, line 55. The text thenotes that the breakdown of the emulsion facilitates the therapeutic

effectiveness of the compositidin treating dry eye diseaseld., col. 14, line 67.1t is apparent

-11 -



from that passage that the terms “dry eye disease” and “dry eye syndrome” areudezing
interchangeably.

The defendants argue that the terms “dry eye,” “dry eye disease,” dsymyeme,” and
“KCS” cannot all have the same meaning in the patents, because of the manner iheyharke t
used in the some of the asserted clairker exampleclaim 20 of the '111 patent claims the
topical emulsion of claim ,1“wherein the topical ophtiamic emulsion is therapeutically
effective in treating dry eye,” while claim 21 claims the same topical emulsionréimhthe
topical emulsion is therapeutically effective in treating keratoconjunctivitig.sic another
context the use of those twafterent terms in parallel claims might suggest that the terms were
intended to have a different meaning. In this context, howtheCourt interprets the claims to
be structurel so as to ensure that, given the sometimes varying meaning attachecettethtss
the claims would cover the entire range of disorders generally grouped untiemibedry eye
or KCS. The intended purpose of obtaining breadth of coverage is further revealed bgzJaim
the third dependent claim in that series, which clainesgame topical emulsion “wherein the
topical emulsion is therapeutically effective in increasing tear production.”

The same analysis applies to other sets of claims throughout the asateted, guch as
dependent claims 21 and 22 of the '162 pate@faim 21 refers to the use of a particular
emulsion “for treating dry eye syndrorhevhile claim 22refers to the use of the same emulsion
“in treating dry eye disease.”

An example thats instructive in suggestingow the claim terms should leenstrueds
found in claims 18 and 22 of the '162 patent. Claim 18 recites a method of “reducing the side
effects in a human being treated for dry eye syndrome.” Claim 22, which depemdsldim

18, recites the method of claim 18, “wherein the emulsion is teféeen treating dry eye
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disease.” While the use of different terms in the independent and dependent rolghnhs
ordinarily suggest that they be assigned different meanirdses not have that effect here. The
independent claimecites the use of a particular emulsion to reduce side effects; the dependent
claim adds thatin addition to reducing side effects, thgrticular emulsion provides effective
treatmentfor the underlying disorder.Read together, the two claims make sense only if the
terms“dry eye disease” and “dry eye syndrome” mean the same thing. Otherwise,¢hdealdp
claim would have the odd effect of claiming an emulsion that was effective tmdremne
condition while reducing side effects in persons treated for a differenitioond The Court
therefore concludes that the terms are used to mean the same thing.

Because the Court finds that the meanings of the terms “dry eye,” “dry egseliand
“dry eye syndrome” would be reasonably clear to a person of ordindkynsttie art as of the
patents’ priority date, the Court concludes that the defentlamtsfailed to show that the claims
containing those terms are indefinitas for the term KCS, the Court is satisfied that that term is
adequately defined in the common specificatidior purposes of the asserted patents, the Court
will give that term the meaning it has in the specification.

Accordingly, the Court construes the terms “dry eye,” “dry eye diseasd,*d1y eye
syndrome,” as those terms are used in the asserted patents, tbandesorder of the tear film
due to reduced tear production or excessive tear evaporation that is associatedhaacular
discomfort and/or visual symptoms and may cause disease of the ocular sg#.” The
Court defineskeratoconjinctivitis siccato mean“a type of dry eye disease involvingn
absolute or partial deficiency in aqueous tear production.” The Couriconcludeghatnone of

those termss indefinite.
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2. ‘“effective in treating dry eye/dry eye disease/keratoconjunctivitis sicca;
therapeutically effective in treating dry eye/dry eye disease/keratoconjunctivg
sicca; therapeutic effectiveness; therapeutic efficaty

Allergan argues that these relatptrasesshould be given their plain and ordinary
meaning, which is‘effective in treating the underlying disease.The defendants offer no
competing definitions, but argue that all of tiefficacy” phrases the patentare indefinite.

The defendants’ principargument with respect to these limitations is that the claimed
invention cannotbe effective in treating the underlying disease begaumsdight of “the
imprecise and haphazard use of the dry eye terms and KCS within the claimsaiinch8pa,”
the paents “fail to state the precise disease being treatBeéfause the Court has rejected the
defendants’ argument that the identity of the diseases being treated isitedéfie Court
likewise rejects the argument thiais necessarily indiscernible wther the invention is effective
in treating the underlying disease.

The defendants also argue that it is impossible to determine whether a particular
treatment is effective against a particular disease without knoWwihgh of the underlying
causes of dry eye, dry eye disease, dry eye syndrome, or KCS aredatbeé trsing the alleged

invention.” Defendants’ Responsive Claim Construcyief, Dkt. No. 165, atll. Because

“there are multiple causes of dry eye and KCS,” the defendants tapsepeson of ordinary
skill in the art “would not be able to pinpoint the underlying disease to be treatedpaldnet
understand with a reasonable certainty theesnahd bounds of the asserted claind.”

In fact, howeverijt is not uncommon than effetive remed for particular maladiess
discovered even though those who have devised the yethoedot understanthe causes of the

maladiesor the mechanism by which the remeawgrks. In this case, the test of efficacy is
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simply whether the invention successfully treats the condition. It is notsaggdkat the
process by which the emulsion works to address the conditifutlyp@nderstood.

The defendants suggest that because dry eye symptoms can be produceddty af vari
causes, such as, for example, environmental pollution, the claims cannot be tieaihpeut
effective against dry eye because there are some forms of dry eye lthaitwespond to the
treatments set forth in the claim$Nothing in the claims, heever, requires that the claimed
emulsions be effective against all formisdry eye, no matter what the cause of the condition.
The “therapeutic efficacy” claims simply recite an emulsion thafeiserallyeffective against
dry eyedisorders or at leastigainst some subset of all dry eye disorders. An emulsion that is
not effective against at least some types of dry eye disorders will motgaf Thus,it is
incumbent upn the plaintiff in an infringement action to prove that the accused product is
therapeutically effective against the recited conditioat least some instance$he plaintiff's
inability to show that a particular emulsion is effective against the pertinenteldisyrdein at
least some category of casedl result in a judgmenfor the defendant.

The defendants argue that the patents faiescribemethods for determining whether a
particular emulsion is effective, bat protocol for measuring efficacy is not requirasl a
prerequisite for patenting the emulsion. An emuldlatis shown to havéherapeutic benefits
by relieving the underlying disease condition, either wholly or to some discerxiblg and in
some category of casesill fall within the scope of the pertinent claims. There is no need for a
separate construction of the “efficacy” terms.

Accordingdy, the disputed phraseswill be given their ordinary meaning, which is
“effective in treating the underlying condition.” The Courtconcludesthat none ofthose

phrases igndefinite.
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3. ‘“effective amount in treating dry eye/dry eye disease/keratoconjutivitis sicca”

Four claims amongthe assertedlaims of the six patents in suit contain limitations
relating to an “effective amount” of the claimed emulsioAll four claims follow the same
pattern Each reitesan emulsion which, when administered &n effective amountin treating
either KCS, dry eye, or dry eye disease, results in the blood of the patient hdstansally no
detectake concentration of cyclosporiA. See’048 patent, claim 21; '55@atent, claim 11;
'930 patent, claims 11 and 23.

Allergan argues that these relatgihrasesshould k& given their plain and ordinary
meaning, which is “an amount effective to treat the underlying disease.tef&redants offer no
competing definitionsinstead, theyargue that all otthe “effective amount’phrasesin the
patents are indefinite.

The analysis appléeto the “efficacy” limitationsappliesto this limitation aswvell. The
claims do not set forth a quantitative measure of the amount of the emulsion yetedsar
effectivg nor do they set forth the degree of efficacy that must be attaivdat they require is
thatwhen a sufficienamount of the emulsion is delivered to the patient to be therapeutically
effective, at least to some measurable degmeesome category of casesubstantially no
detectablecyclosporin A will be found in the patient’s bloodstream. Those claims are t&tsis
with one of the underlying objectives of the invention, which is to avoigaktential sideeffeds
that result when cyclosporineatments result in some of the administered cyclosporin finding its
way into the patient’s bloodstream.

The “effective amount” limitationrequires the patentee to protleat (1) an accused
productis ddivered in an amount that is therapeutically effective, i.e., it has distegfiiects in

ameliorating the underlying condition, arfd) when a therapeutically effective amount is
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delivered, itdoesnot result in a substantial amount of cyclospoeimerng the patient’s
bloodstream. The first element is not indefinite, since it can be established by proof of
therapeutic efficacy which, as noted above, is not an indefinite limitation. eEbadelement is
likewise not indefinite, as the parties have agreed on the amount of cycldspbgonstitutes a
“substantially detectable” amount. That element can be established siriphtihg.

Accordingly, the Court concludes thae term “effective amount” in the phrases that
use that termwill be given its ordinary meaning, which is “an amount effective to treat the
underlying condition.” The Court holdghat the ternfeffective amount’is not indefinite

4. “as substantially therapeutically effective as a second emulsion/achievaisleast

as much therapetic effectiveness/efficacyas a second emulsion; second topical
ophthalmic emulsior?

Thirteen claims among the various asserted pateotgtain limitations comparing the
effectiveness of the claimed emulsion with the effectiveness of a secotglogrhavingtwice
the concentration by weight afclosporinasthe first emulsionbut the same concentration by
weight of castor oil. In each claim, the first composition contains 0.05%spgarin by weight
and 1.25% castor oil by weight, while the second composition contains 0.1% cyclosporin by
weight and 1.25% castor oil by weightee’162 patent, claim 14556 patent claims 1, 135;
'048 patent, claims 13-16; '191 patent, claims 1, 13, 17, 21.

The defendants offer no competing definitions, but atha¢the phrases at issue are
indefinite Allergan argues that these phrases should be construed to mean tinstt éneuision
is “substantially as effective in treating the underlying disease as a secorsioberamdthatthe
first emulsion*achievesas much effectiveness/efficacy in treating the underlying diseastie

second emulsion.
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The defendants poinbut that while the claims list all the constituents of the first
emulsion, they list only the cyclogpn and castor oil components of the second. Because the
other components are not specified, the defendants argue that those other components could
include anything at all, and thus tleodaim limitatiors areessentially meaningless.

This hypertechnical approach to the construction of thiesa< iswholly unpersuasive.

The specification contains an example that sets forth a comparison of two emulsofisst

with 0.05% cyclosporin and 1.25% castor oil, and the second with 0.1% cyclosporin and 1.25%
castor oil. The example lists the other constitueftboth emulsions, which are exactly the
same. See’l11 patent, col. 14, Il. £29. Although the claims do not explicitly say so, the
context makes it clear that the “second emulsion” referred to in each claim is exacdmnthass

the first except withregard to the concentration of cyclosporin. That is the entire point of the
comparison and, indeed, one of the principal points of the inventlat the relative
concentration of cyclosporin can be reduced, in an otherwise identical emulsion, without
substantial loss of therapeutic effectivene&sven that the claims are plainly drawn to track the
example given in the specification, the Court finds that the language of the ctaintg i
indefinite and that the unspecified constituents of the “second emulsion” are understodukto be
same as the netyclosporin constituents of the first emulsion.

Accordingly, the Court construes these limitations to mean*“thatfirst emulsion is
“substantially as effective in treating the underlying disease as a s emulsion” and
“achieves as much effectiveness/efficacy in treating the underlying diseds In light of that

construction, the Court holdlkat those limitations amotindefinite.
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5. *“enhancing [lacrimal gland] tearing” and “restoring [lacrimal gland ] tearing”

The phraséenhancing tearing” or “enhancing lacrimal gland teariagpears in four of
the asserted claims: independent claim 13 and dependent claims 14, 15, and 16 of the '191
patent. Claim 13 recites in pertinent part “[a] method of enhancing tearing in a hygnan. €’
Dependent claims 14 and 15 asfukecific featues to the composition of the claimed emulsion.
Dependent claiml6 recitesthe method of claim 13, “wherein the method is effective in
enhancing lacrimal gland tearing.”

The phrasérestoring tearing” or “restoring lacrimal gland tearingfipears in seveof
the asserted claims: independent claim 21 and dependent claims 22 through 27 of the '191
patent. Claim 21 recites in pertinent part “[a] method of restoring tearing . Dependent
claims 22 through 25 and 27 add specific features to the mebemendent claim 26 claims the
method of claim 21, “wherein the method is effectiveastoringlacrimal gland tearing.”

Allergan argues that these phrashsuld be givertheir plain and ordinary meaningin
the context of the patents in suit, accordind\liergan the terms “enhance” and “restore” refer
not just to an increase in the amount of itegrbut also to an increase in “the quality of a
patient’s tears.” Once agairhet defendants offer noompeting definitionfor the phrases at
issue but argue that thehrasesreindefinite.

The ordinary meaning of the term “enhancetasadvance, augment, elevate, heighten,

[or] increase.” Webster's Third New Int'Dictionary 753 (2002 ed.). The ordiny meaning of

the term “restore” is “to bring back or put back into a former or original statenéavreebuild,
reconstruct”; to “bring back to a healthy state”; or “to bring back from a statguoy or decay
or from a changed condition”; “to bring (as a person) back to some former skatat 1936.

That is, the term “enhance” simply means to increase or make better. The terme™iastoe
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context of medical treatmentjeans to retura person t@ prior, healthystate. Nothing in the
claims or the specification indicates that the patents in sué &ssigned the terms “enhanca”
“restore” a special meanindor these patents that differs from their ordinary meaning in the
context of medical treatment.

The specification contains two peeint uses of the terms “enhance” (or “enhancement”)
and “restore” (or “restang’). The first appears in the passage of the specification that is found
only in the '111, 048, and '930 patents. There, the specification stdfgslosporin has been
foundas effective in treating immune mediated keratoconjunctivitis (KCS or dry eyasd)sa
a patient suffering therefrom. The activity of cyclospofsi€] is as an immunosuppressant and
in the enhancement or restoring of lacrimal gland tearing.” '111 patent, col. 2, linedaghthr
col. 3, line 2. The second reference in the common specification appears in radisthssion
of the role of the cyclosporin component as an immunosuppressant. The pertinerdesenten
reads: “Without wishing to be linatl to any particular theory of operation, it is believed that, in
certain embodiments of the present invention, the cyclosporin component acts to enhance or
restore lacrimal gland tearing in providing the desired therapeutid.&fféd 1 patent, col. 9l.

8-12. In both of those references, it is evident that no special meaning of the tehasct’ or
“restore” is intendedthe passages simply state that the cyclosporin component has the desired
therapeutic effect of enhancing or restoring lacrimahdl tearing, i.e.increasing tearing or
returning the patient’s tearing function to its prior healthy state. The Ciodid hothing
indefinite about those terms.

a. In support of their contention that the term “enhanced” is indefinite, the defendants

rely on the district court decision in_ Andrulis Pharmaceuticals Corp. v. Celgerng Civil

Action No. 131644 (RGA), 2015 WL 397857@. Del. June 26, 2015), which was summarily
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affirmed without opinion by the Federal Circuftndrulis Pharms. Corp. v. Celgene Cordo.

201541962 (Fed. Cir. July 14, 2016). That case, however, is of no help to the defendants, as it
involved an entirely differenssue regarding the use of the term “enhanced.”

The principal claim at issue iAndrulis was toa method of treatment of neoplastic
diseases comprising “administering to [the afflicted patient] enhanced enécaly-effective
amounts of thalidomide in combination with effective amounts of other alkylating agent
wherein said neoplastic diseases are sensitive to said enhanced combination.”obléma pr
identified by the court was that it was entirely unclear whether the tenimatced” referred to
efficacy from the combination of componenk&at was less than additive, additive, or greater
than additive. Thus, the problem was not with the term “enhanced,” which the courddefine
according tats common usage, to mean improve, increaseéntensify. The problem had to do
with the degree of enhancement, which the court found was left ufsgeaia setting in which
the degree of enhancement was critical.

In this casethere is no issue regarding the requisite degree of enhancefrteating.

The claims that recite “a method of enhancing tearing” or a method “effective in erghancin
lacrimd gland tearing” simply requisessome degree of enhancemerd., some augmentation or
increase That interpretation of the term is consistent with the specification and thergrdina
meaning of the word “enhante

Although Allergan argues that “enhancifigs that term is used in the claims, entails an
increase in both the quantity and the quality of tearsCthet is not persuaded that “enhancing”
includes such a requirement. In support of its argument, Allergan points to the sieyrigth
Sall et al.cited in the common specificatipwhich states that the composititirat is the subject

of the asserted patentssults in increases in the quantity and quality of tears. While that may be
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true, it does not justify interpreting the term “enhancirgy’require increases in both quantity
and quality. Enhancement, according to its ordinary meaning, would be satisfiednocyeaise
in either metric.

In further support of its argument, Allergaontendghat “enhancing” must mean more
than just an improvement in the amounttears, sinceother claims in the patents refer to
“increasing tear production.”See’111 patent, claira 22 24, '930 patent, clain25-36. That
argument, too, is unconvincing. As noted, patents contain various overlappiteyms and
claims, such as the claims variously referring to “dry eye,” “dry eye disSease,“dry eye
syndromé. As to those termsAllergan argues that the terms overlap (or even have identical
scope), and that the use of different terms does not maathédy must have different meanings.
The same argument applies with at least equal force to the terms “enhancing” aedsinger
tear production.” Enhancement covers an increase in tear productiont, @sd covers an
increase in tear quality. But nothing in the term “enhanceimenthe way it is used in the
patens, suggests that tear production is not “enhanced” unless there is an increase in both the
guantity and quality of the tears.

b. Thedefendants argue that the tefrastoring” suggestsan incease in the amount of
tears fom a zeroor nearzero level of tear production,” bthata person of ordinary skill in the
art “would have no idea how much increase in tearing would occur as a result of using the
alleged invention, or whether such increase would restore tear production to normaleor som

other level.” Defendants’ Responsive Claim Construction Brief, Dkt. No. 165, at 14. As noted

above, the ordinary meaning of the term “restore” in the medical context is to tie¢yatient
to a pevious, healthy state. While that may not entatlrning the patient to a condition

regarded as normal for the general population, it does contemplate that the'spéeiar

-22.-



productionwill be returned to the status the patient enjoyed prior to thet @hshe condition in
guestion, or something close to it. As such, the term would be sbhgatear to a person of
skill in the art

Accordingly, the phrases“enhancing [lacrimal gland] tearing” and “restoring
[lacrimal gland] tearing” will be given their ordinary meaning. As such, the Court
construes the phraséenhancing [lacrimal gland] tearing,” to mean increasingthe quantity
and/or quality of tearing, and the Court construesthe phrase“restoring [lacrimal gland]
tearing” to mean returning the quantity and/or quality of tearing, in whole or in part, to a
prior, healthy state. The Court concludebat thosehrasesre not indefinite.

6. “about”

Allergan agues that taterm*“about,” which appears in a number of the asserted claims,
should be given its plain and ordinampeaning. The defendants disagreeBased on the
prosecution history,hie defendantargue that the terrfabout” must be interpreted to rae
“precisely.” In the alternative, the defendants argue thaetheis indefiniteand that the claims
containing that term are invalid

Almost ewery claimin the patent# suit that contains a limitation respecting thuantity
of particular components uses the term “about” to modify the recited atholiat. example,
claim 1 of the '111 patenecites, in pertinent part: “A topical ophthalmic emulsion for treating
an eye of a human comprising cyclosporin A in an amount of about 0.05% by weight,
polysorbate 80, acrylate/C180 alkyl acrylate cross polymer, water, and castor oil in an amount

of about 1.25% by weight.”

® There are a few exceptiardaims 13, 14, and 16 of the '162 patent and claims 13, 14,
and 16 of the '048 patent.
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The Federal Circuit has held th#te ordinary meaning of the termiabout” is

“approximately’” Ferring B.V. v. Watson Labs, In€la., 764 F.3d 1382, 1389 (Fed. Cir. 2014).

Absent aredefinition of the term discernible from the specificatithie court has held that the

term “about” should be given that meaning. Merck & Co. v. Teva Pharms. USA, Inc., 395 F.3d

1364, 1369-70 (Fed. Cir. 20p5

a. Pointing to the prosecution histooy the patents in suit, the defendaséy that the
patentees limitethe scope of their claims to the precise numerical values recited astested
claims, and thus that the term “about” must be condtriwe mean “preciselythe amount
claimed” This arguments entirelyunconvincing. It would take @ear andexplicit disclaimer
or redefinition to justify construing the term “about,” a word of approximation, éamm
“precisely” a word that by definition admits of no approximation at dlhe effect would be to
use claim construction to define a term as meaning@ws antonym, which would be an
exceptional result. SeeMerck & Co, 395 F.3d at 1370 (intrinsic evidence “fails to redefine
‘about’ to mean'exactly’ in clear enough terms to justify such a counterintuitive definition o

‘about.”); Glycobiosciences, Inc. v. Innocutis Holdings, L1126 F. Supp. 3d 221, 235 (D.D.C.

2015) (“[T]he entire point of using a word like ‘about’ is that it eschewsigiom; if the
patentees intended to claim a precise weight range, they would have specifieddisatyweight
range.”) There is no suckleardisclaimer or redefinition in thprosecution historyecord in
this case, as a close examination ofgtasecution history will reveal.

The prosecution history of the six patents in suit is complex. The prosecution began with
provisional application No. 60/503,137, filed on September 15, 2003, and application serial
number 10/927,857 (“the '857 application”), which was filed on August 27, 2004. The pertinent

claims of the 857 application read as follows:
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21. A composition for treating an eye of a human or
animal comprising an emulsion comprising water, a hydrophobic
component, and a cyclosporin companém 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 0.08.

26. The composition of claim 21 wherein the hydrophobic
component is present in an amogrgater than 0.625% by weight
of the composition.

As the defendants point out, the qualifier “about” wasfaohd inany ofthe claims of the '857
application.

The examiner rejected eéhclaims of the '857 application on several grounds, including
obviousness over U.S. Patent No. 5,474,&/®ing. Office Action (Jan. 17, 2007)Dkt. No.
165-14 at 1216. The examinefoundthat Ding taught a composition containingyalosporin
component in an amount less than 0.19oweightand a hydrophobic component (castor oil)
having a weight ration to the cyclosporin component of 0.08e examinefurther found that
Ding taught that the weight ratio of the cyclosporin component to the hydrophobic component
could varybetween (2 and 012. Based on her analysis of Ding, #eaminer concluded that
the claims of the 857 application would haveen obvious to one of ordinary skill in the art at
the time of the inventianid. at 13.

The applicants then added new claims reciirgpmposition containing 1.25% castor oil
and 0.05% cyclosporin A. The pertinent amended claims 3&atDas follows:

21. A composition for treating an eye of a human or an
animal comprising an emulsion comprising watastoroil, and
cyclosporin A in a therapeutically effective amount of less than
0.1% by weight, the weight ratio of the cyclosporin A to the castor
oil being less than 0.08.

26. The composition of claim 21 wherein the castor oil is
present in an amount greatdran 0.625% by weight of the
composition.

37. The composition of claim 21 which includes 1.25% by
weight of castor oil.
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38. The composition of claim 21 which includes 0.05% by
weight of cyclosporin A.
39. the composition of claim 38 which includes ¥@2by
weight of castor oil.
40. A composition for treating an eye of a human or
animal comprising an emulsion comprising water, 1.25% by
weight of castor oil and 0.05% by weight of cyclosporin A, the
weight ratio of the cyclosporin A to the castor oil being 0.04%.
Amendment (Mar. 27, 2007), Dkt. No. 165-15, at 10.
The applicants argued that the recited compositions produced unexpected benefits over
other formulations, such as éhcompositions set forth in Example 1 in Ding havigither a
greater relatig amount of cyclosporin or a greater absolute percentage of both cyclosporin and
castor oil Amendment A(Mar. 27, 2007)Dkt. No. 16515, at 1618. The examiner, however,
entered a final rejection on July 2, 2007, again finding the application claims obviou3ioger
Office Action (July 2, 2007), Dkt. No. 16%6. The examiner found that Ding taught an
emulsionthat could consist of between about 0.05% and about 0.40% cyclosporin A, and
between 0.62% and about 5.0% castor oild. at 56. The examer concluded that it would
have been obvious to modify the composition of Ding by increasing the amount of castor oil or
decreasing the cyclosporin concentrationthe levels recited in the application claims; the
examiner further found thathe applicats had not shown that theiclaimed composition
producedunexpected resulas compared to the compositionsctbsedn Ding. 1d. at 1318.
In the course of further proceedings on the '857 application, the applicants argued that
was unpredictable from Ding that the claimed compositions would have oveiadcgfagainst

dry eye diseases substantially equivalentthie efficacy ofcompositions having twice the

concentration of cyclosporinAmendment B(Aug. 27, 2007), Dkt. No165-17, at13-14. In

addition, the applicants noted that “the present claim limitations do not use the teut vath
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respect to these [numerical] limitations, and therefore there is no overlap wigxeémplary
compositions of Example 1 [of Ding].Id. at 16.

Those arguments were unsuccessful. a@pglicants ultimatelyiled a new continuation
application, serial number 11/897,177 (“the '177 application”) and abandoned the '857
application In the proceedings on the '177 application, the appiédaitially conceded that it
would have been obvious to modify the examples of the Ding reference to arriveckairtre
composition. AmendmentJune 15, 2009), Dkt. No. 165 at 89. Subsequently, however, the

applicants withdrew that concessj@ePreliminary AmendmentAug. 7, 2013), Dkt. No. 165

12, at 8,and sought to continue the prosecutadrtheir claims througteight new applications
filed in 2013, and subsequentlynmth filed in 20147 In the claims of the new applications, the
term “about” was added to modifymost of the recited numerical valuesThose applications
ultimately became thsix patents at issue in this cdse.

After aninitial rejectionof four of thoseapplicatiors, again based on the compositions

disclosed in Dingsee,e.g, Application Serial Number 13/967,163fflde Action (Oct. 17,

2013), theapplicantsresponded bysubmitting declarations from a clinician and an Allergan
research invegyator, who statedthat the claimed formulations provided surprisiagd
unexpeted results that were not predictable based on the d#ta jrior art Ding patentSee,

e.q, Application Serial Number 1387,163,Response to Non Final Of8 Action Dated Oct.

" The applications filed in 2013 were application serial numbers 13/961,808; 13/961,818
13/961,828;and 13/961,835, all of which were filed on August 7, 2013, and serial numbers
13/967,163; 13/96168; 13/967,179; and 13/967,189, all of which were filed on August 14,
2013. The '808, '818, and '835 applications wkater abandoned. The ’828, '163, '168, '179,
and '189 applications ultimately issued as the '930, '111, '048, '162, and '556 patents
respectively The application filed in 2014 was application serial number 14/222, A1t
application ultimately issued as the '191 patent.

8 The '177 applicationlltimatelyissued as U.S. Pat. No. 8,618,064. Tgatent has not
been asserted in this case.
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17, 2013(Oct. 23, 2013), a8-12. In particular thetwo declarantsassertedhat the specific

combination of 0.05% by weight cyclosporin A with 1.25% by weight castor oil is sungly
critical for therapeutic effectiveneda the treatmentof dry eye/keratoconjuniwitis sicca.

Declaration of Dr. Rhett SchiffmaDkt. No. 16520, at 6;Declaration of Dr. Mayssa Attar,

Ph.D, Dkt. No. 16521, at 35. In light of the studies and datkescribedy Drs.Schiffman and
Attar, theexaminerallowed thependingclaims of application serial number 13/967,163h¢
163 applicaion), which became the '111 patent. The examiner foinad “it is clear that the
specific combination of .05% by weight cyclosporine A with 1.25% by weight castor oil is
surprisingly critical for therapeutic effectiveness in the treatment of drg ey

keratoconjunctivitis sicca.’Notice of Allowability (Nov. 21, 2013), Dkt. No. 1683, at 5. The

111 patent issued on January 1, 2014. In parallel proceedings, the examiner @aHewed
applications that became tHe&62, '556,’048, and '930 patents, wth issued shortly thereatfter.
The’'191 patentvas separately prosecuted asglied inFebruary2016.

The defendants argue that by emphasizing the critical nature of the specific atonbin
of 0.05% cyclosporin and 1.25% castor oil in the claimed emulsion, the applicants limited
themselves tohe preciseecited percentagesf those components The Couris not persuaded
that theprosecution history compels such a constructidihile it is true that the applicants

argued to the examiner that the difference between the recited values for ayclaspocastor

® In their initial claim construction brief and at tharkmanhearing, the defendants

seemed to take the position that “about” means “precisely,” which in turn admits of atovari

at all from the recited valuesSeeDefendants’ Responsive Claim Construction Brief, Dkt. No.
165, at 184; Claim Construction Heamg Transcript, Dkt. No. 182, at €%. In their
supplemental claim construction brief, the defendamk the position that “precisely” allows

for rounding variations, so that, for example, the claimed 0.05% cyclosporin concentratidn woul
encompass concentration range fro@045% to 0.054%, anthe claimedl.25% castor oil
concentrationrwould encompasa concentration range from245% to 1.254%.Defendants’
Responsive Supplemental Claim Construction Brief, Dkt. No. 190, at 3-5.
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oil in the claimed compositions and the \eduset forth in Ding were critical to the unexpected
results flowing from the inventiorthe criticality of the recited values does not answer the
guestion as to the range of criticality, i.e., the range of values withioh the unexpected
results are kely to be found.

In addition, the Courtattaches little significance to the applicants’ statement to the
examiner during the prosecution of the '857 application that the claim limitatidmotuse the
term “about” (and thus did not overlap with the values set forth in Difigpat statement cannot
reasonably be understood to mehat even after the applicants added the term “about” to the
claims, the claims should be read as if they did not contain that term. Iframttie addition of
the term “abat” to the claims that were ultimately allowemdhen previous applications had not
contained that term, is an indication that the applicants adverted to the diffarshe@anted to
ensure that their patents covered some range of values beyond the precise valubsirséhéor
claims.

The Court therefore rejects the defendants’ argument that the term “about” must be
construed to mean “precisely.”

b. The defendants argue that if the term “about” does not mean “precisely,” it is
indefinite. Because thgatents do not contain a definition of the term “about” or any other clear
indication of the scope to be given to that term in this context, the defendants contend that it
impossible for a person of skill in the art to know how far the claims reach beyongpkthfcs
recited parameters for the cyclosporin component (0.05% by weight) and the céstor oi
component (1.25% by weight) in the claimed emulsion.

Words of degree, such as “about,” “approximately,” or “substantiafipse special

problems in applying the principles of indefiniteness. On the one hand, those terms are
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extremely common in issued patents, and there is clearbeneral rule that the use of such

terms renders indefinite the claims in which they are fouBdeDeere & Co. v. Bush Hog,

LLC, 703 F.3d 1349, 1359 (Fed. C2012) (“This court has repeatedly confirmed that relative
terms such as ‘substantially’ do not render patent claims so unclear as to presesonaof skill

in the art from ascertaining the scope of the patericgtab, Inc. v. Envirochem, Inc., 264 F.3d

1358, 1367 (Fed. Cir. 2001)[L]ike the term ‘about,’” the term ‘substantially’ is a descriptive

term commonly used in patent claitnsAndrew Corp. v. Gabriel Elecdnc., 847F.2d 819, 821

(Fed. Cir. 1988) (Termsuch as “close to,” “substantially equal” and “closely approximate” are
“ubiquitous in patent claims”).

Such usages, when serving reasonably to describe the claimed subject matter &b thos
skill in the field of the invention, and to distinguish thaicled subject matter from the prior art,
have been accepted in patent examination and upheld by the courts.” Andrew Corp., 847 F.2d at
821. In fact, the Federal Circuit has held that the use of such terms “does not adthynati

render a claim invalid,’Seattle Box Co. v. Indus. Crating & Packing, Inc., 731 F.2d 818, 826

(Fed. Cir. 1984)andthat it isoften permissible to include such terms even if they cannot be

defined with specificity see BJ Servs. Co. v. Halliburton Energy Servs., Inc., 338 F.3681

1372 (Fed. Cir. 2003).

In some instancesyords of degree are as precise as the subject matter permits; in such
instances, the use of such terms is permissible and does not render the claimseirSeéni
e.g, Andrew Corp., 847 F.2@&t 821. As the Federal Circuit has explained, “a sound claim
construction need not always purge every shred of ambiguity. The resolution of some line
drawing problems-especially easy ones like this en&s properly left to the trier of fact.”

Accumed LLC v. Stryker Corp., 483 F.3d 800, 806 (Fed. Cir. 2007).
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A term such as “about” has a legitimate role to play in patent drafting when théepaten

seeks to avoid “a strict numerical boundary to the specified paramg&ieolab, Inc. 264 F.3cat

1367. “Expressios such as ‘substantially’ are used in patent documents when warranted by the
nature of the invention, in order to accommodate the minor variations that may be afgtopria
secure the invention . . . and indeed may be necessary in order to provide the inventor with the

benefit d the invention.” Verve, LLC v. Crane Cams, Inc., 311 F.3d 1116, 1120 (Fed. Cir.

2002). The range envisaged for the term “about” depends on the setting in which it isitssed: “

range must be interpreted in its technologic andissity context.” Pall Corp. v. Micron

Separations, Inc66 F.3d 1211, 1217 (Fed. Cir. 1995).

Both the Supreme Court and the Federal Circuit have suggested that gaiddodde
meaning of terms of degree, such as “about” can be obtained in particular instarmadsrigytb
disclosures in the specification, the nature of tixehnological field,and the knowledge of

persons of skill in that fieldSeeEibel Process Co/. Minn. & Ont. Paper Cq.261 U.S. 45, 65

(1923) (meaning of patent terms “substantial” and “high” would be apparent to rgaiddrs
patenf who were skilled in the art; “one versed in paper making could find in Eibel's

specifications all he needed to know, to avail himself of the invention.”); Modine Mfg. Co. v.

U.S. Int'l Trade Comm’n, 75 F.3d 1545, 1554 (Fed. Cir. 1996) (“Although it is rarely feasible t

attach a precisertit to ‘about,” the usage can usually be understood in light of the technology
embodied in the invention. When the claims are applied to an accused device, it is a question of
technologic fact whether the accused device meets a reasonable meaning bfirakioe
particular circumstances;”Pall Corp., 66 F.3cht 1217 The word “about” does not have “a
universal meaning in patent claims” and the meaning “depends on the techndiggalf the

particular case.”)Andrew Corp, 847 F.2dat 821 (The term“substantially equal’ is a term of
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degree, and “its acceptability depends on ‘whether one of ordinary skill in theoalt w
understand what is claimed . . . in light of the specificatjon.”

The Federal Circuit addressed this issue in some detail meme3th years ago, and its
observations are still valid:

Definiteness problems often arise when words of degree are used
in a claim. That some claim language may not be precise,
however, does not automatically render a claim invalid. When a
word of degreas used the district court must determine whether
the patent’s specification provides some standard for measuring
that degree. The trial court must decide, that is, whether one of
ordinary skill in the art would understand what is claimed when the
claim is read in light of the specification.

Seattle Box C0.731 F.2cat 826.

That standard is satisfied in this casguidance as to the meaning of the term “about” in
the patents in suit can be garnered fitbim intrinsic record, including both the specification and
the prosecution history, as well as the nature of the technical field and thie#gewf persons
of skill in that field Those sources provide sufficiedgfiniteness to the term “about,” as it is
used in the patent, to overcome the defendam¢slidity challenge. This is true for several
reasons.

First, as noted, the applicants made clear throughout the prosecution of the applications
that the recited concentrations of cyclosporin A and castor oil were cribidhletinvention,
because it was at the recited levelscohcentration that the unexpected advantages of the
invention were observed. Although the Court has held thatritieality of the claimed values
does not compel a construction limiting the claims to those precise values, theialisotigise
criticality of the claimed values indicates that the range of those values isteraded to be

large.
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Given the nature of the pharmaceutical arts, a person of skill in that field would
understand that concentration values that differ only slightly from the valuesdrecthe patent
would still be expected to exhibit the level of therapeutic effectiveness that is c¢lomthe
valuesof 0.05% cyclosporin A and 1.25% castor ailust as it isinreasonable texpect that a
reatworld formulation could have precisely those values, it is equally unreascatiimk
there is notanyrange aroundhose values thatould share the heightened level of therapeutic
efficacyof those concentrationsyen if the range is small.

Second,the scope of the term “about” is substantially confined by the prior art Ding
reference.lt is clear that the range cannot extend to the percentages of cyclosporastancit
disclosed in the compositions set forth in Ding, or even values close to the valuesein thos
compositions, since the applicants went to great lengths to emphasize that Ding detlosédi
or make obvious the invention claimed in the patents in suit.

Ding teachesconcentrations of cyclosporin A and castor oil that producgcksporin
Alcastor oil ratio of 0.08n four of Ding’s compositions, and 0.04 in the fifth. One of those
compositions contains the same concentration of cyclosporin A as in the patantshut twice
the concentration of castor oilThe fifth of Ding’s compositions containthe same ratio of
cyclosporin A to castor oil as in the asserted claims, but usestifoes theamount of
cyclosporin A and castor off Thus, with regard to the concentrationboth cyclosporin A and

castor oil, and the ratio of the concentrations of those two components, Ding is closetprior

19 1n particular, eample 1 in Ding has four compositions that contain varying amounts
of cyclosporin and castor oil. In all of those compositions, the ratio of cyclosporinastar ol
is 0.08, twice the ratio in the asserted claims of the patents in suit. U.S. Pa@™NR979, col.
4, 1. 31-43 (example 1, compositions A, C, D, and E). In one of the compositions disclosed in
Ding (example 1, composition B), the ratio of cyclosporin A to castor oil is 0.044the gtio
that is recited in the patents in suit), hbat compositionin Ding contains four times the
concentration of both cyclosporin A and castor oil as in the compositions of the patents in suit
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Because the applicants emphasized throughout the prosecution that their inventeedachi
surprising results not achieved by the compositions described in Ding, théatssat” in the
patents in suitannot be interpreted so broadly as to read on a composition having concentrations
of cyclosporin A and castor oiinda ratio of cyclosporirA to castor oil that approaches the
values disclosed in the Ding compositions.

Third, some guidance can be derived fromdbgree of precision set forth in the claims
themselves. The patenteeBose the number of significant figures to use in the claimed
percentages. Those numbers would naturally be assumed to include percentagesilthat w
round up or down to 0.05% and 1.25%hat is, roughly 0.045% to 0.054% for cyclosporin A
and 1.245% to 1.254%6r castor oil In fact, given the number of significant figures used in the
claims, those ranges of percentages wauttinarily be deemed fully guivalent to theclaimed
percentages, evesithout the need to add an additional range to account for the term “about.”
That range thereforestablishes the floor, or minimum range, from which to determine the scope
of the rangao which Allergan is entiéd by virtue of its use of the term “about.”

Fourth, given that patents are written for persons of skill in the pertinenthartterm
“about” must be interpreted as a person skilled in the pharmaceutical arts woulstanmai@m
the context of the invention. That ishether a particular deviation from a fixed value is within
the scope of the term “about” depends on whether a person of skill in the art would carcdider s
a difference insignificant, i.e., wethersuch a persowould consider the dewstion sufficient to

render the accused product a different product from the product recited in iths. claee

Modine Mfg. Co., 75 F.3d at 1554 (“Such broadening usages as ‘about’ must be given
reasonable scope; they must be viewed by the decisionmakieeyas/ould be understood by

persons experience in the field of the inventignsge alsdBJ Servs. Co., 338 F.3d at 1372
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(“The question becomes whether one of ordinary skill in the art would understandswhat i

claimed when the claim is read in light bktspecification.”)Eiselstein v. Frank, 52 F.3d 1035,

1040 (Fed. Cir. 1995) (“The meaning of the word ‘about’ is dependent on the facts of thease,
nature of the invention, and the knowledge imparted by the totality of ther ehslsdosure to
thoseskilled in the art.”)

Extrinsic evidence offered in this case indicates thatperson of skill in the
pharmaceuticaarts would understand thgénerally accepted standards tlee manufacte and
sale of drugs tolerate small degreesvafiationsor rargesin component concentrations and
small amounts oimpurities, whileregarding the drugs as still being the same prodaitergan
points to guidelines issued in 1999 by the International Conference on Harmonisation of
Technical Requirements for Registration of Pharmaceuticals for Humarhatsehairacterize a
drug as conforming to specifications if tests reveal that its components fah agpropriate

numerical limits, ranges, or other criterigSpecifications: Test Procedures and Acceptance

Criteria for New Drug Substances and New Drug Products: ChemicalaBabst@A,” Dkt.

No. 211-1 at 5 The evidence further showed that the new dcgpplication for Restasis, the
commercial embodiment of the patents in suit, contaiokstance ranges for the concentration
of cyclosporin A in the formulation, both for the manufacturing process and for the psoduct
shelf life. Those tolerances argdipercent and ten percent variations, respectivalergan’s

Supplemental Claim Construction Brigdkt. No. 211, at 8. Moreover, Allergan introduced

evidence that those tolerances are typical for many pharmaceutical prodoetef Allergan’s
expets, Dr. Thorsteinn Loftsson, stated in his declaration that a person of skill in theusdt c
look to regulatory guidance from the U.S. Food and Drug Administration. Since befomaghe ti

of the invention, he explained, the FDA has said that “in order to be considered ‘the sanee’ by t
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U.S. FDA, products may be up to 5% different from one another in active and inactive

ingredients.” Declaration of Thorsteinn Loftsson, Ph.D. in Support of Plaintiff Afers Claim

Construction, Dkt. No. 211-2, at 8-9.

If all products falling withina prescribed range are considered to be equivaterst
person of skill in the art, thas evidencethat at least thos@roducts havinggomponentvalues
that fall within thoserangeswould be considered tbhave values that are “about” the same.
Based on the evidence offered in the claim construction process, the Court cotichides
person of ordinary skill in the art would not consider a variabibless than ten perceint the
concentrations of cyclosporin A and castor inilthe claimed emulsioto make a significant
difference in the nature of the product.

The ten percent variatiom the concentration of the components is greater than the
variation that would be reached by simply rounding the values in the claims up or down, but it is
not great enough to approach the concentration levels set forth in the examptsediscDing.

For purposes of determining indefiniteness, the Court concliinddsthe evidence as the
meaning of the term “about” in the patents in suit shows that the meaning of the term is
sufficiently clearto avoid a findingof indefiniteness

In pressing the issue of indefiniteness, the defendwaus relied heavily on the Federal

Circuit's decsion inAmgen, Inc. v. Chugai Pharmaceutical (327 F.2d 1200 (Fed. Cir. 1991)

That case is similar to this one in some respects and different in others. AWtgénis the
strongest authority for the defendants, the Court concluéight of the bregoing analysis of
the evidence bearing on indefiniten@sshis casethatAmgenis sufficiently differentfrom this

casethat it does not call for a finding of indefiniteness here.

-36 -



Amgen involved patents on a process of using recombinant technology to produce
Erythropoietin (“‘EPQ”), a protein that stimulates the production of red blood cElie claim
languageat issuen Amgenrelated to the potency of EPO products. EPO potency is measured
by the product’'s specific activity, which is calculatesl the ratio of international units to
absorbance units (IU/AU). Theisputedclaim language recited a ratio ofd@ut 160,000”
IU/AU, and the question before the court was whether the use of the term “about” rendered the
claims indefinite.

The courtof apealsheld that it did. It noted that the district court had found that the
term “about 160,000” gave “no hintas towhat value between the prior art (128,52hd
160,000 constitutes infringement. 927 F.2d at 1218. The district court’s holding, the appellat
court explained, “was further supported by the fact that nothing in the specificatioeguiros
history, or prior art provides any indication as toatviange of specific activity is covered by the
term ‘about and by the fact that no expert testified as to a definite meaning for the téhm in
context of the prior art.”ld. In light of the close prior art and the lack of clear meaning to the
claim language, the court hetde term “about” rendered the claims indefinite. The court was
careful, however, to caution that its ruling “should not be understood as ruling out any and all
uses of this term [“about”] in patent claimdd.

The court inAmgenfound nothing in the specification or the art that gave any hint as
to how broadly the term “about” should be interpreted in the context of the patents betare it
this case, by contrast, the specification anchtitere of the art suggest limitsttee term “about”
that are defined by the understandings of persons of skill in the art as to thal genge of
variation of components such as those in this case that are permissible in the euistof

considered so great as to alter the natutheproduct.
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Based on thevidencesubmitted in connection with the claim construction proceedings,
the Court is able to make a preliminary determination that the claims containing thelieuti “a
are not indefinite. It may be that evidence will be offered at trial that will provide more
enlightenment as to the scope of the term “about” as used in the patents imh&atievidence
may be pertinent to (1) the proper construction of the term “about”; (2) the question vthether
term “about” is indefirie; and (3 whether the accused products infringe under the proper
construction of the term “about.”

Becausdhe Court’s construction of the term “abbist basedonly on the evidence
offered by the parties in the claim construction proceedingshytiis nature tentativeThe
Federal Circuit has made clear that a district court may adopt an “evolvifigilog” claim
construction, in which the Court’s construction of claims evolves as the Court bettestands

the technology and the patents auis. SeeWi-Lan USA, Inc. v. Apple Inc., 830 F.3d 1374,

1385 (Fed. Cir. 2016) (“We have long held that a district court may “engage in rddlimg c
construction in which the court revisits and alters its interpretation of the claim &s its

understanding of the technology evolves.”) quoting Conoco, Inc. v. Energy & Envtl. 1G], L

460 F.3d 1349, 1359 (Fed. Cir. 2006); Pressure Prods. Med. Supplies, Inc. v. Greatbatch Ltd.,

599 F.3d 1308, 1316 (Fed. Cir. 2010) (quotizer, Inc. v. Teva PharmBSA, Inc, 429 F.3d

1364, 1377 (Fed. Cir. 2005))[D]istrict courts may engage in a rolling claim construction, in
which the court revisits and alters its interpretation of the claim terms as itstandarg of the

technology evolvey); Utah Med. Prods., Inc. v. Graphic Controls Corp., 350 F.3d 1376, 1381-

82 (Fed. Cir. 2003) (same); Jack Guttman, Inc. v. Kopykake Enters., Inc., 302 F.3d 1352, 1361

(Fed. Cir. 2002) (same).
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When the Court is satisfied that the term “about” has been defined with whatever
specificity the pertinent evidence allowand if the Court concludes that the term as so
construed, is not indefiniteyhat remains is for th€ourt to determine infringementSeePPG

Indus. v. Guardian Indu€orp.,156 F.3d 1351, 1355 (Fed. Cir. 1998) (“Claims are often drafted

using terminology that is not as precise or specific as it might be. . . . Thahaloesan,
however, that a court, under the rubric of claim stnrction, may give a claim whatever
additional precision or specificity is necessary to facilitate a comparisordretive claim and
the accused product. Rather, after the court has defined the claim with whateVenitypsu
precision is warranted by the language of the claim and the evidence bearing proper
construction, the task of determining whether the construed claim reads on thesl grodsict is

for the finder of fact.”);W.L. Gore & Assocs., Inc. v. Garlock, Inc., 842 F.2d 1275, 1(F&@l.

Cir. 1988) (“Whether an imprecise claim limitation, such as the phrase ‘ab6% per second’

is literally met, is a question of fact for the trial court3eattle Box Cq.731 F.2d at 829

(“[T]he trier of fact must determine the scope of an imprecise phrase such stansiatly equal
to,” which, by its very nature, has a fat#pendent meaning.”).

Accordingly,the term “about” will be construed to have its ordinary meaning, which
is “approximately” ; in deciding whether that limitation is satisfied as a factual matter, the
Court will consider whether the variation between the recited values and the valuex an
accused product has a material effect on the properties of the compositionThe Court
concludes that the term “about,” as used ingdgents in suit, is not indefinite.

7. “cyclosporin A is the only peptide present”

This phrase is found in indep#rt claims 1, 13, and 17 of the '111 patent andllirof

the claims depending from those three claims (claifd®,2claims 1417, andclaims 1927).
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Each of the independent claims recites that the topical ophthalmic emulsion cemprise
“cyclosporin A in an amount of about 0.05% by weight”; the disputed phrase appears in the final
limitation of each claim, which recites “wien cyclospan A is the only peptide present in the
topical ophthalmic emulsion.”

Both sides argue that this phrase should be given its plain and ordinary meaning, but they
disagree about whatdlplain and ordinary meaning is. The defendants argue that the plain and
ordinary meaning of the phrase is that no peptides can be present in the eexdsionfor
cyclosporin A. That is, the defendants argue that the phrase excludes nextaaliderivatives
of cyclosporin A someimpurities can be included in the claichemulsion, according to the
defendants, but not peptide impurities.

Allerganis position is a little more complexn the initial briefing on claim construction,
Allergan argued that the phrasgyclosporinA is the only peptide presenéxcludes pepties
other than cyclosporin A, but that it does not exclude metabairtéerivatives otcyclosporin
A, nor does it exclude impurities that happen to be peptides. In its supplementallaigan
no longer urged that the phrase does not exclude “metabolites” of cyclosporin A, but argued onl
that the phrase does not exclude “at least derivatives of cyclosporin A and iesguriti

Allergan’s Supplemental Claim Construction Briddkt. No. 211, at 10. In its supplemental

reply brief, Allergan seemed to take an even narrower position, not mentioning derigétives
cyclosporin A, but simply urging the Court to “find that an emulsion containing ingsjrit
regardless of what those impurities are, falls within the scope of the clailergan’s

SupplementaReply Claim Construction BrieDkt. No. 212, at 10.

Claim 1 of the original'857 application recited a method of treatment comprising

administering to an eye of a human or animal “a composition comprising watedraplhgbic
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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 cyclospocoimponent to the hydrophobic
component” being less than 0.08. Claim 21 in that application rexitednposition for treang

an eye of a human or animal “comprising an emulsion comprising water, a hydrophobic
component, and a cyclosporin componerd therapeutically effective amount of less than 0.1%
by weight, the weight ratio of the cyclosporin component to the hydrophobic component being
less than 0.08.” Dkt. No. 16K, at 30, 33.The specificatiorfor the 857 application, which has
remainel essentially unchanged throughout the prosecution, defined the term *“cyclosporin
component” as “intended to include any individual member of the cyclosgoomnp and
derivatives thereof, as well as mixtures of two or more individual cyclospand dexatives
thereof.” Dkt. No. 1657, at 67. The specification added that “[p]articularly preferred
cyclosporin components include, without limitation, cyclosporin A, derivatives of @aliosA

and the like and mixtures thereof. Cyclosporin A is an ealbpecuseful cyclosporin
component.”ld. at 7.

The examiner rejected the claino$ the '857 applicationfor, inter alig lack of an
adequate written description. The examiner noted that the “hydrophobic component” is not
limited to particular compouds, but includes any compound with hydrophobic®ffice Action
(Jan. 17, 2007), Dkt. No. 1684, at 9. As for the “cyclosporin component,” the examiner
pointed out thathat component was “not limited to cyclosporine but to any cyclospArin
derivatives and mixtures thereof having similar functionality to cyclospdting. The examiner
addedthat “one of skill in the art would not know how to find and use all the instantly claimed
derivatives of cyclospormbased on the guidance preseritad. at 10, as the specification

provided only a single example of a composition within the claims, i.e., a composititaning
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cyclosporin A and castor oil. In addition, the examiner found claim 21 teabee and
indefinite because it was uncleahatkinds d derivatives of cyclosporin were covered by the
claim. Id. at 11.

In response, the applicants withdrew claim 1 and amended claim 21 to“fead
composition for treating an eye of a human or animal comprising an emulsion compasang w
castor oil, and cyclosporin A in a therapeutically effective amount othess0.1% by weight,
the weight ratio of the cyclosporin A to the castor oil being less than 0.08.’hdxnment A(Mar.

27, 2007)Dkt. No. 16515, at 7-8. As the applicants explained, claim 21 was amended to refer
specifically to castor oil rather than to a “hydrophobic component” and that it wersdachto

refer to “cyclosporin Ainstead of‘a cyclosporin component.id. at 11. The applicants added
new claims to compositions containing 1.25% by weight of castor oil (claim 37), 0.05% by
weight of cyclosporin A (claim 38and 0.05% by weight of cyclosporin A together with 1.25%
by weaght of castor oil (claims 39 and 40d. at 10.

Although the '857 application wadltimately abandonedthe continuation applicatien
thatmatured into the '111 patent continuedégcite the combination of cyclosporin A and castor
oil, rather than te combination of a cyclosporin component and a hydrophobic compdieet.

Application Serial Number 13/961,82&reliminary AmendmenfAug. 7, 2013),Dkt. No. 165

12; Application Serial Number 13/967,163, Preliminary Amendn{éwig. 14, 2013 Dkt. No.

165-8.

In addition,in the course of the prosecution of the '1&3plication,which ultimately
became the 111 patenheapplicants agreed to amend the applicaitioarder, as the examiner
put it, “to avoid issues of anticipation or obviousness” with respect to U.S. Patent No. 6,984,628

to Bakhit,which disclosed a combination of peptides, includigglosporin That wasthe point
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at which the applicants addthe limitation “wherein cyclosporin A is the only peptide present
in the topical ophthalmiemulsion” to the claims that ultimately became claims 1, 13, and 18 of

the '111 patent. Dkt. No. 1588, at9; Application Serial Number 136¥,163,Comments on

Examiner’'s Statement of Reasons for Allowance and Interview Sum(dawy 21, 2013 at2;

seealsoApplicantinitiated Interview SummaryDkt. No. 190-2.

The prosecution historprovides substantial guidancetaghe proper scope of the “only
peptide present” amendment that was added to claims 1, 13, and 18 of the '111 Ipatisnt.
brief, Allergan relies heavily on the definition of “cyclosporin component” in theispation,
see’ll1 patent, col3, Il. 38-41 But that definition plainly does not govern the meaning of the
term “cyclosporin A” in the claimsThe term “cycbsporincomponent” was initially used in the
'857 applicationclaims but thatterm was dropped in favor d@he term “cyclosporin A” in
response to the rejection in which teeaminerfound that the term “cyclosporin component”
rendered the claims unpatentable.

Allergan’s reliance on the specificatigand tle opinionof its expert, as expressed in a
declaration submitted with Allergan’s supplemental breef¢rlooks the fact that the definition
of “cyclosporin component” referred tokaoadterm that wasn the original claims but was
narrowed in response to the examiner’s objection ttiatterm“cyclosporin componentivas
vague and indefinite. The term “cyclosporin componerds jettisonedor the very reason that
the replacement tericyclosporin A,”was narrower and more precise. Therefore, the fact that
thespecification defined the term “cyclosporin components” to include cyclosparuatiees is
of no help to Allergan.

The specificationalsomakes cleathat the term cyclosporin A is a differgueeptide from

the other cyclosporins in tleyclosporinseries,i.e., cyclosporins Bhrough 1. The specification
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refers to cyclosporins as “a group of nonpolar cyclic oligopeptides with known
immunosuppressant activity.” '111 patecol. 3, I.27-28. It then states that “Cyclosporin A,
along with several other minor metabolites, cyclosporin B through |, have beeniedehtltl.
at col. 3, Il. 2830. That distinction in the specification between cyclosporin A and the “other
minor metabolitesmakesit clear thatcyclosporinsB through | are excluded from the scope of
the claim term *“cyclosporin A.” Given that the metabolites cyclosporin B through | are
excluded and that there is nothing in the specification or elsewhere that suggestshérat o
metabolites of cyclosporin A are included within the scope of the claims, thé &paes with
the defendants that the claim language does not implicitly include cyclogporetabolites.

The specificatior{bothin the original ‘857 application and in tiesued111 patentjalso
makes it clear that “derivatives” of cyclosporin A do not fall within the meaoirigyclosporin
A” as that term is used in the '111 patent. In addressing the term “cyclospoporents,” he
specification states thaf p]articularly preferred cyclosporin components include, without
limitation, cyclosporin A, derivatives of cyclosporin A and the like and mixtuheseof.
Cyclosporin A is an especially useful cyclosporin component.” '111 patent, col. 3;4b.42
The specification later states that the term “derivatives” of a cyclosporinsrede’compounds
having structures sufficiently similar to the cyclosporin so as to functiora imanner
substantially similar to or substantially identical to the cyclosporinexample, cyclosporin A,
in the present methodsld., col. 5, Il. 59-64.

Those passages from the specification make clear that the term “desvVatfers to a
categoryof compounds separafeom the compound identified as “cyclosporin” Aand that
derivatives are not aubset of a group of compounds that the patent refers to as “cyclosporin A.”

The Court therefore agrees with the defendants that the term “cyclosporin A” daaslundé
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derivatives of cyclosporin A as the patent uses those termshd&taeasonthe Court construes
the phrase‘wherein cyclosporin A is the only peptide present in the topical ophthalmic
emulsion” to exclude derivatives of cyclosporin A as well as metabolites afsparin A.

The remaining question is whethemthclam limitation also excludes impurities that
happen to be peptidésther than cyclosporin JA as the defendants contend. On this point, the
Court agrees with Allergan that such impurities are not excluded by the phraseeitw
cyclosporin A is the only peptide present in the topical ophthalmic emulsion.”

Through its expert, Dr. Berkland, Allergan hadroducedevidence that a person of
ordinary skill would understand that natural impuritee® presenin every pharmaceutical

formulation. Declarationof Cory J. Berkland, Ph.Din Support of Plaintiff Allergan’s Claim

Construction Dkt. No.211-10, at11. In addition, Dr. Berkland explained, the Food and Drug
Administration recognizes that impurities exist in all chemical compositeang result of
manufacturing issues or product degradatitth.at 1112; seeU.S. Dept. of Health and Human

ServicesGuidance for IndustryANDAS: Impurities in Drug Product8-5 (Nov. 2010) (FDA

Guidancé) (discussing “qualification thresholds” for “degradation products” in dyuBkt. No.
155-29; Dkt. No. 156-2.

While Dr. Berkland did not specifically state that such impurities include pepiitdis
apparento the Court that impurities in a composition containing the peptyid®sporin Awill
includeat leastrace amounts of peptides as the degradation products of the cyclosp@eaeA.
id. at 13. Indeed, thEDA Guidanceegarding allowable drug impurities includes “degradation
products” as among those impuritidgSDA Guidanceat 3, and it notes that “degradation

product[s]” may include a “significant metabolite of the drug substance,” &d. at
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Although the defendants offer the declarationhefir expertDr. Erning Xig in support
of their argument that the claim languageesl notallow for peptide impurities imny amount
Dr. Xia states only that “other peptides can be present in a formulation depending oortke eff

to purify the formulation, but the claims literally exclude thenDeclaration of Erning Xia,

Ph.D, Dkt. No. 16525, at 16. He does not go so far as to sayithatpossible, as a practical
matter, to purify a cyclosporin A composition to the point that it can be confideatlyto be
wholly free of any peptide impurityhatsoever.

Patents are draftedrfoeal world applications, not as theoretical constructs. In the real
world, impuritiesare inevitable. In any pharmaceutical product, especially one that may be
stored for some period of time before use, there are likely to be trace amounts dfemthat
result from the manufacturing process @negradual degradation of product purity over time.
Therefore ay characterization of a pharmaceutical prodoe patent clainmust beassumed to
include impurities, unless thdaim very clearly prohilds the presence of all suampurities
For that reason, it would require the clearest possible drafting to persuade theh@btire t
claims asserted in this case were meant to be limited to compositions that were eagrely f
any peptide impurities There is no such clarity in the 111 patent. The Court therefore will not
read the phrase “wherein cyclosporin A is the only peptide present in the topical ophthalm
emulsion” to exclude all compositions that have any peptide impurities whatsoever.

One further point of clarification is that, in accordance with Dr. Berkland’s demar
and the FDA Guidance, peptides that qualify as metabolites or derivatives ofoyirios but
that are present as impurities constitute impurities within the meaninghe Court’s
construction. The exclusions from the construction of “cyclosporin A” discusmceapply to

derivatives and metabolites as ingredients of the claimed emulsion, not to impuhé&esise
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occurring in the emulsion. The inventors inifalclaimed cyclosporin metabolites and
derivatives as the drug substandee., an ingredient that would function to treat the disease
but amended the claims to name only cyclosporjnnAorder to overcome the Examiner’'s
indefiniteness challenge. This wast, however, a disclaimer of emulsions in whiinch
metabolites and derivatives are present as impurities, which a person of skillumdefstantb
be an inevitable byproduct.Seeln re Marosj 710 F.2d 799, 803 (Fed. Cir. 1983) (finding
“essentialy free of alkali metal” not indefinite despite patent’s silence as to “partioulabet
(minimum amount of alkali metal) allowed because “a person [of skill in the art] wioand the
line between unavoidable impurities in starting materials and edsegtiedients”). In other
words, “wherein cyclosporin A is the only peptide present in the topical ophthaimilsien”
means that metabolites of cyclosporin A (e.g., cyclosporin B), derivativegctifsporin A, or
other peptides that are included as additional ingredients, rather than introduogglugties,
would create an emulsion that falls outside the scope of the claims.

That does not entirely resolve the issue of the meaning of the phrase “cyclosporin A is
the only peptide present,” however. While the disputed pltass not excludeompositions
that have trace amounts of peptitepurities it does exclude angompositions containing
peptide impuritieshatmateriallyaffect the character and function of the composition. But in the
absence of any such material effect, the Court concludesrtiat amounts of impurities, such
as metabolites of thactive ingredent, will not take a composition outside the scope of the
claims. The “only peptide present” language is not sufficiently explicit to excludé suc

inevitable impurities and metabolites.
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The Court therefore concludes that the phrase “cyclosporin A is the only peptieletpres
should be given its plain and ordinary meaning, which is thathe active ingredient of the
composition is limited to cyclosporin A,but that impurities, including peptide impurities,
may be present.”

8. “administered to an/the g/e of a human administered to a human administering

an emulsion topically to the eye of a human; administering to a humagyea second

topical ophthalmic emulsior?

Allergan argues that these phrases should be given their plain and ordinary meaning;
Allergan contends that the word “administered” means prescribing, dispensing, giiaking.

The defendantalsoargue that these phrases should be given their plain and ordinary meaning,
but theycontendthat the plain and ordinampeanng of the termgs “delivering into or onto the

eye of a humah. Defendants’ Responsive Claim Construction Brief, Dkt. No. 1627atThe

defendants regard Allergan’s definition” to be too broad, as it would not be limitdobge t
persons who actually place the drug the patient’'s eye, but could be extended iaclude
personswho prescribe the drugsich asphysiciars), those whodispense the drugsych as
pharmacists)or even persons who give the drug to the patient, which could include persons such
as a postal carriavho delivers the drug to the patient’'s home.

When referring to the administration of medical treatment, the term “administer,” by
itself, may include persons who participate in the patient’s treatment, sucli@goa who
prescribes medioe and directs the patient in its use. Thus, a doctor may be said to administer a
course oftreatment upon prescribing medicines and directing the patient in their usef thee
doctor does not actually, for example, put pills in the patient's mdutlkas in that context that

this Court ruled, irErfindergemeinschaft UroPep, GmbH v. Eli Lilly & CdNo. 2:15¢cv-1202
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(E.D. Tex. Aug. 11, 2016), that “administering” treatment to a person in need thereof could
include actions by persons other than tigidual who is either taking a pill or directly placing

the pill in the patient's mouthSee alsdGilead Scis., Inc. v. Merck & Co., No. 5:8-4057,

2015 WL 2062575, at *7 (N.D. Cal. May 1, 21015) (in a method of treatment case, construing
“administemg” to mean “providing a compound of the invention . . . to the individual in need”);

Janssen Prods. L.P. v. Lupin Lt€.A. No. 10ev-5954, 2013 U.S. Dist. Lexis 189016, at *38-

(D.N.J. Oct. 9, 2013) (construing “administering’include “the activies of doctors and other
medical professionals who are involved in prescribing tagned compoundsor otherwise

supervisingpatients’care) lovate Health Scis., Inc. v. Biengineered Supplements & Nutrition,

Inc., No. 9:0%cv-46, 2008 WL 2359961, at 23 (E.D. Tex. June 5, 2008) (construing
“administering” to mean “delivery into a body, or tnagement or supervision of ghecess
whereby something is delivered iradoody”)

Courts that have addressed this issue have noted that the meaning tefnthe

“administering” or “administered” often depends on the context in wtiientermis used. In

Tobinick v. Olmarker, 753 F.3d 1220, 1225 (Fed. Cir. 2014), for example, the Federal Circuit

upheld the construction of the term “administered locally*aaBministered directly to the site
where it is intended to ac{internal quotation marks omitted) he use of the term “locally” in
conjunction with “administered” was clearly important to the court’s construcif the term

“administered.” Similarly, in Takeda Pharm. Co. v. Actavis Labs FL, |i€ivil Action No. 15

451, 2015 WL 3193188 (D. Del. JuneZ2®16), the district cousxplained thatheway the term
“administering”was used in the claims and specifications of the patents in suit ghefsalrt's
construction of that term; in particular, the court observed, the patents consissedtihat term

“solely to describe the physical act of delivering the drug into or onto the biddwt *3, and
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the court therefore construed the term in thahnerjd. at *4. See als@\ndrulis Pharms Corp.

2015 WL 3978578, at *2-3 (D. Del. June 26, 2015) (construing the term “administering” to mean
“delivering into or onto a [mammal’s] bodyparticularlyin light of the specification, which
refers to “anytype of administration including oral administratiotmpical administration,

intramuscular injection and intravenous infusigr&straZeneca AB v. Hanmi USA, IncCivil

Action No. 12760, 2012 WL 6203602 (D.N.J. Dec. 12, 2012) (holding that a persadioboy
skill in the art would understand the term “oral administration” to refer to ftleans of
delivering the medication to an individual” and not “the prescription by a physiciarher ot
licensed healthcare professional, dispensing and ingestion”).

In this casethe context in which the tesriadministering”’and“administered” araised
is quite different from the context in which the term “administering” was usedhen

Erfindergemeinschaft UroPepaseand others like it. Here, he context in wtah the terms

“administering” and “administered” are used strongly supports the inteipretaf
“administering” as meaning “delivering into or onto the eye.”

As in some of the cases cited above, tdren “administer” does not stand alommethe
claims of the patents in suit, bensistently appears in connection watheference to the direct
placement of the emulsion in the eye. abldressinghe administration of the drug, the claims
use phrases such as “topically administering toetfeeof the human in need theredge, e.q.
162 patent, claims 1 and 23; '048 patent, claims 1, 18, and 22; and '191 patent, claims 1, 13, 17,

and 21, and “the topical ophthalmic emulsion is administered to an eye of a hseang.g.

1 Allergan argues that the definition of “administerinig’ the context of medical

treatmentshould not depend on the method usedsdtiver the treatment As the cited cases
indicate, however, the context in which the term “administering” is used, inclualyg
references to the mode of treatment employed, is important in determining whetbemihs

limited to the actual delivery of a drug or applies more broadly to the process ailjpngsc
medicines and supervisiriige patient’s treatment.
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'556 patent, claim 11; and '930 patent, claimsahtl 23. The phrase “topically administering to
the eye bthe human in need thereof” and like phrases found in the patents in suit carry the
meaning of placing or inserting the emulsion directly into the eye.

The persn who places the emulsion in his or her own eye is the person who is “topically
administering [the drug] to the eye of a huntiaand in practice that will most often be the
patient. A doctor whomerely prescribes the drugr instructs the patient to administer the
emulsion or apharmacistwho merely provides the emulsion to the patient, is not “topically
administering [the drug] to the eye of the humam”administering “the topical ophthalmic
emulsion” to the patient’s eya the ordinary sense of thoFms.

Allergan points out that #w of the claims of three of the patents in suit refer to
“administration to a humarrather than “administering to the eye of a huma®€e’162 patent,
claims 13, 14, and 16, and '048 patent, claims 13, 14, an8uithose are all dependent claims
that depend from independent claims that recite “the method compogicglly administering
[the emulsion] to the eye of a humemneed theredf See’l62 patent, claim 1; '048 patent,
claim 1. In light of the relationship between those dependent and independent claims.ait is cle
that the phrase “administered to a human” must be given the same constagtioa phrase
“administered to the eye of a human,” and thus thatithministration referred to is the adt o
placing the drug in the eye.

Accordingly, the Court construes tpérases referring to administratiom the eye ba

human, or to a humatg meart‘delivering into or onto the eye of a human.”
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IT IS SO ORDERED.

SIGNED this13th ofDecember2016.

Mf%%«»\

WILLIAM C. BRYSON
UNITED STATES CIRCUIT JUDGE
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