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fumarate formulation is 0.025% (0.25 mg/mL). At that conceniration, the

recommended dosing regimen is twice daily. It is known that the
recommended dosing can be reduced if the amount of ketotifen fumarate is

25 increased, but it is also known that higher concentrations of ketotifen fumarate
sting and burn upon initial administration to the eye.

Further it is known that they symptoms of allergic conjunctivitis have a
greater impact on the wearers of contact lenses. Many contact lens wearers
stop using their lenses during the spring and summer hay fever seasons and

30 other peak allergen seasons. Contact lens wearers can administer topical
ketotifen solutions to reduce the symptoms of allergic conjunctivitis. However,
if the inconvenience of carrying a bottle of solution can be avoided, it would be
beneficial. In addition, since it is known that higher concentrations of the
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The particul arl evices 0 nven ions
on the eye. These devrces can provide optical correction or may be cosmetic.

Ophthalmic devices include but are not limited to soft contact lenses,

30 intraocular lenses, overlay lenses, ocular inserts, punctual plugs, and optical
inserts. The preferred ophthalmic devices of the invention are soft contact
lenses made from silicone elastomers or hydrogels, which include but are not

limited to silicone hydrogels, and fluorohydrogels and excludes ophthalmic
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allergic agent anytime after they are polymerized. Polymerization refers to the
process in which components of an ophthalmic device including but not limited
to monomers, pre-polymers, diluents, catalysts, initiators, tints, UV blockers,
antibacterial agents, polymerization inhibitors, and the like are reacted by

30 thermal, chemical, and light initiated curing techniques to produce a formed
polymer. The preferred methods of polymerization are the light initiated
techniques disclosed in U.S. Pat. No. 6,822,016 which is hereby incorporated
by reference in its entirety. It is preferred that the polymerized ophthalmic
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ppm of sodiRagkBeiNgt & olymerized pphihairaisideviteseingt bavgeat been swelieq ect
hee " TE . P
Such anti - SndRisedathted R kol 1Bl p IRt L B BEREIAL, [0,

agent s" i ndlewitesbUutheaaddition of tha aettiallergihegenttic any i tias liiddé of this
Deques Desferal, siliga, chjtin derivatives such as chjtosan

col | ur o5e 33ualing s “eRyibiatng caleP At doneraRail qor below s considered
o hoy ot et BES B VAT Anthey
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macrocyclic S such as crown ethe I gan s and
cat enands. liSadditibayite polyinerigad en-tatdrategesphtiCaleric bevice&dnay BOGigatstD,

T
stabi | 2at igaieaicpsBpy. The!dieRRINRMRSERAURAGS RatorhHbicd 50°C for

oxi dations such as those selected fromthe group consisting o
2, 2", 2206, @bogt 15 minutes to about sterilization conditions as described below, more

oo LSRN B O Rl B P G fabeneneL -

1,3, 5tris[ 3, 5- didxhniples BEbhsteebaNes and sterilization techniques are disclosed
hydr oxybenzyl1] - 1H, 3H, 5H- 1, 3, 5-tri azi ne- 2, 4, 6-tri one, Bent aerythrityl
t et raki s[ 34N {f@ Bllgyng referepseh whiehare herehy dieprpenaées Py refiespnamiattbgir
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tris[2,4-d net hyl e ehy

2, 2" - dp% oc 6a0HN; §98)%,596,686: 60111808 1 5,57 2,36 Boarak 8438 pimr Tis pdrtion of

di oct adecyl  di sul phi de, didodecyl-3, 3" -thiodi gr opi gnat e, )
the manufacturing process presents another method of treating the ophthalmic
devices with anti-allergic agent, namely adding anti-allergic agents fo a solution
prior to sealing the package, and subsequently sterilizing the package. This is
the preferred method of treating ophthalmic devices with anti-allergic agents.

30 Sterilization can take place at different temperatures and periods of time.

The preferred sterilization conditions range from about 100°C for about 8 hours
to about 150°C for about 0.5 minute. More preferred sterilization conditions

range from about 115°C for about 2.5 hours to about 130°C for about 5.0



di oct adecyl- 3, 3' -t hi odi propi onat e, butyl hydroxytol uene, ethyl ene
bis[3,3-di[3- (1, 1-dinethylethyl)-4-hydroxyphenylibutyrate] and

m xtures thereof. The preferred oxidative stabilization agents are

di et hyl enetrl am nepentaacetic acid ("DIPA"), or salts of DTPA such as
CaNa3DTPA, iNESHTPAE mert Prafemedsterllzadien angltloﬂﬁ@fe pReut Net°C for about
60/ 783, 557 {Sobﬁ@"g March 17, 2006, entitled "Methods for
Stabilizing I'vely Unst abI e Pharmaceutical Conpositions” and its

correspondi ng noFhetsolitions!dhatfare iusgd h mdtheds ofithis bwention ny tog ecitdry
reference in their enti rﬁé&/?%Ther efore, the jnvention includes a

met hod of HHaSEERAlWEP SoBiogs inglueeavithout disvtatien cerfine salwipnss
anti-al ker ¢4 Jﬁe%@f‘?éredjs%ldﬂaﬁ%eéﬁd H@%r{?éd\ﬂgtérn@h%gﬁré (jérf&aéd]l%@aéd?utlon

ophthal m ¢ device with a sol ution conprisin
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about 20100 es/l iter to about mol es/Titer, nost
f rom about pod@ssiwbl ssdis|dftiee samealbbase B’meﬁmtaaavel germrally combinesk to form

about 401 odiiebefshURE YE G 8 Bet apiits Bglierte RE G SefRE PuS
the ternms taciddl dref Baseeamie @y a0ithalydrmaleMasge have. tThel lﬁufﬁafr@d e
mentioned preferred 25identities and preferred ranges. used

herei n, th&olWioms may afditienainingiude 2 élﬂén@rpth@lnach)emﬁfmulf@mlc acnd (MES),

ti II I
opht el i o RaRBvaldiie, 2ERIER RIS A2 bRt on (e
front or bapkise‘wdramnéml)n@th;h@semﬁr&fe‘trﬁaml.ﬂﬂbnldmidt@tr@:cmﬁ@@odmm
Ienses¥1 of the devi.ce, in any other area or 30Qsurface.

preferied M 'P'E‘Pc%ﬁr 9%@teaﬁ%@an P'é?rﬁ?oﬁ‘alt% qesie a6td, \ﬁP'EjW”ﬂ ﬁgetate
conj unctiva rﬁleﬁ%ﬁaﬁﬂﬁe }’é? gli@ced é Iéya’%]cffzorﬁbh’%%ns ltﬁerbﬁ
e anti - a

preferred th | oca armunt ergrc agent I)et ween
about 1 pg F%Ieterablgwmemﬁum isper btbrateabbffertmtmermowhatﬁ bﬂﬁ@gdaamdinebout

90 , nore refera bet we bout and. about 50 , .npst
pr e?gr abl y SBEAIRB&AT eedw gean %B%@pu%yﬁefeﬁﬁg %¥q0£89@€w0Ut

agent nay BBpoasgHh i8 abBul 8580 HBhEsAdiemh Bbratdanesy paé‘rﬁc@xny gﬁéfe%a%aon?

anti-allergic agent in coatings or pignents that may
devi ced0 Sd800pprm) OPa@dlumoeoraYe 172,286; and 6,767,097, WO 02/ 057837,

20081 0000025 codk TREETaAIFER ARRI ot abine S edne Baracplomneaaris

devi ces as tWﬁ'thaﬁiiﬁZé’IQd&h@rﬁs 3o sﬁﬁ@aﬁ%ei@cé@éﬁts@ﬂé¥ﬁé%d‘ﬂ%ﬂ Such
further still the invention includes a nethod | evi a

synpt ons  of Odfidiéy$iabtisaiemagentst insludenut aremet dmiteditorchelands sechaas
patient angpTa pequest, Desferal, silica, chitin derivatives such as chitosan, celiulose
25 and its derivatives, and N,N,N’,N’,N”, N"-hexa(2-pyridyl)-1,3,5-
tris(aminomethyl)benzene, and certain macrocyclic ligands such as crown
ethers, ligand containing knots and catenands. See, David A. Leigh et al
Angew. Chem Int. Ed., 2001, 40, No. 8, pgs. 1538-1542 and Jean-Claude
Chambron et al. Pure & Appl. Chem., 1990, Vol. 62, No. 6, pgs. 1027-1034.
30 Oxidative stabilization agents may include other compounds that inhibit
oxidations such as those selected from the group consisting of 2,2',2",6,6',6"-
Hexa-(1,1-dimethylethyi}4,4'.4"-[(2,4,6-trimethyl-1,3,5-benzenetriyl)-
trismethylene]-triphenol (Irganox 1330), 1,3,5tris[3,5-di(1,1-dimethylethyl)4-



10opht hal m ¢ device conprising about a | ocalized anount of an
anti-allergic agent. As used herein the terns anti-allergic agent,
| ocal i zed anount, and ophthal m ¢ device have their afore nentioned

f d ideptiti dr _Still further, th _
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opht hal m ¢ devices that are exposed to the anterior surface of the
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preferred extended period of time s greater than about 12 hours,
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adm ni stration systemis a punctual pl'ug or an ocular 1nsert, the
preferred mpeevardingfoxidateon of @y ephthairhicadevive taapdsingtan ardr-allergic agent,

"adm ni steri.ng". mneans pl aci said adm njstration system.on or in the
eye of 13 pVTeRn MengeRopindiepeiealid saitartoalie #FFics Witua Solutdn
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anti-allergic 'agent iIs available to eye of a patient. If the

opht hal mi ¢ cosgenteatian eleridhiiecstatilizatiarhagentsdn ithe selufidade fudm Elboutye,

10% and abact s antet f€ oA BoPheEhoREy REHGE prEraRRs mEa thely "
adm ni st er iogurhbRsfiRM toeatiout 1060 §keolasMterDde gféfeiaw f8m A5G
preferably between 10% and about 70% i n about 30 ninutes. If the

adni ni 80r atli08ruglesditerdeabonb 1000 mmelesiies, restpieterably remeabsutt he
eye and is_1r(>)l0 glegﬁit%pte{b%rutﬁeﬁyrr?&?glflitetrhe eye, it is preferred that
elrs

such adm ni'stration systemrelea contai ned anti-allergic agent

over a period ofYel@till furtherdhalinvention igtleadsan idphthrhiddevise cdmprisiggm
"dosing effective anpunt” refers to an ampunt of anti-all e_r_g{i c agent
i

suf i ci ent 3DGURRIRRANZEH QUM AN AR BteraiciasteRt.c ASIRedar e Jores
an ext e”de%nﬂ—eéll'eﬁr)ﬁjlc%glert 3Rd ophAiraIA icé Réve/ F’r{éfrl ?@fﬁgﬁggﬁpg@‘b?ek%d

potency of the a ergi c agent. For exanple almc
devi ce2gontdeniick endtprEfamed famgpsef erred dosage effective amount is

15 between about, | e t han | and_abqut 20 .., The preferred dosage
offoct i ve amuntS SRR, BOLT GG Ted 2P Far Dot A6UpLoT PRt

I's preferreg Fd:’bapgémhgp%ﬂ'cﬁﬁéoqgfcﬁ%rbt@p&@i?H§bf ﬂfaebg}gﬁtﬂéirﬁi%'ﬂieﬁlﬁﬂe‘?@%d

to the eye of "a patient fromabout 1 minute to t 300 mnutes. It
i s particulxamplertbé dvgadided kamourd nvaebe abdbe ot wahdckbotiacer Gging t he

(R TR S P TfBB d) LSel
30 surface. ltis preferred that the localized amount remain in contact with the
conjunctiva of the eye when placed in the eye of a user. ltis preferred that the
localized amount of anti-allergic agent is between about 1 ug and about 200
ug, preferably between about 1 pug and about 90 ug, more preferably between



In order to illustrate the invention the followi ng exanples are

i ncl uded. These exanples do not limt the invention. They are neant
only to suggest a nethod of practicing the invention. Those

know edgeabl e in contact |enses as well_ as ot ha{ﬁé{jem alties may fin

ot her met hadRoWr! Bg 2BE;akoNG SPHG. MRt refgrably be ebou&%ag@nﬁeﬁmeo
d d
Bt hE: PR drituiflchlE seRRfaind dng B GHibHite afedBfthEHevice by
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system i s mai ntaine room te erature throu hOUt t he sol uti

maki ng pr ocmﬂmg&landqmgmsmatf@t may f2¢ appliibtd ophtlaamordﬁerceam weli rred
i 15 t ti til th | uti i

homoencoudnoas il HaR R, fane b SUBEHEVEER and tho m xture is

stirred for an aﬂéﬁﬁhﬁ@ﬁétrlﬁ@leﬁhﬂéﬁtﬁ:ﬁ iAEILRSs laORBt R daﬁane@ka@@gttﬁemke

t he sol uti on honogeneous. The procedure to prepare a 25ug/
ket otifen faymptars efalergio sonpirebvitis sompaisingoadmaistaasg |f¢ Batiehbae,

(0. 02505 nerbuAe b BB PRt EuP e R end SrRbint B PR )
1-Day Acuvugfent. E\Esaméd@mw@ﬁmﬂheuenﬁ@@n(@l@fgm@?@nmomz@dmﬂmmdarﬁd om

25 their packages and repackaaed in glass vials containing 3.0 nL of
the 10 pg/ rAPhialiie desicgdyaye t @'ﬂ'@Wﬁéﬁefﬁﬁﬁ%da@@f@&dﬂdeﬁﬁﬂeﬁé@@ﬁ@‘éﬂed

above to pr K-Lens 10 and K-Lens 25 respectively. The vials were
sealed with coat ed rubber stoppers and heated for 18 m nutes at
124 C. Still further, the invention includes a method alleviating the symptoms of

15  allergic conjunctivitis in a patient for an extended period of time, wherein said
method comprises administering to the eye of said patient an administration
system comprising said anti-allergic agent, wherein said administration system
releases to said patient a dosing effective amount of an anti-allergic agent. The
term anti-allergic agent has its aforementioned meaning. The “extended period

20 of time” is from about 5 minutes to about greater than 24 hours depending upon
the administration system. The term administration system refers to a physical
object that contains an anti-allergic agent that releases the contained anti-
allergic to the eye of a patient over time. The preferred administration systems
are ophthalmic devices that are exposed to the anterior surface of the eye, in

25 the eye, or on the ocular adnexa. Such preferred administrative systems
include soft contact lenses, punctual plugs or ocular inserts, most particularly,
the soft contact lenses of this invention. If the administration system is a soft
contact lens the preferred extended period of time is greater than about 12
hours, more preferably between about 13 hours and about 24 hours, most

30 preferably between about 13 hours and about 18 hours. If the administration
system is a punctual plug or an ocular insert, the preferred period of time is
greater than 24 hours. The term “administering” means placing said
administration system on or in the eye of a patient. The term “releases” means



Exanple 2 30C inical Evaluation of Ophthal m c devices of Exanple 1
This was a single-center doubl e-masked, random zed, placebo
controlled, clinical trial to asses the efficacy of the | enses of
Exanple 1 in a conjynctivial allergen chall enge

(aCAC Model % See,

Net | and et ZfPArE Pinfisallessit RGNS RANYRiSTTab8nSyaiesn so that said
Levocabasti -_g}pé}b el 1 %Ak he fuaviea i
Al lergic Coér}jﬁhnctl \%ﬂrﬁf?ﬁgmﬁ% ng? %ﬁéﬂa@?ﬁp/sﬁfﬁeﬁg@ﬁm n;@Ideeryglgcee s
Model , Aneradraimisteradchtal thefanGptinralrfaskeadive ye 1i8 &, prsiferrds] thad dee

717-723, 718 for a description of a positjve t to a .chal | enge.
A the 11 TUnMEER DR 58 eaRe beuBPa: pbogh BRI B ShHTN Ph A
titrati gn agghigined 'Erﬁi?él[ér@iesaqe'ni befWeerPhdmitistbRfg #he BEGRE 16 tid 8} Ad
a CAC was performed bilaterally wth animal (cat) allergens, grass,
tree, or woRRPUIGO insiteBenoiepneierabiyrbativeen ds end@bout 6% iraout 39

L) of sol ubilized r.gen instilled into the njunctival
Pol - o soc TInéE irithe SERFMsHE ] Bdtbin Gl M ol iR e or $goq of
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recei ving trefdrs doan ahomhtl efrapinalleByibjag@ing suficient teslldeate the syaiptdms of

approved OIC anti al | erﬁy_ eye drop after all CAC eval uations were
conpl et ed tBIEFQHF CRDBINGHVILIS QN aft extendpd pepipd ad dimes sThigaawitgnapvary
then fitte kA @Ig&p . i u iyt el y
30 m nut esqja tegra Ir}%lnsertﬂ]oén[%%ﬁg}/ 8‘5?{?@\@ éll%@:ﬂﬁ%ﬁééfog%gﬁgﬁrﬁ@ﬁ@
supply of piphtiedioid degies cantding ketotifest, the prefesed adosage effeativiaaimpunt is

basis. ,20At th isit (Stud y -14 3 b t d t .
T er odf « RETHBPE AORR oSz an o ARabl Biye LTS prBred doRame s eive
of pl acebo JreRwfSs bRt aBYE: |e%m§gi@ 5@ﬁ%bﬁﬂf’?®}ﬁ§0t1} % rvdd magne

drop of allergen dilution one dose | owe an previ Ous eterm ne

at Visit 1thedpsingerifechve amentof&etatifernfal easerdionthriayesoftchpatiandjfrom

Lo, G LY Kbl ROIR AL, Mok LA eliaegy Bvnad
re- chal | eng@duwt 0% andiiabber 755 thSUBIR RS coRtamddnRthiflithe BpRTHAIMRY

week sugply of daily wear contact |lenses. At Visit 3 (Study Day -7
3), anZdl | sleyise is seliveregtipdhe wye aigratientméthin abeutddainidesed as an

untreat ed conpar] VAR | i ; f bo
| enses in each e'@P‘F%JEﬁ':'a‘%%"sa% eeﬁ&h'%{}{é‘?ﬁv\g\% %&@'w%ﬁélgg(ﬁr %gn‘ﬁwec"?
al | ergen dd$esprexanples godei dmit thednwadntidnsiThey dre rhaxmt oyt edggest a
allergic r?‘qsbé)ﬁnse instjlled into each_eye. Subjects eval uated ocul ar

i tchi ng prino¥thed ofReacticing inengeentian. sThese kppyviedgeableda cpglachiansgs @se
all ergen i i ' : t : K%ah j unpet wal :

epi scl er al %Idé éﬁﬁeﬁ?eeﬁ)ﬂ/%@?eﬂ?@?ﬁ@%m)sI gﬂgﬁg oﬁﬁg%%fs&m '}sf%r{g‘r’%%“%‘r'i or
t o t he2&ACHOvedeznthesamietipdd Brande@@dniorhg withihdhe @cbpg of brds diveatigen
instillation. Tearing and lid swelling were evaluated by the 5
subject prior to CAC challenge and at 7, 15 and 20 m nutes

post -chal | enge. Subjects were then given another week supply of daily
wear contact |enses. Visit 4 evaluated the effectiveness of K-Lens
solution instilled 12 hours prior to

10



CAC. Subjects were randomy assigned to one of five treatnment groups:
K-Lens 10/ Pl acebo, K-Lens 25/ Pl acebo, K-Lens 10/ KLens 10, K-Lens

25/ K-Lens 25, 10 and Pl acebo/ Pl acebo. For the contral ateral eye

subj ects (K-Lens and pl acebo), the K-Lens was counterbal anced between
the OD and OS eye. After inserting the assigned contact lens with the
desi gnated sol ution, subjects waitedphppPlESsite for 30 minutes for a
visual acuity exam nation, slit |anp biom croscopy, and lens fit

eval uation. Subjects were then al | oneatrplé dave the office with 15
instructions §0o retu
insertion, sepFRaiEloR ] RAQITHG EEVISER L Had Y HOL S0 0 UG OT REIQHIER
prior tg CAC challenge and 3, 5, and [ mamses follow ng the allergen
instillation. Investigators eval uated conjunctival, episcleral and

i i ary hygE? Brarere dRBABSY ¢, 10ugiminkssoidetliammeatgd Kol Dor 1o the CAC
chal l enge and,7, 1 d i es following the allergen 20
instillation. 1Tear ?h@a%ﬁg)quya&ggel ling were eval uated by the subject
prior to the @AC chadgesfamannd tfraté déddahgdehig0 m nut es

post-chal | enge. Subjects were then given another two week supply of
dai |y wear cogtact 8I3Q§?s@c§0dwf§iqhk5'0%val uated the effectiveness of
K-Lens4gol uti gn i ngtsdl s prior to CAC. Subjects received the
cont act16I enseg' in ?ﬁggs(gfﬁbegzso ﬁ;:—\l on that they 25 received at Visit 4.
After insertifg the8hdQpmfektioorédetatérens in the designated sol ution,

subjects waited at .the site for 30 mnutes for a visual acuity
exani nation, gl it péﬂﬁ Qﬁ@@@?@i‘é‘@ﬁ&atﬁnd lens fit eval uation.

Subj ect s I ; | 1 i t 4

Ceturn 7 hous R RGN oER Idtfpdatireintighol i i aiakdhg
under went @hacesthéllsamepaidnds §y6 aregagdedhoh &ty srdeponsstieneal using ans

done at_Visit 4 were repeated at Visit 5... Eighty subject re..
enrol | 45 anBPeRPticipIneSua bt e all e S0l MR SRR USb R s
randon y aggingned i$ adasg |44t andife ImiRAIFERDSLPEQ RSN addiliems 3Pminutes8r
eye and a placebo Iens in the fellow eye (N=30); or K- Lens
25 in one @pdoag@sdt tgkes &poakerbeisolution hempgenenus. (N=30); or 5
K-Lens 10 in both eyes (N=10); or K-Lens 25 in both eyes
(N=10) Pl acebo lens in both eyes (N=10). Primary Efficacy

Measures 10Thr ethe(@bcediinesto(preparnd 250980l kélotiférnlintares bolahieh ienge
subj ect eval uation of ocular itching. Seven (7), fifteen (15

, d
went v 20505 dantical Bxngb dsertiad abaye. TildBe qit GRoastansheam e amount of
j ti | [ i
2T cacy e iRTareloto 6P8Y i e BIADEYRE vidtel Bl e fag RFOREGE Y

post chal | @deidg)vesti gator evaluation of ciliary and episcleral
redness, chenosis and nucous di scharge and subject evaluation of lid
swelling and tearing. The results are presented in Table 1.

1-Day Acuvue® Brand Contact Lenses (etafilcon A) were removed from

25 their packages and repackaged in glass vials containing 3.0 mL of the 10
pg/mL or the 25 pg/mL ketotifen fumarate solutions described above to
produce K-Lens 10 and K-Lens 25 respectively. The vials were sealed with
PTFE coated rubber stoppers and heated for 18 minutes at 124 °C.

Example 2
30 Clinical Evaluation of Ophthalmic devices of Example 1
This was a single-center double-masked, randomized, placebo
controlled, clinical trial to asses the efficacy of the lenses of Example 1 in a
conjunctivial allergen chalienge (CAC Model ). See, Netland et al, Emedastine

11



20Tabl e 1 Duration of Action (hours) Post CAC Evaluation (mn) Mean
Itching Score Difference* K-Lens 10 m nus pl acebo K-Lens 25
m nus placebo 12 3 -0.6

10

15

20

25

30

Ophthalmic Solution 0.05% Versus Levocabastine Ophthalmic Suspension
0.05% in the Treatment of Allergic Conjunctivitis Using the Conjunctival
Allergen Challenge Model, American Journal of Ophthalmology VoL. 130, No. 6,
page 717-723, 718 for a description of a positive test to a CAC challenge. At
the first visit (Day -28 +3), subjects underwent an allergen fitration and a
contact lens fitting. During the allergen titration, a CAC was performed
bilaterally with animal (cat) allergens, grass, tree, or wood pollens. Beginning
with the lowest dose, one drop (25 pL) of solubilized allergen was instilled into
the conjunctival cul-de-sac bilaterally. If the subject failed to react within 10
minutes, increasing doses may have been instilled in both eyes at a minimum
of ten minute intervals until a positive reaction was elicited. A positive CAC was
defined as at ieast Grade 2.0+ redness in both eyes in 2 of the 3 vessel beds
(conjunctival, ciliary, and episcleral), and 2.0+ inching in both eyes, within 10
minutes of receiving that dose of allergen. Subjects were then be given an
approved OTC antiallergy eye drop after all CAC evaluations were completed
to relieve any ocular itching or redness. Subjects were then fitted with placebo
lenses. Lens fit was evaluated approximately 30 minutes after insertion.
Subjects were then given a one week supply of placebo lenses with the

instructions to use on a daily basis.

At the second visit (Study Day -14 13), subjects underwent an allergen titration
with contact lenses. Subjects inserted a new set of placebo lenses in each eye.
Subjects then underwent a CAC with one drop of allergen dilution one dose
lower than previously determined at Visit 1 instilled into each eye. If after 10
minutes the subject failed to react positively to the allergen ( 2 Grade 2 redness
and = Grade 2 itching OU in 2 of the 3 vessel beds), the subject was re-
chalienged with a higher dose. Subjects were then given another week supply

of daily wear contact lenses.

At Visit 3 (Study Day -7 £3), an allergen confirmation was done. This visit also
served as an untreated comparison visit. Subjects inserted a new set of
placebo lenses in each eye. Subjects then underwent CAC with one drop of
allergen dose previously determined at Visit 2 to have induced an allergic
response instilled into each eye. Subjects evaluated ocular itching prior to CAC
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challenge and 3, 5, and 7 minutes following the allergen instillation.
Investigators evaluated conjunctival, episcleral and ciliary hyperemia, chemosis
and mucous discharge prior to the CAC challenge and 7, 15 and 20 minutes
following the allergen instillation. Tearing and lid swelling were evaluated by the
subject prior to CAC challenge and at 7, 15 and 20 minutes post-challenge.

Subjects were then given another week supply of daily wear contact lenses.

Visit 4 evaluated the effectiveness of K-Lens solution instilled 12 hours prior to
CAC. Subjects were randomly assigned to one of five treatment groups: K-Lens
10/Placebo, K-Lens 25/Placebo, K-Lens 10/KLens 10, K-Lens 25/K-Lens 25,
and Placebo/Placebo. For the contralateral eye subjects (K-Lens and placebo),
the K-Lens was counterbalanced between the OD and OS eye. After inserting
the assigned contact lens with the designated solution, subjects waited at the
site for 30 minutes for a visual acuity examination, slit lamp biomicroscopy, and
lens fit evaluation. Subjects were then allowed to leave the office with
instructions to return 11 hours later. At 12 hours post lens insertion, subjects
underwent CAC. Subjects evaluated ocular itching prior to CAC challenge and
3, 5, and 7 minutes following the allergen instillation. Investigators evaluated
conjunctival, episcleral and ciliary hyperemia, chemosis, and mucous discharge
prior to the CAC challenge and 7, 15 and 20 minutes following the allergen
instillation. Tearing and lid swelling were evaluated by the subject prior to the
CAC challenge and at 7, 15 and 20 minutes post-challenge. Subjects were then
given another two week supply of daily wear contact lenses.

Visit 5 evaluated the effectiveness of K-Lens solution instilled 8 hours prior to
CAC. Subjects received the contact lenses in the same solution that they
received at Visit 4. Aiter inserting the assigned contact lens in the designated
solution, subjects waited at the site for 30 minutes for a visual acuity
examination, slit lamp biomicroscopy and lens fit evaluation. Subjects were
then allowed to leave the office with instructions to return 7 hours later. At 8
hours post lens insertion, subjects underwent CAC. The same allergy signs and
symptoms evaluations done at Visit 4 were repeated at Visit 5.
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"Aclinically significant difference in the nmean itching score is
considered to be 1.0 unit or greater (K-Lens m nus placebo). A
negative val ue indicates that the eye wearing K-Lens experienced | ess
severe itching as conpared to the eye wearing the placebo |ens.

Table 2 mr@ggmﬂwe@dﬂewqrﬁm gnd poszorapletad, e rumaluations kgchveanelled
?gd”ess SCO &t RNRmly assigiied fo BhB'St RE Rkt groufshus Pl acebo
K-Lens 10 in one eye and a placebo lens in the fellow eye (N=30); or
K-Lens 25 in one eye and a placebo lens in the fellow eye (N=30); or
K-Lens 10 in both eyes (N=10); or

K-Lens 25 in both eyes (N=10)

Placebo lens in both eyes (N=10).

o
*® & » o 0

Primary Efficacy Measures
10 Three (3), five (5), and seven (7) minute post-challenge subject evaluation of
ocular itching. Seven (7), fifteen (15), and twenty (20) minutes post challenge

investigator evaluation of conjunctival redness. The results are presented in
Table 1.
Secondary Efficacy Measures

15 Seven (7), fifteen (15), and twenty (20) minutes post challenge investigator
evaluation of ciliary and episcleral redness, chemosis and mucous discharge

and subject evaluation of lid swelling and tearing. The resuits are presented in

Table 1.
20 Table 1
Duration of Post CAC Mean ltching Score Difference*
Action Evaluation T AP —
(hourS) (min) - e'r;lsace')n;mus =LEens minus placebo
3 -0.6 -1.1
12 5 -0.9 -1.3
7 -0.9 -1.2
3 -0.8 -1.1
8 5 -0.9 -1.1
7 -0.9 -1.1

*A clinically significant difference in the mean itching score is considered to be 1.0 unit or greater
(K-Lens minus placebo). A negative value indicates that the eye wearing K-Lens experienced

less severe itching as compared to the eye wearing the placebo lens.
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20
Table 2
Duration of Post CAC Mean Redness Score Difference
Action Evaluation
(hours) (min) K-10 minus K-25 minus
placebo placebo
7 -1.2 -1.5
12 15 -0.7 -1.0
20 -0.9 -1.0
7 -0.5 -1.1
8 15 -0.7 -0.1
20 -0.5 0.0

NOTE: Since this is a composite score of redness (redness assessments were made at 3
different vessel beds), a greater than or equal to -3.0 unit mean score difference is required in 2
out of 3 time points to be considered clinically significant.

K-Lens 25 showed a clinically and statistically significant (>1.0 mean unit
difference) inhibition of itching following the conjunctival allergen challenge.

The mean ocular itching score difference approached 1 unit for K-Lens 10
10  following the conjunctival allergen challenge.

Neither K-Lens 10 nor K-Lens 25 demonstrated a 1 unit or greater mean
difference in ocular redness in any of the 3 different vessel beds.

15 Example 3
Release of Ketotifen from K-Lens 25

K-Lens 25 were prepared as in Example 1 and the lenses were
determined to contain about 19 g of ketotifen per lens. The lenses were
distributed to patients and worn by said patients for a period of time, as

20 indicated by Figure 1. Each lens was removed from the patient’s eyes and
blotted with lint-free blotting papers and transferred to a glass scintillation vial
using tweezers. These lenses were stored in the closed glass vials in this state
{dry state) until they were analyzed by the methods following below. Three
milliliters (3mL) of Eluent A (solution of 6.8 g, potassium phosphate,

25 monobasic, 1653 mL deionized water, 340 mL acetonitrile, 2.6 mL o-
phosphoric acid (85% aqueous)) were added to each vial. The vials were
closed and sonicated for 1 hour at ambient conditions. The lenses were
removed and 0.50 mL samples of the remaining lens extract were analyzed by
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What is clainmed is 1. An ophthal m c device conprising about a m ni num
effective anount of an antiallergic agent wherein the ophthal mc
device is etafilcon A and the anti-allergic agent is ketotifen or
pharmaceutically acceptable salts and m xtures thereof 2. An
opht hal m ¢ devi ce conprising about a mnimum effective anount of an
antiallergic agent wherein the ophthalmc device is etafilcon A the
anti-allergic agent is ketotifen or pharnaceutically acceptable salts
and m xt unagt ishediged is and the m ni num ef fective anount of the
antiallergic agent is about 8 jig to about 90 ttg. 3. An ophthal mc

devi ce conprj s Q)pﬂﬁ’i ic ﬁe\m:ené sﬁ‘lc fB6hd ‘qf el VG%%O%IH{(S |.8figi ¢
agent wherein [ £ 0al! i, HeUL SR E Al byl

agent is ketot|
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i s about 10 @bout 40 : ophthal m c ew ce co i sin
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and the mi ni nuieatnEmm 9@e%ampumfofﬁh¢eanaﬁlﬂqrap|aé¢rgimcab&gt9$1#g fosabapbt
10 jig to abou#g25 jig. 5. A nethod of making an ophthal m c device
conpri sing about a m ninum effective anount of an anti-allergic agent
conpri si ng theAswpphhalinit deatd cugupaningphoktal mintmde effegivsiatifouat d@hatiion
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anti-all ergic ageani kedtifsaiod phaiattitalBxaRestsblt Batsind infikiies ileadf] and
anount. 6. Thethewiihiathn®Effédiat BinduE iR dtihIngeitlapdntwabehf B ﬁ% fe&bagpount
i s exceeded bysgpout 20% and about 1000% in a volune of solution
that is between about 500 AL and about 5000 AL. 7. The method of

claim5 whereipg "o%ﬁthﬁhi@é FuR &k éffn %b lﬁn%ﬁs ﬁ,q%ﬂm'a &%L\ﬁﬁ&n
about 50% and y&h@@o he' ﬁt: ﬁ% =N
aceut acc
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I§an mlxtu ereof n
m ni mum effectg1 € .anpu

sol ution that ng% 8&1{“ ﬁ_f&f vma_moun % th Pe1g1c agent is about g ' ab out

5. A method of making an ophthalmic device comprising about a minimum
effective amount of an anti-allergic agent comprising the step of treating an
ophthalmic device with a solution comprising said anti-allergic agent, wherein
the amount of said anti-allergic agent in said solution exceeds the minimum
effective amount.

6. The method of claim 5 wherein the minimum effective amount is exceeded by
about 20% and about 1000%, in a volume of solution that is between about 500
pL and about 5000 uL.

7. The method of claim 5 wherein the minimum effective amount is exceeded by
between about 50% and about 500%, in a volume of solution that is between
about 500 pL and about 3000 uL.

8. The method of claim 5 wherein the minimum effective amount is exceeded by
about 50% in a volume of solution that is about 1000 uL.

17



