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WD 2008/ 055032 PCT/ US2007/ 082335 METHODS AND DEVI CES
TO TEST DI FFUSI ON RATES OF OCULAR DRUG DELI VERY

WEYBTBMB3RELATED APPLI CATION 5 Thi s appl i cati oPCT/BS207/082335

non-provisional filing of a provisional application,
US. Serial No. 60/863,587, filed on Cctober 31,
2006. FI ELD OF THE | NVENTI ON This invention related to
devices and nethods to test the diffusion rates of

DWWBStAr@@le@E§TUTFE§G 'E)|PPUB¥@N RATESTF OBULAR DRUG
BACKGROUND Mbost di seases of ée are treated with

t opi cal ophthal i c soIDE.M‘@)’EBY Shﬁﬁﬂ' M$ ng
pharmaceutical agents. It has been postul ated t hat
delivery and efficacy of these agents woul d be
greatly increased if REM\T@APPL\I!@A@ICDMCN porated in

opht mc | enses and those. es

ool S BBRicHR e B don miguSRSRG At Sk Enalaedlsafen, U.s.
SBidINY. @O%dfﬁw?nléﬁbr@o{:ﬁfkje?w ofpe.Met hods i ncl udi ng
soaking the agent into a forned | ens, adding the agent

to the formulationFOELDKF TEESINVENFIGN, its formation
and tHas lir{\)éﬂtlor??égﬂeﬁqotdléglc{eggﬁp r@%ﬁo&é to P%e diffudlah Fates of

there are no conirer
;ptaﬂrrrmestlcalagentﬂsethrdughgmhlthaﬂmmlemal for such a deV| ce,

one nmust denonstrate th t whi ch t he

phar maceuti cal agent di f@é@@ﬁ‘ﬁ% and out of the

opht habst diséR5RS.of tr@@y@ﬁré ﬁﬂ@at@@&ﬁﬂhﬁb@céﬁ@%ﬂﬁél nfl@ Bolutiéns
| ack of commercial products is that current tes

cRITAIBHNY RPrelarBWiel agentai didmshesnesivlateddhat dellvery and
TR e RN B ORAD, nGRR Tk T B5E R 1%,

ianorposated Iimopmthaknmbﬁnsab@ndlthomw@nees wede us@Eas drug delivery
S BT o Bl B MR R Ly o
meeHods indludiflgsbaking ansl agetthowsa fdnaedtieng] eldeing the agent to the
f%lrr%al%ltlg% Io?’?her Igltﬁg ?)rloﬁJl tr(])dltsn%rrr%ap ar( £1r|1dC £tjklealfkey Despite the teachings of
many, to date, there are no commercially available products for patients.

In order to gain approval for such a device, one must demonstrate the rate
at which the pharmaceutical agent diffuses into and out of the ophthalmic lens.
One of the possible reasons for the lack of commercial products is that current test
methods to demonstrate dissolution rates of pharmaceutical agents through
contact lenses are cumbersome. These methods rely on discrete sampling and
are known to be labor intensive and expensive. In addition, these methods do not
allow one to obtain continuous dissolution data. Therefore, it would be useful if
devices and methods that to determine dissolution rates, and more particularly,
continuous dissolution rates of pharmaceutical agents through ophthalmic lenses,
would be useful. This need is met by the following invention

BRIEF DESCRIPTION OF THE DRAWING

Fig 1 lllustrates a container with a sample area and a detecting area
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conti nuous dissolution rates of pharmaceutical agents
t hrough ophthal mc | enses, would be useful. This need

WO 2008©5508y t he follow ng i nventi on BRI EF DESCRrETUSINODIB2335

THE DRAWNG 30 Fig 1 Illustrates a container with a
sanpl e area and a detecting area WO 2008/ 055032
PCT/ US2007/ 082335 DETAI LED DESCRI PTI ON OF THE

I NVENTI ON Thi s invention includes a nmethod of

measuring t thq1A$|_@]§r|;q_eS¢|then@fN OF WWWERH’@R&'
agent_from an ophthalmc |l ens, wherein the nethod

conpr TRigévention gcdysiesaf methag) ofpha@t’ptm@gsthe dlissphrdeaiats of a
R 0B A PR S Rl Meiog sampyises the
stepsrber, wherein said sanple chanber is sized to

t hth d ti
o aora PP P RGeS B RIS SR PaRe Rt gt in a

SoritginengorApRsIA % atsl”zhfi?nplé‘éh!&il‘ﬂ'b@l“tzm@leltdétéc:tﬁﬁgtcr%'n’?d%e@I WRBerein said
contain an ophthal mc | ens, wherein said sanple 1

eAAPIBahagther insigedita @Qﬂtﬁlﬁgartﬁmfbélmlgi@sme@@ptt\/@ amount of

é‘g%a@‘ﬂ’gﬁ%Htsb%f‘détgctﬁdggcg}ﬁ%rﬁfér"}@%&eﬁ%ﬂta?r‘?ﬁ@g%oﬁ&‘%ﬁﬁ%‘ht He

etectin contain sa
$cﬂuﬁ;on/\nbuh|smcﬂa|zédstam:phmir¢hamipbthalrﬁlm)lenmnmheyennm;ald hample
tectl i resence or abseg e

r.to Het rmne the
S8 AP rating chabPe R oM B Ralon TR Red
M‘étWébﬁ sof é’arﬁﬁlb%bm&rwéﬁ’@%etectlﬁ@ dhaftbeh ®LEtdcontain said
"phar maceuti cal agents refers to pharmaceutical or

erhthalpue tansayithin spigEHIRPIe §BAMPEN.t r eat condi ti ons of

the eye, and such conpound degrade in the presence of

oxygen and certain transition netals. Exanples of

phar nfa¢ evonitoeihg ﬂmqimiaohing cmarhberdoaletérmine Hra presence or absence
ti.biotics ntlbac erial.20 agent ntivira

S bRadfe BeacRRh Eradlch et BEErd witl) e HBlacting chamoer.

ant i aAd as@enéein, agefthacelsd] agehts refearbitd | bR&isaceutical or

steroi dal and non-steroidal antj-inflammatory agents

RYHACSYERR SORaYREBUesd 40 traat Goneiions ifithe:gye, and such compound
G BHOH W reseMRUGIAXYGER Shi rtdUgshsition metals. Examples of

pharmaceutical compounds include antihistamines, antibiotics, antibacterial
agents, antiviral agents, antifungal agents, analgesics, anesthetics, antiallergenic
agents, mast cell stabilizers, steroidal and non-steroidal anti-inflammatory agents,
angiogenesis inhibitors; antimetabolites, fibrinolytics, neuroprotective drugs,
angiostatic steroids, mydriatics,cyclopegic mydriatics; miotics; vasoconstrictors;
vasodilators, anticlotting agents; anticancer agents, antisense agents,
immunomodulatory agents, carbonic anhydrase inhibitors, integrin antabonistsl;
cyclooxygenase inhibitors, VEGF antagonists; immunosuppressant agents and the
like. Particularly, examples of pharmaceutical compounds include but are not
limited to acrivastine, antazoline, astemizole, azatadine, azelastine, buclizine,
bupivacaine, cetirizine, clemastine, cyclizine, cyproheptadine, ebastine,
emedastine, ephedrine, eucatropine, fexofenadine, homatropine, hydroxyzine,

ketotifen, levocabastine, levoceterizine, lomefloxacin, meclizine, mepivacaine,
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angi ostatic steroids, nydriatics,cyclopegic
mydriatics; motics; vasoconstrictors; vasodilators,

W@pioso5®81 i Ng agents; anticancer agents, anti SPCIBEES2007/082335

agents, 25 i mmunonodul atory agents, carbonic anhydrase

inhibitors, integrin antabonistsl; cyclooxygenase
i nhi bitors, VEGF antagoni sts; inmunosuppressant agents
and the Ilike. Particularly, exanples of

PBALRRSE trh SR il TR FHERS py ri1Ehe! qﬁlaﬁgérlrﬁrr%pﬂgiollﬂe' ABrh&dmizole,

to acrivastine, antazoline, astem zole, azatadi ne,
morebastirien 6floxasi, |02<Nﬁ@t820b09,| Rhefiiamine qaenyiephriee,

SHETBRERIE: oBYFld EmeBURLRN SR ARG EhRaLR, 30

I Ne Fifhe Cescat r opine,
tetaaydaypline, thmjmnp:emznneetlmokﬁttomlebmzmd énotidiiast i ne,

5&‘%%%%3@9%&%%@ SI@%xam nrbg(ggg‘lglt%l neUI 1 ggq \F%éjp&armaceutlcal

cBrhpslindRzhd8de BB VERS! taht%&@bmé“a@féﬁﬁ&bl@; anRBbiRgOhdlgstine,
norastem zol e, norebastine, ofloxacin, oxynetazoline,

@ﬂ@ﬁst‘%ﬁ“%mh@ﬁéﬁm%rﬂbﬁﬁw ‘enngaRsting eHaRroPiee faxgianadine,
@1&@ rﬁ}rdro 0|k@{8hﬂf'le\;o%5f)§§tﬂ@ ﬂ;-ﬁroceﬁerlzme meclizine,

erazine, tino
meqmmmrafz mﬁhdlaiazme) Irmeeiha[eyrllénep merasemirolas alokrgbastine,
ts.and m xtur Pre

acce%%?tj]w%’g soo@gmrﬁ) mqﬁsﬁ ;targg{eirg%l%tqc%olamqne terfenadine,

t%ﬂbﬁ?@r‘o!z@lﬁwe eﬁﬁm@mtrmésrazméatraﬁurtﬁne ael FdrindBeutically acceptable
cl emasti ne ypr ohept adi ne, ebasti ne, enedasti ne,

Alisdheissr. nBartnc@B@élmﬁaf@rrﬁé Phargageytissl pRMPAYEIRGEARe,
sRdrikiRe, Qe?&tﬁéﬁh%;ﬁétff@ﬁfu%&ﬁé@&ﬁhﬁﬁétéh@ﬁ furfBrRtL 24 8ihydro-11-

mequl t azi ne, azi ne apyrilene,
ﬁemaﬁtyémmmreilnyildeee)aéltlﬂme:jazm[)z bab}{&ﬁlemzatemree -3-carboxaldehyde

R R 6-4) B STB b ATCHIB B o SRR & G e,
priefarredl preirneaceatichl r@bﬁfpﬁaﬁd@tncﬂﬁid Retatirer pirablate, Batihgdro-11-(1-
t hereof. Particul ar I 'ﬁé&r eferred 5har maceut i cal

wsHybarRirerdiylidaae)-pRamigazelHE DI IesEaF N Retesbpraldehyde

e [ e, 11-di hydro-11-
{1- ne?‘%’@?gﬁ“%ﬁ‘i%‘ﬁ? "ﬁﬁ@”@ﬁg "okt i mi dazo[ 2, 1- b] [ 3] benz

azepi xangeleaohontahehstigaleconspquDAS#ndlud® gitamps And supplements
é)dc%pﬁ \ﬂfgrmﬁs %n% 'E Mtgi%?%é)&%rtfﬂﬂ,f Iipo%)g&dPﬂJoinSst?BE)IXthalmiciaIIy
compatible fatty acids, such as omega 3 and omega 6 fatty acids, combinations
thereof, combinations with pharmaceutical compounds and the like. The methods
of the invention may be used to detect the discharge rate (or uptake rate) of
ophthalmic lenses containing about 8 ug or more of pharmaceutical agent.
Preferably, the discharge rate for ophthalmic lenses that contain about 8 pg to
about 90 pg, more preferably about 10 ug to about 40 ug, more preferably about
10 pg to about 25 ug may be determined by the methods of this invention.

As used herein, "ophthalmic lens" refers to a device that resides in or on the
eye. These devices can provide optical correction or may be cosmetic.
Ophthalmic lenses include but are not limited to soft contact lenses, intraocular

lenses, overlay lenses, ocular inserts, and optical inserts. The preferred lenses of
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preferred pharmaceutical conpounds include ketotifen
fumarate, 11-dihydro-11-(1-

wWOoreaokp5s0d2 pi peri di nyl i dene)-5H i m dazo[ 2, 1- b] [ B{hesnazes2335

pi ne- 3- car boxal dehyde (CAS# 147084-10-4) and m xtures
t hereof. Exanpl es of nutraceutical conpounds include
vitam ns and supplenments 20 such as vitamns A D, E
| utein, zeaxanthin, |ipoic acid, flavonoids,

t%@hﬁ\;@{tl%%iré‘lsbﬁ coﬁ%@?%ﬁ’s@é ?nafo%thdfn afticdse el%éfé?n&% R'Fdebgels,
3 and onega atti; aci ds, nmbi nati1 ons thereof,

wbwbumiude)htst aretret matedﬁ@@uccpmeahydr@gpléua@l%ﬂmr@hvdr@gels Soft
%derﬁgcgtlgﬁ ’r"r‘ﬁhfé?ﬁﬁs afd d.‘sEl%s &‘Yneﬂé' Ry bf?'ﬂ@%ﬁzt\ﬂlo 9421698,

BpROBAL M) 4P QG@@@B’EﬁQ@ﬁnUaﬁ rFPathabﬁl998&9|8g Ucs. Pateet Nb. 6,087,415,

PR RS0 o RonAPH; U5, £ 80 576" Seti i Palle- BB e s

la@tONfo 834011 1MRNhe LREEPat. A )5 FEHBE 1. 1ﬁh@ﬁ)rég0|ﬁ§%'kré|'{2:es are
nore preferably about qm% to about %g/ ma{qg
Uine'rt iety.n\ BaPRgituUlasly Ristadred

bRTebY oRERPrBlEc e esenoR
Wtﬁ%l%c lPRAL Iaf‘ H@ ﬁvérﬂﬂfﬁs Jr%.fkﬁ{)\ﬁng)g/ tHe %Yt'eﬁ%t&ﬂ%@tApé)roved
resides In or Vi Ges can e

Npnies alf acoﬁilccm:AL aimﬂkmon rﬁa;alpzkmflt:mamatammlcaﬁ AQaistlfliad)mriAc

ltgp?i'gc%nll{] f#ql]‘a&g bu bIS &huﬁb gomgﬁ{g‘)tgsgr% gap&, cyclofilcon
Anééﬁflkzén Aard@n@mt:orw\l délﬁﬂ%drﬁB diRefiRioRf R rdreskifiless 8 epéifilcon A,
3 WD 2008/ 055032 PCT/ US2007/ 082335 the invention are

ageffilemhfaeiafilconde Josaidron A gagndiqoncdrieovefilen dndesicep A,
S98! Sefilc Dcﬁlldfﬂgn emﬂWcoﬁrE? Hk%flé:ér{% Rixifion C,

i cone ?1 rogel's, fl uorohydr og II oft contact
mmmﬁlcboﬂnmamﬂtnw Arlenegfilewi Askulyfiloorus, Ray@non Rolidofilcon A,
5 Z10 8. ER 406161, ,JP 200001690 .S,
Bigfeoiyis farralGept a0t nIeon B ATTeaA Begzo8 £ Mangliedh B

ﬁﬁiaﬂld&ﬂ A, ﬁeTﬁébdﬂonetkéfﬂi:orPAt ocURitcop, A, /dcufiRdB B, WchfilcBatC,
579461 Pat 5,849,811, and U. S

) Pat .
Wf"@r‘d%o%@@onﬁeow%“e@ o‘?rﬂ@f”P@? By exd Lls%orh’r\eperﬁ%fﬂ'%%A
e I n T.
pélaﬂélbgg( g;%@gﬂlggré yAeFrﬁéé@ﬂ&%n Al ﬁbhﬁhéco%eﬁldé@édh A, ﬂl%xyfllcon A,

fefilcentA, éﬁeitsa @ RnipifilgonyA, tvﬁécqm iang akyfitlsoadA. Aplerepadicularly

preferred ophthalmic lenses of the invention are genfilcon A, lenefilcon A,
comfilcon, lotrafilcon A, lotraifilcon B, and balafilcon A. The most preferred lenses
include etafilcon A, nelfilcon A, hilafilcon, vifilcon, and polymacon.

“Detecting chamber” refers to an enclosure that houses the solution but not
the ophthalmic lens. It is attached to the sampling chamber to permit solution to
flow from one chamber to the other. The detecting chamber may be closed, open,
or connected to other devices such as an HPLC. The detecting chamber
preferably contains an optically transparent portion. This optically transparent
portion permits light to pass through to the ophthalmic lens and the solution as well
as reflect light from those sources. It is preferred that the detecting chamber

contain an optically transparent portion.
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Nanes of acofilcon A, alofilcon A alphafilcon A
amfilcon A, astifilcon A, 10 atal afil con A,

wh2008/05308Dn A, bisfilcon A bufilcon A confi | BPORDS2007/082335

crofilcon A cyclofilcon A darfilcon A deltafilcon
A, deltafilcon B, dimefilcon A drooxifilcon A
epsifilcon A esterifilcon A etafilcon A focofilcon
A, genfilcon A govafilcon A hefilcon A hefilcon B,

hefi | £onsdy hé‘r‘e'wﬁfs'ah?&@ cl‘ﬂamBlenL @éfe'r§9ﬁar5en€lb§@fr‘efthbtci§%ttgched to

hioxifilcon C, hixoifilcon A hydrofilcon A
thersistetingrehamberr o petmltthe figw pf 2olytion tom @me ¢chadalver te dire

@QFELISE%é g%tnlp|e %#?ecrlorﬁéy Bg c|ot%%8 rd%ieclb %ﬁ{r{ec?e%ntp% deV|ce that
deliverd $ollitimTs, Athenephﬂtfallmrcdens%s oeuf gdsesrand, the¢|k1é itd thm

gi ocufilcon C, ocufilcon D, ocufilcon E, ofilcon A,
l?(:onA oxyfilcon A pentafilcon A perfilcon A

pevafthean|ioneheat btc@edin methyaaepthis Riveafidd #R) b& water-
siloxyfilcon A tefilcon A tetrafilcon A trifilcon

WSQS?Jl Falytins; Ta{ﬁtﬁakWté\"WSclﬁﬁ'UAe Wﬁfﬁ@t[ﬁlﬁrlﬁ’“@m sling 3901’“0“3
B8] 1RO M AgEsa Aot TSR ictys sguon s
d@bm&neﬁlWaienoBalm]edsdhﬁioafddndmmng salkh motm:t;mg mlth‘oelt limdation,
ncl ud etaflt?:':lon A, nelfil

ST Sl SO Aretsh Soaim Biearng e Rafles by apefidiipate,

Soti A CiDRio ﬁdm%i)ﬁétésﬁﬁthte%r@ébéhdlﬁg pbt&ssmmﬁ sal‘té"@f the same.
ophthalmc¢ Tens t is attached to the sanp

Eresedegradieniearg gengipll FRbingd to form BWQrPGﬁ’PMQnS that include
%rﬁ‘%l?’e?nd it éd?ﬁug%té‘%se Té?)ethg%@&fl% 8f §0888RE bIBY. %E’§use only a

open connected to ot devi ces suc
nanfaii&elymlumamgel ingpH: hﬁh@bufferpd@bhmabs ynayoaddifiorsllsinclude 2-

PR bl ARSRRIBC R NES) hlR BRe&Re ¥2su0n 1o
thiBehya Xy ridting| 2 |2ez”5+n|aﬂdtrtel’r%n©o|rutr|ksqryd&$xwmthyl yrasthyl-2-
reflect light fromthose sources. It is preferred that

%rﬁ@oég’taé‘@ﬂ”ﬁ@'% RSP EHNIOREIS RGN CiffateRqdiN cprbonate, sodium

biE&boRatee BEeROALiH %dldﬂ%g%@@%tﬂﬁéﬁé’@amme tetraacetlc acid and the
PCT/ US2007/ 082335 used herein "sanpl e chanbe

ket @nndscarabiaatientcinesaf ePraferablys thet scletimsdistacbarate buffered or
SRPRRI S BT 8 I QoBRSATL! adiBfizbh W& ARl pArkiBllahy BRlrerred

solution contains about 1,850 ppm to about 18,500 ppm sodium borate, most
particularly preferred about 3,700 ppm of sodium borate. The “effective amount”
of the solution is enough to immerse the lens, but not so much that the level of
pharmaceutical agent that is discharged from the lens (or as described below
absorbed by the lens) cannot be detected. The preferred effective amount is
about 1 mL to about 3 mL, more preferably about 1mL to about 2 mL. The
“second amount” of solution is substantially similar to the effective amount but is
not necessarily equivalent to the effective amount. It is preferred that the second
amount is about 0.5 mL to about 3 mL, more prefereably about 0.5 mL to about 1

mL.
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ot her. The sanpl e chanber may be cl osed open, or
connected to a device that delivers solutions, other

w@pivshsdont c | enses, inert gases and the |ike tRCT/H82087/082335

chanber. The "solutions" that are used in nethods of
this invention may be water- based sol utions. Typica
solutions include, wthout limtation, saline
solutions, other buffered solutions, and dei oni zed

wat erag Jélé‘d ﬁét%fr?‘rrﬁ@rqtoff‘l%bjeFéférs&@'nﬁ'éth@&s bﬁan;ﬂﬁilﬁg 'EHeZ§<S1ut|on in
wat er or saline solution containing salts including,

ihietdesentingi anamizer &m deteominedtha reropperation, of pbarmasisicat agent in
RO SR & oP At BUHOASRRAE RN s $83d Thited to

dlhy roge espondi ng pota
HBLCs UdT Spéntorsseters arkhieedikengr edi ents are general I y

conbi form fe ed solutions that inc

aci d lﬂf{&qr?g E‘éfﬁ[‘ﬁ%}hi‘“& Yogsed MEhothgt m&aawrrgowedrpt%t@ @le of a
ghitn2Rea6ct ageht BHVophthalfli@tdneehefdimite mamﬁﬁ:dnﬁprrs‘és the
The buffered solutions may additionally include 2-

$tRP$r8f phol i no) et hanesul fonic acid (MES), sodium

hydr
bi s( ﬁgé?j?%"'”ﬁeﬁd P?htEaEUICéQr]SnlntCroln}aé?errl com r|3|r|19 a sample chamber
and aidefdofidg chumbehywhereinsdid 8amale creentherrne sizbtl dmicontain an

ic acid odi um car

@@ﬁﬁ%} G [ﬂrngm(ﬁ{h?féec%g:g%[rnn@rggfa SO 'BPLﬂlﬁda&?éq a%tg% ing chamber

ietshipddetb ednetih B&sekehd aartint meaé-‘dl@hdlfﬂ@uf Rehot lsiZed t@@éntam an
conbi nati ons t hereof. Preferabl)é the solution is a
BU

oRftBRlEp pneebare Soid S3AHP RReBLBL ARG pald deigGting chamber are
éd?{r*étcté?ﬂgoillo%d?urﬂo%ec@ R @étwe@ﬂ%af&?éérh@%lcﬁ%h%er to Bald detecting

pre erre sol ution contalns a
di&ansgsy b ho sontaimsdid opbbalmicdens wahinisaid samplemhaﬁ'drar@@d said

700 m.of sodiumborate. The. "effective .
Shgiike iyt B Go T B NI U AN st ofnelFd ffmerise 2
piedrfhacbuticaraesy nuch that the |evel of
pharmaceuti cal agent that is discharged fromthe |ens
(or as described bel ow 25 absorbed by the | ens) cannot

be dei¢aidtori @ﬁweodi@cfe@ﬁﬁge&a?ﬁtge?r%'dé?erﬁm’é‘me br%seﬁ&é’é’rtabsence

1 nL to about , hore preferably abou
efiraid phanmacevtieal agest @rﬁollatlmmqntaloed athin $aid de&ctlng chamber.

PR BB A AR R SRR i o
craanpeat, esofutidnt biféctivbanseonskcond amount and monitoring all have their
aforementioned meanings and preferred ranges.

Figure 1 illustrates a chamber that is used in the methods of the invention.
An ophthalmic lens 10 and a solution are inserted into container 20 from end 30.
The solution fills the detecting chamber 40 and the sample chamber 60. Detecting
chamber 40 is bordered on its sides by solid areas 50. Lens 10 rests in the
sample chamber 60, which starts at end 30 and terminates in at the detecting
area. Container 20 is made of an optically transparent material area. A UV-Vis
spectrometer is placed above the detecting chamber and the spectrometer
monitors the amount of increase or decrease at wavelengths associated with the

pharmaceutical agent.



amount is about 0.5 nL to about 3 nlL, nore prefereably

about 0.5 nL to about 1 30 nL. 5 WD 2008/ 055032
WEANBSRED 7/ 082335 As used herein "nonitori ngPCT/ESW0T082335

to met hods of analyzing the solution in the detecting

chanber to determ ne the concentration of

phar maceuti cal agent in the solution. Exanples of

such detecting nethods include but are not limted to

HPLC, |n WYdemne Gl iz ﬁfesln@é}%otnnﬁe|fd)||iﬁwn§e§%f)fé§raré Rluded.

i nvention includes, a nethod of neasurin he upt ake

Tme@ @farraole@Harn@éh@utth@ Hiveatiemt They are mpanhmlwi@smmt a

[ f.

sal &ﬁ):r% |c@m%g%\geq{{ﬁﬁco gé %@ngegﬁgablg in %ﬁtap, %%FQQ as well
ahatiee specaalldea rrtwtferdt othgr metdasraf pMm:trcmgthsamwbrﬁuanp IHowever,

hanber, Si z ont ai 10 ophthalmc | ens and
GReE Fretaeds Fedsmic GroeAuBinde srosfal b BVSRiEt i no
chanmber is S|zed to contain a second anount the
solution, but is not sized to contain an ophthalmc
| ens, wherein said sanpl e chanber and said detecting
chanber are connected to allow solution to flow
bet ween sai d sanpl e chanber to said detecting chanber
but to contain said ophthalmc Iens within said sanple
chanber and said 15 effective anpbunt of solution and
said second armount of solution conprise a
pharmaceuti cal agent, (b) nonitoring the detecting
chanber to determi ne the presence or absence of said
phar maceuti cal agent in solution contained within said
detecting chanmber. 20 The terns pharmaceutical agent,
sanpl e chanber, ophthalm c | ens detecting, chanber,
solution, effective anmount, second anount and
monitoring all have their aforenentioned neani ngs and
preferred ranges. Figure 1 illustrates a chanber that
is used in the nmethods of the invention.



10

15

20

25

30

An ophthalmc lens 10 and a solution are inserted into
container 20 fromend 30. 25 The solution fills the

W@l2G08053082y chanber 40 and t he sanpl e chanber 6BCT/US2007/082335

Det ecting chanber 40 is bordered on its sides by solid
areas 50. Lens 10 rests in the sanple chanber 60,

which starts at end 30 and termnates in at the
detecting area. Container 20 is nmade of an optically
transparent material area. A UV-Vis spectroneter is

pl aced above the detecti n{g:_ chanber and the

spectronmeter 30 nonitors EXAMRERt of increase or
decrease at wavel engths a d with the

phar maceuti cal agent. \/\?’%}8@%355032

PCTPtdp2641ioh0F I3 3 dhalhic benlms Contaldins 25 ageof etotifen Fumarate

nventlo g |l es are uded. These
£& irabiace b0 ot & pbRei ERT IR BHE (Hics' are meant
onhy t og9sgsTPorie acet hod of practicing the invention.
Those know edgeable in contact |enses as well as

ot Rer spdé¥ganfsiodsimhgrate decawsatenet hods of practi cing
% mvgrgdlggcgsom\pﬁgﬁlPrF%S t_hose et hods are deened to
e

be W t hi'n SCO is invention. 7 WO
20d3/ 0580133 d?(Clé(ZlJHM?/ 082335 EXAVPLES Exanple 1

par at.j f ht hal mi ¢ Lenses Contai ning 25 ug of

etot i f h?gﬂﬁﬁrogﬁs'ong &#Pepare 10009 of a 25pg/ .
ketaotlf@ra)zﬁsgrmmatcﬂufén fim?dratel. 9.1 Og of borI c acid 2.
1.00g of sodium borate decahydrate 3. of sodi um

Ehe §Y5it§@ ig maintaineds reamrigmRE[aULS thgg{gh@p@@eoqolutlon making
S8kt 26k oMiSlents 1-6 are added in any order and stirred using a magnetic

or mechanical stirrer until the solution is homogeneous. Ketotifen fumarate is

added last and the mixture is stirred for an additional 30 minutes or as long as it

takes to make the solution homogeneous.

1-Day Acuvue® Brand Contact Lenses (etafilcon A +3.00) were removed
from their packages and repackaged in glass vials containing 3.0 mL of the 25
pua/mL ketotifen fumarate solutions described above to produce K-Lens 25. The
vials were sealed with PTFE coated rubber stoppers and heated for 18 minutes at
124 °C.
Example 2

Discharge of Ketotifen

A lens of Example 1 was placed in a chamber of Fig 1 with 1 mL of
packaging solution (ingredients 1-5 of Example 1 in the same proportions) that
does not contain ketotifen. . UV-VIS spectrometer readings were taken at 299 nm
at one minute intervals and plotted to determine the dissolution rate of ketotifen

from the lens.



6. 0.025g of ketotifen fumarate The systemis

mai nt ai ned at room tenperature throughout the sol ution
woredsfss03pr ocess. All conmponents 1-6 are addedPCTUS2997/082335

order and stirred using a magnetic or nechani cal

stirrer until the solution is honbgeneous. Ketotifen

fumarate is 15 added last and the m xture is stirred

for an additional 30 minutes or as long as it takes

to make the solution hono 8.3 1-Day Acuvue(r)
Brand Contact Lenses (etafilcon A +3.00) were renoved
from their packages andJptake okKgtetifem gl ass vial s

;:Sﬂltaflét $dl uct(al ORS 8@@?%0@%%’[%%ngg\/aggolgf%oghcafe&%rﬂ%enrsof Fig 1

Bih 1Fﬁteofvthel2§pgkmleketeafeeud‘umarditel%TFEﬁampm édUVeNdBespectrometer

23RS oHetP ek Syt bh s negh RUIeCAISTAlS 8R4 R oL O RRSmine
hleagiskd mtd ofkabbeh tothdietisl With 1 nmL of  packagi ng
solution (ingredients 1-5 of Exanple 1 in the sane

proportions) that does not contain ketotifen.

UV-VI S spectroneter readi ngs were taken at 299 nm at
one mnute intervals and plotted to determ ne the

di ssolution rate of ketotifen fromthe lens. 30 8 WO
2008/ 055032 PCT/ US2007/ 082335 Exanpl e 3 Upt ake of
Ketotifen A 1-Day Acuvue(r) Brand Contact Lens was

pl aced in a chanber of Fig 1 wth 1 nL of the 25pg/nL
ketotifen fumarate of Exanple 1. UV-VIS spectroneter

5 readings were taken at 299 nmat one mnute
intervals and plotted to determ ne



the uptake rate of ketotifen to the lens. 9 WO

2008/ 055032 PCT/ US2007/ 082335 What is clainmed is 1. A
woreoBoss0af neasuring the discharge rate of a PCT/US2007/082335

pharmaceuti cal agent from an ophthalmc |ens, wherein

the nethod conprises the steps of (a) placing said

ophthal mc | ens conprising said pharmaceutical agent

in a 5 container conprising a sanple chanber and a

Aekertdifthegghanber, wherein said sanple chanber is

sized to contain an ophthalmc |l ens and an effective

hmourd mgthodokmeasuring hedlisdiadgel ste of rarp@aanan@étcal ggent from

' t

T pEEnSRRb R, JREFA e M b ROhE ot 2 o
sanpl (@) placangbssid aplthabnid I@hﬂ erhphiging laami‘qmarmaeeutlcal agent ina
SETE P L PO o PG BTl Wl

Samplaichafded is S1REY RREantsinl d@ﬂ%}fﬂhélhﬁl@le‘?@'éﬁmﬂf&tlve amount of
chanber, (b) nonitoring the tecti n? chanber to
ai

aepletian ﬁ@dtsmsd etestingcehasnberlis sized copfairs gisgcond amount the

BUBKATRGSY 3l AA%B o byl U AL W U it

offeantzerrantdnsaigh datechicg chamakr a@ermnniestesietbeatlbwcscﬂ utiom totfloey
roup consi sting,of acrivastjne az

ePgRn SERESSThy Bkt 1o 38R delcoB Ergfitter Bito contain said

Sstithalhiic s VAtHRTBAIHI 92@npl€ cRaMbEA, cycli zi ne,

cypr ohept adi ne, ebastine, enedastine, epinastine,

f exof enadi ne, hydroxyzi ne, ketorolac tronetham ne, 20

ket ot 'beijnlltbﬁl’r{gﬂ%b@étEbﬁr@ cHa@HlS’&r%‘?fe't@rH‘ﬁe tHeﬁ%?FéﬁQéer' absence

| ot ep pI vacal nmequi t azi ne, azi ne
mfmammnnhaawtlcaimgast Bnsatation, cmmleedwmmnres,ald detecting chamber.
ol opat adi ne, picumast, pronethazine, terfenadine,
trimeprazine, triprolidine, and pharmaceutically
2accepliapnettsal dfclaintt whstain @se phaneeutidd adenfiiselected from

gr%fggglgggglﬁﬁlg;?ﬁgrgflacmgétﬁ:en atr1pa(azo rI?ea raré?ecrﬁl%llec glzat% %rét alzeslastlne
buclizine, cetirizine, clemastine, cromolyn, cyclizine, cyproheptadine, ebastine,
emedastine, epinastine, fexofenadine, hydroxyzine, ketorolac tromethamine,
ketotifen, levocabastine, levoceterizine, lodoxamide, loteprednol, mepivacaine,
mequitazine, methdilazine, methapyrilene, norastemizole, norebastine,
olopatadine, picumast, promethazine, terfenadine, trimeprazine, triprolidine, and

pharmaceutically acceptable salts and mixtures thereof.

3. The method of claim 1 wherein the pharmaceutical agent is selected from
the group consisting of acrivatine, antazoline, astemizole, azatadine, azelastine,
clemastine, cyproheptadine, ebastine, emedastine, fexofenadine, hydroxyzine,
ketotifen, levocabastine, levoceterizine, mequitazine, methdialazine,
methapyrilene, norastemizole, norebastine, picumast, promethazine, terfenadine,
trimeprazine, triprolidine, and pharmaceutically acceptable salts and mixtures

thereof.
10
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the group consisting of acrivatine, antazoline,
astem zol e, azatadi ne, azel astine, clemastine,

waeyeBos®pt adi ne, ebastine, enmedastine, fexof enkdi/ng2007/082335

hydr oxyzi ne, ketotifen, |evocabastine,

| evoceteri zine, nequitazine, nethdial azi ne,

nmet hapyril ene, norastem zol e, norebastine, picunast,

pronet hazi ne, terfenadine, 30 trineprazine,

triprolidine, and pharmaceutically acceptable salts

and m xtures thereof. 10 WO 2008/ 055032

4#CT/ USrRouetegbd3tainy! wheeeingheaplarotaceuticahapenhisrssigeted from
t | ect r

8 BB ARG T AP ket QiR R B g P Rymety-

4qbide]idmy+|dede E(I-llmlmelzdm[QI, 1--b][3]benzazep|ne -3-carboxaldehyde,

4-pi peridi nyl idene
OlaprBfien 289 epRBede Rerboacieagiy salisans B Hereoknd
pharmaceutically acceptable salts and m xt ures
thereof. 5. The nethod of claim1 where
Bpht hEleinethashef Glaimstwseraia the ephthalanic dﬁr@ug S@tméq%ftrwﬁghe

I ipl
%{ou@@:@ﬁ%ukﬁﬁ% 'Azcoﬁ‘"cg{rfa/%\ Igflllg%r}] ﬂAbeﬂépl'g@iﬁ?\égr]mﬂ?brﬁ I S8fkiicon A,
ainkffildoook balafbhedn Aplmeﬂléon éobitifilccmA, coméifcohcenofildpn A, cyclofilcon

Elfrdieenab el Priafich & B PniAaRoaticon A, epsificon A

@ﬂémfﬁltd)rﬁmnet%\ﬂlcoﬂsﬁ( %d:cfﬂlédhON cﬁ;nfmfA | g fidon fQ efilcbs
genfil con ovafilcon A hefilcon A, hef | con B,

h@’ﬁcpqrb%nhetﬁllcqn Da'%iafm A hikgfilcapiB, digxifcorhBoRiokifilcoprC B,
mkamfc&pCogﬁg\ﬁaﬂfc&mqeﬁém&am iG @é@?{a I&Wc&q B, ligofiicon A,

| ene icryfirlcon A con B, I1do con
Ildoflldonc&;ﬂoﬂrafdeorBA, IIOUtafIIaDn IBs maquori Awtmaﬁlfllcomﬁ\ Byethafilcon B,

RPAER. diTE Aebfldf A acigenRieegmoan B ffeads
Ssufiteonf D | scfildon E,_Ctﬁllltfdn| Acom8lilcoe Af bk@EidorEA, gérithflosn A,
con_A, pentafllcon A - perfilcon A

fil f
SAISon 1 GVl St PR eRB RoR A DD RRRONS A GdR M ISRV GO A
t%'ﬁic%ﬁyﬁf 'tét?éﬁ‘ccﬁﬁ A, trrlﬁfcthPr\‘/lfr?cont %h&@(glolnfb%ﬂ A trifilcon

A, vifi'lcon, and xylofilcon The net hod of
cla|n11 mhereln t he ophthaln1c lens is selected from

he o efil
onf |-ﬁ§:o#%t|f°%{] cﬁarl ngn regﬁgrﬁéré Iﬁﬂﬁfﬁwlc Iegﬁ E sefé%fbcﬁ”rom the
group consisting of genfilcon A, lenefilcon A, comfilcon, lotrafilcon A, lotraifilcon B,

and balafilcon A.

7. The method of claim 1 wherein the ophthalmic lens is selected from the

group consisting of etafilcon A, nelfilcon A, hilafilcon, vifilcon, and polymacon.

8. The method of claim 1 wherein the ophthalmic lens is etafilcon A and the
pharmaceutical agent is selected from the group consisting of ketotifen, ketotifen,
nor ketotifen, 11-dihydro-11-(1-methyl-4-piperidinylidene)-5H-imidazo[2,1-
b][3]benzazepine-3-carboxaldehyde, olapatadine, and pharmaceutically

acceptable salts and mixtures thereof.

11
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and balafilcon A. 7. The nethod of claim1 wherein the
ophthalmc lens is selected fromthe 25 group

wa@onsiostsng of etafilcon A nelfilcon A, hil af PCTYORZ007/082335

vifilcon, and polymacon. 8. The nethod of claim1
wherein the ophthalmc lens is etafilcon A and the

phar maceuti cal agent is selected fromthe group

consi sting of ketotifen, ketotifen, nor ketotifen,

11-di hydro-11

- (1- et hyl - 4- pi peridi nyli dene)-5Him dazo[2,1 30

9] [ 3]%@@&&@? ecl@mchmberein trehgplethalpnig fritsddietafilcamg and the

e

etafilcon A and the pharnaceutical agent is ketotifen
or pharnmaceutically acceptable salts and m xtures

idher epde methoklof claig MRHheRsIn @e BbRhBINdic IR iSictaflidth A the

ophthalmc lens is etafilcon A the pharnmaceutical
RitFMaceyticad @eent is retntifgrnar pRrareaceutigally ageertgblgngaits and

PRt Ps Hireh ahhE Bridiit BP%etoBN ot BAafTicEly acopptable sats
and minterestthercedtontaimedi witdsaid thhthairdicdem issdbaut 8l ente about 90
is about 8 pg to about 90 10 pg. 11. The nethod of

9-ai m 1 wherein the ophthalmc lens is etafilcon A the

phar maceuti cal agent is ketotifen or pharmaceutically
acceptable salts and m xtures thereof, and the anpunt

bt ket MePAf ey hberain 2 pptaekERplans s ekalilean Agne

PiTEcEL A 2gbRES RloATbA Aol EoBpabe diktand

ixaines 1heam_ef, @nd thé errmq_mlmt béketb‘;tfehem@hasrnecneaﬂiiclakho_aco@pttatée salts
narmceuty cal - agent, 1Syt eLok ' hRMaThicRE JBEEYY $&d dbout 40
RE RS INETSef SORR

Hg.

e

12.  The method of claim 1 wherein the ophthalmic lens is etafilcon A the
pharmaceutical agent is ketotifen or pharmaceutically acceptable salts and
mixtures thereof, and amount of ketotifen or pharmaceutically acceptable salts and

mixtures thereof contained with said ophthalmic lens is about 10 ug to about 25

Mg.

13. The method of claim1 wherein the effective amount is about 1 mL to about
3 mL.

14. The method of claim 1 wherein the second amount is about 0.5 mL to about
3 mL.

15. A method of measuring the uptake rate of a pharmaceutical agent to an

ophthalmic lens, wherein the method comprises the steps of

12
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20 m xtures thereof, and anmount of ketotifen or
phar maceutical ly acceptable salts and m xtures

W@ b@sesfo3zont ai ned with said ophthal m c | ens i BCEHDS20D7/082335

10 pg to about 25 pg. 13. The nethod of clainl
wherein the effective anount is about 1 nL to about
25 3 nL. 14. The nethod of claim1l wherein the second
amount is about 0.5 nL to about 3 mL. 30 15. A

net hog) Bfacm@as%’d bﬁﬁthbhﬁ’cWsaih%orn?élﬁerclfon%nsmg a sample chamber

pharrraceutlcal agent to an ophthalmc lens,” wherein
antba getdedog coambes avharpie saicpampte amMigeri9egLdIGoatain an

SR ARO s e R ormd bl MAGIrR O AUl BRI Geteffifa LRamber
ic lsialeto ,contaim aisecead dneampthe sdiatidre but i et sEze@dtto contain an

b iso ARt S0 HaPB0IF AQPORGRBEY SaPalra Bl Rgmber are

SsHMeated B ercsutdTlow béweeh waidPsampletchaf b to 8aidefdtecting
to contain an 5 ophthalmc lens, wherein said s | e

CHRRRSTOUA el Cartptn %ﬂé‘ﬂ @@h‘ihﬁbn@ﬁ%l’l'ﬁo‘él’fhlal’s@'d %Qfﬁﬁ'@cqf‘@g‘phecﬁ and said
oV 3ot 8Es8iGic BiY SEl/eRBn g BnfouhRBP ARl byt
prrarmacetticah agand sanpl e chanber and said effective

amount of solution and said second anount of solution

conprise a pharmaceutical agent, 10 (b) nonitoring

t he deh aunitbang RNEstEchrg cRineteér toeictdrmims erefreSefde or absence
absence of said pharmaceutical agent in solution

Sl hPhinageLhes aggnhinRalwian erptainadMerin sajd detgeling chamber.
nmet hod of claim15 wherein the pharnmaceutical agent is
selected from 15 the group consisting of acrivastine,

tnt azoid mefhatkefeaidinol & wharein fh plrarmecelitical iagent is selected from

t&e/‘ qupéri) ﬁgha%%flr?ec&vg%tﬂ?e aﬁgaggg mlzo,ey azatadine, azelastine,
buclizine, cetirizine, clemastine, cromolyn, cychzme, cyproheptadine, ebastine,
emedastine, epinastine, fexofenadine, hydroxyzine, ketorolac tromethamine,
ketotifen, levocabastine, levoceterizine, lodoxamide, loteprednol, mepivacaine,
mequitazine, methdilazine, methapyrilene, norastemizole, norebastine,
olopatadine, picumast, promethazine, terfenadine, trimeprazine, triprolidine, and

pharmaceutically acceptable salts and mixtures thereof.

17.  The method of claim 15 wherein the pharmaceutical agent is selected from
the group consisting of acrivatine, antazoline, astemizole, azatadine, azelastine,
clemastine, cyproheptadine, ebastine, emedastine, fexofenadine, hydroxyzine,
ketotifen, levocabastine, levoceterizine, mequitazine, methdialazine,
methapyrilene, norastemizole, norebastine, picumast, promethazine, terfenadine,
trimeprazine, triprolidine, and pharmaceutically acceptable salts and mixtures

thereof.

18.  The method of claim 15 wherein the pharmaceutical agent is selected from

13
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enmedasti ne, epinastine, fexofenadi ne, hydroxyzine,
ket or ol ac tronet ham ne, ketotifen, |evocabasti ne,

WO 2008083082 | zi ne, | odoxani de, | oteprednol, nepiRELHERI87/082335

mequi t azi ne, nethdil azi ne, mnethapyril ene,

nor astem zol e, norebastine, 20 ol opatadi ne, picunmast,
pronet hazi ne, terfenadine, trineprazine, triprolidine,
and pharnmaceutically acceptable salts and m xtures

fheefre@b coﬂJsth‘@f KBRS e I{éftotﬁéﬁ'ﬁ'ﬁrlétd‘m&{ e|'10d|hI2@ro 11-(1-methyl-

phar maceut i cal agent I's sel ected from group

tomsrisinyhgens)-StfmidazolRel -bidibanzazepine- &@aéoﬁxalﬂe@yde
QR BABEIRCan LR ARk ol 2o EL RIS L an KR BREANBHIRE

oxXyZi e
ketotifen, Ievocabastlne IevoceterIZIne mequi t azi ne,
al a tha ril ene, norasten zol e
+ ool kb RIRe TS WheBRE eGP ABa e s gpiested from the

érbUB‘%:IéhglétuﬁIg?of éd&dfiIHdPI A di8fcorrAd a@hafn&aﬁ %Ubhﬁiﬂbd)r’!A astifilcon A,
acceptabl e salts and mixtures thereof. 30 18

aataisenadt. kalafileanA, bindeen A PHECHM Ay ﬁﬁ@él@pncqloi‘”&g@vﬁ cyglofilcon
Pie&ﬁﬁfc‘éﬂ Pf ro%ﬁbfllt];(?n )Qodgfé)fﬁ I?O@ E{(y ?&( 8o %5 epsifilcon A,
eto et ot , hor

the group’consisting o
ésdedfilcdreA, etbfilcodiAydeaidonlA - gmemAQ,ygovaﬂlcon A, hefilcon A,

4- pi i di.nylidene).-5Hj . o o
effediTBeneritan, Or il AR EER FubiowiconBationgicon &
stta@nrasaﬁesuwyaﬁiﬂldona@q@@éfa&breAswdryﬁc@nA mrymb@res I|dof|IconA
t her eof . he met hod of claim 15 wherein

'tﬂﬂﬁi%&lﬁ’n'@tr@fé% Asloyafileen & mafian Aemegificap Aeé‘III%théft”P% B,
AlpARBhIA, q{éﬂ‘n@m Al F?ét'r%fﬁ% A o&]ﬂﬂﬂ’b‘?\fAl IcBn BBLlERTE,
A astifilcon A con bal’afilcon A,
cbxctsfrmdndamouflld@uf& | afitoonAd, @naﬁlc¢m6npxw‘ﬂmﬁ Acpantafilcon A,

GlficBnia E8Remcon faberEBA asbfion BB A stoxvicon A
efARohiIA, eeaffcon AstrifiicohiA, afilcah, aatiadidiien AA, focofil con
A, genfilcon A, govafilcon A hefilcon A 10 hefilcon

B, hefilcon D, hilafilcon A, hilafilcon B, hioxifil con

5. hifd rfn'ekr?dm?f%la mM 5 @bl s i SphtRXIfiQTdHsG8BeReted from th
I enefilcon [ crI PI(con I, Iér?y I¥ clon § I e%cfe I (r:%rn ©
group consisting of genﬂlcon A, Ienefllcon A, comfilcon, lotrafilcon A, lotraifilcon B,

and balafilcon A.

21.  The method of claim 15 wherein the ophthalmic lens is selected from the

group consisting of etafilcon A, nelfilcon A, hilafilcon, vifilcon, and polymacon.

22.  The method of claim 15 wherein the ophthalmic lens is etafilcon A and the
pharmaceutical agent is selected from the group consisting of ketotifen, ketotifen,
nor ketotifen, 11-dihydro-11-(1-methyl-4-piperidinylidene)-5H-imidazo[2,1-
b][3]benzazepine-3-carboxaldehyde, olapatadine, and pharmaceutically

acceptable salts and mixtures thereof.

23. The method of claim 15 wherein the ophthalmic lens is etafilcon A and the

14



lidofilcon B, lotrafilcon A, lotrafilcon B, mafil con

A, nesifilcon A, nethafilcon B, mpafilcon A
wmedoBios®dn A, netrafilcon A, ocufilcon A ocufPCTOMRIB]/082335

ocufilcon C, ocufilcon D, ocufilcon E, ofilcon A,

omafilcon A oxyfilcon A pentafilcon A 15 perfilcon

A, pevafilcon A, phenfilcon A polynmacon, silafilcon

A siloxyfilcon A tefilcon A tetrafilcon A

ér‘itl ﬁl‘lér@i%rhg(ént 14 HetbtFeR or ﬁﬂgrrﬁé’éébftlbélﬁpébcépta%pe sdi€and mixtures

of "claim 15 wherein the ophthalmc lens is

@@ﬁﬁﬁted fromthe group consisting of genfilcon A

| enefilcon A confilcon, lotrafilcon A lotraifilcon

B, 20 and balafilcon A 21. The nethod of claim 15

wherein the ophthalmc lens is selected fromthe

group consisting of etafilcon A nelfilcon A

hilafilcon, vifilcon, and pol ymacon. 25 22. The net hod

of claim 15 wherein the ophthalmc Iens is etafilcon A

and the pharmaceutical agent is selected fromthe

group consisting of ketotifen, ketotifen, nor

ketotifen, 11 -dihydro-1 1 -(1

- et hyl - 4- pi peri di nyl i dene)-5Hi m dazo[ 2,1 -

b] [ 3] benzazepi ne- 3- car boxal dehyde, ol apat adi ne, and

phar maceutically acceptable salts and m xtures

t hereof. 30 23. The nethod of claim 15 wherein the

ophthalmc lens is etafilcon A and the 14 WD

2008/ 055032 PCT/ US2007/ 082335 anti-allergic agent is

ketotifen or pharmaceutically acceptable salts and

m xtures thereof. 15
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