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PYRAZOLO [ 3, 4-D] PYRI M DI NE DERI VATI VES USEFUL TO
TREAT RESPI RATORY DI SORDERS The present invention
WO 200a0@B14 0 or gani ¢ compounds, their preparatiRPCI/EPZH07/005588
their use as pharmaceuticals. International Patent
Application Publication No. W03029209 descri bes
pyrazol o[ 3, 4- d] pyri m di nes yseful as pharnaceuticals.
In a first aspect, the present invention provides use
of a conpound of formula (1) or a salt, suitably a
oharnaceutlcall accept abl e salt or sol vate thereof,
pad-and appasatus formansiaciuring ophtha €Py substituted by
one to seven fluoro groups R2 is a 5-6 nenbered
hetaroaryl group, or R2 is phenyl having the
Thigimentien felatns tp atmethod angrasrapparatusSorgmanfastyring ophthalmic lenses,
e. dwesﬁéa@erméés G PaHicul sBRELMARdn¥ed Used by phenyl, a
further 5-6 nmenbered heteroaryl group, a C -C6
carbocyclic group or a 5-6 nenbered heterocyclyl group
Coatadt lahes ant irepdcupn @ty boritsct ptésoneh lay sfng&&deaﬁtenﬁ@s &b efficiently

mﬁg%%red dﬁ{ﬁ gFZ/oI%meFSPanu?acmfmga gtf'o%gés%gr CaPen )Pccfcess is des%nbed for

exgpple, 6O ﬁ%/ﬁw7eiﬂh¢19®e¢a§<ﬁf§¢f3bbd theoriis,a aylka Rrocase. Sn® the
coﬂgém&'rsgg nﬂ@tttf‘erd? Wg}'\lqugfty rU@s%GIe%cﬁdsn&%rﬁguah ﬁIgﬁ qlggﬁty e.g. made

or the fused gr oup |S|neenent
”OWB%%W ¢ yseshi B thet %P@B "BV‘b%’rfé C%‘?ta%?f@e@ Iscﬂﬁ%“c% P@E@ thg high
quélimoreubatsd myidk. Esdchquwwmsei 8 ntayckhong \alf aﬁd’ alTé’rnalél noiddhalf. In the

ex%@%é{/ t’%gf)yolégs ?r%vﬂ 1r|1 {6\};?337%34928th8 W%ﬁﬁ% rangbeﬁerlyﬁ lmoldéng tool
whigh cgmpeseisdwe uDOhmlmsomﬂyeaQymm@ toe] halweCRousindtet yesisalle male or
fenSHl@H'Bldq{alv@s aes&c[ﬁ(r?) Wuﬁﬁ’g RSE&&&&M@W 'corgé%élll'&vses (GRetefbd quantity

of Iloagg;ﬂg}rl:@}ér@ lgpegsggpntoa?qglp Egﬁéiferpglq_ mold( @ve@land the molds are
thenaldsgdi By mbvihg Fﬁe)to&l@btf h&ébmgahkwameald Rawas tcm(a% -thel tool half

ho?sgrlrg[%%: ?erllngl @B hgf\')ﬁ B’<5°r?i5‘§ tl'l\(é/ rgP@ (& tool éﬁe Egunc? pregolyr’ner
enclgﬁeld(m’pvwn Mrres@r@mgahcuty halnwésaf @)g/lca nbz!xh;y&ssumes the shape of the

cor%ctgnscﬁ‘@ ;B%;I)Mé}(?@?ﬁléﬁ @FOQQ ﬁMJed aﬁgfopﬂolyr{%nz@d e.g. through exposure
|amno, di-C - f%/\ramno G - Csal kyl'am di no,

of thRIPF‘PPBb’“ﬂH)o@V'@d@“QP §?, ps to he@gal&om@pt) Igcs, ecy@c process
shdwriih Ky 98/424978 a pRirdity é’ﬂmdl@ﬁ@fob&ﬁiébh housmg ten molds are used in the

progﬁ:isckn oga%rg?ﬁhpw %gﬁr B)ﬁ %/sgw mrlR orllov(v)ﬂg that s{)}t%en molding tools

arelisedgn the kydlia piasessa plfmugh athlenm;mbers of molding tools, in particular higher

nuﬂber?ca @lulé&lj W&QR %%ﬁé%llégngé{ﬁave@ee Rroduced they ére taken out

am nocar bony

fronmttm,l[nalﬁ\s aped ar,eb@qp)gpt@q]so agto cégtekry]lr)edq/ﬁqﬁ@r ocpot@e molded lenses fulfill
the-ridKya r&irgmantsno, Ci - C8- al kyl carbonyl (Ci -C

8- al kyl )am no, G -Cs-al kyl thi ocarbonyl am no, (G -C 8-

al kyl t hi ocar bonyl (Ci - C 8-al kyl ) am no, hydr oxy%ul fonyl ,
Eacli edbtachlehy thatihdstiegh dorinddo B acteBtablelis amdferted to a packaging station,

the |tCFs°' g@{:#ﬁ% l’\t%Lg ge&mg&co%?cﬁeﬁs @J)Aﬁ(lhé‘ru{pony sallne or another suitable

am no am nosul
pregervigp soiytief fk%?l heen added. bﬁwntalvmépéta@wﬁh@)fioﬁt?@ legsdy en
sealdBE Blg. BN EIEciRY 85 AIGAEP Bf tHE B6HISInETNd REaIMRIthO RIS the container.
substi tuted, where chenmcal l'y feasible, by one or nore
hal ogen, hydroxyl amno, C-C 4-alkylamno, di-CG-C
A céntainkiy$uitabla tﬁor@icccﬁlm&atlab k@sytaciriensyis bapecksged & shaivd, for
exa?%a?%'irﬁEs b%B%’gE‘gM%Jgg lé)%%olvv%qgé é\’ha&ggg %r&%ﬁr?e% nya &Ur%m? of such
G -Cs- alkenyl G -C -al kynyl, G -C 8-alkoxy ,CG -C 8-
al kenyl oxy, a-c 8-a|kyny|oxy, hal ogen,
Ci - Cs-al kyl carbonyl, carboxy, G -C 8- al koxycarbonyl,
am no, G -C 8-al kylamno, di-G -C -al kylam no, G -C 8-
al kyl am nocar bonyl, di-GC -Cs-al kyl am nocar bonyl ,
C - Cs-al kyl carbonyl am no, G -C 8- al kyl carbonyl (G -C
8- al kyl ) am no,
G - Cs-al kyl sul fonyl am no”i - Cs-t hi oal kyl, G -C 8-
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Suitably, the disorder is selected froma respiratory
di sorder, such as asthma or COPD. In a further aspect
w@Roosle4ps esent i nvention, there is provided aPCOREP2OTIONSSSS

of formula (1), or a pharnaceutically acceptable salt

or solvate thereof, with the proviso that the

conpounds —9.

N-[4-[6-(ethyl am no)-I|-methyl -1 H pyrazol o[ 3, 4-d] pyri m
di n- 3-yl ] phenyl ]-N - [2 fl uoro- 5

COE' [rieg %ﬁ’qu%or{)? ﬁt"’“#é‘z ﬁgﬁ’g B e '811 gf ganClaT Q\ﬁ $ichcantainers may be
arinyqrhiemyrbyv- Onde- alcoreddhiens 033 mmacad indo eaxtheaf theer feve containers of

thé ?(OQJ H%@ctm&r{n‘pr@c tcai- HE ‘nh%fede%&%ﬁ&% thg :[}ﬁseﬁ%s(ifgbsenc%? ofa

I nventi on provi aes a
cogb?r:tlen%'me@afbpfyh%cwﬁ@mm W@fd}qwsﬁtab detgctian rroegss can be

pebRInYadt i€ dbab&Rfor hbRpR] iR EPN P09 61 1T it Gds Bédrydetermined that a
otlonall subtltuégby one to ;?venfluoro roug
ciens 'BC lé‘oeaﬁ P WS&?W'"@’F@% i ggigading gyesa Gontaipers of the

rowlis praded ogrtoplpithes edregihard ahd Brthdn shleddtheamnalliRBohded) hethy |

cop @A Bt bl At 6o RBES o B JUR0Iog B! cxampe
in fherrrnnetdesstikadiavyP 9’@48&@%7 The oil can than be oyackaddbygneans oba laser,
thémarkfhgdRBREIAY uﬂﬁéa%f)@scﬁégérﬁlng%e%mperw&ed'f%et IB8s Efpedived iRkhe

the fused %h?r ¥V grou tionally substituted
copiRingrsee gr b rBtipS dameler erfic 'PGWFLM’F ojgontaqtignse-g.
sphefrhbarasrics efe) dDexywhy hay suith, lager inatking(dan Ge-pelfkiyhed is described, for

Cs-al kynyl, G -
ex&'plgs'ﬂ%é%@%bls%aoal kenyl oxy, G-C -al kynyl oxy,

-0 (G - G al kylene)-R 9; , -O(C2-C4 - alkylene)-R 1 Ca

Both fﬂ@'h%%lun@rﬁ:ﬁf@édﬁ){"nﬁ %f Myclt lengéérat%QRféﬂ as the described packaging
am no

pr%ﬁesifredéellaﬂs@ar 09N d ’wel'_l &grkéﬂq&?cgﬁ?% Elaw% ylp high volume
mahufaClurifg aheb’gsl mmmmarobmyécx lebtesGeasdring afec@ioydraifcntbe molds

ha% ?%:cglkﬁ% %%J:f am.nrq%- g_%le:fshvtéltsl]a?t?g{l&yalt fs to say, it is necessary to run
th@na@gacaurksm Ilgg |fcfr|arg¢rlaln@ne¢g epsutg thegonyantihigh quality of the contact

leri%@% H@ﬁ%&ﬁl@dl | e. & & ﬁétg%a’%%lﬂ&’éﬁédct@ Tits I%s%ne reason among others -
ere eac

am nosu af o
why mgmfflcmwg%%wae MHW%F"&H@ Neags duRfor FB‘?%‘W?P'G time after the
seasthsigidffutte Halybezneliinatgadl € hal ogen, hydroxyl or
Ci - Cs-al koxy groups; R9a represents Ci -C4-al kenyl ,
G - C4-al kynyl , hal ogen, cyano, nitro,
Theimagfaaluked leraeb baving thedidhoyality @re tGnstelrmed x\aftar ipepeglion — to the

co@amg% Jf(f\)l&@l i 4! acl@glng%ta%bky)&s%?unfnb ¥t in one manufacturing line the

am nosul
ab@!& ‘@%ﬂ’ %lﬁ*r'% E%’i/ﬂ FeHyed eagh Obrvh'éé h%Hsﬁif tenelds @nd dxiper
asfmainy that ia tke dntamk@aurﬁrg libe BRGBERST emebﬁwcm,:r wbls gawu@d Ris

CA- carbocyclic or.a Cli
aelferp i asE T GPE e Aares Uk § manaGfore gy P Shbeqpect
lensaghdommfférern@kdpprtee lbstuntedtoger dilysixtewa roolding toelshy dr oxyl ,
cyano, nitro, G -Cs-al kyl, G -Cs-al kenyl,
C -Cs-al kynyl, G -Ceal kox¥ G - C8-al kenyl oxy,
In @%@I%W'POQ?C“ satanss Al 2 W aie. g fikg FQUEFIRRSR Just contain a

coﬁt@éth@?é)havigf; thelSBmdd d?@ﬁéfﬁ@r é%ctﬁé/ Eontéﬂﬂeﬁ@es contained in the other
am n

coRpIngS 41 351 AFHBE aPBER L OB ReAEa r R AAPFRSELPABRFEter
(thEiugCthedbiker atizembisa)drainre sold €5 aGstbkfivecantomergl. [t does not make any

) P Licul .
sede TRl A lhuafirs Conolb o SRS IHIIHE dintac enses in

am nosul fonyl , Ci-Cs-al kyl am nosul fonyl or

di - G - Csal kyl am nosul fonyl groups; R1Ca represents

hydr oxyl, G -C4-al koxy, G -C4-al kenyl oxy,

C -&4-al kynyl oxy, amno, C - C -al kyl am no,

di - G - Cs-al kyl am no, G -Cs-al kyl am nocar bonyl ,

di - G - Csal kyl am nocar bonyl G - Cs-al kyl car bonyl am no,

CI C8 aI kyI carbonyI(Cl aI kyl)am no, Ci-C
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(iii1) i1soxazolyl, e.g. 4-isoxazolyl, optionally
substituted by one or two C -Cs-alkyl, e.g. 3,5-
walzossoiosi4 (iv) furanyl, e.g. 2-furanyl, or (VRCTI/EP2007/005588
pyrimdyl, e.g. 5-pyrimdyl, optionally substituted by
a 5-6 nenbered heterocyclyl, e.g. piperazinyl, e.g.
2-pi perazinyl or one or two Ci-Cs-al koxy, e.g.
2-methoxy or 2,4 di met hoxy. Where the R2 phenyl ring
is fused by a further phenyl to forma naphthyl group,
the ring is suitably fused at R7-R8 to form a
the conigir ?19fl a rowfipve Reopediss Aferegt frRm ATNothes. Shaeitemelstgmers
alvidybabéd wﬁi:t leBs€s hdving@he Enaprisporiies fer @e @teh/&sxy cor%eguence if

B 8L SR fecTorB il sl anf 3Py @liyPg ovte anc ror

ea¢tbty R of coRBICHENS asediratRBow gldontarieys mystde mqwdﬂdmethe packaging
st AL Go@b rédli rﬂheL'hUerey\Qﬁf ﬁxtgfbwsrki_i' %rﬁ%g@%%?&)a&eﬁﬁn the

r|n 'S orne IS 1S sult
paggging it P aF 1A 2 Iegransfer e ARSASCtIRicentac lenges dehg containers

of 8rdw inkefich afdjodtakt IB@s“es%bﬁaﬁ@& Ith@bdnYau%ibSi thé WdveHaveah@same

pI'Oé)ealeS g\s)eegﬁés gc?s%%gp 3 UI Fﬂ rle ntexggr%glly 36 bStch%HE |sctherefore
lthemelthe R2 phenyl r|ng is fused by a 5-6 nenbered
heterocyclyl, the ring is suitably fused at R5-R6,
e. to forma benzo 1, 3-dioxole or a
In Q‘!d%lODl Ry @P%éﬁ?é‘[flbeﬂ}’mcﬁﬁ the legpenase alygys tanspogted fom the same
pre%@m:nwbeaudme@yl fron$ wetp@lah@ssmmkh tHe9Mbde béedtakdnsdut fom the
ee or

L1t {

mef] Fafeo e Mot Peions 1 WO EEL B s ispesiSH o PP Prbfigrmined
pogiianspe.g(toithe) inspectian pdsitiohs @i to @e Euiskiphs inghegpacireginy station where
the' r%@;%@'ég\yé Cé:sn aquﬁzgor gacléaginga ek;%:rbwd&r thﬁw éJleMQ%r op‘g@élnuch as the
expensp fo5 p@esition FP')"OJ\C@ b%k%ﬁ%waéﬁ'vﬁ'ét‘%ﬁ ocyclyl group,

e.g. N—plpera2|nyl (viii) -0-(G-C 4 -alkylene)-R 9,
CofipimineEBRgS BIPPEIER b PSP i B e Dcaleees, o)
whizh razey Withity a oertéln fange mobenasstasiip highenrumbers i§2th&arket than contact

Iens@&l &}f%\?@ gr%sg ThISQ%go be&d@& mél Og%%fﬁe{ﬁés BL@Q%&(@@& a IB’EQ part of

['et hoxy, N1 m
theleﬁfﬁrqi ﬁemtaﬁcmsa@ &N b?ré?q%&e;ﬂévm@metwy mm Wiy a certain range
cbrwéhwprr SRRXHdWevét, eV oAk bmemséwryose(eyés hdvetr g%metry the

parag]ek«%//i; gﬂ\tégl?férg@{s&jg%VS ﬁ@(gﬁ)}Féﬁ van?%@gs Pf méﬁf’ ;{r%@c))on should be

avdilgblie pglgrin ofder (odbe- atllk ipl edfivient!y suppiyt thddeyusarsprithpjigeneearehses,

smgééwirﬁ rﬁé”u}a%m%gg'f ﬂw% gﬁ‘nt&'t '@Xée%%@?easgmgg effects occur, too, and

acefirgiegly) §p|r Hhese Jﬁgp@g)typ aandgawting/ procesgihps toalp éqma cegalg time until

conitlaé{@ér@es SMOQEthtQﬁgfp&ﬁW ard ﬁfrbbl)cefi Odo" Bt mdssiprdduction of such lenses
car pan

s Q. ftffgc'%nt M%%ﬁ?%ﬁ%ﬁ*mdv? caniiig fg’rf@f‘ﬂ?ﬁ%ﬁ)‘ﬁ HEE &t peasoning
efft@Opdvemebasimaa@dbonyl or i sobutyl am nocarbonyl, (xv)

di - G - C8- al kyl am nocar bonyl, e.g.

di met hyl am nocar bonyl , (XVI) Ci - Ce-al kyl car bonyl am no,
Sueming mtﬁgﬂc&amtbgﬂgnfmsn orodgstioniof captacClenses should be available for a
larg %MA& W éd?\@élt %ﬂ&&chavﬁ"lg gimeF@?ﬁ B%E&HEJ RIRYdeRka é‘fﬂo:ler(tK!\Hrédu):e

ﬁé roxysul f X1 X) | sul fonyl 8
singletYear UF?sdﬁW’d'@%(?f tes Dregefamﬂ%%‘%%?ém ﬁw paglicyfar also users
whmatém Inasa BiQﬁrtdlef w@afl coﬁfactl ts.wes apyih@propartied duesiye the ("eotivgntional”

ran&e ﬁ%? R@ F%"ﬁ%g ?In eaE g(c%taic’ %e%scét th he ﬁ?ﬂ‘e tlmBStP eﬁ;%eenae for the
by hydroxy, e.g. hydroxynethyl (xxiii) G -Cs-al koxy
substituted by one or nore, e.g. three hal ogens, e.g.
fluoro, e.g. trifluoronethoxy, and (xxiv) am no.
According to fornmula (1), RO suitably represents
car boxy, cyano or phenyl, optionally substituted, e.g.
by hal ogen, e.g. fluoro, e.g. 2-fluoro. According to
formul a (I), RlO SU|tany represents hydroxyl

o, S
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met hyl sul fonyl , di net hyl am nopr opyl am nonet hyl
hydr oxynmet hyl and hydroxysul fonyl. Preferably, R6
W@ gogoewEe+ f r om hydr ogen, hydroxyl, cyano, nitrBCT/EP2007/005588
formyl, carboxy, nethyl, isobutyl, nethoxy, ethoxy,
i sopropoxy, benzyl oxy, cyanonet hoxy,
N- pyrrolidyl et hoxy, |n1dazoIMIethoxy
N- nor phol i noet hoxy, nethoxyethoxy, hydroxyethoxy,
hydr oxypr opoxy, N—norphollnopropoxy, fluoro, chloro,
po%@?er{]%%nyaﬁ TOVHan'i a&rﬁ)rt e p a{r;np gﬁﬁ%{) om&;p’r?d(ept comparatively small.
Hawewvér, thisr requtelnexyis cBnuaéretcatbé yeunS’mém of plodudiryla fargenmumber of
Pﬁggtrlgr%(ég wnth%ﬁf‘é%}/{:m gr%émlth é%?‘* P/ufacf?urmérqme mb&ft%e need to
oro, carboxyme 8 , car
changeenelds. aﬁf%%‘@l"ﬂ%wiﬁld@ﬂ@ﬂ@ﬁ%w\d rwsthﬁsnag@faéb{ﬂeej ling fopa certain
tinRUAEREE Beasbiiflg @Mddts altRliRa¥ed. hydr oxyet hoxy and
benzyl oxy. Wen R2 is phenyl, a preferred substitution
pattern is where R2 is substltuted by at | east a
The [ptesent igventign, at itRbchadvsdrizpd by thedddtyres B2he éhdependent claims,

so%{a{ 1h&3{r§t§l§'@,?ﬁn% 5%@% Q{&ﬁ&yﬁlt rmc?érlg hy %ﬁg\%ypgrgﬁéfﬁ%/ t’o%%&)’dle the lens
mamufaciysng p@cqagsdmgﬁ? p@dmt@nbfrqm l;_k\q:ymspection p;rocess or the packaging

pr&e@s PE<pREIVA thﬁ@?&MO\{hhﬁ Bé@cnpﬂon of embodlments lens manufacturing refers
oxy

-fl uor o- 4- dr oxye
to ‘o'“ef“i‘qj‘HFa&‘“&'" 9fvfr’ X’Sa’r%f‘I‘EBS&'?C‘FS‘Héﬁ?IbUt RSP PYWAY Ot Grample only,
sinke thewteaching)is gétierally applidadlelty theymkinateture affvting oohthalmlc lenses, too.
ORI BI? RS o Pl 548, oL RBnuARGGHELBt S Bnh e oton

pr@pw@d@(rmam@g)rﬁmocesmg@cmd Bty yith @bpqct toy/iime gethspaael
AdZnthgeoas! larRlsYof e frick i chafacterizE®byihk f&fturB B¥the dependent

substituted by an optionally substituted phenyl or 5-6
cl¥Bs$her ed heterocyclyl group, e.g. N norpholino,

N- pi peridyl, N-piperazinyl, where optiona

orp A1 R e S 1555 B g oo e
selgrtes indrpendantftony ihe cyele Himgpf theimanytagiukiok poaedsdindase cyclical

prd’%@%é’é@ ’areQJseg'? FRAsRMARR clg't mElof @é%bﬁd&@fﬁbﬁ\ﬁacturmg and packagmg
- Cs- al Kglan1nocarbon i -C -Cs- Ylan1nocarb

pr@ps%%ﬁ qj&; rm&yg %ﬁlpwgst stat on in the contact
AI@[ it @&;eaérlaw @:&icbnomé (tﬁl th@&oﬁtb&yédsam:m})e manufactured at one site, but

Ienélnsegctlgﬁ l?n @ F?; c%g_ t&csper@m%cg ebtlo [ sdite, so that the contact lenses

hamnoﬂp@mlppmhybm o@as&toah«yﬂhamltnoglgcb ﬁf(mgnufaﬂurlng and inspection
an@J/brdﬁc%glﬁd %r)élp@m)rﬂ%lgt e é\@ 'il'%sé WJC@Q(—% caﬁ( bé performed at
rogen enzyl am no or norpholin-4-yl-ethybm no,
dmﬁﬁ@fbgﬂpﬂﬁﬁfweﬁWﬂrogen A sub-fornul a of the present
invention is represented by a conpound of fornula

o AR 8 B B oA G BER TR e
asétsnupj’]'daaydonmoblshs matefectbyngas eetfonmed inha Eenmfactﬁmllne comprising
six@léfmﬁ‘f'e]; g?{&:@ W'ﬁ 3%@@0?/ h&d@ﬂg%n ttnglﬁg e§ lé?é\fé& gtngWh? gosm?n control

muahﬁm?ngbeemogrr@g{nnaﬁ ﬁhoexl%/ggmnmg qﬁmedawiactuncg e@caﬁde)@y{\gymer such
thémegoﬁwmgsmﬁghsé@g&%écwggb&g Encli foPehdH Fgo%gn w:thl&t)he respective
-al kyl ene) - , ~0- - G4 -al Kyl ene) -R 1CQ0, - ( CO-

oo G aEfRETE oGRS 5 EONOREAEL NS AR5l Repljon ing vpers e

coradspyhdimy |btenyéd|at€ibuﬁ‘s' i bkarigadi Oraedhib progklgmming has been performed,

coflpct lrsSFRArbhE BiP ERPRARY o e o B IPHE M Cra suatle
hydr oxysul fonyl, G -Cs-al kyl sul fonyl,
a -Cs-alkylaninosulfonyl, di-Ci-CsaIkylaninosulfonyl,
C -Cs-al kyl substituted by hydroxy, G -Cs-al koxy
substituted by one or nore fluoro; where each of the
af ore -nenti oned hydrocarbon groups nay be optionally
substituted, where chem cally feasible, by one to five
hal ogen or by hydroxyl, amno, G- G -al kylam no

on
ens manufacturing grocess
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4- (6- Am no- 1-nethyl -

| H pyrazol o[ 3, 4-d] pyri m di n-3-yl)-2-fl uoro-phenol ;
WQ2q080¢i40- | - net hyl - PCT/EP2007/005588

| H pyrazol o[ 3, 4-d] pyri m di n-3-yl)-4-fl uoro-phenol ;

3-(6- Am no- 1- nethyl -

1H pyrazol o[ 3, 4-d] pyri m di n- g yl)-5-fl uoro-phenol;

4- (6- Am no- 1-nethyl -

IH-pyrazoIo[3 4- d]pyr|n1d|n 3- yI)-phenoI 3-(6- Anlno-

tra%%fg{rgmé@ﬁ/sﬁs .g. q_gP %@?)ﬁg |thoe respectnle lXtrelrnqtledcljalth buffi rI 20 tﬁat in one specific
mté:lrheﬂwaﬂlﬁﬂef){a Bulk oeitgnpadt Iénddaglall&rayin); tht LAmeOfropdrti¢ecdrh Gtored.

Altiﬁapve?yaga klrtg,jg%:(h%?s C rq us%? ﬁgr%?%c;e_ra_cgn be used to that rtt&)e cqt?trol
alwgyb kqov(ﬁo whridhriptermediate bhfjar the molded lens is to be transferred.
H-pyrazolo[3 4- d]pyrlnldln 3-yl)-2, 6-di brono- phenol ;

- Brono- 5-fl uoro-4 yrrolidin-I-yl-ethoxy)- heny
Mquov]er e Fﬁ/mdﬁiﬁ“@%ﬂ Q{[tlge ﬁ'a"‘af‘ﬁVﬂgrﬁr%eﬁs enci,}hgmsrp@ctlon and/or
paSkelgitg B sUESs, thd hunlied ofitrdcks WRkleaky rodisitd xontaipére ayd drranged need
noét:)? Ea? é_d_ nn@c\.’(grﬁlgc?‘ n% pFé{fg%lg e b(ggs%‘eqb A £ty of contact
lensep from il sn®s g, ;yymsfm tiem-aay |splaflorbunitirisolgtef thef irpthg firpfation
unﬁ’@ﬁh'thé?\t é’srbothe ls%raie%' éﬁ%pleﬁsefslhlégﬁgt% s@%erHPoJertles one after

i n-4-yl - et hoxy nyl ] H pyr azol of 3, 4-
anaTﬁqu%quCﬁ e Vﬁgﬁﬁtl%gragpe[dzlsc(@ed Q@ﬂt% Ie”i ini@.aggptainer of the
redpectigréd 0r hkaging] Obidd iediuth Conydc} ledsdd HiRE Dephpiacstihtoate five

anol ; 3-[4-. (6-Am no- 1-ngethyl -. . .
con5udinat n =JoH i aonvll Resbypers cpp s PERiph b g e of 2
foildhatri¢ seatsid; to 3 t8p Bf the containg3: asthisday beerhdesglibgstfartiydrjabove.

1 nethyl 1H pyrazol o[ 3, 4-d] pyri m di n-6- yl am ne;
(6- Ami no- 1-nethyl -
Al assb oyestian alawpto megH Rty mallor o) sissStip iR iig el
esRBRhed pidckdses oBmhbsk froddtion énc( tAe PYiVanitadel Gésitting therefrom. This is

t hy - ph []1- 1-
oA fF e e A e o BA IR parameters of
whichyare edtsids the-' anUnyﬂiqnal tanget($ad abotelcay ba supried with single wear
corﬁafﬂléﬂé@é Gk B PnVdr@Bh BRani t[]g{ SEI:HJEHn‘Pacffre('lgesf%nfbe effectively

yl - et hoxy) - phenyl g yrazol o[ 3, 4-
prqgi}JE,gq YSAIhigh @Iw%maﬁqéfactgm[@rpg@&% masg grqﬁiﬁctfon) without the need to
prdli@l:é fh'e4feby| large Q2 8i¥s uﬂ]&ﬁﬁbdq].nrecﬂio I%éﬁ&h& khat mass production of contact

Ien(s%s E l %%ﬁ'% ("Zla‘ll“%i{(#&?f:e f"bg\f’ ﬁveﬁ{‘c}r&f pfs%blg boo&ro?uce
compérehgelly}small]etrﬂehydlth tHe wiglyestahtishgld high quallty known from mass
pr uét 4l RY 5! g'nﬂeng ﬁ@d%&@ aItl?ngg n(a@s pf%ﬁh@tfbn o*sfﬂﬁltemélar soft

razo 4-11 uor o- phehoxy] - et
comgﬁdﬁnsegls(rqem h)dn {g'uq §Qﬁ§|f gat@n@m)way_of 8x3fRig, Jfie method according to

the]ihbdhy 6@?&49@5!@ itagplieabld it theMndhudcfird Haensds bthef fran AiliglRAvear soft

c°TF€E?F§%oIo[3 4-d] pyri m di n-3-yl)-2-fl uoro-phenyl ] -
met hanesul f onam de ; [3-(3-Fl uoro-phenyl)- 1-nethyl-

I
Fubﬁr%&gﬁ@){#ﬁ%ﬁ .’Fls eg% tie)rﬂ\\%nﬁor? tJe r p\il/gra\a/lioo “}eg’gl sz Cﬂg decnptlon
of exeimthilany embodimients ; of the invention with the ald of the drawings, in which:
| - Met hyl - 3 (2,3,4-trifluoro-phenyl)-IH pyrazol o[ 3, 4-d]
. ¥r|n1d|n 6-yl am ne trlfluoroaceta.f
Fig3 (58'19\?18&%%%"%@?"20%'"tﬁfwaﬁ?PU Srephe i ascardipp fo the
yri nindério®- yl am ne trifl uoroacet at e;
3- (5- Brono- 2- net hoxy- phenyl ) -1 -net hyl -1 H pyrazol of 3, 4-
d] pyrimdi n-6-ylamne trifluoroacetate;
3- (2- Et hoxy- napht hal en-1 -yl )-I-met hyl -| H pyrazol of 3, 4-
d] pyrimdi n-6-ylamne trifluoroacetate;
3-[3-Brono- 2- (2-fl uor o- benzyl oxy) - phenyl ] -1 - net hyl - H
pyrazol o[ 3, 4-d] pyri mdin-6- ylamne trifluoroacetate;
| -[3-(6-Am no-1-nethyl -1 H pyrazol o] 3, 4-d] pyri m di n-3-y
| )-2-fluoro-phenyl]-ethanone;
3- (4- Fl uor o- 2- propoxy- phenyl ) - I -net hyl - | H pyrazol o[ 3, 4
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acet am de;

4- (6- Am no-| -nmet hyl -1 H pyrazol o 3, 4-d] pyri m di n-3-yl) -
WQ2@smodii1or o- benzoi ¢ aci d; PCT/EP2007/005588

5- (6- Ami no-| -met hyl -1 H pyrazol o[ 3, 4-d] pyrim di n-3-yl) -

3-fl uoro-2-hydroxybenzal dehyde;

4- (6- Am no-| - et hyl -1 H-pyrazgl o[ 3, 4-d] pyrimdin-3-yl)-

2, 6-di fl uoro-phenol ;

5- (6- Ami no- | - met hyl iy H-pyrazol o[3 4-d] pyrimdin-3-yl)-

fluoro 2- hydr oxy-benzonitri

Figg 2( 12 sPRRASC 2"%'@%&(? firh ¥afAny °f|th‘~’m°§?'P191 transfenina-a olig|its oflenses

(

d] pytoinra sgconderyibaiitert of an intermediate buffer to a lens isolation unit and for
t( tr?rrsferp %&E{ep)(erﬁeﬁr«% rtl%zlgrl\sqgéatfbndl]nm(o renbgcl:tl{}e ?nsXegtlon
(
f

3-
4
2-
2- ( 6cwyettes- I-nethyI-IFprrazoIo[S 4-d] pyrimdin-3-yl)-
6- fl uor o- phenol ;
5- (6- Am no | - met hyl - | H pyrazol o[ 3, 4-d] p}/ri m di n-B-XIg- _
Fig 34 alsm_ﬁnﬁdgs;a%gﬁ%gﬁ@gtﬂfi/rarltﬁfq‘mrég:tlhaJenses rom the second émbodiment

3- ( SofGhé mtevmedidtedbutfet 1o axey/lepdigtisifion-dnitmet hyl - | H- pyrazol o

[ 3, 4-d] pyrimdin-6-ylam ne;

4- (6- Ami no-I| -net hyl -1 H pyrazol o[ 3, 4-d] pyri m di n-3-yl) -
Fig 4c h b embedimentfdf ther gsimeertfol grasping an isolated lens from the lens isolation

5- (6gdm no-1 - et hyl -1 Hpyrazol o] 3, 4-d] pyri m di n-3-yl ) -

2- benzyl oxy- 3-fl uoro-N, Ndi met hyl - benzam de;

4- (6- Ami no-I| -nethyl -1 H pyrazol o[ 3, 4-d] pyri mdin-3-yl)-
Fid5C hh 0borh eiswa thel grigpéhi db Fig. 4, and

S-1 S Chl or oZ- net hoxy”™-trifl uoronet hyl - phenyO | - et hyl -

| H pyrazol oP*-dl pyri m di n- 6-yl am ne;
Figl 6( 6ameinhedimentestf Byens|cléapipg anibthef @aylbel ppgndediatithe-idetdf pn

2- brg&pmgmgguﬁﬁg.benzene |, 3- diol;

5- (6- Am no- I-nethyI-IFprrazoIo[S 4 d] pyrimdin-3-yl)-

2, 4-di met hoxy - N-met hyl benzenesul f onami de;

5- (6- Am no- I-msthyl -1 H pyrazol o] 3, 4-d] pyri m di n-3-yl ) -

i SEcoRRRET R P eh b S PELBRRR s MG e kaoyp i
volgrmemhanuiactiving pfocess (/aes hrpldpdtienb bs it is shown for example in

w3 QQI%FB?‘ Ql%éé! ﬁleﬁﬁdnfeb H%\%”ﬁ&bé%\’ oBht‘?éW kd b kAEKAMMHanlEtBing

razo yrirm di n- 6-
pr 0279§5€53—5A@dafﬂ§ 'P“"PP@( Rl qitfar Wt@gﬂeﬁf’fﬁ@[e\?"@cﬂfﬁﬁsi thalds te sayysoft contact
lerBed havi r{gkﬁffé?&ﬂtpmﬁleﬁ |T€§ Mase curve radius, diameter, optlcal properﬂes etc.),

et
ca?]mg pTO&}WrI%Q}ﬁ péf%esi aXc&TlglJﬁamngQﬁ v€p§ﬂ_¥%P I?Xg rom mass
pragiu¢tnAseenabove)rihibyd pdsbibley sincedih oprirast ]ty kiavindhanudaopiring lines
t
ané ?%Qgsgg'fo‘}_nﬁgggl:cﬁf Fhonl_éﬁofr lt(ﬁ;g% FE%?I%J]@}% é?h%? (o] dmspectlon) )the
maidert saft pmget lenspy awds@ybféﬁ%wégﬁn%\f?aﬁﬁeaéed'ate ¢ bufters, with one
tnté\'ﬂe’ém(eﬁbtﬁ@ Qﬂails éB?iH'MI\g M‘W EOf @ﬁ@cﬂé@se@aﬂhﬁv hé WHediafeJProperties.

T e GUTRR R CRECT By PACBIG"S TFORT By ek pRylop pgch moi

in fhe eldnofactulihgiprobgdshismprepeatied éfaimalehgimplded therein. This can be inputted

to %fgﬁzt%l?%ﬂﬁé‘%ﬁaﬂ {agﬁlék fnérde%rg st%ﬂ%b lhé m%!ﬂurﬂg'b"r@égsézoq L:an be

tragked| biy-any dgitable-rpegnsi (e. gewnyme laid-qf yremsPONdsrs), do Hiapteicantan! always
knoves WhigBRied lens is to be transferred to which mtermedlate buffer The lntermedlate
| -Methyl -3-(5-trifl yoroneth i n-3- gx azol
bugefrgnazy cgpmq PrEssTMIng Ilcyft%rﬁ %@’af’?y Bgﬁ'ﬂ? Seit e soft ontact lenses
caiNbd StoBanBarkin3- ( 3- f | uor o- 4- met hoxy- phenyl)-l-nethyl-lk+
pyrazol o[ 3, 4-d] pyri m di ne-4, 6-di am ne;
4-[ 6- Am no-| - met hyl - 4- (2- nor phol i n-4-yl -et hyl am no) -1 H
-pyrazol o[ 3, 4-d] pyrimdin-3-yl]-2,6-dichloro-phenol;
or a salt, suitably a pharmaceutically acceptabl e
salt, or solvate thereof. Many of the conpounds
represented by fornula | are capable of formng acid
addition salts, particularly pharmaceutically
acceptabl e acid addition salts. Pharmaceutically
acceptable aC|d addltlon salts of the conpound of

o Y - o
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triflate or the known brono anal ogue, according to

WO2003029209. Conpounds of fornmula VI where RL is Me
W@rwsHol4s4 tri fl ate may be prepared fromthe Kne@EFEP2007/005588

conpound of forrmula VI where X is OH according to M

Hauser, E. Peters, H. Tieckelmnn, J. Og. Chem,

(1960), 25, pl570-1573 and 003029209. Cbnpounds of

formula (11) where Y is N(R 16JNR17, nay be prepared

by reaction of a conpound of forrmula (V1) with a

ound of HN(R 1 )NR17 at e| evated tenperature |n

F'%J%&WF a8 fiegy FU‘Q%?"“‘*AP A Grpsermedpte Julienas Ihmew/Pe Hsery) 'Ef‘e"‘e‘md
acpdreipg tceitle hy/eﬁteﬁc tnl tois eafbodiment prumdmedisteburter somprises a tube-like
co{ﬂ:a!’né{ iwwblgm neose gs g%ﬁw ‘Eq a:nlililso bl e *ﬂg ?opcﬁ%u& of molded soft
contgctﬂatspa Cofane atnredfl@tubgm{gqccwalmdm cmju 3 tew @fithem are shown in Fig. 1
bywyy%li e%m@ naumavlnpqhé §he bro % aaméso(frp%egcmé mmét @arRted optical

gﬁ oro or ronmo succinimd
PfQﬂeE‘WIso‘?tE:ét"h g-like epntFjorrd By S%?q"b%s'?"%ﬁﬂ& G tz?nst%% wih
comanaﬁvem,omlgmy@ifsaggre a @g'@mtﬁm oDsfoftfoGﬁtﬁUﬂ léndeYlchh )Je aroaed ina

COW%Y% al l qqurgﬁl\ﬂreaﬁy Fﬁ”ﬁt\{ogF? %lelcl%uwgw\]ttol? f preservmg liquid

(ndtshom)a- €.9.avedertdn galinephiacontained indetietlike gonteipeabieastel aveid that

théatrnﬁl.dgé edri n?%l RR&ds C&é{td cﬁ.L sigf’bg@aﬁdtsb Ca‘éltﬁ‘é sci(fE Jbﬂlﬁact lenses CL
exhibrt 1n hos

|t|on "l nosit
arq PreTEinth b ke rogiager | Bepar g dpwewg@mdl%woa?%durmg
sinkiplg with Meir dtshv&!fbu&éee 269§ Gﬂ\ﬁh\.béres frars s@]ﬁpﬂﬂiéﬁlhbﬂ@er grasping of the

sog F%rggﬁq%négs ? ino h_%rqa:;]rlalgg} ft ?rg ?rﬁﬁrltnzbel li contsmer ]I " rft}/rther
prcd:eas)mgs ﬂ:naheardworm atghippdr@ Hawing adarge suctipm swtasta 128ds shown in Fig. 1. A
%@ ';;ucﬁ’W\ Eécrﬁhcg’frp{h%%éé%@t dinfdafif 6 '&E?Jn’bégrgﬁr%c% tmouEH Wﬂf&h Bliction is
fused to ut at

ione Stransferase (GST) have been

applfeg\yylmjhshq; adg%re?tplm;‘@t l9astS0cy RffiRrably & leas 50%, and even more
pré?ék’eﬂl@%ﬁielaétﬁb%%ﬁ thdiamkief 6fcdne ofthe sbﬁﬁ@kact'ﬁan,se&d Bafhsped. Upon

=p i afeioR el oo opePBstee o paltoLassollfcppnses cL can

be Yrdspadisiouianesusly by grigpea @ t('Inwiltt- ynagmipyS) andagah be transferred to a lens
. LQFJ r hem /., 324:489.
59 eéﬁg@gégg@ (M%% '%Bhﬁﬁgﬁﬂ%#bﬂéﬁ "are subcloned into
the BanH and EcoR sites of the transfer vector
In PIYC 54 EchPhaicOvBIRM) of adirdt VaRne ofth&ESiép B tré’mfé?ndgaeciﬂumw of

the f 37
oo B e oot Sl s er e BB s Ao

shovas gddo sheivh shea¢ B avaribntro the stey oftransfeting isothtrtisiohtagtlenses from

theblgﬁ V\Eglaho?h M#ﬁ%ﬁ%@g%g |r?< %t%gn & elnéé%ﬁbr? ﬁl%rn%@?medlate buffer

a nin
commswalofa tabedikeg@ntainer iafhoweval, the diametarehlubsskeontainer 1a is

ch&% A safn (RACHE QU EdRadienBed 1t biehdred théredf ofd YtRNE I bther. A piston
2 hours. The infected cells

A
114 asr%gap@@r@ygwﬂwqer'm@ SPRiBiRerta spAsCe e phlp tomge, A plugaliy of soft
corta&t Iezds themalRdoluniredflseit sortae Idnses ery. fout to-t80 sélt cddtddh lenses) to a

SE9 and,SfE21 cel | s, work _equal | | . [ I, .
posijon Aoy th Epifned nER L aBoTorL ol e veper B gk Ebntainer
1a(IBEFigrivonlyitee Hmberrpb‘at%os contgst Tns Chris Shon@3o hasHbedn memed to such

Nale tube M Lifdidgprot ease inhibitors. Cells are
pO&ugﬁ%até%uoﬁ I ce Iér 38 m nutes then centrifuged at

15000g for 20 mnutes at 4 C. Purification of the

AsHdB alrétly debn AR Iabowa bigrigskr Qaviag a4ar§e bl)ttlaﬁ Ewﬂacbmo (see

Fl%gtﬁ%ol.%sggq diesh {pl %ﬁ%&%ﬁg&@%ﬁe LAER ardless A %hether

Bi otech). A cell lysate/GST resin ratio of 50 1 i's
used. The GST resin is firstly pre-rinsed to renove

et hanol preservative and then equilibrated with lysis
buffer. Cell |lysate (supernatant) is added (usually as
50 M lysate to 1 m GST resin in 50 m tubes) and
gently rotated on a mxer at 4 C for 2-3 hours. The
unbound flom1through sanple |s coIIected by

.. . o, e o
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evi denced by reduced requirenent for other,
synptomatic therapy, i.e. therapy for or intended to
WO 2@Bi00d@i4 or abort synptomatic attack when it BPCTEP207/005588
for exanple anti inflammatory (e.g. corticosteroid) or
bronchodil atory. Prophylactic benefit in ast hrra may in
parti cuI ar be apparent in su%] ects prone to "morning
di ppi ng". "Morning dipping"” i's a recogni sed asthmatic
syndroma common to a substantial percentage of
asthmatics and characteri sed by asthnma attack, e.g
they kibGile caniainef AT i ! oa s kbelikesoptaingg 13 offig. 2yis asqq gepper 2 is
|omrédrad> by tosghsd @ﬁlhramyldj sétt &dntdtt lehsysT1aMis A¢tioH ibeig Irdpresented

T R T .

pllﬂalnyjpftsoﬁmsnlaot levsies T Ltifreughed agaiist sunliensurtatei2¢ of gripper 2.

appl i cabl e i nclude acute lung injury (ALI),

adul t/acute respiratory distress syndrone (ARDS),
Thergrasnpd sefbsantant %ﬂ%s B PW‘dh%Fr yansfereddsya lens isolation Wit e
tr%%in@@ﬁ@s@ﬁta@@ Browd NZ bafiT NG eE hngIZ) Pré%&@r@(mhéw 8ppiied so as

o SRR TR 5T i SRS it BTyt e 2L Rl e 3 the son

cootebtdensgs ltthstHaenng byen definpisiely trendfaredotth densiisutetioe dnitlB UGripper 2 is
thér*@fu?r@(j to Tﬂbep%ﬁlgﬁ %Lﬂugg I|Ikes?o?| Vﬁﬁa%r qullé Cr e@tu\;eﬂl angre it may grasp

treat ment of e or
anpther Rldially of eoficontagtignees Grachi di c, cat arr haI
croupus, chroni ¢ or phthinoid bronchitis Further

i nfl tory or obstructive air [
Lepiso Bt Y ooRURRES BT SEpAn e R Wik R aaa. ¢ 8. witer s
coptameadDX whirled flew pfliquidri$ bméd)wyhm container] 30 causing the plurality of
soft ‘ESMQ&tlénggébb w%o%%r?e‘? 39 %égigebé’rgtgé (ls%tgg)ﬁ‘% l)lye anather. The
acconpani ed tru chroni c
liquid ga be gifry! ‘éi'é'l"bl?@@l 'SB&Q""?%M sl isi inteated IPSOWS@?CWRJ%’!'%S Cin
Figh. whatever type or genesis, including, for exanple,
al um nosi s, anthracosis, asbest osis, chalicosis,
ptil osis, S|der05|s SI|ICOSIS tabacosis and
Ankgrtsmatl\zsvamantkdﬂmngemeg titeckoft cothetilansesrom itutfeHi&ecanteingr 1a to
len%%dléﬂoh ¥|m|t bns %%%IHSI: Hﬁaﬁ Hé}e tgheaéﬂe%ﬁntta%e} ?Q{s%‘ohhe%%dqg an inlet
agent the 1T nvention are
wfmhswr@s@ﬁ@ pt thﬁ bettam pf@atcprbqwtamer 20 af lerspibolatianaini t3ediso, a conical

sicb 89 'isdzﬁ'Fa?:ge@ néhr tﬁé’l%bv@:oé}fa' drl 'cémcah Borﬁé!ﬁéﬂ :ﬁ)ukéém e&ﬁhnﬂéﬁoﬁw of
rel ated disorders of the airways . invalvin

liayig s AeeEtRd WHlheae@! ‘FWQ'"‘%’@QJ'&PF’SF'"% G‘P‘i‘rﬁ'ﬁﬁf'gﬂfttg% iy f conical

cohtainkbu3h ¢xy Heyreiorasd Whulﬂa?la valve (riot idwaih Fid. Bpasit iswaiknown in
or

the:%rg {Tﬁé Llyan 5 aérfeége 8ont E\g rﬂée so (:toﬁ%ctqénsvc?é yCSL is connected to the inlet
and mmwemmn bta ig oreyedriipwarts s@ad tofmaye' aspligralitel pbenik contact
Ien%@sc’bn W@iﬂe‘vﬂw@?ﬁfdmamb@ (wltﬂﬁ‘\rc%ﬁkSI'cBntglnEr ﬁ’@thhb GH#t B8ntact lenses CL

azoan% i nfestati on I ncl &?IC&
thaé HavBphbeandsansisrra %@@Whﬁ?ﬁéﬂ"&?f 49 ped getiseearpted (isolated) from one
anBBbitafough exposuqd ﬂ&am(mémﬂowamgn@asn@s isZIgoAHS Base when the

erdbE fveeeh vegereno sote Shianer T e ottt agrippgryree above). A
nozie evyg Shiedvhich rd:tzmlgs 32@aretcoomectefigearanget at the upparent iobconical

coﬁ%ﬁeraios The'h |&J| wta{?e {ﬁﬁéﬁ 'Mro-%](; Ho%lkég?@ﬁ'\%r conféfiner 30, and

ergic co dltl ns O r exa

at wgchweagné liauidisidsibediandraeiioylated ta nezsis rwgoPe?r'ﬁﬁfqet fasbe introduced

mt@l:&ﬂzﬁﬁérgoadgﬁﬁhttﬁrou H&z‘i%@@ZU‘(—He@'r&@%&ﬁ/e aﬁ@ﬁvmﬂ Figl 3. Any impurities
| Orn]S

her tivity
e e e Soehinyaibrdintile (LS SHARPORY Bod 1Ly, Fi6Y3 2

eryt hemat osus, penphi sus, epidernolysis bullosa

acqui sita, and other inflammatory or allergic

conditions of the skin. Agents of the invention may

al so be used for the treatnment of other diseases or

conditions, in particular diseases or conditions

having an i nflamatory conponent, for exanple,

treatnent of dlseases and condltlons of the eye such

o o L, e L, . s s o
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Such bronchodil atory drugs include anticholinergic or
antinuscarinic agents, in particular ipratropium
wWhe@sield14 oxi t ropi um brom de and ti otropi um saPCBHER2D7/005588
al so those described in WO 01/04118, WO 02/51841, WD
02/ 53564, WO 03/00840, WO 03/87094, WD 04/ 05285, WO
02/00652, WD 03/53966, EP 424021, US 5171744, US
3714357 and WD 03/ 33495, and beta-2 adrenoceptor
agoni sts such as sal butanol, terbutaline, sal mat er ol
.and, especi al f ormot er.ol ., and phar mace ut i cal
orERt 4 SEP & <AL BT © S BIRB GG EPTenerciD. yhich s
des@ibed ormareldetdildefopr m) of formula | of PCT
International patent publication No. WO 00/ 75114,
whi ch docunent is incorgorated herein by reference,
The pumesa e gfireeithGan a9 embedimenrtshawn B igrfeantdfig. 5) having a small

suBRRBGHAE 40 is to ras onl one of the tsolated soft contact lenses CL ("single-lens
i ndan- 2 s);/gam no - hydr oxyet hy
T

Q"PP%S @'8?%&9'31'% ‘dﬂh %ﬂ‘é?lt? Hansies e OrapRedse Pﬁ‘&‘é@d‘?’?s i°y’='"

inspectiep calste 5 alplLSalltW@fTvﬂmfh m@ﬁdﬂ@f&h‘éﬂlhl dediatddipositiond drea cuvette
%{: gtggﬁt]%gg%ﬁ)g e'gm% n su %ée%ﬁ%?gt tg ég%cr?éhl %Lnl'fgcee ' through which

sugtion i andiiedwhige Hana atamten@f atdngsh éfh%ymra@mmeatmt 5% and even

er@as.@Fe%m,dstnﬁomwmm @hinBRr of B PRULRBS tPfe @g%égswén

i nvention and steroids, beta-2 agonists, P
appHp BYaLGH Lroron Tmal aﬁwf%qg‘osﬁﬁgf%‘*mv W FRAlISOf gntact lens CL can
be graped By grippet heswtdé&mtmtop@ﬁmgmb inrsmglislidtionl safdcy 40 are
clog%{ % fgr)]og\?écp% 03 ncgfpﬂgsgagga {rhatn é)ufé:tlénhlg | é]l}(a%%gﬂgrh gtﬂer openings
in the lidsion @u@acedwmpaw@ th@g@ppaﬂcoag@hlsss epvers difpanings 400 in

sué!iﬁﬁ 3G HOTUBRY tHRCsMaP GimdrdionS $ALTRLISh surfack BE rdiftR8 e BB grasped
asthma or, particularly, COPD. Oher useful

SOf&EﬁﬂS‘?“ﬁ ons &'Tsv‘@f'e Qgéﬁlffé'owpw@s 430 ar "GN Fig- 5. also less than four
opérings-rmalf beaproditer iy sdetiopSubface 40)09eond difigleopeg@ni st s of
chenoki ne receptors, e.g. CCR-1, CCR-2, CCR 3, CCR-4,
CCR- 5, CCR-6, CCR-7, CCR-8, CCR-9 and CCRI O, CXCRl,
RetgrdRpnovORCHRS, 2, OXERYe sKaRBact fpases Cluhavel hpe@@RAgerred to lens
130%?:5@&9@ %@h%%@e@%o@%ﬁ 'tH'égNlﬁIléa%W @ﬁ&lﬂ@ Pionlcal container 30 of

1125{ SCH- 557 D, Takeda ant agoni sts
leng isejatigr; unit 3, gnpper4havmg the small suction surface 40 is lowered into the liquid

conthihédlin[cbhibal Coflialme 8@ a2 tHid isreprosdntdtiethyouyh b en ZfOlEly . mctlon

s RRIFEpRyE SRRSO PR b 3P bkt S8 h Ggh conica
corG@mer330aas thisons represedteddhriobgidariaw TS T @30négan lSDIGtﬁldant yontact
len§ bg'h'g'é b%?% Ség%ams\(@& oﬁ@ r?ﬁ:e%aarnﬁ 'cswréﬁa)éﬁirgs%iomog%uction

articu claim
S“"f"’l‘fé 4P rariPRes ‘bﬁ "Pﬁi’?d b‘@wﬁrtﬂlﬁnaﬁ F’B"( Erericssyp e&ﬁvoaafp?fwv Téindig. 2.
an@é&ﬁﬁmth&h@ attéUh@b kot cdr@dict fé&@@'l@thbfﬂ moli&d foinTh&Pecion cuvette 5, as

o R B o R B ol TP poston o

inspeatian nwsette 5f pressuraisrapplizdthouglothe topemingsv400an suaips surface 40 of
gn;g% f@@é ISs td 13 era’slé‘ﬁ%as'oh%oné&ﬁ?r%@%rﬁgh ef H%lﬁsﬁ%ﬂ&ﬁﬁﬂ itq%

c rhint cal
'"SPW“P%éUWeﬁéét GrepRer df's '@?@ rﬁt@ma@ton%alatlonsm't ér’“ prdet talarasp the next

sofi::l &fnta%K@HP?_E ah8 trbﬁ‘é?ertlf @Qﬁé"&:ﬁ m@;ﬁedtl&f LARTE L Oh¥pd2f¥rPtuvette 5 and
i sease e present invention rovi
the A R P ET B BGRER SATCUHn T STaPS T L B epeg Cuvetee

corftainghigjuial, b.gi wafer, @@d oaca1sair contact Ibes CD isrelefiseal from gripper 4 and has
pharmaceutically acceptable salt, optionally together
Wi th a pharnmaceutically acceptable diluent or carrier
therefore. The conposition may contain a
co-therapeutic agent such as an anti-inflammatory,
bronchodi | atory or antihi stam ne drug as herei nbefore
descri bed. Such conpositions may be prepared using
conventional diluents or excipients and techni ques
known in the galenic art. Thus oral dosage forns may
|nclude tablets and capsul es. Fornulatlons for toplca

o, . M T Y S .
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where it is placed into a separate contact |ens

container, to which saline or another suitable
WQer@8eo4is1g sol uti on has been added. The cont aPGEEP2007/005588

containing the contact lens is then sealed, e.g. by

placing a foil on top of the container and sealing the

foil to the container. A coniainer suitable for

accommodating a contact |ens to be packaged is shown,
for exanple in EP O 680 895. Al so, it is shown there

arra nt of rallt Uc nt ers. .
enfelkd 8 Py GTRIGR A uVesteci AgTorg ot Pone ki BaieBy Bflpg e
wuth|theeccmue>hswfane Sacmgrdomwyrdseasahlsamg@dman@ 20w. Once a
contact |ens has been placed into each of the five
containers of the row, a detection process can be
Fig. §ishpye ed eabodimenif alpres gieaningrund thiad masiths @rmergedodt the inlet of the

mt@rﬁ{éﬁ%&l bufePSor Xafpfelt Bfe |ﬁl@€0f@t%tlﬁé Egﬁtﬁlnelq]&elé\@)@ RPYens
such deteCtlon grOCGSS can erforned i s descri

cleppipg éwéﬁdﬂoés somehew simijgydo {yng_ isolafien unit 3,(see figeR)- Lens nsglatlon unit
6 cdeipasas mmh@intainea@ntrawhuch afiguid .4 tet| I8 entained amle ligiid can
betcpgt{k%%g] ‘t{"o Wn Sr’ws clegecfgglulmﬁ Xatselg %?%?ﬁg%er sl%lgl:tlvgﬁégr’rtogvl g ?—ng 6.
Liquisee. gswater b l(\trchﬁ@lritq/cqjmdmpmen 60 trwowai adaaterring 62He which
noH\%rd'%lar@%}QﬂeB@d Andt @nef IQMer éng e lscd?%é& B&d %cﬁéfbt@c?to nozzle

perforned, for exanple, he manner describ
”"@Q? gpogder 10 pp intiogiqeddntg cPPltéWeb@,o FaandBeeugh ﬁ’ezéq%s?@f(s%? respective
arrba§ RIFig.teh eAryamisii@s tie iragihavéBednnitrcvatedint the Bqidlaedetained by
Sm g1propert|es of the |l ens contained in the containers

(e g. base curve radius, dianeter, optical power, type

of contact lens e.qg. spherlcal or toric, etc.). One

A éﬁ@éon@c‘f’( lédéqnar{tﬁ&%rem A‘hﬁﬂ v&@rﬂe h‘%n@ﬁ&tﬁﬁﬁd‘gﬁ\@ i ?ransferred to lens
descri b for exang ot h

clegping, Hait ‘ﬁfe?rﬂjfbéwif’t?f‘? A2 Sépﬂ?éﬁt%f&ipef Eﬁ?é@eég‘t\ﬂé‘lep aa§ t‘f’ﬁ%zefs
gripies of mbga de B3AKRYHYIE grrpgaeleaSoraéreo wsdidt tiastaisfdr sheht @nthct lens CL

fro\femJiaP a Ct ﬁtaﬁ)\ ﬁé(? Zﬁeﬁuﬁ’o&aﬁg i o { IQ ruquI ?E c?n Fe used to direct a
watse jed trthe gesafettwetsgft ocgact lqﬁtcéxadhhengmlgdspena'{v Eortibetrpurpose
gn&&fmsﬁ b@%vQ@M afitabiel J3Gitibre d‘h%& Ebf’f‘gorﬁétﬁfetn? &L hhg %Eer‘n ﬁ:serted

to SaY I'S necessary to run manuf acturin
intg gnica %ﬁl%ﬁrﬁot averesigual ﬁsqwmeh@at:raﬂ\é pafiere Initgms %ﬂ"i‘at lens is
wa@fﬁedtalwaquate@mg LIENG CSendRiItivh 8Cs Whigéd fidw 6f watér vathirmdonedireer 6 is

ects., This is _one
ae{iateR o i PlinE Pithe poris MRS A REF S P P RES P et o
lent gsofation it 3.consi derabl e tine after the seasoning
effects have been elim nated. The nanufactured | enses
having the high quality are transferred - afte
Oneey g}?é@ft icomtact lgns &h'éasct?ﬁ?ﬂ &i%é?%thﬁﬂ’lﬁ&?pld@tﬂ’" |°ﬁf“§hﬁfdl§1k5§ﬁ"ﬁ59h

noﬁz)eaf‘idg@? is Q@ﬁgé‘ﬂ Wl r@éﬁcula‘ﬂo@ﬁﬂnqﬂﬁ@&ﬁﬁh&&d Rg aboﬁﬁeqbbu@:e soft
abO

coflg ags eArrgPRERa R oT e e ALPVA LS A TRLE Fierr aSt contact

lens@iibaa c¢achedigalve Barad oroy alsmall ambwrit elmuithib thftwgtl'irotuinﬁlner 60, the
recﬂ&ﬁat#)ﬁqlgw lé gtob;?edgﬁlagfaﬁlel(% :f&?é%legls h\% {h@ lag small amount of

acturin t 0O manut acture undre
liquidistdsained témeb vileg P gndififeive sefcontacs [pap QLéBfO(J@bUhﬁtO@an valve 63

thrQMGre. dlidto ﬁlbétliﬁg BoAtRh&1 NghdwdGh Big: 1,lWhidHi€ tHeaGkaBhdbbeneath the
station each contai ner of a row of e. g. five

contgiRerfOoRitens £lpaping YAt Si n a contact |ens having the sane
properties as the contact | enses contained in the
ot her containers of the same row, since the
containers of a row are connected to one anot her
(through the foil or otherwise) and are sold as a unit
of five containers. It does not nake any sense to
provide a row of containers connected to one anot her
when the contact |enses inthe containers of a row have
properties different fromone another, since the
custoners al ways need contact |enses having the sane
propertles for one eye. As a consequence, |f hundr ed
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have to be shipped fromone site to the other site.

Also, if manufacturing and inspection and/or packagi ng
W@ e@speribr red at the sanme site these processeRCTEP2HE005588

performed at different |ocations of the site. In

addition, the expense for the position control can be

kept conparatively |ow For_gexanple, assumng that

contact |lens manufacturing is perforned in a

manuf act uri ng Iine conprising sixteen different tools

ach t ool see abov, the

Ff?JBi’Iet"i‘ o¥e disRseon °ﬁ§‘ 6'?11‘%”!51&'9 ?Jé?%%ﬁ%%?sa ?Sﬁ'?@' that in & cyclic
prdvegs grifiperg4 bévindibe sarall Sactibu sunfgepioomes be abledo atapegrasp one soft
coﬁtﬁ&herxsla_t fr(%rn ‘éoﬁtQ.H%F :ﬂj oflf%h%v@olgt%[\ uﬁﬁ‘ﬁ/nhlﬁ Pée Elgcélg%%kes%rhs tf) be
abma?“'\tayﬁtéa@ﬁpoﬁ On¢ a@ff coné3es leng Chﬂﬂ‘lbfnalﬂem& lee tarfee inspection

sta¥Be @rfif $o dﬂé%ﬁédi itQthe p%@léadlﬂ'@ed'tﬁtohh% SAEF B TR AhA Gure, it is
i nt er medij at e i

ffer rra

adatsdsun gt pulfoil B o ot P By Phip o i st lree Johses) i
alye pessentas cartainer M%&rmbenmeﬂ wth the aid of a

sui tabl etransfer neans (e.g. a gripper) to the

respective internedi ate buffer, so that in one
Altgeughiifhas beap desasibechingheembediment.ihat agfiuraidy pbeantactlegees Cl is
sm"i\]ltlanéb'ij\:‘;lyn&ngfgﬁe@m thY lﬂfé%édlﬁ§ b@ﬁ‘& t$1HR&F isolation unit, this is not

ternatlveI%) track |n

mAAZIREH B ifRIFS "&%‘Matﬁ%"\? ] SPB C?'H%ﬁ “1“%%3 E%H?’?%‘?""-QI QRgyper the
otHenaug with tivdhaia bf & giippenBalind £shall §uetior SHiefane| sitaithr tegrippies4. In this
ca%t?,1 u%%.qhhf"j‘& eecgé’defpom Jr'\lg%ge%\é%) of lq?%%!e r%ﬂ%a%%eﬁ ﬁgR lcn'gJ?rgasg stin the
relm@@mﬁppm@@é@s Elhtsom @ma"cﬁfucque&ykfgcmﬁéhesgmmr ragwescribed
ab@fe. contai ners are arranged need not be changed. During
contact |ens packaging it is possible to take a
plurality of contact |enses fromthe same buffer,
Aldor @ RJoateiidbnthaith@tontad lenbeare dhtiahed brsodratted iy tha time they

aret sngreid‘?otlh?'ir{.tgrpneld%et buf%n o'} Q)?ar?nr%é %ﬁpe 5 B?Ik o?% ﬁltlfggurefi contact
cont ac'} enses haVI ng
lengeobdscheen transfefpediote thﬁ mmrgvgg@t@tbmer grgag\ﬁe@beﬁkﬁ %anéainer 1,

boﬁ&ﬂﬁ @?ﬁay cBpriddY Sede fépfgtﬁhﬂ@fhe%t)nttaa%ﬁs%§ Rﬁlﬁﬁw'thé—lfk@V&ontalner 1
ack ag% !?q’] Once five suc conta

angs Pl SO0 KA 70 HEIRERIHBHS OB TR B, o (G ggtainer

1. wlwm\)e cahhleerctmtmeﬂ@gs.npam dDeleartny @dbxtraction nwuuu bait befilled into

tubg %F gontgtn%r I'I' % e{\%gs ér% éh:e%%léogrgd i ce{gt%:ePl etchtF% I?ofr a %%q/eét.armined

timalintervaltsoeaspge esropietei olpanimgioo axtecliownat Ieast mmaefmd @xtent.
smaller lot sizes still using the wellestablished
processes of mass production and the advant ages
resulting therefrom This is advantageous inasnuch as
al so users who are in need of contact |enses the
paraneters of which are outside the "conventional”
range (see above) can be supplied with single wear
contact |enses, since the invention enables that such
contact |enses can be effectively produced using high
vol unme manuf acturing processes (nmass production)
wi t hout the need to produce the very large | ot sizes
usually required to ensure that mass production of
contact lenses is efficient. Rather, in accordance
with the invention it is possible to produce
conparatively small ot sizes with the
wel | -established high quality known from nmass
production. As already nentioned above, although nass
production of single wear soft contact |enses is
referred to in this specification by way of exanple,
t he nmethod according to the invention generally is
applicable for the manufacture of |enses other than
single wear soft contact |enses. Further advantageous
aspects of the invention can be retrieved fromthe
follomnng decrlptlon of exenplary enbodlnents of the

o a1
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shown. Al so shown there is a variant of the step of
transferring isolated contact |enses fromthe |ens
WO 2@BAed4dph unit to respective inspection cuvetPEEEPI0A7/005588
Fig. 2 the internediate buffer conprises again a
tube-1i ke container la, however, the dianeter of
tube-like container la is chpsen such that the soft
contact lenses CL are stored therein one above the
other. A piston l1lla is novably arranged in tube-like
C‘c:ontai ner la so as to be able to nove a plurality of
=Bt contact lenses (a small colum of soft contact
| enses, e.g. four to ten soft contact |lenses) to a
posi tion outside the container, here to a position
1. ékﬁ'ﬁﬁf@dtfﬁ@"@’ﬂﬁ@rmf@@g@h@?’"i'ﬁl?ésqsr RE- eBtRCchIeAsss. inpartigylar soft
coﬁbmer&egrﬂomphgegm@wp@mt soft contact lens CL is
shown to. such pos

bR B S Ao ind e POl s M gving
abodiffereat gopeapler 2 having a | arge suction surface 20

gg ?f’agééﬁ{'%%’t“eq e%eéﬁtﬁ@e&t IQn&% &b tfﬁ}?]a V\# We@ah*eﬁpr&gemes to a

'ess o
t ub&espeqtive fgigrigte buffepft: 1 g0 ag togtore thereip pdufkj gf ¢enses (CL)
conhalimfthe $am@prdpeflies2 is used, gripper 2 is |owered
so as to grasp a plurality of soft contact |enses CL
this action being represented through arrow T 1.

2. Susithagineccerdimp pd cleith t,Hurtheg borsprisingahe steps efce 20 for t hat
pur I £ oRtac: kS
suc% ﬁ@ afrogrlﬂﬂ% tﬁulg Sglreﬁ%éns ()gll] {tg%g r&tbdje c}ffttf‘?e J\telrrﬁ&ﬁ%.% b erjs§1 1a)a

gr agbeaw%fqnseso&%a@wmgetﬁg éamepropedies hen transferr ed to

a l ﬁﬂ%férﬁr% mte'pmaaumftler%es tctL)so 5 ie%@%‘o%honb@h:ﬂga)
repr esent . Pr essure

is KFORIeg Fleé%/e%@r"gg‘ *{“S?er"a'%’é?é'@"t’%(%b?" ality of soft

oongaaspmg en semtedleds (@) snittakiog it fromftae end Gotation unip(3e for further
F Spft contact [enses thus having been

def nl?lvgfy transferred into |l ens isolation unit 3.

Gipper 2 is then returned to the position at

Ml g g e e,
s u ses
I_’en ﬁ%ﬁed‘?f‘sdﬁ‘feg‘ f?"b@ﬁﬁ%/’lséﬂat'gn (':'B'E ?3éal cont ai ner 30

in V\hlch aliquid, e.g. water, is contained. A whirled
I f ner 30
o AR b PETGHA S o SBB B T 30
conplafing thedaspected @tnSé@@aﬁtateé@S(qogtﬂmr fip singimirpnié the inspected
anoleR€has H&Wh, thirfiith Be GRELpRbIC ahgul ated within |ens
isolation unit 3, as is indicated by respective arrows
C i peglingtheontgipeq| t ernati ve variant of transferring
t he soft contact Ienses fromtube-like container la to
L ens isol at,ion Fi.g. Her e,
5. R e o A+ R SRt e i et whi ch
i-s pmmnde\cbltaahtybﬁemqnmnan$ aganged &l a wwat ai ner 30 of
lenglabﬁ %ns%o%gélfof%he t‘g\l\§90nt é}QBftﬁéla'oﬁ' eve 3 11is
arr nge near ower end conl cal contai ner 30.
Agaplﬁcm@a\fmhqmtevejofthewnépomta'qersfjth?éoﬂgaéf?@fi@sedew"tqumefs
conh@@{gegmglrmranao The openi ng and cl osi ng of the
inlet of contai ner 30 can be perfornmed by a
Sui F%?df‘%"\?g?l/@a'(‘?ﬁ)‘}m%%%% in Fig. 3) as it is
wel | -known in the art. Tube-like container la
contai ning the soft contact |l enses CL is connected to
the inlet and the novable piston 1la is noved upwards
so as to nove a plurality of soft contact |enses CL
into the whirled liquid flow within conical container
30. The soft contact |enses CL that have thus been
transferred to conical container 30 and get separated
(i solated) from one another through exposure to the
whirled flow of liquid, as this is also the case when
the | enses have been transferred to conical container
30 W|th the a| d of a grl pper (see above) A nozzl e

~SS L o o NS PN o o - Y 1
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water jet to the respective soft contact |ens CL

adhering to gripper 7. For that purpose, gripper 7 can
WheoosHeEtH t o a suitable position. Once soft coPEEHEP2007/005588

| ens CL has been inserted into conical container 60,

any residual prepolyner that nay adhere to the soft

contact lens is washed away kﬁ cl eaning unit 6.

Generation of a whirled flow of water within container

6 is generated for that purpose in the sanme manner as

| read | ai ned above with respect tg lens isolation
Frethog acBpyBna e A e of s et NGl fUrthes SofBerisng B iR of
clebhiag thetlerases @t the interetilate thefier. | | qui d t hrough nozzle ring
62 is stopped while recirculation of liquid is
continued. As a consequence, soft contact |ens CL .
7. Aimgtlodcasaprding do gnit dhe presadingelals, futher pemprisiftg @xtrecting the
|aﬁg§ﬁn§gm&g§gmg@mbﬁ&t | ens CL has reached val ve 63 and
only a small anount of liquid is left within container
60, the reC|rcuIat|on flowis stopped and valve 63 is
8. Apestiend soordingtio leconesstiieprecedigaldima Mherdin thie rheéthad cbmgises
i . ’ I
e b AN Y e ol B0 3Tl B Bk T Hibre than
five gifferent tkeesowitht egich dipe having prepettiesdifierent fragmardiherdyrehen
arranged beneath the container 60 of |ens cleaning
unit From t he above di scussi on of the wor
9. ﬁ{nqﬁf&qdﬁprepagkaq'%ofﬁpa@@@gc lepges; e-9cqontgct IBAsRs. |"rPag"°H§’6 pefpcontact
lenge)COMPrighig thpstepd ohavi ng the small suction surface 40
?”ﬁﬁk@e ag loﬁg\topeé%!\svf\a%)@%)q [P dn A ‘?méc%t% b AL RS & éo%?a?m%a bulk of
cl olekses/(Elpstoreddkerein, mh@bthe ler@ea(%yéth? rbaiksqgmgtmmléactured in
SOf b higRARbRifle rh@rnu'?acgﬂanHEb& Qﬂﬁa@ine% SaHed ﬁrob&tlég‘e

i nspecti on statlon( desi red to the
pac KaRffegnshaens Ay moqedereﬁﬁa (20 SRR RamSTR Jgnscgpiginers oy g single
adv RAE ag@pluang bad sifigls Wk i(ClL)em badhuaiadoniines,afnd cont act

SES; Ch Snlineat | east three | enses) is always
re§ ntd My confglner 30 of lens isolation unit 3.
Although it has been described in the enbodi nents,
1ot,bﬁ¢et@dra£wrahgiovclafn @9&59&# (RE3E5s QL s

simul taneously transferred ron1t i nt er nedi at e
buf igitaneopsl 9aspiag pLBIrallty efrensas {C}U@m’ anyerpg the grasped lenses

rrand:aLt)@crylenlslisoiafﬁo:ahﬁo(swncei vabl e that the soft

sferred .one er the other,
€ 'SO(;?} 'i’%{ﬁ? Eeé'sg? g”‘gfnatg ks bsﬁgl‘”%%”'ﬁ;’g a small suction
s-ur t;aspmg gn isolatad lers (GL) ppktakidg it fromithe kens isslation it (3).
liquid jet ejected fromnozzles 320 of nozzle ring 32
may in particular assist in the rel ease of the soft
11 chmethed aceqidingto ¢t e, &ithen cogpEsing testamr of dnspastingtiae lens
png,rtb@@,@ﬁ,g itafto R96Kd dmthimdpove. Also, it is conceivable
that the contact |enses are cleaned or extracted
during the tine they are stored in the internediate
12 afretiod aBeardiay angriyene @hcleims Sl 1R, fofthereompesitgithedsteps of
con e W the
o BESkipe SRR BReRCR AR SIGERt § BhE 5 er 1,
bot plepind o Imyntegﬁmwfee l&n%i:mn%@f thefef.ni ng t he

conp@ehg E?&ﬁﬁﬁo%f Ht TénE ¥bStaihbisethe Ptextdn8ing bvé il Rntainers
val ve, so.that the valve can be opened thus draining

theaFWHGFd‘W?éﬂYﬁﬁﬂe | i ke container 1. The valve can
t-heseding Hedsied thgeontginaasnd a cl eani ng or extraction
liquid can be filled into tube-Iike container. The

| enses are then stored in tube-like container 1 for a
predeterm ned tine interval so as to conplete cl eaning
or extraction at least to a predefined extent.d ai ns
1. A nethod for manufacturing ophthalmc |enses, e.g.
contact lenses, in particular soft contact |enses,
conprising the steps of nolding in a high volune
manuf acturing process a plurality of |enses (CL)
haV|ng dlfferent propertles transferrlng the

. o o 1. i o o



