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[00p%He ilTPh kanreeviolp It e pasieslysio 0T geunatpid amﬁs egigy RAQ(Aden R,
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adreﬂg?rgugttcbtp?rﬁ glaeaﬁ? Jodjfiylﬁg antl[hﬁ?maélﬁﬁrgﬁ %?pe Of |6|c?]r{1b|natlon with other drugs
maglesstselyd minmizghodjreastsequenats otki. [Treaymenawith direasperaditéng antirheumatic
drugﬁﬁéﬂmlt-&‘ SaleiBinePdiscld PPtdsOBt FBobberg I, Btk @ Rh&\BnatdPSuppl. 1999;
1121 ﬁ‘o m di sease-nodi fying antirheumatic drugs alone or in
| nation with other drugs may be useful to
ze the dire consequences of RA. Treatnment with

[°°8r| 0%% §s%at v PaANE deshier prutFRRpttied spliagnidRgyhich A Teyantagonists.
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are LTB4 receptor antagonists. [00012] U S. Patent
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compriging Fer B+ GFePqh ATaIeRE R ERE aa'?Yd’ RN LF migire provp padicertain COX-2
inhiditcgs) Bieter gharnj20€.0d=RY adeéplabiRedxapientAppl | cat i on nunber WO
2004/ 047824 descri bes certain pharnmaceuti cal
[ooﬁﬂﬁf’ﬂﬁ&l it b AE for @ AERIpY TbNEhiRE pdinl B iffBGARIR BnddicR NS Sfsease-
h fgefa hydr oxy and a benzam di ne group; and certain
5™ %Fhhibitors; and a pharmaceutical Iy acceptable
exci pi ent. [00014] There is a need for a therapy that
inhibits pain and inflammtion and al so exhibits
di sease- nodifying effects?
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I nvention [00015] Anong the several enbodi nents of the
w@e@sento4g nventi on may be noted the provision PET/EB2005/002203

t herapeutic conposition conprising at |east one COX-2

s seIFc 'v%wg&mnbitor or a prodrug thereof and at | east
—98¥%1€¥%§—recéptor ant agoni st wherein the LTB4 receptor
ant agoni st conprises one or nore conpounds sel ected
[00915L Q" E @e@ﬁ% eremngegtls iohtae Rypsent invention may be noted the provision of a
thei@pquiSSmpRYitioB cdmlishy atrlastbn gAK@ xyle@ive iptrilitoy drmeprdulyig XheRief and at
least BRANBORYEAN arftadbhibr hekelnlihd LTHO FQBRS N ) PMRNERpRse8 Ghdbr nfdre

har maceuti cal | y accept abl er.eof ; and
con P PR PG RO PGB LR o G SV REr DS HER - opapgmetoy 2
1-bgyzemyeant7- Wit ifuorasretiybsvicifesidaa prarmasgutically agdeatable ealithrssef and
mixRFRRAdof.on, or inhibition of inflammtion, an
i nflammati on-rel ated di sorder, pain, or pain-related

[006”6?!9 LR er B RINHDINE BlesdnBinvenERGrdHde SHE LY 16ME thdafient, prevention, or

inhigih?%ac% ng{]n‘g?a'tlﬁrg aIP E)Q%rﬁ#égtléﬁ%jag%?gggg{ %@?g&%ﬁ?@%{% cﬂs%rder in a subject in
need @f e Preveotipnctospirent prrigitifion. thesaethad semrDSIRG a2dmajeistering itq tae subject a
thelapdUtiOEdnPbsitdh compishglstugstdie CORT saibdivéihhibitobérHtpraang thelddfand at
leagt %geeLpIIBo Fec %Qﬁgébhé@wh‘éﬁﬁrtﬁé LQ'BE be%eét&%ﬂtg%&%?%ﬁrmises one or g\ore

ant agonl st _conpri ses one or nore _conpounds selecte
COMNOHiS ﬁﬂ@:te@iﬁr@mlﬁh%%icgqs’sw 06?-[(38,4R)-3,4-d|hydro-4-hydroxy-3-(phenylmethyl)-ZH-
1-b@nzpifyB5; 74AR)4-(Biflubrahetthy Olrepzolb-deidd B phaymBeltishlly mpdeptabli ydit)thepdds; and
mixkrdieizRpyran-7-yl ] -4-(trifluoronet hyl ) benzoic acid; a

phar maceutically acceptable salt thereof; and
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B3OS oy R 1586 GRS By Hiron s et
desfpiart RIAMceR PoIpH - HReURS e PUPe WIBRIBPIRA! B 'YPUNg SrRjed description and
exdnﬁlee,\mhglé-lomum grefértedsehbodirgjenb@f tha dheerdibroo diveaby w&yw_f ilustration only
sindeQufiRVe B g SAeh @ nb@LaftRS Giitlitthd St ML copReRRP In@shiioll BeBome apparent

di cat fer. . d t f the i t ,
o g arienyy Uad Gt FBTerBIobni y since various

changes and nodifications within the spirit and scope

BrigffD fi IngSl | becone apparent to those

skilled in the art fromthis detailed description.
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Fighregur e Disceed $aagiy- | nduced Arthritis | ncidence Figure
4. Conbi nation reduces Col |l agen-Induced Arthritis

Fight88 dencsyiaderiralde8 Arthds mEilidié on [00018] The fol | owi ng
detailed description is provided to aid those skilled

in,the Waols o] ent i ntion. Even
I e e e L S S
to unduly Iimt the present invention as
nodi fications and variations in the enbodi nents
di scussed herein can be nmade by those of ordinary
Detalled DespriptioRe art wi t hout departing fromthe spirit or
scope of the present inventive discovery. 3 WO
(002D BIe0dLVNGdeR@Fd HBRAPOGY iIOOBAGE to §iQD6EFilePliethe amin @racisingthe
preSaE Rvedfiont BGert Bf ik 8BOSIRE a&deligash MBI be bdhStHUad Byt the present

invgn(agg aesnrrtlosc’iiﬁge]\:tiorgsha%d (/aenfa |orn§|?1 heesem Ioéir%(ejnts discussed herein can be made by those of

ordinary skill in the art without departing from the spirit or scope of the present inventive discovery.



within these primary references, are herein

i ncorporated by reference in their entirety. a.
wDedosoitosons [ 00020] The fol | owi ng defi niti onSPEF/EB2005/002203

provided in order to aid the reader in understandi ng
[00{1g8réwdetn§?&ss oggaecg eﬁteer réa e‘felnc? [l c ed here% 8%@{%@1@ dontvrﬂggétl%r}eferences cited
withsfthesp erlm%refese@ﬁ%r 38 h%ﬂem tnﬁfép%ﬁ%ef?raﬁw theif gptirety.

cycl ooxygenase cal |l ed cycl ooxygenase-1. [00022] As
a._Defipiioherei n, the term"COX-2" refers to one of the two

isoforns of the enzyne fatty acid cycl ooxygenase
[006:0] The ebilewifd RIS A PRvided if BAE2B3id M8 raaseth Inasrekindingttieadetailed

m "ng" mlligram [00024] As used
des%@)ﬂm(ﬁmglpﬁg&ﬁﬁﬁnm&g refers to gram [00025] As used
t he

k'
ookdF] i, BB COK 1168 e o Mo B eme ety i
cyclopaoenassodiiadreydicpwyophassl f ate. [ 00027] As used herein,
the term"PVP" neans pol yvinyl pyrrolidone. [00028] As
[00022pAL U3 Igrdin, the lkemt‘@DXrR” réferafid @mobihe B/-isofeinad of the dnzyoe dhéty Scid

3 énggg AL 4R hsghder” are nmeant to include,
ove Exy%out ?atl%g% each of the synptons or disorders

ned ver, these terns are
[00%3?%5 usedehetre"f %)hel(?ncl U gefgrﬁilmﬁi apeutl c condition in
whi ch inflamrati on or inflammation-related processes
[00?)2}4%5 ugeq Reren, ”F’G%@Z@]ref%m@éaé’ﬁ herein, the terms
"neopl asi a" and "neopl asi a di sorder", used
[00025] A5 usbrbirerrira Bileyermémek” refers tPGﬁ”éﬂfa"tscPeh‘ﬂygr%W and abnor nal
cell growth, including one in which cell
[00026] Ad yskd ieddin, O térs “SUEE owdnsabdigdlaamidulfa: ogr essi ve.
Neopl asnms may be benign or malignant. Neopl asia al so
[0002TFAIABESherdde tHe RdrM P IRARRERS posIslidy@dlidoreUr poses of the
present invention; cancer is one subtype of neopl asia.

[oo&%%mgd RSk 'tH%’teanQ Enlafhm3hon- ré’iﬁéboéls%ﬁieﬁ on 'm%%rgﬁﬁn dl@c.l)r§é? are meant to

asses ot he el lul ar % EE as "
il B B BISIon 5 18 TP S iy Terieg B However hese
termeap blesiegnt trirclags ang itharapelyis panditiordn which inflamenatidneps inflaneregion-related
pmg&séé%%gialrd’g er changeabl y herein and refer generally to
cells experiencing abnormal cell growth. [00030] Both

[00959? .&J\Eeé I?Jr(m? the t&ﬁg meeaés% ar@nﬁeoplgmﬁ@f ausgb E%chgr{geably herein,

refeﬁ }oearqv&p?vbﬁgﬁpnor lc%{ISqr%wth @clu%{{:}o ({{ﬁm Gellm '%’6%%‘1 is %&cgntrolled and
progressive hseaplanms minebetbenipmsor' htatignante Wegpidsia alsp melv@qqtthengm capger” and for

purp&@@b‘f%tp'réégnt iV EHtBH; chrRerd8idhe sBShHe bof Mdpladid AsMBSd HRFein1@¥/erm
neapé@s%I dis rdﬁr also %co%pagées%therdpemlasr bnolrntlahpelsusgur:h Js hgﬁerélgs]ga m?tﬁpla&a and

seor
dysplg$ia. oWe ntﬁgms @epyla% stagiatie. dyIpipsip PedYRePIATR ttan &e a%?géﬂerwﬁn%ab'v
her6ih i 6@t deylerayitdlans ex@ersacieletbnamaldelsgasr i n a subj ect;
(2) preventing the onset of a preclinically evident

[ooﬁio?ﬂcﬁh SftneReris S‘ﬁ‘é%§ﬁsn£”ranéj*n§&f 43R disbrerd rétdHY £Gbopladi” drdmoft which
2005/ 002 2203 substantial l'y

mag\ﬁ)e?fé’m |pﬁe§5na?9?émtdf‘%tgsrta & m? 9 ease in a subject. Th| s

i nition includes prophylactic treatment. E%
[00%183’*% etherein fhedsrs g F’re}’fé‘t BB &F RN refer iy %!'°” no
maiten hown glighteaf @ Isiliject ofredispdsit®o lodrk fopdeveloping a disease or disorder including any of
the following: (1) substantially preventing the onset of a clinically evident disorder or disease in a subject;

(2) preventing the onset of a preclinically evident stage of a disease or disorder in a subject; or (3)
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di sease as conpared to that which would occur in the
absence of the application of the present invention.

wabios/0t®es ease in severity may result from a rerdUTR2061002203
in any one or conbination of synptons characteristic

subs{antan1 [ircgvle%?a % d%grtd?]r o‘?g seag 'ﬂ Egbrjechl%g% I%ﬂtiojé ﬁgh&g g%ﬁﬁ'ﬁactic

redfgit| i ng, soreness, redness stlffness and ot hers. On
the cellular level this includes characteristics such
[00832] c heThettaxi‘ighibitfohtasruedddmedn rodans a fldceaaprin teysevesidiobd dsosder or

dls§a‘é§ Qs &b %@@tt}?ag%ﬁaﬂkﬁﬁi occuf RERBIEELHES of tﬂe%\élﬁl@étfoh Fﬂﬁ@ ri>r|esent invention.
ca ce S

Thlaﬁ%:regfenm Feverlt‘[l 616)br§§.1lt§r0t Iavreci&ljctlon in afny OM comblr%hon of symptonis
charactegistig gkt digeard ¢ dispresc F?r\feéamn'% inj iy @pRIGL dnflarBmafig@ this pclydee
syndptammstchOds sealg, sogpids, ratiiesd) stifineds| andethiziy On theeelyelkvedthis includes
chdrM%’é@%R Ls %hgmgtbﬁéj [hg ?JIea%@ Mf%{ﬂb%%at@?%eﬁl%rs sliéhGd %Fbgtgglgfdms

I ncl dence re or reaé
cheaRiiResa§UIeRsy: et @@i’?t"’” \ﬁﬁ‘i"ﬁté’" 8?/6‘!“&5‘ '°8' EPELOETFe

effects typically associated wth alternative
[00037& r apThehrapaiezRIuiTEsTactive] is Biigpfedde auatingine gupyb glegchgent which
willtabigék RIYbal Of implo@h@nt ih GiSortien 6éviiile andahyy/frdausnayofaricidante Radtive to no
tre%@ﬁ Brs‘trea%l?ft%?ggch Q%e%t Eﬂtsélpﬁ g'a%?& dvétde s‘#ﬂe%ﬁ&fsecyplc-gnﬁassomated

can O ¢ 1T vest O speci es,
“mTﬂﬁﬁ?ﬁ?Hpﬁpmﬁnlnal species, a zoo animal or a

conpani on ani mal. In one enbodiment, the subject is a
[00R¥A el term) "prblegih foRPUTROS$Reft AR BIATVARSIAR INClbdes amyEivran of agimg! who is
susaepiiBIe tdekd dighrdel 6t dRBA3ENEie sRBBE danTRRtdomEdlie lvestbkespécidssa laboratory

ani o@gxl) %lor ﬁ%l'ba Sn nqé?gln offe &ﬁatodl Qﬁt tﬂe Qﬁfeéﬁs a mammal In
AR el Tondy

ective I nh

an E'ES’FP;?B‘{%‘?HE’°%‘?’EH“€§%€I"§H P\?@F‘i)arl S el P“‘l‘ﬁ‘?éefﬂ’ft%”f“t ‘Qﬁ E%P!“Fét sa
corapagion ditreal @OX24 a deg @, oramdrsal so i ncl ude

pharmaceutically acceptable salts and prodrugs of
[oob¥E)FIR t@rﬁ]n‘DOMGSIectlg@lﬂmﬁﬁ]’ erhbri@ces @briguhdsivinich eélecivelyith the COX-2

N r r r

eni\xﬁg ¥b]e| ’(-h% co%d én%lz?nse g‘g%% (l)r{rzl,%%éa'ﬁ\g %ﬁcaﬁiﬁé&%ﬁ%b%aﬁ%@ prodrugs of
”mﬂ%?HEOW@§ted For the purposes of this specification,

the selectivity of a COX-2 inhibitor can be neasured
[00936] Bhersgleptivityotf a CRE-2 irhibjtprveties gpPenfing/ipep the corplitiomynder whiah the test is
perfoithddintl biothe PhibikdPbelhg testbid v Feterd phipodds ef thiChsdciiatiste th @électivity of a
Cdx’%]hrﬁ‘dutﬁﬂ an bé’ﬁwe%ﬁ%d 4s { ¥ dne! :ﬁnﬁ! c%%nv% | 59'%% forAr‘wmﬁﬂ & Cox-1,

v BighedEm e 9 TS9N PECQRRRIGON T/ G 3 et AL OX Rasfectve nhibior s
anyl inhilgaeforartind thervatiotof DX ik, to MOXS2H Ao isl gneagen thiaw ., Intohe gmbodiment of the

prebéH: infentich, ﬂfs%h@gréa@fﬁa@Q th rén@ﬁlé?%rh@cfdm%ﬂb&@x’e 'EFeQént q}fverﬁtﬂaﬁ the ratio

is @eeafer Eﬁ?)? I,]Ig\l)// g%i&eal W’é r(}j{me{)l? of tl"ﬁ é)reﬁ? %é?{?on &19 ral?l S reatetr Hwn 10. In
anqtizgr probddinegs baradp istgreaier then 5. yeaﬁ@tﬂq@?mb@ﬁ'mefemﬁfﬁﬁPresemhéventlon the
ratib &tgrdater Hia1§) 1002 PREscsB@Bxaniple nufbet @ tior aaaiishejarddiglaediniitsn TOX-2
‘““fSF"E 2BR RGN Jlt}a‘b‘?ﬂé SQEITEB/H)he ratio is greater than 100.

ase 'see Exanple nunber 1 for details regard| ng

oo s AR A Eeafrvssﬁ%f e s e R el SestrB0 or ooy i

requirdgitopredice 5q°% imhipitigniaf eq%@ad'\”@ﬂr@ngn Yilgy anEecasPRYPS desstifedn
her@hbetows OEHRBodihént ofitise présafiinverdidn, 0o X RBuie inhBfers have an ICs, of less

thah gmup* Hc%&(enfé{:rll?egréymﬂ%ge}{laﬁ Eﬁc?ﬁto (%,vgm?%mgﬁre Xrlle n{)’tgragtr\}é% [XEs t]ban about
°2t"H%5°’B‘|“9ésent i nvention, COX-2 selective inhibitors have
an 1 C50 of less than about 1 mcronol ar,
alternatively |less than abéut 0.5 m cronol ar, and
alternatively |l ess than about 0.2 mcronolar. 5 WO
2006/ 011048 PCT/ 1 B2005/ 002203



[ 00038] For an LTB4 receptor antagonist, the term

"1 C50" refers to the concentration of a conpound
wa@edobiociogmt to i nhibit 50% of specific 3H LTBAPGI/ME00002203

inan in vitro assay as described her ei nbel ow. I n one

[Oogggt? Por arrtrﬁﬂ% re ptgha%tae{ ggﬂtt&?rtnn %‘eﬁﬂo thle-ggt%eﬁtr%ffoqpotf Q Eompound

sufpﬁlq@trt@mmbéﬁo% o sp@‘llflﬁdf H‘I%|bytd|p%§ &n tnwgrﬁ agﬁ% Eﬁ de@cr@ed hereinbelow. In one
embddinepnltr@rpresam thvadtiore L Ttrécegtbnantegartsts Hagma o testhah about 1
mlc%n%r a‘? né%rﬁétw C&()Q&Qﬁa%]abwﬂ 0 @ rrtﬁ‘crcﬁﬁgpé? da'n@@tnaﬁ\felyﬁé%@ thh %@m 2

I nvention, sel ective inhibitors have an | C50 of

‘er than about 1 mcronolar. In another

enbodi ment, the COX-2 selective inhibitors have an
[00P3% [y Silg aagagiment gh g pregentinvanitp P ax-2 selpgdrainkikiipss hate anieso of greater
thaf yisduo DXk @EDRAS én frdtharnaybobimeiitiBe 0BGX-2batdtignintditors have an IC5, greater

thaﬁ&ﬁﬁtgto%ﬂt Clnﬂtslto% of ek Idoﬂ/gglﬂt@e EJ t%? mthé'rrﬁétg%ﬁsn{r@%rachldomc acid

enZ e actl Vvl
s HEHESRTES? TaRs e Sy Spieh S4A P Pregpisms: By the way o
exdnpfei, arsitwitbeut linpitation;, thix inbibitasy usediio dhg methotihdeseripedhirigin may block the

enzgzﬁé @Eﬂvi@ﬂﬁea@ bhdind Ry dabsdak fdrR enBitieyNe activity
irectly by acting as a substrate for the enzyne.

[00[')% 040}\3 lﬁgd h@&ﬁj ttﬁ%rﬁl' @uko‘trlgl% L;» %cgbtonj a‘?ltég&ﬁsﬁ l ?'nLeBﬁéceptor antagonist”

receptor antagoni st 1B tor__anta

orh L[Epggf (lartabrace% Qs tha guﬂagntqugf A TBeiersp r |th an ICs0 o{ less than
abauntGgioningler. anarbfﬁamm’oe@eptt of thenpredentdmvent@s,0- T84 retqpttps aritdggpists have

an ﬁﬁp&ﬁes;@am%ﬁﬁm&&helarl Exmﬁﬂfst@m&?w@d @fthd fi&sent application
for ﬁwég%%pn%ma{t.gnv(% 'ﬂﬁ] %b% ?ta Oﬁgﬁp&“ﬂtkoant agoni sts have an

ess m-cronol ar. Exanple 2
I |l ustrates nethods used.,in the Eresentkgpollcatlo
(00P 41 AR yed brerpine iR ‘AT GRS [SPIPTRSERRE P Hiealg SRR o alleviate
syrixgernsy eltnynate[ tb)e{)@dlg_e]homgthersae@ tdmepo@inor perhpgnmétpamg or to alter or slow the .
appetafaﬁéét df BﬁnptomstoF %{pmorsemné r'ﬁﬂtté?nq "treaftfent” inBludds @dviation or elimination

of cau%ahlon 8 the sgeg\{ton‘r%lst aessomaYe%pmtR rE't:’zt’ no?llmxtg% t?)agng o;th dlgo?cijetc"saot Id?@ases or

d'S@fF’efsfP'étW ?rﬁiéeasatﬁ?%%(’r%lﬁ‘é@méf’e%%?ﬁt‘%fﬁ*ﬁ or syrrpt om
wor sening. The term"treatnent” includes alleviation
[00842] Als¢ intlurdzt wihin the bcopa ofdfzt presantdivertinrars gemuoands that act as prodrugs of

Ccﬁ@sﬁ%ﬁ% @ﬂlb?ﬁer Br prétinigs BALTB) febdpid? Qnt&d@mstlg NXs tg;Ed b8 in reference to
S.Qr at e

0023,23 se[ectlve mh%ltq(r &e?er% oagsg dagers o] agﬁemxﬁ?compound%b%ﬂff converted into
an Aw%CPﬁ@ [selerdive W"'t"ﬁt by W%O@@bﬂ@méf’hw' Ripcegsen within the body of the
subjen:t/ el eRéingis’ & a IR tin d SOXIRakledtive inBibitopls patetoys, vitfich isEerdpeutically
eﬁ&ﬁv Z}%dﬂ}é%f thQ BRS 2tsgfe§n/eﬁ mﬁlbIBF %ey% QF\ eiaﬁt%ﬁ]é of 5&@(%&(&!2 COX-2 selective

oni's use inre
'“h%‘l’r@g’t"iueé SPHHT BREBKR; Af'ﬁ% °t RIPSFHOS o 88>r< aé‘“'bF"é‘l“ & figscyigd i U-S. Patent
Nocheazi58&l conpound that can be converted into an

active COX-2 selective inhibitor by netabolic or
[00D43]Phete@iToRErSaeutREI) @ES B S lisal Reréin® i@ thatthe ibdified noun is
p B HrusdNE AR o Gloole T Odr Ug T or 3 COX 2

ective In |tor parecoxi b, which is a

WO@%‘ﬁ aberglﬁrﬂn%?fiegt{,vg engit)u&e gtgxnsgtﬁle L%% %r ag\%rﬁ to%ofadmlnlstered to a subject
anﬁ)theff @UPM ozdungstration éxctng spbiect wikghis reestly ptesatingdby ae sayiiaerdinary
skiPatRCaxiyihe e 6f ABEN BEhNRLGNY BSobeérvikg Wsuls bindihdaiuhasr Sndldgous
cm%ﬁé&ﬁé@ed in US Patent No. 5,932,598. [00043] The
phar maceutical ly acceptable" is used herein to

mean that the nodified noun is appropriate for use in

a pharmaceuti cal product. [00044] As used herein, an

"effective anpbunt" neans tle dose or anount to be

adm nistered to a subject and the frequency of

adm nistration to the subject, which is readily

determ ned by one having ordinary skill in the art,

by the use of known techni ques and by observing

resul ts obtai ned under anal ogous circunstances.

mi




6 WO 2006/ 011048 PCT/1B2005/ 002203 [00045] As used
herein, the terns "in a subject in need of such

woe@abmess or prevention”, nmean any sSubject WhOT/IE205/002203
t he tine of presentation exhi bits the disease or

[00@1532 [ d hesfglrliI thg%ter%g S stjegta % ﬁe%g oPsrucﬁ t’?eaﬁllien{ érﬁ‘lé;ver{t gr[ mean any

3se° or
sutuﬁctsvéas@ ”t?r imgiobrspsgaiptionexhipgstthy q@aﬁ[ecmé'a%ﬁ’er ngatd%erfae&%é’f Is at risk
for wévelpitdeedigiasse Atsordervesyimpoms ot thedigasesorgidovdeti scl osed a
t herapeutic conmposition conprising a COX-2 selective
b. be@iidi tor or a prodrug thereof and an LTB4 receptor
antagoni st wherein the LTB4 receptor antagonist is

[oogfé[] ?%(é&%ﬁgée%ﬁ'ir%%r Erg ng‘:n‘ﬁ?rﬂ ﬁl'g%géxr?)gl Iosed a therapeutic composition
coreyied g7 RS BRRPLE PN TP 310 e [ Hoosap g fEiepgys) wheren e
LTyeerEpiprantgonibt is selected from the group consisting of

4-[[3-[[4-[1-(4-hydroxyphenyl)-1-nethyl et hyl ] phenoxy] m

et hyl isghﬁzfl (%lﬂ%tbhﬂ?yyrbxy-@(@ﬁb}@ﬁlelﬁﬂﬁmKbé’l‘izﬁt@fﬁhd@]]A-(triﬂuoromethyl)
ber%”? drox phenyl )-1-meth I-eth Je henox net hyl ] - phe

oyl HRREG T BHROR R STRARCR TEAPORRT UmEog] ot by
beresieg#rpoximidamide;

4- [ s [§34u4L[E Myhf&x;lp m@Jn{éthmmwm&xﬁeny nyTREH] phen

T R

2- [ ¢BEu-Is)i4- anmnnomihwmewm zneghvl}rab%ﬂxwe)th%ylwawb&ryet@ﬂahvllpheny'
beththuéb@ra&bkmhrnmmaa 7-yl]-4- (trifluoronethyl)benzoic
aC| ; 3
g%? 435) -3- (1 1 b hergll -4- ylréle?jlyl) -4- hydrox3h3 4-dihydro 2H chr men-7-yl]-4.

dr 0- 4-'hydr oxy- 2 romen- 7-yl

“”'3“0@"‘8111}"15’?'2?8@1?9 ic acid;

2- ( E-8BRy)-3pehrM2 ydihBiratd- wdrwﬂﬁmmomerdl Hiydehipxapedeic@big.onen-

/- yb 3 If ﬁéﬂ%" @b—@mﬁcﬁé § 42y d-i'ox -2H-chromen-7-yl)-4-fluorobenzoic acid;

éncﬁlrar 0x¥l 1 (?( §£§‘?§O§ ndE'I ?mixy% ((? ég}v\é?y(} ¥l)?’m£t‘1)g)-chr(091g§ 9¥}))H2:,3pentane;
a ppﬁ@p%&f@wce%tqbv salbberpf aﬁﬁp @'%Stof W@F 895 COPRYNYFi Ok PP -e s

of any of these conpounds or salts. [00047] Sone LTB4
[00047] 8ol TEa recertm phtedopisig Sedfiul in therpresaet inyewior are shavwnemiabier .
Phﬁh@ceﬁt@%c’cébta_gﬁztébl% otthe coMRLABGREH ih ¢a)id Vard a6 Rebh Be present

e% ts of the conpounds listed in Table 1 are al so

nverligtul in the present invention. Table 1. LTB4

Recept or Antagoni sts Exanpl e Conpound Reference No.

U S. Patent No. 6,436,987 L-1 7 WD 2006/011048

PCT/ 1 B2005/ 002203 CO2H
Table 1. LTB4 Receptor Antagonists

Example Compound Reference
No.
U.S. Patent
No. 6,436,987
L-1




F3CI I OH
2-[(83S, 4R) - 3, 4- di hydr o- 4- hydr oxy- 3- (phenyl net hyl ) - 2H 1
WO 2@veforopy/r an- 7-yl ] -4- (trifl uoromet hyl ) benzoi cPEr/IBR005/002203
U S. Patent No. 5,550,152 L-2 H®R2C1 / \ CH
1-BB-HH—biphenrrH—A4yrethyb—34—di-hydre—4—hydrox
y-2H{1- benzopyzAar i | opent anecar boxyl i ¢ aci dj
(3S-tirans) H /NNHZ L-3 H3 |C CH3 HO
4-[[3-[[4- [l
met hyl et hyl Tphenoxy] ot hoxy] -
benzenecar boxi m dam de~& W 148
PCT/ 1|B2005/ 002203 NH U. S. atent 0O O No. 6|, 417, 382
L-4 OQCHCH3 6 0 H3C CH3 &'HO
[[4-[[3-[[4-[1-(4-hydroxyphenyl)-1-nethylethyl]phenoxy
] met hyly 334RP§MMJP@E i ewr;létm BAREt hyl | - carbani ¢
7101 d, b8 zbyﬂraxeﬁyuaf(trm ethyl) tzcﬁcrac.d 6,197, 753 \
NHA
U.S. Patent
No. 5,550,152
L2 HO,C O O
1-3-([1,1"-biphenyl]-4-ylmethy!)-3,4-dihydro-4-hydroxy-2H-1-
benzopyran-7-yl]- cyclopentanecarboxylic acid, (3S-trans)
NH WO 97/21670
O
C NH
L-3
0
CH,
4-[[3-[[4-[1-(4-hydroxyphenyl)-1 methylethyl]phenoxy]methyl}-
phenylimethoxy]- benzenecarboximidamide




H3C CH3 OH HO,, 0 HO COzH
4-11-[4-[[3-[[4- (am noi m nonet hyl ) -

w@b@aoxyls met hyl ] phenyl ] met hoxy] phenyl ] - 1- net hp¢B1B2905/ (92203
henyl beta-D-gluco ranosiduronic acid U S. Patent HO

a HO OO 0 O—\AD faYaVall ot I WaW,]
!\b Ao 122, 286 o5, JI_*§HII\.TU Ay VAR 'A ) LU\UJS%@Ht

PCT/ 1 B2005/ 002203

. No. 6,417,382
1- canboxyl - 1- ( (03 ,-dlh roxy-3-(((4- (phenyl)ph
enyl Y- met hyl ) {chr ole#- 7-yl cl opent ane qﬁ—l U. S.

LRPatemt HO No.
2-((3S)-3-benz
| -44chl or oben
5,552,435 L-8

2-[(3R 49)-3-(1, 1 enyl -4-yl met hyl) - 4- hydr oxy- 3, 4

52,435 L- odzﬂgtH3C|
4- di hydr o- 4- hyd roxy- 2H- chr onen- 7
acify OH U. S. Patent HO0 No.

di hydr o-

[[4-[[3-[[4-[1-(4-hydroxyphenyl)-1-methylethyl]phenoxy]methyi]-
phenylmethoxylphenylliminomethyll-carbamic acid, ethyl ester

NH U.S. Patent
_@_( No. 6,197,753
0
NH,

L-5

4-[1-[4-[[3-[[4-(aminoiminomethyl)-

phenoxyl-methyllphenyllmethoxylphenyl]-1-methylethyl]phenyl

beta-D-gluco-

pyranosiduronic acid

U.S. Patent
No. 6,122,286

L-6




2H chromen-7-yl]-4-(trifluoronmethyl)benzoic acid OH

U S Patent HO OH No. 6,051,601 L-9 0\ I F
WQ2(068RP48- benzyl - 3, 4- di hydr o- 3, 4- di hydroxy  PCT/IB2005/002203

2H chromen-7- | -4-fluorobenzoic acid L- 10 29311 Lily

_LTRB4 recg nist 1000481 1.n odientof
t he prmémbdﬁﬁ?{%gﬁ (P@EF%F%V') ant. agoni st
conpri

3,4 lnyoro 2-HydroxXy=3- (gieny et hyl )= 2F I- Es ZeRyt an

-7-yli] ggfl uor onet hyl ) ben20| c acid, or [aN&3&|562,435
t her eo ‘ SoFE 11 e are useful as
COX- 3 seI ect ive | gsent ijnvention
lafe |[listed iptiyvid These conpounds

can be used presenct> invention singly| or in 10
WO 2006/ 011048 / 1 B2005/ 002203 conbi natijons with

t wo ﬁr nore COR-2 sel ective inhibitors. Furfthernore,
pharraceuti cal by acceptable salts and prodrugs of the
conmpqunds listed in Table 2 are also useful|in the

pr es e nrt((3sn3LBdnzyiaR-dinjablaydtoxySome Usef ul COX- 2

| nhi tiwwwm@@m@m-nmorancﬁmyound Reference | G1 QO

U.S. [Patent No. 466,823 2 CF3_ HBC bel ey
C2 ® O U S0P en CH3 5, 633, PH2 5552455
val dgc xo b 3 . S. . HN\ gH3
55 932,598 QAN_paped

2-[(3R,4S)-3~(1,1"-biphenyl-4-ylmethyl)-4-hydroxy-3,4-dihydro-
2H-chromen-7-yl]-4-(trifluoromethyl)benzoic acid

OH U.S. Patent
HO OH No. 6,051,601

OO C |

F

0]

2-((3R)-3-benzyl-3,4-dihydro-3,4-dihydroxy-
2H-chromen-7-yi)-4-fluorobenzoic acid

L-10 29311 Lily LTB, receptor antagonist

[00048] In one embodiment of the present invention the LTB, receptor antagonist comprises 2-{(3S,4R)-
3,4-dihydro-4-hydroxy-3-(phenylmethyl)-2H-1-benzopyran-7-yi}-4-(trifluoromethyl)benzoic acid, or a salt
thereof.

[00049] Some compounds which are useful as COX-2 selective inhibitors in the present invention are
listed individually in Table 2. These compounds can be used in the present invention singly or in

10



C4 OO0OUS Patent No. Na CH3 5,932,598 O -N
(Lo arecoxib sodiumC5 O O U S. Patent No.

wW®2006/05048 207 H2N ' N - CHF2 F\ / H3C O der BCDXB2005/002203
11 WD 2006/ 011048 PCT/ |1 B2005/ 002203 C6 O O U.S.

G e DA 05 B0 Ot G50 iy g
saisj38d Pragregs Af 1R cpmreus diisd iy Table e alsg uskly! in ths prgent gsgtion.

~ NH3C. H3C SO2NH2 4-Methyl-2-(3,4-d

i mefrénd P Bemy Ujeful COKL-shillitbranoy| - phenyl )-1 H pyrrole C 9

CH3 U. S. Patent No.

Compound No. Compound Reference
C-1 O. O U.S. Patent No.
/\\S// 5,466,823
H,N
H3C
celecoxib
C-2 U.S. Patent No.
5,633,272
valdecoxib
C-3 O O U.S. Patent No.
NZ
) CH 5,932,598
HN s O 3
7
r &o P
=N
parecoxib
C-4 U.S. Patent No.
5,932,598
parecoxib sodium
C-5 O. O U.S. Patent No.
. N)\s” 5,521,207
2 N/N\ CHF 5
F
deracoxib

11



5,908,858 | N CH3CH20O / SO2NH2

2- (4- Et hoxyphenyl ) - 4-net hyl - 1- (4-sul f anoyl phenyl ) -1
W(}Haqwmmme 12 WO 2006/ 011048 PCT/ 1 B2005/ 002203PCTE2003B12203

O NReg. No. 71125-38 /~\ 7 NSCHB H S\ CH3 (r) O
_meloxcam——C11 N Dnn No.— 265114 th2NOR- S/ \ N 23-§
a S®H3C0) ci ni coxi b C{\O;@O I n one enbodi neht Uo%‘fffb%yo'
present invention, ;peutic conpositjon i's
conprise(gl of any OI_% t he ‘ Boni sts,
prodrugs, or salts thereof, abl e 1 and any of the
COx- 2 ini%i bitors, prodrug or Its t herepf, of
Tabl e 2. [[00051] In one e ment, the COX;2
sel ective inhibitor conpri¥ one or nore
di aryl het erocyclic COX- rofecgdt) ective jnhibit
[06G52] A ternatively the COXOQ ®el ective i nhl b:iqT(ﬂa"e“t
can be a|chronmene COX-2 sekes nhi bi t or 'g%t/'gggz
Pat ent N®. 6, 024, 356 (her ¢ ncor por at ed by
reference) descri ful chronene CDX-2
sel ective inhibitorsl Additjonal useful COX;2
selective inhibitors are yestyibed in U S Patent
Applicatiion No. 10/801, 446, X hereby incorpprated by
reference). Still further uef (#H3COX-2 sel egtive
i nhibitons are descri bedridoxib U. S. Patent Application
NoC-810/ 801, 429, (hereby incorporased by refer éi&ptent No.
[ 00053] IIn one enbodiment, t} \COX- 2 inhibifor 5908858
conprises cel ecoxib. e anot her enbpdi nent of
the present invention COXI2 selective iphibitor is
cel ecoxi b and theH,d antagonist|is
2-[(3S,4R) - 3, 4-di hydro 4- hy - 3- (phenyl net hyl ) -2H 1
- benzopynan- 7-yl | - 4- Habri fi fiet hyl ) benzo| ¢ aci d
(Corrpounﬂj L1). Alternatively, |a pharmaceutically
acceptablle salt of Conpound [SP2NBz useful ih the
present i nventi ohMetFd2-(B4dimgthgpheaylutef ul
phar maceyt i cal | y 4&dappdphesylsti-pyrole

C-9 . CH, U.S. Patent No.
/ \ 5,908,858

N
CH;CH,0

SO,NH,

2-(4-Ethoxyphenyl)-4-methyl-1-
(4-sulfamoylphenyl)-1H-pyrrole




of Conpound L1 is an ethylene diamne salt of L1, for

exanpl e the nono(ethyl ene diamne) salt of L1. Such
waaib®1@mgl pol ynor phs of L1 useful in the preseel/1B2005002203

inventi on are described in U S Patent No. 6.436, 987,

hereby—+neorporated—b refere“.cc. Hr—anet-he

e Odl nment of the pf é%r ent? i nv t he COXt Beg- N°'771125'38'
sel ective inhiQhi vdl decq d the L[TB4

recept or | ant ZgJONK& onpRUn £Q055] | Anot her
enbodi ment present |Hvent| on pro?u des a net hod
for the treatgeptr~preNention, or inhibitipn of

i nfl anmaii on, an i ammitizon-r el at ed di sorfder,
pai n-rel at ed di soPder O or pain in a subject}in need

of such prevention tre@ﬁtqmwn or inhibitio t he
mét-hbd conpri si ng adni ni <t 0 the subj ec'fegaNO ?@5114'
WO 2006/ (011048 PEINPLEPT 3 conposi tipn
conprising at | east one TOX-2 fel &dti ve
anti-inflammatory conpound, £ , a prodrug, or

m xtures|thereof, and at St Jone LTB4 receptor
antagoni $t, a salt, a prodru@; or m xtures [ hereof.
[ 00056] &not her en‘oodl menti,q the present ipvention
provi des|{a nethod for ta@,cg,)(,@at ment, prevenfion, or

InArbrtron of 1 nflanmation, an iInfl armat T on-Tel ated
di sorder, pain-related di sorder or pain in a subject

[00'05b] InYRE gmlggdln%HtcchthQ %gﬁt@ﬁﬁbé?lpon fhE %Fagam: con%ﬁsrﬂloﬂm éatn r‘ts@@ of any of

r
e SO P S btk e Fare o SR oo,
prodiys, lof sty theyedfed Tade 3 r om Tabl e 2 (or salt, prodrug, or
m xtures thereof), and at |east one LTB4 receptor
[00as] mgoe esitodiehe it €dXi2rseittiVainhisitol conprises ahd or@forendiatisteesyclic COX-
2 sLib&UERkBiorsFOr exanpl e the present invention provides a
net hod for the treatnent, prevention, or inhibition

[Oogéz\;Aﬁlerna?mﬁe (955(-2 ser?ecﬁ/e uﬁrﬂﬁg grrt'p O$ %hrrgsn?atne Epﬁ 2 s?leécﬁve irhibitor. U.S.

PaigpidNpef P340 (hé'iebY 'ﬂ‘FﬂrFtS’Tattqdc?ﬁ redrens) depriperPREe KAl Phspreang GOX-2
seletitiganinidetors. pOGdbal Lisefin eOp2asledlive inmbi@rtaradesdridéd iREIS. Patent Application

NOWO%WI Q&S h@regﬁh&%raﬁéarbyw%?ertcé)e @tllﬁﬁrmer us?}ﬁgd(?g% Eér?%tlve%h itors are
ool b Pl oot o d s b e d ) o

in need of such prevention, treatnment, or inhibition,
[00QPR Inen ¢ epippdimeat We&o&if’nﬁﬂwt@é"gm%wm %les®® i ng to the
subject a conposition conprising at |east one COX-2
[008%4] meanother emhddimanhdfitterpreat inyentionthbe 00X-2 sgledtivg inpivitodis tggcoxib and the

LTmrreceptoaqn%&ﬁstts&qtsgqﬁ) 3 aalﬂyd@&zt-h@ﬂﬁ -3 SnMe%n)fzﬁQ SHRhRpyran-7-yi]-4-

trlfﬁjororan;%ltg}(]*bgnzmc 85‘9 g}(j)ﬁtgbun\gg@ éeé%att%e ea B?ar%cregucglr ﬁﬁ%ﬁtﬁ%f% salt of
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invention, is a nethod for the treatnent, prevention,
or inhibition of inflanmation, an
i nflammati on-rel ated di sorder, pain-related disorder,
or pain in a subject in need of such prevention,
treatment, or inhibition, the nethod conprising
adm nistering to the subject a
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antggoms Océ) E?ane%{npnsesljn%or n'gXSt al l S seéecgfggrorgglf gr rrgﬁ%liing 0112-
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corfifdbigdht domirising leé1Bdokib o8 a salil bredrdg bringitisre the@BBaridRe iLVB4Yeedptor

tg&{;(ggdg sps of LTB4 receptor antagonists with COX-2
Mselect %e |Enh| bitors which are wuseful in the present

oop A R ol mias B pse RV o - CEof topEe BRI, rrevepton o

inhigiipreef ffgrpmation, an Pfigamationyseldted|disgrdergpaiaielated disgyder- of paigin a subject in
neddef Q&R Kielentiobtredindnt loeiapition, the Betholl ombRM@stirRiniktering tdthe subject a
cor@{si d@g%bpréskné_%ilec%xi%r &85 probrﬁgg or n;lbguryﬁleggf?%l23(3%,’4%)—3,1‘-91ihydr0-4-

hydroxy-3-(phenylmethyl)-2H-1-benzopyran-7-yl]-4-(triflucromethyl)benzoic acid; or a prodrug or salt or

mixture thereof.

[00060] In another embodiment, the present invention provides a therapeutic composition comprising a
COX-2 selective inhibitor or a prodrug thereof and an LTB, receptor antagonist wherein the LTB, receptor
antagonist comprises 2-[(3S,4R)-3,4-dihydro-4-hydroxy-3-(phenyimethyl)-2H-1-benzopyran-7-yl]-4-
{trifluoromethyl)benzoic acid (compound L-1), or one or more salts thereof, or mixtures thereof. Some
useful forms of compound L-1 are described in U.S. Patent No. 6,436,987, herein incorporated by
reference. Each compound of Table 1 can be used in its acid or base form (for example conjugate acid
or conjugate base) or in the form of any of its pharmaceutically acceptable salts. For example, compound
L-1 can be used in the form of any of its pharmaceutically acceptable salts. Such salts include the
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12 Val decoxib L-3 13 Val decoxib L-4 14 Val decoxib
L-5 15 Val decoxib L-6 16 Val decoxib L-7 17

wadodecoxs b L-8 18 Val decoxib L-9 19 Par ecoxP®@r/IB2205/002203
15 WD 2006/ 011048 PCT/ | B2005/ 002203 20 Parecoxib L-2

21 Parecoxib L- 22 Parecoxib L-4 Parecoxib L-
crigresp B8 881 e vl S BBty Fustorisle S fhoping o ave
carptie yegt B 8K fis ervstpling BdprBiNEHtheredl) or TTANGSIORBRNS femy_ For example

soddu Rl AReNin®fokmsf cddpolRrracHx iddcibedin UBL PRRMAGOR 15 ds7.5
33 Deracoxib L-6 34 Deracoxib L-7 35 Deracoxib L-8

[00861] PEH RN s f the SresetinBRfdRCHbIndde Lisingshy B &G & tHe-aBove LTB,

39 Rofecoxi.b L-3 40 Rofecoxib L- 4]1 Rof ecaxi b _L-5
ORGP B oq i =iop R 91 T 02 o5y Bt P cgamle e
compositions of the present invention can be made using any one or more of the above LTB, receptor
antagonists in combination with any one or more of the above COX-2 selective inhibitors. Table 3 lists
some individual combinations of LTB, receptor antagonists with COX-2 selective inhibitors which are
useful in the present invention.

Table 3.

Example No. COX-2 Selective Inhibitor LTB, Receptor Antagonist
1 Celecoxib L-1
2 Celecoxib L-2
3 Celecoxib L-3
4 . Celecoxib L-4
5 Celecoxib L-5
6 Celecoxib L-6
7 Celecoxib L-7
8 Celecoxib L-8
9 Celecoxib L-9

10 Valdecoxib L-1
11 Valdecoxib L-2
12 Valdecoxib L-3
13 Valdecoxib L-4
14 Valdecoxib L-5
15 Valdecoxib L-6
16 Valdecoxib L-7
17 Valdecoxib L-8
18 Valdecoxib L-9
19 Parecoxib L-1

15



45 Rofecoxib L-9 46 Etoricoxib L-1 47 Etoricoxib L-2
48 Etoricoxib L-3 16 WD 2006/ 011048 PCT/ |1 B2005/ 002203
wddokhorucoxib L-4 50 Etoricoxib L-5 51 EtorPCDK2005/002203

L-6 52 Etoricoxib L-7 53 Etoricoxib L-8 54

Et or ircoi-h—1-9—55 Lurﬁrac%xi b—+1-56 Lumre.;zeox: b——2
57 Ldjm raizgom by L-3 SEIarE?JOI)ﬁ racoxi b| L-4 59 LLum racoxilb
L-5 60 tgmracoxib tpfecdiy UM racoxi b7 52
Lum nacoxib L-8 63 Lumracoxib L-+9 64 Conpound No.
C-8 [[-1 285 Compound RNerecdkab8 L2 6 Conpounds No. C 8
L-3 |67 Conpound No. C-8 L_-4 68 Conpound No. C-8 L-5
69 Conpowdd No, C 8 LBare@@bConpound No. C-8%-7 71
Conpound No. C-8 1-8 72 Conpound No. C-8 19 73
Conpound . G 9 L-1 P?rﬁc%Bn'pound No. G9 L% 75
Conpcruﬁﬂ—%. & 9+—3 Pér\écoﬁmﬁunu No— & 9t=—+7
Compound . G9L-5

26 Parecoxib L-8

27 Parecoxib -9

28 Deracoxib -1

29 Deracoxib -2

30 Deracoxib L-3

31 Deracoxib L-4

32 Deracoxib L-5

33 Deracoxib -6

34 Deracoxib L-7

35 Deracoxib L-8

36 Deracoxib L-9

37 Rofecoxib L-1

38 Rofecoxib -2

39 Rofecoxib L-3

40 Rofecoxib L-4

41 Rofecoxib L-5

42 Rofecoxib L-6

43 Rofecoxib -7

44 Rofecoxib L-8

45 Rofecoxib L-9

46 Etoricoxib L-1

47 Etoricoxib L-2

48 Etoricoxib L-3
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17 WD 2006/ 011048 PCT/ | B2005/ 002203 78 Conpound No.

C9 L-6 79 Conpound No. G9 L-7

80 Conpound No. C9

wa 2®6/08m4Conpound No. C-9 L-9 82 nel oxi cam L-BCT/88005/002203
nel oxi cam L 2 84 neloxicamL-3 85 neloxicamL-4 86
mel oxd c—arr' 5 87 el ﬂ\(: camn-+--6—83 rel-ex cam 7389
nmel oxi camgL 8 [90 nel o>t<(?”8° Fﬁ 9L cimcoxib L-1 92
ci m qoxXThst=2"T93 T mggiRids -3 9 crmicoxiy =495
cimgoxib L-5 |96 cimcoxib L-6 9y cimcoxib L-7 98
ci m doxi bsiL-8 |99 ci metwxédd L-9 [ P0062] L-6
Pharrmaceutically acceptable salts are useful in the
conpqgsi ti®ns of the pritagiendd i nvent{on for alVariety of
reasans_includ ng t hejr agueous ubilj ty Such_salts
nust |have®®a phar rraceutElt‘if'ﬁ‘PXI'by accepi abl e ant®n or
cat i ap—H-ust+rattve—srhartmeeutiealh Y a\,\,cpt able—salts
are grepared fromformc, acetic, propionic,
succi[m T, 50 yCpI 1T, Glmaik&, act|c, maticqrarcari
citrijc, ascorbic, glucuronic, maleic, funaric,
pyruvic, seaspaftic, glutrasokic, benzoic, anthtanilic,
nmesyliic, stearic, sal | cylic, p-hyd ovaenzm C
phenyl ace®l c, |mandel bugirag@poni ¢ (panmoi c), L3
met ha 7__@1' hanesul f :)n_Lr\ benzenesulf nnl_r\
pant dt heni®c, {ol uenaéﬂmw??%'”c, -
2' hy ?Ilall,blﬂ_FUI wla(% bIdTI]I I L lb_5 ]
cycl ghexyl am npsul foni c, al genic, b-hydroxybutyric,
gal aﬁ ariep and| gal actiwnBadokib acl ds. 8 WO 2006/ 011048
PCT/ 1{B2005/ 00203 [00063] Suitabl ¢ pharmaceutically
accept abl & base addi thuiraaibt s of ¢conmpoundsLdf the
present inventiaon
Lumiracoxib L-8

63 Lumiracoxib L--9

64 Compound No. C-8 L-1

65 Compound No. C-8 L2

66 Compound No. C-8 1-3

67 Compound No. C-8 L-4

68 Compound No. C-8 L-5

69 Compound No. C-8 L6

70 Compound No. C-8 L-7

71 Compound No. C-8 L-8

72 Compound No. C-8 L9

73 Compound No. C-9 L-1

74 Compound No. C-9 L-2

75 Compound No. C-9 L-3

76 Compound No. C-9 L-4

77 Compound No. C-9 L-5
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forre g?ﬂ)t?el Eaée@@rlamlﬁt@le I%yﬁ tﬁbl%{gr%gf {o [her § e a separate layer for each
actiyprinbrsfibyl), Ayatand setpined rettiaprfabigjadinsage forma cgmew@aiabig dosage form, and

a sfob-By.6itid BBet dOsHde AT (fbHEkAMEhIeA €04 for ee{cQQéWé)l]w |§1€) In another embodiment
theﬁgb‘i" gf%i)sgiesfqurl &%gﬁ ga eru §1§ [Ag/er tamé? Lgﬁer%or m. C i g@% §c2>d|ment the tablet

m ni s
or a chemable gun1conpr|3|ﬂg t he conpounds, set forth
herei n. The conpounds can be deposited in a flavored
base, usually sucrose, and acacia or tragacanth, and
pastilles conprising the conpounds in an inert base
such as gelatin and glycerin or sucrose and acaci a.



[00071] Pharmaceutical conpositions suitable for
parenteral adm nistration can conveniently conprise

wGet@siolwimqueous preparations of a conmpound of P€TYEB2005/002203
present inventi on These preparati ons can be, for

do%\aﬁfgﬁT S(%mpn?eis danSI [sg tg%l 89%??8% f éh%ff‘er emgodgneg% the tablet dosage
forgy spORIIsETRBAIBINed wteﬁ%mbé% grsage forgy In yet a@&@r ¢reflodimaptetpe faplpf dosage
for@rcotrisedd ¢t8d £na.mabileCthbIf H&REGS fain. M get BiRithet ETboaIRHeRIYF thy prebet

varqt%p Efﬁeetgolg X%sggéno?ﬂ pFlJ@g ar?? s I@%tﬁget\%rﬁtgmx%n@ gru@ rHjthe core and

renderlnfg‘] resu teril
angiper Hrug HehFogy: T?%?S@evfgﬁtr'eé %kﬁ‘nsﬁcﬁg’?t‘f'u“ B‘ﬁ%dré\%sd'bP‘BF‘i’f@a'tdc?”"ther
compraentsyadrzs o excigieh or giberdr thé toptiigont ain from 0.1 to 10%

w w of a compound di scl osed herein. 20 WO 2006/ 011048
[00863] PhdpaA 8§20t AP itions A bbR for lort) AbirAdiaon RECA@ehtON A discrete units,

suéhcys cgﬁgﬂlg}) ls§chet§tl&'éﬁde§ o\' &)I t QQ-' c%nf@ﬂ“?%?ﬁ%d&grmm ﬁ é\%ﬂ%@t least one

suspensi é at ed acco
theé%?“l%?’ﬂ@?“%‘fsﬁ br l%‘e Bieé‘iﬂé\“‘éﬁ”h‘@‘ B2 ROWHe °ﬁ€f RS TRSS Sqiytpn or @
suspasyinrirdaneguecig enos-aquEhes ligtid: or dsaanioijneia bt watgfiregleamatsioonAs

1ndﬁ5§ﬁéd %béﬁcbohﬁosﬂloﬁ‘stﬁﬁ bé ﬁ'eéa?dd%?taﬁkguﬁ’abfe%éﬂdd %ﬂph@lrmac Wthh includes the

steaI F lﬁl@%l?g |8t|p agsgp%tgﬂﬂle af;tB/P con;gg dr(‘sé anJ tg %a¥r§36{%/v(‘h{cﬁ 8aﬁ1 coHstltute one or more
acesnngredirsts)- o genareb g commtl@r@@@m@areé by eipEeand injggately admixing
theselive@brhsouhdaith 2MRyid befineppilioadadicedatieryart bath, arditit@Eif neBessary, shaping
thesp(?%fﬂt:t R& exgrﬂﬁle E%Fep%h be pr%ﬁ’é#%olﬂpc?rm)rgsrs‘ng Gr rﬁa& hg% ;?ﬂ/derlopgranules of

convent i ona
thee%ﬁpwwp%a'a Y AR Ot 2SRRI (FETP RS BBFs o b propared
by pernpuessiey, innnsuitidieamathing, tiectompdundrimya fige-flewind foye elich ag 4 prtvdapr

granMiBd &ﬁ&daﬁy rﬂﬂéhﬂmth@rbmdé’r' I%rhééfrﬁ lirleft@ffuent d’r\d/@rdéiil'f&de@&weiﬁl%e“é{ng agent(s).
Mo?of%d ?aﬁletés é:? ?ﬁ ma elb? hlglai?é]m % d,lrlﬁlr])gel ng crﬁlg Inho F(Q’ {{) l}nld %rc])lstened with
a”dﬂe“b‘bﬂf"'ﬁﬁmt he COX-2 inhibitor and the LTB4 r ecept or

ant agoni st can also be by inhalation, in the form of
[00969] Sgopssand elixgotantaingp s COXr2 selettive inhibites andemeLfF Bf rerepior antagonist may be
forRUIBte WO BBRAg ageﬁts eor@@ﬁ«p?e nyeé}ubéoh%u @@chésIBéthe&.amﬁt%s may
aIsP ﬁ%”?a?"ggflﬁ')eﬁug% a preserva{wg r%n fe\vormé ancJ co%{lngfalgsn % L?c%ulldo Jgsage %orms for oral
adpjnistratign cagtinpiide al@rr@:g:gqjtlc@ly a@ﬁeva%q@@{ons [sglgmg,]suspensmns syrups and
eliiite asriEGrRUtdriciilent @BMAAGHI Usodis tha il bl & Watsr. $w@p Ic@ﬁﬂosmons may also

co:?ﬂ'gla %&QEth r%u&hoast\/\réﬁm&gdents Ce‘?\ﬂlsﬁ)fl an&3 é@g&ldfﬁ é g Iéﬁgetening,

I ntments,” creans,” |"otlions, pas
flaggpcy gad peﬁ%ﬂ%?@“ Sjellies, collyriunms, solutions or
suspensi ons, aerosols, or oils. [00075] I n anot her _
[00979 Alsp ARoRMPESHed W@wﬁgréﬁwentiﬁwié REdcR)er “stthingead rgninigtratigm which
incRitlesAoAehPés 2r 4 EHeivhdid QUi @Prisig thelcmﬂomes; &2 foith hérbih.agRitompounds can
be%@&s&% P4 %Vbrgc?gasé st?allf&ﬁlgogc?QMCE\&% a%glﬁﬁ QR@}PJsﬁles comprising the

carrier or excilpl ent ceu I Ca
°°'8?Bcﬁ‘ﬁ%*§'i‘ £ geyt ba?ﬁﬁf‘s:h a$ 9piagp é“deqlk‘ﬁ‘ﬁﬂﬂ‘u%ﬁl‘ff“e MR s ent
i nvention enconpasses a phar maceut i cal Con‘pOSI tion
[DWEHPharmpesytical compestlionsfiyitabletfes parepipral afmipistration gangronveniently comprise
stealataa@@uu réparalitrd ofa capipalindREBe priesant ihwen@p C fdsapleparations can be, for
IJ 'ac%nmst@?‘ag lntré\féncﬂjglgtanﬁd'ug %pnﬂﬁgtrgﬁ)ﬂtcan £I eoe%'ffgc?e%ri) means of
vent| on enconpass arnmaceuti ca

SUQ‘HH-B?QU§|'W§m53C@E\5x0r2ntFaﬂ€Hmﬁll eézpon ok Ry ipfygion. rSélerépﬁF;@Fatlons can conveniently
bearepargd)w sitmjxingtie campquhdwithevetan endcrandeyingtbecrepitmb baution sterile and

lso%@vﬁl'\ ﬁQBlooc{ QIQQ:?a@]e R B bl diltd e ROSREH vﬂﬁ’é&lerally contain from 0.1
WS, ncl ude, but are not limted

and n

tO?O?f ﬁ'hoygc%Tpoﬁ ogﬁcgse% f*e, Ringer's sol ution,
phosphate solution or buffes, buffered saline and
other carriers known in the art. Pharnaceuti cal
conpositions may al so include stabilizers,
anti-oxidants, colorants, and diluents.
Pharmaceutically acceptable carriers and additives are
chosen such that side effects fromthe



phar maceuti cal conmpound are minimzed and the
performance of the conpound is not cancel ed or

w0 ndvcloitoggl t 0o such an extent that treatnment i SPCT/IB2005/002203
i neffective. [00077] The carrier shoul d be acceptable

oo Ry e et ons, RLORBR e b oa P bols EaBtalbls werepsigrs may
be fognuidtrsl aceardinsite the knovrﬁ@rt@arsr $Ué¢b'ec%ﬁﬁer§'e9 8f s§'iNg 3wepyp angd suspending
agdntsf] thélster® injBsdble, prépattion SayRlse bes abiily injeciapiidchitiertorsiidpbnsion in a
nor&&ﬁ: 5%89@88%@%@ dmhttor g&%ﬁt F%Fﬁﬁlgtésg'golugoﬂ %@(Wegol Among

can contal n rom
thegEToGRES LiNeeh 8Nl PRV GRS D P 68 181 PSP g potonc
sodanchiveideLsidion. cddditien, ptetile, dikeslioits re bdnyentienatiy employed as a solvent or
sus\p{é\%ﬁrg InfR8i(im) #or tli @ﬁl@doh@ any¥Mnd @Yl RBEbe DhoYy& ificluding synthetrc mono- or

a
st ichsois 510 SRR P a0 e assbl et BB Fer=aiT Pt
orns for the nmethods of the present invention, whi ch

(0D T3 R R ! 58 SERA e e CoA SR80 e e pioprpst ca
als@ benbybiehajatiempia thredormi of fergsola br sofpona Il neluiidetss Tharefora, imsne embodiment,
the@®ITHEY ihiGbit Ak 'L‘ﬂﬂsre&ﬁ@r é?\ié@@fﬁ§ are‘érﬁﬂnhsﬂéfé@%drregt nwé%trcgrgﬁte the respiratory

SR AP BRSPS S e Pt R et he o L tor

t he nanufacture of pharmaceutical conpositions an
(00973 ﬁha@mpﬁg§gltcprﬁqp§rtr%yurgelﬁ{%Fo'qrcﬂ ﬁ@plreqtroqﬁgrtr@ skraggh{og example take the
forig @f ancingoknfs osanthiptiqs,@agesc gais s hyisngpwoérs, Jalee teeliyriumgs, solutions or

suDORRNS aerbdRYQ IO agents, coloring agents, taste
nasklng agents, and preserving agents in order to

[0081;@% oqheg er%r)&ﬁ%e%g{)f tl}e lréantkmSItrHri hgr&gne r‘?altr% &Q'c%x rnhrl%rtor and an

aratil ons Ive I ng
FROR L ATEEORII & PRGBS I 2 BIFAARELISD EERPIae Ot GpaBipR o form a
pha?medepﬂoelnbmposmbm Chhus ireons einbadnent, the iprebént innetiorf encenpasses
phérﬁ\?&e@ﬁcﬁl comP&&in %ﬁ)rrﬁrﬁged'@@X %Mrbrtb? an L9H, rec%fft@r'm{aﬁwnrét réﬁ@ 5

phsirrrge%eagcélﬁ/ agﬁpgplﬁ ﬁ?rﬁﬂoé?)én gtagotﬁergrggcfd{m ﬁmgg é?{t gnarlen?on encon’rpassesa
pharinggeniEsricompdsitipmermpesina d GPe2 inbibitorvan hT$4<§¢ceptgrr8@t@91>rwﬁt i2ngya
ph@Rbceticsiyc@gtak exgpisagent s, for exanple, maize starch,

or alginic acid, binding agents, for exanple starch,

[009?4& ﬁﬁérrﬂaceé‘kﬁgl@'agoe Qbflg EQPféfp;gng@%rpren%%élLHé %teare nort ?narted to, physiological

rox | cel 0 or
R K T
Phama@autr@b@mn@qltiooes@ammwe %trhﬂ*zrerﬁr@nfr-%dantngcoh@eﬁqra@d difugpts.
Phﬁmmallﬁllm%%ﬁieldzﬂi’n&% e Atitves aRlcR@eh Such tatkide@ffedtsittom the

phaarmaceu d:gl C%Fnépuﬂggrem rﬁrgrzé:aoﬁ% 9\' 'Ber%lrﬁgl%ggﬁhesééﬁgoﬁﬁ |rs§1|o c!aﬁc%ﬂed or

inhiitgdte pysh aprdent @Bqt@?@e?réil“%féc"%coat ed or they may be

coated by known techniques to delay disintegration
[0047 e uiepthPdtbe arcertablegaibe pavsmeldsing erapatibleawth thermther ingredients of
thel BRp&XMaYn SaGwi sé%re@tes&mcﬂhmapmt T1RIta@¥&an Be a kAN GRS liquid, or both, and

is pD %eralgf)? fo mu%ed thﬁear arppozanr} a]unﬁj Sés%%org&ts?i&{ i%lr F%H\SQ aat§%et which can
co fﬁ?)ff &Y 65% {0(9@%8’1]"’9'96%*0? 5‘%’1’%‘??@9?‘6‘? oral use may aI so

be presented as hard gel atin capsul es wherein the
[00928] Cengers Whigh @d ibe nsed inglude pritrrlee jslit (B.g aWiaselne®l, lasdini mplyethylene
glyedid, HiBdHols, dn@ BorfbiNENs ®F twb 8CHh&S RereBNNI t O

m cr ocryst alline cellulose, calciumcarbonate,

cal ci um phosphate or kaolin, or as soft gelatin

capsul es wherein the active ingredients are present

as such, or mxed with water or an oil nedium for

exanpl e, peanut oil, liquigh paraffin, soybean oil,

olive oil or fractionated coconut oil. [00082] Aqueous

suspensi ons can be produced that contain the active

materials in a mxture with



exci pients suitable for the manufacture of aqueous
suspensi ons. Such excipients are suspendi hg agents,

wo orocoxanpl e, sodi um car boxynet hyl cel | ul ose, PCT/IB2005/002203
nmet hyl cel | ul ose, hydr oxypropyl met hyl - cel | ul ose, sodi um

[ooﬂlisﬂ%ﬂ% SSaag %rnY dqp(e rggﬂqc{dg lan tﬁjeopr}g entgnl“\llgg\t{oﬁ %%ﬁ %glh?éttablets capsules,

'”ﬁg‘é%@f%“%y”% Cﬁh‘tﬁﬂ’ %13[99 W&'&%Q?Ffigis ﬁ@d %‘ﬂ'&s%‘ﬁ'a?ﬁ eesic © s and others
weltk@wpinghd #¢Ci t hi n, or condensation products of an
al kyl ene oxi de vvith fatty acids, for exanple

[Od@m] E%b’c@ﬁ@%'nﬁé’h@e@ﬁyﬁﬁﬁ @Eeﬂnay% p%@é}g@éb%aﬁlh@{é aﬂ\y FPzgtH&; o in the art
forg—u n¥an‘?fn c%lu; Bfl pﬂ%réng%eéxp ?‘?‘ gom osctlonsc and glfl]cglcom%oa OnSOnil]ad é:%rlcf%h orfe%rr more
agpvssgigetedast thegnayn @ﬁ@sf@& Pféye@xﬁmﬂs agelits; laPringoes cekeing mﬂts taste
mabitr@agbms, biyd @edeblthgagehtsan bréeritd @bvidlpbirmaceutically useful and palatable

preBQJa 9&‘3/1%!3 lc@rﬂ 85!%& mbr Mﬂ%hﬁ%% wﬁﬂ Eor{‘:tgﬂg ﬁ'ﬁécle&mally
et i S

ucts, o ene oxl
30‘1%8??'9 ?&'piﬁf‘%ﬁ’{“r%af‘-‘;ﬁu%’led%f %f&a“Hfé%ng 8 tabé?ﬁ?w &F?%%@P'erf‘%'i"ay be, for
exampéaTipkredipeity syop @t bajdimenrtmoattisbdum mnbmaﬁb&m@e calpiod @8Bphate,

so&ﬂiﬁptﬂ)@&ﬁ?%lc@&?@ﬁlﬂ% bQIUl%séT&Mnaﬁhhlﬁﬁ gﬁéﬁlﬁlétﬂg Bnonk%té@;Fau@ég%nts for
servall ves

exéampﬁ malze §;c%rch or alqlnlc aC|dX f’)arr;'cp nIg aHDan‘s Po¥ e)famlple starc|p1 ePa%l acaCIa hydroxypropyl

nzoa
% thr‘a‘W?ﬂyHQethéM%e OFG%O'MW@YEB?"d‘Pﬁ?r @isin %ﬁf@@t @h?’ﬁ@‘me sodnum
staang @lytdiate & dbcaibellSdeGhdIG®, 204 lubdaihiaabeénts, foRékaM@de magnesium stearate,

steg&%{doc} 13%48%5 glétg ﬁ\%? 9% &)Ql%%%ﬁ’dam[s g%%@]ﬂh@n hMdee and wettlng agents like

nsi or nul
cod P LA T it s oF o ) PR oo S pagiaces o delay
disiptepratidnand eb@armﬁﬂnen the pzetrhiptestingl firact ehd therelyiprovidg e seatained iattion over a
lon§ér pEIRRAO RéHexdMhdle, a Be HdlayandWriBueH as@lyberst HioRosteagitd dr Giéctl distearate
ma ﬁ r&é ﬁ)g The oily suspensions may contain a
I'ng agent, for exanple beeswax, hard paraffin

cet ohol 0008 Sweet eni n ent' s,  suc
ooy ESUaons B oA e OGS o g TSR P S B asuisR g e active
Ingeedéetel arenixgd v/t aleinerigsofirbdilagré fidr exampizl lagipse pagratial amicrocTystatiiee cellulose,
cala@ﬁaﬁsdnbﬂe%@.ummo@ﬁat@Bre@ahvcfe ds &t gblagh ApGlet ivAgteid the@Btive ingredients

are%rnleserq)ég Q%Ftor m%(gé: wnthaﬁ’atqup a%roq Im% Ifg' % eﬁﬁo EG%’IUt oil, liquid paraffin,

'6s 'S
Soiﬁﬁﬁwr%i’q Aer C’“%teé&%%g“ sus pension by the addition
of water provide the active ingredient in adm xture
[waﬂ hAawmowh segrensiéna garore pivsiucadiigpt eoyteintthe agtivegnetguieln ahi agixture with
&tsu@dﬁ@ R nhuARNE ofqBS0RE MRbdndiBSs. SOEH éxéipilarﬂs are suspendmg agents,
for exanp %r SSOIdIIEI c%!bo%%%&l?%gg%eg tryécggu(ijosg L‘!IS rgx?YP]l o aeoralgcéer]ulose sodium
algma@ FtOIVU%Yrr@'}i‘%’?epﬁil’@htf@acaf‘@rXaé‘k%ﬂ"ﬁi’!“ea"dﬁﬂl@@?@fﬁ figpersing or wetting
agéntsawyble Rgturacbcewliraiphosphaiges)fos exanmply leaithgDolaendehesi@droducts of an
alkLIQer%%gi wftﬂ‘f?tt %ﬁé Yd ek%‘e%fy@@&tﬁyléﬁ@\étegjaét rQ&densatlon products of

wher ei n

crp1e g Mot AU PIFhSIR s B P oS opt et o
corgignsationupradads$ ¢f ethalend axide w[tmm@@ste&getlmglfrem ifatiy atidddnd a hexitol such as

polfXyéibihent EQRBI HEHIREALS Br ddi€enddiibh MEdUcB ST ameaabx.&erw.ta partial esters
de} vlecwt%ngfa& cgdls d hemp ?an%?&r{jé ¥or Eémﬁﬁe}éa'%&? engva cgrtg{ah mono%leate

pre era pyr oge

(ﬁ ute a ueous al cohol i c sol ution, preferably
[0 %%i”&ﬁﬁq& UB BHSPERSIGNSTBR ARB SPHRIMPE ORinPR PESSRIYRIY RSy Pb‘g‘a'BB)e ethyl or n-
propﬁe hadijben@Wteobne drmoreetmml agents ol Q1moredlayaning atents, or one or more
sw&dining Bgdnts26ldh bd ARBsd s1GhdeAginpr eservatives if the

fornmulation is not nmade sterile, for exanple, nethyl

hydr oxybenzoate, as well as antioxidants, flavoring

agents, volatile oils, buff®ring agents and

surfactants, which are normally used in the

preparati on of pharmaceutical conpositions. [00089]

Adm ni stration of the conpositions of the present

i nvention can also be rectally. These can be




prepared by adm xi ng a conpound or conpounds of the
present invention with one or nore suitable non-

WO peosato#Ig exci pi ents, for exanple, cocoa butP&r/1B2005/002203
synthetic nmono- di- or triglycerides fatty acids and

[00994&% pe(r:i‘sgoens grgég {ormu ate tbg?iﬁst%ﬁn%%:gl getagﬁitve 9ng%dig atg?r l?P ome%a d3 fatty
acwaimgetqbi?erlépr@@“nie piac '~°n°"t Hie gilesesems %i'r?dcqceiliéeser ip 4 gineral oil such
as Huld@arafin dTHe vansuS Peapibitdndy eent£ies thickénimg agank fad ExampleMREMAk, hard
LLhions of the present invention can
pa%ﬁﬁfgﬁgﬁﬁihﬂe supplenented W th additional agents
for Vi SGO
0B Sufinid G 8 pSinesk s IO oo I BTt ashecgpged o provice
a ppleigo ¥p! PRPSEHt tTyesie§°faii'?si“m§@tat' aepreganed Phie addiion afanpntioxidant
sudmediasabicesis. Drops that have a high viscosity tend to
stay in the body for |onger periods and thus, increase

[00@5@ gﬁﬁgréitﬁ’epp&fderg Qﬁ‘d é?é:rtuleg @urtﬁ@%pb’r%tigy oftah' queQJs&%pensron by the

aadj{og BERe Plonhr T el b Ryt ol gting agent, a
sugpendingiaggnt andzgng ghyonre prgesinyaijyeny Puitgle digrlersifg gewetting agents and suspending
agdhied diy bxembllfitd BaRase Bt PrdntipreaRYdve NRIdAhE Btclpiéh® S6r, example
sw%@(y Xrié@&ii Jandccgtoeifél g?ﬁ?s ma§9£ I]i hyI cel I ul ose,

Xy pr ose or ot er agents know to those

[Ooéﬁiﬂ}fibiﬁéa\}e ér{gre |ept8\i71téiy alacghg: h a %y?pjﬁ% on /oa BWR% v¥herein for
exqnpirQ Sedie, Pexiresey orataiey ey %@r@e@?ﬂq itedle ogrrigipl oyed to

prevent m crobial contam nation during use. Suitable
[00088} Sditabiatnhaigtte fomwlatiahe c@miriyiqthabﬁiwmihgrmiiétt infadin@dtk@ni Thacarrier is

typE:Qll Watefj %nd ﬁiggt %fe%ﬁlggtenlg iggé?ithléte @Q@ or mti@!!que%gs ayt\gtolic solution,

SRS Bae PGt bE MReES i b duay & by DT sk oreap i sodum
chlg[cjdept@rial etditives ingusiatrreséryatives ifitiee fonriylatian isstat npdecstarite, fohexample,
meBythydrdXyBeriz6ete, O wHIRlsHAKORESHY) HalBRink a@&ntst Detatirtrthid, BuieFiffHgahts and

sur% t%r?t? rvi)ﬁ%[i aré%orntsall)ptfsgé ﬁrtl'{ 33‘#68arat éﬁl%lf ?l% %éeuti?é'f?&ndposrgona.o 1 %

preservati ves are enplo

to.1.0%Db Q009 The solubilit ft
oo MR e BB Al e gﬁﬁaglrtert&igam%v%ﬁéecgﬁh hgsepan be
prepgredibysadmixing eempaynd orgbhiaundebine preseat ipventipngith veer nore suitable non-
irrith i eRERRSIoF dx@Rple, QU bGiRkT, saiti\eamisnd BCryifcdaby Ay fds@nd

poig&hy e%g ? 5c tha?g)re solr. %I é’ (9 ?i(éﬁf e ﬁé %@gé E&giuu? éﬁ%ﬁgﬁ%@ggrature and will

the@fﬂf‘i’ Yﬂéﬂe’Rf“Pr“i?tU”bﬁnd reﬁﬁaﬁ%‘ihe Qfg%r?P%thR’h%\ﬂﬂ“Q e tepding nbtyre| ed
inthe art. Typically, such co-solvents are enpl oyed

[00890] &hd camedsitioris df the mresént Ditentiori can 2Ry bresugblemented@@D 4dditianal agents

sudP@B 8breRdrhdN] viEddBIGRERINCrS, pRBerdBitdRt sur@mhtstaRd bsHelrfRS ntahdrs.
perneability of the skin to an active agent to

[oo'oﬂﬁ (/@%%ﬁ/ |s g@mﬁa{aﬁt a"ftﬁb }?'Hf Fnlan} rﬂé%rcgﬁolrig [ﬂ'gtfsgth% ﬁ§/etamgﬂ Vggbsrty tend to

tissues and stream
staq-ﬁidi? bop%foﬁﬂ@e%%qfla%wtis @Fre?qe@biﬂr@grémihq em)léﬁf)m@hindsé)y the target
tisgpen@ incebseghe retehtion tme. Pl vib@siyehdibriihg agentsindOX-f@ example, polyvinyl
alcbid) bQNr@lrpyﬂéiiQOrteTiﬁé’t %&Fﬁﬁﬂe Qirydr@@'tpﬂﬂﬂ MefylcdIRBES ﬁi}droxyethyl cellulose,

car%o nit%grﬁyfl tcellﬁlose drox Wﬁxeﬁ 'iPse or ot er aé)en S %cgv? ! Iti}%%e SHIF’% reta‘?t Such
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as di met hyl sul foxi de (DVMSO), di nethyl for mam de,

nmet hyl dodecyl sul f oxi de, 28 nethyl acetam de; esters,

such as isopropyl nyristate/ palmtate, ethyl acetate,

butyl acetate, methyl proprionate, and capric/caprylic
triglycerides; ketones; am des, such as acetam des;

ol eates, such as triolein; various surfactants, such

as sodiumlauryl sulfate; various al kanoi c aci ds,

such as caprylic acid; |actam conpounds, such as

azone,



al kanol s, such as ol eyl alcohol; dialkylam no
acetates, and adm xtures thereof. [00096]

wehasmemetit i cal |y acceptabl e exci pi ents and car€T/@82905/002203
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Tytlesy gehhegérminestate @iiphyandt a legelvwefraned. 00 s to 1.0 by aeight.
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cO I atlon
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to & ééx-fz Qr{htbnorgpcplf\‘:l%4 re[cQJQcQ gﬁLgoﬂQﬁopﬁrﬁP& oém‘ont he present

conposition t I'S reqU|re to achieve the desired

ool St o @nEianert e plen B2 i BERTon B BB oSh
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her ap eut |
SU?P@ﬁdﬁC’?fP%m&fﬁﬁt%“élﬂ?“ﬁwvﬁﬂtyhacﬁtﬁ@ ‘H‘&g%@@? methy Pfé’afPéa*e aaBBsaé’“C’CaPW“C
triglycedesrkeitnesroudesl sgerse pedtdnyddsroleatast suchuadriciesn; necessiHadants, such as
so@¥®laurd snnea&é osi.o@‘auk%ﬁ&@ms éoa%scaprp@ aa@\r&w coRBAINBS s@h as azone;

ase con itio n controll ed
alk%r}o%efucblnasn %{?yl ?Jco%ﬁaczlglk moz'zaet ?61858 @iedirg; F
PCT/ | B2005/ 002203 under goi n(g treatment with t

WRHpBumasulsRivESTRRGRIP FYIRiFE s AP EaisEacHidees # “t?afﬂ“ e%’é‘g and the like.
The ghove crbiyerations ¢ooceartngteffecticiebomuiziions atdaimifidtireitaniprogerziess agfwell

kndWHaH B Y¥rt afeliid d3bPESInRAYFbdbdeks. SUCh data permits
nodi fication of the treatnent reginen during therapy
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el ieSe A GG R Y1 VEBIAY RSO et B PEo Bioan, s, dit
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phgrr%géon@r&é@%tde@u&@ bedyk Be gén.twaf.aaa; AR dodind¥BHnky &c&rémogy profiles of

et PR TS i BB B Rl R M PO e

coprivhis edinipiied As Pachoh By eombipgfionf Eiwe. deydopdop ersinap@piialy employed
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ut i ons,acco
whpLTEcshehoal. SomposLLion acrardigo ! G EET BB T use forwhi
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of the condition being treated and on the nature of
the particular conpound wid ch is being used. |n nost
cases, the route of administration will be oral.
[ 000100] In another enbodi ment, the present invention
provides a kit conprising a container wherein is
| ocated the conposition of the present invention.
[ 000101] Dosing for oral adm nistration nay be with a
reginmen calling for single daily dose, or for a



singl e dose every other day, or for multiple, spaced
doses throughout the day. For oral adm nistration,

w0 b@sphmnsraceut i cal conposition may be in the POF/IB2065002203
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thedhp 60 théi dhek Idveaseanount[oDI0B1 B:23ptof beagrointzns iheiCOXS? sefectivia @hibitor which

exl‘ﬁHltg §§l@l*actbr9 ¥Rie s GAAMAIsER A 3RS IhREAdn RRERF&dIoMly so long as
ect aIIy topically, buccally or
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conventional nontoxic pharnmaceutically acceptabl e
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and syrups. \Wen adm ni stered, the pharmaceuti cal
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is I&cﬁ@@ﬂe@)r\%ﬁ&rtlor[ qujp%lant fX&kiolel i very of the

nbi nati ons of the present i nvention can i ncI ude
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T A R R L O
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ar a
lraang s as e e BB b e GO By dosad forn. For
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inveitibe Gt MEbnBdY dMBA RS0 Bfend Mg bR OUES whitithE 8AMSEUY @élecuRlis delivered

intradermal injection or by infusion. Such

preparati ons can convenientdy be prepared by adm xi ng

the conpound with water and rendering the resulting

solution sterile and isotonic with the bl ood.

I nj ectabl e conpositions according to the invention

will generally contain fromO0.1 to 10%ww of a

compound di scl osed herein. [000105] Admi nistration nay

al so be by transvagi nal delivery through the use of an

i ntravagi nal



devi ce. Transvagi nal delivery may be desirable for
many certain subjects because 10 to 30 tinmes nore
woe@ameat agent can be delivered transvagi nal PET/ER0€CE02203
be delivered orally due to the absorption fromthe
to %%g e o?éctIMndbanf ﬁgtloﬁ)ép tﬁe os?g;:et}%matllﬁt?sr Qntténg rgoa ecﬁ an{i Lélgtenc co;%na
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Tr ansder nal adm ni stratl on i s "al so possi bl e.
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di sorders, angi ogenesi s-rel ated di sorders,

i mmunol ogi cal disorders, allergic disorders,
nutritional disorders, infectious diseases and

di sorders, endocrine disorders, netabolic disorders,
neur ol ogi cal and neur odegenerative di sorders,

psychi atric disorders, hepatic and



biliary disorders, nuscul oskel etal disorders,
genitourinary disorders, gynecol ogi c and obstetric

wal@endwas, injury and trauma di sorders, surgPCHIB2005/002203
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fam lial polyps, coI on pol yps, , adenosar cong,
[oogifzh oskﬂ@g‘ﬁb%”ébw‘ﬁ‘ﬁ'i‘t% |tW?d?Fﬂ“°d%1ﬂ}déH’6%¥?’lsc95‘lhe Brapt 'ﬁ\tﬂ'?ﬁf’“ encompass
theAnl'eDSathHa brat tedtreytropthe nepplasia dikordassiected figh the ngt:p conbistimg bicral

ohmleub,ﬂbmagéc@msike%s@g %@%@ar&}ml adeﬁdd cyEs"ﬁE ErEHUNBy, adBhdrs,

S B Tl S P LR R e othuamos
car@a?ﬁ]q p@{p@pc:@'{ﬂatqama Aé%ﬁ; telatpdivinphonesg preal eROARA, astrocytic tumors, bartholin
0laf AERITONR A6 B8, carcih A& IbAUSE calodf) bladder EHAES Wikdin &3HR bIRMK, brain tumors,

brela%t%glgzgﬂﬁbnéﬁ%rg%m %ércn of]“aéﬁ%rcm%m?,l c%%}u% %grg’hmmrcmosarcoma

osarcomd, chori o ﬁg carci
caermayy C%P'|newatﬁévﬁ%ﬁmp@°manceﬁa rocyjppmg; 9'?0'6'3%'?6@1"'"0”‘3
chandbsarcoma rrb@iod plexyls papiomalkardaomeetlear celitcamiponis skin capkdr, brain cancer,

colbty éH%EBP @Iore%%n‘%@? Btﬂm&ouseln@ﬁ’ gﬁlbmﬂla @F@g{eﬁ?%ﬁa '@F&osdgrrmal sinus tumor,
onetril a

en SR b ARERB ol P e oRAHg =ogrpogigoma. shendyma,
2006/ 011048 PCT/ 1 B2005/ 002203 epi thel oi d, esophagea
cancer, Ew ng's sarconmm, eXtragonadal germcell tunor,
fibrolanellar, focal nodular hyperplasia, gallbladder
cancer, gastrinoma, germcell tunors, gestationa
trophobl astic tunor, glioblastoma, gliom,
gl ucagonoma, henmangi bl ast omas, hemangi oendot hel i ong,
hemangi omas, hepatic



adenoma, hepatic adenomat osi s, hepatocel |l ul ar

carci noma, Hodgkin's |ynphoma, hypopharyngeal cancer,
whypenhwhani ¢ and vi sual pathway glioma, i nsul PEDIER2005/002203

i ntaepithelial neoplasia, |nterep|theI|aI squanous

epl%gamd esgﬁlgl%eaaf?anc‘:er me%%gr%r{f‘ e%go‘% ?{8 rmlcQIYtel%orvr%rolamelﬂar focal

nowr Pyp@@}&él? rg@l,lﬁgpddq(ﬁwgrl, g@tﬂgg’p% g@f@ celktf.uaplré,)pe&tatwe@ ,trophoblastlc tumor,
glidoastyging @adma; giteagsnomb GedBniitatosasrhemangltndghelvak) gA@angiomas, hepatic
adé@h@%%@ adén@ngt@JQ ﬁep@ﬁ&@&l%an@lnﬁé qil%&gﬁ(ln S I)}n‘%hé}ﬂg h%oﬁl#aryngeal

cati e e Ay alor oo A SR P eI, sl
squasdud ¢ed hecpissiaiiraoquiatinelarpepi ineelvd wom@lan@rmama large cell carcinoma,
islgiBdNicgiRéha, K%&l‘é%brc&ﬁﬁ k|dﬁ‘e@rc§rlc6l0ﬁﬁ}'ngéz§&%ﬁ<§eh Qalldn%sarcoma, lentigo maligna

memﬁ{)rﬁasst I?ﬁke%laqggtgé gl sq’?o%rshggua%g ?fg‘ %%é/q‘;?rl\cgr ﬁ\%F gang r[an‘g cancer, lymphoma,

maﬁgjnﬁ@f@rea@gehalﬁwrso W%F%Mm@n% Watlulekﬁ%stoma medulloeplthehoma melanoma,
meniigdal prediblickledagiinome, nilisstodlidiemstastatia sartinaeey mtigoegidaimoid carcinoma,

muﬁé{%%@&ﬁé/ple%nﬁ%ﬁll eBRasH, my E@é%?@é%ﬂgﬁ% yspBEtfeSindrome,
el i al adenocar ci nonma noFu ar

e
e TR A RS L e R
newphlagtpthe netioghithelial aderogircicerrrowdylargretapbiag. pergeetokicalymeioma, oat cell
carGifért) SIbEdABglial) 8B RRE, b PPN EHP finté Casteo ¥ b AAnGEHHE Pdlypeptide,

ova%éﬁgénwacggﬁa rﬁl c!ell {uhllgpﬁanc@%%gr?c% F&plll%@lrggrgﬂs ad@ﬁo%%ljml'u?rﬁé/ pineal cell,

er ous enocar ci nonm,
p'“ﬂ?%{é"r’i’ﬁ’&%y?'@%ﬁcytﬁg% aifagﬁﬁfem Pulﬁamq%ql@gwabqa%wmpacancer penile cancer,
pheganrahdnyiomi (pirealraoe supraeatoridl @rimitivece trpectqabreatthmaspiyitaynenor, plasma

celmeeﬁéslm @@&o;ﬁ%ﬂfné‘& 8RLGH, @Jos@{elcmcbﬂ ;é@tartewep%ta&dﬂmoma

DTGk o= BB e BB ol by smel msine
canegii easitissue gprainoness| somelgptetinrepreting tumet, ispHsBIovsIAEIREMa, squamous cell

cartiReHie] ey RSdielA) SaperfRl GeHBing MEIBKE, QPFAEhIOANBrimiBERklroectodermal
tun?b% lhe/no n'gASCQ’O %)ﬁeﬁnﬁ%ltléd éamngr%g 'upe(?hra! %Qrﬂgreﬁtennéggnjcorﬁal ﬁ\ﬁelé{lemelanoma

sonat ostati n- secr q
Ver&’&?‘tsl cﬂrﬁﬁ%{“a  RANShBaE" d’QP'Pa Vg E‘T‘r\%{%‘ﬂa'dgﬁﬁ%%'Bi“iﬁ‘@'qb%ﬂ"em'a well
diffgnapi@tet icortiadmas prdddith’'stigmere| anoma, supratentori a
primtive neuroectodermal tunors, thyroid cancer,
fooontd) f f @ragditdr aibaitheRiLthe icoHigtBitiond lofthdfradenti@BtRdN arellis€llifd Ehe

tregtﬁ[-,rﬁ %ﬂﬁe s#% %ﬁ]& symf)!oﬁg girgancer tYeeaErﬁéﬁg\zi%ﬁe {)Ig itﬂg%‘:@ent XMogﬁ]clns are

cancer, omm,” vul var cancer
usqfil F g %WP’F AkshpraotnafRRY OF ragiafigndpdined “é?’?d‘ac ar c i noma, and
WIlms tunor. [000113] In another enbodi nent, the
(0084t o sintstillather efbodimentp.rtikesagetinods ANdI9mpesitionsr  the oessertt infegkion
endoiBasstiegdvemioh amf trebiiRntof B8 SorABKvSHAEIR MBI ToinOdisdbdRCRIected from the

gro‘ﬁé @cﬁggﬁ?tof artFﬁrs y mldea k«ﬂ s‘BBrﬁ@%Q{hﬁé}aﬂ{ﬂ%"&oug’ aﬂm'ﬁs %rr?oar

reatnen
sPng RIS rFRPAIdYEE §Y IR SaniRe h‘PGiﬁﬁfﬁi'ﬂa]syﬁt‘ﬁ“'%'ﬁPl{slery&eﬁ‘é‘i"sus juvenile
artigitit) octesrgthiitis, tertdhigtisrapt! bwsls. and conpositi ons of the
present invention enconpass the prevention and
[00b{ BAt NRBthe dmboliferts) ROt HoW SarldicoRptRitIGHIGf the praéentihieRticA@hSompass

the?pﬁévgrﬁ&)ﬁ gﬂd dlre ﬁtr&?tthe %r&&@sc%gxpﬁéo%ek Ie&% \‘%n* t'ﬂé %%{Jﬁ consisting of

myBgAdR PEemR, PpRAsaFon gweﬁainnagqaﬁ@tsw@mawﬁp}?w ReHRAsion

hymiraienia vesculeraiieaes vagrukdysipbias, atherasglesbstsihauding parsiac transplant
ath@lroyctlé?@sﬂa%%%%lal lﬂlféﬂftﬁﬂ i elm%ollsﬁ'lr &t?&ké EHrocmb09§t|rﬁ>fa§iﬁé Wnb&s'tﬁromboss angina

mclgﬁ%la}shélﬁta%gmat cﬁ)éon%lp 8%%"{%%]8@%08]1‘]65015%%0%%3 B}yoclaﬁié@l infarction, cardiac

present invention enconpass the prevention and
treatnment of the cardi ovas#ul ar di sorders sel ected
fromthe group consisting of nyocardial ischem a,
hypert ensi on, hypotension, heart arrhythm as,

pul nonary hypertension, hypokal em a, vascul ar

di seases, vascul ar rejection, atherosclerosis

i ncludi ng cardi ac transplant atherosclerosis,
nmyocardi al infarction, enbolism stroke, thronbosis,
|nclud|ng venous thronb03|s angina |nclud|ng

I o o o o - T Y L



28 WD 2006/ 011048 PCT/ 1 B2005/ 002203 renvodel i ng,

cardiac fibrosis, nyocardial necrosis, aneurysm
wa@edoeoL®hs f i brosi s, enbolism vascul ar pl aque PCT/IB2005/002203

i nfl ammati on, vascul ar plaque rupture
ARG AGED B GRS GV PRST | (P SRl sl plcue
inflarpipgting ypssulef pquhgruptiureetyacte%npg(@pj 1n§ar§ryaﬁ|grp #ifeviral induced inflammation,
eddMEOSAIEY, LIS accuMUIbiDh D6t GRiliger, BttRes 9aabes, a8bSydits,

art&i@%c?érgs'iscﬁfuer&?leggﬁy ‘&chgf’ét.c}ﬁ%&%ﬁ* g@\yas&ﬂr Qélérficgﬂ\gn 'aQJ\/aﬁ/Qrdﬁglcrﬁcatron)

var ca I catlon coron I Ssease eart

corpgry fieRy diseasigeat [ HegPTive %ﬁaﬂrﬂ"@e Sgﬂ%ﬁ{rw‘a’r"ﬁn?{ Yeriiglar
hydegfophw angtne, diabktmepttgnatay tkidopifgilureasygidamagedinigtz@e iheadaches, aplastic

ané?rﬁzp Q&@rﬁ@&eﬁ%ge l@|agéli%¥arﬁr§é thihithy, B8 n@ﬁm@é}@y réﬁagﬁjéw ri&wal arterropathy

per@ﬁeral vg%cu%désregi%cogmﬁ dg‘%}unnlhoguetrfo? C aﬁg?e eirrrrg %ﬁ?mrp%rorﬂl ?vocrated with
surgigh glocesibtea pych Igm'qq(}ular gr@@pg |pﬂ@r@|comgz§b@neafby@ﬁs§ érggqu revascularization
procéyres incM@ingrGioplasty, bteit plasdnienl endaheedtmgier oth@nifvasive procedures

“W&mgdgwggg é%@aﬁ?%@ﬁ%@ged Wi th surgical procedures such

as vascular gra g i ncl udi ng coronary artery bypass

[00§‘i’l 1 GFer r% g [ eeYn g% @ﬁ'ﬁ [ Ir]%gr%%hﬁ%s %nra cgrﬁ%as‘?(%ngs tbe Bre en m%ntbop I,encompass
therprnyerﬁlpw eldrireetﬁeemf e mefe?nheﬂlwf#?gs wiecled fregthe O@Pn@naﬁng of obesity,
oveRddidht, Ik | &%.type D86, hypbth@bibiem, efaﬂbﬁﬁﬁﬁm‘l’tﬁéﬁn t he

met hods and conpositions of the present invention

(008179 n'plﬂ%ﬁrer Jntb%drﬂﬁrﬁé’ %trne%dsaﬂg cBrﬁ&ﬁﬁr&%%th@EreQe‘ﬂﬁnventron encompass

the é)fevgrgrgg ?r}cvreatmgn/t é’ﬁ/\% reérHrta%rth éiers sgﬁ(aed?g?& thq ﬁo% cgrbSés?réqsol? gsthma
brohghifigt dhipnigoeRtryetive putraonay gispash Y¢ @7 ayptc fibroein mlllmPnanhedemn@rﬂmonary
emBHIiBa HnBRAdnG, pdlidalyBhbsisss, &I’Iiébs&ﬁmﬂﬁlﬁrbr@l iBrBSs, Ebfspifagﬂ/ failure, acute
ﬂllgﬁaSS the prevent ion an

m#ﬁﬁ§fa&m%y%§&'hggpgsg|ratory di sorders sel ected from

rou co si.stin br.onc
oo 7L B EPoEHRET Roha Ty Wt S cpeasbly Ay peterf s sacompase
theprdvandinm and t@gteqeat of fhey pmm@is—rmrqogms sgp@eﬁ-f@m te group consisting of
angidfibizhe HelvaSeulze B Scomb, SrterblvdroGOBAIBmMafdHs EMARIsYosfel-REMRE §yBidrome,

ather%?égércgtgélggl}/ea p@!)r|a %orn@a‘f Hr%%aeﬁ%%?ér[zgﬁoﬂ{%e%n§ aﬁ%gﬁna delayed wound
heqiiNg reyeieriad §’°9!ﬁ%ﬁsc%ﬂ>ﬁﬁfs’?ttfﬁ°%'§’ erqdp@apyrasigtionsi ﬁ%tﬁr?ran
heremcompﬂsashontahl&npplehpecmm eascaarchdbasiepd, hpmetiropific $chre, age-related macular

de RAEHLRAERRALS 2B @SBk, HROHRES ADBI BRPIRA oS, eré B igERKP
consi sting of angi of i br oma, neovascul ar g aucona,

[ooﬁr ’Itgg ri rﬁ%‘éﬁ@Péﬁfoﬁ%erté’ EMelth%stanld %Er]nwsftér{s%f th(g,P g oSt M\@lﬂﬁorn en?ompass

thegeAPION i\ iSRG 19 HEPOHS RRPORFERN Boyioar tes R Fora P Apiiiconsisting
of wwelunfettiorsetecier) infeckrhs, phi@ribfadtiods, piroghklas infstions) ingtubhét@ial infections,

rrcl{e%rél ﬂ%ﬁgng 36h|a|§§dla$ fn@gt%ﬁmara&fc%ﬂé&réﬂs'aﬁ@@ngérmebtgng unors,
hemangi one, trachoma, hemophilic joints, vascul ar

[OOQ%ESI I‘%@@Efumpe% 5.918!&3 ‘l"hesfr?e% ﬁs %{%g:gm%ogltrawts%gthE@%yén?‘inventron

e”‘ﬂ%%’lﬁ?ﬁ"ﬁ@@f’ ?’Eﬂ’f%eat"ﬁf‘td’éwg '"&‘i@”ﬁ H'F%‘P?ﬁ ang grﬁorderf sRiRgted @Tm the
group capibilsiing oBrEpatitls, MBNEAES) tshall st dhizklsh p@mc&ommﬂp@m bacterid infifienza, viral

inflbdhSa, RVaRS SR he'rd'ég eg@ﬁr!a%rp%@ qr@r'ﬁ@@s%ﬁple%ulff@ctrmse égﬂats LGer, eb@\‘?lne spongiform

en?ghai‘o&ggﬂ seq?rsewe ﬁtéepgquc%bs i Sﬁrg Set?;%rélocoa?us\nfercg ns, an rax severe
acquingdresnirainy syrseeatedPARS). materie.ifiicam sleeping isigknessn yadiew fegrischiamydia,
botGIRM &HNE hestwor, Rickyl ridubtain RYEHEDRGIr OYrheddisebsl, EfbletD Bphilis, gonorrhea,
rickettsial infections, chlanydial infections,
parasitic infections and fzemgal infections. [000120]
In still further enbodi nents, the nethods and
conpositions of the present invention enconpass the
prevention and treatnent of the infectious diseases
and di sorders selected fromthe group consisting of
hepatitis, HV (AIDS), snmall pox, chicken pox, conmmobn
cold, bacterial influenza, vira



i nfluenza, warts, oral herpes, genital herpes, herpes
sinpl ex infections, herpes zoster, bovine spongiform
wep@ephwhopat hy, septicem a, streptococcus i nfRPCI/IE265/002203
staphylococcus infections, anthrax, severe acquired
i rator ndro e
enc§P ?fe%r?um%a ¥ tlév% &eas? Hf%}%'ﬂ@fdfa ies, %Brg&uﬁfever o% ﬁ%fes gnumps
rubplizaYVesidiferyirus. oeskipdiiitp gﬁﬁrgqntﬁrlgsptybqr@ﬁpﬂsé\?e?tltls [Achecaidt Sueis e,
chol era, syphilis, gonorrhea, 29 WO 2006/ 011048
[00PCT] | BRHaQH/s6M RdéhBon @svqpephiad 4 therspy qomerismgrai GDX-2 inhibitor in combination

wu? Qﬂlﬂﬁn Fet:% drtahégon%te@ﬁi&h én%nﬁﬁgéeg fie ’treatﬁQHt & rg@%H @f such
ever, neas| es,

”e‘{i?qea@eraf‘r‘@.ﬂ'sr?ﬁ’ﬂﬁyg‘pt"@agsc f‘%gﬁf“é% ‘{el“§”t‘at ad‘!i%sﬂac B\e%ﬁy 5953 depression,

aprdp aviidty, serseuaidly gerederseagnpeiy @nd @Bl n a4 Bieqh s@isdnstirom such

sythglop@Nt i on al so provides a therapy conprising a COX-2
inhibitor in conbination wth an LTB4 receptor

[00@{52?901&9 lﬁgd hé?glll % &S W%@r%réﬂb@d@o‘?&@ﬁ%ﬁﬁed%@ qavmg any

reventi on sSuc neur od eg ﬁra L ve (f';_g
a0l Tl Gh e Q6 oGPV AR & ORI 2! S SruE FROTRgSy o nerves,or
an hgesrslated eqndigsif ong or mREITERESR, Asanesd @[e}n thpéq'rrg Oregitof ernerve includes any
corﬁlfbo‘ﬁéﬂt dﬁitrﬁctur@ﬂiﬂﬁ’cﬁdwﬁ‘un ABPthE 8dntril GidUsis@iRsin dripedbhrdlieRBis system,

lnc‘:él n%%utlngltqlmtgcf tE)n nsélljlr%rl?s br%% n%'ﬂg gﬁlhal LC?Q Qs]sag ]glldo‘g’e C,y %g%cgtes dendrites,

cheljesrginEepniess. ﬁ%rewﬂgc rawytorsm% FaReRtee: 96@‘10"'6%6 GrHTpiseeptors, glutamate
recBiE6re, @Bdorghirpenéphalunr( (opiicdd) kecemarsliSchvaann odlls,argnst dlig@iedradat@as, microglia,

epén%yrﬁé) Wélﬁ]%ﬁé%th@fanegﬁ)ycﬁ%r né?.u?ologﬁgl tl?&%@ wfti% QE&S&&%@U tion
one or rmre nerves. As used herein, the term

[ooof"fazc t Lhreger nnee(r]r\c/)gegfanernla%véJ g’?o?de?’ra{slo m%l gret[) a%g?mﬁllgélons that arise from
hay¥gsueyA @5ordse riichremale: PrRaY gyeric w@f’%qwefati‘/ﬁ e'%f@ﬂfﬁﬁe offgi)associated
with edmpli¢atidris egthct &, foneamplacpomplications daussIbe ;mrﬁqbihtyahuscle cehtractures,

reoﬁte%sfifé% parfbhRhtunsd ||ni§ctloﬁ'ss LRSI ES sore B dr fifish may eventually arise from

ol I ner renper ece

I A

compicatiptsgnciiide bortiy. pbgressemleeltmm wandetdngi addincaopsseiiyengpss  Psychiatric

cormSiBABR IndRRE LSpres8is® RAxistR bargilaBaiae ydeRSionsNar@alliciations.
ependyma, nyelin sheaths, and any ot her neurol ogi ca

[00*0‘12%? u eNéMrJo}ébJ?)eétw%LéQbr%% m%y Q%g )ﬁl a sLJQQQ Jng §lve;lah@eténﬁﬁ)£ﬁs including

neur odegenerati ve | SOor P X
chraRRfHPPiRUE PBYFS: \PFiYEr disese a‘f“\r WFqLﬁﬁ\?P??Qm%’E R4S Byegiqus agents,
casalive egeatspbrein cargery mertial onihysiqabitautmd dxpimicausie iapegatptss r thermethods and
corﬁﬁﬁltl&fstoﬁtﬂe %%ﬁﬁlh@hﬁ!ﬂ aréﬂht&ﬁhe@ﬁﬂ@btla@ﬁjé@ E\&fenrﬁgliw’éh adBurode<@Enerative

dlsor)éerng aftless ofrggw th%adt or% Slrﬁggrusseed by i mmobi | | ty muscl e
cont r ures, € Span, opport uni stic

|nfect|ons and ressure sor es,
1000333t uRIons erahadErens the Wﬁthﬂdmﬁ@o"aoaﬁ%aﬂﬁt@ LEAT pgompass the

prenentipoaiedreateestol thenalislegederrtive Bietraars saegted from the group consisting of
coﬂ&“ﬁ%ﬁ%%ﬁ&&l'd\éﬁer% SRR rAlzh@iﬁﬁF’H dl§é§§é %ﬁulérﬁ%é}ﬂﬁ multi-infarct

Ll [.es a at i er n
demen% reesreé’le o%g%réusasac gr]rcd rg%rc‘tilr s%n eder%l’\@l ascaa’{liop%ﬁ%n?al gel.vTurea epilepsy,

a“ﬁ@‘-}t?r E@QYW'C HAKS @Fyy'keff’a\‘f&nﬁi"ﬁf’aﬁ'élﬂ@ﬁ |T6¥r§a°haél'qn@n'a:ﬁ'§k Gaucher's
disadbds, Inalidre eyndeinie Hrabbe’s ABELEE Aduk dlgstropitiexy aaratd shuek, reperfusion injury,
mtﬂlbé Qéuéjr&sﬁé Afmiyas&fc?a§§ dérmenﬁa %é@brﬂ&&cnt}/ 'h@aost%\ﬂﬁlﬁ aaldult respiratory disease

term nants 1N

oni sta

W) i o] iy et o 1Bl B dsease chemie,
palgy, seprdnaglear paisyecrticohasal degenerstion, raultizinfatct demeniipe@rewizfeltiraka disease,
norRN§&sure ARIMcBphalE, deityifi KedbiachésaMigRine B Riathek IFAKITBorA ikease, memory

genetics. The nethods and conpositions of the present

invention are intended to soreat a subject suffering

from a neurodegenerative disorder regardl ess of how

the disorder first arose. [000125] In one enbodi nent,

t he nmet hods and conpositions of the present invention

enconpass the prevention and treatnent of the

neur odegenerati ve di sorders selected fromthe group

consi sting of



cortical dementias, general denentia, old-age,

Al zhei ner' s di sease, vascul ar denentia, multi-infarct
waleove/01i0a8 pre-senil e denentia, al coholic denePCT/882005/002203

senil e denentias, stroke, comm, seizures, epilepsy,

Ios%%nelg/iBl ¥;ﬁ1 CU e%s%%%rccﬁﬁrobfhé)sg r]%os{f %Eh?%lﬁltgr@g% dﬁpressmn anxiety,
anxitys é%ﬁ@@sphowﬁ' sr@m'@mswen*@'ﬁ@ath'%r AWWestap sdihgieadeshemia, obsessive-
corhguske digsrtidr @mhb@:aelatéorcwdma:tsj dhreshaaisd disceqeey, b4yshoems, relijoetdyerine

SyS[EQ'IH 5 éoRJe% tﬁ% %gucﬂatl%n dlégr d@%%r%gétl% ﬁe%d&ﬁg@ Qéxhé} ’dys[ﬂﬁxgtfog Nooth- -germ

traumma, i rator
mO(P)i\?@%‘js's déFB{S*Fré LSRN SVEGJ P8S i2HS ?}g"tl?af’ﬁfi' KQ'&‘H"%S BYRSEGY
disbri@sisbtredipoies, sat@hpnbias yrinBiydlcodingtics aaspepasinsgtokeriating disorders
sudh@b Sdesitys Me@(@%ﬁé BAEMIB Fhaht desi&sioh HRRSAord RIS s RictidMalcoholism

ané'ru moﬁfﬁ? ag]df c on In ad%Hon %he néur?%’epeneragl\é? lsord“grslfhap:rr]lay bc?etreﬁted with the

cornﬁog'iﬂ%s ﬁ@,d 'ﬁ@MﬁéPﬁé@bed Parne'm ipelugp @ §Utﬁﬁ°§"€é‘§%°th°rﬁé'ﬁ%’i%/ma' ot wighes to
imp2&/8 tip dhlck ftBcdgiiVel aBiRH26 L EHE2 2@ dhoryl retergion mnmdugﬁtwocesses
anyot rophy, ALS, nuscul ar dystrophies, epilepsy,

[ooacéa z oln Ia{h@mnﬂ)odlﬁh@rm @R eRads ﬁmbrﬁ;so\é.t.ons%ﬂme s.{eyent .mm.oa RFhcompass

the&eg?rglgn éqd%rgﬁtg\%\t oPt% er@gtglgc\;)call 9 gog}ers sle%f:ts , ro dn? S%?ra eo con5|st|ng of acne,
PSQHANS: €¢2pMp.LERS, agisel] 'L% peion 92k %‘ﬂld@fg‘@ﬂtlsel ated di sorders,

psychosi s, neuroendocrine system disorders,
[0opta?} noln etyad eartbodimerds, §@mabtiods and asropositiotsioltbe blewjamree@n encompass

theén?é@éﬁil)n Sjrwstrfehlt%ﬁﬂo@tﬂe er@éH mSchf‘er"@ele&QJ raepes <§Jn5|st|ng of pain and
ers

BRI Rbi e [ iRuiopy pog Pl B RE kil
di sorders, social phobias, urinary incontinence,
[000%8b s p'aﬁ'i‘ﬁr sbedjrants, é‘ﬁtmﬁqﬁdﬁ’@ GPBRSsEons of e, prS?“UB@'i"’P)‘P“mmpass
theaveverdiam andaastmioot| of erpastrointestina ddﬁperemc@u fro ithe@taap consisting of

mflgjmﬁé)c!s Bbwol dﬂak’&] irf Skl We%@ndn‘%& eRahi &@as@@gstrﬁlg[?rlﬁiaﬂg bowel

oyt cxteoit, ey bl B ST e saue g v
gagiivcyariaes. visers: and seatbwad herein, include a subject who is

ot herwi se normal, but wi shes to inprove upon certain
[0o0ta9Ni t inviherdmbbditnerds thesuetiodamd Renmisiionsef e presant iavedtion encompass
thet;#@ls’rglm ar@rtﬁg%ﬁt%?the bR sél&téatftlaﬁlrtheedm(éb%%m&f otlchp8in,

mflgrﬂlg{z}% (,%ogrﬂeei, Htaln‘grfg\(?é r?? q%ier?gﬁﬁafempgegtsrs?gﬁonkp I\/A?%eé'e s disease, vestibular
neld@rtr?a!teomgqr easmal pesiiprRbyestige dietnes zastef ptisus, Rh'ésag IHQEFQ syndrome, viral
ne@6Ht| gahdiiogtis)fentQIBR herpBs RbYriABItS ,pureréatwmuhwmu enfiéhinfphstic

Iab@r%’ﬁtxa Q}%hlif?ﬁ fg@ﬁ %GQ% ﬂg%gyﬁéahﬁgﬁws[ pQQS‘B%c%Z l d fjr%{lﬁa% ototoxicity,

ac%’?@é’é\‘ff’m?sm@%?ﬂt‘? BRdia mwgwrlngﬁlﬁ@ulﬁy%wgwglpﬁ Qlitig mgdia, ofitis media with
effdstoe cecare nitis ofedit Fvecrstony glits aledid] Sousigitis medd, @cttedadteidiis ¢hhmic ofitis

medih QR &xRAB! o‘i&s'cl@ﬂs@fs lﬁﬁio[ﬂs @M ehrciso! hdsh Qelfcﬁlcln@xW!a '?\gnchromaff in
i on

B %'O%aw%ﬂfg Ry ERElRARRS bt ot
Permé@rhiat&sa%ﬁaczemﬁtp'é§¢rtnﬁt5ﬁsn%ﬂ9naﬂwema@%%m?ubpwwwhematoma
cer@BOhasaiEBactdd @ rupies, \settce B c@dflostdomad, R&ids, ethigia t@nitus, vertigo, tympanic

me%@l%ké W‘emoﬁ St%d}gﬂiﬁg ?x‘lférgt{cgg ro?orrﬁgé g&{t qgastor o‘?cf;n Jengsltg rc%H@ctive and

I sease, Irrit
SG’BBWEPHW?RTE&%% ep'@‘r@ﬁhs%ssd'?é@b%’s HHRROOPiP, sptgur] gmRyerah Pific
hydvanaghalus S3andy' soayeqrorak, avliotrgayringitshesrunmatimgacted,dffsgandxirng| otitis, foreign
bodidSCRIAshs\bBtufeRs, iotid feoplS@S bbinfco§is ARMAL) Séthe BaRdtilidfedid) At dustachian
ul cers, gastric varices, ulcers, and heartburn.
[000129] I n other enbodinents, the met hods and
conpositions of the presenst invention enconpass the
prevention and treatnent of the otic disorders
sel ected fromthe group consisting of otic pain,
i nflammation, otorrhea, otalgia, fever, otic bleeding,
Lernoyez's syndrone, Meniere's disease, vestibul ar
neuronitis, benign paroxysmal positional vertigo,
her pes zoster oticus, Ransay Hunt's syndrone, vira

SWi



neuronitis, ganglionitis, genicul ate herpes,

| abyrinthitis, purulent labyrinthitis, viral
wepaeoloyrphatic |abyrinthitis, perilynph fistuP@s[B2005/002203

noi se-induced hearing |oss, presbycusis, drug-induced

tube ﬁ?sérg%ﬁlorb @8¥'ﬁ%ﬁuW§Wt ﬁ)Oéstcsurgl :TH Ptg@? ol??%%a?or?a cond%& Yet ang sensorineural

he@f@@l loas. ertural plscess dpiaralfinup thrasfopsis ﬁwurab%lm@nacﬁnﬂtot'ti@ hydrocephalus.
medi a, secretory otitis nmedia, serous otitis nedia,

[0catis] e nmskenthotimsnts, tHerntathiods @tdicomsositioreaf the presdnt ingention encompass

the%v@mm ar@ttegmeﬁtro@fﬁe §phtr$amru@amrs%@ieaed:fafnptha&a@p coRASiAY of

retlegpél%ea Uyl {5%%%? a]ogogwg) :ﬁ %ca[ﬂ "}j{%to%ﬁﬁ%? @ssgeg F%%ngtivms age-related
magyiandagrineratpnidizhelic setineprthisrdatabhed r4ting, glaucopmeiteliesmdpdciprgdystrophy type
2, Mﬁtroﬁ@&ﬁﬁ&blﬂirﬁd SHaremb | chhjsnctiviti] do@Ba fectonl RIcAA bystrophy, iridocorneal

en@owehél ?yegr%MQ Q&Tnlug '&8@&’; 6nﬂl‘, IJEIEE’%%BM m égﬁgﬂg@@istor?pgé ocular

CEer unen, aceous st's
he@FsaPtﬁiy%l“m't”i‘yﬁﬁ'F’thM%ero% P4 gBEraceynpani ¢ menbr ane
infection, typanitis, otic furuncles, otorrhea, acute
[00§#341 oi metqm@pinapiem&mg methads wegld@lse be vesfubin the trsatme of ppiny g not limited
to fHR@Bpdrat@e pMAS FentR Phifl UiLdtuln PSS, 8Fopathittpaih@hd Sdivesulting from cancer.
t hronbosi s, subdural enpyenma, otitic hydrocephal us,
[Omy A oﬁ%ﬂé#bg&ﬁ]entp ltlﬂel nQéﬂ%dMﬁd'cglngsltl%s of the present invention encompass

acte Se eXx r nal
A e IR L Bist U BREse. B S A6 Sy Ehepics. vesni,
candidiagivesjnua baadechbs tepsipn liegdashed eeriarteriti nedesagihyseitilisamyasgienig\@avis,
sardbl8ais Wbk sPHaldnleBREHISIs QARIRZ, polyresitie Rrgivids, thiysbsensitivity, swelling
occg;gn P a@eﬁ‘ l @{%H&%S I;)é/ad Cﬁ&? ﬁ \‘7"65J Elgéagé lanc%n%l;rgéﬂ%sw

con ‘'sensorineural hearing

I bscess, | ateral
A ﬁfg BRebr o e Rt D R 4n b e proventon
or freatraenhes paie nlbvaftarnwemn@r infiamematient-leloted digerdereio poarist hubalse ipfeveral
anii3B. Pér@sfiie, inBM@'r\trﬂaerhlsG RERARASSEe cdnb'éﬁu&fc@é/rﬁlaieﬂ @pamdinflammation

mﬂ%rhr%gntow gtedocjlso ltyé\%? f m%nﬁm%ﬁlﬁwer%l%tﬁ glscﬁ'&%rse q df)%sqg%pond to the

conS|st|n I NO
Saiph blkﬁeﬁln hy@afse qucpjrqngy Q%Id?q{:@lﬂgy@fl{l fog ymans, the methods and
coraaniitiom et he presedi ina@gdonraeb at@ohpasstre trkatmertd @gepreveationefipain or

lnﬂgﬂnﬁgﬁh 'a‘ﬁd hebihs %@Jd%tsq%%ﬁﬁ%-rélﬂ:& §ébrdets, ﬁ%ﬁv@%mmals including

orm nmacul ar
ot . RGBS 1 o R ok i btk ol B aimal,an
yeti nerecereferond, theetdest is aliremmalp Ffsﬂferabm Heowarmeadd a hugidot hel i al
syndrone, retinitis, keratoconus, lattice dystrophy,
foaoegH dott willbe g&fq:arateﬂlthadtyls tmayphyf ihe(paaséra tompositign@squired for use in the

tregh@ﬁ%%r%tloﬁ%ﬂ% @ondlh&ﬁg %Eé&%e@ herdif q”IIQ/ery Qﬁtlﬂﬁ&vﬁe lll{l QQQ&@I%Le adjusted

to t{\ﬁ @dl{l Slgg %rﬁinelBT in 63‘?‘rPnE'Blfﬁr c?1s8¥\?n| g]epﬁr:[ua} é&r adrlanstratlon kla adulg an
appoiaepeilyapsage isplasaribeddereinadithpish the daspgea thai prepdentified herein may be

exBYUIORASIeht. TR hilpataiAah bé SiiiidtdrétDasha sHgle @BEHGE br in divided dosages.
[000132] In other enbodi ments, the methods and

[O(ﬁ‘ﬁ%ﬁ)osfﬁe' agﬂ%pr%te otopé:ge WVQ%?'Q&OX Q\ﬁﬁﬂﬁdr an g@ﬁl}%%@(iﬁ&m at;ont% 01 mg per

ko BG40 T P FO PoCh P BL=GLERss oo B Ty 5 GG R ol ormulile
dogsantiodé ershoglimest, the dosagldeet Witk be aboetds| rmﬂkmeel@ab%e\sg/kg per day and in
an§iRdr eAbddRfidnt AbButRBCRHIY to LIYT Vineh/dgipsr dagfy asthenia gravis,

sarcoi dosi s, nephrotic syndrone, Bahcet's syndrone,

pol ymyositis, gingivitis, hypersensitivity, swelling

occurring after injury, closed head injury, liver

di sease, and endonetriosis. [000133] The nethods and

conpositions of the preseng2invention not only

enconpass the prevention or treatnent of pain or

inflammation or inflammation-rel ated disorders in

humans, but also in several aninmals. For exanple,

many ani mal s al so suffer adverse consequences rel ated

to pain or inflamation inflammtion-related

di sorders. Moreover, many inflammtion-rel ated

dlsorders in dogs respond to the ~sane treatnent used

nN Y Y |



conpositions of the present invention also enconpass

the treatnent and prevention of pain or inflamation,
wap@eionogone enbodi nents, inflanmati on-rel at edPCT/IB2005/002203

di sorders, in other mammal s, including horses, dogs,

igs, catt and he like., Thus, it.LS
[00&%&? er[PE F mgrgm%ﬁ gor §xa[5r]p‘e mﬁ%s {){plcaﬁlndlceiﬁed dOS%IS ag)/oui 0. J5 mlg to 7 grams
orafhy Ref dayr Agompdypd Bepiecdminjsteres ofa mgsEen obyex¢raltimes per deyp for example 1 to
4 tifeg R bayl StemativdBrce of @R baay.l t wi I | be appreci at ed
that the amobunt of the present conposition required

[ooBPﬁ] USthel aﬂ'to&rh] 6f thd ¢&ab FRBior Pt My%\é Qbbb w‘illf‘a th B&ier materials to

proﬁﬁj%atsgglgﬁasa%a |f%"m %IEvaéya(j!eﬁgr{J&a up?n tL% Oé{ tXaﬁtgfi ancJatH ;fan%ular mode of
admipigitatione ifenexemple, aderatlaiinarntended far the raledministrajiemefihginansfrgay contain
frodIBIniY t6 ¥ b 3t dctid algént BshPolisied afionaAPREMIrabBrbtiakaind YortkerseatEnount of

car % rr%%??lir \A/fﬁp%qnap%rg kO a @obF g‘tglég&lt §5§% dpggt%%g ﬁ)ta:ijl&g{lj‘)togﬁo h gosage unit

excee
fO”H%lflof Ye g8%: 8@’@”5%{??’“'&9@"6&%'%13%%’1 Refegn fam gboyt 1g9 o s JYngef an active
ingiedient] typichtyo5chugs SQ@g.. 100 n@.CH0A 8] 30T kg, 400 prgofi0inay 800chus 8¢emg, or 1000
mal €vel of a COX-2 inhibitor will generally be from
about 0.01 ng per kg to about 140 ng per kg subject

[OOB%E We O%Mallf?c{se ?Pay(’)ocfy\@ |nR|B|to Og}aﬁerg}lg‘gé ﬁ'tl%trg{gggf about 0.001 to

ab%é"a‘é’@ magigin S\ﬂﬂ'? pr ddi’édegs%“&f "DO”f efpgediBent BPoUd A g ?@b%? RYP mg. It
is Lpee'rstotwyhmabr i timat spzeifid dvae leeaidd thetherdpe b e gents®r Hienrggukigadp@aches of

the%ps@%ﬂlt IIgZOOS/ 002 Qﬁcugab(atlerst aem%%zg %w&&actors lncludlng the activity of

eGP R Ve PO 3Pt Ao e ST UL gL U patent, e
timergf qdmlm;str@}paﬁ@ ralg opgxerptignethe drag comRingiinnand e smﬂlty@éthe particular
disadtBbélhgiteated endOBrmeof b@ghis®iorDf several tines per day,

for exanple 1 to 4 times per day; alternatively once

[00@{ 39] W Iﬁ%n@&'ﬁboglﬁﬁént of 199 Odnl m%h@onatﬁpél’cﬁg?}e@fof hderECHnpenent ranges
I e M Y e A

dependi ng upon the host treated and the particul ar
[008#9% ol onRIPROAIMSBoRihE BifSenHpYeniRRalfif a0 of g fg%ﬁ'%ﬁ]'l‘ iljior igan LTB.
receptoreinagahist ion:1t maanothalemadtimeni sfttiedréseit invéntibn treengtiorviy COX-2 inhibitor

to éﬁq_ﬁ'b?r'e&ptot' Er\%é'aogst% 48, th Ony cogcef)tteatxg%rééf% If]i\%g %ﬁge FoPERRHBISche
e i e
theabrsent ingGntipre theaatic obd COX8 inhibitarto anditBostepiopaniagbis égray eamcgntration
greb@F tiEn dnefto bilke  Kdkaple/ih bk dntbodiivent lof ta@freded ihvent@a théiatio of COX-2

mh}%%r\p'oeﬁrhg r r%ggtp%pgr%ﬁoﬁstr%¥ %o@g%wﬂe ﬁf(l) Qr}fr%\bgélmgrg dtgecéolfn}gc?smon

corB;g@esf?éaout g%mgrﬁeleCMarW@bo% rpﬁgof agg'aa ﬁegfeptgrantf%@t Iﬁ@nother
emb&ﬁ)ﬁh‘hBﬁ]the/hrdserttaivemian khe cdosmsitiof comp@eEXatut 200intgi cblecoxiband about 400
mgga?é‘@LT@sl he¥e aht&?ohgfanﬁ ﬁm%@an%erfe?r@mnﬁmyftthe%\@mentth composition

about | e in one
coR AR 100 T R Ryl A o Bl S CRE e

under st ood, however, that specific dose |levels of th
[000#d} apE’@i‘t{“E”t a@%m@ew ally may BpEidter & REprdIgieand sficacy. h'éVP'Ca”V
dogziye sfesat relbtiorgisifrom irf wiro igtitely @arptavidelleful patah@rh tiibapeaddses for

paﬁéﬁ%mﬁus‘ﬁtfoh ebyai@in Sri?rﬁ&lq{ﬁelé 4l ddéﬁéré]@ malBe @b ¥ b&l&én&f regardmg

eC| C CO

oA EHeN LR R S TP 3y Sep o i respHUTBRon. Interms
of ygaimeniyfroteadisi ihshotid ba apgreciateth thaitag dosage tehecadministared Wilhdepend on several
facthfs, BicIGaEhd YRkicQAY, agert that i SunsiRMErEd, the rélte ddifhidesdd, 1h6 Bbraition of the

di sease being treated and form of adm nistration.

[ 000139] In one enbodi nent3df the present invention

t he dosages of the LTB4 conponent ranges from about

0.01 ng to about 5,000 ng or any other dose, dependent

upon the specific nodul ator.



[000140] In one enbodi nent of the present invention,

the ratio of a COX-2 inhibitor to an LTB4 receptor
wanitagonist is 1:1. I n anot her enbodi nent of tPEI/1B2005/002203

present invention, the ratio of a COX-2 inhibitor to
pa%(:)ulj]aé ?E]%te?ta?c gngrralé/gstrrpéa gﬂolg(?] SVI(IJI:;]%SIrgneddm@?ster a|¥ amou.nt of d‘ue compound that
is efppiseliopeiigve atswemr'eatahcemlafnser@x with {hg ﬁP'}ﬁPQtr@Fonﬁ @uaqhto log pifpctive in vitro.
ThilsS@Rpé O EondpdtirRigoBirgitio denohstRte il Vitrcedriith et e. g mnodiciomattr, 6fe will desire
to éotﬂ#n &Jr%ﬁ_ grﬂ&un{ &Yi%%wg% lsteﬁ&‘:tnye% brgw&f ab@ut%n@crdnmyr pdnt:(,g'ﬁratlon in

rec s an concentration
"“’&r%eé?r%‘l"a‘t"ﬁQﬁth%sﬁé’ara?“ﬁte'i%ﬂ?é’%" IWB*P'“ BrafA e At one

enbodi nent of the present invention, t he rati o of
[006¢4R1 2 Dosaprstierithgrcompinaian hameay ar @'&éﬂ)f‘%?m BAY edstdrgined apd adjusted
baséd bn the@ffica) afdnetratddin @ARING BREleNED the symRoBOSTREIS bit ihfRMmation or
mﬂ&r%& _?lw ?e@a?eoatﬁég%rszggd%ncﬂe%?&éhgy Q(ﬂlthﬂp Qrwv ng%g/ HEQ tcplge%sure and

recept or antagon st anot
q“?ﬂ@*%ﬂ@?@ﬁ?° AsR5e PR °fﬂ%m@5WﬁU§WP?@ﬁ conpri ses about
200 ng cel ecoxi b and about 400 ng of an LTB4 receptor
ant agoni st and in yet another enbodi nent of the
i nvention, the conposition conprises about 100 ngy
c. cel dadExamglegbout 200 ng of an LTB4 receptor
antagoni st. [000141] Treatment dosages generally may

[0(b1?43'] |t frtseeting thaRBdd 101 %8 insRd @*n)ﬁos’ﬂfdﬁk eﬁlﬁifnieﬂﬂﬁé/of the invention are known or
can r{rgp%}eld%y con9&§g}%{sme§£odg%o ?o aaékjll%ﬂbs I'SOR%I'I |9 ana\opous rr¥an9er to

e use
prod‘é%%‘sdeﬁ% ed 'bﬁ‘@laﬁnt adnmi ni st ratl on. St ud| es in ani rral
nodel s al so generally nay be used for gui dance
[0opEar dBergrallg tearsthodeof thepeager infentiort ¢ap &€ nerfotmegfas frlipws. or
inflammation in accordance with the present invention.
[00b145] er Haein,@bmpduadd usedih tHef@ibWitPExampled ars Retaedl told§ their example number
(se@ﬁ%k%gﬂ s Fohy ﬁétTnth fF.T@{’c%FhQ&nB D108 é‘ﬂ”ﬂaﬁ]ﬁﬂs@r[@,@ A % h-dinydro-4-

I ncl u
hydé@&ﬁt(p’}eﬂﬂ‘t‘etl‘% -2 eRreyan-&l 4{tf’1flé'°rr°%tf‘g)b§f&ﬂ‘f’ ﬁ?‘%t%‘?’é%l iAhisitors such
as CHdcatespdh) eredound fn Table 233 WO 2006/ 011048

PCT/ 1 B2005/ 002203 particul ar patient, etc. Cenerally
speaking, one will desire to adm nister an anmount of
the conpound that 1is effective to achieve a serum

EXARPEE 1.CO0X®B ik RctWitir%th QiroTHENSiakivgNs found to be
effective in vitro where a conpound is found

[00‘&)‘?46?j "ﬂ{%sﬁ \511% 80* anF Hl(;dm acfff\}ft Bf\{l#c-:t c%mg&mds |II|%tr::‘:tec1:L che examﬁ)les above is

detgimine &Y the lﬁﬂm‘*('weth%ds e?heé?&%—%h Ritgpn SptEyiy Qﬂ&‘eﬁtﬁléuf%Z ingybitors of the
prefgent heentidramaycisa de déteralned by théfollowiingmetHoed. er m nat i on of
these paraneters is well within the skill of the art.

[ 00844 2] Pridasages rdcombitdiECOXbRuBALERN t herapy provi ded
herein may be determ ned and adjusted based on the

(008147} aﬁé’coﬁ'ﬁﬁé?ﬁ‘ ébf( aﬂaﬁéjcdtyﬁ 12 5%%%5:%9 a@&es@rfb@&’ B/Bil88 et 1€, Biochem.

30%: %@rsém?)r &?p Or'%?lfrﬁ%%ﬁ“ 6‘1”?6‘ &:| g}e§°d"r9de%i‘&§b‘?ff‘"Fh8hh”"6H gr rgyfrine COX-1 or
hurpandir mairine GRX-2 Is clonedtitiea BaroH Wite bf thenlmasulbMirus Tansfarn@stonpy/L 8394
(lnﬂ&b@@ﬁ)lté denbrBR tRIRSANRR tARsfRRSRNERr dX-PAhdTCON-2in a manner similar to the

me}]hﬁg lom[y epgl EXCHBVWUISTF sprefssmr%ec%rs gq???ra%g'gkﬂanua (%%g% onabmant

bagyey 'Hﬁ%ff‘sar%\so'?tﬁ‘ébw tigpEefinghmigioerars @f\hﬁcudﬂ"'fuséfaﬁﬁf% &eqiH OPAIEQISFo
ins&y catle (Bx€08) alamyatith DX My thelrfzodbactioviras siksnlid BUA pehs eitivat phosphate
metrBd. aébe%&ﬁmh{é&%l%l TARBER of fetnddt RE §a°'c§f3§lrug 9@&&& BRGnds 1 dehéuuure

art. [000144] Generally, the methods of the present

i nvention can be perforned3das foll ows. [000145]

Her ei n, conpounds used in the follow ng exanpl es are

referred to by their exanple nunber (see Tables I and

2). For instance, LTB4 conpound L-1 found in Table 1

is 2-[(3S,4R) - 3, 4-di hydr o- 4-




hydr oxy- 3- (phenyl met hyl ) - 2H 1- benzopyran-7-yl ] -4-(trif

| uor onmet hyl ) benzoic acid. COX-2 inhibitors such as
w@2mecwhecoxi b) are found in Table 2. EXAVPLEPAT/IRX®S/2203

Inhibitor Activity and In Vitro COX-1 Sel ectivity.

Pro%00014l6(l§a R'Qe? IEQ[:{ p ailon uI né?’%%éé}z l? Ic%;rlnlgrpan ée\élaF&/pUQF edu)ﬁ“\ree

8
rou@r@toéplgﬁrlﬁ eurifipgfion pnsl high |t|1eb(ﬂp}1b08rp§y|ﬁld d@cks-pﬁ\érumprgpared For large scale
protiuthionDBitd ingeciasis avd ihfgctaf in t MikerGdrinemtorEOX%-21 0B L) Witht tioy B codrfbinant
bacﬁ.:l%ﬁ us %&Ss%mth%’% %&%tgﬁ&ﬁy Wec%nﬁéjo ]PeAfQﬁZer{oms rt}%cte@yaré &zﬁtnfuged and

"o n ration reconbl nant
e eghpelR s PBURPHEHS TTTOE0TAH) ML B Ao e
choB@oRropyl \alimatiafeenmediopsprotesesuifdnetd (BYARS).eThediomegenaip is cenjrifuged at
10,80%6 R8O mind8s afkdBs Réuitdk 3 etnataft igstbhek &t -80-8BEBRbeing assayed for COX

containi ng the codi ng region of either human or murine
Y- 1 or  human or murine COX-2 is cloned into a BamHl

site of the bacul ovirus transfer vector pVL1393

(1 n¥eR #d§eRorCOXeane LK acfd@-bacul ovi rus transfer

vectors for COX-1 and COX-2 in a manner simlar to the
[00AB18h 0 ACQX adlvifRési dsbayedas RGE2 forBadmictogiamupsotaindimesusiog @m ELISA to detect

the\lﬁb@tfa Eiftlin rleded ) OGIAFSL Shlublifdad Mbect aeﬂ%hbrammhﬁ@tﬁé appropriate COX
Ses are

enzl)ﬁne Fll'g lncubaltjed l? %otas&i.lr%%LosBI%({jet b%er é o‘@\ﬂﬁﬁ—% %Qg‘lﬁﬁmn% eﬁ) nephgﬁeg phenol,
and g otth beF [pRdtion PharapBionig aﬂﬁ’&Wﬁﬁmz'e@ FREPEYNDS PieesT N agHed with the
en2)@6 bk O/20° iButEd @SN the Iawkloby)f drimbidorad aridl Mnpieesipin bateeen the arachidonic

acnggf: hﬁedenzy%?e% % Liter teft m% es at ﬁomm%m&tmﬁ@ﬂﬁ%ﬂ%ﬁlw 40 microliters

ul oviTus tors and | nsect
of rogsi®y T INtpA'§0 PiSTICR By 2853%° BroBly u’}d@@eth% 44e PGE2 formed is
meAgyraddy stxdard BRI teahnol®yl(Caymab EBen(iced87) . Reconbi nant
viruses are purified by three rounds of plaque
pur kkp 8:atabt@Bsaqinl coxglaind CORY aGdfr- 108 pfu/ mL) stocks of
virus are prepared. For |arge scale production, SF9

[OOb‘nﬁ CtcER Létl%’tyi?sr %séy@é £Ch @ fereé/anl‘dgFaWprcft&ﬁ/Msﬂlb%n EQsR to detect

RO RHE TR o AT OBt R ity STy B epyebiat Cox
endywme pes inchleategidh & gotzasiom pbesphatd Ryferd0-8hiM Potepriuntitiobphgiel pHef-5, 2
midr$mdP PRGEIN @Rmolar hbfre SF0BudidMstar efifkphive) wWibYhe datttidh &R0 microliters of

10&rﬁi@nto%olg Qchi%c(&(ﬁ' c[dg'to’o mlcromf)larlzmD mpo’Indi are Ipre-mcubate \?nth the enzyme for 10

ropg nio opanesu onat
minuissaF2SS C prigqéo t ?)?ﬁﬁ'@'@h‘ﬁta@cmgon@@ﬁtj r rfyd@aégpnéaptweg_roth@geg@omc acid and
thefe@fyma Qs MBpped Asr twamthuiel 8t 37eGtboinaghipestipeisytahserting 49 microliters of

r

rea ioﬂ %gntgiso rﬁn@r&tggri%%&_b% i &@?E%@@O 5@?5"\1/3%" F%#é@th??med is
me@iBS@dé’éts‘iaWaf H'%tﬁ%ﬂ%dcﬁg‘apﬁezm?a@r med/ ni cr ogr am

protein/time using an ELI SA to detect the

prostagl andi n rel eased. CHAPS-sol ubilized insect cell

menbr anes contai ni ng the appropriate COX enzyne are
EXAMELD 2! ETB,iRecapt@p@dhtgenistcpliysphat e buffer (50 mM pH

8.0) containing epinephrine, phenol, and henme with
[oob’m%] adﬂietLrl'QDacﬁ\flty af tﬁ&&bhﬂ&ﬁ\b§of%l |ﬂ/eﬁt€bQ mAY B4 @Ehiagd by comparing the
ablcpﬁl)g@he comBou%Ese of reeu%vlﬁrhon é)gytort% %ér/:ev%hfr}a% gr?aZoghe%&%gwgr ségc.rf 819%ﬁ9ceptor
S'tQS@aG@'FQ?rP'Qf@te%@ﬁ"WPT@S PUHER P SRIPSE MeRIReTAR prpwéedeqqﬁﬁ?@bed by
Chixgy e b0 @k bleyy ah@Expaiiniiitat Theedpe <2 320801 988 TDier 8t LB binding

asé%% is p(eﬁcﬁr%&fﬁ b EgfS ceﬂt&mi otnw. $ris Or@h 3, @@w h@dmnw MefbR1, 0.7 nM *H-

mcroliters
78 AT A BERY ST oo e Pt ged LT
ELI SA technol ogy (Cayman Chem cal ). Step 3: Fast assay

for COX-1 and COX-2 acti vi $3/.



[000149] COX activity is assayed as PGE2

formed/ m crogram protein/tinme using an ELI SA to detect
wo b@ofprwgt agl andi n rel eased. CHAPS- sol ubi | i zedPCT/EE2005/002203

cell menmbranes containing the appr opri ate COX enzyne
|saa d aaé % Igoﬁgméarl rethéIISEnl(?orﬁ)cQar So?; eg‘mnegnon c%qu Hé fEexHer&n%Ptg!S cIoMpounds
arerﬁd%qd@ﬁmrw %Wﬁtrat'%é" ?ﬁa@?te st affects ﬁi‘ H‘ébTﬁ’* |bi’ié')19 Whe tagtipps are
incan@thd i Ddegrbs @ o8B0 airatest Mdntbrank bouh0 CH-hTR; Hsodvtdct by filtration through

glaé’sr ﬂ%?l{)( :[%«%8 %ﬁa&g@&h&mt(b%gndrﬂ &‘eﬁé?rﬁﬂécﬁ{y)scmtﬁgﬂm %U?\i!i' @ﬁeQC_r,o valléa for an
exeUTesIE FEPHE s HaFTPBHaST SCkaP z@mpsc@c&;wwm STt

reacti on between the arachidonic acid and the enzyne

is stopped after two mnutes at 37C/room tenperature

by transferring 40 mcroliters of reaction mx into
[00060] i crAvtdntb@pionBier@Actadd>e? inkibithr 286 amiLTB.osebiar antagonist can be
evdRRA BB LARHeAin tHBIoREE&skor med is neasured by standard

ELI SA technol ogy (Cayman Chem cal ). EXAMPLE 2. LTB4

Recept or Antagoni st Activity. [000150] The LTB4

activity of the conpounds of the invention may be

erm ned by c aring th compounds

exBibEE PeRuRY pof e uahss e art nevatedintlsdf mi "t Tan

for sglemfl c LTB4 receptor sites on guinea pig spleen

menfr @eaion of|Cofgemingucef AEBiStenbr anes are prepared as

descri bed by Chang et al. (J. Pharmacol ogy and
[00B3G3Er | Avthritisei$ indived iaBld weeksolXBAe DBAYT mice 8% njectiPh ef BWiricrodradds of chick
typB |1 BEIbGG (CHFSRInple F%ﬁcﬁs@dﬂ% Cisrgmlaﬁ& dagblat th&basé eftheXbinds@scribed

in J5 %_ug';{/laﬁ-évz}a? Iﬁ%{lmmundl 39%&{? %89 /a'vr% m%ﬁ% r%!i as 9 %s%%)ylon in 0.5%

metypafitosg l@'m sh F@M% MPe&R2%e ﬁwea 78 g Hﬁé?%Z ipkiigiiers (Bample 1
and/MDardOid, c:bdiut @ntB§ohist (BRAME ) 62 20@inistesed aldoked aatOXa2 inhibitor and an

LTHS; Q&E&Glt Jn?aéxrﬁsrt] ln%omblﬁé'tlgm he Eorﬁ&uﬁiﬁta?erdm%tep&nn %eeﬁ:thrf tic @nimals by

G @ aE P ol SEPY 28 T 1B BEELen o SopbrpgA unt fnai
evafiatiehi anglay G5 é\nineséscrd masgiedengday 2 heithig méeogaams/pf callggend@ll) @, incomplete
Freliftls adfdvai, mhe &ﬁnald@é@b%&erﬂ?é@dat&'bdva_m&es e&B weeiCloagtidalce and

severltagt{]a?twltggnt[l Qéyqélég b\ray %Hn?a‘?\ﬁlt Q?{dn%és ol; S&eﬁxnﬁFQOJnﬁg?%%lﬁm Scoring

of qe(gl@/ |§,%ﬂrr@g optdjlslnglﬁ sco% @ﬁlf%?ﬁh@faw W@umreloy g,lse ) as described
inPCWhnaentiraat Trom. ”Rbe. \hj 18h (15683)0 Te petsicdrd oed3tted HBdcilEnpedf aghritis and

se\)eﬁt&‘nqm é?ﬁrﬁa%‘%here[agtgﬂé %]ol)se%eg Oﬂ‘@ éﬁlﬁfeg&rbf Elfﬂgf sgﬁbfesttgﬁwln@d at a gross
ovel st Ba s s lndr e v e ok STARE oS At REBPLFauiifiioning

guigelingsn Brielyi apimatsrfipplagraiew mermel refvs.d-84 NagdTes$ piGwellng are scored 0. Any
redAéds BF dwiellifg bfidighd &rehe pAw isl SasHeCAs! 10 Broed sv?ﬂ)lhd; gfg&i%ﬁgléd)g\ﬁ Grdjefkormlty is
L : itis is induced in 12 wee
scc‘g%dc#gr%h%@f)séiﬁq%%gglw@g%?% ection of 50 m crograns of
chick type Il collagen (Cl1) in conplete Freunds
adj uvant (Sigma) on day O at the base of the tail as
described in J. Stuart, Annual Rev. I|ImunoL, 2, 199
(1984) . istelogisalFxamination ¥ Pawed as a suspension in 0.5%
nmet hyl cel | uose (Sigma, St. Louis, MJ, 0.025% Tween 20
[000Bi3f malp ordéhte veriXh@grpssivietoinimation df Exngmg’;hg‘ticlaninaih d higlplogipaj examination
is erféthed. SERB O afMbi 8RicBY at(t@@aaai te é%())erﬁ“eﬁt REIRRVea! REEshd

deca‘c?eoe as rPrevioug%escr nﬁd{l? Folntss%n %mun& Mé‘tho 8"89'&8?%9%)] Samples are

ouna
adn1n|stered in non-arthritic anlnals by gavage in a
volume of 0.1 nL begi nning on day 20 post col | agen
injection and continuing d3ly until final evaluation
on day 55. Aninals are boosted on day 21 with 50

m crograns of collagen (Cll1) in inconplete



Freunds adjuvant. The aninmals are subsequently

eval uated several tines each week for incidence and
w@ewenitoys of arthritis until day 56. Any ani maPCTB2105/002203

pam1redness or swelling is counted as arthritic.

e T I
sectheg eneuels@dnedufcnpe"mmof liggjes, sypovigl hyperipgi gnd mng and Cawge grggion.
(1983). The aninmals are neasured for incidence of
arthritis and severity in the animals where arthritis
i s observed. The incidence of arthritis is determ ned

at @ AHimsDosk RYMJesby observing the swelling or redness
in the paw or digits. Severity is neasured with the

[00§1%Ll]I oWthnlmgyérggbéeG%tc‘one gfth@i%l‘l%mg%@élr{@&%eg' spl ayi ng

our nor nal paws, . €., no rednéss or svvelllng are

SCO 4(;[ 2 %ohg Sy‘la)%n({E @oggm;eths -Hrgz%l 9 {/I]b?l rlwefl\ks%lfoﬁgmlgya%oum
mpld@Wo Hﬁ-[HCMC@PFO@@@ﬁ*@a SaRetpxy- M’R?ﬁh%ﬁ'@)“@fboj‘ﬁP‘??P%XVIPEPPOXV] -3,4-
diny@if08- @ 8byRsH- B berBopyHinst pdpatdicat!d sbxasprtayn of Paws
[000153] In order to verify the gross determ nation of
a nprlrfe-ﬁatmdnuﬁqeme*yawényn @(dmu&srﬁém11ﬂq4yragamml aat l 03 }S
e end o

bengwgs@éﬁ@qefg%&%wgﬁ?aéﬁg@Z? Cy?lOpmé)?ﬂlme hg%jgz%oﬁym fied as
[(mgshapiinpiparbgnyiieheaexybrsePofR 3,4 Jiwmd s §iror-2Ht Trhe P81 2 VB PIRBRTSIC
aciBdbouth0Shp/d@86) ] . Sanpl es are 36 WO 2006/ 011048
PCT/ 1 B2005/ 002203 paraffin enbedded, sectioned, and
st ad N @ ibdio- mmk%wdnyms @mdor@rﬂam 1wpy§§an%r d

exa ceIIuIar
beﬁz‘?{}eflﬁff?ag?ﬂgﬁ%ﬁﬁm‘g%y KBS pa e
[methylaniincaggedoryiloisneny]- PFQPOXM|4r¢ﬂ1yde)§§>é>PVt§Hg1ef§"{°@Yf9'IBnﬂopal"ﬁﬁ
aci@dboltilib spRg; dosed at one of the foll ow ng dosing
ranges: 1. 4-[5-(4-Chlorophenyl)-3-(trifluoromethyl)-1

H py r4""[5 U C@orXﬁHe%th(lﬁm&ﬁMJ A Q@zo@b—?l}b%nz%nesﬂ%érq@é/ Monday,

Weﬂ’h‘*&%& %F%%é:ﬁ%ﬁﬁ%%g%x%[gl@ (iyclopropycl]thhﬁ) 460 y! am no)

[(methyigreinaicagopyllofppbxyRpiopoxyi S iipgre-&rropyi@Hdientsirgagigpigpanoic
aci@dMRUL 10 TpRiRkY. day; 2.
4-[5- ( 3- Fl uor o- 4- net hoxyphenyl ) - 3- (di fl uoronet hyl ) -1

H Py r .ZJ(Pi y drc]pyln@ )7-§H@tﬁb&y&%{l‘r@fﬂy@ﬁnn@)‘@@r%ny@@heﬂ%{p%b{xw -3,4-
d'hxd(%e%wé ar;ze%vf waaa%ﬁ% PR P e

5,310:950 phereb@ Hedtpdnaerypgferaree2 - pr opanoi ¢ aci d about 10

npk/ day; 3.

4- [ &-4 Sifbmﬁbmdyl)lfmﬁrhﬂbtypﬂﬂwnyH))y@zcﬂ tHyflenrene saforrayride-whre prepared
as HU@’ f’?@ﬂ(\l'o 6]823 kﬂ@r@ﬁﬁ%ﬁp‘dbﬁe‘a B F'Qfé?'&c@b out 10 npk/day;

opr opyl net - 3- et hoxy- 4

A{; @E‘l_ no) Ca hkc)»(? IE) r&l?g?rﬂfao%%etﬁ )019-93( erc()ﬁ gﬁb zg%gﬂlgnagmde

ro enzo
werﬁ%@p@rag,as inU. S Patent No. 5 466,823, ereby lncorporated by reference.
4-[5-(4-Chl orophenyl )-3-(trifluoronethyl)-1
H pyrazol - 1-yl j benzenesul f onam de Monday, Wadnesday,
and Friday about 10 npk/day;
7- [ B- [ 2-&snigenapdiziey WABHitRExperdndiiet hoxy- 4-
[ (et hyl am no) car bonyl | phenoxy] - pr opoxy] - 3, 4- di hydr o- 8

[ooomsfpyélg@ Hb ticRERZOV Als BrAN PRE R8etnjecRE bftn@bRb br tddtail with 50
mic g ericer b EPIBBY 3T S L HERY VS PRECHY BRFigprams

car bonyl ] - phenoxy] pr opoxy] - 3, 4-
37



di hydr o- 8- propyl - 2H 1- benzopyr an- 2- propanoi ¢ aci d were
prepared as described in U S Patent No. 5,310,951,
weooeloylouscor por at ed by reference. 6. PCT/IB2005/002203

4-[5-(4- Chl orophenyl ) - 3- (trifluoromathyl) 1H pyrazol -

chlc’{r,g)tpgﬂ c&é&en %ﬁ'%e%on m eclj%aigvet%\gteg [) ar.ed aé/§1 WQh Vehlcle (0.5%

nnln
ere 8
Methg¢etiylesg d.025% Tween 80) or a COX-2 1nh|b|tor (compound C-1, 15mpk bid), or an LTB,

recébtdr Bnthgdnisl (bpourd-LAE t Suepy s oy g €Bx{2diHititorapabieddwit the1 TB,
recgé'tcp%ﬁt%fogé én Xi\y] Segﬁlﬂéﬁ g/g%%g%%%r%ﬁhntlw& alﬂﬁﬁpﬁgﬁ%m fiflammation

ere | ncor por at
I BRI oo G ISR BT HE e a8 P sanderd

scale®D0-3/H5] (tdEal gtrire of t@anime). W@lqm(@krre@mmdlnmo@mpj) _s_hopys ﬁ'@ results of that
expbfithént. 'A%I%Eérig& dib Lféleeclaék&%nﬁﬁorﬁslﬂ@:oh@duhd Mb bRy &fhpound L-1) when

comrgé&eg Iwﬁ’h %ﬁs ﬂ!f%ld C- g\\lne/ars ema‘gg Plethe calla\ﬁ/ler% |H9|% cp arlhptls%d%el ZIJablg ¥ esponding

to FGe) 6010 48 el of el OGM%(COT&*?PW‘“B SPFS: @“fel 4) gl ﬁtjé‘??“‘ts of the
indiviBual InAbitoANh tialespaed. al So treat ed begi nning on day 21
with Vehicle (0.5% Methylcellulose + 0.025% Tween 80)
or a COX-2 inhibitor (conpaypesC 1, 15npk, bid), or an
LTB4 receptor antagoni st (conpound L-2, 150npk, bid),

or thc\ COX 2. hitor oo + j-_k\n LTDA
\>3

L WI"\ L Iﬂr‘l‘\l nﬁdﬂ
OO/ T or Ut LA ANNEAYAY | LII CITe
receptor_antaggni st. On day 56 _ani
[+)
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Tabl e 5 (correspondi ng
shows the results of that SEMBY. Table 6
(corresponding to Figure 4) shows the results of the

T oo vvl L LIL]

in the collagen i nduced

to Figure 3)

i ndi vi gual i nhibitors in that %ema@ern'bement Tabl e 4.
Group $oTncrdepce Severity SEM Wi Nor mal 0f0
0 27.94 0.728 | Vehiclle 100 4.8 0. % ? 0.417 COK-2
[ nhi b. | 1G&odp. 1] 0. 795 gﬂgﬁg({boﬁli Zla 90 2.7 0.5%59
26.77 0.574 COX-2 Inhib. coxlaT a |Rh.0. B33 0.238
26.33 (.484 SEMeHc&t andmabmboﬁtpk)or of6ompie arNoRxbl e 5.
% | nci ffeneg LJIB4gra | (300npk) + Group LTB4 rap
(1 COmpK) H5COXr Z 38 20 0 90
44 75 20 0 100
49 88 40 29 100
56 88 40 29 100
Table 6.
Group % Incidence Severity SEM Weight SEM
Normal 0 0 0 27.94 0.728
Vehicle 100 4.8 0.611 24.06 0.417
COX-2 Inhib. 100 5.1 0.795 24.66 0.433
LTB,ra 90 2.7 0.559 26.77 0.574
COX-2 Inhib. + LTB4 20 0.333 0.238 26.33 0.484
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COX-2 I nhib. Vehicle Inhib.(30mk) (60nmpk) No Rx 21 O
000 353820090 44 75 20 0 100 49 88 40 29 100
wG2008014W@8 29 100 Table 6. Group % I nci dence SPUFIB2§5/002203
SEM Wei ght SEM Normal O O O 27.94 0.728 Vehicle 100
4.3 0.611 24.06,0.417 COX-2 Inhib, 100 5.1 0.795 24.66
.433 | TB4 ra do 2 7 0 %59 26 7710 574 Cox- nhib |
+ |SFbY= Signdgradarr ¢ eddeans. 33 0. 484 38 WO 2006/ 011048
PCT/ 1 B2005/ 002203 | ra | | SEM = Standard Error of the
Mean EXAMPLE 4. [000156] A fornulation is prepared
conprised of 700 ng of a COX-2 inhibitor and 700 ng of
EXAVPLUEMB4 receptor antagoni st. EXAMPLE 5. [000157] A
formulation is prepared conprised of 350 ng of
[006‘1‘5&]5 (nForkuldinGs FragiRiaREMMREEE Y00 mgof AEhX-2 MABIRPBRIATED ng bf an LTB,
rec K?%mang 1-yl] benzenesul fonam de and 350 ng of
°F f9Meycl opr opyl net hyl ) - 3-
nmet hoxy- 4-[ (et hyl am no) - car bonyl ] phenoxy] pr opoxy] - 3, 4
- di hydr o- 8- propyl - 2H 1- benzopyr an- 2- propanoi ¢ aci d.
EXAMPLE 6. Solution "A formulation of Conmpound L-1
EXANRIEIH8] A solution fornmulation is prepared to deliver
Compound L-1 conpound orally. A 25 ng/ni fornulation
[0001S7IMR defoltylafidnis pregatkdi cogprised ofi3B0 tlg biaHb4Rthowsat-reethaxphenyl)-3-

dlﬂhg}grﬂetW1%%rla9&1tyhﬁerﬁéﬁ'\eglﬁfoqanﬁ)devﬁna Bso rﬁJ‘& 738181 c@ﬁoﬁjmethyl -3-
S i N AT A T

propameicged.ut i on as the pol yneric precipitation inhibitor
to decrease the likelihood of precipitation at |ower
pH environment in the G tract upon oral
adm ni stration. The above solution is used to prepare

ExAvitels, SUSPeNgbRiiod A’ ﬁhﬁiﬂéuotn%f eempslimanisst er both drugs:
a fornmulation of 200 ng/nL C1 suspension in 25 ng/nL

[00 5]30I éof?;ﬁon'fér E%@J& ahaYitJ J.%‘rc&ﬁéﬂuﬁ‘cgl_-@c oI]WJHH A25
3Ry Gl A 54

rocedur e, H Kk
o fmiSHoa e BB G T £EENEES BRSSP (070 it

the jpadittoh of NBQ8H. T\eo percent (W/W) of polyvinylpyrrolidone with an average molecular weight of

10,000 is added into the solution as the polymeric precipitation inhibitor to decrease the likelihood of
precipitation at lower pH environment in the Gl tract upon oral administration. The above solution is used
to prepare a C-1 suspension in order to co-administer both drugs: a formulation of 200 mg/mL C-1
suspension in 25 mg/mL L-1 solution is prepared by first making a 25 mg/mL L-1 solution following the
above procedure. C-1 bulk drug is added and homogenized to ensure uniform particle size.

EXAMPLE 7. Solution ‘B’ formulation of C-1

[000159] A formulation of 200 mg/mL C-1 suspension in 25 mg/mL 2-[(3S,4R)-3,4-dihydro-4-
hydroxy-3-(phenylmethyl)-2H-1-benzopyran-7-yl]-4-(trifluoromethyl)-benzoic acid solution is prepared by
first adding the L-1 in deionized water and then adjusted the pH to 7.0 with the addition of NaOH. Two
percent (w/w) of hydroxymethylcellulose (viscosity of 2% aqueous solution at 20°C, 40-60 centipoises) is
dissolved into the solution along with 5% (w/w) Tween 80. Compound C-1 bulk drug is added and
homogenized to ensure uniform particle size.
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EXAMPLE 7. Solution 'B formulation of C1 [000159] A

formulati on of 200 ng/nL G 1 suspension in 25 ng/ L
WQ240688,04R) - 3, 4- di hydr o- 4- PCT/IB2005/002203

hydr oxy- 3- (phenyl met hyl ) - 2H 1- benzopyran-7-yl ] -4-(trif

roret hyl ) ZOoj ¢, aci olytion is prepared by

EX’W'Q 8 addi ngs?lﬂgm]_c f°r'ﬁ"'%gp8ﬁ#%'8%°%?‘e1r and t hen

adjusted the pHto 7.0 with the addition of NaOH Two
[00%"% erft foyyaign qﬁ?ommbwvm EISPRITSIBR iB 2P Moktds] goptigytis prepared
by fRSaadinA OIS dSiciaet water sl 120 Enjusddd-tidpHte MDiwiio the @8dition f NaOH. Twenty
pergénls’&\ﬁ\!'vy&@Ebllb@ lstaB%d %M)\Metd' b9 ﬂ/voade%& (WW)rbf @@o&%ﬁ&wylcgmg&(wscosny

IS, a

o U PO PR B PR EPOS g A Eg 8 nomogerized

to ePEUT¢ WBROOB/1I002203 EXAMPLE 8: Solution "C fornul ation
of Conpound L-1 [000160] A formulation of 200 ng/ nL
compound C-1 suspension in 25 ng/nL L-1 solution is
prepared by first adding L-1 in deionized water and

EXAMBIE Aikgid- Weﬁtﬁlﬁetm'ihtt\ﬁo aru% s Yahilatb@Rga@ed ti on of NaCH.
Twenty percent (WW of PEG 400 is added fol | owed by
two percent (WW of hydroxynethyl cellul ose (viscosity
of 2% aqueous solution at 20C, 40-60 centi poises).
Conmpound C-1. bylk drug is a d_to-

Comgprsnd le/uni f or m|particle size. EXAMPLE 9: Single-1ayer

thtvvd drugs gr. d togefher Cop
COTpof?(?éonpound C- 1 dose fgg?ﬂfgﬁ?em 200 100 ng nggggg g
—per—1000 g per g per L000 Tmgredients v Ww Tabl ef
tabl ets 9%V w Tabl et tabl®gger CORpJAP| alL- 1 [289Ppr | g per 1000

200g59i9H®. 00 33. BYW200. W'GEO(D ﬁ?‘etSOonr(@(ﬂ‘ﬁd Gablebg| gipblets

| _00—200-00—16—57-166—00—16 %%gge 2336

C°'1‘%°3'”@3 163. 50 30. & 18] .%}’8'0983 3600 SoHiPtRs LladPyfo | 20000

C@S&%uhd‘ﬁ:q (SES)—3- 085 2190508 5o 00 30830 1'8‘%"1“8. 19800 | 100.00

yvinyl -pyrralidone {(PVP) 2|50 17.5p 17.50 2.50

Pe 38esd0 15. 00 Crjoszaaenel | as&0S0di1essas. PBo2d. [00s2do 00 183.00
3.00 18.00 18.00 cMcrtocrystalline Cellul ose 10.00

Sodidn DQIryrdulide 10.,00 60. Og 60. 00 %nes um StJ(e)ar ate [1.00

SL?B) oo 7.00 1.00 |6. 88% ﬁ Y900} 0809700, HPO70p. 3800

00 600 00 800 00 a |nr~| cC-1 \/ ha noeod a

cﬁ’?"@’é*”éf&%@%ﬁ'g’s;ﬁ, i f ﬁ?q s U?gd, 15051 | W ght| of >0

[
aCrF's‘ESHﬁEQE%EdGH? Hcrggset 29hg t e AUt 3o T 1880 (F. 9s.00
actose) Is adjjusted t¢ acco ate the weight of he

G O&She cam;osﬁg CRR300S€ e D¢ Trapmoacedoly (Ot buso 60.00
wat er - sol ubl e gxcipients like|mnnitol. c.

MaB@siymiSteataey r r ol|i doe may 1 repl aéed py!. 011 her 690i t pbl &00
bi nders |i ke hydroxypropyl celllul ose br yidr oxypropyl

To ekeny| cel | ul osd, QA0 atm%% of 7R3 o”ﬂ%oal |G0RRO | ~ 600.00

C

L_celluloseandH ..,diﬂ.h;cﬂ

a. Compound C-1 may be used as free acid or a salt; if salt is used, total weight of the tablet is increased
or the amount of filler (e.g. lactose) is adjusted to accommodate the weight of the counter ion.

b. Lactose may be replaced by other water-soluble excipients like mannitol.

c. Polyvinylpyrrolidone may be replaced by other suitable binders like hydroxypropy! cellulose or
hydroxypropyl methylcellulose, and amounts of microcrystalline cellulose and lactose may be modified
to modulate the drug release profile.
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to nodul ate the drug rel ease profile. 40 WO

2006/ 011048 PCT/ 1 B2005/ 002203 d. Croscarnel | ose sodi um
woreyeloelonepl aced by other disintegrants |ike sPAi/iB2005/002203

starch glycolate or cross- |linked

d. ?ré)a%: r?eﬂ%s %‘%ﬁﬁﬂ? F]IO)((ZJ t?enrgplace by otr|19rrnd|n ﬁtteﬁrgnt% I%e sépqlm s%arc glycolate or cross-

 Rodher dip
!r@mlpylmpﬂﬁemmer efimipatedighipRieingaeting, corl'tr@Eqdcs%ase g thg two drugs.
PVP, croscarnel |l ose sodium (portion of total or all),

[ooa'red] m @ungronndd ta bdnipoendo@ il llagtoss SLAIRY Phirescaledidse gmtiumg(portion of total

or &} Qn&ﬁ;%&b@é”ﬁg c&lﬁlb%r@bléﬂd& Qééﬂb\‘" bt drM01a@E uding¥edry granulatlon or a wet

graglfla%f)rh %ro§_§anD ?t%?anae}fgn aci,ag oh%l 09%13 gg%%ndillolcr) EVI? grg‘lrnit)t b?endei% initially with
thetdryg, aid @eg, adegsidiuditodhegienslation star g a seleiogr waraaﬁ'ﬁ@?fe delapred §
ned@ssaf il br@Ariedl(fdewegrinulhiRs). ahedride hranfehré milled) Bi6@®S alttypart or all of

croéc,ggneﬂs% sg&uljrﬁ qollg\xl&f&rb&‘ﬁ@%‘)lgﬁdﬁ@ ngtf‘Nnb%ﬁglum -srtggratg r ‘Iﬂﬁ%n?i blend is then

es are Qart or

COW%Sé?f’dPtPrEbPE?%a@B’BF Phrzero et BREESBY Y45Pnal bl ending wit h

magnesi um stearate. The final blend is then
[008tRhr eBrepetebldthieontaininb PG g epmpaysg oAt A8Gemg; sompogng Gybare pdainistered
for 6h@ YbdeF 4008 LoompOHA £6124nd vdccimpinetst. cont ai ni ng 200 ny

conmpound L-1 and 100 ng conpound C-1 are adm ni stered

for the dose of 400 ng conpound C-1 and 200 conpound

C—l Exanpl e 10: Bilayer tablet (Conpound L-1

I’Ié W l%gleriaenéeggéo% 0 &‘P ?lég oﬁ%%ﬁekegg%gli%%%%&gﬁggiaéﬁ release)
rrg per g per 1000 ny per g per 1000 Ingredients %W w
Tabl et tablets Ingredients %W w Tablet tab-lets
Conmpound al-1 33.33 200.00 200.00 Conpound C1 40.00

200. 00, 280, 0000y GLhYT ond 0| 45,3066 1165 34 L

203 Tyl

bLact ose 17. 00 |102p€0 9Pe100Q Sul fate 3./00 15 omgmer er 1000
| igregignthy | | i | dRiiel| nrtebipts 17 tmgredients ool Jqwpw o Tablet | tab-lets

Cofpéthd done 652YP)| 20070 120860 IonfundBiii Y1 |au@do | 200.00 | 200.00
PLr 0Scar -[nel Tose h dfox -tdluene 0.01 |0. 06 (. 06

ethordi um 3./00 15.{00 15.00 M crig-crystal lijne _Siflicon
oxid oxi de (_806R |0fB3P40n 18204 |i'krstose 000 54059 |5803HF | 203.75

Magnesi um Magngsi um Bt earatle 1.50 9. 00 9. 00 |Stearate

0.75 3.75 3.75| To make 100.|€Ri#AQuQO0 600. 00 [To nmake
b o206 00 5001000 5000200 | a02.Gprigpdfaad L- 1 npys.09e |usiédoas 15.00
free acid or afsalt; [f sal tfPpigvinysed, tjot al i ght of
Soqh;ltmghlwblee t 1000 1| 1920005 <182.6G el I ; t3R9 ;qgﬂdﬁﬂ hf 12.50
H roscar-meillose
?/ ﬁ?—touoelﬁlg tero_d1on. 0.06 0.06 {Sodium 3.00 15.00 15.00
"Micro-crystalline
Silicon dioxide 0.50 3.00 3.00 |[Cellulose 10.00 50.00 50.00
Magnesium Magnesium
Stearate 1.50 9.00 9.00 |[Stearate 0.75 3.75 3.75
To make 100.00 | 600.00 | 600.00 (To make 100.00 | 500.00 | 500.00

a. Compound L-1 may be used as free acid or a salt; if salt is used, total weight of the tablet will

increase to accommodate the weight of the counter ion.

b. Lactose may be replaced by other water-soluble excipients like mannitol, polyethylene glycol, or
sodium chloride.
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b. Lactose may be replaced by other water-sol uble

exci pients |li ke mannitol, polyethylene glycol, or
waoaiamoahl ori de. 41 WO 2006/ 011048 PCT/ | B2005PODPR20@5/002203

c. Polyvinylpyrrolidone nay be repl aced by ot her

C. SF% dvmg?p)y?roh E)rp dr%r De rep’égecﬂ%(/% %Re(b?eq;{ den%(ﬁilel @58%%08% cellulose or

W@P’@’E'P?Séf“ﬁ hV'FﬁH@OS@e?”ld ameyes Qiﬁ?frqcﬁ(ét?'&eéewe ped lactose may be
madifitd ©chotidatevd dhugtaeasdigoft. ug rel ease profile. d.
Pol yet hyl ene oxi de may be a m xture of nore than one
d. rﬁb‘y@ﬁﬂé@roxiﬂ@}ngﬁﬁe e@ﬁlﬂd@ of PEE AL ofd r@JBculHﬂke@dﬁUéer‘e réYRing frbm
molecular’we (})ﬂ f30050d61to lon . CGroscarnel | ose sodium may
ébd) other" |S|ntegrants I|ke sodi um starch
colate or cross- Ilnked yrrol idone.
e. [ %irG‘STOSTﬁ%j W&qéqﬂagedd}y % i |n rq létla godgfnestarch glycolate or cross-
dineed pbiatimthysdigaeat el y. [ 000164] For the conpound L-1
| ayer, all ingredients except silicon dioxide and
[000FE3 € STHeFLBRBHtebiEhe tAS Byddd @6 tlaalifel sapritgy.dry or wet
granul ation process. The granulation is dried (if wet

[OOST gpul Iac]} ﬁg)camwuhé ¢ jayerad %g@dﬁmg @)@eWsﬁ &n%bhh&% magnesnum stearate

areﬂaé\gltatgg gsmg J@bﬁ fg%raq\éggontpﬁoge%o E‘Eeo%ﬁfg’ a@mlls rgéggpweﬁ grapulated) milled,

and tr@de@w@mhsor@az@pﬁoupmdtbydmal blersingaithrepgnssium siealeiem and
magnesi um st earate, are bl ended together and

[oogreanul Fdr énd corspangd @1 thyyr, griyradieats iegdeptiart af ondtarmellose sodium and

ma@r{e@UMls@ar‘a@nare QIEI%%QﬁJﬁethé: Qhd Wula%rd%gl é‘&r{y Bﬂnuiﬁﬁﬁ br et Blahuiation

Propite L LS Onags oL kR S Pt PG 5 ey e e crug,anc
areggdedl dydriguine gsanulainestegrea aadletion.afhe grralighqye deliniped & pessssaryand are
driciNf@r Wt Qran@litiot)d Thd Sed WRKuIGH AWl bieikd will\Rirt@F &8s croscarmeliose

so&fnﬁ%‘ﬂ&v?e%b i lmerld‘n gith RL&?Q@PS&A part or all of

crdscarne ose by final blending

[008}68] th ﬁpé?géeésltgé%g G Borr[?ﬁsge&%iérgl fe lgge]er éaﬁ;@ts&t approprla*?e suzrgequ get the

dmﬂgpﬁnprlate size to get the desired dose. [000167]
Bil ayer tablets with a total weight of 1100 ny
[0001BINt aBinen abREBAVtNE todd weigHpOI DA MY fcbntaiBin@Eo|nad df Comnpatrd L-1
gragQQnoﬁE?ooé‘oo %%p%gung d&sr%ﬂw%rﬁgrlgme R e H&g%f 50@ tclalff"npound L-1
conpoun ng conpound C—l
a”ﬁ%@@%ﬁ@Tp%ﬁFgaer tablets with a total weight of 550 ny
(contai ning 300 ng of Conpound L-1 granulation and
[000H8] nyBilgrer @Sleisith a to weiglt RGP awi(epnipinge é0Gyagief Gompounp k-1
graf@aten l@lﬁd 750 thgreg C &sappaaid glandlatios)raek r4d8 faithe Gosead tIttng=dmpound L-1
ayer tablet (Compound L-1 controlled
anfﬁ?@%&% ébwggtnd C-1 inmmedi ate rel ease) Conmpound L-1
200 ng) Layer Conpound C-1 (100 ng) La er ng per g per
1000 ng per g per 1000 Ingredients QMIM/TabIet
tab-lets Ingredients %W w Tab-let tab-lets
Exampje £ Bilayeydablet (Compounghl- t&%wmretgaiel nge@mf(ﬁﬂ v@mnedlate release)
100. 00 42

Compound L-1 (200 mg) Layer Compound C-1 (100 mg) Layer

mg per |g per 1000 mg per |g per 1000
Ingredients Yowiw Tablet | tab-lets Ingredients %w/w | Tab-let | tab-lets

Compound? L-1 33.33 200.00 | 200.00 |Compound C-1 25.00 100.00 100.00
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WO 2006/ 011048 PCT/ |1 B2005/ 002203 dPol y- et hyl ene oxi de
30.66 183.94 183.94 b' Lactose 53.25 213.00 213.00

wEedscomokaur yl Lactose b 17.00 102. 00 102. 00 SedT/H82605/002203
3.00 12.00 12.00 ' Polyvinyl- Sodiumchloride 17.00

, 0 102.00 pyrrolidone (PYP) 2.50 10, 00 10. 00
P% ‘?"W?ﬁ?ed YELOKy i BT 0?&%% 9se tollugns: 0. 91 £ 06,500

U. UW DUUI VRN D 1IZ. 1Z2.UU SoB’ M'Lé’ur al T Tir1e
LacibskPcon di ow_(@e 01-05.60 3. 962.® k! | ul ose 3@ 50 50000 12.00
~50.00 Magnesi uin Magnesi um $p@amgt e 1.550 9. 00 9. 00
SoGtreaiaie (). 7503] 00280 00 102119 fpskaidd@0P\(0| 608, 00 1600. )010.00
Bufmteﬁm@eoxmo OO 400. 00 |400. 00 eC@SCﬁG@ﬁ*t@%nd L- 1 nray be

oXI

tolyeagd as frnel.04qj .6 ofiumo) ¢+ | S 12.00
° stallin
il %di O g%o PRI NI P S qommdghs,  he o
)U_I_I_l et ot ‘I lebUFPc 1] . " CPI1 ab(.u
Syt her watgp- $0lowhal § ex6d plﬁéiira‘ée Mgy tiols00 | 3.00
Dol yernylene 'grycol . ar_ sodium chroride, c.
To 38K niyt 510080 i IR0 o 0000 JTgale o byl 80:03:| €90.90a151490.00 |

blnders Ilke hydr oxypropyl cellul ose or hydroxypropyl
net hyl cel | ul ose, and anounts of mcrocrystallin

a. ceqmpgrngdet 'ﬁ?YcPeIU&‘?S’taészée Wrﬁéa” Arertt s sed tete) weigltof ’59 Eblehll
dridigasé @laecsenopste thie Weightdf th&eduytet ibry| ene oxi de may be a
m xture of nore than one nol ecul ar wei ght grade

b. rl.%@l@éé?@ay%@@é’ﬂac&ﬂﬂy%@ié} dterWBILgOExcRlentd IR, ARkl Bolythylene glycal, or

@ord Croscarnel | ose sodi um may be repl aced by

stoﬁ'@"f" §Pntegrants like sodium starch glycolate or
cross- |inked pal yvinyl pyrrolidone. [000169 The

c. cRaMsBHRTPdoRs Mavhe TeRIaGe] By pHeE sulfphle ‘@?d&ﬁukeaftysfﬁxypmpy‘ cellulose or
sepakgptop)l ynethyIedAstOdndRourtihef Micfdsdselimpeuice brdlladtesy ewry be

ahddifeABRALIGES RIGERIe Blolib.cON di oxi de and magnesi um
stearate are granul ated using dry or wet granul ation

d. pﬁq%ﬁzlgne OIEQ g@y Jg%}e%ﬂmbé tlgﬁ b edla&écfulay\%lgh?%r?{kg\%@dﬁg%m

silico I OXI de
fMelepuiapy Righiph7g0: Wott%5Wﬂ@FreS| um stearate. [000171] For
COX-2 inhibitor CG1 layer, all ingredients except part
e. ofrossemslicse mesiumysey bedelilaged rather dreitjpasarituire sqdivay tareh glygplete or cross-
binesydevityRgedibeie. and granul ated using a dry
granul ation or a wet granulation process. For wet
granul ation, part or all of the SLS and/or PVP are not
blended initially with the drug, and are added duri ng

[Oogrﬁ%ag ran ug'gﬁ%})cl)noeﬁls gftt e&wa%H%s are lg%m&&ed sgp? ?tel? ran uI es are

necessary a
ranulatlon The drled@%ranules are n1||ed blended

[oaRA 704, plaqrtthe sz?qmpaﬁdndd.ﬂd 5 el erpdans exg@&vf,nﬁ:ﬁﬁn dl?)gﬂelaag\g]agnesmm
stebratefaragibnulated meingdyy o viehgramutptiosironess tToagratugtion is dried (if wet granulated),

milled, and blended with silicon dioxide, followed by final blending with magnesium stearate.

[000171] For COX-2 inhibitor C-1 layer, all ingredients except part of croscarmellose sodium and
magnesium stearate, are blended together and granulated using a dry granulation or a wet granulation
process. For wet granulation, part or all of the SLS and/or PVP are not blended initially with the drug, and
are added during the granulation step as a solution. The granules are delumped if necessary and are
dried (for wet granulation). The dried granules are milled, blended with part or all of croscarmellose
sodium, followed by final blending with magnesium stearate.
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43 WD 2006/ 011048 PCT/1B2005/ 002203 [000172] The two
final blends are then conpressed into bilayer tablets
wo@hooapprogpri ate size to get the desired dose.P¢DOE2LT53]02203
Bil ayer tablets with a total wei ght of 1000 ny
oA ot o TR B R o oo e
degfegdosef 200 ng Conpound L-1 and 100 ng Conpound C-1.
[000174] Two tablets are adm nistered for the dose of
[00403] NUBik Y EOEEAVith & btweigiz 601 00QmMg uaitingl600Gdlaf cdmx@nnad Le1

Tl @e! ]
gra%aatloﬁbrllo(ajzﬁbg toaﬁérngﬁglufga?g 'I'r'rﬁrgl-ﬂeiégfgrlre-})age rﬁ:%gmro S r(}ngLJf Qéﬁg%@érr%%ound L-1
ang 1 200 ng) Layer ng per Tab- g per

1000 per g per 1000 Ingredients %vw let tab-lets
[000HSt ed Wﬁ@et%ﬂ}ﬁ aAmigigfere@ for ha Bese &f 400 mgsApRRYAE L-43nd 208 @g ggnpound
¢-200. 00 200. 00 Conpound C-1 40.00 200.00 200. 00

Hydr oxy propyl nethyl cellul ose 45.00 247.50 247.50

b' cLact ose 40.75 203.75 203.75 Sodi um Lauryl

bLact ose, 17.14 94.25 94.25 Sulfate 3.00 15.00 15.00

Ex%@@?fl é‘ &‘PﬁJ cg;w oun%‘. ‘?35 I:oq}leé're se§ Cgépgun%% 1 lnrmedlate release).

roli 50 12. 50 eCroscar-ne
- - Sodi lJ_mQ 00 150015 Q0 M cro- PL\J/QLa_I_L_j_n_e
Cel |©J>rﬁp%@nd]LO1 260 a&@eﬁo 00 Nhgne@bmmndcr(zo%tr@wee
0.75 3. £ make 100./00 550. 00 5K0. 00 Tp nakegpemooo
r -9 pel g
lmgregj_entcs)hsos) \A(/9v ,@9??’9 8 g‘tab lels . uTngreélgé} ey ‘gﬂelw e%ﬁglet Ftab-le’ts |
CO IOun A YA . SAl v, QAT LU .

PRE™ &t els 455 || Bh.6RSEh00.86 |ESHLAMRINT Of 4d.dd | BBodldd: 9200.00
UHyLdﬁ:g‘(}OSS TS adjusted accgnmmodat e thel wei ght|[of the
prop@uiatngr | i on. B. Lactose may |[be repl aced by ot her
celivpter - spl 4f510e |exed?.pd ent237.60 k‘é°Larmuaento| c40.75 | 203.75 | 203.75
. Pol ywnylP rrﬁlidone *ra&k e [Pefimdeed! byl ot her suitab) e
LagiopRler s v d9428y p 45 r‘é 8l ose nr ﬁ}Qarm(\rﬂﬁ!OBpo/!ﬁ-OO

J PAL P I .

SteiirE§HV]| cel | u) gs,e;gfigd;bm%%t, ngQm aie;{fb%)r ysbah! i N6y 5 | 4250
II ul U T dAaltu IG.L;ILUDC IIaY‘U eCr ;meIII&lé U 11TUOUUT AT U1
drug re| ease grofile - |sodium 3.00 15.00 | 15.00

“Micro-crystalline
- - - - Cellulose 10.00 50.00 50.00
Magnesium
- - - - |stearate 0.75 3.75 3.75
To make 100.00 | 550.00 550.00 |To make 100.00 | 500.00 | 500.00

a. Compound L-1 may be used as free acid or a salt; if salt is used, total weight of the tablet is increased
or the amount of filler (e.g. lactose) is adjusted to accommodate the weight of the counter ion.

b. Lactose may be replaced by other water-soluble excipients like mannitol.

c. Polyvinylpyrrolidone may be repiaced by other suitable binders like hydroxypropyl celluiose or

hydroxypropyl methylcellulose, and amounts of microcrystalline celiulose and lactose may be
modified to modulate the drug release profile.

Hydroxypropyl methylcellulose and lactose content may be modified in the L-1 layer to modulate the
release profile.
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d. Hydroxypropyl nethylcellul ose and | actose content
may be nodified in the L-1 layer to nodul ate the

w0 edosasw4profi |l e. 44 WO 2006/ 011048 PCT/ | B2005PODPR20@5/002203
e. Croscarnel | ose sodi um may be repl aced by ot her

e. rﬁﬁlfg%%%% og ”ﬂ%%}%‘af?ﬂ? Ic%?ih%{ %%%SQ%@%O%N%{?bcr ggﬁ/{:olate or cross-
d'ﬁkqdmely\t'ww@?@es are granul ated separately. [000176]
For the LTB4 L-1 conpound |ayer, all ingredients
except magnesi um stearate are granul ated using dry or
wet granul ation process. The granulation is dried (if

[009£5] O BRWLApREts offid thE Byersdie gRh@sledpariibi.h magnesi um
Stearate to obtain fi nafl bl end. [000177] For C1

[oobﬁﬁf M F& H L‘ré‘ﬂL—‘? gén‘L?jJ&En‘d IS4E QIPEgchﬁénﬁs eQEﬁp gg%‘ééf&nﬁfﬁlﬁrﬂé Ere granulated

um ang gnesi um_st eara are et her
gAY EPuEOTPRHRUED RIGRYy TS BQMIRIP R YA Ot Sisieqiiied, and bencea
witigmagnasiert stezratp taobeddinalend.wet  granul ation, part or all

of the SLS and/or PVP are not bl ended initiaIIy wi th
[oobAvy] dr Ewgy C-1af\@r, aN BgradiehRbxelpt pandf crbdtern@nada sddii 418 nBibeRium stearate,

are%?ea@eostgdegﬁte} Q\g gra}mﬁegﬂsﬂagldﬂﬁgrﬁ{uﬁnﬁ W&%ﬁanh%ﬂcﬂ?&%@s@aﬁyr wet
oragHGRBIFEE oI i PR OGP RIB EReE S ﬂiwvv VB{p g ugognd are added during
thegransietonseb kos eolgiod | Unegrahoéd spevéadlimpby if hecassarylahe are idregl (for wet
arafibtldn B0 &L 'dFéhé‘qésea?é @&, bIbRROitBlart Tha dr wescfaanrémse bR followed

to bilayer tablets of
byérﬁ?b'%ngf‘f’g&énq%nesmr?%eag%? the desired dose. [000179]
yer tablets with a total weight of 1050
l°°(’?:7(§ht al i WYy IsEP 1R 2"8 e eRmpERT RS '“Lf° Rilaye faRIsts °é?RP5%R“%{ﬁaze to get the
dedi®@darg. of Conpound C-1 granul ation) are nade for the
dose of 200 ng Conpound L-1 and 200 ng Conpound C- 1.
[00p 9199 1 BBilaydBitdbRIsEWith b @ded @bight f 1060 Mg tcﬁﬁta.hing\sﬁogﬂig of Gbmputhd 1Y

| af i

oS80 08l S & PBARIMRE e BB O AP Formoouna L
a“‘ﬂ%@éngqumPGWd -Conpound L-1 and 100 ng Compound C-1

Exanpl e 13. Bilayer tablet (Conpound L-1 controlled
[000E80% a s BilayeTtabistsurit a ®tad weighteth2a e (¢aataining 875 m@ofrGecwueithd L=11
arad&3n BEY 250 Mgt C@@d&)ﬁd@? glgrg&atb%)(%@bl rﬁﬂie&é;}f%rdoga c?/&f/m md@@ompound L-1

r ), Mg per tab- Ingredients w

an#ﬁ@-n%e@ﬁpg%‘%%&'s I ngredients %W w Tab-let lets

Conpound aL-1 36.36 200.00 200.00 Compound C-1 25.00

100. 00 100. 00 dkwdroxy propyi nethyl-cellul ose 45. 00

247.50 247.50 b' QLactose 53.25 213.00 213.00 Sodi um
Exaraple §3- Bjlayerttalet (Qomppand)-1 sgntolled mplegpg!/ Campoundp inymegiinte release)

12. 00 WMagnesi um Pol yvi nyl -

Compound L-1 (200 mg) Layer Compound C-1 (100 mg) Layer
‘ g per
mg per [g per 1000 mg per (1000 tab-
Ingredients Y%w/w | Tab-let | tab-lets Ingredients %w/w | Tab-let lets
Compound *L-1 36.36 200.00 | 200.00 [Compound C-1 25.00 100.00 | 100.00
‘Hydroxy-propyl .
methyl-cellulose 45.00 247.50 | 247.50 [*°Lactose 53.25 213.00 | 213.00
Sodium Lauryl

Pl actose 17.14 94.25 94.25 |[Sulfate 3.00 12.00 12.00
Magnesium “Polyvinyl-
Stearate 1.50 8.25 8.25 [pyrrolidone (PVP) 2.50 10.00 10.00
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Stearate 1.50 8.25 8.25 pyrrolidone (PVP) 2.50 10.00
10. 00 45 WD 2006/ 011048 PCT/ 1 B2005/ 002203
weaescwns nel | ose - - - - Sodium 3.00 12. 00 12rPCDIB2005/002203
Mcro-crystalline - - - - Cellulose 12.50 50.00 50. 00
Magnesi um Stearate 0,75 3. 0% 00 "To make 100. 00
550, 00 550. 00 Tp nake| 100. 0 O@Q@?“ﬁﬁ %00/00 3. CagReUNG2 00
t=—t—ray e usedras—free—aciq LT satt—ts '
used, totlal wei Sht_of the t agsels I ncreassd | @b.0d Neso.00
amount off fiTTef (e.g} Tact @hesiﬁn adj usted to
accemmodat e t he weHLh{ of th&texmeint er i on.0.75. |La¥AQ0osle 3.00
To B D€ I EPLAGRA) BYo.0f Ne6o RURI Q! Ub! € ¢Xf5hih ENhcd.ob! Kfbo.00
et o C. POl yVI My pyTr 1 of T0one ey 0E T EPTr aced D
ot her suitable binders Iike hydr oxypr opyl cellul ose or

a. E,?re@oggc%/ lgi {ng%/ 4)? thgctl hél tJ ele SF% gr aossa 2l qf salpls P%egototaFwelggI of the tablet is increased
e e eineent efdilleniriey |laaloee) tsr?élua?cug aiacem@a@?ée he UP‘Q'lt &f thejcounter ion.
Hydr oxypropyl nethyl cellul ose and | actose content may

b. becthechidyibe teplaned Hyetheomgtarsoigbld extipiesty ke ntapnitohpdul at e t he
rel ease profile. e. Croscarnell ose sodi um nay be

c. 'rRpVing®HolRyncahdyde réhlaséd By@hedultsbld Hingers SietHytrakypiopy! 6dlulose or

gr%g%%ﬁ?ﬁ{hw&ﬁ;%s an dlap%lg‘? ‘?ﬁJ oyo\élxg%l' r%ycrelru%sé gr%rlgctose may be

ohe ayers are
d?%*f‘?ﬁ‘l”ét”@ﬂ“'%téﬁ‘ﬁrdﬁ@é‘f‘iﬁsefr8%182] For the conpound L-1
| ayer, all ingredients except nagnesium stearate are

d. gwammpeapﬂdneltmlicﬂglosmhﬂy lagiosegattenfmzm Qe mpdited ipheewwpeundTdayer to
gﬁ@n|udeatelrggasb§md|el ed (if wet granulated), mlled, and
bl ended with nmagnesium stearate to obtain final

e. %r@éggrawle[logg Qc;o%n?}] mé: e r&m%gwepdléntég@%%rllke ?c]dlum starch glycolate or cross-

ents exce part of" croscarnel |l ose sodi umand
é’QP"(j'?Wpﬂ“é'g‘?”ﬁte are bl ended together and
granul ated using a dry granulation or a wet
granul ation process. For wet granul ation, part or all
of the SLS and/or PVP are not blended initially with
[00D18d] dr Thy,compmhentaiofehecidol eykrelare praguladtérsseparatplyl at i on st ep
as a solution. The granul es are delunped if necessary
[00818d] ar Eor trﬁrcbrﬁﬂ)uﬁd IO 1V} all HgRdighta Excoit InagriddRm@tea€ are granulated using

dry%F \%lg a‘ﬁﬁla ro@éss ﬁ%gué?\lulg{gbq%ddn\% eP& Jula?e]’d) E’Imed% d blended with

ar me

ma%‘elsﬁmrﬁf@rﬁ@é?%'%ﬁr@hm%‘f’e [ 000184] The two final bI ends
are then conpressed into bilayer tablets of

[008 188t opfFdr atreposidAe:1 tager grliingrenlients Geeptietofldssearm OSSN and

maBhdsai@teatattDhre benddt tddetBertadd grhnuiRladiihg & biry 3RAuIEMN or a wet granulation

pro&ﬁgn{:oqwg gﬂ&u%ﬁ& E& ?}gli&mgﬁgdt/&r fagern%%lléngéd ?pan??& the drug, and
are@&%@%ﬁngzwrw'a&m@ﬁasammﬂ Hierartyigs 3§ delvyhisd (fiepeesany and are

dried (for wet granulation). The dried granules are milled, blended wnth part or all of croscarmellose
sadium, followed by final blending with magnesium stearate.

[000184] The two final blends are then compressed into bilayer tablets of appropriate size o get the

desired dose.

[000185] Bilayer tablets with a total weight of 950 mg (containing 550 mg of compound L-1
granulation and 400 mg of compound C-1 granulation) are made for the dose of 200 mg compound L-1
and 100 mg compound C-1.
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[ 000186] Two

tablets are adm nistered for the dose of 400 ny
w@orpounds L- 1 and 200 ng conmpound GC-1. ExanplBC1LAB2005/002203

NMItiparticuIates (as sachet).

mog

F‘s%ij TGk

per

Cbnpound L-1 (200 np)

b%g% e ﬁdm)nstere%r tH? Qoff) 8%406 f“ﬁ com;a)unﬁ ?36}@5 anompound

C1unlt dose unit doses Ingredients @MIM/unlt dose unit

doses

62.50 200.00 200.00 bdyceryl

Compound aL-1 40.00 200.00 200.00 Conpound C-1
behenate 57.00 285. 00

285.00 c' dLactose 19.00 60.80 60.80 Pol yoxy ethyl ene-

Exdfply 0XY-  pr opplitaricSiami wnsheisty |

copol yrmer 3.00 15.00

15.00 Sulfate 3.00 9. 60 9.60 1pyrroI|done (PVP) 2.50

Q _ N 0

O. UU O. UU CCI ustidl 'IICI I UsStT |- OUUI UTTI O UU J. UU :7 UU
Chvinggupd t alg) beags (microsphe@s) || ul 0seCdrhodts G2 (V0 NEPGBAules

To nmake 100. 00 |500pD(95000@) To nmke 100. O 32( ragper (g per 1000

noadients 5w Bil9sq unit 4opss [heoIngredipnis, g | W o L pnit dgge [ynit doses
Co®@duha 2LLA | S&d.do i{S20096d, bR tlodnddounted-ght Cs‘z.sb he dpgaels| 200.00
bl dosg WTT]incregse to gcconmodate fhe welght of

fe COUNT e57.d001- 288.00 PO b0y tiilosnepol yoxigpbopybeste | 60.80

PayRRET YNMEf nmay Qe replfaced by pol yglycollyzed gliyceri des
etherdt or gl yceryl behenate cqgntent may be variéd for
Pgwwvulatiwg t he |drug rel ease r%tes. Cf Lact ose|may be
coeood | P 0Bt 1ot e 5! (T ALY

mranrTTnm T Ul u. LAY LI _y—V_rII 'I—[J_yl T Ul

ot her sujtabl e |bi nderls |ike Or g.00

hydroxXypropyl et hyl get T Ul 08 osadnshefdge UNt 5 Of

m crocrystalline celllul ose gswdiumact ose |may.obe| 9.60 9.60

modi fi ed{to nodul ate [the dr Jiyliaretretetivepr of i | e e.

Croscarnel | ose |sodi may beCeldpdeaced by 18198ern 32.00 | 32.00
To fHafd Nt €9 aib.50 || 368.06 QdisetBoS LAY Rdke 91 YCOl jat @007 | C32686-| 320.00

TnKed pol yvi nyl pyrrolidone. [000187] For conpound L-

mul tiparticul ates,

@

particul ates

phe
c‘{?ﬁ%‘@'ﬁlnFrﬁﬁs%‘? %fE@%’EOdatFﬁ@%'ghYﬁJRhﬁcﬁLﬁ‘ [%Bul ates are then

used "as

is"

a

usi

mel t

i ngredients are bl ended

&%5%%@1 rf\évbl %‘é%s kPr)!e adyf & Q@él@ﬁ Eeﬁ’tns l%ted rfﬂél t&tél weight of the beads per

spray

or are coated using sustained rel ease
Fﬁﬂlyngwwgrgag@ypxggopylene copolymer may be replaced by polyglycolyzed glycerides and/or

glyceryl behenate content may be varied for modulating the drug release rates.

Lactose may be replaced by other water-soluble excipients like mannitol.

Palyvinylpyrrolidone may be replaced by other suitable binders like hydroxypropyl cellulose or

hydroxypropyl methylcellulose, and amounts of microcrystalline cellulose and lactose may be

modified to modulate the drug release profile.

linked polyvinylpyrrolidone.

[000187]

preparation of multiparticulates (or microspheres) using melt spray congealing process. These

multiparticulates are then used “as is” or are coated using sustained release polymer (such as

Croscarmellose sodium may be replaced by other disintegrants like sodium starch glycolate or cross-

For compound L-1 multiparticulates, all ingredients are blended together, followed by

ethylcellulose, blend of cellulose acetate and cellulose acetate phthalate) or enteric coating polymer (such
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et hyl cel l ul ose, blend of cellul ose acetate and
cel lul ose acetate phthalate) or enteric coating
w@odogero4§ such 47 WO 2006/ 011048 PCT/ | B2005/ ORPQR OB 005412203

hydr oxypropyl methyl cel | ul ose phthal ate, or
as ﬂfd?opmgga rtte(fh g:%tlleug:gé ét%la{é%r&)ieé%]@yy qlé%;% n‘a)mgﬁ iLha%I’t& t@iéc’ %lease

p“ﬂ?éﬁ&%ﬁ??@n all ingredients are bl ended together and
granul ated using a dry granulation or a wet

[00gt&8hu| - icompopnde-¢ snulFion, alvigregierdsiart bieiden logpthertandgraradiated using a

dr%&anﬁl@ﬁ)n SLSwa ?Hn@lbtnoRVBcéb% EForivet grzﬁh'u%mﬂ)e&arﬂ onkit drdHelsy s Bhd/d} PVP are

not ble?ﬁded lMt%ﬂ)h a(Er dd ﬂre ao%gé dJr1 9%&’1? gra%agln# %tgpnaesca soFﬂEon Tﬁe granules
arehgmagd neeeseRy efr ot <fefr%eh@rﬁfatﬁﬂeﬁ) neFred g are miled to a desied

paftiasized. es are mlled to a desired particle size.
[ 000189] Conpound L-1 mcrospheres (500 ng plus weight

[008%89§ O a@)érﬁkﬂ)urﬂﬂ_ y ﬁﬁﬁfo)spl’@ﬂ;g (H00 g B d/e@tt b cogti‘na%bﬁ!/lﬁéf) 4nd26mpound C-1

gran‘g%js (?,r{ %larthen?r?]lge% t%q%

ether
aceoun

er, and 820

%8 plus agdltigrf%

lgHtSto Fccount for weight of

PolyBeftcP3tigy) obthis iMhitue iiPseparpdas assaﬁ}ee%tt‘eﬁpswf R0 wGH@EOUf“b# 1:and 200
mgtdampdlas e-107An 2006untof 460 QlUs ddditichal aRidht208:courtfoc@sighoofpelymer

coéﬁn&) oftﬁt@ n?!ﬂpéjlghse%ffor%%vﬁg ((s@ 'oM%o ﬁ%@bl}tﬁo‘aﬂ@b1 \Q@qqﬂ)mng cempound C-1.
account wel g ht of Fymer coatl ng

t 100
[00@9?) ur LS glﬁ%lv% Oo%rjsgut}eg th&nlx ure 8’6 {%G]m c&gsur% ané) ggr)nmlstered asa

capshig é_qr WHF" dpgeswhers ageaplable sizg ‘Wésq"ﬁ 9ef apcemeagpiiBe Mixiureed i n

capsul es and adm ni stered as a

capsul e

for

| ower

doses where acceptabl e size capsul e can accommodat e

the m xture

Exanple 15. Miultiparticulates (as a

Ex&aﬂbes.)mmﬁimmm&sélsa(cﬂap ng) beads m cros heres

Compound C-1 (100 m Granul es ng per g per 1000 ng per
W‘W‘aﬂﬁwv th-t—dose—untt—doses
Comgound L1209 ndghbeads mitrospoeses) Uni t _d Gsregoundortitame) Gtandies
40. 00 200. 00 200m@EerGonerdd®y] C-1 40. 00 {100. 00 [L®O PGV per 1000
Ingredipnis | %wie fapitdose; upihdosesy qmaredisntg t + %wing o rugigose unit doses
Cofhfeun@?.101. 25001012080 |Poby/@XYcEHhddMhERNE- POLY@XY | 100.00 | 100.00
ngﬁ yl eng¢ Sodi um Laur|yl copgl yner 3. 00 [I5. 00 1p. 00
beribtb at € B. 80007 . 58856090 288260 Y¥idtwse P I 1l kglgnePYd 32 5Qo1.25
Pdiyodp 6. 2D eCrgscar-rnellose [- Sodium 3.00 7.50] 7.50
ethierer 0- crystal lijne - -| - Cell|ul ose 11.00] 27.50 p7.50
polyoxy-
propylene Sodium Lauryl
copolymer 3.00 15.00 15.00 [Sulfate 3.00 7.50 7.50
“Polyvinyl-
pyrrolidone (PVP) 2.50 6.25 6.25
°Croscar-mellose
- - - - Sodium 3.00 7.50 7.50
‘Micro-crystalline
- - - - Celiulose 11.00 27.50 27.50
To make 100.00 | 500.00 | 500.00 [To make 100.00 | 250.00 | 250.00

dose will increase to accommodate the weight of counter ion.

glyceryl behenate content may be varied for modulating the drug release rates.
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Compound L-1 may be used as free acid or a salt; if salt is used, the total weight of the beads per

Polyoxyethylene-polyoxypropylene copolymer may be replaced by polyglycolyzed glycerides and/or




To make 100. 00 500. 00 500.00 To nake 100.00 250.00
250.00 a. Conpound L-1 may be used as free acid or a
waadob/01i088 salt i s used, the total weight of theCheE065/002203
per dose will increase to accommdate t he wei ght of
ter jon. b Pol e ene ropyl ene
¢ c'baﬁgferﬁélbeﬁ%f’ ‘B e re% Xter ocip%n{ yco %‘2@“@ gl ycerides
and/ or glycery behenate content may be varied for
d. n%‘?!PUI”&PX’ R °P?1’€ayoqed@°‘%°é‘i’ Rlher ?%?%%b'”d%s NS ey vy religse or
P@E/okBROO 1c0922I08se, 8nd dnmottosienicraryystating efiliese @dd lgtosetiiag be

Wabdie &thddbbe HRXPIgRbISRE $rofib ke mannitol . d.
Pol yvi nyl pyrrol i done may be replaced by other suitable

b | ]
e. brlagc% n‘?’ell%»sle %qum/ r’qg QJI&%QX lmo(tl% |§”rmrt18%r?né§glgk§ g%ﬁqf sl(t’%é.érpdt)%&Xte or cross-

anmou
@*W&PH§@“&H@”W§Ctose may be nodified to nodul ate the
drug rel ease profile. e. Croscarnell ose sodi um may be
repl aced by other disintegrants |ike sodium starch
gl ycol ate or cross- |inked polyvinyl pyrrolidone.
[0qoDI 1 9Edr cbraousDIp GuiAbrtlculdtesndll inbrpdiertd Belbiaides togéthdr, followed by

prépgrg{ cﬁld.)'f l%[l‘ltlp%rti@ulﬁeg’(:oﬁﬂl%%hgrg %Elh?lq’leﬂg ng c@ﬁ@@ﬂn&}frocess These

I epar 1 0N es ros
ml.ﬁ@?rﬁ a?eéla{e t%eﬁwaé}y e%lﬁ gcgare CH%edplisglg & |neef-f,eée§§e po'l)ymer (suc?h as
ethmtelbioﬁﬁablemomﬁ Felitiless agetate phrbgeliulese deetaggphttslated pr eatedc enatitgerdlymer (such
as Hﬁdr pr&yBrhsthyReflids6 bidiife, BOhMRRFyIid £MGBpdREner) for modulating the release
proe %g 1gcggl H/l ose, blend of cellulose acetate and
ose acet ate phthal ate) or enteric coating

such as hydroxy pro met hyl cel | ul ose ,
[Otﬁm% al gcar omwnch%ﬂ ¢ Vl%op @ll 5’@ lerg%ﬁs PE}(W&F }ogFtBer and granulated using a
dryranahy latiani on g wettgranplefiop @mgessp Farfwiet graraiiatione pasiss alf of the[ DO @AYR|PVP are

noﬁﬂHndé‘dJﬁW&Mﬂw the drud) bR At QJd'e@ﬂhrmélthla glaR@stieAll kt@@&ssa luBon. The granules
are Aeﬁjmp éj |{ nec gr{ygrrtd a@g rleg r(ta ﬂnlil ta u(?atlorg ?t% a%ed grE)(ules are milled to a desired
anu 1 on anu I OCessS. wet
PagplapEr-ati on, part or aII of the SLS and/or PVP are
not blended initially wth the drug, and are added

[009di93] ng Corugy lah micadspreres $508 prgatis eigigtlolitoriing.polyiner) and compound C-1
graama@@ls@rﬁg) aﬂ:rtﬁendﬁl(édt%b@ﬁteﬂ dnd ﬁsmﬁ@ @@g Yddhidkk aé.gmdf acecstm(ftme.gm of

ul t|o drled u es
poI&mer cgana& Offélrstmlxct: réis dosed as 66836 0?5(?0 dnq_coTpound? 17and 100 mg

of sANMPPIEE Fhie r”é‘sa"PSfGGf HSBO E)‘B S\ﬁéﬁ"’gﬁt" “@fghfd%anP%fobW'Mrpylymer
coating) of zpmelis Gsel for@tiectighbradnsd & 3200 Mg gongbendtLivednd ZDXRG compound C-1.
toget her and 750 ng (plus additional weight to account

[060@9'4] V\EAQQ{ alt%aﬂv@@' a)’sréa{et %aﬁl)tttﬂg):an‘ﬁe fi ﬁ@'lﬁcaﬂﬁs%ﬁ@adnﬁmstered asa
coii 19 505 S BamsBlonh 1 950 ShasnrBr GBBH,

(plus add|t| onal weight to account for weight of

pol yner coating) of this mxture is used for the

hi gher dose of 400 ng conpound L-1 and 200 ng conpound
Example 16.[ Gapguloslyvitingvoifugs misedtagdthes in grapulgfignhet , t he

m xture can be filled in capsul es and adm ni stered as
Compoupapaul e [for Tower doses wherfe acceptable size
CocppsudiCel can accomede?d@® ridhe m Xt ure. Bocaoplhg 16.

Capsul es wi|th two |drugs m xed tloget her| i n grjanul at | on

Compound L-|lI/ ConpoH;gg tﬂgi’@?%ézoo m %or%ggo PG (5% Per

lle

9 IRRiedQ00 MOy, pRr Qules | %wiw__|Cap-sule| cap-sules
Compound® L-1 41.67 200.00 | 200.00 52.63 200.00 | 200.00

Compound C-1 41.67 200.00 | 200.00 26.32 100.00 | 100.00
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I ngredi ents %W w Cap-sul e cap-sul es %W w Cap-sul e

cap-sules Conpound a L-1 41.67 200.00 200.00 52.63
wQo@s0010200. 00 Conpound C-1 41.67 200. 00 200. POT/PER0E2002203

100. 00 100.00 49 WO 2006/011048 PCT/ | B2005/ 002203

b- " Lactose,9.16 44.00 44,00 13,55 51.50 51.50 cSodj um
oo Lapy!  Sul flat@d SUShs.go 00 o4 44540 |30 11546 1l1. 40
SodURILYMINY T [TT ol TdonePVPZ[ 50 1200 12,00 2. 50 9.50 P. 50
SulfateqSicayr - nel| | os@ Sodiam 1] 0@.44. $0 20B0 (1100 3. 8048. BO
‘Polvbigyesi um $tearate 1. 00 ¥. 80 4./80 1.00 3.80(3.80 |To
pyrigtidone (RYR) 0 4R 0Q 4&00 op A (0 38D Q0 °%380]0@-58

CressapeRipte L1 I(e%ug%lelol aig&ree ﬁ&id Of, ol al3t80 i f

Soql ST V- ‘¥t A

TUT T L= uo\g U, ULl

Wet 9ht ot—t1{ uapoul €—1S
MagiR€ilif 35a6tedr 1.6ve anowsot pf 480 | l|er1.4ee. d. sleactiosed i
adjusted to acconmodat e t he weilght of |the counter

To b Ladt $00%00,5,489.00, 546000, 4 A00-G0¢ nAB0QR 380081 bl e
filler like mannitol, and its am)unt adjusted to
achieve conplete fill of the capsule. c.

a. PonRpYtly | ey begispdienieee gely opesalt dspibie sepdpptaldiiweightofine sapside is
latregkad 6r thd desuhnoifiiex(gpriaqusk) is adjlstel esconamdiate #emusivhsof 0k counter
Lgctose and SLS may be nodified to nodulate the drug
rel ease profile. d. Croscarnell ose sodi um may be

b. chg%%i%g)? %eb eg%:tgﬁli] gyr zgrgelr?v:atgt(sgogxlt’)lﬁofe{/ l\l/kle rr]nfpnlt)s?fr)r diJ rg)%%)rt (a:g] usted to achieve
fopGIoHpf tpeaeliad L- 1, conpound C-1, |actose, SLS,

PVP, and croscarnel |l ose sodium (portion of total or
c. Bdlyv)nylayrelidohe maetok reaped yesthen ndkalge bindehsdike blyduesypnapylaceltifoge, and

GrhEUR b3 aRé SBs M@Jbegﬁd'améﬂ B oQatdhO 8188 foleabDfrofildiet
granul ation, part or all of the SLS and/or PVP are not

d. ?Wgcagrgglose %lurfﬂnl g?c—weélg e& g)?ot rldgmteﬁgrqi_ﬂé%om&?tch QWofa@Q)r cross-

as a solutio ranul es are
%F%W'GY'?WVO'Wé%ssary and are dried (for wet
granul ation). The dried granules are mlled, blended
with part or all of croscarnellose sodi um fol | owed
by final blending with magnesi um stearate. The fi nal
[oobtesnd Candotri-f, corhg@tnd CHI Gactag SUE /POndappcanpsliost w@digin Zm@rtion of

totd Qrdallf rJe !)Ielwé& Q)Béthér gnég%&nutatéﬁ ugﬁgsé 5@ graﬁ{ﬁ’ailgn or[a%@%rgmlatlgﬁ{\ﬁocess For

sul.es cont ai n

wel G B{gPae oL St e L5 A0y BUR P8 or e iatat U (B Sy gndgge acded
during tipaxendlation tep pgla &@GomyThe grepdesrie GlumpedEi paepssery Bid are dried (for wet
gramlRtBhe TheWRE glaaliidslre MIddIbibWRd BHHIGR oBsIDNEHbsbRdIdse B&KiURE followed
by fin P%menlémg w!’fh magnesuﬂ;ﬁ) gearge Cl'he final blend is then filled into capsules of appropriate size

and fill weight to get the desired dose.

[000186] Two capsules containing 200 mg compound L-1 and 100 mg compound C-1 are
administered for the dose of 400 mg compound L-1 and 200 mg compound C-1.

Example 17. Single-layer tablet with two drugs granulated together

Compound L-1/
Compound C-1
dose 200/200 mg 200/100 mg
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dose 200/ 200 ng 200/100 ng 50 WO 2006/011048
PCT/ 1 B2005/ 002203 ng per g per
wo p@oodioent s %V w Tab-l et tab-1ets %W w Tab- | ePCT/1B2005/002203

tab-lets
228. 05 228.
100. 00 100.
214.95 214.

2 1ng@ie@’is 00

05 Conpound

00 b,
95 Sodg
1808

Manni t
gTapget

i mppéra

C-1 28.
bl 29.

prpyHgtgi

35 205. 4
i 1080)

1000 ng per g per

57 200.

I fate (
nyewiy

00 200.
5 205.

Slofg)pes.
deb-db

10

Conpoundal- 1- EDA 32. 58 228. 05 228. 05 38.01

00 16.6

45 35. 83
Qo200

e tqbpRiP)

00

6

Qd +7.a0 1 5 SGaE

UIII 9. Uy
Co§5&ﬂﬂ@t1e 1.
~700. 00 700.
“Maapehund | -

o L@ds??i" o

°Poly

pyr
°Cr‘5§h@pﬁ1§§§é i
Sodi@pl| aced by

manni t ol e

L N

0062700 Zoc0d
00 100.]

00 600
1-293A_ (It BS-45t
af00 o
“Gyher

'JI acTu
Hty:

filhgr s
os.ber
y

| 935 39-190%s5 (4T 95038 o1l 19565

DL UU 1q. UU 10.]UU Vayirmre ST UTlT

1.3606.[00166500 130008k e 0d.89.
00 60(. 00 a. |228. 05 [ng of
13ﬂ05&ﬂéri %83 Q:ﬁﬂ‘i;;ﬁ ilg 214.95

Cogpgurld Lo 1 I rasach dyg fy
U—y
c added (pdhad | idate

786 t
yrnyl pyfrr ol Tdane may [pe
er 3.and |anmuwot |of 18.00

e21oong
ol t_/o ngdul at e |the drug rel ea

\/ nl

o rrery

s bab
Toflaker di si ft ggg.@nt|szdo.dee s?@ci.omﬁw ab@aso:h @bcy@ml

. POty
I nodi fie
Magpesum Sicarglel” of 8% car el o5e /8B4 beSPepHacli by
ate8o.60
Cross- I1nked polyvinylpyrrolidone, or elrmnated Tor

tabl ets requiring controlled rel ease of the two drugs.
E%]n&}]f 09956&9@[]@1 EbA%ﬁ%len@&lmQ@M) |g:edlu1valgﬁ|?d"ido%g’ of Compound L-
and croscarnel l'ose sodium (portion of total
reéa?ﬁ'd} are bl ended together and granul ated usi ng a
dry granul ation or a wet granul ation process. wet
. e BniGlireas o epiagas obpr A SO¥SR HEPENS GIFRLGHS Tse goded foecliat
bdrepaebeidlility.ni tially with the drug, and are added during
the granul ation step as a solution. The granules are

ﬁ@lW%hdjcfne ﬂﬁ%_@egr%ﬁédéd B6tha sBitable bih@s akd BouM@k mannitol may be

ul.at i anules are mlled, bl ended
%O?E diom dq'ga)r[e t ?m%ﬁ‘ereaseonéogg mel | ose sodi um foI I ovved
y fi naI wth

par

bl endi ng magnesi um st ear at e.
: Sr"éF?dm‘F'@S% REHT EH%B‘? ERaeed bY Ripgy disiniggapis %kecf‘f’d"é[b ﬁ?@'b?'y%?{a? or cross-
$nkeepdiwingestrrolidere, dedimnetdd thosblets feQGiOriO®hircledorelezsgobthg two drugs.
cont ai ning 200 ng conpound L-1 and 100 ng conpound C-1
are adm ni stered for the dose of 400 ng conpound L-1
and 200 ng conmpound C-1. 51 WO 2006/011048

[008@% l B@QH&{J&QZ%%A compound C-1, mannitol, SLS, PVP, and croscarmellose sodium

(portion of total or all) are blended together and granulated using a dry granulation or a wet granulation

process. For wet granulation, part or all of the SLS and/or PVP are not blended initially with the drug, and

are added during the granulation step as a solution. The granules are delumped if necessary and are
dried (for wet granulation). The dried granules are miiled, blended with part or all of croscarmellose
sodium, followed by final blending with magnesium stearate. The final blend is then compressed into
tablets of appropriate size to get the desired dose.

[000198]
for the dose of 400 mg compound L-1 and 200 mg compound C-1.

Two tablets containing 200 mg compound L-1 and 100 mg compound C-1 are administered
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Exanpl e 18. Bilayer tablet (Conpound L-1 controlled
rel ease/ Conmpound C-1 imedi ate rel ease) Conpound L-1

W@ 200/0my¥8 La er Conrpound C-1 (200 ng) Layer ngP@BEIB2905/002203
per 1000 ng per per 1000 Ingredi ents %V w Tab-| et

nt s {1 | et
o SR 08 B hiictihsug SRR Hyeease
200. 00 Poly-ethylene oxide 30 66 183.94 183 .94
b* %%&)JFn@lL-M(ébO? %Q r75 20B. 75 ég?#doum é—akﬂobflmg) Layer

—vannrtol 14,53 .00~ 86. 00| Sutrfate 3. fU 15. ygu

Pol yvi ny| - Sodi|und ehl|dRer d&0n 4. 99 89. 95 9. 95 mgper g per 1000
in |§:r)is;4 4n"/qglw/ ,\[!gb-l 5t_eb-Lft§ a\ Igﬂégd ieqfs But %\IN ,4Tab-let tab-lets

Com
8%% EEE!.(L&S%;SBﬁ.CL%@;St RLASNGd B:401 ] 04@&9. 0,498 | 200.00
)y‘é éo UU 10.1UU 1o.fOU ity ou-Crystdri e Ol T CUTI
oxg D. 3663 |033384 001d30k | P4vRBRIL0. 00| Sih. A0 [5£haQ8 | 203.75
Vagnes! um Magngsi um |[St ear alsedidm b4in®. 00 9. 00 [St ear gt e
Mafhitd® 3. 75 BL35 | F®0arak&6.000|SA@te500, 00 606.000 |Td5.0mKe 15.00

100. 00 500, 00 §00. 00 |a. 228[R¥vim of conpound L- 1- HDA
w |mq99m aB9-% 1S 8P- r Phpt 268 2004289 of12.50
B”W”ﬁﬁ by fIr qi doel SrAT TIPS SRy he rie gd
hydtoxy! Q?qgne 001, fIr 66689 G06: |SMN FUTIRY oRG T %6‘& 15.00

_y Ul || l =TSUT U1 stgpdéc —pUI yCl ||y| CIIq
Silien e or o%@d' urgoochl of. r 1Tl efgoomays®6o | 50.00
Magiig@m to|Tacirijtate ¢ aGhdsiuly . C

SteBateyvi ny| pysoolli cdane rrmzoobeSteenpteaced by otrher| sudst gbl %75
o Rhbder, W%@&U%B%o fodbiob" RSFyRt al 1ine 66l 1ulp$e (288 oo

IaIIITI_[ UI ||u Moyt 1 I cuU (U TTouur at © 1 ulu I'Cl ©AsSC
profile. d. PoI yethyl ene oxi de nmay be a mxture of

a. %Egihg ggco&g?euag? %ﬁ?’:&é@a %ﬁ% mm%g gaqtflfrgug\gleﬂgo EJOomrg of compound L-1
dreegeidr nel | ose sodi um may be repl aced by ot her
di sintegrants |i ke sodium starch glycolate or cross-

b. | Mamkietimpytbeyreplavgd pyatiren vatecsorible 2QHEDSJke Folyethgeruiyna i sodium
Q,fmoﬁ.&e dmwﬂiegm&%e aad%d griaiiAorpresRy. at el y. [000200]

For the L-1 layer, all ingredients except silicon
c. gil ?ﬁlhﬁ&rrgl[&gne%%%%plﬁg% %ﬁ‘lre?;uﬁabgbﬁnderg gr?d’]a%{ogétlg gf nH?rbd?)g;talllne
€ E‘“q‘m%é'lto' gRaRrTifegte modyipte &g druéﬁ?ieaS?JPréﬂ%led with

silicon dioxide, followed by final blending with
d. rRelyatbgengroxide may @tmixtp@(@orzor&}haﬁome métesuldr ieighhgrade, ranging from

| ARl vdidhBoreBs&dto Halilbn.of croscarmel | ose sodi um and
magnesi um stearate, are bl ended together and

e. gér@&%m%ﬁo%g s&bﬁ]nﬂgayaoeqépyac&f m%%&%&&& IRe YWalum starch glycolate or cross-
qr anul at 1 on JJI‘ OCesSsS.
inked polyvinylpyrrolidone.

[000199]  The components of the two layers are granulated separately.

[000200] For the L-1 layer, all ingredients except silicon dioxide and magnesium stearate are
granulated using dry or wet granulation process. The granulation is dried (if wet granulated), milled, and
blended with silicon dioxide, followed by final blending with magnesium stearate.

[000201]  For the C-1 layer, all ingredients except part of croscarmellose sodium and magnesium
stearate, are blended together and granulated using a dry granulation or a wet granulation process. For
wet granulation, part or all of the SLS and/or PVP are not blended initially with the drug, and are added
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wet granul ation, part or all of the SLS and/or PVP are

not blended initially with the drug, and are added 52
wOD0B00HA911048 PCT/ | B2005/ 002203 duri ng the PCT/IB2005/002203

granul ation step as a soI uti on The granul es are

pecess dri for wet ,

curgp R TR PSR o5 S a o AP Bfreats Eubif | peftsan e a red (o v
grapylatian)p dne dr@rl gahylesgre milesks blendagVilhRas ol epscartns|idse srsiym, followed
by Mgl HidnBind witd eagbdgn Médrile.nBgNesi um stearate. [000202]

The two final blends are then conpressed into bilayer

[oobébté et ﬁle%o fHRRIABE ér@Fh@n édrr?p?esge(a lrgc?ﬁllayel? %bleg%ﬁéd’p riéi'é@&- to get the
%{9 Bi layer tablets with a total weight
Oé%nt ai ning 600 nmg of compound L-1 granul at| on and

500 of compound C-1 granul ati on) are made for the
[00g23k o&"am@b@ “@bﬁ”fﬁﬁJW@gﬁ_Dfﬂm%’H%{ (comgnipgHB A0 Fesh efepoendi-1
grah Q4202 6t 50Binlgay empb@idlcet ganatidn) aretretiator the daph tof 200 nigmOmprgInd L-1

an&é’b@mg%mk&gdégg mg of conpound L-1 granulation and
compound C-1 granul ation) are made for the

[Oogﬂaﬁp lolgllaieg Qab%glwcth) nPo(t)aill %I?hl'f f)t]'s %nﬁ_gcontaglnggﬁoc m rﬂ;%u% L-1
grar\@?t@asred/%@awb@ﬂwo'@dlc 1 greretiien aemere Rs 8y dO%Gﬁ@QWO'EP%‘“d L1
and{d0 niy chayeind Canpound C- 1 (100 ng) Layer g per ng per

g per 1000 ng per 1000 tab- Ingredients %W w Tab-| et

tab-lets Ingredients %W w Tab-let |lets Conpound aL-1
EDA 38.01 228.05 228.05 Conpound C-1 25.00 100.00

Ex%l}?&%%ﬁ nBlllrgs%Nqébzett E%clnﬁo‘%@ cngH g%&%@%(ﬁ%glgg Cgﬁi aur yf‘f" immediate release)

Mannitolb 1433 86 00 86 00 Sulfate QJO 12.00 12 00
' Pol garhgadhaL-5060 Mg Chhbror i de |14, 99¢c& bRl 89 (R0 Layer
rrolrdong (PVP)[2.50 .00 70.00 Butyljated g per
eCroscar -nel | osé mgtped gcp)erwpql uene 0.01 0. 06 q.rﬁﬁper 1000 tab-
__Smrﬁdlentﬁs Q@ew'w al-ipt ((abhete rio- thpiedippds | | inSWAR; || Tabrlet lets

Compwﬂdé 0.50 3.00 _3.00 celldlose 12 50 {5Q.0Q0 [50. 0
Dﬁ/hnnacw Uan !\%}3?‘3 ?Izaws P‘fZZ&-Q@f Qonlpogtg Q\’T?OO 258% C%Q-Qg tLQOOO

AN A4 U CUT

Tege
ox@ee;@eg 00 3,08 | 18s gRkes %gg ?garﬁl% 00 Sto‘%s%’ T91358K€ 13 00
; 00 49000 |uHH_aHrTyI Tpound L= 1- BDA-

Mmdrnbk® et hy| enedi angen® j>aéetc)o ilsureigui val ent 3@ 2062.0® |0fi2.00

conpound [L-1 ‘Polyvinyl-

Sodium chloride 14.99 89.95 89.95 |pyrrolidone (PVP) | 2.50 | 10.00 10.00

Butylated °Croscar-mellose

hydroxy-toluene 0.01 0.06 0.06 |Sodium 3.00 12.00 12.00
“Micro-crystalline

Silicon dioxide 0.50 3.00 3.00 [Cellulose 12.50 50.00 50.00

Magnesium Magnesium

Stearate 1.50 9.00 98.00 [Stearate 0.75 3.00 3.00

To make 100.00 | 600.00 | 600.00 |To make 100.00 | 400.00 | 400.00

a. 228.05 mg of compound L-1-EDA (the ethylenediamine salt) is equivalent to 200 mg of compound L-1
free acid.

b. Mannitol may be replaced by other water-soluble excipients like polyethylene glycol, or sodium
chloride. Other fillers may be added to facilitate compressibility.

¢. Polyvinylpyrrolidone may be replaced by other suitable binder, and amounts of microcrystalline
cellulose and mannitol may be modified to modulate the drug release profile.
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free acid. b. Mannitol may be replaced by other
wat er - sol ubl e exci pients |ike pol yethylene glycol, or

wagoaeiamodghl ori de. Gther filters may be added POI/IB2005/002203
facilitate conmpressibility. c. Polyvinylpyrroli done

d. onetk%q?ocrld% fn%g ?eib% rgxt‘i:lﬂn:f‘)?c Su'(t)f;[saggrléeﬁ q{#@%ﬁﬁV?%?Qrade rarE?eng from
rfﬁ?i?@ﬁa%‘ﬁe'ﬁhbf’fr?ﬁ@@ﬂoé? emilike drug rel ease profile. 53 WO
2006/ 011048 PCT/ 1 B2005/ 002203 d. Pol yet hyl ene oxi de

e. n@ryschmnelpsersodiunm reaydfe rentaced byroder dsidegnaitdibe baliumystargitdiycolate or cross-
AR ok ARyiyRdiabde0m nol ecul ar wei ght of 200,000 to 5
mllion. e. Croscarnell ose sodium may be replaced by
other disintegrants |ike sodiumstarch glycolate or
cross- |inked polyvinylpyrrolidone [000205] The

onents of the t
OB TGt Sk o e OB EEY. | ayer, al
redients except silicon dioxide and magnesium
[°°§¥‘ghr aft s thegprapqypdld I243red ingEsidights axopptsilicapetioxige adumagngsim stearate
ardyraQe®s usinguey grwandgthratationpracsssd Mhegtauidtionne tirieg Iiawet lgah @glgd), milled,
ané‘@)lérld@&jwnth Ansh fixRe %ﬁ&me\é"b? l‘haﬁ%lén‘dﬁ? Ritthh ok G £QlLiowed by

final blending vv| th magnesn um stearate. [000207] For
[00 %%COIQ(P %rc]:gm ound éqY er, allangredl errllgregc%l te g‘ft%f c%(scc:: erpnelloge sodlumfand
croscarmnel |°05e s i°0 at e
magtpe@rﬁ@@ﬁ;axta@g@'g ﬁ@pdeﬁ mgetggraaﬁqjgrart dujglpg]g dré( g@pg}atlon or a wet granulation
progésanBérafet grahu@biora patidr algét &eLHLa bihddst PVP a0 ®sidend Edinitialg tith the drug, and

aregardmuﬁﬁd tﬁ’é}%ram%n s‘ﬂarp a@lalsolfm‘ont 'h% g§n§e§&g/dgﬂm;ga¥% n@%ﬁsaﬂgnd are

I ni are
d”?OHfé” \fj?tgF?ﬂF'attOPb il “é fneh 95‘&”'% aéeom'd?q BANdeWEN Rrtondl ‘E&m%FF%“e%SB
sodile, fatipread by finah blersing avitly magndsiagm eteargle. ed (f or wet
granul ation). The dried granules are mlled, blended
[0002d8h pEHettwdfinablldnd©fire Gie S@rrd¥edd ifis Bilayss @bietsrof afpedpliawest to get the
de§i’r¥d fdspal bl ending with nmagnesi um stearate. [000208]
he tmo flnal bl ends are then conpressed into bilayer

[0‘%@5) SRR i e o R nd FopaRea iR Smeion-
grapgfatiop éfm "eQP mgrvgccweuw bgranuisien aidnade fpr thg ﬂ%ﬁ?@f Pimgrromprind L-1
andH0 migombowegpiound C-1 granul ation) are made for the

dose of 200 ng conpound L-1 and 100 ng conpound C-1
[00&)%?21'@1'0 A8 Q@QhrﬁF\@ter@H fr A6 BdsR105408 rn%d:ofn%un& h—@ aﬁ’@% n%fcompound
c. ng conpound L-1 and 200 ng conpound C-1

120 Mul ti particulates (e.g., for a sachet) Conpound

L-1 (200 ng) beads m crospheres) Conpound C-1 (200 m

Granules g per ng per g per 1000 ng per 1000 unit

Ingredients %W w unit dose unit doses |Ingredients %W w
Example 2¢ o shultiessicylatesderpofond sadhet) EDA 45. 61 228. 05 228. 05

Conpound C-1 62.50 200.00 200. 00

Compound L-1 (200 mg) beads (microspheres) Compound C-1 (200 mg) Granules
g per
mg per |g per 1000 mg per |1000 unit

_Ingredients %w/w__|unit dose|unit doses| Ingredients %w/w__| unitdose | doses
Compound *L-1-
EDA 45.61 228.05 | 228.05 [Compound C-1 62.50 200.00 | 200.00
°Glyceryl
behenate 51.39 256.95 | 256.95 [*“Mannitol 19.00 60.80 60.80
"Polyoxy-
ethylene-polyoxy-
propylene Sodium Lauryl
copolymer 3.00 15.00 15.00 [Sulfate 3.00 9.60 9.60
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G yceryl behenate 51.39 256.95 256.95 ¢ dManni t ol

19. 00 60.80 60.80 Pol yoxy ethyl ene-pol yoxy- propyl ene
w@edscomoksaur yl copol ymer 3.00 15. 00 15. 00 Sul f BEBIERR0EGN02203

9.60 9.60 54 WO 2006/011048 PCT/ 1 B2005/ 002203

dPol yvi nyl rrolidone .00

?f}oscar-n?l!Psé -1, .602206d_ﬁﬂo 8.00
—VELTru= ol yptartT1c 1 SZ . U\ 'O 11 C

100..00 500. 00 500. 00 ] . 000820. Q0. | 9.60

Z228.05 ng| of cofnpound enedi am ne

salt-) is lequi vallent t o ndiolool | Be.e@ | 32.00
rodGkd. D Paby@xyehByd EneinBe! OXNR OPY! eNgosaPOl BBH | 5000

nay—ocrepracet Oy PorygrycoryzZzet grycert tes—andr ot

gl yceryl behenate content may be varied*for nodul ati ng

a. g{kﬁg? Lﬁg{ cré)fnlpg aﬁ SHF%A @SI %ylgr%?%rmnta (s)alt) is equa?en{ to %Oa mg % corXpound L-1

Feseydilny| pyrrol i done may be repl aced by other suitable
bi nder, and amounts of mcrocrystalline cellulose and
b. nixyokytethlylemsenolybxypropyknk icemblytner mayde reptaged Yyeolgiynglyzedioyeesiges and/or
pg{l)ﬁ Eiyl b%hen%te bR Ry BBIaHQEE: RO HERYugREeds8 mt@c ed by
0 di sintegrants |ike sodium starch glycolate or

c. %%ﬁolm t}jekr%jlac%ﬁk»?’é’thé?wtat%% ugle eQQJ‘e%f [000211] For the

nmpoun particu I ngredl ents are

nded t oget her eparatjon of ,
d. pP %vingwrrgltdgge T@rbeﬁ?p%psgw&eééj tﬁ%q%ﬁ ﬁ'échmoé’ﬂtf gwcrocrystallme
cehgesa Pichganite mes ke mddified te madulbte ithearugireledsavofle.ar e t hen
used "as is" or are coated using sustained rel ease

e. PCrbgtamdeldss sadiuntraay ttriydceebyl dleosisintedpiragitte eddiunedtdred gigelate or cross-
ARRIAoRvi Wrr&g‘meul ose acetate phthalate) or enteric

coat i ng polyner (such as hydroxypropyl
[Oogg%lgy ﬁg:;rl)el’cl::prggoeung Q—E Parﬁcu?{?séqaﬁ rg ;r}és arg ble?deﬁ together followed by
prqnére@wémympa[t@@@m(zq m'Fre?pher@ﬁwaem'ae'Gp@vgwﬁﬂlnaprp%ﬂﬁs Taese
multib@ti@Btee BieShenlueedrbeigde dretcof@t Uy s@ithed Fefatd wlya@r (95dhrag

eth@lcellgllééle glér?mf' Lé'ﬁhlbéybc&g\te Qnd’@hl&ﬁ ?%@Sﬂﬂﬂﬂte? B%f%ﬁécoa{; r%rpolymer (such

as Hmoxmf%qarbrgﬂhv"%ﬁqsgPhtiJatm Retp e/ iRdtroPd¥RenrTenodtiiog the rlease
prafleras ngressay. gr anul ati on step as a sol ution. The

granules are delunped if necessary and are dried (for
[000212] g Bdtdbragdusdn(-1 geR@atidh,i 2@ thg@biamsihre Sledded togethér@dd granuated using a
dr;ﬂg‘?%iu%ﬁ‘oq or Q@Ettgi'a%lﬂgtic%ipzo%ess. For wet granulation, part or all of the SLS and/or PVP are

not blended initially with the drug, and are added during the granulation step as a solution. The granules

are delumped if necessary and are dried (for wet granulation). The dried granules are milled to a desired
particle size.

[000213] Compound L-1 microspheres (500 mg plus weight of coating polymer) and compound C-1
granules (320 mg) are then mixed together and 820 mg (plus additional weight to account for weight of
polymer coating) of this mixture is dosed as sachet for the dose of 200 mg compound L-1 and 200 mg
compound C-1. 410 mg (plus additional weight to account for weight of polymer coating) of this mixture is
used for lower dose of 100 mg compound L-1 and 100 mg compound C-1.

[000214] As an alternative to sachet, the mixture can be filled in capsules and dosed as a capsule for
lower doses where acceptable size capsule can accommodate the mixture.

55



[ 000213] Conpound L-1 m crospheres (500 ng plus weight
of coating polyner) and conpound C-1 granules (320
wogdocarw4g hen m xed toget her and 820 ng (pl us PCT/IB2005/002203
additi onal weight to account for weight of polyner
a}tbpg) of this mxture is dosed as sachet for the
of 200 ng conpound L-1 and 200 ng conpound C- 1.
: ng' plus additional weight to account for weight
M“praﬁ’ﬁ't’?‘i‘?%(e%cf%{tﬂ%ﬁ‘@')et)of this mixture is used for |ower
dose of 100 ng conpound L-1 and 100 ng conpound C-1

L‘OOOZ 0

-1 (20¢ mgﬂaegést ercp)athle\r/e) Sa(‘dg%t 6untd E %OX ! %Granuia S
e ﬁgﬁfﬁg’%‘;{@ g per |g per 1000
Y@rentgose% 80t RS ERBRIE ShdBdiGRAPS Y| @um@N |unit dose |unit doses

Co SREnodare thg M Xt Uyre. 5o “vj 2006/ 0110438
L REDAI B200546622028.064amslos Rdmpbihd Cpar t| cwloat €siog.e0 g.100.00

"Gija@ryl a saclhet) CQonpound L-1 200 ng) beads
behenate os phelr 6639 (2PAERd2%8.95 [ Mannitety) Gjn;ﬂgnﬁ__[rn}% (f101.25
i’fﬁ@rv-looo ng per| g per] 1000 Ingred| ents| %/ w ynit dose

ethyR HPOB'B?%S | ngrledi entls %WV W.upi e unit doses
e pund jalgch- BDAs 4p.16154¢8 gg%lib%%g On@.é‘dmj’ €54 | 7.50

Ccopoliyn

40. 00 10000 100. 00 |G YCeT foyR@ienat e o1, 39 ﬁbb. 95
256.95 G |dVannilt ol 40.50 10pby@hidch@I\®5 | Ppbyoxye2s | 625

et hyl ene-|pol yoxly- prqpyl ene[Sostatmnelbgeur iyl copol yner

3.00 15.00 15.00 Sulflate 3 digm50 7. 50/ $00 yyi dpP- [ 7.50
rrol i done (PVP)| 2.50(6.25 6 'E'Sm cyeiplcalr - el I dse -

S6di-um{3-00—4-50 7150 = MSPRIGSP vt ol i Ald-00cey #7306 4 02750

II\, T T ot

To Inkkd)O 27. 503 . |5400.00 |nedoeol Grr@@e 500 00 5011)000() 25000 kas0.00

100. 00 250.00 250.00 a. 228.05 ng of conpound L-1-EDA
(the ethyl enediam ne salt) is equivalent to 200 ng of

a. CRBPSHYdf dompountl LAEDAQING ethfdenediamine salt) is equivalent to 200 mg of compound L-1
Pal.ygxyet hyl ene- pol yoxypropyl ene copol yner may be
replaced by polyglycolyzed gl ycerides and/or glyceryl

ehenat e con e varied for nodul atin
o, (KGR eRPR RrOPYIR OB Ty o PP eBM G AsE Rionees anaior
vaditcenyl-bstrngle lcentenk maytheavatier fordnodm@tlnymemwgpgwasgratetﬁone may
be repl aced by other suitable binder, and anmounts of
c. NV4hhit mypherkplddae by other water-soluble excipients.

d. Polyvinylpyrrolidone may be replaced by other suitable binder, and amounts of microcrystalline
cellulose and mannitol may be modified to modulate the drug release profile.

e. Croscarmellose sodium may be replaced by other disintegrants like sodium starch glycolate or cross-
linked polyvinylpyrrolidone.

[000215]  For the compound L-1 multiparticulates, all ingredients are blended together, followed by
preparation of multiparticulates (or microspheres) using melt spray congealing process. These
multiparticulates are then used “as is” or are coated using sustained release polymer (such as
ethylcellulose, blend of cellulose acetate and cellulose acetate phthalate) or enteric coating polymer (such
as hydroxypropyl methyicellulose phtalate, or methacrylic acid copolymer) for moduiating the release
profile as necessary.
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cellul ose and mannitol may be nodified to nodul ate the
drug rel ease profile. e. Croscarnell ose sodi um may be

w0 epbacwds by ot her disintegrants |ike sodi um SPEr/Br005/002203
gl ycol ate or cross- |inked polyvinylpyrrolidone

o00RY oot b pout s FRRTRAR CLgRPHET: 7 R Bap ity 55 ordhuated using o
dryrgrasglaiicator awetgfanwekion pigegssi tawat asanulatinn, pArtoF @gquhgﬁég pnd/or PVP are
notbSenti ifRl1 withAeAdruds @ﬁ@e@édd&gd@ﬁ@tﬁeg‘énuléﬁbﬁﬁ@ as a solution. The granules

arergélutnggoq{ rjfecgsgzg 5r%d g&% %r&%%ﬂ ST .esdéigooé’rar%reg an%%‘egqo a desired

USI ng sustal nea re eas
PaldigSfecel | ul ose, bl end of ceIIquse acetate and

cellul ose acetate phthalate) or enteric coating
[00617Y neeoninoursH--1 misrophdies 16PP Mo pies weight i doatiab Ipelyrarskkand compound C-1
oradEAR 8T Rg) af thdWBiikka GdgkthbCardb0img (e laydinal wleht to account for weight of

o8B B/ T3R8 E ol Fr B DRAR SRR peunB L s 100 mo
compoyngye-An 104 Madpius asdpifionplysigbip é?ﬂ°§“t£ﬂ' é’e'B*I‘téFﬂ?é’ﬂ‘e'i ‘i?@*élgh‘éith's mixture
is adifogtha@lngHeadasel o490 mg cempatind/L-¢jararRAD algicompoond @-1wet

granul ation process. For wet granul ation, part or al

[000518}) heasdnSutanali ot sE’MBt ﬂhé mxtua@&an Bk @ired @kapdulet bidd dogeddstaltapsule for
Iov}epc?osigsr \%%re a%&a%h %Ire%lzg WL toF'eﬁe o guweat lon step as

a so € granu are necessary
and are dried (for wet granulatlon) The dri ed
granules are mlled to a desired particle size.
(000217] Conpound L-1 m crospheres (500 ng plus weight
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228.05 mg of compound L-1-EDA (the ethylenediamine salt) is equivalent to 200 mg of Compound L-1
Mannito! may be replaced by other water-soluble filler, and its amount adjusied to achieve complete fill

Polyvinylpyrrolidone may be replaced by other suitable binder, and amounts of mannitol and SLS may



Croscar-nel |l ose Sodium 1.00 5.00 5.00 1.00 3.80 3.80

Magnesi um Stearate 1.00 5.00 5.00 1.00 3.80 3.80 To
worade/010@ 00 500. 00 500. 00 100. 00 380. 00 380. OPCHIB2005/002203

228.05 ng of conpound L-1-EDA (the ethyl enedi am ne

roségrm%fgs %Hllu% %!a Bé re lg%a% %0 ﬂ?r g%%@%%ﬁi@ @{é%gcrmlnﬁ %tarctl E;l%%late Of Cross-~

W%PQW@V'%'IO@‘OP?I I er, and its anount adjusted to
achi eve conplete fill of the capsule. c.
Pol yvi nyl pyrrol i done may be replaced by other suitable
bi nder, and anounts of mannitol and SLS may be
[ooved] f i eshnjodndmdEbAt®mpdiad driygarin@dl eASEPR, fd dr@car®éllo¥¥Bodium

(po%Q)Q %L Qt%ljooéﬁ arP COE/ %é%%%ﬁﬁé Eang ?gr%)?fulged lgn§§(a?§/rdf'%hlla%§r g QQti g\'gmjlation

pr%:F%r E?f V\@F ;E%ﬂlaa?rbp or @'ll gétge SI 2 IaHt gr VP are not blended |n|t|ally W|th the drug, and
arquldgd/uring they areriiaticrostep. as[aGOI0RMO TheCuamutes ard deluripeiecessary and are
g@(@ﬁ&%n@atﬂm) Qe BHIJd%LWUI% mited blefdad wﬁﬁ mﬁln@uo%ﬁnellose

so«i%m féfleed( ya?aéélendmg WITFI oL el a%rm) ‘?heefm bﬁangi % 9!%% mto capsules of

usi’ng ref/'ums at Ton=dr
apEjPFﬁﬁ@IS&? pRsHil Wﬁigbté‘é@,%the%fi"e egranul ati on, part or all
of the SLS and/or PVP are not blended initially with
[0a0R29] dr Thgg capsites cant@niagie choctampaugd L-thendyto@imglcampaind Slepe
ad@Pisred &r WeldBEk of JENGERPINRS- 18 z&ﬁhfém?wdfc-ﬂecessar y

and are dried (for wet granulatio he dri ed

[O&Eﬁim o rﬁplgg He e%ﬂ:a pé ;?e?!grrﬁ%d%%mgtmﬁ? thQP r%} éallypcgr specnf ically
desfiped r??&ﬁﬁtéé‘f‘qﬁh%?r%tﬁp ﬁ?r@'tmﬂﬁ’éth'ls|"W%ﬂ“°’bi°b‘ﬁ%?e “§edt"h@ﬁ preced'”g
exfmpidsed i nto capsul es of appropriate size and fill

wei ght to get the desired dose. [000220] Two capsul es

[00D22H) ai Mhd Qe bl B GRedBEh, It ishpgdndht theGns@ame earxewakkdGh hany

wafll, %u&%%%tﬂh?érg héish %aor%; &J%ﬁ ggg%ﬁ%]re #%chggpu‘&%ﬁéé ;ﬂadof Ehe?eresent

invenfign,|3ad ﬁbﬁ“F'bW‘%HatW %‘UEBT‘Y#%’HSlaﬁ @’Olf"h'éa ‘&é‘ﬁ*ésrti’ e S1"5J‘*dd'i‘ the art are
intspleciobe talided wittie $e scdpe df thesfalpvag tlsimand/ or  oper at i ng
conditions of this invention for those used in the

Exp.hgeegll m&ye.@gaﬂgpl es. [000222] The invention being thus

destribed; Tt TS apparent tHaty tie same tam be varted-
§is1 (280 0iy) hegeri at i ong ar e néempoundfet (280 mgH bayer
as a depa!ﬂ ure fr%@péhggﬁe%édot and scope ()f t he| mg per | g per 1000
PIng&8Bits | NVAMWI PTabién @bxthSL ch iiRdichtscat i pWe aMdb-let | tablets
ewvglentsas wpul d b vioys to one skilled In the
oun 7"} £.4000.05 20000 2000 dComaguiel s, 4000l 200,80 | 20000
bcltabtesef ol | ow Mg.00| p1s00 Exanomoe [PGactoBd | ayer | Taoset 203.75 | 203.75
So@ompawyid Li1 200 %La er Corfpwivmd-a@yl (200 ny) Layel
?Pllﬁﬁj?ll ?) g per.8000 99 per FP%herk ufela(SLS) ngr e dBEBt w|__15.00
i 0,
et qabl et s | ngredi ent s o [FETNE) ot ot bbehS| 1250 | 1250
dcﬁﬁrégﬂég% F L =U} UU 24U . JU 20U\ CVO%CMéWO%gHU oL rOU. UU
010800 | 1500 | 15.00 |Sodium 3.00 | 1500 | 15.00
“Micro-crystalline “Micro-crystalline
Cellulose 10.00 50.00 50.00 [Cellulose 10.00 50.00 50.00
Magnesium Magnesium
Stearate 1.50 7.50 7.50 Stearate 0.75 3.75 3.75
To make 100.00 | 500.00 500.00 [To make 100.00 | 500.00 500.00
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b, cLact ose 42. 00 210. 00 210.00 b' OLactose 40.75 203.75
203.75 Sodi um Lauryl Sodi um Lauryl Sulfate (SLS) 1.00
WG 2@6/051080 Sul fate SLS 3.00 15.00 15.00 Pol yvPewiB2005/002203

cPonvinyI p rrolidone (PVP) 2.50 12.50 12.50

Qne /P 50 1
a @651%% qnewﬁy%ggse)%od?eua}%dgpr o1 é 3355 Uf% 8%?%&%']% th é@ﬁt 's increased
Psthgemewt gfdiler (a\g- kerigsed isypdibeied tp ARSOMMedai: B9 Yalgh P the gounter ion.
Cel l ul ose 10.00 50.00 50.00 Cellul ose 10.00 50. 00
b. 3Qcte maylhg repcadrby bhgrvetdr-goiubleStxeipieas ke nabiitol7. 50 7. 50
Stearate 0.75 3.75 3.75 To make 100. 00 500. 00 500. 00
c. FRIyWRNSrdiRbheQihy DO fbpR0sdily Othesuitdnte biNGrd (kG 63308y celluiose or

th.éxyEr%Qﬁ %/egﬁge%gg’sfeaand gﬁm%?s ngcrjp ]m msgﬁngéeﬁgos%%né Iﬁ@tgse may be

* ragslied toeaisie e s cPeaes PPTRATS ﬁw?wet sﬂrme?SP'P'é?haFéfeggst'CS
| actose) is adjusted to accommopdate the wei ght of the
d. coasareeligse spdiup, mﬂ@@f@@eedﬁyth@ediqir&ﬁr@@éi&e Wiumtsﬁag.}h glycolate or cross-
Wt <@ oSyl ork B d @ CnB the RbnSurltd K&y beBbaiiiédab moulate the disintegration time.
Pol yvi nyl pyrroli done may be replaced by other suitable

[ooeiﬁﬂerﬁe CFJﬁfonQMgsf%me; QR ar€ sﬂamtéa%@pagtew hydr oxypr opy!

yl cel ose, and anounts of binder

[ooﬁ%zgff i & g(%ngol Lé) € I%)?elrl ngr% den%s exc%ff‘éarpﬁ gro&:%%n%ﬂose sodi dum 'ﬁnd
magneshiatstegrgivptre glgnotsﬁ togibr atd PUNASIng BIcTY @RERER FiA 4 ganuiation
proSé3e] EdrwaBy ardRtidnejtirtae aithf g SoS bedor @B artregianbédsinitidlii @ith the drug, and
aresaggédl%ﬂh?tt@é &Q\Uﬁ{léﬁ%@p%& g s&futloﬁ r %%ranhlb@é?@ gelumped if necessary and are

done
crge gt gRafiioph dnsrer ﬁiﬂ@ﬁ?sm et P vl 25 hgarotose
sodiomfrdiovesdbg firg bleridiag witlothe reyraining megneginmisighrateed
separately. [000224] For conpound L-1 |ayer, al
[oobngl e dF &2 Bdrspoandoe p taydr Adlitingaellie bt @&egtpamRebflcasearsaidiasatian end
{]ﬁ% i S£r§ ﬁl'éﬁ&e@ tog@tﬁ& am &Mdtuggfg E\@':qraﬁtmglon or a wet granulation

ranul at e usi n }/ [ ati on _or
g S o et e e Bl B sttty g e, n
areildddvieriglti®: grardiation sRyRs asdutiont Tislgendiesiare délyrmrel ifpesgisaty and are
dridd@r \gét'éganulﬁﬁﬁ') TAE ie8 JEBlesCHAl gl Blblﬁie@ﬁ/ﬂ{béh@t (I cr8dcBifthellose

sof iy iy Lo P B8 g PR B Sy TR Br ”23“5"’”
ranules are ml |l ed, blended Mﬁt art or

[003?%9}, calReve BekPlendsa/p i camprasssrdieic Bipyar faplss %?F@Fﬂ?f' Figysize to et the
desived Host.he remai ni ng magnesi um stearate. [000225] For

compound C-1 layer, all ingredients except part of
[000527$ C aBiARdrkaDR6 with € itdtdrwaigiel of T08Q MG Sdohtahifd SIS ¢ condidoend L-1

t

gra%lgtr&q ?th éo%%% olf]gd’mp@urhq (‘9{ %Qrbb{lag{)rﬁ grﬁtﬁ%ggg)(r: ﬁég ggs\é |g_:f 200 mgtcompound L-1
an %&ﬁ%ﬂ%ﬁP%ﬁdCﬁart or aII of the SLS and/or PVP are not

bl ended initially with the drug, and are added duri ng
[000228] gr Bilawdr detbietsrwits B dqtal weight oBZH0 ingi (epntaining @SQynapfigPrereuag &t
grafl@btloRBRr250 imglbe ERHB@HIYC- BgEinuRitien) afdimiaael fof fhe Hosat 100 mg compound L-1

anghﬁﬂ&%% 8R3c1The dried granules are mlled, blended
wthpart or all of croscarnellose sodium followed

by final blending with the renaining magnesi um
stearate.

Example 24. Bilayer Tablet

Compound L-1 (200 mg) Layer Compound C-1 (100 mg) Layer
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[000226] The two final blends are then conpressed into

bi | ayer tablets of appropriate size to get the
waoele@snem4giose. [ 000227] Bil ayer tablets w th aPCDIE005/002203

wei ght of 1000 ng (containing 500 ng of conpound L-1

granulatioE and 500 ng of cqnpound C-1 granul ation)

oo | SRR S ol 1 8

MYgre@eHRouUn
onpoumnd L- 1

~Wer ght_of :mu ont N
Cogpayd Lok | 49.8 ?rQPOQr%%rmqmti G119 gr e 0 ,u1DQnOQ 100.00
oo afigseTBde T bhia ,@h@:ee 1050 Prasiosonpound 4325 | angosl 0G13.00
Sodigm capgpound C 1.| Exanpl e 24.|sddiumelgetyl Talhl et Copnpound
SuILate]tSLSDOO mg) 1.Waylers.Wonpdiad [Efate (LSO ng) BAYer 1289 \\OI2.00

‘Pop@iogs 011048 PCT/|l BZOO&/ 0022080l Yper nglper. 1000 t ab-

P o o0 b %M%M-l—%@! 21000 1000
“Cry rosgar-me

o ?if)r%efn%wﬁ“..lg‘% et At de? gsn;“?ﬁg<>gggogl}-&boag 0% 00
Mi€ro-crysteili vt 2Cr I A )
Celtied 0S€ 42| Q0.02105060 2190619 @ent}das’th 0se $3122p £18.030| 50.00
Madiediull0  Sodl um Laur yT [Sodl urvagaedivsh Sul ffate (HLS) 1] 00

SteBra@0 5. 00 [Sul.dtat|e THWLS) 7P00(StdRat®0 12. 00 0:7P0l y8odyl - 3.00

To B YVi Nyl ’169?0‘6' _%%8 (RYBY [Porfhe12- 50 12058 P 400.00 | 400.00

1T T ONTUOITe UU ITU. UU U oSCal -1relf 1 ose
Croscar-nell ose Sodi um 3. OO 15. OO 15. 00 Sodi um 3. 00
M cro Clro-

a. cléqn]pm]méie rtﬁy bﬁdseg(?s% fjjaoéa %{g\f Faltltllsouse i(%eﬁg/gtl I%BPtgtbtablet is increased
50 tf@@mOWégfﬁ@% I(%in"ﬁﬁ&ﬁ seiysied tapecgmaiedate the geight gtgheycagpter ion.
Stearate 0.75 3.00 3.00 To make 100. 00 500. 00 500. 00

b. Tactngeknaay b6 Pep@eedt)BihedvaAdBoldte excipi@uafieurdniol 1 may be
used as free acid or a salt; if salt is used, total

c. vv&ilyglhtlpyﬂﬁndbrteenéya;b IredtacédSoyiother RASALbinders I|lﬁd1ﬁdrak’§lﬁtd>ﬁi?l c@filose or

htﬁ@mgg ngwgte%&sesm alngurﬁsd% Y e¢qn &recreeq.ﬂgggg ealna !aaose may be

d% count er aced
gyedBehiemafete fhe dpoizase ey ﬂldé'tﬂtéb‘?t C%"r?ﬁiﬁt‘\ F*ta&lc lerigics.
Pol yvi nyl pyrrol i done may be replaced by other suitable
d. Weroatermslidse Resliumyorydeygpracgr ity othef disintessantsdike saqiparstpxapafyo@isie or cross-
ﬂﬁﬁefdl)bbl?@tyﬁp\}ﬂrdﬂ&ﬁte, 0 the ARTBUHNY Bayde nfbidiNELE modulate the disintegration time.
m crocrystalline cellulose and | actose may be

[0052‘3? i ffd cbApdRRAYbaBwb BGordsb Braﬁxﬁ‘elt@oas%SarétEle ile and the

t abl et corrpr ession characteristics. d. Croscarnell ose
[00% rTI]-'orrra mp ncJr P lla (r;e lngl%dl tp S( ce qbgrl Q%l%ggaﬁlpetllgse sbJﬁlﬁn and

sodr um sfarcH dy Yﬁ Sp
magnesium stearate, are blended together and granulated using a dry granulation or a wet granulation
process. For wet granulation, part or all of the SLS and/or PVP are not blended initially with the drug, and
are added during the granulation step as a solution. The granules are delumped if necessary and are
dried (for wet granulation). The dried granules are milled, blended with part or all of croscarmellose
sodium, followed by final blending with the remaining magnesium stearate.

[000231] For compound C-1 layer, all ingredients except part of croscarmellose sodium and
magnesium stearate, are blended together and granulated using a dry granulation or a wet granulation
process. For wet granulation, part or all of the SLS and/or PVP are not blended initially with the drug, and
are added during the granulation step as a solution. The granules are delumped if necessary and are
dried (for wet granulation). The dried granules are milled, blended with part or all of croscarmellose
sodium, followed by final blending with the remaining magnesium stearate.
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| i nked pol yvi nyl pyrrolidone, and the anmounts may be
nodi fied to nodul ate the disintegration tine.
w(Q 00eA2OI8 The conponents of the two | ayers ar ePCT/IB2005/002203
granulated separately. [000230] For conpound L- 1
ose
SiZ|

al | redi ent
oo B4F L T AR FEine PSRt e AR R 3 o 0ot e
deg¥adideseanul at ed using a dry granul ation or a wet
granul ation process. For wet granul ation, part or all
[000233] heBiBLes tahleth/vdth a RY@Pwaiphe of 490 nigl (entipthg 500 g efl chriypaund k1

grahfiRiod @h&roo%@f c@rp@u@%de&amrw GretnifRe EbF RB Hbsalof B nitf BRpound L-1
sol ut| gan The granul es are del unped if necessary

a”‘giog FRPUF &d” (for wet granul ation). The dried
ranul es are mlled, blended with part or all of
l°°8??6‘é caPHRepP s e admapierss fof e P%ﬁﬁ/@w%wgf@wafrunﬁt &3ed #0§ mg compound
C-with the remai ni ng magnesi um stearate. [000231] For
compound C-1 layer, all ingredients except part of
croscarnel |l ose sodi um and nagnesium stearate, are
bl ended together and granul ated using a dry

Ex%ﬁ\@E]‘,%ﬁrﬁr@AﬂfPoﬂcN\ﬁBde@ranm ation process. For wet
granul ation part or all of the SLS and/or PVP are not

[00*8%%?8% mllﬂ?el i%alec! mré% aeqre)z% weeeks a e ut%écte%n dtth;ir%oroxrma(tieqi Eg mq Hers mgarr
suhguiengepinofa 18 aildites g)fnygeaﬁ@ aé’?—@augg npesle anfl gp Zmron acrodlsc filter. The
anifheid Btel Ak dtenled witheogoJ reid agd henthe sir djectiofisIneael subbltaeaet) in the

lntr%écta ﬂ{gtog qf th@rln!)usgf Arﬁrﬁgsc‘ Eéﬁcn&l Jré)r%ﬁﬂate%%qérv Ac] dgﬁlvr;rtﬂ\ﬁﬁgoxmately 2-3

| 'endi ng e remainln T
milegsof 2. ameses APy BRRIAG S50 BT BIBIIGNGHS H Methyicsiluiose +
0.0pTe TRSA]80)Td1@ COXeR ifhivitad (cdmpewrdisC- &r1émpkh BIR), coal 18s meebtdr pirtagonist

(coliphi@¥er2, {skbe i) tr@m@ﬁmﬁﬂrtﬂﬁ)&oﬁtbﬁ&i \IlrfPr teatref J@@eptor antagonrst
{co Wgounﬁt%ch 096)@%6 chrrcr) %Er)nqu_s% 15 Pkaglsg 6%9’9 on ?ay\g/la &m Cam;f_ouids are given

orafjy @Y pagtdosad Binin azretamﬁef 00’4 mig ?rﬁa%rﬁasecottd@yr7aaﬁtma§tvreaﬁ9am
an@fhetizzadeh Cmr, sdenakirpeudiis iRededmging 0 BmDIHMeladlé.and&&?ﬁillrlﬂ;@@yrrnge with
stuﬁ}lan@ QJEEP 5?% E‘yn;losa,{ &&Q@?ﬁﬂsom&ew&hr@éluﬁ{ngo oA Think BLRE9Lr122).

ose ound

TW8 B%%Qﬂ,%strmgatfn tr@)@?ﬁﬂr% ?\S{J??dﬁ'ée %u%e‘s_,arﬁ%xf 5;% aléh a set 1 milliliter
vollrg@ FTBEM/H@ Pétice #BAH 1925 Trieselisageha@-plezedie bloes qries keeping each mouse

lavhdtl fRRilsBshratdd. Oelid BRIcOMifFRE &l 3650 rpiislidr b mingles. 0Rfis 2 then resuspended in
1 nﬂlw? Ftﬁ@sa%%?n(ﬁd%luggj &9!&1&% géllls | 'llolal ct,e‘ﬁglmét}é srl:glgf XYH Llrlrna a_i:%ulter counter.

on acro
Regiffp ﬁfé\"gs%ci‘y@reafﬁ‘é‘g’t 'ﬁéf?t?'%-é&°r\9ﬁst’%d€@@/':@2r%1 , and then t he
air injection is made subcutaneously in the
i ntrascapul ar regi on of thelanedse. Ani mal s' pouches
are reinflated every 2-3 days with approximately 2-3
mlliliters of arr, gane | apboye TBSIng of eacn
conpound, rgeg r@onQ '5"/@@3 aiga/l cel | ghypse
0. 025% "7"‘““—": ''''' s Eaw /) 3 THTi 11 T ullpU <1,
15mpk. B 508000 1790 8000

TpAa PN

D4 F tof—antaggonh \..unp)und
+
t

L-2 15( e{hicle*l_c-,’,'Zyr;gosar)m ; 0 Al i

ad
1TC Z L;UII T ITCU

W th the ,Lm dé%%%tcrﬂ%e&am <£It le(zri&rrrjoungz%é 1,

g0t} at

30mpk+ qot ToU D)

6am Cor‘pq%.).(ﬁ%m ZF:-;\? gdbjg(?:ngT f (r ba“.a d\jocu BHD in
a vol ung Al er/do day__7.ani jral s
wer e agw%—aﬁgﬁ ""‘EE{QSQQ.B S0t i@o%r}d hel2afr uch

is injec e(? usi ngrrcz’aroaj?%ﬂ%agne needle and 3 m I li I [ ter

syringe with stinmulant, which is (1 % zynbsan Signma
Z-4250) made in saline sol ution (0.9% sal i ne, Baxter
#2f 7122) . 61




Two hours post stimulation the mce are euthanized,
and the pouches are lavaged with a set | mlliliter

wao odogroeroas Dnem F12 G bco #21041-025. The cel | BCHIB2005/002203
then placed in tubes on ice keeping each nouse | avage
fluid separated. Cells are i fuged at 1600 rpns
for 10 mnutes. Cells are tﬂc'ﬁr'gﬂ\h—gresuspended in |
mlliliter of the sane nmedia used to | avage cells.

Whehe SPmERIS) s/ mouse is cal cul ated using a coul ter
counter. Results of this study are shown in Table 7,

1. cor Adepprdic agmrositiqn qguiprisig Bt leaphdied OX-2 spisetiyk inBibitan diar riodrug thereof
G obifd dErbit SAMIIBS RcEPRY bitbdoRist whshdin tReONB; @tepfol SALYIME: comprises one or

179
coc 3 R B sl M 4R, PR
389(PENesHBid 1 PerreRyranci-AxXtrilyarerpethbeprgic 38 8 RRTIMARSHtically-
1508¢ept&ldsalt Bietdot-artraixiates tlerkofr or of the Mean 61 WO
2006/ 011048 PCT/ 1 B2005/ 002203 CLAIMS What is clained
2. i S THe thdagelfy BRpdLibe of QIR O SihbieMNhLOPS bdtdchi@ iibitbr@&d@prises
one q;_igggzi sel ective inhibitor or a prodrug thereof
and a Ie'ast one LTB4 receptor antagoni st V\,her ei n the

receptor anta t e or
% Gon IS LAeaBR RO ST hGPD Ip LEBHEgPs apotspet comprises 2
2 [ ((%%MR)‘L@ydrodrm?@w@ (hemylaetbw)y2HB1-benzopyran-7-yil-4-
( phemybrométhybdmzaithdd. benzopyran-7-yl ] -4-(tri fl uor onet hy
| ) benzoi c acid; a pharnmaceutically- acceptable salt
4.1 heﬁ'ﬁeQFera;%U@ cmnﬁﬂsfﬁ[)@ocf Ctlm 5 @lﬂérem %e 0'89@2 stel%@trv@ﬁ’lﬁﬂﬁdr Gomprlses
rrFegsHlono Caim1l, wherein the COX-2 selective
i nhFETP8: conprises celecoxib. 3. The therapeutic
osition of Claim1l wherein the LTB4 receptor
an?g h@r@:teuwﬁfgpqsglg@of@alm 1 wherein the LTB, receptor antagonist comprises a
[ ( 3Ehaftjcedicdlydidayelbio sak-on3-{E33uR)-33-diHyre myHyaretytey(blenidinethylooH-1-
enz =in thyl ) benzoic acid. 4.
Thegt g@%géﬂ|4éﬁlﬁ:{lgﬁ'%%g]|&|yeg%rcogﬁd aim 3 wherein the
6. t h:;rl}f tf?er?p%ﬁ’gc c\érﬁﬁosglgll% 9] acl)n(rs ]J S:V IP r%e%?%%cregerc ao ahgnlﬁ_c?wnses the
r ec@’ﬁ'@%?th)‘éﬁw g@r@ﬁp)sﬂalt @f@ﬁ@ﬁﬁgé@ﬁ gihydro-4-hydroxy-3-(phenylmethyl)-2H-1-
phabémaastshi7eal! (ylweaepyipeheiczabt of
2-[(3S,4R) - 3, 4-di hydr o- 4- hydr oxy- 3- (phenyl nmet hyl )-2H 1

7. - DERZRBNIAR Bmidskioftor Clidirh & WHAEIR TR ICaKL D RRAR O Infibi@f bdhprises
celecoxib.

8. The composition of Claim 1 or 2, further comprising a pharmaceutically-acceptable excipient.

9. The composition of Claim 1 or 2, wherein the composition is a solid dosage form.

10. The composition of Claim 9, wherein the solid dosage form is an ora! dosage form.

11. The composition of Claim 10, wherein the oral dosage form is selected from a group consisting of
a tablet, a capsule, a suppository, a pill, a gel cap, and a granular composition.

12, The composition of Claim 11 wherein the oral dosage form is a capsule.

13. The composition of Claim 12 wherein the capsule is a time release capsule dosage form.
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6. The therapeutic conposition of Claim1l wherein the
LTB4 receptor antagoni st conprises the nono(ethylene
wolc@aion®ys sal t  of PCT/IB2005/002203
2-[(3S,4R) - 3, 4 di hydr o- 4- hydr oxy 3 (phenyl met hyl) - 2H—1
bef?‘l%] Qc%)googﬂ otn o{: éflgrlaf 14f \Aﬁfgrfafnfthleuo%rl caa%e er Wgaé? fe c?ors]a%e farm.
COX- 2 selectlve |nh|b|tor conprises celecoxib. 8. The
15¢ SRPTEIPL PR Obt* veeiginiyertalizt desacg igpt i eflediad figmiadqyg ogpsisting of a
phammiiole leyerdatidt yosagciept ablskirex cilqabetallet doghge e a core-mantle tablet

Com@§dg§ foﬂﬂ 2R fosrhdtia taBlefldo8dge ZormVMHE a 8ldBLb -5 BRETRESH &foﬁﬂ
is a solid dosage form 10. The conposition of aim

9,
16 Th%ﬂﬁ)@értﬁnkgﬁggﬁ%gg?rgfﬁgﬁg% et% g%e férTO m sgér eﬁfﬁlﬁ&%lgyertablet dosage
or al®Josage formis selected froma group consisting
of a tablet, a capsule, a suppository, a pill, a gel
17¢ ae therarputic @marﬂijfoapf C‘é@nﬁ@whwiow? taplpt doyppe fqrorrprooisee& side-by-side
of @bait@sdde erein the oral dosage formis a capsule.
13. The conposition of Claim12 wherein the capsule is
182 Thd 65% 5§t|oﬁ 3FQaifm 3B T HeSIn q\@%g@d(;sgd'e%rm c@l?npr\é@ ggg@fn@&ﬂe%é& tablet
PCT/ | B 5/ 002203 14. The conposition of Claiml
wher’j 7H° °H% oral dosage form is a tablet dosage form
The conposition of 14 wherein the tabl et dosage
19f 6lpehqoirr§o%t@p al¢ldy 19 yvbemerafh@ ﬁa@@bd%morgrtcprﬁ@"rseq a gpre and mantle tablet
mul dbggefomayer tabl et dosage form a sustained rel ease
tabl et dosage form a core-mantle tablet dosage form

202N QREESpesifcd l@f @himAQs Q%efewtlﬁﬁ c@Af selechicdHRYop b B@drug thereof and
ition of Claim15

t abl osa
vvhera E?’Iféjtr Ce&? n%@?n'sm 5resen B8P %@“&aﬁ%f" PEES a multiple
r tabl et dosage form 17. The _t herapeutic
n‘ﬁ B PAMPAFHIog £f CRIm Trhr 2vhRRTin e Sompesion P afuegesdeFe f orm

corrprl ses a side-by-side tablet dosage form 18. The
22¢ o3 B FAMPeTiion P @himi2h WiBreites asiupeus faem isaishwp- dosage for m

conprises a sustained rel ease tablet dosage form 19.
23T hiee coowpeiieon bi @aim @f, wBeintheHouavhefon: i stifalle toa pdratiersl @sraigigtration.

formconprises a core and nmantle tablet dosage form
2420. THO@NpEHAS ¢hidN oPp, wikinMelcoMbosiion WitEAnGhNAIabiB Bosa§dforn.

sel ective inhibitor or a prodrug thereof and an LTB4

25" €CqpRd &Jmp@&foﬁg@érmq ) %vh@(eﬁ?%m@%rtr@ﬁ]rs an éeﬂrggo(ﬂol\ﬂosa e form

m xture COI’TpOSI tion aim1l

! D SROTROS Bl oA SRSl 50 el Bt pprenen
syru 23 The conposi t| on of Caim2l, wherein the
aq uBULTPEo PECIAIR o5 R WRergi fhe ﬁ%i?@ﬁ'f"é‘r‘%ﬁ’ suspension.
adm nistration. 24. The conposition of Claim1l or 2,

28\wh e Aaiathot s the gt tireyantios; of inhiliifeniofihgdnuiztien, doisteyenation-related
for %ord&%arnﬁ&&e@&%i& bin GEut@cﬁh ek @gucgprem%neﬂréétment or

the nnﬁBH&PﬁfeHe%Bd Ec?npé%l aqaadﬁfg{syten V\?? o] th% sglg) %ﬁ?g gonﬁeoosman c'om%psmg a COX-2

The conposr tion
f or AFPLVeRiHnABAtery FoRPgHIcaaH a'abw reeaqtfr@ntagonwomrﬁ@d wherein the
C ompBBuir¢depipr anfag@dlish campduraircor@prishedsne ionmbr eorgpniB Sklkdtat frolm3the group

as H&Q@ﬁh@iopfl[(3s,4R)—3,4—dihydro-4—hydroxy-3-(phenylmethyl)-2H-1 -benzopyran-7-yl}-4-
(trifluoromethyl)benzoic acid; salts; and mixtures thereof.

29, The method of Claim 28, wherein the COX-2 selective inhibitor comprises celecoxib.
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28. A nethod for the treatnent, prevention, or

inhibition of inflammuation, an inflammtion-rel ated
wale@endwas pai n-rel ated di sorder, or pain in aPCI}20€Y002203

in need of such prevention treatment, or inhibition,

30t @]%{gm?ho opa ygla r ag'ns Sf’ér? ?Oéeézfls %rggmrgaqu ect a
anti-infl amm or corrpound and an LTB4 receptor

31-ant AonReteqd %6 nerersihias M2 {SHPUMBTB4 r ecept or
ant agoni st conpound conpri ses one or nore conpounds

32 s Hieguathod of Elaimm X1 ifies thgitreaipent queveition prighikiifon of an inflammation-related
2- [ Gidsde#R) - 3, 4- di hydr o- 4- hydr oxy- 3- (phenyl met hyl ) - 2H 1
-benzopyran-7-yl]-4- (trifluoronethyl)benzoic acid;

33 Sﬁ*etrﬁ’ethoé %FJCIQ'{T\)%H Wr G tl%gfﬁlérﬁ CB‘revelzt%n orT nﬁmt%ﬁghﬁ’fgm%tloq ai m

8, whereln COX-2 selective Inhibitor conprises
34Tﬁhe i Br a3 W thggrggt’ O é‘?&%m%%r’gr'.h%%%gg p%&ﬁgfgi S0
ject is_an ni 31. The nmethod of Claim3

35\/\H?é9r”é‘?”’r?d1°ﬁga’5'rﬁ1 ﬁ"éfhe tr§at%lerﬁtﬁ‘i“d’ﬁ”“°@ o inhitfion A A e'Bth Bpuden

31 for the treatnent, prevention or inhibition of an
36 Fifd regihed tof @pimr3d whereid thedriflgimation-rel8a) dispreer ipettititsl of

Caim3l1l for the treatnent, prevention or inhibition
37.0Thel ndtioel vh@lima®a whergid the BhigitisstoltechrtodtisCl ai m 31 for the

treatment, prevention or inhibition of pain. 35. The

38 MeteliihoRlor Ehimi 3mmBdreih @ ofthilis IshiRahBBia brthrg$.€vent i on or
inhibition of a pain-related disorder. 36. The nethod

399%&&#@%?”&@1 3 gy tﬁ%ﬁr%ntloﬁfo dt?eg]g%éq og IQrM o%%@t Vﬁ e gﬂtl’?‘eocf %rers selected

is art Jars erein
ar t P 1e §ropR cqgsisting Sreemertve ssuaand iepi disprderhRsgrisa ‘@f%ﬂefn

37 vindiovapqulat disorder, ol digorder, oghtirakngcidisdrder, despirdtdry disarder, g89rointestinal
The gig@&dn %gl@éenglsatb%g disorfe® rmﬁ\b\%lo@kﬁ\ﬁ@&ﬁér@ RRiiddic dlsorder nutritional

t r ezg, nﬁeqtlnfectlal?srg%lsg%re]eanf dlsorg) ﬁ’ en%ocrln |t<,ordesror qgoroﬁc GS sordsr neu(rjologlcal

J OI ﬁ'Td §He '@ﬁrat""ﬁ@%‘fe&ﬁﬂ@h@r '@@?Qﬂ@r hepatig and bd%@@end%rr
di sewshabskeletal disoeties @érdteurinarg pladrbia) gyhﬁoldglse)fddneﬁtetnc disorder, injury and
r esf?éd'n%to%'bbéerd&ﬁgﬁéaﬁj%ord gﬁéﬁtﬂ Q8 sbad! sex é}{%fqul'&m disorder,

angi ogenesi s I munol ogi ca

di s 8?rg’étP‘§9'° %‘IF‘V‘E’ @F@ata'f’%?ﬂ ?i%ﬂ’de’ R0¢ RYseRiBhdFordesi sor der

i nfecti ous di sease and di sorders, endocrine dlsorder
40.nErederbop ef ¢hirg 89 wgqrgin e E‘F‘@an‘ﬁi%%@l receatﬁﬂantagonist, and the amount of COX-2

neusadtegatitiat ary admthisteredian, seqeytahinained. ¢ di sor der,

hepatic and biliary disorder, nuscul oskeletal

41di Ibs zﬁéjrﬁéthodgﬁélélﬁn o8 thé}é‘iﬁ e Gln&@ﬁ 9!’@.“1’84 rgbéB%FQJtéb%n& aﬁJ‘tﬂe amount of COX-
0 Sor

oo §FLs e A Ry M o AR o e R gl er G o
dysfunction di sorder, dermatol ogic disorder,

hemat ol ogi cal disorder, and poi soni ng disorder. 40.
The net hod of claim 28 wherein the anount of LTB4
receptor antagoni st, and the anmount of COX-2
selective inhibitor, are admnistered in a sequentia
manner. 41. The nethod of claim 28 wherein the anount
of LTB4 receptor antagoni st and the anmount of COX- 2
selective inhibitor are adm nistered in a
substantial ly simultaneous nmanner. 64
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