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NEW USE Field of the invention The invention described
herein relates to the novel use of a peroxisone
w@e@biliseat or - acti vated receptor (PPAR) agoni SPCT/AR2005/001501
i ncrease rum nant serum gl ucose levels. In particular,
the invention provides thHEWd4SEf a PPAR agoni st in
the treatnent of rum nant di seases associated with
reduced serum gl ucose concentrations. As a separate
aspect, there is also provided the use of a PPAR
Field 80R&ingdntibm t he treatnment of feline hepatic |ipidosis.
Backar V ielaet vated receptor
he RREY P e R B Bl T80 B TR iy gl sopted ecep

ted
(PPABF agonist, tsyn@aasemwe@gg%m@ A e ipvices the
use th PPAQ f&@bxﬂﬁ‘irﬁth@ir@ﬁéﬁt oftyminapt dikeases, assutthtadi viilhaedsed serum glucose
are _nmenb §

cone S ACpar e FoRY b bR UL SBIeq Y aPeRgba e
treatrhdny pidfelghe hapadicibidesisi n D receptors. They play a role in

controlling expression of proteins that regulate lipid
and car bohydrate netabolismand are activated by fatty

10 heqn acid netabolites. There are three PPAR

Perogstnie/prelserRBAR tahiph BecepRARPBARRare HnRligatedivgt TUmPEr of biological

procersgé Jnrd%eE% Ased] ﬁ’&% r&@yb@hﬂf&te‘ﬂﬁ’&ﬁa%@l@enﬁaﬁﬁﬁ diabetes. PPARs are

or sno ren

mem@gr@ pgtgg Pefiear \i\ésqaptg{lsp?%pgw& %fg%'\ﬁcng{gn f@‘ﬁ?rf gﬁﬁkr)\gludes steroid, thyroid, and
vitandirt I vezeptosl Myeydbiayed ole i compollmgokscprePRRROf et el tbatge@ul@e lipid and
carb%]ygra% %tgtgohg}qw ta{wh &€ ?&'thEH B\Pfaﬁl{‘] aén@%d'fﬁtysa%ﬂ%étéb%htbé’ TR are three

GlA o &8k fx ha)and PPAR
PPAR PP EPOPY RMB SRR SR SUBRIes PP B LR Ep P otalan
gamr&. CQ&&‘I‘ r@@lpibr s%ﬁﬁnff@&éﬂépdﬂtembf dsstio ekmesstbnyvriivifshams ey iy activation by

strucﬂ.y%lé P{"Srﬁ'g cgrﬁpr)o ype %;'e egter%Jﬁ %QéB%Fa eg%th réHu%ﬁ&r{ dtlirdsVilin sensitivity

S| erosc
and lolga glymoskeievels, rrmq@plhggp@iﬁf@f@@p%@[\ é@f@mﬁtqﬁy reegonsg@,n@ g?ll diffgrentiation.

AccoEdlrédwlPlPﬁﬁs E)ééférﬂéen ER¥ciath dith &%@i& dﬁﬁeteﬂe&):modemems inflammation,
t1on

R sts
terl, RFEBRe PRI L RD B e Bl P AR AR epgerome O
Berges €f Hl Moiler,tAneatHemgVidrly pe02t 53,¢PS)ceri dem a, dysli pi deni a
and obesity. PPAR gamma is associated with the

vel opnent of non nslndeend t bet [ 1
In g RABORPAR AP BRBION P o ey o et a1 i EaERg T and dré forefore
useft\isirédingl Bypearigyrdridzetid, djslipidethia gndpleasis PPRRrgammg is associated with the
deve?o&me‘ﬁ%f nof: B%Lllnpdo gﬁdgﬁttd?abg §n*%ﬁ1?u@ lqllm/?%gbeﬂeﬁgoﬁ Qoronary artery

OVM Z,
disea@Qdys|ipifiaspia awé@eéfﬁmngﬂhgr&mmﬁ Rl CUvRfirLeTiRg H&&lﬂ%aétb een
demmrafe@@@rnt:@dset HDLhaYERs. ShEbita, WOSE281db atugd1 9973 ridas escemtly, a PPAR

beta; Sﬁ%a |veﬁgpra§ was éer?f)g?‘é tgﬁﬁ\% éhngTQld $o- @Bged\llrllc@asg 7 é(thm HDL-C and

Back

ged r esus nonkey R.
decréhdavietDieC and VL DPNAY) mvuhngwstmml@mewﬂus @%ﬂs (Vi . Oliver et al.,

pNnAR td@;epf@%g sRRemonave been shown to decrease gl ucose
eve s in plasma, (F. A Gordon, E. Fayard, F. Picard,
. Auwer x, Annual Revi ews of PhyS| ol ogy, 2003, 65

Al &m)PPAnmnmeabmogmedenmsmmse lepls pplaseaj (. A Gordon, E.

Fayg}Hnlpgcag:I | n%ﬂ%h@hh&aﬂﬁ&ﬁé@@%@ﬁhﬁ%ld@? %b@%%meﬂféﬂ:’PAR alpha gene

I've Uconeﬁgen%ﬁﬁ Keto ene% X ? 4
QR %%P%’P‘%fe $iRP ﬁ‘i?ﬁ?s:?e? re at§8§8’éer?‘ RIVE 4
glucBh&d@Bﬁesst(etEgenéélé) bxotp acid Bptake d(ldlogldat,lonm mammels| (e §s Sugden, K. Bulmer,
G. lﬁgoo% mB‘] b%gqggm ?f%ln %§@ochgrﬁ'ﬁ‘%o@b Pha, %PW@&@alH}fﬁV@omsts have

ate enzynmes in the liver
beepsibavn tﬁ@g\wm@wlqtﬁe@ym@@lﬁ%é{ﬂrég |n§oe(|wolved in gluconeogeneSIS (A

Hermanowski-Vosatka, D. Gerhold, S. S. Mundt, V. A. Loving, M. Lu, Y. Chen, A. Elbecht, M. Wu, T.
Doebber, L. Kelly, D. Milot, Q. Guo, P. Wang, M. Ippalito, Y. Chao, S. D. Wright, R. Thieringer,
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Her mnowski - Vosat ka, D. Gerhold, S. S. Mundt, V. A
Loving, M Lu, Y. Chen, A Elbecht, M Wi, T. Doebber,

wh 2039 D. MIot, Q Guo, 2°P. Wang, M | ppol i PGT/1B2005/001501
Chao, S. D. Wight, R Thieringer, Bi ochem cal and

BlocherEczg BR c%’ élo@swﬁ‘?ﬁ%@@{r@ Qﬂlo‘?@téog@ 79,2030, Fr2e7f8tty aohfd)atfect

ree ucose Utl|| atIO

glucoset ytiisgtione ARd yRonfregipgat it h Raaéc&ehagergs S, Lﬁg%esuglhsa?on is lnpproved
JacototUb i Nidteal) | @ Frichart, IAPsc@¥ @y s(oBthe Xitie tepatiomy! Skpdsdim on  C.

Atherosg{}l%garg&ns %&fi@ﬁ%b&%ﬁf é19t9§) 33 pPA@E@HQ?%dn%Mave also been

er osc Par
shown AR easELDEEY 10wt (K. KUPRIFe. K NHEkaboM: Ted6. Tratph. A3k . i
J. YanobgmaﬁmmxbOT%? QoeHse A%bmalbtea\kﬁdnsbe(mwvet(m@ gegalation of

insulin gegﬁaaon ?us 'ﬁﬂﬁ?ﬁ‘?ﬁ @B’F%E)ngposﬂ]A&f C. 56@&6‘%@ A’ Hol%sggbkgétes ‘é€)04 53,

Suppl. mﬁﬂbelntelrasohg)ys,@lupcsetdee/nf@y@po@ttmetﬁxp@pswmgflﬂmﬁ alpha in t%e pancreatic
beta ce@e(ﬁr 8duRNy. Nfonr'\ $= Nﬁ%eeﬁss%‘éalg Eug&ps, cliss Newgdrd,(FVUeddnet-

‘M t
gy | P G, i v
glucosE€ By iﬁHWmVIfIveBﬁ?Aﬁdmjep Ifedh oxidatipin enq)lmxtdega(tﬂp@lobe{l’@ergfgqe| a fine
balancéﬁ%eggpoﬂ% z}chleged |E9F doPo cbrrecVR RSGtivd-enerffdRlahce \Ethoﬁhﬁh@ng

Jeannet - Assi nacopoul os, M Prentki,
detrimental gifestsde Ri‘éme@ﬁ%’ﬁﬁ‘stry 2000, 275, 46, 35799), thus,

chronic el evated glucose | evels may be involved in

The Péﬁ%géjagrfrg% ée%te 54 lg'l%%rltar%?r gﬁ\g’(o} 6fﬁb|€l aﬁt?%lge(dsé h@rﬁ&ds@&@rs lmproved insulin

e achi eved |n
sensitivity ixctopugltcp b dhe@attanwpt«maf g5nep valvedn glueers dsPesa &' a,?gses 2004,

53, Sufistt ! B EBNtrAd | PEM% B6lagehOhdsi a}Iﬁod)eéi’eﬁmbm i moreasEgucPsRAdSposal.

Howevg i ésolg’lggae g'ke{ Eg/\%gl[let Pa& a r§lg L}{)Jcmogr chioBhydr A Socesses in

In sensitivit
ruminantso Udsht fattors laifedding PP AR gerarxeresyen Qﬂﬁi thgir r@gm@glvqnﬁ !%l)\eggogenous
Ilgandé g g&&&@%ﬂkMP%ﬂier ﬁdﬂn@l%ﬁcﬁ‘tﬁms 200k antSly dhupgrlexclusively on
8 The PLAR Det E oI boesg e %P%t gnd unlike
glucoﬁeﬁﬁné%\%féor@P'iS’BB%@emtE% V§5\°m I{/%IUC PEdS Unc
monogaeEt hamnRRARIggu®@se plaayorbeddvb@ylfnqnﬂb@ digestivg ’Qﬂacér
car bohydrate processes in rumnants. Al so, factors

af fecti ng PPAR gene expression an
Daiy 08 poYRhRE G038 SBAUBGERBHIE oL GHRHE ] (1ol fogogpys cxcoecs

.15 OONWWB’[atldﬂdeorm tomakiniaipnids dutpuh.ssignifiosrit ﬁamgy;mplmhym feed is required

al nost exc]| SR PEARESBUI
by the caw, ﬁée?s y et:té% Oa‘ﬁl%/ére ﬁt\oH%Qﬁ‘ uco@@gé ’g\a SP\?g]angélts o ulting in

reducegéneloy iInpuhangayerel OemYﬁﬁ‘le@ P'?P‘tel e glucose is absor bed
d| rectly fromthe digestive tract. Dairy cows have

co R D Rl LIRSt s

in neglaﬂwecemelrey bélanawsii anealy intakeiisingificisat to ”ﬁebth? fipraaye o8 pance and
produhtﬂ)ﬂ geg ﬁk? m\ E@\ﬁ th HedativB @HérbEshIdNe h&eto Givdhe Bhargpmaneet the deficit from

parturition S
s bogypt b DR BHS PR RAIOH CRRUTCRR ‘SRES o5 R o rovelont
with cowethad dre megadniexgy defidamgipndied tarese comtiiion gyd b'gngtreéé faster rate. Itis
lmpor%%{ th&qﬁe QT% dgg/riﬁrag%e d’ﬂ (ﬁ/gﬁll Ra it §f tROEHVBY nitidhgudtweltiha fansition

scri e|n ne ene
period aineqﬂbe inipva eyl iR e ﬁ&?ﬁ‘ﬁ%&f sl OB sy grotiabilty in
dairy BEMBAGEgHR0: @ abteBsredycle. and production (eg mlk). A cow

i n negative energy bal ance has to find the energy to

neet the deficit fromits body reserves. Thus m% Doon linked
For exasapi, high rennestigiveisilicnesycersd higs PIegERICH BHRP RRG Y £9) g Doen ke
toa s@fk@ackdr%‘f‘é’?@lt@ﬁ‘benoﬂﬂ(l I, REUNE, Ib. Mekickey; BI. DODikirg A@INGY Reproduction Science,
ZOOOfGSQfS%gJ(Oe t{\ltég ndl epe,r%bsa? ? Q&Lé e%?e}@zﬂgme\@sgalg%o tedvith negative

e ener a nce
energyrbdlaosestuging thheaahsn[rpn@ferwch@n cesince @ﬂ%@ag\@@aﬁ@g intgryal fotigst ovulation

transition period, since this interval is critically
i nportant to the subsequent health, production, and

profitability in dairy cows throughout t he Iactatlon
cycl e. .
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For exanple, high reproductive efficiency (such as

hi gh pregnancy rates per service) has been linked to a
w@aisafsetory transition period (J. F. Roche, BLT/1B2005/001501

Mackey, M D. Diskin, Aninmal Reproduction Science,

and mh?o%@ follé@aﬁﬂevelom A, $Goy, NEGBAY Bd6nce EDOYYBADEA7AN CRheaptimal
oot LD Lo R el e o
producfie@ris mbiitisedyRécattiyelesd fegilityrite beel decigaging ig Magy (AP GAA AT 2
conse%@@e rgb BGwb& éohgééluﬁ\fe Igﬁ‘éf@hé} B %fbtamﬁd\/lres@rtlndj-id%ecrbase in milk yield

Cl ence, opti mal cal ving

over T'W?}@éﬁ%ﬁéﬁas?fh@o%@f;la' SE'F'P?%&“ Prﬁd%l‘néé'?"%t o time consecutive
| actation cycles such that m |k production is

Milk yx%@c&an als%%% aff&%&aecﬁ;ektw dunﬁd lﬂe trgﬁsﬁtigh b&r)bdhﬁ‘rﬁ( )}Rﬁ@last in early lactation can

g@ as a ons%% ce JW?

dramatsatiasient teHiE o0 P PRI JeielieT, EunGn PiGRRaALe gomic foss,

Dracki&E il WioRd Biiatries CegFesaeanhoverizbte, g4 oK. drakleyi JrBaifoscience, 1999,
%;creased econom cal efficiency in producing mlKk).

82, 221 ¥ K yield can also be affected directly during the

transition period; mlk yield lost in early lactation

A pam&ﬁé} pﬁjcfbmht‘?éiétill)ﬁn@&fl\ﬁt@tls thb eusteptial nfeabolichesjustrient quired to provide

substrq{gsc ftBEJl %@%@g@esxg& ef caﬂ@r}q Enga Q(%ﬂ:c;;ft %aeg}(%ﬁa%?@?'sciﬁé‘%%‘ a(rc? although
review? PdRide 8@de indight iato Bplagiddl eyentsjfurtn)y|ur19ergt@nd@}gd@thlslag%ls r@glred (C.
K. Rey?x&ﬁé’ P) c: Ai@‘ng’r@%t i ol &, Jnfl&bdhﬂ& DhR!BdeSersy. iDalry S@ERSH008,(56,

S

t | t ab t
1201; bf\ejvlﬁqﬁle.‘l érl‘,l'fﬁ‘s?%p él?%g 7%@84}“3' ‘&CDéif%leHji Wg%gm z\ﬁ% Lﬁ‘\grlén% and J. P
Underﬁﬁnﬁf gylifeteihiAaintal NatrigemrGopfepance, Firésnd,d3h, iIUSApkiay A3- %?00361?7316 J. K.

Drackla I?EHQIQ]Q Vi e é)i o¥idR Fgﬁnﬁn%éﬂ%'% stinfges bixnbera). C@ctogene&s

Ther understanding in .t e ls GgL[I
(G.C. (\/@ghmn méyﬁ@lp\@:g,J pairySci, AP§4n 8 53]_9, |no|_qf§%s,f]§1 6nanjdr for ucose asa
precur’éﬂ#’f&hidtc%% ,syrﬁ:hesE arlBeevMed acidb.an ety yeidcloemitesyntp@8iron8 6 day

prepaléf,naé/«ﬂtp é@herﬁewd%%)%me@ Eﬁfb n%%@llsfugggmeg&gémcése ull(drlnkmg water

of traristicesons dds n@effect ot 36y BlHpQSA FOTBR T DS SR BAaiee ¢and may rather
causeFirRRAQcidbe thhi b of MAY bdndiitl (VAR 25Ddme Ik.& Aleslik, BKW. McBride, Canadian

soungel i Sigho 2iTishd  BlgEGus g o oG ckult e
effect@n nMKlglhwqhqn R. MLAmMBS, dw- Neen\hugaq dyK. g@cklexg‘g - Gopley.gg

McGﬂ'wﬂ&: rJe\ﬂlS?g‘ung eDgfﬁg@J‘ 14 ddor 79k MQS@@érnﬂ)r@ Er@@th‘feﬁm chvain estabhshed

m no ac for
cctais R SRseHUIG PR breed g PR BR Pt Pk o EiiSed
conceRBARASIR. POBlap@ e, NnBerbinéro Mt Brditeet §: A- YUph. éﬁiéfhﬂ 5715 941).

gl ucose in drinking water of transition cows has no

ef fect on serum gl ucose concentrati Qns or, ener .
Sometyedriahaseeemprit mal@er?@rsh%u%t@a‘rfa?ﬂ%%wensﬁ‘B&SEP'g‘g‘%éﬁf&ﬂseBé’“”“g
late pﬁéfgné#ﬁy arlilﬁﬂﬁfplaiturﬁ ths%créﬁb@ﬂnpﬁysxsKN EFA (res kesterifieB fary acids)
mobill &Etﬂw al’ﬁl m ?Cécs@gblhsatlo% a?\{i@ rm8 g ftpslle'mlllsa@{ QQIP%d rgfg%ces therein-see

nous 1 n ucose into |l actat | ng
above)omhhadatmosaéﬁffl@‘é@tIOGdhfﬁdaP'kC’fﬁPMU%‘)ﬁ’ 8ef! lpyyutilisption,ph plypose gnd
acetate té(' ad B SNE HEBBRed dith low JRIsPHakvel of iNbulihl. In€iinlsepsitivily in[Dattle has not
Yol liard, J.W Young, J. Dairy Sci., 1990, 73,
tme“f§$ﬂ¥ae urt hermore, treatnent of cows in established
| actation with glucocorticoids decreased mlk

The 4th 8AHE blvBRtiod %ﬁ@ﬁrﬁc%abé‘&%%@é‘loﬂg b&o@@ fbr GhpAG@FRNt of energy balance
concentrations % ergman, T. F.

assoqigipbyifh strgss, A‘SG"’\? aﬁ'/ij dwngi@#ﬁans * 941). Sone work
has been perforned in sheep shomnng t hat

Feed n?t%qu’ Hﬁ%ﬂ&& By §t|%s§b %Hééendng %Grr RARESandb &Qlob aﬁu% insufficient

hus i ncreasin

prOpINEEAS @vmlﬁblégqr B AT 93%*&"%% ek ?ﬁ'@é&"!’ﬁ‘ﬁ X‘Sﬁﬁ fjgm skeletal
acid nobilisation and sparing glucose utilisation
(Bell and references therein-see above). In sheep at
onset of lactation, the lack of |ipogenesis, and | ow
utilisation of glucose and acetate by adi pose is
aSSOCIated mnth Iom1p|asna Ievels of insulin. Insulin

eri
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been investigated. The aimof this inventionis to

i ncrease endogenous gl ucose for inprovenent of energy
whaloancseassoci ated with stress, disease and dRCT/IRROQIN®1501

transition period. Feed intake is dimnished by

muscle §$nﬁrﬁ)®}%s s%h‘ﬁ?&ﬁﬁfto% oM hiRgsid. h%g{&h@iﬂ?fét?'a@lﬁs e hbrogbterifibdiatty

F lonaté | s avai | aroun 7days
acids, NFdelorie dige melised remapiiet JIRF4F: e S
prepartiéh, %Tre Qélgiﬁlf M skek ef alergyscine cow doringbhet esgly Q@S}?ﬂﬁﬂﬁ“@&mq gnd the
greater g?t ?rgy gf |t?rg{}{i4/?\§r°‘th§ 80&8%%&5,&2?'“#‘% {r¥ bRG4. d3 hé SiFcuRfriy NEFAs

are sed _from

are takdnoghybyftiag liveNIE/Ase oxidised gd@arlggnéi\;gtdé qr Ifq,t% bgHD 8% m&:‘uﬁmg gy s
hydroxyBUGRE, bi/ mltoé?lbﬁ?drﬁ &lr@d’tbh\fdrt@anh esietificationofito giglyceyiges and diered.

et S0 DR BB BB Bkt o

mmwmQMn¢®mﬂhammonhmmKNEFA in the bIood The circul ating

NEFAs are taken up by the liver and are oxidised to
ar bon _di oxi odle

Slgmflcm/th(r %Q?%yg}giﬁebé( theolgpv ? ‘695 E%%Jaq ei«iegéive? g{::cr&%ugpctmeo ketone bodies
can lea@%d iedtdsis, amd éxoessivatorage pgthglmrlq:lqﬁggayd?ﬁjj tq fadjy dypr. Fatty Ilver impairs
normal Il\lllerrtfnﬂw%{ dR8's6en Jslb‘ﬁjcsr?e%@&de%bé A sbrlﬂS dbthﬁfatlcfrﬂfrocesses The syndrome of

Ising very | ow de
fatty "V?rrm@{ r?%‘étr Y"H‘é@canlﬁﬂﬁi}t? H@'OPQQPIEIP‘YQV@Y o Q3 i}eégsorgerg GncrHRES ﬁwmdence of
health SoBIBin,| 8@ AbVeyopmiehi dNEEAnerpbwkeh:bydlet he bovine liver
econes excessive, accunul ati on of ketone bodi es can
| ead to ketosis, and excessive stora ¢
Thus, transigoryeost peRuslaprnglufie 1Y f\er SERGQNe, £ S '%‘iﬁeﬂsﬁ eyigipnce.
(dlsplabégh'%bﬁw%sd%ﬂ mﬁienéés\) @imiingrdysfuaotisn, smeé‘htlasnetntls ) poor reproductive

perfor g@g{ﬁ%&%ne rg? 'y ?r@eé ?émrﬁﬁlte%l E ﬁe&a@ﬂatﬁl‘t?%@é&ﬁ% sts, metrltls

retainetl plapei)oregeckdmls @(Példgﬂom meabmﬂ'@weleh 3§5 ek vielg %@%’ggara}‘as
largely, Jé%l&%ﬂ% tr%fdap @ﬁértpﬁrt@ﬁl&bérﬁiﬁece&é&brﬂﬁ&ﬁb@@mﬂar@)‘ ketosis. It usually

results; from Wagasefi gftFVmFtilo\? é’?hg% a?sgﬁggd Ergr%%’?’ooh 4Qa o%\%}ﬁ%&g gh@éﬁ?ﬁlance
coupleti @gth sitedowe ebility df rsmlnam@@rmmgycerqdm\@%low dpr,\ﬁ;m H@protems By
mproxﬂéﬁn&@%h@ﬁbe &m?ﬁtrteéﬂn'gsthe ABRhtivie tehérgy bRRE, th€ pdgathiecdxienEof the

nceé Irregul ar oestrus, prolonged calving
SﬁWeaﬁM@H@dﬁﬂmﬂ or foetal viability, ovarian cysts,

metritis, retained placenta), reduced m |k production
Outsi %‘F%e t@w%&n eﬁéodtre%rqg]t%N Pm\hl’é Higd #hi be ﬁé\bﬁJMNHethm suffering

riti

er
o dibecssied lnfemne@@sor(rg@e@mérworm & eblagep Bl shoot
|mmurfo%§ﬁbllén§y,fph&m1dn&¢éleca®@€é imphlemdef patrgketosis, dfapiEimae abdused tagd intake;

due tg ﬁ(grelc:@w. ogs?efr]gfbe{lagf:g E;gé}é\}a\‘&} &%?a@% JRBbRNERcehPAtRh &FhothAin

m nant I'iver "to secret
physidlagiogl lpeds.i des as very | owdensity |ipoproteins. By

i nprovi ng energy bal ance, or by treating the negative
ener bal ance, the nei atlve
oo IR BTG S DR PSR Tt ph b s van
othersI (Ge Bt @rpponvik.th MPRIARS. &ty Graims; b Gj Hurtt, @um@dﬁmm*%wwp'ﬁ%v 2002,
% is suffering fromdiarrhea, bacterial infection,
5 po r

reproductive performance, displaced abomasum
shock, inmunodeficiency, pneunonia, electrolyte

Most Peﬁbrﬁiy@ﬁ&‘cﬁley pad ypotkedisesitist high sgp pietsarapertum andy bang inaseaged PPAR
alpha elx%ress[?dn dug wﬁggp %greﬁgéﬁtﬁegé‘uc%&ld%ragu dOREABE SSt@r}flcanon of fatty acids in

% 0ose concentration II,’I’TF described,
wansiysiOveig e Houpwrshe REGHOHS BOLGP PR S i RIS Ag oes
and kh&NI&(Eb%Cdf e uﬁ@d?@ﬁﬂg%ﬁés vhiyhes ankersipgarioessubeisgierTdauigd to optimise the

energ,y%gfqgée 'k’/l%g\% |(s)§_m etd? F{x&ergorgﬁegﬁtgcﬁlm@g &Yrré‘%'ﬂégh%hg‘ﬁms expression
2002, 25, 3, 255). :
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Most recently Drackl ey has hypot hesi sed that high fat
di ets prepartum nmay have increased PPAR al pha

W@xpsassson, resulting in iBcreased hepatic oxPOHIB2005/001501
and decreased esterification of fatty acids in

r BoneblgWRYIE Isinck REFAB RS Piticy subbtrates
wil effe%m&‘Fé OEUCQP SP(}OQ{ 'tg\{lg&yéé &ggn%nel cated Sglg descri bed, and
for bothmﬂbm@dwsa iogyREepifpor t ant genes, enzymes and

endogenous substrates required to optim se the energy

UsS Pro ba%%ﬂgaﬁ%{}%%o on Ca {Jbgﬁ&)%?é’%%ﬁ"l’ﬂ DRIcHRfes thb lph&ntﬁ!&e of the

CXPLEST o Ig | (%A lication
presentirivbitiopr distipsed 108 uss ofdﬁﬁ’éﬁagwlsts aspd)qs?réq g |rblpternat|ona atent App
ubhcaﬂan\ﬁ% PEERRICH835, NGRatNghmAgaiva eergy baldncalin remibetis.at es
for both mlk and glucose biosynthesis. US Provisiona
Pat ent Application Nunber (US) 60/574171 , which
There isiganesl tével fpTd e, effecties medifameRido RPraRIUMINFPEFYTpgucose levels.

In partn%'la?‘ GhHSRS: ﬁe@@ i 86ndRfcaRBAR RGORIiast dseadeamotibied witmreduced
serum qlm@;er g:?;\}:!ggrggg;’@ %P‘f’feﬂsr@%{%fcwé'a ieg ?@%&lc‘éﬁ\%hﬁ& rwﬂgﬁé such as

ive ener
sheep dndiEhilmhse pdhiadaely ife pan;@em'anmheﬁ@@w qagle, %spggallél for penparturlent
dmwcgﬁjectlve nmedi canent to increase runi nant serum
glucose levels. In particular, there is a need for a
nmedi canent to treat rum nant di sease associated with
There i§ 8688 asleosrswgaf@ letlemisetraatneae nit raainauvseashassecigted with reduced serum

glucosg«ﬁoé\gﬁ%g r|]od1s "QE % h%rdls@as'@r%ldd@?ﬁ%ar? hd sfe'ééﬂcﬁﬁ}meﬁ)s@tdbhmaﬁcow

%é)art LcuLay o, @ﬁ ire lm%mne

syndromhdegigestien. bapretence deipiaed plpqepiar @?P'%’éﬁ ?B%i‘i’ sy

functloﬁ: %tltlsﬂéﬁ!ﬂ@) ingtrigd, Fiferity) R@dertiloy, lan@asﬁsasutaﬁtﬁtemem@mdosm and
madqu@? ULILH ﬁ]t Lnéa%g ég%og]ﬁl(;? thg re %?eh%n 989 rﬁ:‘ﬁ&ﬂg Wdrbrolv@iY GRiping,

|on reint di sease
domindnie biutress.pri mary and secondary ket osi s, downer cow

syndrone, indigestion, inappetence ret ai ned pl acent a,
di spl aced abomasu noun
In partlﬁﬂgrt, 1h§qe§s a C%qdd‘ar nmﬁgf%;f)qnl tg %oth r|ﬁcre § Jn#iﬁh% %é?t'ﬂn glucose levels and

treat foitt@ Mier byridyomd. aneness, subacute runmen aci dosis and

i nadequate nutrient intake associated with stress e.g.
heat, poor housing, overcro

The tregtmert jsrpsaferably ﬁdrﬁ'anﬁere@maa'w orgl Wﬁ@?@’?’ﬁ”ﬁ'@n%sg@god%g fid pfésent
resuduégﬁﬂ hféa{mﬂlor ik, ot breferabiyedpsenot weriuite A Witkiwiding reried ddealso preferably
and t ty liver syndrone. The treatnent
non'tof('gyopr%q 90y ,{;ﬁﬁ; r%fl 2% stered easily orally or
parenterally, preferably does not present residues in
We haRT@ @&ccﬁ/@r@é Amotai bke of&l”FEPAW a:‘gbmﬁta@lnyredmmmant seaugluese
concerptéaélan Zrh r&%ﬂaﬁgrel t}oag% 8'Ise rvgr%eé ﬁ\pel Bs'eedf %r@%lﬂyagelcﬁ& f&QPfé allfafive,

ave di scovered el
prophylaatic of cupatiPPheatmgu el Baminapt q'ﬁ?@?%%écl?t%’(vﬁhrﬁfiucfg ,s%rHﬁn glucose
Hgpse concentration. In particular, we have
COncegﬂrslcover ed a novel use of a PPAR agonist for the
pal l'iative, prophylactic or curative treatnment of
Accorbibigly, bae hspibiss amena@stands the aek ofiatPAReagad I 1Be MANYREIVESE2
Qn ARCRFAH Ho¥e cRBERGRECt Of the
med'carnq\(?@n?%%%egrﬂ%e use Q a)?'-’%AR agoni st, in the
manuf acture of a medi cament to increase rum nant serum
Anothg} aél“aQQQf B0 fHverition & 4 methodﬂaﬁm‘tcl'aasln@smuant gefrurp gicgsa\eamrpenigiion,
which! C8W8'ésr?P agm%lsﬂgtlonqg 5 ﬁﬁ@ﬁdﬁ%f HTHERDE 2Rk BR Db RIFPERNst.

rises admnistration to a
rum nant of an effectlve anount of a PPAR agoni st.
Furth&fsbdt®y of &feNRehsordre bi@efihswiaiid descriptien axsl cteghs.ned in the
description and clains. A preferred use is the use of

the group of PPAR agoni sts described in Annex A, Annex
B and Annex C
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bel ow. Description of the drawi ngs: FIGURE 1 shows the
change i n bovine serum gl ucose concentration after
wa@eosnisse ati on of two PPAR6agoni sts, ConpoundPOI/ed05/001501
Conpound Y; FIGURE 2 describes the change in bovine
r fstaescripetin AnBéx} A& tAnoex BandAnnex C

Aprefer%(é&ggnamgn%gt%ﬁh&gl%gggﬁ%ﬂs &H‘%F%URE 3 shows bovine |iver
deW-triegcerlde content after administration of a PPAR

agoni st, Compound Z; FI GURE 4 shows bovi ne serum NEFA

_levels after adm ni stration of a PPAR agoni st,
Desctrl raw

FI GURE 5 describes in n1N FA
FIGUREQT slemws gmamhﬁnggetirp BovingrsepIm gUgepAEPNg rﬁ? te& Blstrag%ibﬁwo PPAR
agomsté:b@H Féun@ )%Sﬁoh*pel%dthe average daily m Ik yield in one
FIGURE( 2 g%sp%;s%h cga H&vnr% s%ﬂ{?r?&b %&c&ﬁ&héﬂ A1fe0 adBWBtration of a

agon S , agai nst
PPAngbrasie(Emnpo&mﬁary of the invention The present

FIGURE Qgﬁdo\;s'bgﬂné)ﬁv@wr@@&nﬁ@ Goritsie afed agmiRB¥dRion gonPBAR agonishécompound
manufacture of a nmedicament to increase rum nant serum

Z gl ucose concentration. Another aspect of the invention

FIGURE 8 shdve tosiee sdrura NEPARalgafieraadminisiraline gva REAR@0RRE: Gemppund

FIGUREE%E&?}?&W% defurh REER ﬂﬁ@ls LidF 0 MistrSth 6N BPAR @genist, Compound A;

ations, wth t rovi t ati
FIGURE @.dmgrlgesﬁlj_qi@vetﬂgg@p@g@& yu—:-hdp 'N?P]eei nﬂre@%\ken Q{P?Qdaﬁggt ﬁ’gn lactating
cows tr&dted 81 4 BRARSquaBt, ‘@OMPOENDhagstsE pacebe the use of a PPAR
al pha sel ective agonist. An alternative aspect of the

invention is the use of a PPAR ganma sel ective
wdhsn\@ﬂm urther alternative aspect of the invention

is the use of a PPAR beta sel ective agonist. Another
aspect of the i rifRRARfagAdticanent to
e présganieafn ot et ST RS sk ot e

a and gamma than PPAR
mcreasleeuramand\nerarlntgélcmQOO@ené[@‘ﬁf@ct of the invention is the

use of a PPAR agoni st nore sel ective for PPAR beta and
mma t han PPAR. r - Rekicafent t
s B GRET SRLE o Lt ctor
mcreaéé&lnﬁmhmt\seruﬁl(yluc@Wnb@[tratl@ﬁdmﬁqtlpﬁh%[o‘fl hatppsgpgpammr%ulal as

d,sc,osgg%fﬁng)gg ,g:lm;{%géd of the invention is the use of a PPAR
formul a selected fromthe fornul ae
d| scl osed |n Annex A, Annex B or Annex C. An
A prefétied@E it of e insptimtis tle ushef 4 PRAThaIDkaselestiverrgotisle of a

PPAR agoni st of a formula selected fromthe formnul ae
di scl osed in Annex B or Annex R

: S of the
An altdratisnedpert of hednyentipads the use PBAR m"?tse[?Pa'feogg;"fta |
di sclosed in Annex A. A preferred aspect of the

i nvention is. .t Qbledtivk QpsAKE A
A gl By b o e MG Bh 1 e PERRR B cRean s ehmek
nore preferred aspect of the invention is the use of a

AnothEAFe RS RenGONB @1éNRe 984 PRAR dgdnispnioteselective for PPAR alpha and
gamma than PPAR beta.

An alternative aspect of the invention is the use of a PPAR agonist more selective for PPAR beta and
gamma than PPAR alpha.

A further alternative aspect of the invention is the use of a PPAR agonist more selective for PPAR
beta and alpha than PPAR gamma.

A preferred aspect of the invention is the use of a PPAR agonist of a formula selected from the
formulae disclosed in Annex A, Annex B or Annex C.
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conmpounds di sclosed in Annex A, Annex B or Annex C.
Even nore preferred is the use of a conpound sel ected
WO p@si1143¢9 conpounds di scl osed in Annex C. An PCT/IB2005/001501

alternative preferred use is when the PPAR agonist is

of a formula selected fromthe fornul ae di scl osed in

Annex C, under the headi ng PCT/ | B04/ 00f1]T from th
An altepigtiyel a3pegt obib BYernyen 'P’@FNSBGH‘? BBAR 8ePnis B’ 015'?%% gleglsejrom the
formuldehtiscBRARN agesi Bér Ansexs@l ect ed from the preferred

conpounds di sclosed in Annex C-under the headi ngs

PCT/ 1 BO4/ 001178, or PCT/1B04/00038, or PCT/|B04/001
Anothet BSpectef Hiedtvention s 1 peecal adtPARAIOIAAS YA | §i8°I9eR '"lfg‘é%ff‘

a PPAR agoni st in the manufacture of a medi canent for

A prefe&rgﬁ]ag%lﬁ{ ci)f %eisir\év%htlo%rlso @Q%L@&t ' IﬁD q%)HE:ta& LY$mbb&akbiBM o the

SEesS associ at educed serum
formulay disslpsed ndmoex®r at i ons. Anot her aspect of the

invention is the use of a PPAR agonist in the
manuf act ur e

oS BRASEES e b SAE s L8 p A SETA B 0ictBd o
compoaddsiiitloadd ionmnoex Ar AglexEerrirdesx G.n | i ver tissue is also
prevented or alleviated, and/or the excessive

el evati on_of non- esterlfle faft um
Even myS Biey SR eala SERPE ST s atToma G PR iy TR el Rt
invention is the use of a PPAR agonist in the

An alteWnV%@%Fe%@ u¥is ARl ﬁﬁﬂﬁ Q?orflé? fs df Q?onﬂ@l!a lsbi8dié®om the formulae

or curativ
csclosai SEARES Calistiha beAdngiRT/ PRAIRIATD. 06 P AT B Ge o POTIB04/001 155,
Most p@&é}ﬁl@lﬁ ti b P AR Sgonishie s€edied fen ik pesaredeomapandsitistiésed inofnnex C

under%ulelhgv P éfjr% zié(}bg'gjif%{ﬁlf p&tRMBObSE, @ﬁ@rn@b%@ﬂ%@d or

excessive elevation o
non-esterified fatty acid levels in serumis also

A pref@rFe%\é%Bécﬁ?gf R inddnti®Vis #etle ofX PPAR aldnyst inttieemanumdcnaandf a medicament
or el G AR VR o e A PR HR AR GRS Grad i oo

serumdyusbsrctoagentratinpe dysfunction, toxification, primary
ketosis, secondary ketosis, downer cow syndr one,

NS e S e
increaé@netinant &dem plucase contbrratiphs, vizereindive dxeessive peapmulation of triglycerides
in lived t%g&ﬂg ﬁﬁo rQidvitied) argﬁdr%%séx%eéf\}g eleDAEE G%eestenfled fatty acid

Pt a e associ at e stress e.g. heat, poor
'eVe'SHb‘*‘?élifﬁﬁa'SG\PéﬁVE’PtBQ/\HarH@"a"%‘hl ppi ng, dom nance or

illness. More preferably, the rum nant disease is

Anothgreellseg %p‘thg rn%ntlél‘?ﬁsttﬁ/e l.IISI \6?5 P ﬁ%é&ﬁ@ in th& ?‘ngﬂff%{ctd?gbpasﬁédicament for

the pafligtive; prpply,/lacp:r @foaiatys tyaatn@qlpéo P’P’NQa'H@@ﬂ"{‘@? apsgoiated with reduced serum
glucom&nﬁﬁﬁng AvHeReirfthé bibeBeiil achdrh iation dLeigigheridds ih DisetisstidBralso

preve%léggr eﬁleﬂ?te{? ﬁ@g/qp%%%g:g%ﬁv%oeie%eﬂ o‘?H) gs?érmgcg%%%%?& 1Q9JIS 1{1 serum is
also pfeyentether ataviatbédict ure of a nedi carrent for the tr eat rrent
of negative energy baI ance in rumnants, pr ef erably
for the treatment of ‘i %% S associ at ed &tti'vs%lected
Prefeiahlér g% f%ﬂf’&h@%&aﬁ‘%aﬁsﬁlﬂ?‘ﬁ g re B&CQP&F?‘H‘&J“C8§%%°8?G”8’F "RE
from fiatyleat syadroms, dykteciaisemaiie dysfP&RNagdimatian, prgmary kadosis, secondary
ketos Wn@rcéo n&%m@ 1@6&%%576%(&59 t&i8indd pﬁé&%mﬁ%sdgceé gibdmasum,

er syn OITE an di seases associ %y i
lmpalqeid\yrélfnurgeny@ﬁtlgrp,énaspifsege@go&bqnﬁtntlst Iéeriiibvg 0 @‘gllné gﬂ%‘?%ﬁ’ gypacute rumen
acido¥ib bt iR@@ALAtY Auifee Ingike Asdoalatzd with stressieryandas, poorhousing, overcrowding,

ass fatty liver syndrome, are selected
Sh'ppPPoonFn%t?yorWnégsr syndrone, dystocia, inmne

dysfunction, inpaired
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i mmune function, toxification, primry ketosis,
secondary ketosis, downer cow syndrone, i ndigestion,

w0 p@ppesence, retained placgnta, displaced abor@EIBRP05/001501
mastitis, (endo-)-netritis, infertility, |ow

fertil.it [ nedre kaddisy downer
More prgvﬁrgf)lé b%%mlnﬁsgﬁ%e%ls9§ §Ie8ﬁ@fr$r§féﬁgﬁ\%gsygwagfgmr§ - (l)r ©
cow syndiementendd-meetiiissansflovafefiiyi canent for the treatnment of

negative energy bal ance, or of di sease associated wth

Prefera@ﬁ%%:é%}eﬁ e?g(rgl)ﬁlrs?%tasrs# {é?e% b0 rﬂ@nﬁ‘@m 2ducl, Sr¥wek than typical, serum

I'ver syndronme and/or di seases
glucoseassmoiraionsl with fatty |iver syndronme, the PPAR agoni st

is of a fornmula selected fromthe formnul ae di scl osed

Yet anoir;b%q—%rpg%}; gﬁ (lfgygr(%itloa is ’[E%jk‘;] e(% %Bfg{@g %9':\% Orgér?u?a%tur@éf a medicament

st pr eferab
for the ttdaemdRPAtRegatyRiesergy balanst botmiants.opreierblyierdieigadpent of  deases

b A rARiRss.C under the headi ngs
assonifil I HRGTYELRARRRECL B dinaNe,  0se or PeT 1 Bo%) 001

159. Anot her aspect of the invention is the use of a
A furthdPBéf8ceg @l isention is the usaofuf RIARmgonist forthermandagien of 3 gedicament for
the treaftnqgnrt ?ﬁfgt‘?y M.‘Egﬂé}%e %ﬁ(ﬁ/b“ﬂlé%é&%%&cfé%@%ﬂ il Bgndrenngd

venent .of fertility, including decreased
return to service rates, normal oestrus cycling,

Prefera‘bWh@Mn@&as@Q A&ORiLic0 it Adgatve enngy baipnoevredinfirzetsadr associated with
fatty llva%sgn%prlnéyaﬁ‘:,% ctewpmﬁy Iﬁérpﬁ/ﬁ&rorﬂg c{y?{@mé an%Uﬁé é%fuh&loh hepaired

a oni acture i
immuneredtioantexiticafier, ptlrn@ry keipsiy 6PROATANS Ketess dRWRey 8“%8@86’!’]%‘&? gestion,

inappefeRccA REATEMREAta PAdpId4bd Sl optasan ndsiity, Eyeopaiesitis, Aiertilityg fow fertility,
asp ecﬁ of the invention is the use of a conmpound of
fasciolgsiapd 'a"q9"esS- 1y t he manufacture of a medi cament to

i ncrease rum nant serum gI ucose concentrations and for

More pré@rﬁlﬂy IV\?\Q[GOIF\Q lﬁ%rﬁﬁbﬁ‘lsrﬂhéﬂefoh&? PP AR §dri fon theofiantfacture of a
m nan

medlcqnpeé\h@r e gﬁgt\é'@p qgaega'tl}t]en%%zqtyi)gkgcef rg?q%l %as@té[séd}%tetdhlﬁth ne%atlve

€ i nvention
energytiRARcAig ourhinants, 1 tod thietrieatmentend fadiv fiven gynpw@eﬁ@p,{obgsqqswsggplated

with fa9¥ h’v?hgﬁnﬁr%ﬂxr Al E‘PbﬁR%%orﬁﬁ)ésof R@sHD@sblusd frﬁorﬂm@tfdsrmmaaapacsted in

nvenhtr on

Annexh epser tharmeadieg ngﬁogpgj V75, orﬁ%ﬁ'ﬂééﬁloorggt? SRLT) Il%btﬁ?oro?%g Most
prefer fhb@*PARSe@]eﬁlét i9feclddnel fionvibe prieferred cdnepolysRiisstpeed i pt\np@( C under

the hep :Ff@ﬁ@%ﬂ?éﬂggb‘rh’é&/obﬁs@/ 6t p@RbAB61186peCt of the

onist I's admni stered at
parturition. Mre pr ef erably, the PPAR agonist is
Anothér@h@fbéblt &ttﬁé Bkt isek dsbof HRPAR dgdnisoimtil merekastyne efpemedipament to

mcreapq.lwg‘ﬂ’taptoﬁ,?rurlﬁ) a@c%%&&cgnt{)ahggs?&% fgleth ﬁ?p‘?&féheﬁlf of ?e'?tﬁ‘ ty, including

stered up
decredded exurh ﬁcrmwwaiea,gwotrh@ ogqtrus eychnRgy @_npprgygg §oq9@gtto'5 é(f\tp% ﬁpd improved

t IEE& e ably, .the PPAR agoni st is adm ni stered once
foeta ﬁ the first 24 hours postpartum |n another
aspect of the invention, the PPAR agonist is
Yet artht adpetier ¢ np/leemm thausaad alRPARRPWSn the magufacture of a medicament

for th%ﬁ%&%%gﬁ{%} i W%HQSFheﬁsqt@%%on%odafé%ahwi@ﬂbh@lﬁcto@dﬁ@sns

agonls I's adm nistered at parturition and then
up to four times postpartum Another aspect of the
Anothbﬂa\é@@ét ioPiRe irveiitioa idtseusfof a cBPgRnagiininsda |i in theypanufacture of a

medlcamth tg %tc ge r%f-mr%n%mn? @Uc?o@& cén‘aentratlons and for improving or maintaining the
functioning of the ruminant livér and homeostatic signals during the transition period.

In one aspect of the invention, the PPAR agonist is administered during the period from 30 days
prepartum to 70 days postpartum.
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i ncrease rum nant serum gl ucose concentrations, and to
increase rumnant mlk quality and/or mlk yield. In a
w@e@bared aspect of the inwention, the m |k qeei/iB2905/001501

increase is seen in a reduction in the |evels of

ket one bodi es in rumnant mlk. In another aspect of
the invention,

ield js

i anotiar asRepLas e INERISny (AT RARCOPESLE FeEp P SLRBBRTM sl pssaly. 2o =
parturit@gpect of the invention, an overall increase in

rumnant mlk yield is obtalned during the 305 days of

the bovine lactation period. |In another as # of the
In yet anpiperraspeshof taginvrpdemathe R 209aigt s AOPIRERIRCSRITR i el d

is obtained during the first 60 days of the bovine

| act atlon riod r.ef I ein
In yet a}natﬁfrnagﬁ? ﬂﬁﬁ mven’uPrE> e ﬁ{ﬁ%@éplﬁ{: |$ g%rgi}e{lgtlre%'d F?é ng%s

yield, or the increase in mlk quality, is obtained

More ptdiGBRIR tRAPFAR &fWist 8 afiRisRAARKIINghe pdridd iromentdesprepdraim to 3
Increase in rumnant mlk quality and/or mlk yield is
weeks BRYRATHEY after adni ni stration of a PPAR agonist to a

heal t hy rum nant. In another aspect of the invention,
In ano&gqsﬁec't Sf th lﬂVénq&d 1R PEAT R REIONS 8dmihiSteredUp tEMEenighes during the first
ant serum gl'ucose concentration. In a preferred
seven gay§@PL$PBM™ he i nvention, there is provided a PPAR

agon|st for the palllatlve prophyl actic or curative

Prefer%tilyo 'p%% g;t)nlgtlfﬂd?ﬂﬂgtegb SRARIAPHO RistdLkbuvd ddstpheehkiced

Se concentration, wherein, preferably, the
dlsease is selected fron1fatty liver syndrone,
In ano@¥S4sP6dt 35 thé MRHIEN, AyeSIPRATC Adonist is mdmiaisteedl prepartmg and up to four times
function, toxification, primary and secondary ketosis,
Postoafiiiner cow syndrone, indigestion, inappetence,
retai ned placenta, displaced abomasum nastitis,
In anoﬁﬁpéis‘ﬁeat ofBE vEdtdn, thaPRAR hddnlsyis abidinvistesdd dt Ipaﬂtlymanahd then up to four
| ameness. | n anot her aspect of the invention, there is
times POSRAYYBY a PPAR agoni st for i ncreasing runi nant serum
gl ucose concentrations, and for increasing run nant

Anothgf' elsgecg bk |h$éﬁt|&pg/tr9erusg ‘éﬁé PPA(R aédrhlsaiﬁ %J}ﬁﬁn%ﬂﬁé‘ bf anfiedidagnent to
Invention, there is

morespRF A 25 BTGP GRS B 0ie B P AFTeBrE MEUREY T s el mik
yield. PPAR agoni st, and b) optionally, one or nore
pharmaceutical Iy acceptable carriers, excipients or

di l uents, and c) packa |n for nt ai nin .
Ina P@fﬁfﬁe@ ﬁﬁqepspf Bbe “'Pie@foé‘r e %vlk a[lfg( wpg?%s% g seQ} % aﬁédu%ﬂgn in the levels of
keton® Bddidsat tumfmanphiohyl actic or curative treatnent of

rum nant di sease associated with reduced bl ood gl ucose

concentration. Mre preferably, the kit is for the
In anquizer b$rett of the ipveatisiy pegdstmik vigld iil¢redsede treat ment of

fatty liver syndrone, dyst00|a i mmune dysfunction,

i mpaj red . i mune fungtio toxification, primary and
He%@@@&h%ﬁwwﬁwgf8§P£°f er cow syndrone, indigestion,

I nappet ence, retained placenta, displaced abomasum

In an&ﬁe?%%ﬁéc?‘of SRR, BRbYdrdilisoreas® inglihinhdtiik ylelMs biRsihdd dukiyg the 305
days of the bo?nrrr\g rl]a(?:’tsa?lon period.

In another aspect of the invention, an overall increase in ruminant milk yield is obtained during the first
60 days of the bovine lactation period.

Preferably, the overall increase in ruminant milk yield, or the increase in peak milk yield, or the
increase in milk quality, is obtained from a dairy cow.
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Even nore preferably, the kit further conprises
instructions for increasing rum nant serum gl ucose
w@ewsani3sat i on or for the pabliative, prophyl aptT/mB2005/001501
curative treatnment of rum nant di sease associated with
reduced bl ood glucose concentration. As a separate

aspect, there is provided the u
nano gkt Pt VYo TBATERHF megoT sy el s AP ang
administrefidniv® a IFepRtaigenidt tqpa lekdthysrumPant | cul ar PPAR agoni sts for

use in this invention are selected fromthose
conpounds presented bel ow , including those . .
In anottiir grieciyti thednvastionetherg '%?’%Y'@d@@d’APamngﬁoi'ﬂ%e%Sﬁﬁj rggipant serum
glucosé%h&éﬁraﬁtfn the patents and patent applications which
are recited below or incorporated by reference. Feline
hepatic lipidosis is characterized by an accunul a
In a pretrreiappagbofitive intestian, Hiete, is PEHERARIPRAR agormcﬁ foythe P%"Vﬁmphy'“"c
or curaftfé tlleﬁ%nf SFRHhin&H: dib6HR8 bbsbchité Glith @RBcedasdskitgiungsel doncentration,

wherelJ[n é?fe}ﬁ%{%“?jxé the)—‘ﬁ-“ﬁﬁ?el |n g?l?cg?c%gogr%( gﬁhhve.‘f"%&’oﬁ\gc@sméﬁg qmmun?] dysfunction,
impaireadrammm fabdtiom todfication giriyraer andesesandarn ketpsis dpwWBS 9o W FYRAFRNe,

|nd|gesg(5rpﬁ]§ E)étéﬁ% W8 8Nblaceh, fikiaceh BeHhAsGmAR Iy |(@idoQimetritis, infertility,
cer| de may occur with increased uptake of
IOer”i*i'@’r?é'gﬂaéfﬂqr‘P?Sed fatty acids (NEFA)1 inpaired fatty acid

oxi dation, disturbances in VLDL assenbly and secretion

In anotRer a%e\égﬁ Hf%s%:\;ﬂ#’bn ith, H¥e i§ g!&%é@é PpNR Qéon‘islf'f%r ﬁb@&ﬁng ruminant serum

ences | i ne
glUCOSﬁ@ﬁGPm@UWSp@%Q” icrapsing cyipanUBYE ﬂ“aﬂw gm{?qqugﬁy m Pract .
2005 Jan; 35(1) 225- 69. Review, Blanchard G et al
In anotglﬁrre]sHegct tﬁ% éntl(l‘le RIP dé i?&Jﬁ)’\/f&"ie&:&’mﬁ%?fn{;I Qé%garﬂrqmgﬁt%teffulrr?glucose

{5on " an eat nent epatic lipidosis in
concergration, awmlprtsm met abolic effect of one daily neal in

apﬁmg%d‘,\ ais. J Anim PhyS| ol AnimNutr (Berl). 2004

oo e oy g By S S 0 .
c) packagingpaxtchinteinihg ) and ohéqmalyi® | i pi dosis patients. J Nutr.
1998 Dec; 128(1 2 Suppl):2747S-2750S; and Bl anchard G

archarnltlne su ation in obes
prefergiit dredhisprine PRI e PRB BT Pkt b R R T G dooase
associdiat g re‘daaatdlbrt@dgmldosermdmeemathepatl c lipidosis. J Nutr.
2002 Feb; 132(2):204-10. The ' transi tion period" neans
from 30 days prepartumto 70 stpartum.The .t erm
More preferalyi te ki ki s fqr Fh@g%a"'a“"et F?fe%hy?‘“% 'gvvééigﬁ’@}?f“ of 133“’ (Jee& gyndrome,
dystod'lat‘3 inthihel d?ﬁ‘hrhtﬁi@ﬁ irfsarpdrinagieifanctigratokificetion eriaany aod penongesy ketosis,

downeﬁ 8?‘?’ 8¥rrr1%Potr5r}e lnlalaes}tlgll; rﬂagﬁ%%ce%ta%ﬁglagﬂae 'dEplh | 49 @8sum, mastitis,

ar ou us COWw. e term
(endo*)RRARs dhfpitily, deyoiertitty an%a’wgesa‘n agoni st rmre sel ective
for PPAR al pha than gamma or beta. The term "PPAR

Even %g&;@r(aa oni t lgtﬁ‘ aegaoﬁpglfe%e%q u§t o?g%r ﬁ\cn%gg ﬁg@,&_@kﬁ\g{ um glucose

conceaigaiion st for e aaltiatian peo@bviacéls omw@vgEeaéreent@éruwnmﬁs%ﬁsaclafed
Jﬁééhﬁé,({a 0fe QAEBatioh. " PPAR beta agonist” is also

with ¢ Hovvn asrbg]C F?PA del ta agoni st”. Were used herein,
these definitions are to be conS|dered

Asa séag%rg{e aggn 3 é & gro\(/v&ga e UEEARR MF’F‘a oRlist, EQﬁéLﬁ’arly@rPPAﬁpa‘&Ra agonist,

ereln, |sta

in the' t"PﬂA’R"Hé feling hemaho Iipistopig" P%T‘CU‘ETE’BR@ GePniss 9 '%{RFS mven lon are
select’é@fﬁ'&ﬂ @ﬁds& Gért{pouﬁdsiﬂ@den@ﬂ bBlowe thelBRARhagpohighlightedgs teéng preferred, and

in the&glgec& g}aiéter(cif ﬁ"e rpa%nt@%ﬁg L%Qﬁt%?;!)hcé\%hé Whicr é&’t@&j el$vb‘6‘tt|n<§>§porated by

apeut’i c dose uces g
reference. Feline hepatic I|pld0$|s is characterized by an accumulatlon of hplds ifl the liver, leading to

a fatty liver and an impairment of hepatic functions resulting in jaundice, vomiting, anoréxia,
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enough to effect nore than one class of receptors at

the receptor site. "Negative energy bal ance" as used
whegositms3neans t hat energy viia food does not neRCT/1B2005/001501

requi renents of mai ntenance and production (mlk).

inappetelngg ahd I&:YhaFgLWg-fe?{]ﬂc h?ﬁ@‘sﬁ:’sr]'%s wh& @eﬂﬁ&easrth%d&alﬂhlaﬁhheﬁ trﬁmende in

ns o

the liver $O%echf mrosaygq:r (\y(elgat Iy g | ndi CL@ t’t]og ﬁfc" trlg }(rren&é/ mgy  3elir with
mcreaseldnmala@off roAEdtériiag fatty)a(mdsl (o EFA)ompaped fanmda,\x@lg’@g\oﬁgar,b?nces in
VLDL aﬁsglggls 274 sec sec?é%r? br &Q#’%X ﬂ%ﬁ?%bﬂaﬁ\gﬁ &QI‘% ét%oe pathways References

t d
include: feBeT s Fole ey 7 njeaciolel Sin N STRL &gﬁ‘m i Jhiep( 225
69. Rev%ﬂdélﬁrﬁchbr’ﬂ@ IHB&IS Pladtha hoidspiipabroteiti’ coampositmanti eroélewummﬂedugtlon and
treatmegt(ﬂq,éeqagc gué%sgs in %atsdarLJ?heor];vetQ%@é S*f&:ﬂt oF dAk daljly‘%?éa‘i’ﬁ%ealthy cats J Anim

etone ncrease I n

Physiol guict Mty (B DUHAPRBRS T L7 PAEHEEE: eCh%faqt%(tza"%r%F%f"H gprotein
profiles oPﬁeta@I%ﬁ a@@z"bta%rﬂnd ldﬂfpamlcd@ﬁé pasAC iigldosispatiants. delutr. 1996 &les;128(12

Suppl) %5% 25§p§ ﬁE‘? gla%ci deé/ ﬁélc—%(y L g[arnz(ﬁe L?D%%ITI Etapar’ s obfés@lcgts Gfdls

carnitin@ mtaeblmnmm‘tobmeaseagew tluring fastitg anddoddery f@p,aflcdlﬁldOSIS J Nutr. 2002

Feb13é9ﬁﬁﬁq ge in the volunme of mlk produced. "Excessive
éccunulatlon of triglycerides" as used herein nmeans
greater than the phyS|oIog|caI triglyceride content of

f
The “trawalw e%e[ngr |rP+a\e{1§ l%r]pllh 30 IS reﬁ;ﬁ 'J’d’é’ay? b@éf@r‘rhﬁ’tn 0

atty a eve s 1n serum as used
herei n neans non-esterified fatty acid | evels of
The terglr"ﬁé’ettlﬁé“ ttfé@f“ §OQeTEp t/ckinient’ a€ usathhetdi iegdges pProphyliatie palliative and

&h% prepartun1 nmeans 3 weeks before cal ving
m”mwﬁl qmthe day of calving. Unless otherwise specified,

"post partum neans from when the newborn is "expelled"
The terl @ ’talg%séﬂ KdralS inkRadd Hé@&k{&mﬁédr@fs ahb awumﬁwbwar downas
expelled fromthe uterus. "At parturition” neans the
24 hours after the newborn was expelled fromthe
The terti “©PAR.alphRegonist means engonist moysaelepiyeterPPARtalRha taggamma or
betg, TEANS the "transition period". By "pharmaceutically
acceptable” is nmeant the carrier, diluent, vehicle,
exci pient, and/or salt nust be conpatlble with the
The toi@ IPPRRI PAghedigenisis meénstan@gbrist meregslesiive farkPAfbgamma than alpha or
beta del eterious to the recipient thereof. As used herein,
therapeutically effective anount of a compound” neans
an amount that is effective to exhibit therapeutic or
The tefth HPAGI edd agdfilsi” Wichiys @iagbhist nsdré edlac)ivefor BIRAR béte jhan mlpha or gamma.
rum nant, w thout undue adverse side effects (such as
undue tOXICIty, irritation or allergic response)
A "PPAFbbete RgaNisitieaind kriown as 63 EBABISPER AsoREY i Where wedgiey haprugpfinitions
are to Hé@&sidareh HRerBMAB&bIcof the present invention. The
nmenti1on of use of conpounds in the present invention,
shall at all times be understood to include all active
Wheré tRRAR tnta” Suthietal onfPBAR eta ageridtiisl Ry hefam it &éa'f?ﬁlteme@meso PPAR

delta” b ‘gglta]f 8f ‘ﬁgﬁﬁ\ﬁ%reﬁé’ggonﬁt” gespeEtN/SlyfA aéul aﬁmﬂe@PPKRis@nfsomﬁy be defined

as a P@%F‘@ﬁ?"&ca‘ aGtive ééqoérl{ldq maég é'ﬁ%/ %ge@{]eiépeg%g({ose prdduces levels high
enougfl t@&tcet aoraRtiz® oAl diasna ndcepinmrasihe sevdptotsite] | ke, and al |

pharmaceutically acceptable salts as described above,

unl ess specifically stated otherw se. % wi || ale% be . nts
"Negatiyspenetdydelsace” iavsadiieraiisaeas thal presgy| e faaq figpg not meet the requireme
of mafRhaRelaht fodadtos yeiR).conpounds, in any suitable form

are al so 1 ncluded herein. PPAR FRET Assay Nbasurenent

of coactivator recruitnent by a nucl ear receptor  af
“Healfhycepinant: pansridhetesRomienisioes §°ta?h%§‘ﬁ'b%°ffft?rf°'g’%9’5‘9 d}&‘tcﬁh‘ij‘s fatty

liver syitBorA®idyétbdfa, #hmeind dySanslioh ampdied iedure finctiat, taxiiedtion, primary and
fesponsé through a nucl ear
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receptor. The PPAR FRET (Fl uorescence Resonance Energy
Transfer) assay neasures the |iganddependent

WO niodn#369 on bet ween nucl ean2r ecept or and coacPCT/ER2005/001501
GST/ PPAR (a, b,and g) l|igand binding domain (LBD) is

econdh@h@t’oﬁg d\ﬁﬁéﬁﬁ% c@wggT éJ Ralg@&8e, dne@)ﬁétbn@&'&ﬁl&:ilplf)@d)ta displaced
e an ece r-
aboma%%m?étft'isc e%‘?ﬂfmé@' c@%["g n'PWEe"giiY %ﬁ? gérsm nus | ong

chain biotin nolecule is |abeled W|th

Milk “q Pgez% dg\éﬁ HirBin réf@#é%&tﬁ@hév@i?hyrﬁlﬁlw&@{e& {aAhDe@ose %oﬁﬂhd’@ll@fand

cton il G OIS PR  Hh Rger RIS conen,
or a decleasarin Edilic ol ledld @ kéeoe bpliesigvelsomes i n cl ose

proximty to the acceptor nolecule (APC), resulting in

fluorescence energy transfer between donor ﬁ( 37 .nm t as well
An inorgsesi BHH 1Y GTUMEZERIRGT TP ST PP P BB AR Comfg 2
as, or if3t6ddldAtah Gerea8 e indRSvamEsTinglk bkddced) Ncreases in the

rati o of 665nm em ssion to 620 nmenission is a

neasure of the ability of the |igand-PPAR LBD to . .
“Excegsive RotUMUBRIGh 4f tigjysetidas] gs ysepheraie means 9rRaPIEhy} Be ghysiological
tnglycerm&ledﬁﬁe%t &f1otdagw #ivbitkyuedof a igand to produce a

functional response through the PPAR receptor. [1]

GST/ PPAR LBD Expression. The human PPARa LBD (am n
“Excesaigé eisvaBiBibei50Mjesiesfiddiattydiciddevelsdn W‘bcﬁ%yisffe%‘ﬁ“ﬁ U@ar@fnon -esterified

[ I FsrnSST) in pGEX-6P-1

fatty a%l%wgn&g@%%rg}aggg@m%, NU.). The GST/PPAR a LBD

fusion protein is expressed in BL21[ DE3] pLysS cells
UnlessBtghgis@ spe0ifiedy“prEFa@umi chearisi oweeks beforepalviggrpreiil ieggw ofagving.

16 hr (cells induced at an A60oqf -0.6). Fusion

protein is purified on glutathione sepharose 4 ad
Unlessqtharwige precified, ipasinadve’ efaeﬁlls (PRIAFBHE, “GQH‘H N & SWE%OE from e uterus
to 6 wétltd bftst thelrewBBh vals edftled frars thenitgpusot ei n i s quanti t at ed

by Bradford assay (MM Bradford, Analst. Biochem

72:248-254; 1976), and stored at -2Q0C in 1x PBS
“At pagwtiorsinreiangtha @9hgiiry atier dhe newior warepeted from themiefusassay .

The FRET assay reacti on mx consi sts of 1x FRET buffer

_ ! ’ /m BSA 1 nmM
“Perip ﬂrﬂM ggaer%aﬁu %Tpﬂlmg Jheans W tﬁ%%on ngﬁjneg.?_ / PPARa LBD,

40 nM of SRC-1 peptide (am no acids 676-700, 5'-1ong
By "pl’%nﬁéc@utpzb che%%ﬁﬁ@@h%h@%ﬁ%me @h@l&@ilt must be

comp@@‘%gﬁtﬁnﬁ%@%&gpe et@if ogﬁgqor@gl?tl%g (ﬁrgggelc%{'é\&quls %o tﬂe rec plent thereof.

Gai t hersburg, MD), 40 nM of streptavidin-conj ugat ed
As uséﬁF e {thl%ﬁeutlcg\@%ff&ﬁlo% Erﬁbun@@fqa Jo%%uﬁeﬁiﬁmmo-ﬁhﬁhat is effective to

exhibit therapguiie p@molegjcaéacglwlglcqg t@éltg@ qf aﬁqvg\( ] a(rwrueergf \M@Putéjndue adverse
side elydie uéfﬁé&iﬁﬂmd foyicityVifjtation Shallergieareddoose) moxe®nsurate with a reasonable

benefj\tﬁ %} @1 nugéd ih 1ty %ne?"%eﬁﬂgs)ef] rescence is read in

2 reag tals presented as a
rati o of the em ssion at 665 nmto the em ssion at 6

The ni’eﬁtlJNBf uSESR6Mbtiny |nNﬁ@§r‘d§é?:ﬂ'|ﬁVﬁnﬁonTé|&mI$lt elnimes be understood to include

all act]lvp ﬁ(gmg %@Q%@?qsugg%&p@ %n}@? %Zeth gﬁ‘n e8fe\el\}; ¥ E\e free acid or

base @xprapg slso,mllmrmnsd@lm@m wgrammw@tesﬁwm S@*ermmw €.9-,

diastdrdUnTBR A dnEGRRHRY, §n@tﬂg hl@a LIRRALhemasQUttaly AbdPtablReayseasiescribed
up St ream aCt| vat i n

S SLI. Q
abovd, PRigts SERRBARIESPTE e S 4HG T8 PRh R ey TELE gt Sypevte acive
metalghtitee of dunh eahabduhde jn atnhemmbastcmndarp REVInclydéd lwaeln used to
control for transfection efficiency. Hep& cells were
grown in DVEM suppl enmented with 10%BS and 1nM
non-essential amno acid. On the first day, cells were
split intol00Onm di shes at 2.5x1 06 /dish and incubated
overni ght at 37C75% CO2 On the second day the cells
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were transiently transfected with plasm d DNA encoding

a chineric receptor, the luciferase reporter gene; and
wh2@al11536or each 100 mm di sh3 15ng of | uci f easECT/IB2005/001501

reporter (PGbElb) DNA, 15ng of Gal 4- PPAR chineric

PPARI’-"F%GI'e%tS% DNA, and 1.5ng of b-gal plasm d DNA were
th 1.4m of opti-MEMin the tube. 28m of

Li poFect ami ne- 2000 reagent was added to 1.4m of
Measur@lﬂbmt-ol\/ﬁﬁbﬂn/ﬁtot heruttmbra by amdclémcedeameafborecaﬁw'r'iﬁarat asgqiation is a

methocWar %/gly?]tl% %%ﬁlbhxg/%ff g 'ﬁgiaeﬁ o&’J&QQ furﬁ;ﬁ&%mesmﬁ% ﬁ‘nﬂ:ﬂ’@h B@dciear

I ncubate_for 20 T
receptonfThe Ppﬁﬁéﬁﬁm@mﬁ?ﬁv@sﬁe&ame PeRREATSS fRea) BRegre: e lgand
depeno‘éﬁtI ullténact%n BBtwebh niddapicasiidtng e2RMdONASTI PRAR €., fasl v) ligand

bmdmg,pgmawrﬂ_Béﬁ%\fapqi%c{J Q’g{aeeeugo];)%% %;edS anl’g]t‘aéq't@htgidg %lﬁlé% Sﬂb 1 Sterol

ree cel
ReceptoeCactivaiops) synthetit repfidet dopiaBDg mmamlr@ﬁ@@wa @ne gbaip BIP@H“?J?P“‘Q I8

Iabeled%th‘@ﬁla;}t?\%nﬂrﬁéd algswc%cy)éﬁlh eald) atBﬁfém@bf liyabckib tRePRAR LBD causes a

confor ol S0P MAEAIHS SR~ HAAE: DTG EBF DAY GHet T molecule
(europlﬂmf @fn&fsmecl&g@rdxsm’amdthb as«teptoompbgmej(lﬁ’@dg@{sm)gg & flugresepace energy
transfe; ﬁeQ\g%n c{oﬂgp (M E)&lté@é Mha @%Otrﬁﬁ erﬁggbﬂ) 'aﬁ@a&%pt@ﬁ(@?@hhﬂ@ﬁcltatlon and

esS were |1 ncu
665 nnsgmlswuémrwe% @|tmesravsé?fé36§\%{% ﬁ@HS'%@éQWW"ﬁm'S Jfepee of the
ability J:f)(r%a@ancﬁnﬂldAﬂotm esseadit RC- 1rmasenc|pegudb acd fhercérsea aedsure of the

ability gﬁglﬂ?@gtplo\ébgeya fﬂﬁéélglgal %ég&}shltrgm Cpp &Y r@é&)t&' t from

accor acturer s
[1] GST/RRAMERIZpresaien. Te mmaEGE@?BéBHdM‘"M‘W%ﬂ?ér?Q? ) ip fgegio the

carbox&ie%%ggﬁf tathl!ﬂ?eos {pns QGEfﬁlQ pEEkBRS (Pharkadb); Busoafadlay, N.J.).
Tho GEE PR hED %s?ea RN PERERTER %%@%ﬁh@%&soﬁ%i“a' e

inducti6® G 86Hh Eeﬂip'eﬁhthr@tor véhrqbelts rgluddaARamBgi dit-@.d). Fusion proteln is purified on
glutathﬁ.})(rgg In%g]r Id?q 4Q§eadsreq§8c? RS9 él\ﬁ %%U@e% gﬂﬂﬁ?lgl"\ael fclnd)&lal}/zte% against 1x PBS

nse ucose Leve
ot 4°CTfedioreorefeic 1 cuerdatpopy Bodercasr Ve &fﬁ%ﬁa{dt%ﬁ@é"&%ﬁe’ag@é‘m 254
1976) 1408 sRAATHBEPEI hmﬁtpgst Sneinyaroragdiohard cmidiper t i es of
onl s
2 R e o R AORY BT Sr ey 1T e REHAT o 00,5
mM KIS 0.0 tid/hiesa, i mM BRTA,abdl & nidé DB, comra@@ﬂ AR AM G4 BPABe: LBD, 40 nM

of SR§°1VY§e F?%&%ggglag}?G 1750, g iohg '&Hé K BiokiVCRs IS QERPMNIHALKIEGSPS-
b oo AT agoe Eo oy, il SRt et
antlboa@vwﬂl’ab Q}a,lthétMrglﬁlan anuinest speptavidin-tanjugetep dEGdWallac), and control and
test c%{?ﬁolg.}aﬁli St]'%?é a:I) v%un% g%&l}@ﬁt@ g&)sul q%m‘épﬁﬂ%\hﬁgrré& 8 black 96-well

m nut es

plate @tsrpfoer Darixi (Bhantifyal/Abn Thegeaign %P@é“%‘?‘tég bl hegtdgand
fluore;t,cfeﬁ(‘,"g @Had #HWibB! Spiab réhddr (Wallad)., Déia ishresddted 30 a ratB,of B4 emission at

our s st _conmpound admi ni stration. Sanples
665 ”Wé?g‘eﬁﬁ‘éﬁsﬂ?ﬁé‘ﬁgﬁd\m gl ucose concentrations using a Dade

Behring D nmensi on RXL serum chem stry anal yzer.
Select-r\fiigg%ﬁpém&‘is bot h conpounds, regardless of route of
nrstration, caused an increase in glucose,
relative to baseline val ues (see Figure 1). O her

Trans@anNPEERtihs yssay asihgibé elep@2 bepdtonh capliner at us for testing
gl ucose | evels can al so be used. Conpound X is

Hepé@mtxﬁgirsnwﬁﬂm@tggﬁtleé Rllﬁh* Qwe%é}eaéﬁ piasmioS Snebaing RPEHE, GrpaRg or
mPPARy chimeric receptors and a reporter containing the yeast upstream activating sequence (UAS)
upstream of the viral E1B promoter controliing a luciferase reporter gene. In addition, the plasmid
pRSVp-gal was used to control for transfection efficiency. HepG2 cells were grown in QMEM

supplemented with 10%FBS and 1uM non-essential amino acid. On the first day, cells were split into
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and conpound Y is
3-[3-(1- Carboxy- 1- net hyl - et hoxy) - phenyl ] - pi peri di ne- 1-

W@ 20080x3369 ¢ aci d, 4- isopropyl-benzyl ester, he@I/IRROEIN®1501
structure below. X Exanple 2 Ten mid-lactation cows,

100mm dlﬁie es gt E%W{O%cfﬁlqwca% FF%tqu}velqigﬁtt at WREP595 Bbg Ohakk dekond day the cells

mni stration up.

were traomeruultransf@pgeq it as msk Dl\ét}‘ encgding a gmakd r§°??§ﬂﬁ tg%%uﬁlfe{asg reporter
gene; ar‘itﬂ? oI Q¥ SL@Y 100/ Gibn, i Big éliliredse feponer (REBK1 D DAY 1810 of Gald-

PR cpmposaes o g g S o oAt 14t optEM i
the tubeséém Bﬂ_né’oFQctaﬁqu@oéo fbagdRowmDatield 1 1048 ofrgtkENM e e, and
mcubatg%aﬁ? mlrg%t:?g{. ?B%dlfe%fj 2 gg?egtakﬁfé 265(5 I%E\ n‘PwSQW W|th the DNA

2collected fr gl |
mixture gavidriniuata for 20 min atGT. After gqsh rggdxunawas gasief| aﬁa§h100mm Taigh of cells,

2.8ml o%ﬁ&e%ﬁ’%éﬁ&%ﬁﬁ%%ﬂ@ﬁﬂa@bdm drdplwlsbhn the ER@mmpldish containing 14ml of
is the

medium, @g&) B@;&;’teﬁ?%yqﬁryghtéﬁmw)}l?re%ﬁ es‘f Pé r:\)’ §Q dd?ff the¥ ](_)6 lm dishes and
re- plate@%’h l@@)&béll bl@te@cﬂteﬂis deierpldtdden pGry’ h@*ls -pbiemﬂiym 1593;& @rmedla and 50ul of

compo%ﬁr{%ﬂ? %@@E al a8k %ncghipaﬁlgﬁseof %?Qr%ﬁxfbtéhg@ﬁtb Qﬁ@tebksdoﬁxgound

anal yzer
added weérd gettle aanue froriseudd ta ﬁﬁ)@Me Afer gdditien Qj@@@gounfj@tléq ;?Igtgs \fvge incubated

at 370‘%2I 3NLED &tfs%%eptlﬁ%ﬁﬂvér@ \A%Ei%dﬁﬁ@éf\'ﬂﬁﬁ ook @ WB8, lised, and processed

termnalon anges in

for meamuiing I(aBYRAY arching® Aetivia W%ﬁ@‘éh‘dg'}t ‘R?E?rasterqi‘tér°§7‘c1té?‘?"&lgsa°°5%'"g to
the mah@¥&lrers EXHMRARatonSURRA ETEES Banad Hitrilningt LEX96H lusricametar. Hep

e i

Grapthd&i'PHshl“Oprng?@rﬁpEO{o isthé ccmcél}tratl@satgvhlch th%mgc#@e@mp@glonal
a ons in cattle. NE
reSp°”§\%Fe§§belﬁé)P?n ﬁ‘k%{ntgma%rsntggﬁ%#%é | aborat ory net hodgA lfg:r/el >
exanpl e, using the comrercial WAKO NEFA kit (Wako
Serum@lGEEPdvels0- . USA, Dal las, - TX, 994-75409), and liver
rirglyceride content was determi ned usi ng the nethod
as described in the literature (J. K Drackley, J. J.
Exampéeenhui zen, M J. Richard and J.W Young, J Dairy Sci,

Twelvelt%%%act%tﬁig lcé\gsg\?%rla selbidd B HvERIgSte WS hamhtcakinsid ahd pmarraacodynamlc
ooy TR A L SRR LS L Ko B4l
adminSRRRANINE ahdSC tiurg, asappinekiniiee teblg balow.14 days prior to

their anticipated calving dates and switched to the

TVMR-Cl ose-Up dry diet anﬂ'mm—-ei——a%ncal—s——l—ﬂ—t—hq-

I udy began approximately 7 days prior to their
nﬁea,ﬂgﬁed cal ving dates. ThBosmi mal s wer Non@emsl it o

TOCKed edgn Al
Nt HeqrRReyn t)%\nchl ons. At that tq/@e approprlatge ddses
e capriund $¢’er ed and appr o‘bﬂ“@fkésﬁl ood sarrpl%

)gf? ;?ufwée\?" tabl e bel ow). 08hRAY as possi bie

ving (~ 3"0 mnutes w was trangferried
( Tt’rh@ant@ésY all barn for t ZS‘E% chedul ed i | kilng

6 uu nrs and 19:00 hrs). Treat ments on postpartum
Al angwalsp/yeée Big og%éqyrgélgli \%rﬁ {SErﬂlgﬁggérYorQ{) Q&ﬁpd&ﬂaa&rﬁﬁ@t‘r@@n dB¥od

es were anal 'X
samplas wag collected from animals treated vialVathb and 10 minutes post co pound

os—~mo
—_—

administration. Blood samples were collected from all animals at 0.5, 1, 2, 4, 6, 24, 30, 48, 54, and 72
hours post compound administration. Samples were analyzed for glucose concentrations using a
Dade Behring Dimension RXL serum chemistry analyzer. Treatment by both compounds, regardless
of route of administration, caused an increase in glucose, relative to baseline values (see Figure 1).

Other commercially available, standard apparatus for testing glucose levels can also be used.
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the WAKO NEFA-C test kit (#994-75409). Post-cal ving
l'iver biopsies were perfornmed on all cows on days 5,
waooanes3dy post-cal ving. Tigsues were transporPEHIB205/001501
ice and stored frozen at -700F. At the concl usion of
the study, sanples were anal ysed of liver triglyceride
| evel s using the nethod described b ck
Compouati X if 2-MBGW 545 meirPeaY’ 4(#&5’3"21‘2@26%12{%‘“ o ke shupifo o
and corﬂﬁo@rai\e@ SVYBﬁhCﬁmBmUmdth %thoxf)aﬁgnyﬂ pir@rigine- Jgarnbwlevkﬁyaqd 4'd
et hox peridine-1 -carboxylic aci
B°m°pﬂ%PWW%P H@W@%L g%%% 9gster exhi bi t ed d
significantly der serum NEFA | evel s from Day 1
(after cgbvi unQ% the end ofothe sth;lgs onpar ed
! ; e except nsu\of . Al
Nt geginen. si gni ant Py "bweled 1i ver j—o
eride |l evels cappared to pl o at albtine
poi nts neasured (Days p, 10 and 14 postcal ving) (See
Figures 3 and 4). Exanple 2 Eleven early-lactation
X cows, fed a low starch/high fat diet were selected to
i nvestigate the effect of adm nistration of Conpound

"A" upon circulating | evels of serum NEFA. Aninmal s had
Exampi§@en fed the | owstarch/high fat diet for one

Ten mifeciatiort cowagdiil aicst stareh/woh fabdiel weemmalasied t%ﬁ"‘%ﬁ‘l%atégﬁﬁff%‘it &t
admmlsg% &H‘gﬂg Ui&cu‘alﬂﬁ%@/é@b/f quu-EBé%atNﬁWHls Haa®eerdNed tHedwe stfirci/high fat diet for

A Al
one wegh Prif fasadfEpigraypr: &“%f%%{]g%uﬁ PROF °f egmgogﬁ%%unﬁ fhg Shaoy.

adm ni stration. Blood sanples were collected from al
antrel-s—at—1+1—24,—35,48,59, 72, 83, 96, 107, 1PO,
131, and 144 hours post-conpound admninistr th% n
TredtmsmExan'pl e, Con'pound A is t4P5°PPAR al ph/@eta agoni st
TrSmhET noxy Z-mret hyl - 3.0mL SC
(4-tr quoronethyI benzy| nzyl sul f anyl ] - pheno
i@@“%&@{ 'c acid, having thé5§ﬁ¥%%$§r9 shown EZ|LMI
Sanmpl es were analyzed for NEFA using WAKO NEFA-C Ki t

All am%glg %‘é{é‘?{gd Minli3S pﬁ’cﬁ| FEGJA ?Mdjﬁﬁﬂ%t@ﬂord Bldceiaamplen were collected from
all anlrp:,ﬂ@a’ft% Z,eﬁl ﬁegﬂs %é, gﬁrr?a ég oxg%goskj gcfsng{o%(} actierﬁlstﬁ'aﬁlon In this Exagrpée

ne CcoO
CompcRﬁ—\a lA| |§ e &P&RﬁmmgommBSJ@F[&(‘GCarK@wdﬂ@etbﬁmﬂ@gy Lp@g@l]gnpgfldmeJ -

i &an be measured ' by standard
carboWEri trlﬁtgci (ﬁﬁ?gnm?\% e

0 the person skilled in the art,

for exanple, by wgi ng the cognmercially avail abl e Kits
for this purposepﬁ\gfgggino Slgma BHER kit of order
nunber 310-A. Level ' céri des and

ketone bodi es consi der ed °h|gh han narmal ' or

"excessive' are: NEFA s >800mmp
Samplpp wgqefgglwqgiégr alicess thrﬁthnP ygpg rtxr? gfé(mgus &5’ 8naé1al zer Treatment by

the coﬁwp@ur@i déUéﬁd/ dirdnBiestatioiase Najurase, widtiveto satie eppireisn @p%@ age shown

i éels in adult cattle 3.3 - 3.9 - 4.4 mol /| (range
in @gﬁ mean | evel ), which is equivalent to 59 - 70 - 79

mg/dl or ng/1 00m . "Reduced", or "lower than typical”
Determfadidi of changes in blood non-esterified fatty acid ( NEFA) concentrations and liver

triglycerides levels:

Example 1

Comp?)unds were administered once or several times in the transition period at dose levels predicted
to be effective by comparing results of in-vitro receptor affinity tests in laboratory species and
pharmacokinetic evaluations in cattle. NEFA levels weredetermined via standard laboratory methods,
for example, using the commercial WAKO NEFA kit (Wako Chemical Co., USA, Dallas; TX, 994-
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gl ucose levels, neans |ower than the normal val ues,

for the rumnant. MIKk content: Machines to assay for
WOorRdog/1pi362 ei n, fat, or |actoswe content are conPEr/B2a030p1501

avai |l able (M| koScanTM 50, M | koScanTM 4000,

5409)%3&‘!9@? Ml(’l:eTcoﬁggﬂN&Vcﬁe'térﬁfﬁb@ué‘nrng?é fe®sd as described in the literature
I nes iC n
0 S ieep ey o B Yeledt ¢ DB TR SE RS, 258,

Fossomatic TM M nor avail abl e from Foss G oup). One

All amrﬂé@ %v%%bﬁmp?r}fm a%rnn%k‘?ﬁ Hé&tfam%ﬁro&ﬁﬁew thiftg déiel p’ilblecb Bn’ucnpated

were al | ocat to two treatnent P& AP
calvingefep. TONEROENG'E @P"e&p&'ﬁP Bsheraie Ryiging, @P%‘ﬂl@&ﬂj fﬁ* ‘ﬁﬁ P to thir
antlmpﬁéaﬁwnﬁg ERREINWidhed (X5 TBR[Gededp-dBadibiokyrofment of animals in the
study bfg?? é’qrox%gﬁg¥h })fybb Qytlo]ﬂ?eﬂ"agﬁr eda?dd%%fvﬂ'ng &S, Wé!hlhﬁls@@rgmoved to

uor o I's were all

the "ot pan, Beichatkand seragoreti Set Al BisLIEed REBETAL B e a%%{?/"“a‘e

doses YereCainitisite @il DHBrofaate blov@sapqids-obained (ege tdbiesiadmg.
events and daily m |k production were recorded for the
followi ng sixty days. The average daily mlk yield in

Treateat t r|ewsed [Chsalnper | PrePadwa®osingom 4 1. 8 fdregynentat | Post

kg/ day ((B&Q) [OREdmefteSUlclsry 8iher &pewddi N Fi guaivig Partum
Con'pounds Usied in this invention 4;399”3? adm ni stered
al one |lor in lconbi nat i o'ﬁe%”t”ﬁ BoRte e otlher

conmpounds of| the inveption or in conbi natl gn with one |(eod4

or norle other drugs (pr as any conbi nation|thereof). doses)
For e aane Cnnnnund: of this invention-can alsobe

Dosing

TO1 i xed [with oh® or noreXbiol ogically active 8%rrpounds
vehif¥ agents se| ected from sedatives, anal gesi|cs,
tant| i nf |l ammat ori es, anpal eptics, antibacterijal s,
@ht i dilarrhoehl s, anti}endotoxin, anti f ungalls

T2 r espi rig@dry 58i mul ant $X corticosteroids, di u¥F et i Cs,

ComBé\]’n@SZ ticides, electrolyte preparations and
nutritional supplenments —growthpronpters—therrpnes

=] 97 P oot T T LILLAANAE= X

T03 and net@bol i £'Hi sease|treatments, giving arn ‘even
Combdsmdzer spectrum of veterinary or agricultural

Toa gt yosExaT“I es—of—suitable—active compoungs or
agent s{ dre found bel oy Rumen Anyl ase and qgr
Comgpunelgs) dae i phi bitors,| e.g. acarbose Sedatijve: al pha

aorene gi'c agoni sts, e.g. xylazine, Analgesics and

As 308 ﬁ %qspglgyér%cfe\&mg E e%d_ ! % g)%e cg \m’sq;a%fgﬁ'ed tt) ltﬁ’é”fk?é'st?ﬂ barn for the

cam and car
next séhexluedniilsisg (GERCehTS aitey19; Ooms) D@&tmpntaﬁm pgtw@m@nmﬁl%@em

admu‘l’&fﬂ’é& é\fé?y otl@tdgf{hﬂfuﬁﬂ day® |P‘Pé(élﬁﬁd6bt dﬂﬂﬁn'@ll\mm&amﬁhéb fteialyzed using
A0 %h Lk GLr ace¥fC|nk (4% all cows on
%%Wgsg%mﬁogzﬁ?ﬁ? gqlqu IP{er Aciﬂsggmgre ormed on
days S;eifoq;uu mm pest-c&eipd dissxesnyer&iransportedioo icRand stor-qddtqz@matczq F. Atthe
concl oJf h%)ﬁ%g rEam%[éF Nt RRESY of “@i’ Pﬁfybé??éi@@vgls u&ﬁ@ﬂ%%ﬁﬂﬂo@ described

procal ne ené&/ peni c

by DraderatRiahal. GeR1 dinaTy 861 (AiHPatzEih & aﬁmﬁlﬁetf%%&rw%compw“d 'z
(35) )-8 18- (@ ek ony-GHinieghyl- &a@m btapwii- ﬂmermtneepnathmyydlc fagid, 4-trifluoromethyl-benzyl

ester,S%(F%ﬁ tnrflggntlg %" Serum NE%R%E l'f}gﬁ(%ﬁ%? fy! Qf‘?& bé\ﬁng) until the end of the

dazine,  oxyte l'i'ne uni xi n,
studytas|cainpared 19, contrais adh the,epgcep@qaqs)gf 6@% qlgy BH%IBWW’( regimens

sngmfl&éﬁtf»}/'lévbéréﬂ livAUF@REMEd 1Bveld ¢oR@RAMEH Placed 6 biglir@zmoints measured (Days 5,
10 and 14l?aostcar]vm Se%)ﬁygurésrfcr}/dci)l ne, formosul phat hi azol e,

Example 2
Eleven early-lactation cows, fed a low starch/high fat diet were selected to investigate the effect of
administration of Compound “A” upon circulating levels of serum NEFA. Animals had been fed the low
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sul phadi azi ne and zinc. Antidiarrhoeals: Hyoscine,
Di pyrone, charcoal, attapulgite, kaolin, |sphaghula
Whe®E/115864 | - endot oxi ns : Fl unirxi n, ket opr of en, PCT/IB2005/001501
Antifungals : Enil conazol e, Natamycin, Respiratory
starch/@%ﬁ W&Iéﬁ&rsbnef\/\}egf bridPioCRiniskatidnl m%@&ﬁédj&\ the same diet throughout the
amet hasone, bet anet hasone, Diuretics: frusem de,
study. parasiticides - amitraz, deltanmethrin, noxidectin,
doranectin, al pha cyper met hrin, fenval er at e,
eprhofrectr—permethrim, T vermecti, abamectin,
ri cobendazol e, | evam sole, febantel, triclab ndcgzoi e,
Treatmgehdazol e, al bendazol e, n&98Bi ni n, oxf ena§8l

T1B8Ykd 0zani de, nitroxyni |, nmeoani®f, Electrol ytes
aratj.gons and nutriti on I ments: dextrgse,
qu¢;\°€?8§% "r opyl ene gl ycol . Gs@l&%(ﬁucose glycine.
cal cium cobalt, copper, iodine, iron, magnesi um

All anlrﬂag' @@@%‘Fe%lfzrﬁﬂg’tféf hidk BUBmpSRdeRnBirafidnn BlooBis@hples were collected from
m n am n m ns
o anip o Sorfbrh a1 3 10 RbAShar KefouBepciblha

administédtibmomyits Axanipld, GsmpqunHldrlsrthaﬁAR@mme@mQinst {5-Methoxy-2-methyl-4-
[4-(4-trgﬂﬁ%gl8ﬁ1pl%n£%x B AREHYALREHoRR R B 28! K9Ing e structure shown
nmel at onr n, oci n,. di noprost, cl oprostenol,
below.et | prost on, | upr ostl oI buser eI i n, oestradi oI
progesterone, and bovi ne somat ot ro(pi . Metabolic
Di sease Treatnents: cal cium gl

atre® cal ci um
bor ogl uconat e, propyl ene Y magnesi um sul phat e,

Conpounds of this i can “al so be m xed with one

or nore biol ogi caWi ve compounds or agents
sel ected from antf protozoal s such as i@ docarb, bl oat
remedi es such as di net hi cone and pol oxal ene, and
probiotics such as Lactobacilli and streptococcus.

Samples ivere apelyproiorddERAHisinh WHAKD NEFATC)dd Tigatmens Bripe GPrAROUPE paused an

decreéé%?n élﬁultah‘?g éeﬂM?NEF/Q%IdeQ GAIANE td preBBateMmivaib s Ang Ruiive®;saline

am no_aci F g. glutamne, |ysine, serine,
Contro}?et'?ﬁsHFﬁ 28 shayndmFigé® Saspar t ani ne: probiotics e. g.

Propi oni bacterium Tei chonmycin A2; yeasts;

Kemngh&ﬁ cort|00|ds glucose precufsors e.g. gl ucagon,
ene gl ycol, propionic est

cid, pro rs
Loveldats5ipne BOCRNLAETI 501 GBSaoye DL Fiahee TR e KO o dpy reor
skilleddh kre, artetof exadrilef b)OlWBTg thd domimencidlly availaslakits fat thid pfirapsey including
extracts (to increase onega fatty
S'gmag]gH%&)('FOf%fq%ﬁj t?eego S e.g. ergosterol:
al pha- ket oi socaproate; vitamn D; cal cium and
Leveld SNESRs Qﬂ@l?@h@é‘a,anﬁkétﬁrﬁﬁ Hoailee oorsidereartdgar thae admenbisexcessive’ are:
) , MEGALAC, Fernenten, Runensin crc
NEFAt?oﬁaa@“m‘ihdn f‘ﬁ“é el l aneous antiinflammatory agents:
Triglyparidesi» €34 when lieentigsbe.ot i ¢ i onophores e. g. nigericin,
Keton(a%&n@é@\sé DmoNh k&AL | cs: cefanezin and netroni dazol e.
a preferred feature of the present invention, alpha
anylase and al pha gl ucosi dase inhibitors e.
Normaloambmmesermawlubesede)/ﬁbllma;ﬂﬂtmtﬂetﬂ PPAR -ddioninelfl g ange and mean level),
whlchgigatﬁ\}'a 1 3% 58PAR. ?'é REA cﬁ‘gr%nl'oéﬂhﬁ “Ffe@ﬁceH’S €r W@fh@h B@ichiOserum

sent invention. General ryIP 6% be
glucoa%llﬁ‘l’efﬁ steapelawershap the pormRLEUgS f9riieyu Patl on with one
or nore pharmaceutically acceptabl e excipients. The
M”kctoﬁem ‘excipient” is used herein to describe any
——tngredi ent other than the
Machines to assay for milk protein, fat, or lactose content are commercially available (MilkoScanTM

50, MilkoScanTM 4000, MilkoScanTM FT 6000 available from Foss Group).
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conmpound(s) of the invention. The choice of excipient

will to a large extent depend on factors such as the
w@20osiicisbar node of admi ni stigation, the effectPCf/1B2065/001501

exci pient on solubility and stability, and the nature

Machmgg to a@%y%%%ﬂﬁné Qi Bbntéf @Fe%%ﬂhh@@iall@m (Fossomatic TM FC,

v conpounds of the present
FOSSO"“%‘VEMM'B‘P{ a&ﬁ@b'ﬁérf’wg!d@s g@i‘p)t heir preparation will be
readily apparent to those skilled in the art. Such

One huﬁSJéH géény f86}33 %dﬂgnt%h&ﬁé@ AbistR@bis RERAGCAlEd BRI atitnt

Ph
groups dhasie s CONGONEI BT R ID AR ST LD g ArouND
(39)-3- P89(953ar635<§' h-nicg/penbxyl-pheniippiperidime-1iaarboxylic ﬁad,tzlgtnﬂqorrénethyl -benzyl
ester. &y%lwgﬁ %ﬁaéd R&aREMeBled ngﬁqut%&ﬂgl %‘btldnrbnf%he day of calvmg and on

ppropriate LH:gem i C use 20? 23% sixt
day fiva hest-caYinm @fﬂ@gswetﬁﬁ @nq sk il BRAYFESN e SRFRidsH wing sixty
days. 1%%&& e GAiIgilRpelk iH 1é frédiédsdpwsays inoneaseddrosvil.8 owWiB12d/dey

e co oun nters the gastr0| ntestinal tract,
(p= OOBQr Eﬁ%ﬁtﬁﬁmﬁh q: uéeuegl adni ni stration may be enpl oyed

by whi ch the conpound enters the blood streamdirectly

Compgﬁ%%&gﬁtg?%v%nﬂoﬁgﬂdﬁ% @Bmm@@r@gagdr?uam ? cfgmt)lnaﬁoagvnh one or more
[ [ |

other qoav@pléng of tagﬁlgﬁnt@g or IB ﬁ?rgk? ?ﬁtlﬂrbwbh one. orﬁ’] K (gelrzer%ﬂfg l&&%s any
commmmMMmb&pﬂlozenges (including liquid-filled), chems

nulti- and nano-particul ates, gels, solid solution,

i posone, filns |nclud|n nucoa

For exgrpaplawrr@ﬁqu|Oaih'iSdm‘ieB%P% PORETX ﬁ?\eiﬁl Rl P Sty sotve
compduR@d srdgerttsi s fanssedsides) ahagesics syntinfiammaidrias) analeptcs,
antiba%?g%hs ];rgrd%’ h%%lé) ARt 553%’(0919 a‘?\ﬂﬂah&\’se fhspifatdrl binfligntd, Boﬁ?‘n&fsfermds

I ca rIS a car Wt% . ?ers
diuretigg ag«p;sl’@pldqmegl@qtroly@tqﬁ@q@fﬁtlonwpy‘é{rﬁg BePp W@gf growth promo
hormo%@ R} enLatBlid/Gisdase rediyts; glvinglao 8esn ovadar wpﬂ‘lmbbfe/etermary or

e or nore emul sifying agents and/ or suspendi ng
ag”cuﬁlﬁ@ﬁ‘?@y Liquid formul ati ons may al so be prepared by
the reconstitution of a solid, for exanple, froma

Examﬁlé&&%&tab@‘&tlmﬂr% o@ﬁgehﬁ%ré fovedelown may al so be
used in fast- %ag gl, astalr (I)SSeI ntegrating dosage

R”mef‘ms%ﬁ%oré’g“cf’ﬂ dHRRE $ 985 PR Expert  Opi nion i n

SedatlbediphpedtenergRagemists, e.d-Ix{l&)ne, 981- 986 by Li ang and Chen

_l: IRASEER, PREAR., IGHHREG B tEEhcHling] ®&©profen,
Analg%ﬁ&%b ampma{}%ﬂ%(re uggqf rom1l w%to 80 wt% of the

me'°’@?@§‘a?@€°ﬁ’@ﬂ‘ﬁ“ nmore typically from5 w%to 60 w % of
Analebit® :El@BRERliepDoRaptam, Btptinbipbine tHyosdie, Hetaprofena Melsxigam, Pethidine,
Xylaz%gg% ?Utg%’a% nt ain a disintegrant. Exarrpl es of

S include sodiumstarch gl ycol ate, .sodi um
Antlbmbbx@hmqt@pyc&r@ TYlPss @mowm@, NRPicilp, mflﬁyq}efqumome

CethIS*nH lﬁl@%%nnc%&n@ﬂﬂ%ﬁdﬂﬁ:bll D&RfiGadh,Enrofloxassy Maibdtoxagin, Framycetin,
rrolidone t e

Proc£ﬂ C]%/SBI(? ﬂ{)sp? é 3ine, rpgn%yéqeplcﬂgségﬁL ﬁ’ﬁé éé”l({ﬂ@ Fulfad%xme Trlr{\etraopnm

sulphhginticimey acoiioprmesibptomynie dlhzﬁr@ﬁtrewomw@ge‘%&m%ﬁh%@/f@i‘%n%h

sulph%&h&&ﬁbﬁ!ﬁhﬁé %‘xﬁéﬁe{%ychﬁ;@ lﬂﬁrﬁlﬂh |t}(mcdsfmeclﬁbtaﬁilhnt apyramycinyhédmycin,

fr
e TR
sulpha@eﬂnetamdlzimart cohesive qualities to a tabl et
Antld A (fg'éI aﬁ{/&eme %Ib)lréﬂ%l aﬂamoﬂldﬁf@ul%]lféc kawile, 1sphegatd pskal | i ne

tl n sugars, polyethylene glycol,
Anti- ‘ﬁ‘é’?@i"&f’r F%Ef'ns'ﬁ?q‘i Phc guns, pol yvinyl pyrrolidone,

Antifyhgelg eEasilcomdzeledNatbrayaty, hydr oxypr opyl cel | ul ose and
Respdh QMBLARK orBREdY | cel T ul ose.

Corticosteroids: dexamethasone, betamethasone,
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Tablets may al so contain diluents, such as | actose
(nonohydrate, spray-dried nonohydrate, anhydrous and

wo b@sliised , mannitol, xylitol, dextrose, sucroOBEF/IB2005/001501
sorbitol, mcrocrystalline cellulose, starch and

D|uret|c§j'ﬁja?e$ﬁ cal CI um phosphate di hydrate. Tablets may al so

I onal nprise surface act C
parasitaiissiATTaR S5 AmETT R, e g et Brerte,
epnnon@uﬁ}hpe'imeﬁhrh iiveanectin @JbardectlanubobexidezoleJWéﬁnlpqalgg‘@bﬂntel triclabendazole,
fenbenc%tzél/e aﬁ)%?(aa%)l% ar% o%gﬁﬁ]t&fgﬂﬁoféomﬁlb%ld@m@m? rﬁM’a%d 05

dant s

Electroiyte ptepeyationg@od l@}ftrl’[tOﬁél sp%epr@qnts qenypss zaCtgF% groé)élﬁa? %yfiml %gy
glucoseC@qu%' SaldihR,colsaEhper phing dronagayassium rmream@peohoenﬂomug,m
selenlurﬁ1 %&rtcugtg %Imrllr? B%t\ﬂ%n‘m € and Qb phear yl fumarate, and

um stearate wth sodi um uryl

Growth Srinfes:enonediT, ﬂ@@ﬁh@p@@ﬁ@r%ﬁmfx?"?:\@wp?e}“%“wo °6‘”25 wt %
Hormoﬁe@ Jﬂerndo/ nidoBbgHi xﬁbbr)amfdoﬁéﬂo@o&lmh%mme Belatodnodxytoais, dinoprost,

cloprostgﬁ?l et'BS?FHBﬂP%OQ'S ELJJSﬁFea?Tt S&Fa?[% E(?sl,t%rgﬁé la{ﬁi@bovme somatotropin.
Metabofkf Bsmu Jtdatresnitsa palciym stueenaiss qucwgn a@egwcgnatgxrgﬁwegﬁglycol

ontain up to about 80% drug, from about 10
magne%\?ﬁ/ to aﬁgout 90 Wt %

Compogunpis\of %sdnqeméqqutcan ﬂsg bl nd gfnﬁtagr\ﬁ/&o Q% n%ao?eo Mélocgft‘.éﬁ& ggttvg ﬁnﬁ’dﬁkds or
agents delattdsd iy amibrotcanals Suchras aidecarbQblo® remnegiasuahatdimeibicopepnd
poloxalgne a}u?: [?YQBIOt cI@?éher LQ!:tSl'S‘e@ﬁh rﬂﬁ%tr@&o&@m@r essed directly or

[ets. Table

d
Other qgfnpgqxr@g wglchwy be fr@geﬁ gftlﬂ MRPUB f%el.tse |ne’tg? {Q’;]Vgntl8$ (Y){:ﬁj!:lé) flhen
protectg@bﬂomﬂef @GlAbﬁ{ll_rﬁldo adied é.9.@bmadad, &dine, @erlr@(metm@d\eb@armee
SHicOHB: Qi
aspart%pee p{o%y@c%s II?’? p|onW>§%te|fugvg guigﬁé@@m lf[nﬁg%egt%fg,"@ﬁdo‘é IHIP}}’ ?@Fcose
precurdyes @g;cgapgggnaprgpylenpwcploprﬁﬂpraq a<ith pl@pylleatﬁisegargpyl alco ol, Jactose
glyceréﬂ'p?ﬁ:\)&é e étéble Flas. g&ﬁﬂ!dﬁvérﬁ:ﬁdh ol siagpeurkiod fatty adiddé.@ ChA; algae

extractE)étR R’@;easq\i)r%ega fﬁl?@clde)g_glgl% ?E%?%Bk]g &go%%ga‘ 6615}'1\43&&(%006\ roate; vitamin

D; caldfunt zmmll magnewsn Badts; msa;pllaams@ra@ﬂ?cmreaaﬁe%ﬁeawfeoF‘ﬁ‘m MF%&LAC
Fermehtg dicBbRis; %@Wﬁiceﬂ%dbtfs@ﬁﬁinﬂaﬁnﬁﬂﬁ? agevia pletigisblone; antibiotic
?ease ormul ati ons |bncl u e? dezl a%%‘#netroﬁ‘&'ﬁo%’ ned-
'°”°Ph|9[ﬂ5§é1dU‘ger@@nieFrB“qS@da”t‘ PGS S U A ISP aTed r el ease.
Suitabl e nodi fied rel ease fornmul ati ons for the

As a p%oé’rgg?e%ggg éféh@&ﬁeﬁy ﬁ'x%r{tlgﬁ‘ a%@ afQase elnla%ﬂ)hla @Iub&ldﬁ@é BAbitors e.g.

acarbqsgdmrydqed:@p@g\e@ WgthPlg‘,gR ﬁg(ﬁ'l‘?tse H@%W?y3$%%€?'§7 :?ggmg 3 or use according
to the P@B&H: inGerdiBl coated particles are to be found in Verm

et al, Pharmaceutical Technol ogy On-line, 25(2) 1-14

(2001) The conpounds of the invention ma % ticall
Generattirihay wil e @dmidistesest asya fPFmUiptiomi aﬁmﬁaow%%ﬁor MRpepharmaceutically
accep%%@x&pner% ’ﬂh@ié?maékclpféhﬁ i&kd Mergia deSuitiealnl egresi@niotiiesthan the

compcpqqﬁ@sb%i@eepp\feg fion. th? ?rlgbcg ro?%&g Iplc 1 \Higﬁ) apg gH %xtehtrgeﬁm%b?ors such as
the pariftlinemedt of adwin@trationrihe atﬁcé@fﬁheaﬁXCipien&qné@WEh"wéﬂd stability, and the

t ég}t[ Aok 'f@t]m i ntramuscul ar and subcut aneous. Ear
natur }fantgdacan al so be used. Suitable devices for

par enteral adm nistration include needle (includin
PharniéceiiieBieetbesitions swablefe thertistiheot corapoundj efdhepraseghigvention and

methciolg foLil%elﬂ%retpgﬁn&\ Aee rea@W:ﬁB&r%ﬁt% thBQJ SRibatn tﬁ@&r’t &ueh compositions and
meth@@éqrﬁjeg@f@agu@hmgggéfgwcg ?orr] gxample in Ha%ngto Bharmaoeuncal Sciences’,
19th Edition (Mack Publishing Company, 1995).
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car bohydrates and buffering agents (preferably to a pH
of from3 to 9), but, for sone applications, theynmay
wheoosnrBesui tably fornul ategh as a steril e non-BOUERR065/001501
solution or as a dried formto be used in conjunction
with respec%t % Fnel?_%e @l%rﬁméﬁﬁQ id SmbeaitisdsayHeidirfsterpy alogeor-if ad@mulation

paration of parenteral fornulations
apmomﬁﬁﬂ@ﬁw§@@$mvéeéﬁﬁﬁpﬁions for exanple, by

Iyophlllsatlon may readily be acconplished using

The cor&g ngs o& g]eﬁrl?v%ﬁ g-r?a&tbe%ﬁllgm‘s?ei‘?%rl&illﬁlteéraY@dnluml&F&ﬂMmb@lnf/chwse

he lppéj%h ual
swallowing 0% that (the) compewnd entersige s?%rﬁ"&ream% G" E B &rard
admlmsﬁé’tloH%é%‘é SNy SEDy WiidhaRs &tihpoyind dreersithe bivbd amanb@iep%wf@m the
formul ati on techni ques, such as the incorporation of
sol ubi l'i ty-enhanci ng agents. Fornul ations for
parenteral adm nistration nmay be fornmul ated to be

Formul%t%ﬂ?ﬁlnt%l@ R B &fmnﬂ&?é'tn&d lﬁéiudeaioﬁcaﬁ)&nuléwbds $uchds fabletsasapsules
ations includ X SYsd ai ned- pulsed-
containigg ﬁ@@@{l@t% Ilquqsaerd)&(vgeds 3?%8 es é‘nc m’f{e

d reIease
liquid-fil@Tenewnd subif artdrene-partieuidtesn gqeigpol[;bsofu@@qﬂﬂ)ogp@a f%{'gs cludlng muco-

adhesn\i%g o\/ges § Sy - sfalibSla foRhuthtidhgot ropi c liquid for
lon as an inplanted depot providing
nDdIerd reIease of the active conpound. Exanples of

Liquid fSMﬁhht'BﬁH lﬁuhc&tSumsmm balationgl spypcanstediyrss Behtfarmylations@pay be
employsg a%@l?%P ISOr g BQFQQ%HQ %lchfy c'i)hlﬁrléerth%mek At eXBYipIa,| vier,

mouth.

ere

ethanoj, golyqjt@flqmulyyoldﬁoqy}egﬂgld@l ,Jfgﬁth)gpell%% %gnl o?eﬁj%lﬁgr?d onte%?n‘uore
emulsityiRg abdHtSaritr BRpendinycigente. Laueifoinedationsahay, almm@@r@ by the
reCO”SHBWé}?é’ 'bﬂ'k’é%" §é fr g@g&%m ntnments, dusting

ilmns, skln pat ches,
waf ers, inplants, sponges flbres bandages and

The comg%r%% Wih@hrﬂ@n%ron kd @@ﬁﬁ@ﬁsd@i&ﬁfa&ﬂ-cﬂﬁobﬁg umlsinﬁggﬂtiomp;zage forms
1l ers o cohol . 81986 bfiLik&g and Chen
s s ere P s SRR Tl AL ey oo by
(2001)gl ycol and propyl ene gl ycol. Penetratlon enhancers nay
be incorporated - see, for exanple, J Pharm Sci

10), 955-958 by Fi nd, b t .
For g a5R T@mo<pBEEN ORI BT f%?“epg‘}ﬁﬁ%k o the
dosagéifo‘ﬁtﬁ ot Mgicalieroacs iieto Bagridil trtdosage smmalp cegitianyp éhe drug, tablets
gener Igg%r%t%n %%'fsﬁrﬁe??an\t’ %Qérﬁ[})lgs éflt‘jfstnté@?an@md{ude@b&%,stdrdhcgll,lcdlate sodium

non-v

UG A R A B TSR TE AR A
polyvnﬁhﬁyﬂﬁl%ﬁé Wil cel@lode; MRrocestline pelloloss ey alkybsvhstiwied didroxypropyl
ceIIquae séaé{iaq slggglgténﬁst%d lg%\r nfg (?J&d.}rﬁglglﬂé‘t? déhelBRVYR @sﬂt@@htﬂwﬂl comprise

he sur he anj nal

from 1l wicio 24 it%, wrefewmyérpmén@"/ﬁaﬁow&/ a?t@%sqs@ae A"t he for m of

a sterile solution which nmay contain other substances,
for exa

Bmdegs(ﬂr%ger@%ply g%‘%%gﬁ i@%c%s@e g{é%u%sg? %%&Iejft %rmgﬁa t §l§table bmders include

er neans O FI cal
micro@gkiTaliriesseadsepgeldtinciugare, robeihviens/alyepl, Bpterat %'15’&&5’?‘5?‘ Cqms,

polwlw&l‘aﬁ&(ﬁg ep?ég?eianﬂimap h@stb§probf @Gmib@é Qﬁd Isydeoxgbropyl methylcellulose.

1'e or need
Tablefs; r@{'jlyeaéqO(qomam déltlef\m) SlfCH Jagia[c 08 ?mc%%wﬁet tSP g%F {c{) rlﬁ%r%oh\édrate1
anhycR6UE 4t SerRE), dBNMIEY i, Hextvse, stiadse; sorbitsl, imigremysi!lipe cellulose, starch
e. Moddified release formul ati ons

andd%aﬁfﬁ% aﬁgr&bﬁ e%ﬁgﬁggalned- pul sed-, controlled-,

targeted and progranmed release The conpounds of the
Table'tm%léc%bns:adny ddragisb surmderbetive hganesdsich tap aedigra japiy! $ifatgpnd
polys? g?tl%:,? Ll On%ﬂaé%p sucl"\igs 3 1100{1] drolage {grﬂf il Afinék ﬂéééanL‘Mi\@é active agents

or exanple, in a dry
blend with Iactose or as anlxed conponent particle,

for exanple, m xed with phospholipids, such as
phosphati dyl choline) froma
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dry powder inhaler or as an aerosol spray froma
pressuri sed contai ner, punp, spray, atom ser

w@ prosfiesebl y an at omi ser usihg el ect r ohydr ody ne@i/tB0050001501
produce a fine mst), or nebuliser, with or without

may co%gr%etl"l%ﬁh wide DY J13dds a5 Qinh@mants&h&fboﬁtbrlée flom 0.2 wt% to 1 wi%
tetrafl uoroet hane or 1, , , 3, 3, 3-

Of'fhetqli’?bt af | uor opropane. For int ranasal use t he powder may
conpri se a bi oadhesi ve agent, for exanple, chitosan or
Tablets % s grQe?gle bﬂainT%ﬂréﬁEs%%ﬁ‘éé rﬁ%e&%%@s‘afﬁ@é calfiUmBicalyRy, alic stearate,

Iser contfains a s

sodlum§t§>§ryéf|b!§1|atﬁiﬁ ard MharesHhPaefILE)stesyale Rl Sy supnate. Lubrioants
generalf/ABPIbHisH figh 0.LB Wt wATWIB, prefotaalydiom GiEuEees b4 thel tabledy

a suitable alternative agent for di sper si ng,

sol ubi lising, or extending rel ease the acti nd
Other possipeinbrediets )nohige gat w@aﬂtSeﬁ?@uaﬁtsofﬂﬁVP%fH‘8|a9§'tﬁ PE@F%{%{"GS a
taste- mggqg,tb ngorbitan trioleate, oleic acid, or an

ol |gol actic acid. Prior to use in a dry powder or

suspensi on fornul ation, the drug product is mcr d
Exemptacy tablsts zentsiniup ibabeutfaghe died, ifrvrérayowo Wirh 0 3RoHRP Wie inder, rom

about (g\]iltypt'o“a%ut)és W25 Sliddhe o aBduE R B o abbioi 10 witydidietegraitj @nddim about

)/ an o “atrﬁ commi nuting nethod, such as spiral
0.25 wi%fo aﬁP‘Ftﬂ H‘@/" YOG bed jet nilling, supercritical

fluid processing to form nanoparticles, high pressure

Tablet B@H&aﬁ'ﬁ@ t?éadolm%‘:bss%' direBHlydY b)dlro)(ér@cgforn%ﬁetﬂ Eéblétlﬂiﬁdﬁ’s orfportions of

tin or
encs el o o o Ak NS ol S el Plppedborae
table’mﬁ% Iy kigd! eimbiatichadyaiompdsepowdemongilayetsfant Inay ©e apaiethel ugpoated it
& envena‘lat%g a suitable powder base such as | actose

may e "¢ PRFER a performance nodifier such as

| -1 eucine, mannitol, or nmagnesium stearate. The
The fohﬁﬁétfaﬁ gf HB¥ts hbedlﬁmbaéd rrﬂ@ﬁarﬁfac?uﬂcdl DesdgerFomus: Talties, \101. 17, by H.

rat.e e t y e

Lleber@QEPIﬁ/ ghr{xeﬁxpfiaﬁ of r?*RL r'g R \f‘u1tg§é ésgdnfgﬁzg‘égﬁs@@

sorbitol, xylitol, fruct ose, sucrose and trehal ose. A

Solid fﬁr%Lﬁa@i%ﬁoﬁ&hl%hﬁﬂsnfaﬁl{n%’éyﬂfelf&ﬁxufaﬁi’d teISiminediite atdimiredified release.
Modlf@cbllﬁ?eg?qe]flo?rgth?r{,\%m%ﬁ ﬁgey %& OsfusEan gﬁ‘ge%l %8'1;’[ dfﬂgd %@Eteaﬁ??{d

prograniiveairbiease. per actuation and the actuation vol ums may
vary fromilm to 100mM. A typical fornulation nay

Suitaey Rl Tolaasa oIS e (T T e AEscHbeiR Us patent
No. 6408, 834N DbtaMeof HihlerQithisle whiashienraplogies subdsihigbtenergy digpersions and
osmotgq %p@%f)ae(nﬁafg{éf & ozire rb%l SRR iV ePA, %%:ﬂ&h%@t 'I‘Bbhﬁﬁlkfgy On-line,

avours such as nent hol and
25(2)11elAd@eeid-hol , or smeeteners such as saccharin or
saccharin sodiun1 may be added to those fornul ati ons
|nvent|

The cgrfap[c%qgg%?f ihe fnyen Ioril:gl?}ﬁ%%] 2 st él@d‘ﬁllrﬁqf fn%ﬁﬁ@ﬁ\@@tﬁétream into muscle,

ati ons /1 ntranasa
or int@aminteirst organ. 6nlta’dwﬂtﬁélsf%Pﬁ"ﬁFta'taé%ﬂ"i"&iSt[?§°" REHEdR 2plug intravenous,

mtraaﬂgfy tra bdéa?%trﬁﬁb&@%ab’eﬁﬂtrl&@ar freraurethamMit@sternal, intracranial,

lntram@p%%dﬁmg%&% I]]-:% %@?%%gl Q| gu%@ Sw&é&%‘t%kn@gs dfor parenteral

admurpsullasadmlumme|(nheddmg mlanog@ld@dm@n@r%ﬂ‘iﬂgieaffﬁ?é'deqt‘éﬁ @nkigfusion
technl U;he case of dry powder inhalers and aerosols, the
o%sage unit is determ ned by neans of a valve whi ch
delivers a netered anpbunt. Units in accordance with
Pareftéi@l fomuBibhdate apealtyyaaiemb bylutns whigle thay eerdgih excipieats sych as salts,
f drk 989 9b, 5@ 1drR8Me BBpliedtions, the
carbq("ﬁdrg eggnggﬁgmﬁaq‘em rffe&?m@é%gggve?al% dai | y dogg3 Y

wi || typlcally be in the range 100 ng to 100 ng which
may be administered in a
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singl e dose or, nore usually, as divided doses
t hr oughout the day. The conpounds of the invention may
wheoosadnizod stered rectaily or 22agi nal ly, for exeemiB2003001501
the formof a suppository, pessary, or enema. Cocoa
may Hewtdre suitaly formuladd s @ sidtile Sibippq@blistiolutivasres axiibd Soamh itabSused in

coriofRhERL LERe P20t RELeAE JREEERINE, Jeea ae

appropriate. Fornulations for rectal/vaginal
The paé;bmanérsdfrpaﬁeht@m fmyulﬁmné Md@uétaﬂ@@bntmoxﬁefo'r sxER b lyophilisation, may

readll}/ Qe iaccampl dc,g?é usm&; standar%tp%armgaeuhcal ?ﬁchm%ej.‘ Wl krmeNrn k %‘éé R d in the

sus -, control
art. targeted and progranmed rel ease. The conpounds of the
i nvention may aI so be adm ni stered di rectly to the eye

or ear, typj ly . in the form of. cron
e s fERLrS AR SaestaybTisre v Bhetsion of iavertiip o Pighs ey B8 nercase
by thestserof hmprapaibte i@muldtidraectinpues) bachias fthe isagrogsioe of smiubthmelnaancmg
agent@nd aural adm nistration include ointnents,

bi odegradabl e (e.g. absorbabl e gel sponges, coll agen)

and non-bi odegradable (e.g. silicone) inplants,
Formuiaifoas oy pdlreiﬂSlGEachﬂldstﬂiﬂdirt mnaubesibenutatedvte de turhediats yisd/@mmodified

releas%uﬁlgdiizegi_ Pl %%qgﬁﬁl oa]%ns lﬁomf&'@%gfg&id d%uﬂgi\ydmﬂuls@b‘cgorﬁ%llled targeted and

acr C vin
progrifaediielease TS QﬁPmpS“’Ldél }/V}P dyprtiop may/ e rm‘F'%"Pd é&ﬁﬁ?ﬂde‘sem' -solid, or
thixotfop @G foF agyihistedtioly hs &l implagRe defty Pilooiiyg oyiiedldlcab®siehe active
compgtﬁr]dﬁaa%llefs%%ch lfoc?%ﬁlatio rs ir]%lugg &%ﬁq‘&@&é&’ s?t%ﬁg M 15(91_A mqos;aperes
pol'ymer,” Tor exanple, gel'an gu nay I'ncor por a
together with a preservative, such as benzal koni um
The c@hb&fnkﬂéﬂ@f theﬁH@éhﬂiBr%HWél@J hORHiBdred o§féal@@o ﬂ’x@'sk'ﬁ QF BdcdaY, that is,

cormeyf o AEOR RG] P abeiSr BBy e Buidifidishes, gets. hverogess
lotiong, rsdititions navetinfis, eidtmeptsedisting pawdiprfs| drelssings, deasws, filosnekiratatabas wafers,
|mplaht§ Céle%s ‘jfﬂéé}’%dage%léﬁg ?Hld%uismﬂylL gomescrﬁw 4 Bqued Typlcal

ete ranmed rel ease. ounds o
Ca"'%r *H W@, ‘?Jr’a %’e E8RbPIn i Refrplakiey w@teeoeﬁg'ewar@'w‘ee@m Ropyethylene
glycolaamtilptdp@lsne glyooh Paset@yial antiendersi nmy&:tednmtnota&td -&see, for example, J Pharm

Sci, 8@3{ VE%!S '9¥§§y Fhﬁﬁ gr‘?é Mglrgarﬁ]@oy EMQS}P %og %/rpﬁlsp&%tfgﬁﬂmaﬂ&s may be

prepamdswcﬂ'sm'wawhﬁ@@feve "igé%ci‘eé‘i Hhad l@F“r‘?@tab'B|"%Q/84FT'%WP'F'P'F 9U°h as butyl digol,
liquidariaror & hebidiatileyestedropticrlly Withhy adtfitioh bea @diailedtRipoheni&ith as

prop cﬁ Altgmaﬁ\%w u% to? gsﬁabtgpnntor s%rggfogrxn@el}tgﬁ?e %(atnrt)leg}ré:ﬂ%r%%] bS/Xe%gelg)tsulation to
Ieave@o*sml}@ qf aetive a@ﬁm omigisHifase obthe @mmablmeet@ble Butklations|mayibe prepared

in thedbteh dﬂ@rsrénré%buﬁcbram&ﬁm R IFRY sidRtaHERfor H&PIL enough salts or
exation with the drug, the

glucoﬁm‘?l"bnazt&eﬁopi'%%?m%c W%@r@ls an auxiliary additive,

i.e. as a carrier, diluent, or solubiliser. Mst

Othe!GREHHE B t)fplf:h‘n3 ngf'\@{ratfon GRRdP Héll%’(? S? el@(’fh%ﬁé]aﬁm\alonto ﬁ&r@sm an d
amuacy dextrin S, . eXa

e
phon %‘P@F'ﬁaﬁoﬂ%‘i?afespét‘%mcmﬁﬁ ?erd“teﬁ%éfew PV%F@J}?MM 1310792’”” eftc.)
inject® 94/ 02518 and WD 98/ 55148. Acceptable liquid
carriers include vegetable oils such as sesane oil,
gl ycerides such as triacetin, esters such as benzyl
Form@gl%s/@égr g)plcgagaélmlr&sﬁvpowﬂ getfawlaéqqldo p%mrsyedgéq gnd/or modified release.
Modifib@irélyak ifar@alatdns ichiay delagedg lsytahed-, dSis¥e| donsliedr, Gadgiiad and

uch as pyrrolidin-2-one and glycerol formal.
progr%ﬁlé]\éﬁ%e%u ‘ations-are preparedby di ssolving or
suspendi ng the active ingredient in the liquid carrier

The &)H\@Burfdﬁl 8tihé MeerfibMmadn 4y U@Hdaﬁdls@éiecﬁlﬂ!?ér@bé]@ of bypith&latBA, thgkcally in the

form g‘f a gry Xomyd\%r %l'%her aTone a% a n%:lg(tlur\cleefolr gx% % ina dry blend with lactose, or as a
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\ ' Such formul ations are prepared in a conventi onal
manner in accordance with standard veterinary

w@e@st13¢9 These fornulatiogpgs will vary wth rRQEIBR00001501
t he wei ght of active conmpound contai ned therein,

mixed C?’H‘E nglg\})gﬁ[lclfe;} gmﬁle%&gcfwﬂ{ﬁhla%%hﬁ&' bRh aE thﬁﬁhitﬁﬁléﬂdﬂﬁe) from a

and t
dry powgdr irtHater bigastan ag@sol sanaéﬁ?re Raressyrispd E%ta'%?ﬁ@”&pa?prgy A5initat
prefera@ig oh Qioﬁﬁsrea&dlr@'blectryrﬁfﬁfbabnadﬁt&&o preoges: ok ntidie oorsbiliser, with or

without {hﬁgls%ﬁfl wrtab?ﬁrg;?eél?l}ibﬁuch ?%gg 1%2&@4?@0@%%?%@ 1Wei 988 s0f

heptaflus@propanea ﬁOfalhtt%ﬂmuqu@eph‘éd%méqﬁq§e ﬁé’gﬁaslées've ang"’f RSY example,

Tolply hed to a ruimnant with the drinking water or

Chltosar? rp& O%%(? and for this purpose a concentrated feed
additive or prem x may be prepared for mxing with the

The preBSurised coatines ipuhpegrags atetnizerkor neprAigenFeaaS 2 SRIURRP suspension of

the com@o&na&sﬂ% fie ?erﬁﬂﬁ'b&hk&&% 16k &Qﬂﬁb"b’l‘ﬁdn@ma@feo@&éﬂhwﬁl or a suitable

atematy o 6 ARPRIFSE 38O BITSL B PTG SRR P oLt A PLpefifd as

solvent%ﬁ@ RS offtiond] Berfetaas suth ais sorbiten tdriedid) ateictas, qranmbg(gactlc acid.
pharmaceutical conpositions, at |east one of which
contains a conmpound in accordance Wi tg nvention,

Pnortomay nxmqlwg:pW(@npns}wsmp@mg@WHg@n the ¢iiyg P§O F%ISdfllCl’gnlﬁ? oasze

swtablegfdf &é’i‘i@ér? b{(ﬁﬁalé}@ﬂ@ﬁmﬁllﬁ fek@ihbio B mixrortsh &@his onay bs iachiemed by any
appropg@ﬁ ﬁ?'ﬁ'in@” tesﬂlgh Igsn pef‘rg d%t%lhﬁq) [ﬁRB bé@]%’[ Hﬂﬁg %rupé'FE’rfti@al fluid

a one of
processifig mhorcmamapartslea, Wmﬁgreﬁpwngamgrstﬂ’ﬁéjéy‘% th the

| nvention, and neans for separately retaining said

0Si tions, such t
Capsulg§ gppqp@dmf %;qa[np\ﬁ &%ge S‘t IR Q" EEQ@EPV&&F ar% ydﬁtﬂ&éi k?& Js!e ﬁ’l anQﬁhaler or
insufflatc mdyiba foribLiaet &r cop@inia pesvldr higof thi gorp%lgg@f th@m&qntlon a Suitable

powde @a%e%{.lcgn’ asi&o3Y lo?&ar@ﬁlgnd J‘Seﬂo?dfé?\ce lﬂzﬁ@m&lshcroés [idueine, mannitol, or
et e T Ay BB, B v
latter. OREEItER@bxcipledts idttliie nibgtae; glwmgse, Imeltesepsarkitok xylitol, fructose, sucrose

ositions at different dosage intervals, or for
a”dtre?’ﬁ{g?atl ng the separate conpositions against one
anot her. To assist conpliance, the kit typically ‘
A suutéf:)mrdn&efém%dtl@ﬁ tor 0s¥sin e Atoanthet mlrtgterlﬁtroiwdroammmyo peduce a fine

mist mga ﬁ?rﬂ?l%?‘?l‘gﬂ F%Wazlo%ng of t%g lc&'g JURYB the iﬂ{/é#rhorF ;%'r actuatlon and the actuation

PUNT RAnt the t
volumé ey garyromrdigo 0. Héquﬂ,@ﬁwlgﬁn n'gtyp%prgg|a|c9r¥1pﬁunpr?éf%rmula n,

propyléﬁdq@ﬁ:op stgr':_ﬂe KXH{ek @tHaRol ARG bdcilndlerneiaeli Argmatile sclvelr;rts @hiclomay be used
0 ora
nsteagiatAAERe Q0P oy 1 et PP oot By Sose of from

0.05nmg/ kg to 5ngy/ kg, while an intravenous dose nay
Su1tab?f3nillﬁ¥/oﬁr§ %HM% rfwérﬁrml Qﬁ(fq;vo%{ﬁgl BrstlaB‘Bﬁ&g, sud&s daottakin or saccharin

ni stered i
sodlurad'g@gbe aqqu Wét@c@p fRRHIAtARS Qi tﬁ? lnyeé‘gan |nfng%oefgg I:xhaq(%d\/lhtﬁa%gsal
admint@b®nm ne doses for individual rum nants according to

age, wei ght and need. Fornul ati on exanpl es001501 In
the formul ati ons which follow, "active | ngr.edi %n¥ ) oy dified
Formutatians foainb@eqfblianasal §é‘6'“lsﬁatt°ﬁ &3y dmplater Rulft M diate and/or mo

releaéécifsfr‘ﬁ'bjI ot dx@Rpld; po@@b&hht@&oﬁl@cﬁoh@%@mﬂaw@d ind relesse ormgeations
n of. aé: ive ingredient will ‘be prepared as
mclud@&e\a&é sustaine

pulsed-, controlled-, targeted and programmed release.

In the case of dry powder inhalers and aerosols, the dosage unit is determined by means of a valve

which delivers a metered amount. Units in accordance with the invention are typically arranged to
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I ngredient Quantity (ng/5m ) Active ingredient 1-750

Pot assi um hydroxi de 0. 1-75 Sodi um di hydrogen phosphate
w@2®8/1Di360di um hydr ogen phosphat e 0- 100 Met hyl PCHIB20&01501

0-40 Water Up to 5m O Fornulation la: Solution for

adminiBRF & fetsrédl doasl b ﬁhfs’tcbraanmﬁ@fr&@h lt)d iomlo 1f of &t tomepound of formula (1). The |

overal il % 5t R ARGLED BT b Wen BRPRE Al erea
single Hgsfrasxhere uguaip as@aidachdm@lmmugd@t t.merlgy Sodi um di hydr ogen
The CM&EM %ean@Qtlda' n%?r% léﬂﬂnm)éﬂarr&G@&al@tWS@f&llﬁ f&e%l@\fﬂhe form of

2 suppZSaRh PERRUNOT B TRRET: BT S 2P HRTEL FRBPR BB PR
alternaigés ray bengred ds eprropriatel Silivengrubparbeskdeatravaginalvlevices can be used as
approprfa®y edi ent Quantity (mg/5m ) Active ingredient 1-750
Sodi um di hydr ogen phosphate 0-50 D sodi um hydr ogen
phosphate 0-100 Met hyl Paraben 0-40 Water Up to 5mi
Formulatibiay fotreettlivapin@ adiBbistratioo mafy e ipmuletet! ér ad immediate and/or modified

releasgq\mdﬁeﬁtrél@ésb?&wﬁgildﬁg hRfafbe %@E' X%Jdlrﬂa@r %glbgd"tcomréllled-b%rgeted and

I'ng re I'ent ant
Pfogfqu\fé'eﬁﬁ?gredl ent 1-500 Hydroxy propyl b cycl odextrl n
10- 4000 Met hyl Paraben 0-40 Water Up to 5m

The compounds of the invention may also be administered directly to the eye or ear, typically in the
form of drops of a micronised suspension or solution in isotonic, pH-adjusted, sterile saline. Other
formulations suitable for ocular and aural administration include ointments, biodegradable (e.g.
absorbable gel sponges, collagen) and-non-biodegradable (e.g. silicone) implants, wafers, lenses and .
particulate or vesicular systems, such as niosomes or liposomes. A polymer such as crossed-linked
polyacrylic acid, polyvinylalcohol, hyaluronic acid, a cellulosic polymer, for example,
hydroxypropylmethylceliulose, hydroxyethylcellulose, or methyl cellulose, or a heteropolysaccharide
polymer, for example, gelan gum, may be incorporated together with a preservative, such as
benzalkonium chioride. Such formulations may also be delivered by iontophoresis.

Formulations for ocular/aural administration may be formulated to be immediate and/or modified
release. Modified release formulations include delayed-, sustained-, pulsed-, controlled-, targeted, or
programmed release.

The compounds of the invention may be combined with soluble macromolecular entities, such as
cyclodextrin and suitable derivatives thereof or polyethylene glycol-containing polymers, in order to
improve their solubility, dissolution rate, taste-masking, bioavailability and/or stability for use in any of
the aforementioned modes of administration.

Drug-cyclodexirin complexes, for examhle, are found to be generally useful for most dosage forms and
administration routes. Both inclusion and non-inclusion complexes may be used. As an alternative to
direct complexation with the drug, the cyclodextrin may be used as an auxiliary additive, i.e.asa
carrier, diluent, or solubiliser. Most commonly used for these purposes are alpha-, beta- and gamma-
cyclodextrins, examples of which may be found in International Patent Applications Nos. WO
91/11172, WO 94/02518 and WO 98/55148.

Acceptable liquid carriers include vegetable oils such as sesame oil, glycerides such as triacetin,
esters such as benzyl benzoate, isopropyl myristate and fatty acid derivatives of propylene glycol, as
well as organic solvents such as pyrrolidin-2-one and glycerol formal. The formulations-are prepared
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Fornmul ati on 4: Sol ution for subcutaneous

adm nistration Solution of active ingredient will be
woe@parse as fol | ows: I ngredisent Quantity (ng)PEUIB20E€5/001501

i ngredient 1-500 G ycerol Fornal 100-10000 Fornul ation

by diss%fvinﬁ% §1% dﬂ@‘?ﬁé’a{cﬁ\% Lt ﬁ"nl 1A fidUidCRRRHSRA 1k e Mh& Roiheion
|OMAH§ %re ient Quantity (ng/capsule)
conta'rlé‘\értorf\}?soﬁtﬁdpédqyé‘ﬁtgh of fgECaEepEedienyE 0- 1000 Starch

fl owabl e powder 0-250 Silicone fluid 350 centistokes
Such fg‘m%%tlg Cff?yérgéérg&ﬁg corq_\@mlo%ﬁﬁnadﬁe@ﬁ%&trdaﬁég W f4rdaRd verinary

e I ngredients below |ngredient
PfaCthQJant | ty (rrg/tabl et) Active ingredient 0.25-500
CEIIquse n1crocrystalllne 100- 1000 Silicon di oxi de,

uned.. 10-
These Bcinnga’(éo&s é{vﬁlgvaéy § tlfe%%q)h? oP%tlg%%n@gﬂ%%BE@hgg ?%%m
dependingbrethe seesisis othmt @nlrnﬁll trppertrestry, g severiy@nd bee higiestion éﬂ%( ihe body
welgth)‘f fhe 'ﬁ@&eFd# Pafitefad hdp%\éﬁanﬁ@l‘dﬂ’ddjrﬁlhlbwloﬁ typleabdidt 8anges of the active

T D e

per kgPol yvi nyl pyrrolidone (as 10% solution in water) 4-20
Sodi um car boxynet hyl cellul ose 4.5 Magnesium stearate
0.5-2 Talc 1-5 The actlve redlent

As an giamalivehie CAPROYISTTRHP et%ﬂ“wuﬁ a%fu'"ﬂ%dw@ﬁﬁ“ﬁjg@k'“g R

feedstafahdTordaid pt:dposam@hbgmrat?éﬁl =ed abditiviean pefmix may be prepared for mixing with

menoﬂaaéMhﬁmhﬁy&&mh&done is mxed with the resultant
h are then passed through a No. 14 nesh

U S. sieve. The granules so produced are dried at 50 -
Inasmﬁ&(ésaﬂdaﬁ&ﬁzﬁﬂb ib Adugler acdobindliBn nestive toSipowideer. exdimgle, for the

purpo§e cﬁ éreg? nlge é@gée oﬁ‘gf}{Cﬁtnn |%%ﬁ%&%@e@ﬁf@tﬁeseﬁn@enhon that

OUS passe Sl eve
two oranase iphamaselded Ct)ropQSﬁ'énSg AElPR €20 QiRSH coniipge:3 CQRIRGURin accordance

with (IR cRRINDMEs 86 Heridhtitbd édMbRiediFaiaB Foh of 8 kiysuithisle tonbbagitrinistration of

the compositions.

Thus the kit of the invention comprises two or more separate pharmaceutical compositions, at least
one of which contains a PPAR agonist in accordance with the invention, and means for separately
retaining said compositions, such as a container, divided bottle, or divided foil packet. An example of
such a kit is the familiar blister pack used for the packaging of tablets, capsules and the like.

The kit of the invention is particularly suitable for administering different dosage forms, for example,
oral and parenteral, for administering the separate compositions at different dosage intervals, or for
titrating the separate compositions against one another. To assist compliance, the kit typically
comprises directions for administration and may be provided with a so-called memory aid.

For administration to ruminants, the total daily dose of the compounds of the invention is typically in
the range 0.05 mg/kg to 5mg/kg depending, of course, on the mode of administration. For example,
oral administration may require a total daily dose of from 0.05mg/kg to 5mg/kg, while an intravenous
dose may only require from 0.01mg/kg to 1mg/kg. The total daily dose may be administered in single
or divided doses. The veterinarian will readily be able to determine doses for individual ruminants
according to age, weight and need.

Formulation examples




Suspensi ons each contai ning 1-750 ng of active
ingredient per 5 m dose are nmade as fol |l ows:
wao-005m1569 on 4: Suspe nsiong | ngredi ent Quant i PGT/(BRYE001501
m ) Active ingredient 1-750 ng Sodi um car boxymnet hyl
cel Lul ose .5 u 2P i b&una k&l iR Gelrésent invention.
In thefoﬁt‘%%opﬁ_wrﬁfha@‘(‘agrmqe?%ﬁ\./ew(?fg%%%#qrﬁ%ngggéﬁ? ?Jed Wat er e;ﬂ(; 5 nmL
The active ingredient is passed through a No. 45 nesh

EFormulatibrSt: ShiugMeioAReriériiedimbidittidsthe sodi um car boxynet hy!|
celTulose and syr th paste. The
Sk L odue ot M RS ppP A & ARG 0 PES S TS e

WnGRdewe of the water and added, wi tQvagdty fre/3g. )

SgEH-etert—water— s themaddedT0 prgdwee t he required

v ﬁ"tb’?r@:"%ﬁiﬁ%{ A This annex refers to the?]%ubj ect matter

oPotassiupy lygraxidenal Pat ent Appl i cati on Nifber 60/ 429506,

f 5bfghn aRydtbgehgviesppate 2003 and publ i sHe@d wi t h
International Patent Application Publdggtion Nunber
\»Btﬁas“wﬁ%é‘%a?e”p"ﬁs?pﬁé ed on 10 June 2004. The subj ect
MiliethgrPadbetiS60/ 429506 was recited in ¥ 1 in the
PRty application for the present @pplSntation. For
hrevity _according to-JS60/429506—at— 04048834 tTe

5 compounds of fornula (1), the conpounds described by

the preferred sub-fornul ae, the exenplified conpounds

Or
of the.li hSRunds are all incorporated
Formulation 1 QB B oRleRbE! Al i cation and are part

TCE ' 1€ present a(ﬁlgl _
o$olutioe ofrctivesingredieri ik bederarss@s{ NSy oi dance of _doubt
et oW g exanpl es 11 om 60/ 429506 Qaareityoogfdouinds
suitable for use accordi-hrgte—the Present Vet o
BExleitysl legrqdient -
( Pofabsilivhybismps opyl - phenyl ) - acetyl ] - pP@€ri di n-3-yl } - ph
i O)é%%‘%y F{,?(.IdQW -propionic acid benzyl gester Exanpl ei -

- [S@iumeditisragen pRasPIate acet yI ] - pi peri di A=3- yI } - phenoxy) -
2- (YBS nyRFYRh PRésphaiei d Exanpl e 1- 22- 0:100
(3-{1-[(4-Methoxy-phenyl)-acetyl]-pipegtgodi n-3-yl }-phen
oxrf/ 2 2- met hyl - propi onic acid Exanple 1-32 : (3-{1
- [ Paben phenyl ) - acet yl ] - pi peri di n2#%[ 1 - phenoxy) - 2
- n@%{gyl -propionic acid Exanple 1-4 : Upto5ml
2-(3-{1-1 (4 BHydroxy.phemu—acety-—ptpert+drm=S=—yt=piT
enoxy) - 2- met hyl - propi oni ¢ acid Exanple 1-5 :
FormuAatibrd2:{Sbiuidn o8 parepral adpemistation) - pi per i di n- 3-yl ] - phenoxy}
[
-D

Ay t |' [ i 0 i : 2_ 3_ 1
R L e e
XY gt hyl - propi oni ¢ aci d Exanpl e 1-@uantity (mg/smi)

10

2-ethy=—23-11 1-750
-[ gﬁﬂ-\'fbﬁgﬁﬁbegtrjorret h%‘l8 henyl ) -acetyl] - pa_ @ri din-3-yl}-p
2-5 -{1

: - P
he fegiyy Iy SpIBRNEsPRgi®d Exanpl e 1-8 :
- [ BisbSudviriytroger-mlosamate) = pr opi onyl | - pi ped-1@ n- 3-yl } - phen
OXXf?e{h%fﬁTé?gbhew -propionic acid 0-40
Water Up to 5ml

Or



Exanple 1-9 : 2-Methyl-2-{3-[1
-(pyridin-2-yl-acetyl)-piperidin-3-yl]-phenoxy}-propio
wor@sacizeh Exanpl e 1-10 @ 2-Nethyl -2-{3-[1 PCT/IB2005/001501
-(pyridin-3-yl-acetyl)-piperidin-3-yl]-phenoxy}-propio

ic.a -y thyl-2-{3-[1
Rﬁmm& s & J é gF%%?Fdln 3-yl ] -phenoxy}-propio

ripaiutige pfcch;@alquqacgeniwilj)e prepared as follows:
Tﬁwfméﬁ.LyC|onexy|acetyl-p|perldln &thwwmmgﬁmmy] 2-m
9

propioni c-aci-d—Exanrple—1+—13— 3<%
Ffﬁﬁﬂgﬁﬁ*%ﬁyl phenyl) - acetyl] plper|1o‘ﬁsnoé 3-yl }- phenoxy
mﬁyﬁysbwprcyxmdemm acid Exanple 1-1%0- 400@R) 2-(3-{1
:g? opyl phenyl) -acetyl] - pi peri glyp- 3-yl } - phenoxy
proplonlc acid Exanple 1- 15 :
Z\Wae(l Isobutyryl pi peri din-3-yl)-ph HB%?T 2-net hyl -p
reopromc—acrd-Exanpre 1- 16 .
2- N%thyl. k ylperldln 3-yl)-phenoxy]
Formulafienyh : 2
5 ZSNBﬁdh)df aéinvé Ggr[e&er@t&wlpbmy;bami@rjolbmm ) - pi peridin-3-yl]-

2 INEEHOT_ 2 13-(1-mtol vlacety! -

DI nprl glluanthy g? hhﬂnnv‘\yl_
] “Aiopingmdientaci d Exanpl € 1- 19 : 2- Met Ay%92-{3- 1

- (B 'Fgéma? car bonyl ) - pi peri di n- 3- yl hephegooxy} - pr opi o
nic-acid Exanple 1-20.:

2-Met hyl -2-{3-[1-(pyridi ne-3-carbonyl)-piperidin-3-yl]

FormulZRBi§ B-etatin Q@lé@m c acid Exanple 1-21 :

7 i SR B G0l B digo] -2t 1 -prop

2 (n@refint (3- FT uor o- phenyl) - acet yl ] - pi pRENEY Hogicapsilelphe
=—propronc act d Exanpl € 115083 -

2 ??N TgéﬁgH%hloro phenyl) -acetyl] - plpehg@|n 3-yl }-phe

notgych2Nimet hyl - pr opi oni ¢ aci d Exanple

2- é?arcﬁqlro&vé&le@wdaro phenyl) acetyl ] - pi p230di n- 3-yl } - phe

noéé%%?ﬁﬂg%gé ?@ﬂo oni c aci dExanple 1525 :

-[ (4-trifluoronethoxy-phenyl)-acetyl]-piperidin-3-yl}-
10 Formtﬁgp R%X'ngTe%r %gét?@? *o?rn@&tlog ls%md%s%? #6 ingredients below:

VELTIVI - nlLner.l.al y
n- &quamhenoxy} propi oni ¢ aci d Exanpl uaptity gmg/table

:WEﬁthréféﬁ [T-(3-methyl-butyryrl) - Dl@EEBMJn 3-yl]-ph
I onic acid Exanple 1-28 : 2

o -
‘E‘P%’o’%t}roﬁwgﬁwe} acetyl ] - pi peri di n- 3- g} phenoxy) - 2
nﬁmhwimammpﬂnmdc aci d Exanple 1-29
2- (. Met hoxy- phenyl ) - acetyl] - plpeo|d|n 3-yl}-ph
S’{’eﬂ{ra"t%%r{é hyl - propionic _acid Exanple1-30—
The c@nwemdmjsl ar@blpgied and compressed to form tablets.
-o-tolyl acetyl - plper|d|n 3-yl)-phenoxy] - propionic acid

ArorEURRL el oqrang bPOY A gl el sretonts e ey op lous:
]-propionic acid Exanple 1- 32 ©2-(3-{1
-f (3, 5- D net hoxy- phenyl ) -acetyl ] -piperidin-3-yl}-pheno
Xy) - 2-nmet hyl " propi oni c acid Exanple 1-33 :
2-Methyl -2-(3-{1 -[(3-trif
| uor onet hyl - phenyl ) -acetyl]-pi peridin-3-yl}-phenoxy)-p
ropionic acid Exanple 1-34 : 2-(3-{1 -[(3,5-Bis-trif
| uor onet hyl - phenyl ) -acetyl ] - pi peri di n-3-yl }-phenoxy) -2
-met hyl propi oni c acid Exanple 1-35 :
2-Methyl -2-(3-{2-[(3-trifluoronethoxy-phenyl)-acetyl]-
pi peri di n-3-yl }-phenoxy) - propi onic acid Exanple 1-36 :
2-Methyl -2-(3-{1 -[3-(3-trif ‘
| uor onet hoxy- phenyl ) - propi onyl ] - pi peri di n-3-yl }- phénox
y)-




propionic acid Exanple 1-37 :
2-Met hyl -2-{3-[1-(piperidin-1-yl-acetyl)-piperidin-3-y

WO keophessexy} - propi oni ¢ aci dogxanpl e 1-38 PCT/IB2005/001501
2-Methyl -2-{3-[1

- I i n*-yl -acetyO pi peridin-S-yll-phenoxyJ-propio
Formuizf 720l anple 1-39 -

ZMQEUhyﬂ 2-{3-t1-(piperazin-1-yl- acetQHa, (MURPIEY n- 3- v
Hbu kgt—pluplonlC acid Exanpl e 1-#8bo: 2-(3-{1 -[(1

enz azol -2-yl)-acetyl]-piperid yl } - phenoxy)
§tam§t hyI propi oni c acid Exanpl e 1-414!5:%06

ZC{;lﬁﬂc[sé rhiBeegsihine3] di oxol - 5-yl - acet yI13=1¥Pperi di n- 3-yl ]
Ig\ﬂoia@rolgd'ong tBYboRbRMINGN WaieACT d Exanpd € 1-42

§9<ZU"H}¢@FPGW‘9§WW‘I”§SGacetyI ] - pi peri dit®3-yl } - phenoxy) -
b @e@eoni ¢ aci d Exanpl e 1-43 0.52
% -{1-[(4-tert-Butyl-phenyl)-acetyl]spiperidin-3-yl}
Enoxy) -2-methyl -propionic acid Exanple 1.44 -
T(S {1-[(4-Ethyl - phenyl)-acetyl] - pi perldln 3- yI} phen
The acg\?éy %.’q%di Jg?é En‘aQbmsﬁ a%cdagse'ax&ﬁ@h%ﬂo%meshus sieve and mixed

0 di_n
thoroug}dm@hq@q IBF Bicﬁoﬁ’ﬁ'in pyrof! cgaz E}}E{ﬁ%%e‘ﬁ % eellesulénydollvd% GRRY Werthen
passedihioBgt & Nb (#-rhesnhiLs. wleve oagtanules e ypduopd predried #-587 140 Cgnd

passec%ﬁli%?%g f\lgz{éeré% i.f $ rs%% Qﬂb Eocﬁtﬁ\ ??rEéS@ﬁﬁEihﬂ slaréh{ magnesium stearate,

and talc,mrevﬁc}ugkmpgqap@ﬂ kuggtaﬁ\&p} §d lﬁénils ?re then a%lded tothe d'rMeslwhlch after
m|xmg{3ér)9€6m&b§b{eanﬁbkadlﬂﬂ&ﬁﬁh(ne)te pieipateis.c aci d Exanpl e 1-48 :

4- But yl - ph I | dij
Suspeyeglcgr%-efa;’: (t:qnlt;r:y%/g)b‘?ﬁg)ﬁgg);/ofg@q?/g lrggy%glx%lfgg %rrrlllgiloge are ¥nalie gs BISS
Formu(a% Z Q[\@Béfﬂﬁéioh@ (3-{1

uoronet th\I nhor\lj! ) acet ”| = y| } -
ph'@ﬁfésiwt- propi oni ¢ aci d Exa;ml e 1ySJO (jﬁaHtﬁy(n\‘d/S iy
(RXctréeM@IeBbéhtZ (3-T1 -[(4-trif 1750 mg

g me%:% gmgxr&gllldqsgcet yl]- . pi peri di r50$myl } - phenoxy) -

e 1-51 (R -2- (3oé5H'“
[@ytu;bert But yl - phenyl) acetyl]-piperi %_yl }- phenox
Y) géiZdRtblsoRtigpi oni ¢ acid Exanple 1-5@10mLS)-2-(3-{1
- E4-C,ycl ohexyl - phenyl) -acetyl ] - pi perldj\;n 3-yl } - phenox
y)-lE‘-’Cffet hyl - propi oni ¢ aci dExanpl e 1-53 (S)-2- (3 {1
- [ Céloet hanesul f onyl - phenyl ) - acetyl ] - pCIberl din-3-yl}-p

hyl propi oni ¢ aci d Exa Ie5r3:+_54 :
lﬁ?é}j%t%ﬁ§ RI)/nEQn\Fl)l A \/ m

noxy} 2- met hyl - propi oni ¢ aci d Exanpl e 1-55 : .
The aet@e"i Sdrdnhig! Qseﬁarr{nibh én&phﬁ inastel.S2sigie-and atixgid it tespfigm

carboiqg?et%yl %@Eeno@y%gg ﬁloﬁﬁ}o Qﬁ@eﬁz&c KR solutlon flavor and

rifluorone rn/ 8 p
color ereydilyted mtiazthqaofgheo/mte}j@n@g qded, W|th stlrrmg Sufﬂment water is then atded to

phenoxy) propi oni c acid Exanple 1-57 :

prOd%gﬁgié(ﬁ}e@?ﬁ%‘%% - - (napht hal en-1
-yl -acetyO pi peri d| n S-yO phenoxyJ- propi oni c. aci d
Exanple 1-58 : (S)-2-Methyl-2-(3-{1
-[(4-trifluoronethyl-phenyl)-acetyl]-piperidin-3-yl}-p
henoxy) - propionic acid Exanple 1-59 :
2-(4-{1-[(4-1sopropyl -phenyl)-acetyl]-piperidin-3-yl}-
phenoxy) - 2- net hyl - propi oni c acid Exanple 1-60 :
2-Methyl -2-(4-{1
-[(4-trifluoronethyl-phenyl)-acetyl]-piperidin-3-yl}-p
henoxy) - pr opi oni ¢
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acid Exanple 1-61 :
2-{4-[1-(4-1sopropyl -benzoyl ) - pi peri di n-3-yl ] -phenoxy}
WO 2005814399 - propi oni ¢ acid EBExanple 1-62 : PCT/IB2005/001501

2-Methyl -2-{4-[1-(pyridin-2-yl-acetyl)-piperidin-3-yl]

ANNEX Rhenoxy} - propi oni ¢ acid Exanple 1-63 @ 2-(4-{1
-[3-(4-1sopropyl - phenyl ) - propi onyl ] - pi peri di n- 3- yI} ph

enoxy) - 2- met hyl - propi oni c acid Exanple 1-64 : (3-{1
This anrfek dfdrsio fireoquipjestpireitenydf S armisioh!- RateplehplivatiorsNymijer 29688, filed on
26 Nm)er?%%()b@ar 7 ug lsﬁéﬁm IRtehationdrHagnt llppllcatlon Publication Number
W004W 34341”%*"!?9?‘5) %}B&uggg ;gﬁ%sel.ﬁ%gll%%gp ojUfgb/p&%Q% é\"’%ﬁ'%g‘%g Xfull in the
priority-dpBlichbn i ey Eeht-gphieationy Ferdrevity, ydordingdp USAY 1506 pel i di

WOO4@)4%§M' t}u? @cgrﬁ%gﬁi% nﬁfﬁé {%#1? E&gﬁdggﬁsﬁgg&bgdh@ﬁ%%r@d @Jb -formulae,
the exerpﬁ)ht;@i'qompﬁur(gls 91 tpe rp@gg%ed cwwpgﬁﬂrg alél ?cggg]o%(gé%w feﬁ% info the

present a;ﬁ@ahgn ér?u‘dr&part of the present invention. For the avoidance of doubt, the following

exam%l}%g(frfmr@?tgé%éfe c% nﬁ’@&X %uﬁ%@g @ Lds #b&g Bg%’ the g’reé’eln} nRRERHOX

ExamgliR) 22-(83t-{4- 1spgr4py1@g%§&§;qwlmmﬁléw;ﬁ)w}a&weﬂw] 2 mewéknf%nw@c'd
benzyréélte}r phenoxy) - 2- met hyl - propi oni ¢ aci d Exanple 2-5 :
e
Exampl heaaX31- [(dpMeﬁ)omphenweacgtylﬂinlawgﬂlres ?i}- ghenoxy) 2 methyl proplomc acid
Examélgq '33 ngkit! E(wFlu%rJ-&neﬁy']{ (ﬁ} ptp%hcfm 3-yl}- phenoxy) -2- methyl propionic acid
Example 6740 6[ Bht- EX erenox }J,waag:gttzﬂ gl]perp c’ rP (? yI phenoxy % r}ﬁetlﬁ)yl proploXKI, acid
Exampe (| & £43{1- B~ Ibepogny bk ey Friprodiy-B-yioenoky-2anetbylipdipieng-agid }

Exam 18??1%)%-){1 ﬁz H%‘irpé(tho@ ﬂ@r‘yﬂ %b&yl?ﬁbgldﬁ@m%n&yﬁZmethyl -propionic acid

Examplp (14 2dYietoybdt(§ U ihengyeta-ehapyi-aentlninagi:-Sulaneogplpgpiontc
acid XY) - 2-net hyl - propi oni ¢ acid Exanple 2-9 :

a1 AP ke b RGBS el b l)hionic

acid -[ (3-trifluoronethyl-phenoxy)-acetyl]-piperidin-3-yl}-
Exampfa8 @W&Ie’tﬁﬁl@ﬁb@ﬂﬁ?mﬁ@QQl -da¥ @ Pipridin-d-yil-phienoB))-pbploicfadid

corgb A I L th g PUPS O  Fp
Example3-114 2i\daiyl-81§-[1-(pirising4-y-aoetpppiperiding 3-igl- lp‘@npwi} ﬁmBLOSﬁP BCighh
Exam féqx ):5. fﬁ g%)méhe@fa@&&lﬁeﬁdﬁ@ly@-pmmlﬁn@chﬂ—prop|on:c acid

Examplﬁdr@m:ﬁ% 7{3: {r},ﬁéﬁ%li’g@ﬁwr@ﬁ?ya,ﬂ?ﬁtyﬂ Blpgg{lq Itk p%enw()? 2% W&Qroplomc

acid ) - propi on| c aci dExanple 3-2 : 2-Methyl-2-(3-{1
Exan“p%glr éﬁmﬁo )é:)?./ -“pWé Iﬁwrop lp%egylzj acetle] plpegceilp I3 C}/l} phenox?l)}Z meté&%lop;oplonlc

acid y) - propi oni ¢ acid Exanpl e 4 :
Exan{éfetﬁfs( b[@fﬁ Reytyr-piRtitiy3-yBiphenoxy]-2ahethyHptopnjeeriddi ne- 1-
Examgﬂalr ‘ng é %Q?% Jg 1 Hr'\e%%ée?ﬁ&beme@w pl'?e%g)%ﬁ p\@ﬁ@ﬁglagdﬂ’ 1
Exampiﬁet iyl 2-ethy2y(3 {bweqﬁrym]l -propisRY I RivariginG-ylrhe BN PrPRIoHC A
Examplel 150 2ORMh 2§ e8I 8detyl-piperidin-3-yl)-phenoxy]-propionic acid

Example 1-19 : 2-Methyl-2-{3-{1-(pyridine-2-carbonyl)-piperidin-3-yl]-phenoxy}-propionic acid
Example 1-20 : 2-Methyl-2-{3-[1-(pyridine-3-carbonyi)-piperidin-3-yl]-phenoxy}-propionic acid
Example 1-21 : 2-[3-(1-Benzoyl-piperidin-3-yl)-phenoxyl]-2-methyl-propionic acid

Example 1-22 : 2-(3-{1-[(3-Fluoro-phenyl)-acetyl]-piperidin-3-yl}-phenoxy)-2-methyl-propionic acid
Example 1-23 : 2-(3-{1-[(8-Chloro-phenyl)-acetyl]-piperidin-3-yl}-phenoxy)-2-methyl-propionic acid
Example 1-24 : 2-(3-{1-[(4-Chloro-phenyl)-acetyl]-piperidin-3-yl}-phenoxy)-2-methyl-propionic acid
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Example 4-2 : 3-[3-(1 -Carboxy-1
- met hyl - et hoxy) - phenyl ] - pi peri di ne-1 -carboxylic acid
wa2doenissbut yl phenyl ester Ezanple 4-3 : (R)- 3-PGF(B2005/001501

- Car boxy-1 -net hyl - et hoxy) - phenyl | - pi peri di ne-1
o P22y L SRR AT st i
acid - et hyl - et hoxy) - phenyl ] - pi peri dine-1 -carboxylic acid
Exampréﬂz%ﬁ@n\mwl F@J{tﬁnxt%-pmﬁcermwmw!)@peri@-{iﬂ‘l'()'lemﬁ\éwm@?Lgfc'd

- 1yl.- et /%128 buHiPEbérdInEyitloref Spibhi6 adE |
consi AL LS bR prsermisspaiaceas 0
ExampleQza8o @x§-{ TH(4-Faphihery hese)i-piprediy P - BRenary) @ gy -propionic acld
ExampleG8d20X ¥/ -R2-MeindxydptohIf-4den1 ipetidiy-Bygnlgrioxy LreethiEreonione acid

|5'% Y (nl/?%_ . -E@H(l T%%n?pp)l( Ltidin-3-yl)-phenoxy]-propionic acid _
ExamplepiaiOZrMepyig 5-%H’é/ny? -pi peri dides T Y arboxyl i ¢ acid
Exampte-Ti- S0 - gy B dryn-tobdacely-pesiipni3e/ sphenoxylregpioniq agiq 1

ExampTeqag_ %02.( :{11.[(3,gﬁ_irha&'ho)@Iph&M)ac&zlﬁﬂyér]dinm-wpwﬁedbxyee-]nethyl-»propionic
~-carboxylic acid 4-isopropyl benzyl ester Exanple 5-4 :
acid (S)-3-[3-(1 -Carboxy-1

ExampidTBB:hfﬁd-MéthﬁQ)@-X1-EQ:B+Hiﬂy¢rpmghp@hq'erd'i)ﬁgetg_l]-pip,q;ildmcg(x}]-;pr@n%}-aropionic
acid 4-cycl ohexyl benzyl ester Exanple 5-5: (S)-3-[3-(1

- Car boxy-1 -nethyl - et hoxy) - phenyl ] - pi peri.di.ne-
Examp]q;‘aﬁbbg(iér{ﬂ -&(Sécf:}isd%iﬂ _c&rﬂ@}h%—éﬁ%\?—%ﬁ%ﬂéﬁp%@g%I}B}%ga'cg(y):-z-methyl-
propioki®hcid- [ 3'e( % - Csﬂr boxy- 1 _ " . b anaois

) ' 1 3 : Tcbtyl- heétokyJ-propionic
T e
acid (S)-3-[3-(1 -Carboxy-1
ExampldB56 Y- v )1 h@idorderi erey-phieng)-fropiomyt Erineyitin G-y whenoxy)-

CAtrifluoronmet hoxy- benzyl ester Exanple 5-8 :
proplo@gﬁgl%_ [ 3- ( 1 -Car boxy- 1 | N - -
Examplere 3y 2-MethyeB{B)1 ivieatiging i-yrapatyl)-RipariginB-YPhe Ry RrPRionig aq
Examaﬁg tzdﬁ L ?Q%E féz-@ﬁ[ﬁ’f(?ﬁ!érﬁh(;s:lmgt-yfl-a&eeﬁ)l)a@pne[riain(SJyl]-pﬁamdxga}l)q_yedioniq agcid

- o X iy ] 3 | = - 1 . [
exama f165 HME |- P oA LB o g arks 4 et o) §*f’f"°% fd
Exampl€asbozy3-{1 -[¢ireBdnzbimitalag2yy))-as ki yipgridist- U -PRENEE. -g-methyl-propionic

aciq - car boxylic acid 4-fluoro-3- trifluoromnethyl-benzyl
ester Exanple 5-11 :

I : (S)-3-[3-(1.-Carboxy-1 o
exampig ity Pt Mol SR P RN PP VPR PRRY pmenproforc acd
Exampte fil420 2qs-d-[(d-Fydrbxyqpnenitaeytyi-bieeridin-3-Bh phenox-gipstiey-grogionic acid

ole e 357 ke’ Eﬁﬁ%ﬁy -piperidin-3-yl}-ph -2-methyl-propionic acid
Examplﬁét'%?yﬁi(%fh@éwf%hg y l-} a?elig}.lé]rpi,lpo?in%lg? 7 }-pcg%ogg)xgrfcygc??gaci g
ExamBle 1t44i: RHEG-BhE Mg Beieeyl-PReidl 3y BRI e € ety PP
ExampledL4¥0%y 31 - 4830y l-b e peyieripin@rtiphermixpe- melihyleprapionic acid
Exambﬁa?l%ﬁi%&i-l[{@[(% bg@{ph%rw-ra?a}/’ﬁ-ﬁiB@rf&ﬁ\yd-yl}eﬁ{e%xyMyﬁpr@pi&nic acid
Exampleet47y:|2-MethoRy3-{ pHeRIT et hgrans frilugrgms e g -teeray
piperiihla- il HERBTSBMbic acid
Example 1-48 : (S)-2-(3-{1 -[(4-tert-Butyl-phenyl)-acetyl]-piperidin-3-yl}-phenoxy)-2-methyl-propionic
acid
Example 1-49 : (S)-2-Methyl-2—(3-{1-[(4-triﬂuoromethoxy—phenyl)-acetyl]-piperidin-3—yl}-phenoxy)-
propionic acid
Example 1-50 : (R)-2-Methyl-2-(3-{.1-[(4-trif|uoromethoxy-phenyl)—acetyl]-piperidin-s-yl}-phenoxy)-

. propionic acid

Example 1-51 : (R)-2-(3-{1-[(4-tert-ButyI-phenyl)-acetyl]-piperidin-3-yl}-phenoxy)-2-methyl-propionic
acid '

Example 1-52 : (S)-2-(3-{1 -[(4-Cyc|ohexyl-phenyl)-acetyl]—piperidin-s-yl}-phenoxy)-2-methyl-proplonlc
acid :
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benzyl esterExanple 6-2 :
3-[3-(1-Carboxy- 1-net hyl - et hoxy) - phenyl ] - pi peri di ne- 1-

W@ 200803369 ¢ aci d 4-cycl opronayl benzyl ester Exam@l/BsB2605001501
(S)-3-[3-(1 -carboxy-1

xample;ljgg%{j()rég '62:% Eg[ﬁyézll(ét%ﬁ%gt}i\&]%ﬂ%h&@r )iafiiFoidermea-Panehdg)-2eiethyl-
propioni¢ &jid 3- [ 3- (1- Car boxy 1- et hyl - et hoxy) - phenyl ] - pi peri din
Exam pleeT 34 C@ boxyiL Bphasi-otyldcanl)-hipxyut-Bryll-pesbet- 2 Pieripnio acid
Example ].n)g!? h&ﬁt é\ée%lgl ﬁ?\%r/?h Ien |- ace dyl p|per|d|n -3-yl}- p(l')\enoxy} proplomc acid
Examplé 5601 Sppviatat- g1(3 E,{mrgl g rlfluO(qg)etryl @naﬁ&t elpeeathon i
plperldln ygno@)g VhicRBgnyl ] - pi peridine-1 -car boxyl | c acid
Example pn§¥h>§$) ?eMﬁ’@ ggL&whtTal%n { gzacgty& glpér?dm &?‘L@%PTV&‘D?@:QNC acid
Examplé $8But(§)-2-pisthglr2- (E)(&[(@{tréluqro@ethyl(pgynyg Fosvif mper@g}:b 5),\ y)
prop,on.crgg hyi - et hoxy) - phenyl ] - pi peridine-1 -carboxylic acid
h | met hyl t Ex

Example 0@9? ,21%;( {10[&»66%?W§$he§@h%%?yﬁ%ﬂ%gﬁg§}lyﬁ pﬂgﬁogy V2= I?Iet{'lg ch;'plonlrg: acid
Exampl@ 8150 % P IMdiiyB Ri(Df1H - teiftuiocbriEtyhpieny!Bacetyl]- plpendm -3-yl}- phenoxy) propionic

wcid 2-{3-[1-(4-1sopropyl - benzyl car banoyl ) - pi peri di n-3-yl]-
Examplgqf%g? %{1}1 {é(_zlgeg;pl[qo%lyl b%(‘lgo%{) %lr}yeﬁdlr? % -yl pEXnom 2- me%hy% -propionic acid

Example (1452t: LIt L QAL (B@riiin-Dghazsth i >pipdyaimeds Vi) phenpet-Prapianigagid | -
Exampl@é;%{é”ét{h&r 929 %‘p? fﬂgrtyg p%mllj Blpé’ld’l?h 3-yl}-phenoxy)-2-methyl-propionic

acid | uoromet hoxy- benzyl car banoyl ) - pi peri di n- 3-yl ] - phenbxy}
Example 196'40% Qnﬂ(zﬁls@&bﬂ/l ﬁﬁ@%wlh@tﬁ] dperidia-S)yl}bhédoxp)lacetic acid

Examp}e(zz zn@t{ﬁw‘ P%P@Bﬁ 8ﬁ%’r&)xg %@ g‘)}n({ﬂ :?gf %@ngxygzﬂétﬁypﬁ‘r@ﬁem& acid
Exampte(2Sy c2-(8He {3 ateergryl- rd’@n@emawe}hy pr@?nv&prpe @P]yjbﬁ Yiprmethyl-
prop|or5c,2 Jiet hyl - propi oni ¢ aci d Exarrpl e 8-6 :

Examp!ﬁﬁgﬁ og(w(kél_zlﬁf_é?{ p%lpa% %\r bangxée)%% ed%gﬁlh % yﬂ pﬁe%‘xll)

propmr(wRém@ (3-car boxy 4- met hyI phenyl ) - pi peri di ne- 1

Exampﬁé{irpc(%)y% 31 ‘?(ﬁ %’DAGBEII %EA&W@}QMEHMWW bhé®kg42-methyl-propionic

acid -[4-nethyl-2-(4-trifluoronethyl-phenyl)-thiazol e-5-car

Examd%)@)(' Ry f{’( [ ﬂ“lsl&pr%pyl-)bhénobﬁraz:ewn: pigeridih-FEyhphsnexyy2gnethyl-propionic
- 2- et 5-{1
acid

[4 net hyl - 2 (4-trifluoronethyl -

Exampt@r: |(Sp2-pethyich- 6&{115(4%'1‘}'0@@1,@%&@@5? égg/ﬁmpgr@ § yﬁ “pfiHoxy)-
pl’OplOﬁ gaghyl 5-{1-t4- met hyl -2-(4-trifluoronethyl - phenyl)-t
Exam@(%ﬁp: (e) g I\/%ahypg rky [(4qnfR|%rrolm% Hxy pﬁ/eln})xy DERFRiigeridifisdi-phenoxy)-
propiofiBreid- ( 3- car boxy- 4- net hyl - phenyl ) - pi peri di ne- 1 .
Exam;lx__l§ 310 %X(Xl 1. gs %Gbrgpﬁpﬁédof()})lé@étﬂﬁﬁbé‘rwln -anaehoxgy s L-atethyl-propionic acid
Example g4 @dﬁ-@b“@-teﬁt Bty H%now é‘ﬁ?}}’% pl?ﬁrE é’ 3 phencixy (2: gﬁreghg rP;Ialc():nlc acid
Exam@6 p@ :2-Mathyli2u®(lemediyiglyadedyirpipbridin-3-yl)- phenoxy] propionic aC|d

Example 2-10 : 2-Methyl-2-(3-{1-[(3~ -trifluoromethyl- phenoxy) -acetyl]-piperidin-3-yl}-phenoxy)-propionic
acid |
Example 2-11 : (S)-2-(3-{1 -[(3-Isopropyl-phenoxy)-acetyl]-piperidin-3-yl}-phenoxy)-2-methyl-propion|c
acid |
Example 3 : 2-(3-{1 -[3-(4-Isopropyl-phenyl)-propionyl]-piperidin-3-y|}-phenoxy)-2-methyl-propionic acid
Example 3-1: 2-Methyl-2-(3-{1-[3-(4-trif|uoromethyl-phenyl)-propionyl]—piperidin-s-yl}-phenoxy)-
propionic acid
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ester Exanple 9-6 :
2-Methyl -5-{1-[ (4-trifluoronethoxy-phenyl)-acetyl]-pip
w@eoodiins3@e yl } - benzoic acid fgxample 9-7 : 5-{1 PCT/IB2005/001501
[(4 | sopropyl - phenyl ) -acetyl ] -piperidin-3-yl}-2-nethy

Example ?egﬁ)ﬂ?yl' -gé-gr—}[%—%%ﬁﬁd;o‘?ﬂ%t@ﬁ){}/-_pﬁ%%tpmbkoB?Lﬁé ;%elnéi:nn3 yl}- phe?oxy)
pl‘OplonleIandl c acid Exanple 9-9 :

Examplgz’r a5 lcébcfx% [etihybethbiyf-brenyippipériarie-pteeroyd lc-2gid yisapgapyl-pheny!
peri din-3-yl }-benzoic acid Exanple 9- ;

10 :
ester 5 {1 [ 3- (4-1sopropyl - phenyl ) -acryl oyI I di
Example 2-1M@Bt[8y1-Clrbowel-methdiethoRR e ve- pswettd"le cggb &)fé[' Jbs‘sﬁ"‘}y"

pheny! e+ (4th(r)| 1;I ggr onet hyl - phenyl ) - pr opi onyl ] - pi peri di n- 3-

Examplé 4{2 133 @arb@&’p} @Bﬁﬁp%éﬁﬁ%?nydrp enc(i)ln%/ |1 ]carbox lelcr ?.Gld 4- ter3t b)l/.l’iyl
phenyl ésté- met hyl - benzoi ¢ acid Exanple 9-13 :
Exampl‘% 4((?:3 &5”339 Er 8§rb t1hMEth1$qJ%%W))th1yﬁ%fpbﬂdhﬁb—31 &arB@dyh‘mac;d 4-isopropyl-

pyl - benzy ester Exanple
phenyl ewr 2-Met hyl -5-[1

Exampte(t 1 (9)5l[801-0aret:tyyl-mbibylshorpbenyihp@eridinget-caboxyts: apid 4-igepropyl-
ohenyl éOI c acid Exanple 9-15 :

- 2-Met hyl -5-[1-(4-trifl uoronmeth nzyl carb -
Exampt@lﬁpér[B-d‘I -parBoxytmela SR -Reeny’ E%gl’llﬂﬁ/e" @arti%c\éljc acid ﬂwéplll benzyl
ester (R) 3 (3- Car boxy- 4 met hyl - phenyl ) - pi peri di ne- 1- car boxy
ExampB(Sa L’«)d(é%fgboxyt/ b I I th@%tﬁ)&?} H’)élnﬂm&}ﬁd%e 16dabbbkyli€ B£i8 B-trifluoromethyl-

benzylEstMat hyl -4-[1-(4-trifluoronethyl -benzoyl) - pi peridi n- 3-

Exampgé %Véb?ﬁ‘)zﬁf 301 B xEXATENy Betifoxd)Sphienyt]-piperidine-1-carboxylic acid 4- isopropyl-

{1-[(4-trifluoromethyl - phenyl) acetyl ] - pi pe
benzyl|epigf n- 3 yl }-benzoic acid Exanple 9

Example VBt [t§)-3-18-({ -Daft®xy- 4~nte¢hyf-¢ﬂnnxv)oﬁ’r§ﬂﬂ}yﬂ-’lp%lﬁ@ﬂ9 toprbgyyic; ped f-jsopropyl-
benzylgal r| di n-3-yl }-benzoi c acid Exanple 9-20 :

Examplg @Qm %)_ %[%é%ﬁtﬂﬁfyg?%béﬁ%p@nwtﬁ ?&%gﬁgg&é bo%hls 5¥ th b lclohexyl-
benzylfoseppl € 9-21

oo it k@thyl-
camdi b R L RS sl omaugpast o
benzyl&ps[e]_

Examplé §-6!: Qpé{mweabmgzoyhe)thwetpmyb phiemyBpipér]ding- 1n@¢rb;yylm@g|ﬁ 2oi

tnfluorgmft%yl gfzy?g% ; opyl phe a? acety I er| di y a}c-'d%;m
Exampie By7l: (B)}ﬂi%(1cCgb¢)@1E§@ilﬁ%p oxy) thny Hlp? fhne1 carboxy ¢ acid'4-

tnﬂuoro[n%fh(»%bﬂe% By - phenyl) acryl oyl ] - pi peridin-3-yl}-2-m
Exan@le(%s dg’?gczgézlﬁﬂc ag&ﬁyﬂ W&gﬁ 8{?10139 %éen Ié Iplpgndme1 -carbox ||c aC|d benzyl ester

%{‘g 5o li ¥d4ﬂuoro
Example 5 :4(S) SQ:p(wqoybe)&yéﬁzgthyl-e@pgﬁ p ﬂﬁpgru@nez*gcarboxy ic acl

beny? thyI 4-{1-[ 3-(4- trlfluoromsthyl phenyl) propi onyl ]

Examn@{éﬂ.eo{ Iggl 21(} go?ﬁ},rgtg&q ngeﬂl&l]g %nyb E%%‘ng RIW fduf)el 15£éarr?o&(ylﬁ_a§i9 ;fl-ﬂuoro-s-
tnfluo}ow%‘tH'y"EﬁdﬁlyillebteﬂZOI c acid Exanple 9-28 : I|somer of
Examt%"«,?i%g@ @3{ g?s gl%iréo trﬂéﬂm %fh()él‘) bﬁérfyl] P%mhy&rbm@wia)&ﬂuom -4-

ony piperi benzoi ¢ acid
trlfIUOformﬂwLbthaV‘teaierc aci d. Exanple 9- 29 . lsomer of

Exan%rense{zhoesy 353 {1ledrdonyert-hythyl-Bthory) pherfyllpipeddieeg: hydrbexkioagid)3-
zol {ponyl] pi peri di n- 3- yI} benzoic acid
trIﬂUOf’ E%W e

aric acid Exanple 9-30 :
Examples rieBi{HcarRoxy4l- methyl- ethoxyr)r%henyl] plperldlne -1 cargoxyhc aCId{A} isopropyl-benzyl

ost erI uororret hyI phenyl ) -t hi azol e- 5-car bonyl ] - pi peri di n- 3-

hd, Exanpl @ 95 idine-1-carboxylic acid 4~
Exar@' %1 Cézsg ?Fbﬁﬁbﬁ)gmﬁﬁgrﬁ/ y r?ﬁergr ch “he q- car O)gxyl iC
truﬂucﬂmdhylrbermylféstﬁor onet hyl - benzyl ester Exanple 10 :

{3-[4-methyl-3-(1 Htetrazol -5-yl)-phenyl]-piperidin-1
-yl}-[4-methyl -2-(4-trifluoronethyl phenyl) -
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t hi azol - 5-yl ] - met hanone Exanple 11 :
(S)-2-Methyl-2-(2-nmethyl-5-{1

WO pobsiresby| - 2- (4-trifluoronst hyl - phenyl ) - t hi azRCBIER005/001501
Exanple 11-1 :

Exampleg GQ"-& §[%ﬁ (ga:l'bo%“l Wﬁ@ﬂ éthHSSIs BNényl bipéneie=tdcartixiilacidenygibdropyl-

pi péri carboxylic acid Atrifluoronethyl- benzyl
benzyl egter er Exarrpl e 11-2 :

Examplé R) 1@) Mat(hyhrbdey(12metayHethoxB-phdny[l-pipatiditey1-caoPylio i meliay gster
Examplgzr b é%&/? Fj @)Ga)rbo&gh ﬁ?e@yﬁftﬁoxy}]phenyl |per|d|ne -1-carboxylic acid 2-methoxy-

I peri enoxy) - propi oni c acid
ethylestexanple 11-3 : (R -3-[3-(1 -Carboxy-1

Examplé ARt h(g; 3-6- 1 A oxg-1 Amditiyy-bth plyp piydn}/i-pipgrisiiniedi gqekoxylic acid isopropyl
carboxylic acid Atrifluoronethyl- benzyl ester
estel Exanples 11-4, 11-5 and 11-6 were prepared usin

ExamplEBEho@Y o e Gy restnirabexvitateni BRI 1%?9&/‘5%1“‘? SHNLpoter
Exampl:c]z §44l nggfé-%mL@arﬂ&y“ -rhetidyl-MBbiy-bhehyi-Bipanitireyl-satbdxylic acid isobutyl ester

trl
Example

or o@é?%@ﬂz"ﬁ(ﬁ@yﬂ methyl-ethoxy)-phenyll- PIBel’ldlqe -1-carboxylic acid

cyclohariipetyidster 3- yl } - phenoxy) - propi oni ¢ aC|dExaane 11-5 :
Examp% 8[ é ng TF@ A@@X(X ’triﬂ'ugi%ﬁwmhlyl tRhARaYam3ylIBibatidin-Biiephenpxypprogionic

l'ic acid Atrifluoronethyl- benzyl
acid ester Exarrpl e 11 6 :

Example@ 1 2-{331{4tisGaciydgnzficarearhyd) -pipeHidx-II-RbeROK A mﬁthy@ ﬁgﬂp]onlc acid

e e P ey e e R M 5

proplonK{MCboxy 1 -net hyl - et hoxy) - 4- net hyl - phenyl ] -

Exampﬂé‘ e (sjingethyl0qs pomytiiudroaetidxy-benzylcarbamoyl)-piperidin-3- -yll-phenoxy}-
4-trifluor omst hyl - phenyl ) -et hyl ester Exanple 12 :

pI‘OpIOI'(l cuct 2- et hyl -

5-{1
Example] 84 r®)Hay{3- [’2(4( lsoRreRY-Pen3yearear Ry -PIRESIY Y IPREES Y ey Rropionic
acid b0ny|] pi peridin- 3-yl}-phenoxy)-acetic acid. Exanple

Examplet §r5 mﬁ)l‘%/; %%QV%FQ%?%%%M carb%rﬂ%yf) p FSJerlohn -3-yl]-phenoxy}-2-methyl-propionic

henyl ) -t hi azol e- 5-car
acid bonyl ] pi peridin- 3-yl}-phenoxy)-acetic acid Exanple

Exampgk%2 % 2 33[1 ég Isgapropyl phenylcarbamoy ngerldm -3-yl] phenoxy} -2-methyl-propionic acid

Exam@g? bé&)yq q3ccag)@?q(jx gpetl'\yy éi%pﬂ)o;?l %ﬁ 1%@%@% Iy ﬁaﬁ Q%ffugﬂorﬁ@fh}l benzyl
ester Exanpl e 12-4 : (2-Methyl-4-{1
Exam;%l%5 é—;} F?ﬁ)@%etﬁyl%‘lﬁ t[zghfe{hqu - QURLBMhTemEIREhy)-thiak & Blcerbbrytiaiperidin-3-

I henoxy) -acetic acid Exanple
yl}-berizpicHcit

Example @42‘ Gaf-RessHyRs-NIoptynelnyve{( dyiflugpinasipyi-phayréiazgierfecatoogy|-pjperidin-

ic.acid AExanple 13 C.,C C Trif
3V'}qeﬂ%‘1’°oa°@ 2-nmethyl -5-{1 -[4-nethy

I i
Exampla Gr&orﬁéﬂnﬁWI 5'@h@ﬁyet)\ylt&mgﬁlgpr@mgthyl phenyQ) thlazole 5-carbonyl]-piperidin-3-yl}-
benzd CE?JOHW ] - pi peri di n-3-yl } - phenyl ) - met hanesul f onani de
boxylic acid 4-trifluoromethyl-benzyl
Examgle 9[ @:éﬁ%%{?%ﬁmth\ﬁ I%henali) gendu%cw Far %Xél rl10yaCl plnpueorol e y
estere-1 -carboxylic acid 4-trifluoronet hyI benzyl ester

Exa@lm'pzrféﬁdrg)lé3 ]cg'b%xy 4-kh Wh@WI)' -Spdridiinef1 4armeiiiiy bei@ 4 griffubrombthyl-benzyl
uorone pheny t hi azol e- 5- carbonyl ] - pi peri di n- 3-

estery| } - phenyl am no) - aceti c aci dANNEX B A preferred aspect

Exam@fe g.@@ Mﬁt‘hﬁﬂi—{n Qa-tiitsiotonethesepishy hadeBARIPE B H-bgpzoie acid

Exanwg ﬁgl l§<’(5§{ n‘%ﬁﬁ Wgﬁylﬂ%%?l]%ﬁ%ﬁd@@l . mé‘vﬁ,ﬂ B@ﬁr&gc@lﬁ:ld %Hnd
Exaniple &@f%Mgﬁhgl@ f d(%tﬁfgmfog]egvbﬁ;{}en h%cle zEJ{pe crl1|n 3&& giizoic a
Exanfild 9-6 NEMePOILs g8l (dyiflucedrastieyoleanyl)- ~acryloyl]- plperldm -3- yl} benzom acid
Example 9-10 : 5-{1-[3-(4-Isopropyl-phenyl)- acryloyl]-piperidin-3-yl}-2-methyl-benzoic acid
Example 9-11 : 2-Methyl-5-{1 -[3-(4-triﬂuoromethyl-phenyl)-propionyl]-piperidin-3-yl}-benzoic acid
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Sui t abl e conmpounds of the invention include the
subject matter of claim1 of US20040053979A1 and

w0 p@onposat e exanples 1 - 7234 Suit abl e conmpounPiST/IE20031®1501
i nvention include the subject matter of claim1 of

Examp§8004 620¢52@45bppdl-ph&rsA)pRspical B pipet aIMpS-gs2-thethyibb@zoic acid

B

Example 89 p dRh2-MethylsiipH(é-gifigoromathyl-bgugyvicabraod briprsidindisyidrenzgieacid

Examﬂf:lg‘ggBiig(QEZ-m%kllLBj[@-(Il-hﬁﬂu&b‘rhjtatﬁﬂlbeﬂ@tclbl@)émgil)-%ﬁ@ﬂdmﬂyl]tcﬁenlzoic acid

nd i ncorporate exanpl e - .

Exemio A5 6t U NG FURR PO e | Rabedl i flgfmeny:

phenybfetryl gstan 1 of FR2841784A1 and incorporate exanpl es

Exampid 934 2:Rkkith R BY R(4GRTBRHRHS!-15hz4 Cigieﬂéﬂﬁ-ﬁi BBniokGcidde t he
subject matter of claim OE FgﬁOQO 'éiﬁ@llﬂondz' .

Examplp 8538 SRty - L iriluergmethy Bhenyllae ety aperiSimsi et 2t 294 e

Exampla @ei9t: 2dmetihynd 143g4-trileorsmbthgephemmtacetoyiyhiperidin-SryEberfzoic acid

Exam@%i%%gb?gﬁ%@ﬁpﬁiﬂdﬁﬁeﬁéﬁﬁgﬁQﬁ]ﬁc%rﬁetﬁ% ARG *hidzote-sldBoonyil-piperidin-3

| tal e I nvention include the
yil-berzgigiasik matter of claim 1 of WOR2004000295A1 and
ExamplB O P GE(a-Darbexasrpledsl-phenyl)3periGue- abibexytio apd tHrilsoromethiidenzyl
I nvention include the subject matter of claim 1l of
WC2004000294A1 and i ncor porate exarrEI es 1 - 14.
Examglgi9t225 e 1 -¢bisprsemiizeraey i mireritin ot Banyhergectdne
Exam§|blk@J-Z%Qt4—{mt?(hilﬁbro@fllipﬁbrﬁyllffﬁbéty?ﬁipm_t ﬁ?ﬁ%ﬂ&l-tﬁnioic&ﬂﬂb
I ncor po a S = .Ul tabl.e ¢p I e
exampROHE 1 b1 P oue Raeelar Doy BRe ARzl
ExampeRes3 G99 RaNty-andthyrrbenploriparidinex saphogdic acid 4gsppropyl-benzyl ester
ot AP loav& RS -t@fuotohRthly - 8bib edid-B91)-benzoic acid

BT RTINS e A
Exampla S 1 dr AT B Eom L proRleny TSP A TR ST R P
Examble@®-2gnvsoniedr ofR-inathbxyeke( 1 t{irenefyd-@ettifluvedmethyl-gfeny)-thiageld-Serbonyl]-
- AOROOS (Wals rate exanples 1 - 134.
p'per'gﬁ%@%@ﬁ@%%gﬁ%gtag?ﬁﬁcyi nvention incl| ude tﬁe .

Examplet§-2t Ispraera p-msthoxy-&il 4 ehy-Bsstitioranatoy Rienypiiazole-5-carbonyl-
piperitin GOyl adiCadixiediipD estadc acid 0.  Sui t abl e conpounds of the

i nvent i [ , ] ] m .

e RS0 RS R e PR R E o B flop QL= FodroBhyn pericina
yi}-beggdic 2dil e conpounds of the invention include the

Examplét-8 1 3-(@EhBoxyQffiuelodinghyl)-miberitine 9 3B 6ANS Acid-Friflaerdmethyl-benzyl
i ncorporate exanples 1 - 25. Suitable conpounds of the

esteri nvention include the subject matter of claim1 of

Exampie2i00 3B A40808-(Hirtetrarnt-6 1y dhenyé-ppgadip ¢8-[4tmethyl-2-(4-trifluoromethyl-

phenﬁﬁhéy&ﬂsqmlrﬁeﬂ%munds_ of the invention include the
Examsﬁ)hlab1l1e:%)-zmtetﬁqﬁrz-(gfme%lmyﬁ%-ﬂ-&-n(?éthmggl chgr%etgﬁf/b\%en%ﬂghiazole-s-
Example 11-1: (S)-3-[3-(1-Carboxy-1-methyl-ethoxy)-4—methyl-phenyl]-piperidine-1-carboxylic acid 4-
trifluoromethyl-benzy! ester

Example 11-2 : (R)-2-Methyl-2-(2-methyl-5-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazole-5-
carbonyl]-piperidin-3-yl}-phenoxy)-propionic acid

Example 11-3 : (R)-3-[3-(1-Carboxy-1-methyl-ethoxy)-4-methyl-phenyl]-piperidine-1-carboxylic acid 4-
trifluoromethyl-benzy! ester

ester

Examples 11-4, 11-5 and 11-6 were prepared using methods analogous to those described in
Example 11 and 11-1.

Example 11-4 : 2-Methyl-2-(2-methyl-4-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazole-5-carbonyl]-
piperidin-3-yl}-phenoxy)-propionic acid
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i ncorporate exanples 1 - 133. Suitable conmpounds of
the invention include the subject matter of claim1l of
wOBSABB¢L100A1 and incorpogsate exanples 1 - 2BGI/1B2005/001501
Sui t abl e conmpounds of the invention include the
spbi ect, m 0f al D eGP AIRA8IAL- 1 2BGoxylic acid 4-
Examplq ﬁé%?% 4r(g?¥§$b§>%}émeg4g%fmx%lgﬁesm ta%ﬁeﬁ%gmounds of the
trifluoromef0\dRENZIESH8hcl ude the subject matter of claim 1 of

ExampldJF28 Q?S@@@%)@ﬂdﬂétmmpm-anmt?e,&am'qmylégipqridine% -garboxylic acid 2-
. Suitable ¢ n MO8\ Asthyl-phenyl]-
o RGP | D5 A A St renn
piperidiiericearipoylistasidexdriffluesmethy-ppeny )Y &8%'e conmpounds of the
Exampw'\e/\llﬂ%.eg@gié%lﬂwe'thgpé-{ilOta-ntdfre,rl-swa&imomimﬁw-pmenw-tmazaliemc@rmﬁyl]-piperldm-

7/6Al and incorporate exanples 1 - 5.
3-yl-phefXY)A5PY Ehpounds of the invention include th

: € -
Exampls B2 & (R)-(Priletha -G (4 gedivhR-t-Huovmesn/sonesyty ihiepolgryeparbonyil-piperidin-

3_y|}_ph%ﬁr}{;/(2[é%gﬁ(’a$cﬁj exanples 1 - 19. Suitable conpounds of the

ntion include the subjec - ' 1.
Exampigdp 0 DG SHZERI IRV AL @bﬁ-pﬁ%@ﬁ%ﬁ%ﬁ%ﬁ%@é’%@% *
trifluoroMidihl/iedaheyl essepounds of the invention include the
SYbisE¢s. Lef & _Ldief AGLB224d-5@atonyl]-piperidin-3-
Exa’“p'f*ﬁgérg%'}"g?g‘ 42{1&%’]92‘2@1@ 2. o@%ﬁ%ﬁeﬁ%omounds of the
yl}-phenavleaseicasid ncl ude the subject matter of claim 1 of

Exampl$@22Q %Qm%bxhe’thcim-d-nheﬂwoprpmylhpiggrmrﬂmae@xyjic.acig 4-
Exampgﬂ é}%g{@@@g@%gzﬁﬁgﬁ{gﬁ}{?—?-@%ﬁ@%@%lubr‘%ﬁ‘:‘etshgﬁphbﬁw)-thiazole-S-

) 0030481 30A2 and
carbony!grserigoriatierherdnpeibanesutionagmide  gyi t abl e conpounds of
ExampleN8-1301688bibekymciyl-attigo)t4raetbyHpheyl]-pipatidies-1-cdrbadyls asidl  of

.. WOr0030481 16A2 and incorporate exanples 1 - 52.
4-riflueggmeNre B f88unds of the invention include t

h .
Examplulisiede-Metityt-2f1 -[éfrnettmyazm-tﬂﬂl@rommdnaw&*ih'@85&2‘5‘%?1‘%9“3"]""'0“‘"”’3'
el C anples 1 - 48. Suitable conmpounds of the

w}mmbﬂégﬁ@?%%&%ﬁg?ude the subject matter of claim1l of

W02003043997A1 and incorporate exanples 1 - 15.

Sui tabl e conpounds of the invention include the

subject matter of claim1 of WOR003043985A1 and

i ncorporate exanples 1 - 7. Suitable conmpounds of the

i nvention include the subject matter of claim 1l of

WO2003033481 Al and incorporate exanples 1 - 72.

Sui t abl e conmpounds of the invention include the

subject matter of claim1 of WOR003020269A1 and

I ncorporate exanples 1 - 46. Suitable conpounds of the

i nvention include the subject matter of claim1l of
W02003006022A1 and
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i ncorporate exanples 1 - 3. Suitable conmpounds of the
i nvention include the subject matter of claim1l of

wWOERBABB6MA458A1 and i ncor posat e exanpl es 1 - 9BCT/IB2005/001501
Sui t abl e conmpounds of the invention include the

ANNEXEUbj ect matter of claim1l of WO20021 0081 3A2 and
ncor porate exanples 1 - 379. Suitabl e conpounds of the
i nvention include the subject matter of claim1l of

A prefermg%%mﬂ@ﬁ&htimé tHene o bROPRAR a@n'&nﬁ!aégr% or'pggz_ture disclosed
It OITROUN t M B dal® db{iRference to the
below. SMOQEPF’H%Y'@E?G %"?”5"8?acfsm ?"’%‘% '@\%%98205689%1 and
relevant publiefiay; aihieh @k altricergorated by reigieNcBar t i cul arly exanpl e 2,
2-met hyl - 2-[ 4-{[ (4- net hyl - 5- [ 4-

et hyl phenyl ] t hi l - 2- bonyl ' h
Suitablepqog)ép@ms e}lfg% ilnaclargﬁg lngég%%g glrllﬂé)cr’? 9?&%{‘5?]9?%5‘??3@21)@0@5@%}\1 and
incorpofald ekanplelny -78- t 4- f | uor ophenyl ] t hi azol - 2-yl car bonyl ) ami

Suitabl@?dﬁhﬁlo} R REERNH IHRILAE tHRRUSed fialler cBURirADbIEN O2008020488A1 and
0 e tnvention include the subject matter of claiml
incorpogstte HEPOE23968894A1 and i ncorporate exanples 1 - 8,

and
Suitabl®dridoartsart thg ireeatiop iretid@ thersdbidet mBtet el bR € eiRRAGAHOSHIOAT and
: the inventiqp include the subject matter of claim1 of
'”°°rp%88§8§é§5?3\2 and i ncorporate exanpl ﬁs ! f_F%ZHQOOM and
SuitablGoerorelinds of Siepyaniies ingfude fie SURIGEMAEH CRET Lt e
incorpﬁé{@j;@qs.{meg@stge_r of claim1 of W02002096357A2 and
Suitabl%agcor ﬁ%sﬁgfi irl)\(vﬁenpolneiﬁclL}de'the]s%bjteﬁ%attt@péf%la%@W"Bpmm1ﬁ4Aﬁ Bfd

e the subject matter of claim1 of
incorpdiSR OBPPR3EEIAL and i ncorporate exanples 1 - 29.

Suitab@d%&mﬁ’d%gs SATRAE ifdludehife dupjeerThatenofictarh 0 GEWO2804000790A1 and
, subj ect matt&r( of claim1l of WO2002092084A1 and

incorpqrafe ¥Rt 'e Bkanpl es 1 - 8. Suitabl e conpounds of the
SuitableRuepdLndsTofitinecihverort iheludsuty ebiectraatieap! dim d |04/ 2g01p0789AT and

incorpc\é%%Q%{P&éls‘]‘!SA@B. and incorporate exanples 1 - 49.
MG R N R
incorp@rﬁi@@&a@mﬁ‘_{e—e«an’pl es 1 - ;5. Sui tabl e corrpo_unds of the
Suitabb%\éﬁ]ﬁé@%g %illtn(% iIH Borl RBLGHRE SHjeciMbite? bf @dimal AWDZb04d00294A1 and

I ncorporate exanples 1 - 20. Suitable
incorpereiepasameles bf 14 he i nvention include the subject matter

Suitabff cofo@inds &f tAé inlSHGHA PBIde 1Ba satjmbt inattasopciaiant Teof ¥URRAIBAEYEATAT and
} - 34. Sqi tf-bjléa compounds of the invention include the

incorp@igisi KATPRAL T 6% of claim 1 of ,\/\132002064Q94A%Nm£0 67931 and
SuitablemmoppoTda bEthe aensipe ichide thg gubjest Matigs| cEclaigiyy OFQO9¢ R an

incorpg,gyeeé}g,in@gsi‘ ngigide the subject matter of claim1l of
WO20020

. 2798A2 and incarparaf. 1, -
s oo SC I PR B A S passsor
incorpdtaly @amplent t €85.0f cl aim 1 of WO2002062774A1 and

suitatlGMBHRIPthEXRERIcR Shekide the Gubject matter of claim 1 of WO2003084916A2 and
incorporate examples 1 - 134.

Suitable compounds of the invention include the subject matter of claim 1 of US2003181494A1 and
incorporate examples 1 - 10.

Suitable compounds of the invention include the subject matter of claim 1 of WO2003074052A1 and
incorporate examples 1 - 7.

Suitable compounds of the invention include the subject matter of claim 1 of W0O2003074051A1 and
incorporate examples 1 - 25.

Suitable compounds of the invention include the subject matter of claim 1 of WO2003074050A1 and
incorporate examples 1 - 33.
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Sui tabl e conpounds of the invention include the
subject matter of claim1l of US20020103242A1 and
Wo p@snposat e exanples 1 - 28, Suitabl e conmpouneST/IE20031®1501
i nvention include the subject matter of claim1 of
Suitable%%?%gg’ 8&9@%@&%&1%@%@&&%&@@6@@6 1bAWDR2B03072102A1 and

'e compounds of the invention include the
incorporgigisp@BReht t¥r of claim 1 of WOR002050047A1 a

nd
Su1table| JBFMPEUNAE 3t tRe BXentip iogludb-ti@subiset mattsir ef W@W&EOBQW{Z}P@M and

vent i ude the subject rratter of claim1 of
incorpog 6’56‘%%11 %IAl and i ncor por at e °

SuitableSompainids otibA BYRINGE NEHA e CIRFLRESE A TG L QR a0072099A and
mcorpon%tétﬁx%blemth@r of claim1l of WXR2002038553A2 and

sutabi STRBICBA TR R R P e o T o
incorpolEO@R0BOY14A1 and i ncorporate exanples 1-9. Suitable
Suﬁabl&?ﬁﬂb%'m%f B irivBrioh M¢RAS ihe Bubjeut Matler of HaimsiGVE@20030RIBTHH2 and

US6369067B1 and i ncor porate exanpl es
incorporatexeyamg Fta %e compounds of the inventjon i i

Suitabledpreatdsmathedmvension gicirerihe sepjeahmatie 2H SaiT o VGaiS8sdbn6t and

mcorpo}aqgg){ag]% §t1e5exanpl es 1-29. Suitable conpounds of the
vention include

Suntablmm e A@/e%;cwa chﬁlg% D &S@%ct TRk s f;lgfm F!)fgigaéob39§3974m and

e exanples 1 Sul t ab
mcorpom@p@ufpdasmﬁgt he invention include the subj ect matter

Sunabk::l-_ gﬁ&oﬂgﬁg cfrar%fmv\é%‘a%%éﬂé?sﬁéje@s%nbm QEROT 81 WORCA30PISE8A1 and

I'e conpounds of the invention include the
mcorposajgpmplqﬁt-t%r of claim1l of WX002016331 A 1 and

Suitable B&Q(Bdmaasaéf%eex\&ﬁﬁdnemwe tbsubjBetinaiiet & ctaim 61300305 1838A1 and
mcorpq\jg ent i 20 | ude the subject matter of claim1l of

Al
e o ST EoL Bk SR S8 s PuoBhdha an
.ncorp&gte%!( 11 of WO2001087862A2 and i ncor porate exanpl es
Sunab@lgamgw%ﬁﬁftt?ee Invegfo %H%qii &ije‘\.}@%}{er%dw QR Witpbosbas t30R2 and

al m 01079150A1 and
mcorpmratecmxmwla‘:t‘e Ptanpl es 1-6. Suitable conpounds of the

Suitab%@%&dn‘ag of tﬂ& hird8ort iRBudeLthd Sbfectmbtted bf aidim dloAIMO20039#18116A2 and

and incorporate exanples 1-25. Suitable
'”COVP?IBWWH%S bT 2the i nvention include the subject matter

SuitabRfcofpaunas ibf tbé inWEB@0ihcl s subiechmattar AteRIH d reA OR3P 1 qggz and

mcorpora%&a a jd e conpounds of the |nvent| on include the
T matter of claim % Q pz} 7AW’102'6
Surtabimawsmdatoéfhéiaa?ﬁS'P'é@C'id%t o Suget R ofd A BB8h4a007A1 and

uncorpb@iéeéi(bmglas i ngg.ude the subject matter of claim1l of
Su1tabY%mpand%%?t§1A?nvaﬁlgn include the subject matter of claim 1 of WO2003043985A1 and
incorporate examples 1 - 7.

Suitable compounds of the invention include the subject matter of claim 1 of WO2003033481A1 and
incorporate examples 1 -72. |

Suitable compounds of the invention include the subject matter of claim 1 of WO2003020269A1 and
incorporate examples 1 - 46.

Suitable compounds of the invention include the subject matter of claim 1 of W02003006022A1 and
incorporate examples 1 - 3.

Suitable compounds of the invention include the subject matter of claim 1 of W02003004458A1 and
incorporate examples 1 - 90.

Suitable compounds of the invention include the subject matter of claim 1 of W0200210081 3A2 and
incorporate examples 1 - 379.
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exanpl e 32. Suitable conpounds of the invention
i nclude the subject matter of claim1l of WOR001 O 16

wa 2081169 i ncorporate exanpd es 1-74. Suitabl ePCT/IB2005/001501
conpounds of the invention include the subject matter

Suitablei{o@%@@%}oﬁggfnvwg D0RdSRE sfdet ABRLrioNSQIMPIOST ¥ @2082 HIOPOFE and

' e conpounds of "‘the invention include the
incorporigtixamplesrit 1+ of claim 1 of WOR000078312A1 and

Suitable% c%@r@bfk_%@t Bie @waitioh @glude the sutfetit tratiéret claimpboef Y¥@209R096R@5A1 and
. ventlion.l nc . i ;
reoneiigonte PSR M pgt PR SR
ethylpheyitpaeet@syiaarbonriaminelresitylBhenPrRarreRiN ?Fé’s @ékﬁ"%@‘?'e ?m%t er V24

{[(4-me{{,y.zslmha’oahégglrﬁ&b@é&@ﬁﬁmjl)aﬁido]hfemn}-pmxséprepdmmc@t

) 1 . Sul e C . ' ' -
T e L R L O it
incorporaic orppleat! e- & rathparécsially exagples@ A 4parti cul ar exanpl e

Suifab'gf?r%{j’gﬁ%ﬁ Tey(r?lrl-“})&ﬁimn}ﬁlaat)ﬁie t&r%asl‘&bjﬁct me}tter of claim 1 of WO2002096358A2 and
_ 1 ur ei do) et hyl phenyl t hi 0) - 2- et hyl pr opi on
'ncorquféew:'eséw abl e conpounds of the invention iyngl uge
Suitabl bengubgisat therfmtention indfludeltizs svbiectonatiergy Gisim 5 SWERYN2096357A2 and
incorpdrﬁgg{z{f’rpprlegt@- gxanpl es 1-23. Suitabl e conpounds of the
“rinvention include the subject matter of cl | 83 0hoPf
SuitablpCPOBTOSBY (B VR 'P%L@&F*belosruglegt ey 1o Oéﬁ, P81 and
incorpdrABBRAMKIS 10f29t he i nvention include the subject matter

-of ¢l al f, léc%ileﬁm i AR BQiAh @ cewa@Tpdae2d84A1 and
?“'tablfgﬁrrp%ﬂg%éﬁlﬁee'm}:%ipg@ﬁ% S of the iﬁventi on include the -
incorparetbjexateplerat t®&r of claim 1 of W09938850A1 and

Suitabieré%bdtaﬁaébﬁh@ma%ﬁubreﬁcladease suBisict radittee ofoaain 4 Loh M 280208 kb 4A1 and
] i nventign jnglude the subject matter of claim1l of
mcmp%s&@%@%%ﬁ ‘?nd i ncor porat e exanpl es. 1-23. I it ble
Sultableanmpeunds oghe inkentipmineldd Ba SRSt metter oHAR Ity %20 AYpL7A2 and
incorp(:gl}gtgzelxg}hmst11aolf5_V\D99O8501 A2f and incorporate exanpl es

. - O4. e conmpounds, O [ i '
ot e b GORPA o by o DLMAD e
incorpbratzaixpapled €- 2kanpl es 1-42. Suitabl e conpounds of the

: [ . ; i ) .
Sunta%ﬁvgﬁ%@g g%sﬁs\%gﬁgﬁloﬁ eiug4HRb 8@jediMatialof @himCll ¢iUS6440961B1 and

. and i ncorporate exanpl es 1-107.
incorpgygietexpmMelet dnpbunds of the invention include the

SuitabfdRiT@6lindg®t fhe vartios irelurie the ofbjAORBOS®T Aaigslal @@02064094/’\2 and
incorp'P% eo%xﬁn\%%% ?o??gﬂ Ezei t hé4§f6 A suijt abl e conpound of
SuitabioPRegEYH tha jnventipn include the subjgg% %%ger o?]z;laicml £ Bf%&2&5062798A2 and
incorpdRitd Wkam@eb 4~ 60.( 4- met hyl - 2-[4-tri fl uor onet hyl phenyl ] t hi
Suita@%e?olg{p%adeco‘?‘Eh%?n”v‘é'nt}on%LBQIHE‘%LHX&}T%@Méhéihp’f BN OPAR062774A1 and
incorporate examples 1 —57.

Suitable compounds of the invention include the subject matter of claim 1 of US20020103242A1 and
incorporate examples 1 - 29. |

Suitable compounds of the invention include the subject matter of claim 1 of W02002059098A1 and
incorporate examples 14-123.

Suitable compounds of the invention include the subject matter of claim 1 of W02002050047A1 and
incorporate examples 1-12.

Suitable compounds of the invention include the subject mattef of claim 1 of W02002046174A1 and
incorporate examples 1 — 20.

Suitable compounds of the invention include the subject matter of claim 1 of WO2002038553A2 and
incorporate examples 1-157.
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Sui t abl e conmpounds of the invention include the
subject matter of claim1 of WO200301 18 19A1 and

Wo psnposat e exanpl es 1-81. Buitabl e conpoundsPOf/IE20€5/001501
i nvention include the subject matter of claim1 of

SuitabWERRBEREL S0RAvéHReh inBIGEY RO b@iRt My@ITRl @simi-a2lV0ZB02d3abi a1 and
) coinpouna?s 10% the invention include the subject matter
INCOTPRRCEATRPS '"8f WOR002060434A2 and i ncor por at e exangl es

Suitable-@8poBuls behé everdiap palndsthebutiésempitey ehtlaipr f MSPERASSERiand
incorpﬁrlé@&%p@?{.g@r ofI claim1l of WXR002060434A2 and

1 ncorporate exanples 1-29. Syitable u
Suiteye ERPYTGh of HE I HILOF REULS TP seot ARt SRl & Tipaoggasiasns and
incorpbla@R2APBS02A1 . Sui tabl e conpounds of the invention
Suitaﬂlencg)lm%g&d"s 6in S 1RERGH in@PHé 86 s@fjek haltdPolcigim VWRAO6013888A1 and
_ and rncorporate exanples 1-5." Suitable conpounds of
incorppiaée examalas 1-8% i ncl ude the subject matter of claim1 of
SuitabRPHIGRB OTAd ineardlioh MeREE e Btigec xangl ot slaifr P& WSR102eIHB32A1 and

, conpounds of jthe invention include the subject matter
'ncorp8fa¥gg‘?x5?1f"n%i9tg?‘ W02000631 90Al and i ncorpor at e exa

| es
Suitable @mpguidsabihe inventisn inslise B stiiect malientt Pl 1 Y GRDZD14E31 A1 ana
incorpdkd 8@kplRRY 187, ofI claim1 of WO200063209A1 and
. i ncorporate exa es 1-4. Sul. C
su oo T HEH et S A bR i fconsan
incorpdEROO@BWEBE3ARL and i ncor porate exanples 1-59. Suitable

Suita&?%ﬂ% Plhelif¥Bntlon rRNIE 812 subiBét wib@er d BlaBPHIRFD200ADEABE2A2 and
of claim1l of US6130214A and i ncorporate exanples

incorppragerexgPles h11é2-conpounds of the invention include the
Suitaisielbjre@undset theinvefitionliriluste heclubjPE2e@er ¢ 2iRja 1 aiidl 02001079150A1 and

mcordol;hqgg){gg{g%gq_&xanpl es 1-81. Suitable conpounds of the
I'nvention include the sug{ect_ matter o

SISl MR RO A R B peirs ! DRppafipsoseat and
incorfoRiPerafesafst he i nvention include the subject matter

L imﬁ%ﬁx A AL HERE PR R 1 %%W@Eg(ﬁ%?%ogsm and

. af claim f
S“'ta@‘?g%m%gﬂ?stoébee conpounds of the invention include

incormisp exampiegtit’®h- of claim 1 of WO2004024726A1 and
SuitablB ESF RRAG & tRNNERli®SncludéZhe stbjettaidtier sferpo tiothy 0260 10h@207A1 and

) i nvention i ude the subject matter of claim1 of
'”CO'W%%?&T(}%’% and incorporate exanples 1- 189.
SuitalSe ctrafmuadscd thedunedionghclydedhd swbispirmasiqr ¢fetainy d of WRR001025226A1 and

examggky'z_ect matter of claim 1l of WO2004005266A1 and
I ncor por at e exanpl

Sutaplh GBRRGLBIT §118 DHFE YR e B eHT SN 3] 07 ogfp 12081 ang
incorpfERX0 xDHEA682722 and i ncor porate exanpl es 1-58.

Suitable compounds of the invention include the subject matter of claim 1 of WO2000078313A1 and
incorporate examples 1-12.

Suitable compounds of the invention include the subject matter of claim 1 of WO2000078312A1 and
incorporate examples 1-10. |

Suitable compounds of the invention include the subject matter of claim 1 of WO2000066572A1 and
incorporate examples 1-77.

Suitable compounds of the invention include the subject matter of claim 1 of EP1044966A1 and
incorporate examples 1-21.

Suitable compounds of the invention include the subject matter of claim 1 of WO2000023407A2 and
incorporate examples 1 — 5 and in particular example 5, 2-(4-(2-(1-heptyl-3-(2,4-
difluorophenyl)ureido)ethylphenyithio)-2-methylpropionic acid.

Suitable compounds of the invention include the subject matter of claim 1 of US6054453A and
incorporate examples 1-23.
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Sui tabl e conpounds of the invention include the
subject matter of claim1l of WX2004000315A1 and

Wo p@snposat e exanpl es 1- 11440 Suit abl e conpoundBCDIB26R001501
i nvention include the subject matter of claim1 of

suitable\é\ﬁgzp\gggq%@%?ﬁéi 0 rﬁ@@“g‘iﬂ%ﬁ@ RO Ria®oF NBAIAS ok WiBk000008002A1 and

. e conp e 1 nvention include the
incorporgigsxemplesriPer of claim 1 of WO2003043998A1 and

Suitabld be&%@t fe @T&é\’gl’bh E‘\ﬁlude R subj&t intddylobclaionpe YR58 10AKhand

, i nvention,i ude the subject matter of claim1 of

m@fPORﬂBz%‘ﬁ@B@%Aé@% and incorporate exanples 1-29. Sujtable

Suitablecampoumisf ti nvaion inglAe he supiert MFHY Hé‘%h?fj%’\ég?g Hedrz efe

incorpo%ﬁelééaﬁfpg‘s_]ri@f WO2003018553A1 and i ncor porate exanpl es
ui.ta

. -127. bl ‘ . ' ti i
sunstoin T o TR bR NGl £ ok dring
incorporatc@appleatie23conpound 3. Sui t abl e conmpounds of the

Suitab%@éﬁ%ﬂ @bt kG AR NRRS U seBjbotalibedt clafn ©bial0pd08661A2 and
_ 0401 92688A1 and incorporate exanples 1-53.
incorpoggiie eXxRPesddifpounds of the invention include the

Suitablé BHELhdg W titecveotondhchidentiie wﬁieMm@z@%BeMOBMOOM%M and
reond SRR FA IR o BT DL SO e

. , > L1 r na er
SuitableSIOBOIDd JTSAEN oA R S DR B { BN BdodBboraane and
incorpdrét6 bxepiddretovubj ect matter of claim 1 of US20040248951

A 1 and incor.por : it.abl
com ool IR PSR S RUBIR Al ter St ovgarit
incorparéite EBAODAORSYHS0AL and i ncor porate exanpl es 1-42.

A suita?\‘&lgbﬁ@lt)lﬁ]d(bﬂm W&?i‘én l(hf:lutldi!ﬁhé soreLhdof daie | 0t ORARR0IEBI3AT: 2-
Subl 8o tier of clai -EM___O4011A1and

methyl!%[ééﬁi’&e%ez [g)zg{ﬁgr'ogwgf%f%%\y%l ul tggl e conmpounds of the

carboryfarging]methyiiphenaxsleropieeic g¢ihj ect matter of claim 1 of

smmm@@%@g&gﬁﬁﬁﬂe ANShtibNRAHRONEE K ABEHr fcldim 11t WEA003MI &19A1 and
_ copp unds ?f the invention include the subject matter
incorpeyategxanpP 1-81- W000023416A1 and i ncor porate exa

| §
SuitabeGofpGurids abhe ingeipoinnidde the stlfiest nales At ¢iam T WY Qﬁ@gﬂieﬁ%é?’lgm and
incorp?r%?oe?(g% ‘g?qejzg{(aﬁ‘:)l glsallmli of WJ)8023417A1 and
. xanpl es 1-11. Suitable
SuitablerapenpeRRsts of e Inyerdion inelude,Hp st ek R o Aoadodtasns and
mcorpmmo&aag@mm.and i ncorporate exanples 1-6. Suitable
._conpoun ' ' i t ha-subi
sutatls SRR £ B e B L e e et e
incorporateegxaimples 1281 ude t he subject matter of claim1 of

SuitatYORAR 3R ot M invaitich #ieluge ererpijen dattafof tihien 1 ohLS20P2ISE02A1.
Suitadé%%oh#p%ﬁnés%? thselilnkyer‘ia't%tn in%%g fHe s%je&lrr@aittg}] 01‘ clgﬁn VEH820083674A2A1 and
incorporate examples 1-5.

Suitable compounds of the invention include the subject matter of claim 1 of WO200160807A1 and
incorporate examples 1-29. ‘

Suitable compounds of the invention include the subject matter of claim 1 of WO200063190A1 and
incorporate examples 1-2.

Suitable compounds of the invention include the subject matter of claim 1 of WO200063209A1 and
incorporate examples 1-4.

Suitable compounds of the invention include the subject matter of claim 1 of W0O200064888A1 and
incorporate examples 1-59.

Suitable compounds of the invention include the subject matter of claim 1 of US6130214A and
incorporate examples 1-34.
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i ncor porate exanples 1-36. Suitable conpounds of the

i nvention include the subject matter of claim1l of
wOBsAEB49 13A1 and i ncorporat e exanpl es 35-89. PCiB2808/®1501

conpounds of the invention include the subject matter

smtableoJog@Lxﬂg@oﬂmenvM@QQ%Qé&tﬂ@&utﬁé&dmbﬁ&@r Qaimat & FEzZ8IpRs and
. 1-35. Suitable conmpounds of the invention include the
incorporgteradplesitier of claim 1 of WD00053601A1 and

Suitabld GoEPOREE at the exantioh eslude Be sGuict msiter oE SAFOLYEOWB24G341 and
. I_nv ' bAcl ude the subject matter of claim 1l of
'nc'c’rpor\?&)%gléé@glgﬁl and i ncor por ate exanpl es. 11-7.I _%o ¢
Suitablecesrpouttis ! e iInvaRion iFlit {)hﬁ suRieRt Maler & Ra'™S ugj%§g1n§§ P8 pnd
incorpoﬁléieﬁdaﬁhbm_l-saf W0O00063153A1 and i ncor porate exanpl es

, - . Sui.ta : - ' | '
sutabig oS B AT heq e Sk, for Oadogmiree and
incorporatecexepoleatl 2conpounds 1-8. Suitabl e conpounds of the

Suitablé Eeﬁgi%hhd%rbf HaGAVB®NtiktRI06 tHej sebjbct mrattbeaf clafm € bW #2A04620408A1 and
W0O000

incorpor%?@gékgﬁé%gﬁbsu' t abl e conpounds of the invention

. ubj ect matter of claim1 of WO 063%
Suitabl@tsinpouods ¢ gream\@nmnawde@elsuaﬁcf@mﬂ?h%Ic@'”&6%‘9!&6%4 a&é&m and
incorpo%%a@}?%gﬁ@n igc! ude the subject matter of claim1 of

) and 1 ncorpaorate. ex - '
Suiale GHPSURGEST A1 REISTIISB 5 PRET TR Tare | B BepoFBpfieens an
incorpobdte 6kemipmast-58 WO00078314A1 and i ncor porate exanpl es

Suitabléb%mpo%k{hé S EndR i 18 subjas rhdteesrtdamn 1 ionwioad@ionbe 5A1 and
subj'ect matter of claim1 of W02053546A1 and

i 1al ' a

incorpdraje gxgieest le1 ¥xanpl es 1-43. Suitabl e conpounds of the

Suitable BYRRSUNESofitREhuesheort ihaudeuly ®ibjectraatteeef aFfim d|cAW@2003PFE581A1 and
inCOrpV\Q)20a6277S A _and i ncorporate exanples 1-18. Suitable
OrPERESUNYE G t he i nvention incl ude t Sybj L&Y
Suitablecombeuinds af tof inaDboBAludesa subiegt MRS PQ‘E?’Ht o @@59—@?033 8A1 and
incorpﬁt@ e;ggp@w-tﬂblt e corr]E)oulnds of the invention include
) e subj.ect, natter '
sorcophie o TR oy A BT ot
incorporateeramues 1-8¢1 ude t he subject matter of claim1l of

Suitab}é%fhgg&&ég%e PRentiSHinkiall 1Re SO EROMEANL oDElaitnhieof WRADAS118H53A1 and
. I nclude the subject matter of claim1 of
incorpQieiFHPOREDY3AT and i ncorporate exanples 1-77. Suitable
Suitabasappouds obthe invention ineldd b sibiest DT ohgalEL HS000RPEEAN
i £, VEZ0020025S0K1 and | nco por st el
SutablegempRKE 6t i ERPn GPORS BF AIEIec PoyEsg) 0Dk L AR eonon1 anc
incorpbratixampieé e-sexanpl es 31- 32.

Suitable compounds of the invention inciude the subject maiter of claim 1 of US20040209936A1 and
incorporate examples 1-207.

Suitable compounds of the invention include the subject matter of claim 1 of US20040224995A1.
Suitable compounds of the invention inciude the subject matter of claim 1 of US20040248951A1 and
incorporate examples 1-20.

Suitable compounds of the invention include the subject matter of claim 1 of US20040259950A1 and
incorporate examples 1-42.

Suitable compounds of the invention include the subject matter of claim 1 of WO00004011A1 and
incorporate examples 1-81.

Suitable compounds of the invention include the subject matter of claim 1 of WO00023415A1 and
incorporate examples 1-16.

Suitable compounds of the invention include the subject matter of claim 1 of WO000023416A1 and
incorporate examples 1-13.



10

15

20

25

30

35

40

Sui tabl e conpounds of the invention include the
subject matter of claiml of W0301 1807A1 and
Wo p@snposat e exanpl es 1- 37.425ui t abl e conpoundsPOf/IE20€5/001501

i nvention i ncI ude the subject matter of claim1 of

Suitable &8W§(§Lﬂ!}ldé" & tie A inbIERR P Qe EmSterBIYIRS 11of BrooBoR34anhteand
e 1nvention include the subject matter
incorporefe exarapieq 1]:1*0f W00301 1834A1 and i ncorporate exanpl es

Swtable]coﬂn%ourﬁy bitAdheertompolUdite sibjdchmatianptriingrpf iNRA002R42pAEand
mcorporaw EC@?SE? ter of claim1l of V\ﬂ)302439 5A2 and

exanpl es 1-24. Suitable 1{ E E
Suitable dampnmndenf the mvendien inAledesitip pehiqct ﬁ‘ﬁi“fr@f Pl m@ 34154 KA.
Sultame%%%é%flthé\mle@aﬁi mblﬂ@@ﬂnp@ﬁtﬁécﬁmeﬁampdzlam 110f FEO008R3454A1 -
Suntablqﬁorr@pé{!ﬂm%& anvwﬁﬁg @aﬁg‘%f”%&g YRS of HQMJV%GOOWEM and

I ncor porate exanpl es
incorporatebékamfBies 1-8B] e conpounds of the invention include the

Suitable %%ﬁr‘idg% ‘ﬁ{veﬂifon GHolagthd sabje\GRI®EBAIM2AG WORNBE HIBAE and

he invention include the subject matter
incorpoggtte e4aaPlep 39 5? W003074504A2 and i ncor por at eJ ex

Sunabléc&npoﬁhUStoafhleemvemrmmMs thefsubjbe Matered elright Pfﬁ@paﬁof'wy and

ect nqt er of claiml of WO03078425A1 . Suitable
mcorpo&ag%%x “the invention jnclu

Suﬁable)f;or@nogh(iﬁ oj_ tr@flnvmmgg Wugjﬁg mq‘}}g oc}j E%p’r}if QJ \ﬁﬁbod”éﬁédﬁﬁ and

e exanple
mcorpolat@&&mp@dhtgam e conmpounds of the invention include the

Swtablp ﬁ%rh;?o&aqsgc?ihe mveRthncilluc%‘aJ@é%e SQIB M&Q@QW oPN00055118A1 and

exa U|tabl e conpounds of the
incorpdraie exemiptas 1rfcl ude t he subject matter of claim1 of

SmtabM\@rﬁ&&Aé@é/ﬁé’e ARetidneaideanasubjeeaatel eslaiet af WEOE0H$153A1 and
pages 1-3 %mtabl e conpounds of the invention include

incorpqrifg eXamRIeS % mat ter of claim 1 of W0310420
SuitabletoApQOLRehciReEmtivreisciderthe supiegtmatisyphciaim d o ?@#&gﬂ%dg“’& and

incorp g i nclude the subj ect matter of claim1 of
Suntabi{?ézgg’gé\(zg%fggééyé\ggmb% H% tﬁ?] sy r%ét?eWLc(?aﬁm N 04\?‘\10039641 abA€
Su1tab¥éfcoﬁ1balnm‘ af tod mvm@omzmemjeghr@aﬁ% Qwﬁ,‘j@ﬂa&f @@9&@&;@@@ and
|ncorpgrﬁbe exgﬁhl;}@f%e conpounds of the invention include the

er of cl
Sunabiermmmmdap@h%b@a?PﬁP'ég‘g‘lﬂfg]‘*z‘%e33%\9’92 Og%i‘oﬁ“ﬁé\ﬁr@%"??’”w and
mcorpbmée;&hﬂn Bs 1-acl ude t he subj ect rmtter of claim1l of

031
sty N U o OFFEERLTRERAISPL frvioooresiant an
incorpsialy exempleat-Ber of claim 1 of WR004031 162A1 and

Suitadld GBI R L hE ¥REMRIoR Shclidthe subject matter of claim 1 of WO002053546A1 and
incorporate examples 1-43.

Suitable compounds of the invention include the subject matter of claim 1 of W002062772A1 and
incorporate examples 1-18.

Suitable compounds of the invention include the subject matter of claim 1 of WO02064130A1 and
incorporate examples 1-119.

Suitable compounds of the invention include the subject matter of claim 1 of WO02064549A1 and
incorporate examples 1-77.

Suitable compounds of the invention include the subject matter of claim 1 of W02002074291A2.

Suitable compounds of the invention include the subject matter of claim 1 of W02002080913A1 and

incorporate examples 1-77.

Suitable compounds of the inivention include the subject matter of claim 1 of WO2002092590A1 and

incorporate examples 1 —174.
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Sui t abl e conmpounds of the invention include the
subject matter of claim1l of WX2004037213A2 and

w0 p@onpssat e exanpl es det ai 148d on pages 52- 60. PCiB28608/®1501
conpounds of the invention include the subject matter

Suitabl?t:%rﬁ;l)cﬁlg@ (t;fﬂ'%r in\)éﬁﬁ’&qmg%{’@sf%&eﬁtnﬂbﬁen&@rapmn at WOeXt0pde?e and
) - . Sui e conmpounds of the invention include the
'“COfP%?}BFéaéTplﬂ??aatqt ér of claim1 of WR004037775AL and

Suitabli neropguoristiehesantiindsciudeghe Bhlettahiter oo iiRHYOFROYIAA1 and
oo RTA%, R0 "and | moor porat e oxampl o8 1o At Sy

_ \ 1d ate exa s 1- | e
Suitabl GABBRHES O d1° IPHEMT R B P TRIET PIAeTS 6] WROSH B gl one
incorpdte ekamplesli-&f -WO2004037777A1 and incor porate exanpl es
Suitabl%'cgnggmﬁﬂé bapd iﬁve%?émﬁﬁmqq@;%b}elaﬁnét{éy & HidirR A of Weloyea 88418 and
_ subject matter of claim1 or WO2004037778A1 and
incorpgrafe GkBRIeR k1% xanpl es 1-60. Suitable conpounds of the
SuitableR¥@PEUINAE of tREhvhBort ihQudkLbe abjectraiitee bf adim d |cAMD0B0BISA2 and

. 00403777 and i ncorporate exanples 1-60. Suitable
'”C?rp%%%ﬁéﬂﬂ‘ggs 1o?"’a'\_tlhe invention include the subject matter
Suitablgfcomperings of the inveniiguineadeghe subieshmatien ebiahs 1 Hf W QORAIP Lt and

incorp&é\%;ex%bl&@bb@ co;‘rpolunqls of ]tche i nvention include the
~"subj ect nmatter of. cl . A1 .
sureofs e APEE R EaddRe St ared Ok S i Psegant ane

incorporatecémples 1-681 ude the_ subject matter of claim1 of
smtab%g%&gé\?@ g{gﬂe AvehiieNHclLRCHE PRt Rafer 3NPRIAS ok WIH3066612A1.

s S e B R e G e g coue

incorpbraiexpplas e8exanpl es 1-37. Suitabl e conpounds of the

Suita%ﬁ%&% §Et§%‘f%’rﬁoﬁ LGPk S@jecTRkk& ot ShimC @WdBopd425A1.

_ 1 and !ncor%or ate exanples 1- %3% g%@
Suitabjecsteptaviss obihe inMentiphPEHEs HiR sPhieal BERS"PhSR'L ] ?Oé‘%‘ﬁﬁa and
incorp@ffatleCéxaifge% 16d38\M2004048334A1 and i ncorporate exanpl es

. - - T | | L i
?untabl 8 compqnds;of, thgﬁl\ﬁg@?% ﬁﬁ@?%rglégtﬁécé gltt%ﬁrbicl%@v@&t\ﬂl@(’fboma%m and
incorppRRE0D4oNB88 3881 and i ncor porate exanples 1-29. Suitable

Suitatﬁe?é@rfﬁéﬁ% f@fhgﬁmiggzgggé g\? sk@@dt mjl&ertdn Slaisbr@e003084435A1 and
_ of cl ai of. : and i ncorporate exanpl es
incorpgraie e"éﬁ‘lﬂ?ﬁﬂ?@"%é’ﬂﬁ%‘ﬂ?ﬁ&séof the invention include the
Suitatgaxzjmgrotindsaf the invetion inglude thesHbibRBOTS dgirolaf VARE104208A1 and
incorpbPAeO&RRpRE §-18xaMpl es 1-22. Suitabl e conpounds of the

_invention include th | ect. mat f. '
sutely oo e e B egbeT Bt Bin| @yTodpbosgrape an
incorpopaianges 42t he i nvention i nclude the subject matter

Suitabcl)é co%pﬁ%iuﬁ'as]of 9\fe IMQQ%@@Z %bj@&%atter of claim 1 of WO2004022533A1 and

incorporate examples 1-7.

Suitable compounds of the invention include the subject matter of claim 1 of WO2004024939A2 and
incorporate examples 1-21. |

Suitable compounds of the invention include the subject matter of claim 1 of W02004031116A1 and
incorporate examples 1-14.

Suitable compounds of the invention include the subject matter of claim 1 of W02004031162A1 and
incorporate examples 1-53.

Suitable compounds of the invention include the subject matter of claim 1 of W02004037213A2 and
incorporate examples detailed on pages 52-60.

Suitable compounds of the invention include the subject matter of claim 1 of W02004037248A2 and
incorporate examples 1-91.
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i ncor porate exanples 1-4. Suitable conpounds of the

i nvention include the subject matter of claim1 and
web@smsdenf WO2004058251A1. 445ui t abl e conpoundsPOF/IE20€5/001501

i nvention include the subject matter of claim1 of

Sunable\éuw&%?&gq%@ UBthe HodntBA %clh&l&mé Bt aN NGBS ok WAI004037775A1 and

e conpounds of the invention include the
incorporsiptfxa®@plosri®t er of claim 1 of WR004063148A1 and

Su1tablé REPbRRKE Rt Be @xaoh eslude thi Gubj@timatidylobclaitnipd UHRRIOISTY FRA2 and
mcorpo ent|%n1|4gcl ude the subject matter of claim1l of

5Al1 and incorporate exa
SuitableSmpatds of iRYARIES iNstude e SHiigR ARfie P! PRE L ¥t Rga0s7r77A1 an
mcorposattg)é@m leBateber of claim 1 of W020040631 65A1

01501 Sui
Suitable ?Pé“ﬂ?a'é S q]igneirwgﬁg%?mu% @w gﬁtaté}f rﬁf g:_lgﬁp W%OXS%B?Z?BM and

incorpofiderdxaamptesilréfor por at e exarrpl es 1-15. Suitable conpounds

Suutabl@%onli Snds Y SHatitv@RtidnRlude thetsiBled Wiaittencds clmt t effWO2004D37APAT and
0040631 90Al and incorporate exanples 1- 73
incorpogitg eXHIPESddfifpounds of the invention include t

Suitablé térh@EhdsnatHesnveofiondiciidanthe soﬂe@m@emqjs@%BAQNQﬁQP4°37829A1 and
mcorporaqgg{atg%re@tesexanpl es 1 9 SUI t abl e conpounds of the

n include th L matter 0 aoﬁft
Suitablg\cprorpunesy dzeApvesing in gjfe(ét né%ztgh%‘lc eum‘i F\Qg’z 4041275A1 and
mcorpo?éiébﬁd@rh@sm%aoounds of the i nvention include the
Suitablp ﬁ%tjn dg?!ttl]i Fwe%crn%@ud@tﬂe QbjeVIGRARAS thirk 94\ 02064043951A1 and

exa - 14 1. Suitable conpounds of
InCOfPCtrﬂeekarWéﬁ?ﬂ'ﬁb% |ncI ude the subject matter of claim1 of

SuitabMERABSA G263 hvernsh ihdrodertiesubieet reatnpil ofpim 1-068/0289A0AEAY1 42 and

lncorp%?tgg?%p%ﬁpé%t he invention include the subject matter

W02004073606A2 and i ncor
Suitable-cd@pounge i thineensiomipeludedae BbiecHaatien g o TiBhiRRsFRat and
mcorp<|§rrh:%le§§r¥l |ggta{ ber of cI al m 1 of V\DZOO4074284A1 and
Su1tab|eﬁ:\9§|% t?r{ggoetﬁg |n3l xorﬁ lﬁ%ﬂl%e tEe h‘e r?i?ﬁeg rch L grbgﬁmz‘%ﬁ%dz@?MM and
incorpMEREA40MEB1-5AA3end | ncor porate exanples 1- 13.

SUItabﬁLUbFnﬁgurﬁis SPHQQMM@n PEIud e bbbk of ddinude WABB04048338A1 and
ter of claim1l of WO2004076401 A 1 and

'nCOfPPrﬁ@cﬂXHBP'S% 33 28xanpl es 1-15. Suitabl e conmpounds of the

Suitable'BéRpbre of the invereiot melugaibe edtjectreraitiesof gaimcl| of WR2004348351A2 and

mcorp:%/“g% e%lrg @49 Al and incorporate exanples 1- 62 Sui t abl e

oo o oo BA e Fr ol B Elon an
a

mcorp@rag)examples 1-22.

Suitable compounds of the invention include the subject matter of claim 1 of WO2004056740A1 and

incorporate examples 1-42.

Suitable compounds of the invention include the subject matter of claim 1 of WO2004056748A1 and

incorporate examples 1-4. .

Suitable compounds of the invention include the subject matter of claim 1 and claim 2 of

WQ2004058251A1.

Suitable compounds of the invention include the subject matter of claim 1 of W02004060871A1 and

incorporate examples 1-22.

Suitable compounds of the invention inciude the subject matter of claim 1 of WO2004063148A1 and

incorporate examples 1-176.

Suitable compounds of the invention include the subject maiter of claim 1 of WO2004063155A1 and

incorporate examples 1-110.

Suitable compounds of the invention include the subject matter of claim 1 of WO2004063165A1.
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Sui tabl e conpounds of the invention include the
subject matter of claim1l of WX2004076427A1 and

Wo p@snposat e exanpl es 1-85.45Sui t abl e conpoundsPOf/IE20€5/001501
i nvention include the subject matter of claim1 of

Suitable \é\%?o%ﬂ{? 706?%?e%}’enﬁd?ﬂndﬂb"e%e%bﬁ&t%ﬁémlam1 +\@D2004063184A1 and
e conpounds of the invention include the
mcorpor@abfa@a#%ﬁaﬁ er of claim1 of WR004076447A1 and

Suitable cBGFYUPEY Gt inveatiop isdude-tE8subBai noailst of WQUWQQO%OGQWQM and
incorpor@b\éent' OZG?ECI ude the subject matter of claim1 of

A2 d
SuntableSQmpﬂbﬂ%Ofdl@ﬁﬁpyﬁglﬁga{glng%é];tg%gq%;??ftéﬁ%teeg waﬂel l5%\/\!%%%0406696%2 and
.ncorporgtlé@grﬁ&egmgter of claim1l of WXR0040921 17Al1 and
Smtablechq\gﬂ.F ﬁfttﬁ%lg}nﬂﬁgn %ﬁlu&e tﬁ% ubiecthbil b A RP Wke04Us6¢6482 and

e su ¢t matter of claiml of
incorpord¥ERAMAPOP1FDA2 and i ncor porate exanples 1-41

Suntable%ét;{p@@d? oCRETPOHIES indiliad e siipacemtited of claim| ud &/ @3984071504A1 and

ct rratter of claiml of W20040921 3 1A 1
mCOfPOfaWc%P'BB'P%?é bxanpl es 1-179. Suitable conp o

Suitabld dovbtride pf iha giverdien irekide i jseligct ratterof clgim k(%&{l]&f()fg@@b%1 and
mcorpo}/\{gZ&Q%glg 18 5A1 and incorporate exanpl es detailed on

Suitablg mmg@s%@eﬁ%ﬁt&??gcﬁl&g fhg ol?lj%]cq ager of 9%@?&%%@)&07360&2 and
mcorpo)é@@@é@%&lﬁm and i ncorporate exarrpl es detailed on

Su1tabl$ ﬁcgnq?a %e L AR Rucs HERAKBE $na@br df Biaini NWEMO2aN4074284A1 and
%he subject matter of claiml1 of WXR0041
|ncorpom@a>@mleaﬁd43+ ncor porate exanpl es detail ed on

Suitable® c%mpo'ﬁHd!stcﬂmeGn\féﬁfﬁhOmum tief subje matiergiclaipn pﬁ@{pE@%O{Eﬁ%éSAZ and

ect tter of claiml1l of WX20041 03997A1
'“Corpqrﬂ%S’f"’\H@eﬁte exanpl es 1- 14. Suitable ane

Suitable nmemunmf ittredinpaitiont 'P@Ud@diﬂﬂ aipiectpatiepef c%?mn‘gowg)?g&gzé%‘?m and
incorpa E St 1JA868HA2 and |ncor por at e exanpl es 1-222.

Su1tab§&gmmd§1gttgglpvegf orblp%‘ &rﬁqﬁ é@\ég\%% Pof'c'ij%#gm g%i\gbgg%m?eztozm and

lncomd’rﬁ‘t@@ﬁwaﬁers%xanpl es 1-267. Suitable conpounds of the
Suﬂab%rggétjfgpaf' t@@lh%ilﬁoﬁ eugthe Sblectittce bf afim dlohiM@2004876426A1 and

and incorporate exanples 1- 11 .
incorp@ateeyBTRIeTbADounds of the inventi onnFncI ude t

Su1tab¥izlﬂatn9&lnd§mith@mv®ftlomInaludﬁ the exfbjepinp ety of q@@gwozoow?mz?m and

ounds of the invention include the
'“Corpgrﬁ{‘? ex?:rpama eér of claim1 o

Suntabiemgmppmdapbth@ ;@g@ﬂyp@ gchidetse Sl%{ﬁ%ﬁ Qeé OE%?-}%@S% @2@?407642%1 and
mcorpbr‘&‘eéeé%ﬂnﬂesﬂéﬂ ude the subject matter of claim1l of

Sunan%l,])cgoerlH)aléwd%ﬁétEg urbentloﬁ Fu@%’ehr@ So é&éﬁ\%ﬁ%}%& le%ntc\@m Vté%%(?nmzaowm and
incorph@@8Xathplas d- GBncor porate exanples 1-12. Suitable

Suitatff S oPhhe tirfvention rRide @8 slibjedt raeertdh elaigubpfd¥©20p40§2621A2 and
lncorpjr)atié’ﬁg;lmme% 1-0f9 WE004 1 13283A1 ' i
Suitable compounds of the invention include the subject matter of claim 1 of W02004092117A1 and
incorporate examples 1-41.

Suitable compounds of the invention include the subject matter of claim 1 of WO02004092130A2 and
incorporate examples 1-41.

Suitable compounds of the invention include the subject matter of claim 1 of W02004092131A1 and
incorporate examples 1-179.

Suitable compounds of the invention include the subject matter of claim 1 of W02004092145A1 and
incorporate examples detailed on pages 53-162.
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Sui tabl e conpounds of the invention include the
subject matter of claim1l of WOX20041 13284A1 .
WGiosa3e conpounds of the denvention include tPET/IB2005/001501
subject matter of claim1 of WO20041 13285A1 .
Sultable%Uhﬁ&ﬂh?ofctﬁém%ﬁ%smaudetth@sd ErhtteP Bf dlava 11 wee/020e4093879A1 and

matter o Wo20041 13331 A 1 and
lncorporﬁtﬁ@é?%?saqeéa"%?%ﬂﬁgé%T§8 Sui t abl e conmpounds of the

SuitablelcOMBAINK® B thariavanten mhedestu@pwct maiter et clam 1af WGR09419P945A1 and

mcorpor%e(alﬁﬁ @e@&eé\or} Pl7ncorporate exanpl es 1-53.

e conp oun

Sutableabpeds atibe BYergen @Plaﬁiﬁt-ﬁﬂg SR B i SIS WO2B4108007AT and

mcorpor&@@&%&@@ﬁ%ﬂ Sui t abl e conmpounds of the invention
Sultable\ﬂﬁ%@u%%@t@%%s UDIES o8 $:6 %utgéct B é'lalﬁ’nf1 of WO2004108686A2 and

and 1 ncorporate exanples 1-14. Suitable
incorporatzngxemplds 1-822-t he i nventi on include the subject matter

Sultableo{1 onfpbHddloih® fnvd MR MBRAE thd stiést inattSul tlaiti eofdDRGANPEBEHE2 and

e inventi i nclude the subject matter of claim1 of
‘”COFPOE?FQZ‘?)‘G@%%E@%&Z Sui t abl e conmpounds of the invention

Suitabld ¢velpodedistohte whijtiosincivde thersulject gatien el glaigy 1 Ait¥eePsgAtPp84At and
mcorpo%?’{éx Ruilabl e conpounds of the i nvention include the

Suitable Wﬁm\sg{at@tegyg%p gwc dggﬁ g B‘f 99r4& cl%w”éﬁﬂ'oéczbh 10985A1.
Suitablé Eblﬁmhhdsrbf theddvadt@ntidciids the wbjectmmttpreﬁ clgim t pilVRRa044332ZpA2 and

incorpo 424 e)%%% i ncor porate exanples 1-50. Suitable
&6 thelnventlonlnclueth 6565‘%2%6
SUItab'@ﬁor&QOaF‘#ﬁOiff@f‘”"EPiP”4’5’2§21heﬁ?“@e%\tﬁ’&P h‘%f&ﬁk%fg OB%A % Al.

Suitabld cM&uneﬁbﬂr@bxﬁ\@nMWd& abjettmeatiensetaini daf VREPU é39c8%1 and
tter of claim1l of WX003014073A1 and

ncoro e BETBIRG Sovanpl cs. 1.
Suitable nwﬁdﬂpf ﬁmﬁ&”&rﬁm@ﬁm Sblesmaten s amm 1 ofRoBbodiSassat.

suitabl¥\EEHARA %Wﬂven@ﬂﬁﬁc@ddem supppbemaenpiatands cbWORped113284A1.
Sunablgpgmgcté% ng{'il?eclﬂ\gfnf (H‘IC Bcﬁ asél'{P% gLﬁf)L cmﬁtfe%f c@aflm G |08W@32@)043f1 3285A1.

or a .
Suitable (cmpmundsofdfﬁe inveotiominduds thgsybiest rgg{ger pfﬁ%airgl]@jf waz %15 P%S‘J A1 and

mcorpocl}gtg%% @é - IU82004102634A1 and i ncorporate exanpl es
Suntab@@gmg@pd#&ftﬂ?@p\?%xgg un bletﬁgﬁﬁtkf?i\é&ﬁ@g% 85%054{1%1 and

mcorpd)rat@@scmlﬁ*eszexarrpl es 1 414 Sui t abl e corrpounds of the

| b
s L4504 B B ik 98 S@hrmidrer sl i o
WO2081025d1A8- conpounds of the invention include t he

Smtabﬁe%kn@@&ndﬂ&l th& hvértios Inalude the efibjddERAEst bf ABMOAY QRNY3099766A1 and
st AGHERE FIECSEE Che ' o pner ST o
Sunabl_dszﬁmzmr@s piBAnvenign ingllde B:g Seiget @gg?hgf g§|m11 %gv"bé'oo%m 211A1.
Suitable compounds of the invention include the subject matter of claim 1 of JP2003292439A2.
Suitable compounds of the invention inc.lude the subject matter of claim 1 of WO2003042194A1.
Suitable compounds of the invention include the subject matter of claim 1 of US2004198774A1 and
incorporate example 1.

Suitable compounds of the invention include the subject matter of claim 1 of EP1424330A1 and
incorporate examples 1-50.

Suitable compounds of the invention include the subject matter of claim 1 of EP1452521A1 and
incorporate examples 1-178.

Suitable compounds of the invention include the subject matter of claim 1 of WO2003014073A1 and
incorporate examples 1-5.

Suitable compounds of the invention include the subject matter of claim 1 of WO2003004484A1.
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Sui t abl e conmpounds of the invention include the
subject matter of claim1 of JP2002193948A2. Suitable
w@owpowses of the inventionsinclude the subj eceCTHEB20&Y001501
of claim1l of US2004138213Al1 and i ncor porate exanpl es
Lo 1- 12, Sul ; i iy BY @4ini 1090 EPM40584BA 1tng
SuitableGAPRY ﬁ%%?g‘&&é'gpcmpgﬁmﬁS%ecbﬁ%%gma176A1 . Suitable
incorporatera¥@mplEs 1-8f t he i nvention include the subject matter
s,unablegéogg)b@%omohh@ﬁnvamsmsﬁ%m sabjebt mateyopeaint leof iS3RRA182834A1 and

. u%é?,pée conmpounds of the invention include the
incorpor i *XBTP CRatdr of claim 1 of WO20020461 4@@]? 04214888A1 and
SuitableStsintpatxids of tervemtiss inslude e sHbied ARfe P FAR | R
incorm%@é@@?ﬂegmﬁ@r og claim1l of WR0020441 3 1Al.

ul tabl e compounas. o 138271A1 and
N e e S R i v
incorpofalié &xabipesdaBpounds of the invention include the

. subj ect rmiter o AfonGiciidBtnk 0bjeMERRePA4Min PBIAIS2004116708A1 and
'Su'tabl%gﬁpg)%{'e con‘poVSndos of the invention include the
incorposaip PEEPIeTdttler of claim 1 of WO2002044127. Suitabl

e
Suitabl6 SEFRILAGESof afe ibVeetidnrinabitte itersubleetinatier ¢fisiing i B} 40043 E3A1 and
, of, cl %;rg 1 of JP2002080362A1 . Suitable conpounds of
incorpqie SYANFERL 11 i ncl ude t he subject natter '
Suitablwsqommd%qf@mwnwdnﬁ‘%@é?ep%ﬂ% ‘é“%&?gﬁpéaz@ ?J Jf%’%%éﬂs%'
SuitablS¥brhadnes SiaRiavRtis indludehies SubjeetThatisnoficled 4 @EUPFO4138213A1 and
_ subj ect ma”;r of claim1l of EP1277469A1 . Suitable
incorp QYR SEATRIE 615t he i nvention i ncl ude the sybj \3)‘8205%%9%1
Suitablefcompauinds af tod in%ﬁWB@Wﬁ%wleﬁﬁaﬂeﬁeo‘ﬁ%ré’k éxanpl es
Suitabl%'c%ﬁpoﬁué biakhd Rverasmatindshesubldeematier efainn of FE1348898A @nd

. subj ect mat& r of claim1l of US200321 2 100A1 and
incorperale SXHBRISt & éxa

npl es 1-28. Suitable conpoun
Suitabiertempbinois of the Invetdion ineluda ihe aechRpies of ﬁgg& %%2%5%44@?46A 1.
sutaotRANIFRE BRERverfbh ndlbicns empatndserof ddind WNGADRAS131A1.
SutablAtaDp Lo SR RN e slliect bidhdPoteifin 1 of W02002044130A1.

e exanpl es _
SuitabBLickrpblireis oD owerdion DEIUddbe iSvhiesh maber of plaimyicRl W(RO02044129A1.

itabreuRl i ] A IDRARG LPORM Be1tv02002044127.
Suntabl?e nc(%n?é%r} dg?ghg iné/%gllog Ln@ﬁil{)% the Qfib

13. Suitaple
Suiatiaspeoinsh of e INVEA0F RELSRBp SIS aELE e SRTEY 4 p2oR0adaBsat
SuitaSRRHBARBRL tha nleition dicide Hieulise Mattersf glaim 1 &4S240}187068A1 and

incor@%%%é%%iqf&g%he i nvention include the subject matter

US6730687B1 and i ncorpaqrate, e
Sulate comyBuIsaBiTe TEMPDUIRIEE G SLHEC TRUEIR FBIT | Flc 14 DR
Suitatid Bdnfifotindds trRrinvehtich irtlude Iheabjel36E067E ZBIN hpid)S2003109570A1 and
) I ncor por te1 1gxarrpl es 1-197. Suitable conpounds of the
'”COVROFR}%W%'@ i'WCt ude the subject matter of claj %’8 Al and
Suitat ISGBALNOERT trerinventinndnabisie HeesubleatMAtiesol plaim 1 ol /52007210041 an
incorpg)?ﬁ% S s‘i\f-zst. he invention include the subject matter

- 10 of US6506757B btk%l‘ g

i i fcfhi § of 961242
Suitalje cRARPUNER/A IS '6‘(’?“?‘95‘61%?‘6’8 tf%sé‘g_%e %tbr?aeﬁ?r ALt er Spoopeest A and
SuitaBie BorklSA A8 3GmEnfonlinciuw thewwubiepionaliceofsiaifn 0EY 0201 038325A1 an
incorédre%é examples 1-346.

Suitable compounds of the invention include the subject matter of claim 1 of US6734199B1 and
incorporate examples 1-13.

Suitable compounds of the invention include the subject matter of claim 1 of US6545026B1 and
incorporate examples 1-4.

Suitable compounds of the invention include the subject matter of claim 1 of US6730687B1 and
incorporate examples 1-27.
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Sui t abl e conmpounds of the invention include the

subject matter of claimlof W91 1255A1 . Suitable
w@owpowses of the invention #hclude the subj eceCTHER20&Y001501

of clainms 1-3 of EP1216980Al1 and i ncor porate exanpl es

Suntablje c%%%ound&ﬂ thé‘thlv&m@@ MRRsES s@fiect Mattdr BV @i 1001 USBEIETEEB1 and
he su d’ tter of claim 1 of W0O2005005421 Al and

‘“CoerrﬁE’cﬁxﬁB anples 1-6 and 7-1 - 7-1 5. Suitable

Suitabeasmpourds obihe tnentioninelntd ibe sibjret meerheaig i ASEEFHEL4RE% and

mcorp%?%x%sgbsh of US20050041 87A1 and incorporate exanpl es
table co oungﬁs of the i tlonlq|Pg§5t0E%

Suitablgy gomeRYNds:9f P nVETIoR MLl the SYOIRREDBIY GhYFPB AL 10 gh 50508 757B1.

Suitable aTppaTda bethe inaantios inctildé thie lsedead mapergégaim- 1pf USZA08EFAGE 1A and

f t i nvention include the subject matter

mcorp&%@%%ﬂﬁ}@ﬁ? {§2004198814A1 and i ncor ora{‘f ? E

Suitabie oEPoUTiof B IVSRB TS BEIES SoIEH Sl AL HETIT ISEe HLEA e

Suxtab‘féﬁ?ﬂn@@ﬂnd&&? the inveifitiod liriude the alibjMDRRALGT 42IBBAI3 elrkdP1216980A1 and

0 { anpl es 1-23. Suitable conpounds of the
”Corpoﬁ\gee%?‘ % Fr?gﬂ(ude the subject matter of cla

SuitabigCROBATBE Df e Avertion iclele HgSHRIEd makanfd Flals 11°f1‘.’t§@2005°°5421 Aland
mcorp§l=é'té Q@h%leg@mUﬁdﬁ— ﬂflSt he invention include the

Suxtaqﬁqﬁdg?pﬁwd;a i_, h&&'}i’ﬁﬁtfoé‘ éncfg]% é\e sfglloj U§a a?(:r]bi g'r%‘pﬁg 1o J%P%OM 87A1 and

incorporsyecedaimples 1188l ude t he subject matter of claim 1l of

Suita AOARDS i‘he/ﬁ%/eﬁm Md‘iua@ FRQUBEA nRXEN®bREn 10l802004089276A1 and
ui t abl e con‘éoun s of the invention include the
incorng(aty RERMPIRACEEIedAN RIS 11 of WOR20041 1041 9A1 .

Suitatfiltdnedobiedscad thpdnuedionaficiuda éhei subjestiatiar ¢f glalmudlef YHRO041 98814A1 and
mcorp%pakgég)&}nlpat matten of claiml of WR0041 03995A1 and

e exanples 1 - 5and articul ar
Sulalg saTpIOUa S 1 BT tsuigs sttt s el WERREhfE0n1 anc
mcor@m@m Afresatod he invention include the subj ect matter

Swtakie cor%%dr%séj Qr{e .ﬁ%@%%&%ﬁﬁg@ub@%&ﬂ%%ﬁ% @toﬁN@é@(méb@fGGM and

conpou I nvention include
incorporde xpv)rst!-1edt ter of claim 1 of WO2002028821 A2 and

Swtale EOMPRRES & tRXiAvERti@Sindude tRObjeGLMAtRbDbEIAD MOUS2D41tA2069A1 and

e invention include the subject matter of cI aim1 of
‘”CorWQWJ% and i ncorporate exanples 1 -

SuitaSa corasiusdeafripronyaitorpiicludedhd subispt masier PiRAIMd ! Wﬁ)@004048371 Al and

mcor&},lg}b@,ggmﬂmtﬁ_ﬁg of claim1 of W0O2002040020A1 and in
articular the c

Sutab2 eI o 0y BTN 5 FPIFPHTELEG P T 05 Mpagoet 19w

SuitaBe icorafduad< offpoinvshtioroihcludeshé subieat atter piatdim d ef }MRR004103995A1 and
mco;% Q%: &%dm m ar t1t e§5 Qrfd &Jnﬁhlﬁ?l;ﬁpré’f@rrm%gg BeRdS\exaaipib 2002-ethylpropane.

Suit Ig_cg@pqus g_f tl[aq myqrugri; @%Qentm Wé&ﬁW?t’ter of claim 1 of WO2002030895A1 and
incorbdthtd 2@dmplesyd #Béd1y| t hi o] phenoxy} - acetic acid. Suitable

d
oo BRYERe i DB SHLA Rt oot o pas a2
incorpeyatp exarabl¢s2t mBéhy| - 4-t ri f | uor onet hyl phenyl)

Suntabialca%%unés ¥i the thbatibi ineilid s subject Madr otclami1chf BlO20a2050048A1 and
i nvention include the subject matter

‘“C°f8?fa |eé?'ﬂﬁ’is L’r’ 1%@001017994A1 and

Suitable compounds of the invention include the subject matter of claim 1 of W02002040020A1 and in
particular the compound 5-pyridyl)amino)ethoxylbenzylJthiazolidine-2,4-dione.

Suitable compounds of the invention include the subject matter of claim 6 of W02002028434A2 and in
particular the compound {2-methyl-4-trifluoromethylphenyl) thiazol-5-yimethylthio]phenoxy}-acetic acid.
Suitable compounds of the invention include the subject matter of claim 6 of WO2002028433A2 andin
particular the compound {2-methyl-4-trifiluoromethylphenyl) thiazol-5-ylmethylthio]phenoxy}-acetic acid.



10

15

20

25

30

35

40

i ncorporate exanples 1 - 19. Suitable conpounds of the

i nvention include the subject matter of claim1l of
WONIRBALBED603AL and incorpor@ate exanples 1 - 8BCT/IB2005/001501

Sui t abl e conmpounds of the invention include the

Swtabl% %Qﬁws&hdwttﬁ@hVQilorﬁhéud@tﬁe Qi WPRARH 5T 1.0f BOZ0atD12994A1 and
t npounds 1o é e invention include the subject matter
'”Corp‘?ﬂ?eff‘aé‘i‘ ' 519 WD731907A1 and incorporate exanples 1 -

Suitabl 28mp&unids eftheincanipoieidds tof sublest mattee atdlain 1iof¥Q7981Q0AGD3AT and
lncorpccthQJeﬁg-ﬁ beftgg of claiml of FR2849849A1 and

ncor porate exanples 1 - 70. Suitable

Swtabieﬁv@ﬁwns?l of the: |”M%ﬂé'°‘ﬂ Relude By sibjechpties Pf %ﬁmgp 3“@?38479“6

SuitableRR3BAEMBT Aflth@nderiting deipder taé eubiecampites of daim 1104 WSTB1HBAEand
i nvention include the subject matter

ncorporgg%?%ﬁﬁngslp 1528\02004020409A1 and i ncorpor ajtg qs

Suitablp compaundsgf thaiventie pBYRAS shiect MaSr AU oh Pgé‘%’g&e’* and

incorpbra@ exathpIest lmtter of claim1l of WO200401 9869A2 and

Suﬁab’e%%rﬁg on:gi%t F the fn%e ﬁ ﬁ]cl?lde g’Zu e%thﬁ’é?lo?cl?lﬁ’lmpé?@ﬁgﬂs‘@é?lﬁheﬁ\d

matter of claiml
incorpBRC3400e9992A1 and i ncor por ate exanples 1 -9.

Su:tab@LHoh'@purﬁjs COMB RREHDN PliubdBe bIIEMINal of asimuds WhED04020409A1 and
| ect ma t?ﬁ of claim1l of WX004010936A1 and

'”CoerrﬁEed?XB'BPS? anples 1 - 24. Suitable conpounds of the

SuitablernpeTpbiras of e inyeision rsludeithi eghieatmetiesof gpimc ofiVP004919869A2 and

,ncorpg\%o&ggg@gqss%; and i ncorporate exanples 1 - 57. The

npound | denti fi n the re er
Swfabﬁ@e@mppundz@bﬁ?emrfloojn%%‘he25@%%@“4t%f LR g e gposeent and
incorpbiareamdes tee@ntified wthin the reference Drug Data

Suitab%e%%b%\rﬁ%%%we u%/évgtﬁ% r%glge th%%@l%@cg naRsk of 88RO o ©2ddR6FRB36A1T and

agoni sts. npounds 1dentified within the
incorppetesgxameles b&f- Dat a Report, 2001 , 23(3):267, 296212,
Suxtab?@&ﬁib%unc%% tblnveRhaithidand sB96ea Hritiar @ cRRARG! WﬁEO@WVRﬁSM and
ncorcadoni sts gong}ounds identified within the refer ence
PBIPES Pepdr t, 2003, 25(3): 241 , 330408, 33041
The cOBOANT degtfiod YShin e 1eIRERGEIDTHE DaprISRAT 2900 FAARIVOS, 263538 s a PPARG

agomgggonl sts. Corrpounds identified within the reference

oS4 IR 083 e B0 e g

PPARa 38 PBORY a@37393 and 337304 are PPARa agoni sts. The

Comp%ﬁﬁﬁé%&hﬂﬂéd%ﬂn‘ tﬁé %ﬂaré/?-ﬂc& bhg DaRER&RHEIRN28(3RPary 2882 2, 296213,

2001, 23 5 PPARa d PPAl
2962%@%%%@ andrgRe248, o“iﬁ’ﬁ\a‘a 20 ?E'%Y %gll?%\fft hin t h:nr e?er en?g

Comgdunigs ifRatitocReovthe reROéte PRG((}a BSDIT, 200825(8):R41, S3WEPARR0413,
330417, 330419 and 330421 are PPARa and PPARy agonists.

Compounds identified within the reference Drug Data Report, 2003,25(6):523, 337293, 337294,
337295, 337296, 337297, 337298, 337299, 337300, 337301, 337302, 337303 and 337304 are PPARa
agonists. '

The compound identified within the reference Drug Data Report, 2001,23(8):788, 259635 is a PPARa
and a PPARy agonist.

The compound identified within the reference Drug Data Report, 2001,23(9):890, 275437 is a PPARa
and a PPARy agonist.

The compound identified within the reference Drug Data Report, 2201,23(6):566, 278306 is a PPARa
and a PPARy agonist.

The compound identified within the reference Drug Data Report, 1999,21(11):1034, 280303 is a
PPARa agonist.
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and a PPARy agonist. The conpound identified within
the reference Drug Data Report, 2201, 23(6):566, 278306
WO 2008/1PB¢Ra and a PPARY agonpP8t. The conpound PCT/IB2005/001501
identified within the reference Drug Data Report,
The cdB8@n@ ety withiO B ref@8M20Bug Bata REPAR20@RN14) B3B8, 188561 is a PPARa

AROUGE,ddentified within the reference Drug Data
a”daggpo?t%'zooo 22(4):338, 285561 is a PPARa and a PPARY

Compgisiaidetifieeyfpip diedsferengsioriug Data RaPpThi 3909 RRISK 43P Fa8AE e 286464,
286405) 28946%) 286482 B6L68 sHARB6452 (b PHAFY antBEIGY ago§i6464,
B R
289366 e Pa97EE apy R Rvand PRABYmodul@os0, 22(8) : 709, 289364,

The coRbEAS ideR B3 AhiniA M ral&sde Drag BatkRRFer, 2068, 2308)Ry2, 202314 is a PPARa
and a%g?g{(at ors. The conpound identified within the

89YE" Drug Data Report, 2003,25(6): 572, 292314 is
CompaurieP AjReatifigd avithin BRARipreacrolpiug Data@awpit R0 623 (B 18I 2946%P, 294064 and

294064 kb PARD S 5 AT BleMstdX Ug Data Report, 2001, 23(2): 148,
94065 are PPARa

294059, 294064 an nd PPAl .
The caURRQ oG e S G GTAME QN Br B8P Sl A G 7 P18 PPARS
agoniflr ug Data Report, 2002,24(2): 191, 298465 is a PPARa
CompBEHR idehirictrURRA WadSrelf &b § e ¥ bRi bl Besy AloCERIEE 302205,

Drug Data Report, 2001, 23(8): 8, 302204, 7302205,
3022%0%’%8%? 30853936220 p30P312, 39R23 4, 30221 302R35 anch30p21s are PPARa and
PPAR3@Z&IsAs. 302215 and 302216 are PPARa and PPARy

4 - O i e i i
3022190303220, 3223 DEP223R 58853, 0 Zmg 302D PP P AP AT FARY agonists.
c:omp_aﬁdhzjz Zenfiled WRRARR r@l@ﬁbn%}@j m@mﬂp%rﬂ,&oogfmpmds o001

[ ,
e A b o s N e
The c@opang idgniifiepmiira theneferersrlrua BataiRepeart, 20024BS6uNd
T M R R R - LA
CompG AR W iy PR Dol p e AP AP g ot o
30399Reppd BOJ992 QAR R2H{c9ndFBPARY 398®EB and 303999 are PPARa

. i . ) ' h i AMpt hin the
e A FEBLRIOL BRI TSPl gL

e Drug_Dat a
307374ds %PW%"%%gP%RWW-agoni st. Conpounds identified
Compuaindaiidentifiee witbiheieratzent¥ Digg DatasRdRep,a00] 2200110723(1 1) : 1

o g B S B e0H i, B8 ORI RS Sh

agonigynpounds i dentified within the reference Drug Data
CompBee lidentifRA@&hB4{ebielchbe DG DabRepdnt 200924@1t 2060, 312261

312257, 51285831954, Frb280%1 5 h 5336709 FRAADANG BBRRS bonists.
The compound identified within the reference Drug Data Report, 2002,24(8):759,

322124 is a PPARa agonist. '

The compound identified within the reference Drug Data Report, 2002,24(3):240,

314996 is a PPARa and a PPARy agonist.

The compound identified within the reference Drug Data Report, 2003,25(1):93,

317368 is a PPARa agonist.

Compounds identified within the reference Drug Data Report, 2002,24(6):530,

318903, 318906, 318907, 318909, 318910, 318911, 318912 and 318913 are PPARa and PPARy
agonists. '

Compounds identified within the reference Drug Data Report, 2002,24(8):721,
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The conpound identified within the reference Drug Data
Report, 2002,24(8):759, 322124 is a PPARa agonist. The
w@eooposse i dentified withinsihe reference DrugPCHIE2005/001501

Report, 2002, 24(3):240, 314996 is a PPARa and a PPARy

321 28%?9@8%;321 THE 35089 A Nshol 8061, b edoVed bddarids212@fes PPAR: and
AR ug Data Report, 2003,25(1 ):93, 317368 is a PPARa
PPARVR98RFEt . Conpounds identified within the reference

Compdandigio@aitied \ReYIthe ref @02 DRAYB)a BE®It, 00R2Y09):942, 327688 322639,

; 1891 1, 3 18
32264(&38%74% ag? ég%giﬁg%apﬁ{%%g%@éagoni sts. oo 2dand °
Compauddsiglerttifieciwifin the Fefarenee Ditddals BePqsy 6%02%5@9%3%%6,43’ 522644,
302643 30254344 Bpad 2k 3238402B6PPARAARRists321288, 321289,

32129 129 3 PPARa
he cofog s e HeEes BERT: AR RRE GRS e
322744 BfadtRARSeAgDNISly Dat a Report, 2002, 24(1 0): 942, 322638,

Comp%ﬂé@%%ﬁ@i@@\?@ﬂr@w f@&@.@cﬁ@oé&a REPGH, 2063, FBENRO6, B EH1IBs 345324,
W g
K 2 s oo b LA IS A Py
Comp@RASHiniiBR RBYSthandera®26Xen Bita Rpmgo%?(gm 1396, 37328, 325429,
32543@?3@%‘?5'22548%52’,@551386@853%4, b%séhst% %ﬁd pES187 eREPABLEG] PRABY agonists.
L e T
32571 Req2e740, 326703, 2512 3BIS] arBiBL51% arg RBARa anBRBAINRIoRAS326
Compalids f&%?ﬁ%g withiff ﬁ@ﬁ’éﬁ%mﬁeﬂﬁ’ru&’%&he@&@ P64, 54(1 GO BU5EHS, 325957,
Pdentified Wthin the referenc g epaqr, .
325959 (R259601 B4596Y - 375862, 326969 83?5%6253&3@, 9§§ %@ﬁ@f@@é’%’w agonists.
Comp3@d BentiB35ARB theI@Brae; D@ BA@Tepo ZBOBAHT1)9PS REXIRA325971,
32597?2%5,55@%59%? 8%5%%6? gzsgzg%%%ésanb dssyei b AW d dHaPPARS agonists.

of . port, 2002, 2%1 1)L, 94
CompB@HIF LENtifRaBtig thegpigrenes Dryg Bangiepsn2ps2 @&%’}zi’,”%‘b%%‘ﬁz’
331418651375 381181 £31 PN \Ban 428,B3PRBRY3 1208 35438 an@Ba 188 AtksP PARA and
PPA [ dentil fied wmthin the reference Drug Data Report,

RYG8YS% (1 1): 997, 325956, 325957, 325959, 325960
CompB@&B Gdentific8 26516 2he 1B8RBEVSBDIUG DBBEREPAHL09D80BE4%, 33bRppy 333185 are

PPAR?Q?%,I‘EPE@ pg?@{aia%g,?sts_gonpotmdsoi gent4i fied within the

. s LU epart, , .

Compags KN nzsBepras Daae orghona bl 104788 s
33376BN 83385234768, 83PFARESANBIBPNRY dLgaHI2Fre PPARMpULTRARY agonists.

i ti f 1.6 it hi ; :
com 44188 41N 40 st momate apm, s
336823719 PBARR GNUIBRAR:agPASS. 331426, 331429, 331433 and

The c3RpdREs RIGRBEAREN BB defEBAIRDrag Data Steport, COOHRAIFIHSS, 335714 is a PPARA
anda%%%?v' fi eq_ within the reference Drug Data Report,

YZ80'3y" 245, 333187 and 333185 are PoARR, BEARY At
CompfoRmdRddengitiest within thexsiapeian BT Rath ReRortegP0R2PH) RS ﬁg 25, 339426,
3394%7%%%3%@@%3% pgA@%%@?FR&mrdgoma@.os, 25(4): 344, 333764,

' 9y s . 67 3 : Y/
e
347880, 347881, 347882, 347884, 347885, 347886 and 347887 are PPARa and PPARy agonists.
Compounds identified within the reference Drug Data Report, 2003,25(11):995, 354383, 354384,
354385, 354386, 354387, 354388 and 354389 are PPARa and PPARY agonists.

The compound identified within the reference Drug Data Report, 2004,26(2):141, 359331 is a PPARa
and PPARYy agonist.

Compounds identified within the reference Drug Data Report, 2004,26(2):141, 359334 and 359335 are
PPARa agonists. '

Compounds identified within the reference Drug Data Report, 2004,26(2):142, 359336, 359337,
359338 and 359339 are PPARa agonists.
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Compounds identified within the reference Drug Data
Report, 2003, 25(4):345, 334821 , 336820 and 336821 are
weRARa1sd PPARy agoni sts. Te conpounds i dent PET/BR2005/001501

within the reference Drug Data Report, 2003, 25(5): 433,

The CO?’%%ZM?ér%flé% W7 %Rﬁe t%ﬂa%r@e BRORAAGHNSILett., $8WRO4I 00 $-35, 2003:

I ed he reference Drug Dat a Report,
Examp0d 82%'?&5*@%%%@28“'“339426 339427 and 339428 are
The corfpAmatiasifidRARY tag @firatcs BioGarelCrasn. Lafier8i Nd €6 279598, A003:

ef eport, 2003, 25(9): 809,
Exampiell% %3%%%%8&] 47881 347882( )3 84
The comppet%dergm%%"rath%ifeﬁwsﬁl%ﬁ@f@wﬂﬁz& SR ERB‘ 9, 3185-90, 2003:
ExampdI9) i §PSAR@Q£@@EH@B\(¢@&|@¢| fied within the reference

e e S

Exampanec, FSFMEFG/A%QM%E%‘\RYHQQN@onpound identified within the

The chﬁJoﬁﬁ&lesﬁ.f.Qﬁ WehifDRb ?efé’?&ﬁ@{l?’io %oa&gmeagmamdu_mmf %;&BB%M 4, 2008:
oni s ounds identifie t hi

Examﬁ'%z r'se? B?’g'%%%"%&f%aﬁgé{”'ﬁe or{nD 2004, 26(2) : I141 e

The c@a®a8dlidanfic 5B FBHe mf@e@pﬂmBra@gMegt%\emwﬁpb%M@ 333-35, 2002:

| ¢ Drug Data R
E"am@%m%%%A\#Ezéﬂagggssééﬁﬁence 0938 nod apoas:

The cqppperad E@@WP@W'WW@ YRS RSP ARREE Ly 70, e 8588, 1000
GW-95Hg, erae?mm&rrd@r@mc&gdﬁMm Lett., 13, No 5, 931-35,

The C(%Q&o%hd Eg@ﬂ@h @/ltl’cﬁn Jé’eﬁfe’%ﬂﬁec?@%n@ 4ERERY, 860395 pe03THEmpound 10,

within the reference
Isapléi\'i%mjmﬁbd Chem Lett 13, No 16, 2795-98, 2003:

The cER{BITRY RledBied Mﬁhl?trﬁﬁ’%nwld PharRRAIRySoPpesrhentalfTberapeutics, 309, No
t| n the reference Bio

3 97%‘?@&“}%%@ g\“\%w No 19, 3185-90, 2003

Suitatfexeomproands, of fhe lra/eniFOAR&O inslyde coppeRydsigenified Withiae feference Winegar

DA, F@‘cﬂkrm?)ﬁqulsblqg folidrhtBdactididd rBcdphes nelteratie®siBi Qurrent Opinion in

Cardlcggg%g.él\@gonai%gb rﬁ&, %shg%gn%l%ﬁggﬁﬁg \g’o(r?]? Nto?so%?es 235, intable 1, in

particalamfFARvchgodietst Beciofioratgi lBQzaﬁbr@th,eClprgﬁl@at@,r@@hb@t@ Etofylline-clofibrate,
Fenof@xé?é’ rc%n%%zgmﬁﬁ {vy-14636 atiG VD578 2Md PRAARY 2@5&&13 Troglitazone,
PlogllgEpso0RETATEHR .Gf'*?@?&?&a%rﬁhwwe SpdlegPi, HoSligegte B raes,Ly-
300513, G- (PAVEAD-Ghzsarlddt 19644912, No 3, 333-35, 2002: Exanple
Smtatgle zor?polyhés & el ﬁ%ﬂtl&%o cf %Xmﬁ&ﬂ@é Ribntifid DRt HOZRASHIE Wilson T,

erence Bio

BroerPO%;prQbak@dD dje;@lﬁﬁ B:dihe PPARS: froqp orphan regepiorgie drugydiggovery. Journal Med
Chenf3068) 48, 527550, PPARa and a PPARy agoni st. The conpound

Surta@g> gcgnt'\pl)cgllggs gV\%ag nvegocgnha?so lrggl%%Qr%gou%dg@gnt@g@mmﬁ@fer&ﬂe Wortz R,

oni st. Th
BishagroRijenand), Baretena i Meplewe agiion ot neéowsemérpa'f@@tqrs & hypolipidemic drugs.

SUppFé'aés bgﬂgroé’eu%mnmmmsal CrEher ags 2r0:084703(875.No 3,

Su1taBI8 ﬁﬁamgs @‘f het lﬁ}éen ?,R/%%&lp%%deg;:gp‘ n%g %Qh EIE% vov@rlﬁ Fe?\%!ar?ce Gaw A,
Shephetd dt Fibriceatidvdetivetivest Berr Opihdinidet@ 9W ﬁ@@a‘?

Suitable compounds of the invention also include compounds identified within reference: Brown P,
Winegar D, Plunket K, Moore L, Lewis M, Wilson J, Sundseth S, Koble C, Wu Z, Chapman J,
Lehmann J, Kliewer S, Wilson T: A ureido-thioisobutyric acid (GW9578) is a subtype-sensitive PPARa
agonist with potent lipid-lowering activity, Journal Med Chem (1999) 42: 3785-3788.

Suitable compounds of the invention also include compounds identified within reference: Wilson T,
Cobb J, Cowan D, Wiethe R, Correa |, Prakash S, Beck K, Moore L, Kliewer S, Lehmann J: The
structure-activity relationship between peroxisome proliferators-activated receptor y agonism and the
anti-hyperglycemic activity of thiazolidinediones. Journal Med Chem (1996) 39:665-668.
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D A Role of peroxisome prolierator-activated
receptors in atherosclerosis, Current Qoinion in

w@2ditossescul ar, Pul nonary & Renal | nvesti gatiPCEIB2005/001501
Drugs, 2000, Vol 2 No 3: pages 235, in table 1, in

Su1table%60n¥ %rf th@ﬁ’rﬁ%@\;oﬁ%@@ ineude ccﬁ%h@cfsl i), wilBzerbicbee Berger J,

Lelbowntzéw&qesP%ttTeElb@eh% BB, 20 5 S TR G N, L, Tanen M
Ventre S @RI/ Berg& ] MOBIBIRR, Merauis Bt Santifir @IahQQﬁ Jielsnan R, Smith R, Moller D:

Novel ppgoggf)m% glzbﬁfg?a’tor Eﬁﬁ/llat% lréc@ﬁtmﬁPAﬁ%v ZRIFP(Ro |igaidg Iprdoageodistinct

azone 5, LY- 30051 2, GW1
blologmmfect&DLOEWEB'Qr%‘e'E‘ (Y8584%G 678t Dn e conpounds of t he

Suitablé Eeéﬁﬁ&hgabf%{eaﬁx/ehmhme trersubjaciasatipc ctain 1 oVRAREA40AA705A1.
Su1tablq—ﬁ<gnqgfg}&§%eof the i 6‘{%“*2 orn |?]célﬁe$4é¥2;g 1Fct$ﬁa@t§m%%ﬂn Pot Wiens@ofg27A1.

Suitabld oammhdmmecm@mm(nzm@)e e b et ol S0 SV68 9 144a1 and
IncorpQ?%en%ﬁ]ﬂﬂéd]O_f5t Ee i nvention al so incl ude_ conpounds

Suitablg com}unlf%ﬂér%%vwg ' \feJe(? ets%bjreﬂer{wé claﬁh%%@ﬁQZO‘ébi@lhm1
Suitablp mhpdnmdabfdhesmmtlwwllldeﬁhﬂ%ﬁieét ra@i@ggf C'QSU 6 of E§%908h34(§?5m and
mcorpo?%g%g;i@ ot esn G111, Journal Biol Chem (1995) 270:

Suitablegem gﬁ@dg gfrsfb% S%égqblhéwqug?%@je\& rp%ler B'rhcef nh N\6f Bhbé@@gﬁﬁ Qnd

horeterence:
incorpSPhieRR@nles)t —BB.bri c acid derivatives. Curr Qpin L| p| doI

Suitab Jurs BEhE v %Hr‘\ﬁw Rein€ SUIBRRYREEsr of cidife df DBeI3T 09560A1 and
uita %Ic%’p Wwer %eecoen oun S dent 1 1ied within reference
IncorpcBa’@\ma'PPIGWnégar D, Plunket K, Mdore L, Lew s

Sunadeoﬁ@Bunbs oSHB As@ttibn Bolutohé eubcvdair oHaipHeds JBZOOQ%W
Sunab%@‘%@elgjvc&% ogtﬁg InV\érL%lq Rcilide e Yiddd Patid? 'opbl§|9|blL5fMPQOD3de9A1

nsit
Suitabfeatogmourids|of te inseRsion wgluae&hg%w%ﬁ?mﬂ%r%ﬂaﬁ'% 4 UsglioBasaont anc
incorpbraftdinp 68nd337—8ﬁs23788 Sui t abl e conpounds of the

SUItab:legq\gg}%t@;.\rgg o? lrglsrﬂlozr,mc@o%@g?%%gﬁwa{tgr%‘%lb&d ‘?6* Wh2ddBtH 6265A1.
Suitablle corrpakiadsiof Be iBewtlon ||(\clup;@t51|e§utmect maﬁgrv% plaig 1 gé{}llg%qpﬁ?(\gpggm
SultabTé“%n?p#)gxﬁkgog th .rgf%i%ﬂoﬁ lifchudé @Je@hu@m’mna dhelaveor VP@2aDRil GIBARAT.
SutatamARy G SBRT SELte ey P et 2 B B . 0°
wozchetsoaasAtved Chem (1996) 39: 665- 668. Sui t abl e conpounds
Suxtat&% 69 th %uh VE Mo iRt SR8 HelstiBje SOMEROUA ERint 16TWOR0G2098840A1.

Suitatpd mr@gql;\gsapef E%g\%@tlcg%c%ﬁis Jleé,u%jg?tg}%{lgr cl\/ﬂ& Pﬁp\p B%OEOQGBBOM
SwtaﬂT@bf&ﬁpdNndd—cbf thé inveaiienndidbe Wferdubjectinanar Mclamﬂ g@jP2p@_2338555A1
Su1tat£f rﬂB/qg.\jnd%%eqkue%uﬁl\%cﬁﬁ{éttﬁe@ubﬁct RBP& cfaim 70 Werod2080899A1.

ero
Suﬁatpie obrhfends @frtheue‘tanm'efd}lqeé'lee%Pé}stsTﬁﬁAﬁ)C'aW‘ ARGVERAEY7O162A1.
Suitabip Qf’rﬂﬁ‘&naé é}dﬁ@lﬁvéﬁtl&{mm 1 ©ubjegi roatier efdaie tt ©f WDB0029Z6957A1 and

Sl HEL G SRR o esanc
Suitabie cHERNJOAATOBYention iidedhd Bbeshpiehaclaim 1ohl 02002 a2 and
mcor%g%%ﬁﬁ% od ICEtide the subject matter of claim1 of

Suitaplg @P'@E@J“fjg éfztg% B}I@?‘?A |H;giu%eetp egfj A gt?'er %I cl;% &g@?gid%ﬁ‘szom
Suitabd48chpsunds bithe mpottiar lecledmrmis@pcg_maﬁ% of el ghPR2002179568A1.

suitaBRBAUNGRIs Of thd PeriiB ARbAORe bitfduatdr BEcifiMb) @ US63E301 tB1 and
u'a% F‘g i P Bg%{d03181434%\1m08w tabl(e conmpounds  of -
mcorp@rétel%%ﬂﬁ b1 % ncl ude the subject matter of claim1 of

Suita82M3dundd BBHAkvemian intlade the sattjest wrianof egiml of VER002013864A1.

Sunaﬂ%@tog%{)ue d%% 8 W()%ﬁlo{? Tnclh@&ith% EN@Q‘R hw@i?er'oﬂ&!alh'ﬂeofwmoozmzm 0A1 and

I'm R2833949A1 and
incorporate examples 1- 86
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I ncorporate exanples 1 - 23. Suitable conpounds of the
i nvention include the subject matter of claim1l of
WQBRBABB6HI560A1 and i ncorposate exanples 1 - BCT/IB2005/001501
Sui t abl e conmpounds of the invention include the
Sunab%’twnﬁ%nc@%? fh@ Tnvél'ftloﬁ [neiL8 the SfibjetPRA et b2&84IMO Sk wSRo0LGUSH 88A1 and

onpounds he invention include the subject nmatter
mcorpe'ratecerxawmevoﬁ JP2003128539A1. Suitabl e conpounds of

Suitabldxe@nipoureisto ta irnvertion thelutidiie Sulipat oatteref claim odf WDA0RIOPEFIAT and
mcorpgé?eoc%ﬁ-f&%g’i%%qusognd i ncorporate conpounds 1 - 132.

e conpounds of the invention includ
Suitabig sjeeHndsef {ng invgiiop fngiufie E[‘eéf’blmé%’d’igé‘é‘sﬁ V‘t’gél?ﬂ P8ppQY2 and
mcorp@@f@@d&lﬁﬁi&s@f—z he invention include the subject matter

Suntaé?%co%p%hms bt Ok n%igggﬂ%lug%ﬁé ﬁ%ect néﬂélld?pllaﬁ F&W@Wé&s@tym and in

nventi on

alm
particy\@p 4 o ethgmperazinsiryicaBeny!) E‘%ﬁﬁﬂb@rﬂﬂ‘?r%? n%rﬂ@eﬂﬂkféwwaeﬂ‘?e
Sunam@é‘dn%anasl‘& theUiieoh ifRide &re sObject Inaittamof daiantlofAVOL001080854A1.

Suntal?lwécrnﬂﬂ%nc?shoi drbvegté{\tl aRlld the sﬂ?g&'}%ﬁe%{ cltaErﬁ bﬂ‘f’%ﬁ'& 18{%73A1.

er o
Suita ORI AROSBSA @anent@mrtcwe thecspe mader & Flaith b of JRERKIOPEIF4A1-

Suitabd Eérggﬁn&m treURieBioh iftRidh &fe sbje&iInaittB? ok cRim 1 of US6706763B1 and
096880A1 . Suitable conpounds of the invention
incorpoFRle BPIASSd slibj ect matter of claim 1 of

Suitad P2AHRBBEES MrlinveSisntirhide tesupiecimpstend! clalie 1 pHN&ETEP4HB1 and
mcor%%)ggagg%%el Séjg’do%chﬁﬁgﬁ)I&EmBﬁa 1CNfN4m|t ]pﬁkfnyl)methyl] -5-{(2,4-

Sul t conpoun s of the invention

diOXOW?éP'iPH@-v'H@t%W@%‘BOXW@P' ©f claim1 of WR0020791
Suitabid Admpoubis drat ieveatumpaiune shecdubjebignatieveetain h of YRA7GEEBH end

t of claim1 of WX002076957A1 and
mcorpor‘%{a%%a r?&ﬂ {2_ - -chl or opheny

Suutablg cp@@pqn@@?ﬂt@(la\ze@pmlmtt@ﬁ %Hbieﬁmﬁ‘?tﬂ&@fr@) hiof WORQo1012187A2 and
mcor&ugtbamr@m&qrmgmnds of the invention include the

oot U B Al RO et n

incorpareie ekaroples heB(@de the subject matter of claim1 of

Su1tam9%9rqg&§1@|s 8RN hventisrihdiade! the SUBRRROMAEES oitflairh h@f WD2e000648V6A1 and
I ncl ude the ;ib‘! ect matter of claim1 of

incorggsaigE3amRIeHs Sui t abl e conmpounds of the invention
Suitablezbomdeunii ef tseiinjenton ineltdeghe sibjest mattar of atgim UISEWPG006RN61A1 and

mcor?ﬂgte'e%rﬂ bIBOT age exanples 1 -9. SUI t abl e corrpounds of
nvention include the su

SutepiszorpoTIBERa Mons el LA o qnd o RiBsERegRR! and

incorbtratelstemplaet subj ect matter of cI aim1 of

SUIt%gzc%%%?Jrﬁig HRAd inadrdod ﬂ&&?@tﬂ% Alifectrhaid beSairk 1 of W0991 5520A1.

e compound i nvention incl
Sutableisoppeundast & rugmiigh P oL UIGED DR GBI AL SRFOOS1 1096241,
Swtdbmrr@@mrﬁi% R 1 AUEHIeS indlude Be dubjeBtimbid lotclantpm WQED04169241A1 and

[ nvent | g | ncl ude 't he subject matter of cI al m 1 of
inooy E‘?C?Z@'BB%% “and incorporate conpounds 1 -

SuitBlei doatpbends ohthe inverdion ncltdeethp aykignt Mg ruoﬁ@wmd'eofW@004073593A2 and
|nco;%H;leeé§<5mB@§§er23of claim1l of V‘DZOOl 087860A2 and

SutqHRAHIRPUTES P BUETE Eouib e A Pl G Tty rogfSrBeseat and
incond260kamBE4 2 7R8. and i n
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parti cul ar,

N-[ 4- (4- met hyl pi per azi n- 1-yl car bonyl ) phenyl ]-(2-chloro
WO 2008i11336phenyl ) car boxam de.55Sui t abl e conpoundBCDIB2065¢001501

i nvention include the subject matter of claim1 of

NEV$2001 080854A1 . Suitable compounds of the invention
I ncl ude the sub ect. matter

oS e NS A P Ay gl R B
below. SMBihees of freking theabmpduadisividciased JRRDEA 0GFOBeRYNd Iy fefegghre to the
relevan(fgﬂm ?&BHS\%}Q& atr%%l ihYSib PRy efafdnbgle the SUbJ ect matter

6706763B1 "and i ncor
el bom PR AR TR e SBEPORY P ST ES TR odes
WO20§208h BbtanBRicluess Bampleailimd. of US6780431 B 1 and
Su1tablﬁl?:Frzqé o?ﬂ?%ﬁh e&%@é??ﬁ neiﬁcl :geggfb{bgt Rateh bicira loy PEXaERI08 045,

ro p
WO200R064 TN s gdgs X%SUHHS) hyl ] - 2- rret hoxybenzami de.
Swtabl%%bﬁ@&]n@s QQH@ﬁVé‘IiﬂSn méludehﬁe subjeetrhatten of atedrh U cbé PCREB02/02843, WO

1 of US6787556B1 and
03/01815%4)?5(5)'(@?‘%9533 IF ﬁ‘%ﬁn 12. Suitable conpounds of the
Suitablervempounoia of the invetgion ineludsa ihy sdiechimptes pf %%'ma%FﬁT/iB%fOO 156, WO
2004/0?9&?50%I ﬁé&%@%x@:ﬁﬂed m:maogn e EXEIARD1ID4S. 3 1.

Ita

ooy ot e B P e VSR o BBk SR itepaorio wo

03/0822176,Ginp Griclities Bxeanpips @< 18 1-15372. Sui t abl e conpounds of

- ' | Sud e Fhittdrat 1@m 105f PCTABZ004/006338,
S”'tab{f%?@(?g‘\gg’%%gmlvm'bhj?'ﬁ'g%{ggrg&?ée exgn'pl es 1 - 104.
WO2084{074251 g iepigemEempIes i i nvention incl ude the

SuitabfeLddir6tindg®t the invartios Inalude the slbjADEEITOEAAIME! of RETARER/00817, WO
2003/¢ﬂ8§§ d%,:gde%@g;%lgie s_ 8. Suitable conpounds of the

bj ect tt f
SutabiRGBoBREs Al A feTiE WHS‘:’J %‘i‘@g&@%‘émﬁﬁﬁ%@‘ ‘:%a'mc 8 FQ-]%‘ZH Bt%g’t??seaz' wo
03107%%"(%%%1;%% Ekdidsnvant i on include the subject matter
Suntaq?%qpérmoprgq.? of ﬁlgllﬁl\%m{w ?nc%gééﬁe su@;I t%ﬁ&%f GI? prb’frifiﬁ/lﬁbdobﬂ 78, WO

he's matter o aiml
04/09m0@w1n01®©8Emnp.leSSuzcﬂabI e conpounds of the invention
i nclude the subject nmatter of claim1l of W2004069241
A 1 and incorporate exanples 1 -6. Suitable conpounds
of the invention include the subject matter of claiml
of W0O2004073593A2 and i ncorporate exanples 1 - 23.
Sui t abl e conmpounds of the invention include the
subject matter of claim1 of WOR2004073698A1 and
I ncorporate exanples 1 - 26. ANNEX C A preferred aspect
of the invention is the use of a PPAR agonist of a
formula or structure disclosed bel ow Methods of
maki ng t he conpounds di scl osed in Annex C can be found
by reference to the rel evant publication, which are
all incorporated by reference. Suitable conpounds of
the invention include the subject matter of claim1 of

PCT/ 1 B02/ 00043, W2002064130 and includes Exanples 1-1
19.
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Sui t abl e conmpounds of the invention include the
subject matter of claim1 of PCT/I1B02/ 00045,
woOBRsAL36%549, and i ncl udess&xanpl es 1-77 Sui te@l/82005/001501

conpounds of the invention include the subject matter
of claim1 of PCT/IB02/ 0&34gdus WO 03/ 0185538, and
i ncl udes Exanpl es 1-127 Suitabl e conpounds of the
i nvention include the subject matter of claim1l of

1. The Béél' &ba@ﬂm&gbmms@thewanm&mma hSicaraend td iINGPRGEYMInant serum

| mﬁeco qpngﬁ Al- A22, B1-B29, Cl-C95 and D1-D43. Suitable

gl Hﬁdh as" of the i nvention include the subject nmatter
of claim1 of PCT/I1B03/01131, WD 03/082276, and

2. The LidaCdcBéI8iRig BXori 1 psithlthd prodsclihdis coBipbbralaif @rmdﬁmd‘mnw @ not used.
the invention include the subject matter of claim1l of
PCT/ | B2004/ 000338, WX2004- 074284, and inclu

3. The Esccarpbrding tb-okem Suivhesein BrePEMPRIRTE! vt PPAR 2Phe éﬁ%ﬁ“&%ﬂgmt-

i nclude the subject matter of claim1 of

PCT/IBOS 0817 200 49 85 f ,
o Tro AR EA b AT P AR BB RSB e £ e
dnsclosswbjpemx,NaﬁtmexBolfArmeaDm 1 of PCT/1 B03/00882, WD

03/ 074051 , and includes Exanples 1-25 Suitable

ds of th '
o Tho G B SR U b Ab IR PSR SS kP Wi
i ncl udes Exanples 1-207CLAIMS 1. The use of a PPAR
6. The %99 Qsl aﬁlmb@m cnaﬁn BRMHL & thE PR ARTaganidTRd %gﬁéﬂﬁd éfGormiRr(Base

serum gl ucose concentration The use
\NCQOGE@69@%QQ toclaim1, with the proviso that a conpound
of formula I, Annex A, is not used. 3. The use

7. The%%%%gcgldgﬁ grgl drd! omlglmswgé ?dr the L{Jﬁﬁa’tPg&ﬁo@Q@Bﬁcﬁr clirétiv@ treatment of

ectlvecpg use as clained in
ruminapl disensds asapeiated with raau A@U@WP%“-’tCOF%e“H?“oH fornul a

selected fromthe fornul ae dlsclosed in Annex A, Annex

l coS
8. The\m% la@:ioHP gQwAﬁwgedgH“i r%%ar%‘tfd £§das§c§bla%oﬁ?lmr duced serum glucose

osed In

concemranerx isGele@ed frdnefems dven syncromentistacia, EIMHNedBsTURgHR EpR7ireggnmune
functi d%a%grﬂ aty ReiBsi§, %@MHM k&bsis, lemﬂér@ow kynd@dme, indigestion,

|nappq§q3r§p1f§ta[[\eg Bla%enfao ElsQlﬁ@dﬁggrﬁ?%&c 8{3 mf) g(glbcﬁ - gn&{lt%nﬂfeﬂfhty, low fertility,
lamen6sH, alijavi@e tuneatacieodis afd maﬂeqlummu’tmn!;l@@é@gssaglg’r@@ wijh aigess e.g. heat,

poor A Eq, 89&&8\?&%% @ﬁiﬁﬂ%gld%ﬂér%e%nﬂﬁ@s@t ration. 8. The use

acc erein the rum nant di sease
aSSOCIated wi th reduced serum gl ucose concentration is
9. Thé@e%@&cﬁcﬂind @AY bied df glalmsveto 8syhediiohe exadysiteceremulatiomehidglycerides in
fiver ti ¥e mvn&ﬁorwmgg@red i mmune function, toxification,
Iver iR [ p"SVaRIsE 9L FPVE €l ondary ket osi s, downer cow
syndr one, |nd|gest|on i nappet ence, retained placenta,
10. THHH 2B |aBEREn PB AR 9TBShé bdliRiive, Brogyidcticretaurdtivesireatment of fatty liver.
|nfert|I|ty, low fertility, |ameness, subacute runen
aci dosi s and i nadequate nutrient |ntake associ at ed
11, Thei dsk astardsstoanygonehd glaimsploior! 0 Mberginile exsowsive eixalion §f non-esterified
fatty a%m na%hsﬂﬂseretglge HERARACF allelikid@ss. 9. The use according

0 any one clains 1 to 8 wherein the excessive
accunulatlon of triglycerides in

12. The use according to any one of claims 1 to 11 wherein the PPAR agonist is administered during
the period from 30 days prepartum to 70 days postpartum.

13. The use according to any one of claims 1 to 12 wherein the PPAR agonist is administered up to
three times during the first seven days postpartum.
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liver tissue is prevented or alleviated. 10. The use
according to clains 8 or 9 for the palliative,
w@e@pshydsexti c or curative tréatnent of fatty |PEBIB2005001501
The use according to any one of clains 1 to 10 wherein
14. THeh8e BocoRMGitY Gaifl 1@Wiietenthe PPARAg&: erddhirddlerbabttpartarttionl
levels in serumis prevented or alleviated. 12. The
use according to any one of clainms 1 to 11 wherein the
15. TheRsRangemed in ang oedefictimes tiodd vihereinTyminae ik qugiy andirmilyyield is
increa@@yS prepartumto 70 days postpartum 13. The use
according to any one of claims 1 to 12 wherein the
PPAR agoni st is adm nistered up to three tines during
16. THehse figaostingsevieim M@rms&abmlkumdiwm@ﬁéduse accor di ng
to cI aim 12 wherein the PPAR agonist is adm nistered
17 b o i et P I B R v o
the 30%idalés ofitted lbvine lactatergmsiedd. 16. The use according to
claim 15 wherein peak mlk yield is increased. 17. The
use according to claim15 wherein an overall
15, Tipiop aorTEN'> HAI ARERER AROYERIAT FRB0 BIPTRG Ll VBBHS Adgaed urng
the firSifeotdags dI€s ba@iné Rctadn parioger i od. 18. The use according
to claim15 wherein an overall increase in rum nant
mlk yield is obtained during the first 60 days of
19. Theose mecording taciatyh 1 eareia the RPA %‘men'ﬁfg%a%%tﬁ'@ﬁﬁga P%a“hy iminant.
clai m 15 wherein the PPAR agonist is admnistered to a
heal t hy rum nant.



