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NEW USE Field of the invention The invention described
herein relates to the novel use of peroxisone
w@e@bitissat or - acti vated receptor (PPAR) agoni SPGT/IB205/001438
particul ar PPAR al pha agonists, for the treatnment of
negative energy bal ance in rum nants, and nore
particularly for the treatnent of di sease associ ated
with negative energy bal &¥6YBREB) in runi nants.
Background to the invention The ruminant transition
period is defined as the period spanning |ate

Field Ogg\ggr%hﬂg to early lactation. This is sonetines

from3 weeks before to three weeks after
pahe \nyqrﬁlprbqlﬁscwg hergin rejates toég?)@qyﬁb@epbpqg@q@wé)rollferator -activated

recept&’f (Ep,ﬁmagﬁhlkt@ il ﬁardaw PPABtan)aé taglcmls((s] fdNtHBp@Baimeatisl négalive energy
balanc&g} rum‘L:dantIrénd% arﬁ%%ia?lyzf éfm%ﬂt &%EE%%%E c{%i te%%m'l nega’uve

as energy In

energ\yalyedangs ( ﬁuvm@ﬁmsan anlnal |s desci bed as belng in

negative energy balance if energy intake is

insuffjcient to neet the demands on nai nt enance and
mlk). Acowin NEB has to find the

efibe gyninaot tremeitiont fesodiisfdetiied af therneriodsHaoring ptepestatian to early

lactati ul%s‘i@%nétnﬁue@'&@in&%é@fr&n@g#v@il%eﬂé%%’to(ﬂ@@g?v&ék@@fté?%rttérglton but has
beon GHBHHPRIS TVDIEEUAIP 7P S MDA, SEArEE I (STene, B Stte

Dairy Nitritics Gonfecent& 12001, h3)t t he m neral and energy bal ance

a%qe Sertléﬂcle 15‘1%%%1}133%;19@9 ﬁmt%gmdu\% eﬂ@ﬂ?gﬁ&lt‘éﬁé Lm éﬂm&lhsedesmbed as

tran tlon eriod, sin terval Is Crl ?{t%
being I”r?ﬁ@?tt"aﬁ'ﬁer%bet‘arﬁ‘ée § anrraiiaka s et igpedidiad em?”d'f‘a aintenance
and prpd@tiort @ginlilk)t YA dow ifIREB Yiaco\Wad thRwhemp vt seat tleydetiditost its body

reserv? C'I'htﬂé' %{v% i NEB tgAdqg %@g 8&5/%%§dht?on'aﬂd iV %\lel?inlv flth I:cRquﬁaqtare more

Ucose req
energh@ﬁil@@@tst@ndir@ t@r’@ﬁ?r%ﬂ“ﬁ'tloﬂ andrweighg At acfasier g absor bed

d 'Itrlé‘w‘lﬁ{pbbfanﬁ fh@ﬁh& hh@heﬁﬂl ﬁbﬁﬁérﬂek@@ bhkaAcd andbe&ll lhd&ltk’tlkﬁhdz Sow is managed
wel g hE P Pl e g an o VP oy e P e BB BRER G

produciiea.i dndlptaitabi@atredsdy cewa. of ami no acids fromthe diet or
f mmw%'ﬁ@lré)t/ Qho@&&bs@ve@l &%&Qﬁéo?ér@dls%t@ W@ td‘mseamem@ubsse

ucose s nt esis. Lon
rqurdegi ShFs ey ypnagase ek 118 pkosf G SReb] Sel e
digestive tiyictf Bted iNNEkeAs dlrrﬂﬂlsmadgouvaadi eahdrigshdfinsoiifers papivdate, thaysjor

glucoggﬂﬁ%garcuém foﬁ’rLe% ifthe I'Lgr'anf s %Qzﬂltablé Oéétﬁ@oh@rg o?é}ﬁigg tXﬂgsofrJnh@\e diet or

e ear pos tpartum peri o
from sg;?'etatrévsciewéwéﬁ@wtw%cﬁmﬂemﬂy f%UQQPGgW@Fheﬁ'Fre
c Qaﬁgamarrﬁéttmudeﬁor NGd-éstbritiet gty blic) IEF &€ e a8y etsilsed from body fat.

NEFA agrg cﬁlele&at%& fr ?%F\d¥ nﬂ)gcptrgpta“t?rﬂ érgg lgmg%isgo%ﬁc%ro‘?gﬁe‘?&y to the cow

I"'N-see a
durmgfttw eastypestpATiuR neaod @mtm@sqaéer merescisy st &1 highenibE pencapteation of

NEFALRIREBIOHE. BYmE %rkbfs‘é@ljge@f‘iﬂatarﬁ Qar@Xéc‘fEltlSte (Betl @n@@f&@&f&es therein-see

id b
sooue 35BS s Aor o PPl T s (PEHR) Rerns are
taken upbytheliveylepe aciodidsedindabbodiedde ¢rketpoea bedies malndlngr&hmme/butyrate,

by mltbéhohérlat B%&Jﬁbeﬁe'a@fa e%féhﬁéétl&f thErF eﬂldéfs And &6red. In non rumlnant

tochondria is X] Q/ arm{l]] .
mam R i RyE e 7 B BB TP 115 MRS EFER © SBFISAPy e dgzame camitine

palmntbﬁtv:msmmm'ha)t howaver Levimeashidies hher shows tHat mtrdlrmnmmmgne ig little

chang%ﬁ éc\(lln yyof ef:’T qubﬂg\/tqg{réﬂgloﬁ Egrlo(jr ﬁﬁﬁ&l%}’ o aB@Je c?iélrtherm{)rrc]a the
capacfty vféfﬁe ‘FVGFfoéiyﬁthﬁ%”%Ye\ﬁ!g'OWé’P?S“V BROPERSTRS P 9anf’fﬁwf°6i'<@3 fem the liver

is limite@. export triglycerides fromthe liver
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is limted.Significantly, if NEFA uptake by the bovine

i ver beconmes excessive, accunul ation of ketone bodies
w@anwshiens t o ket osis, and excessive storage of PCT/IB2005/001438

triglycerides may | ead to:Iatty liver. Fatty liver can

| ead to prol onged recovery for other disorders,

i ncreased incidence of health problens, and

degriiicspibe i NESA uptakribieiie Beiae iveribagorprseXCermie, acugyafion of ketone
bodies|chiy Bld tokefosispdraiEntdssivelstsrags 6f tadlycetides meayllenad to fatty liver. Fatty liver

can Ieat?j% ho?oﬁ%; ek eXoJa}yQt{)} oﬂ{??gg&li&g u%% %d nQWhce op Cf,ta groblems and

negati vely | npacts
developraefit ot dﬁ‘@%ef@a\[ﬁ)ﬁ%%élle di spI acenment, |ameness), immune

f ﬂlﬂfét faf@flivefiB Strhdtadolic disatd bitrirfihants, @)Qﬂl@ld&*ﬁ/thlghﬁproducmg dairy cows, in

the tra&etg)ﬂ |pF”chOﬁ§ 5%%%?/%{(] llflrioﬁgtts glserﬁg ??ms{t]e%nge Yﬂ%ginasa? Sléﬁé\cement lameness),
immung [fanctomt (eopstititen thetritis) krepriodistiv Reginm(anea et uskcapingl igtervg ofgetal
Vlablll’[)d %Varfih |c£fsté’ Il ; refERbA b!laée‘n{‘é? fan8 89k bl@ﬂ%bly pagvRlioyad 305 day milk

o). e B Sk Bieogod by R ﬁeﬁpwgﬂﬂwgmesﬁ%saee"@g%eéid
(secondaryehteitdsisc i UisLaily @bulisifibr imbseedenterficaiion bl NigA a@sarbketiom blood

couple\f}"\f\}itﬁI e 5@”&/ 80uninbat h@e{r td éé@eﬂﬁﬂ%lyée‘n&%r ast\/@rysk%c-ﬁ@r{s%l lipoproteins.

yceriaes as ver ow densi grr ot el ns

I %W‘W@ OREY §7laprR %(r?é’ geatpg twepﬁtygtep YPﬂ@Cﬁeta%%{?qggve extent
of the queélgywma)bmeed the negative extent of the sequel ae

nhu %g cﬁ%H%gﬂwkg .ﬁu%ﬁaﬁwa&ng %#Aﬁgmawragﬁ.@éme%@&am

'ors o er oxi sone
activatgg tqcera@rétﬂohab@célpmyman atoyﬁca he@ew’fvlbtayef'@atﬁr B¢ seatment of dyslipidemia,

coron&ﬁﬁfeﬂﬁ@éﬁd% dparedhdid i%rédﬁérytehﬁ/rﬁel’ RatieRMs (PfT. Ines, P. Gervois, B. Staels,

Currerﬁép@@ﬁl de({}‘\ogx,z\ﬁ%qgg XEI enCI e %\%ﬁfﬁl&bql& dme‘%% ér’lér% physiological

pathwaBisdiffer bstwehn r@ormghsiric raammals anddpiniriaoia. qudvr@j@ﬂl aplimpaertanbexample in
the coﬂ-t@xt o?thls]a'égﬂcatld'rh%\é%ﬁerg%%b&bﬁ' SeGRrobd¥Blh BRPlrhén A6kt

bet
cxctgN S SR A ELoooe TR AOATg oA aHp covs ar
therefara aoipilefattnadideethatan ressynibdsisbt iosglenopd indteetliven i s t he
R awAﬁ%fpﬂgzgéaem alkb BS& ﬁblﬁzﬁﬁgﬁ'ﬁahﬁ?ﬂtLeFQ et ﬁ.lom& by

exc usi ve est car X rates 1n t mai n
regulagr&ﬁe@e%'nf'%veddaelsmﬁ‘y%ﬂea?%% PIPOIGRIE f%{?y@f:idwe%? goxidation in
mamnal, @dL.ig. Sué@nt K. BulmelsG i i @ibbans Bl ie-Kjght, ivie 81 Hribss,Biochem J., 2002,
364, 3% ucose in the liver. The PPAR al pha gene has al so
e?en inmplicated in a nunber of netabolic proceses by
r dpal raﬁqnﬁg Depstdey hasrypothesised Hatfightiohdiels aiseatusn may have increased
PPARK®IhE @%}@&ho‘h; reb@tidgyin ﬁh@ﬂe@se’dlhbéﬁf@ oﬁﬂﬁloﬁ&h@aédréh@edi 6sterification of fatty

acids ﬁ?r%mawp&vlwmrgﬁsue'_%lpw%\gg K‘neg‘%s g%glr%f 918\091% Bﬁ)cesggs (R &’Eﬁ' cated as
descrivizs end lgoetedby oDhaiipbrgnt henes Feppundseasid sadbgeneits snbajrlateﬁ aatqu'red to

optimiSd BE SnRGPPALICEM PR¥itidA6Rs '|§1fﬁ1rrt@@sﬂ.ﬂ’(h8m "i’t' |epr|ib'i known how
ession, result

oG GEr A SteS0p B ik BROGHoT oL adpRle™ o ScerEagenesi,
since NEBAUS Bttel ctiticat swbstratesefor hdtsmilleandigwmesedrigsybthesis. nt er pl ay of

birqLagd &gé b ﬂg&ﬁﬁreassa'fes o tPe%ﬁﬁ(ﬁm‘f’oﬁ% g@a%ﬁ%@mar@a%

know edrg or t ant %&r& enzyies an
rumingiy dg eAderdars Bty a0esd foredise tfpbfusmaﬂﬁsg%h yRbegdgytile, more

particli@lydoqRripatiutie@RBédpia0a cats\@spesially foi getifarturiamttdaiey cavise, i t

eﬁ\@o‘?g {Jark&ﬁ?%?@ tﬂé’rgﬁs”%’ 'e& ke %tsbfg ?f%%tl\}j Pﬁﬁm%f%%f ?&%héﬂ? dl@éésla

I on or
associgfadadih @@@@we sheygy kdlanee mmEFuAarﬁs a\W@h @TCFU{dP @ﬁmarg ab% sacandagy ketosis,

downér‘ébw@md?orﬁ@ ||r’t@hg@9tﬁ)n9h @@ﬁc@feﬁtﬁr)@dtdheﬁmtﬁ d|s-5raeécﬁaboﬁla§um impaired
treat ment

era
1mmurg @gcinov/,én ﬁtésr wd%g[ng seir\f#lkty, r{%lﬁ tg, lanilennes %tfagﬂtﬁ rumen acidosis
there is a need for a treatnment for rum nants such as
sheep and cattle, nore particularly for periparturient

sheep and cattle, especially for periparturient dairy
COWS.
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More particularly, there is a need for a safe,

effective treatnment of rum nant di sease associ ated
wowral/1msgat i ve energy bal ance in rum nants, whPCHIB2005/001438

include primry and secondary ketosis, downer cow

syndrome, indigestion, inappetence, retained placenta,

and in%ﬂiég{:) lt%a ﬁ@ger‘? @??ggsagsrgﬁ@ftegpwtp gt%%g hggtlp'letgfe p{)éjrg’nou?u&%overcrowdmg, shipping,

dominfreer ilnesy., | ameness, subacute rumen aci dosi sand

' Q@@&Hﬁérﬁ |sw9$f5r’aﬁgtadrjmms%ke% e\?\tﬂ@%?dll?BleijaréMtérQlysé[E@Fa%ly%ogs not

eat poor ousi n overcro g om nance
preseng fesiolp i gt analor TVl A Bivieraby dﬁ?%'ﬁ%rf%ﬂb‘l’?a #pRoiing ReFiedy Itis also
prefergébdSidnytoxiyta fdey a0d apmeEzhaie) | y, preferably does not

p(f\?e%\%% ?IEC%%rgHg%oven uégeﬁ% ?rg?éuﬂﬁ omo!nh,rl @{Bfthg ggf‘l ?trvgmrgphylactlc or

curatlvsrtréﬂfmeatmf JOGRIE OKaYDaIBE0T B ST IBAN. Hmaﬁﬁplah we P dscoygred a novel
use ofﬁ&%ﬁp&ln&‘éﬂféﬁﬁlﬂéjl for HR\palliatve %r&fhyl@ct@:@ﬁﬂ@bm@ tehtnfedt dNindinant

jative o actic or curative
d'seasﬁagsa(icﬁgﬁ etgﬁe%aé'gﬁea?qev%" b@%@?&{) WA se in ruminants. In
p&ne asngbiof thevievehtionds thie sispofercopeund® tormuls b anfsomer thereof, a
prodrug QPR hp8lind QidBHIeR of a pﬁ&ha&éﬁﬁcaﬁ@éécb&ﬁblé’ 8alt of said compound isomer

rophyl actic or curative treat
or prodfug G e e G o RUPEErL B MBI SrRe WHEAP e Gosmen o
negati@eneggybelahcedh runhigartsavent i on is the use of a conpound

Ot‘\ngtﬂérrggﬂ)&t !)f’th@lﬂvénﬁmr rﬁéﬂﬁ)ﬁ%ﬁ%alhaﬁveo b ?)}I’&n@gr &?eltlge treatment of

negatlgedqzrtergyfbagaq:qjm ém a/hlch gwﬁeﬁd%!%%%%% aﬁﬁrcr:]t%ﬁ%t of an effectlve
amouritehaléagiouricofddrmalare:h isaes tercof & ptdaeugakbaidl edrhporind or isomer, or a

pharn%éﬁqgér?{lgg&tebtgblg aIF(H 315' irﬁ%c%uhg AP br Bdr goative energy

nruman as ec the i nvention
i Sugherasneeld obthe wemtioaﬁre\ﬁé defiied fhipe a@icrlﬁtloa ang elpiEsi ve
t 'L%ﬁir&ﬁs"ﬁnaﬂf‘até}ﬂ g\ébllcm@)nfmﬁ{bgy(%%@ﬁmﬂ RinpubldHRaRt Se priority date of

t 1
the P IR R WE T RS St i bt Pap i ReaRRtortusihyon Number
(WO) D41e46804, dea:nmwﬁmgamatsramlcb erepbesiittedio hegisafalin vasiougdisorders
mcludHQ 2508 ERulAGRL MLt e REINARIEe salt of said Corrpound

ai)% l%{éw%rg‘ai)r qdr %pl{cggarntd\gg@her Ie? @%53%95743%6 &\fm%p:.?gare e prlority date of
the préyeomhwhﬁmnaﬂlséhaﬁee itte udp pt PRAR agonistsiintaesing (QUBYseGRA BT 4 TeTslin
rumindiipubl i shed at the priority date of the present

I nvention, which was published with International

Pat ent Application Publication Nunber (WO 04/048334,
DescrpBehCdt ItH@&fBaMR activators which are described to be

u%? ums1t él{(}W}( %Bw%uiﬁeﬂ d@?c{eq&{j% %ﬂﬂftlégbzﬂt%n Al gliooéf@?‘gd%ﬂgtratlon ofa

I sor PO S oAl
compmgloffemulaaln Nunber (US) 60/574136, which shares the

PIFigaFd 4 shoWabeviktf schte NBF R ®08S aftdh paUitiéH) andlaite? baviABrdtoR of a
R agonists in raising glucose serumlevels

Comp?%'groﬁ{?{"h%% . Description of the drawings Figure 1
s Hrignee aﬂtaspmt@s tHeveyerage dajly yrilke yield soroparediotplagphain one hundred twenty

four p%ﬁérﬁ'h’oﬁ#a@f&tm@é&m@e&t@ﬁ brd BPRR2LEAI on of a Corr'pound of
OrlTU a bovi ne serum

shows
afige %%%Sﬁm%%edﬁlﬁekumﬁaaﬂo@“ HRIhPpRaFGp Sgﬁeb&f'” gne huncred twenty
four pagngtuodHasfatifiggeawsit@ated bf-a §EAB agordetscr i bes t he aver age
daily mlk yield conpared to placebo in one hundred
twenty four pregnant, non-lactating cows treated by a
Sum thed ign
As a first aspect, the present invention provides the use of a compound of formula 1, as

described in US 60/574171 and W004/048334:
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Figure 4 describes the weekly nmean protein yield

conpared to placebo in one hundred twenty four
wEe@gnsssy non-lactating cows treated by a PPARCT/IB2005/001438

agoni st. Summary of the inyention As a first aspect,

the present invention provides the use of a conpound

of formula I, as described in US 60/574171 and

W04/ 048334: i soners thereof, prodrugs of said

conmpounds or isoners, o[/pﬁﬁﬂmaceutlcally accept abl e

salts of said conpoundy | sol@H, or prodrugs; wherein

m and n are each i ndepgnden two; V and Y are

each independently a) t hyl carbonyl; F and
G are each mdap'énd‘@‘rﬁm)‘j\a)

eh, 9 Xhal o, ¢c) (OC
4) al kyl optionally substituted i4’(1 to nine
fluoro, d) (C3-C6)cycloal kyl, e) f)y (O

C4)al koxy or g) (CrC 4)al kyIthlo Xis a) -Z or b)
-B-C(R 1R2J-Z;, B is a) oxy, b) t hi o, c) sul finyl, d)

sulfonyl e) rrethylene or f) -N(H-; Zis a) -C(OOH,
gfw&%&w Y e n@émoﬁ%@’s&s&%% PN A optavle st
of saldg«prrnpew z'%ﬂnw%?hm&%onw h)
wherelﬂ n5ardj m&@@@crﬁnddw@ndbn@l dhe@x&\d)l; azol - 3-yl, ; i )C( O N H SO
oxaz 1 dl I

2[\—@?” 85 ag§ acﬂ nﬂﬁ}{wa) Wrﬁyhplgr?ea E@Q)X bbn;gl ‘é‘q C 6)al kyl

bf aasiGrase aaxcher)den@mntma) bydregienp) Raloy) €623l prilenaiiy {ubsituted
with oN¥8 rnfﬁ'e'?lu&rb% Qé}oesa%laéuksu/ lo) BydRs ] 1§ (G3T,RIKkbXY drg) €3; € )alkylthio;

0 |onI ently substituted with one to nine
5%?)% EPF?ZEQ b) (Cr c4) al kyl, or c)

(83s ﬁ)&ygzyﬁtrmabkqulﬂnylm siipongl) e Hﬂetwen(ecgi)eﬂjfbycl oal kyl or
Ck i (O RADIO-RE0)aAS, bY-6fb-s E'Mybfarw r9aLoAeLle)

e to t or %ﬂg 4-oxadiazol
YOS B o 9&&%‘"66%(' Jhocarter SErap gy oxadiazol
3-yl, i) @pdxbiswaizbliginbRylaaioearbehyip) +O(CONE!) BP:R wo KheNrsQRf D\mereln R*is a)

(Cy- C"\/\ﬂé’?%f gfql{lh Qld(g H’ﬁ)ﬂg IROG of- Nflﬁ an@ﬁgﬁ%lr%nﬂhe?&h fHar(©,-80 8Kyl substituents

ur 1S trona nono-

in R* a1p D@lﬁ’Bé'tYl"tdﬁP%!‘d’eWytsHb%Wﬁ?d wWihepet OrP'rferﬂé‘of?ar bon(s) in the
carlimsr) H; BR(C-Cly) alkﬁ%rb)s(ogwe)cmtalwyw i ndependent | y

rr%ﬁ 5 a)WEe&% 5){:¥c%a,kﬂ (t:) ataf).l | JF%alrl; % é/%gﬂ Cﬁ?gd c%r$ull9 BB% ‘ﬂﬁé}aéﬂ ¥ne to four

membigledistraiglitar bran¢hsy carborbcmalnowmrely twwﬂgﬁab@ﬁhq%ﬁ@a chipip Fay
optlonQW&éMa&B mﬁt@%n&é‘r\lﬁé képatoms del6dted iRGopeadda e okyBien and sulfur;
% g fa/ no- su bst i tlgted %/inttthdo O and wherein the
and whefp ff?(%’i r'%o‘f‘ﬁ'éa ¥ PRSP dEsLPRityied W XS ot i onal |y
novhereutbe tarbart(® dh the tdrb@ chanén BY i o;@lqnsllyanqyaertdealm subgiituted as
followzr:f;é rrL%r%%B%ﬁE Gﬂloﬂéllyfdﬂnbyduuﬂﬁ%bﬁsﬁh%q ﬂd&?@rﬁieﬁtﬁl Wih@8lko, b) the

carbof|k PRI B B B VR SRR Py AT 19 §khe cbaniale

optionaldmoric-gubgtituted With dxs; amdbi cyclic ring consisting of two

f l'\'f\%%?e rptﬂ% E%{@H@ ert’h? Eé&b&}’ chséif#nl\J hars ggth(ﬁﬁllyf H'ﬂ(l)rloysubstltuted with Q;

unsa
i depsime dang wﬂallmﬁéwyuSﬁthq@ Qﬁﬂ&ly ema&urw%@f%ﬁ? P'Shtaﬂ‘ﬂbefed ring
ophon'é%sheﬁfrh@ oh@toff@d#md@&fam&b@mﬁd mebmatady irod epgredeaniflinand nitrogen, or

isa blC%C?%qu %)ﬂ%%iw oﬁi&lﬁ usegll ggmé\lg of ﬁzﬂf&ur%@? EIET‘JIB/ L}ngﬁurgted t18e to six

membierafigjnes daen |1r3demnﬂ¢ntla,)wh¢aql@the byzyqllg;gng ml))raqllx @@ﬁ,cpne te jour heteroatoms
seuect(a&?ﬂad%dainb;yrbm oQg)gehYédxl’f@)é)ﬁd nhgdrcr C 6) al koxy, f) (CrC
c d’ﬁﬁb%i“ t%e P) rirpggr c@?%rjagy WP%X ! z{lrirg%urps? tute% In'&%%enjdgntl wﬂp a}él)ralo, b) (Co-
Ce)allenyl ) N?n(@) @k, B hidydxane)rG-Cadiergi fh( Qﬂﬁ‘e)(a@vltblcﬁ}amrwy% hapitio, i) cyano,
oxog@cg\rb@yab I(@Q@'s aﬁ&ﬂ%c‘a?‘b‘dﬁﬁto? rrﬁﬂ'loha-ﬁl & didNNG (G, Ty laiRl Whierein the

substlt ut

<
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i ndependently with a) halo, b) hydroxy, c) (CC
6) al koxy, d) (CrC 4)alkylthio, e) amno, f) nitro, Q)
W@ y®a01538) oxo, i) carboxy, j) (O C6)al kyl oxyrer/Bngd/001438

or k) nmono-N- or di-N N (G 1-C6)al kyl am no; wherein

the (CC 6)al kyl substituent is on the Qring is also

)?@ﬁti onal ly substituted with_one. to_ni rI]e fluoro; «Qubstituted
Cr-ColidRa o1 allioay spstiyents gnieQ ripg i§OPHRIAMY 1o % ok M PRl
indepehden8y Witha@mamwl Bchytiraky, y) (SaCyalkdxg o) (@ Gomipihip.ce) rining, f) nitro, g)
cyano, 38 )*00?§£rb§f(ydfr(% o'%)a%ﬁ%?%ﬁ# at ﬁ%%%'hﬁ%? & Fslf(@m)a%q

eteroc ron
wherexa)hed@r@@ﬁlwl suq§)|tugrﬁ ||qugxﬁ§q Q ripg |S@jso ﬁgq%?ﬁ/yes‘qgstntq}gq l’thaC)ne 6’(‘0 nine
fluoro;bond, b) carbonyl, c) N(H) d) -N((Cr C4)alkyl)-

b GG kb o B8er s & Bt S ARy ol

carbocyclc nﬂ;ﬁ)oailq(ylly having pp@he(t@at@)sgpqg%fqu @)fygglrb §u| Un ang W&gpen to form a
heteroa}gﬁd%ally be nmono- or di- séubsge; ult Ed mdegendlent ngl
1 a oxycar bon
(EJ‘S ;@PR@P) S@?"q&°&§t@f’?{‘8n 1, f) (c)é C7 cy%:ll oal kyl ,
QW iy oo, bSarto, oY (H)-kd xH((Ci-SagisD- @3t Gejalkenyd) oY) 9) ~(Cr-
04)alk@'6 WLPK#C?MG}QI%I bi) r(b{_{)ialkm wﬁ@?&@tﬂ&(opce)@hkw ahd\thé @.Cy)alkenyl

m
aroupap gl 1At 107 SR ePpraRp B £, o R ¥ b1
Co)alk&:gtambanyt, by @8- Cralkgi &) (OROdekeay, f (C:Gr)cyeioakyagiiydroxy, h) (C:-Ce)alkoxy,

i) (Cy- 4?:3(155/;?&%{ ﬁi/:%rﬁm& 'kg&'anﬁl)' ra%EgBNqDN Nor dQNr\ﬂGJ&B glg}znno or n) -NH-(C+-

amn kanoyl am no, c
Clalkyeeynh koxy, d) a parti aI ly or fully saturated or fully
ups@tdisiRineld JHIRBEheréen BT glatR®rEsibrecdgetherdo opb b dmed toyix membered
o.four heteroatons sel ected |ndependently

fully s‘%ﬁ’%{%{]gﬁ@&(@'ﬁ}c W fur and nitrogen, or e) a bicy
r iAriga)ooeTsitar AigN B (Ct-Goalkyaseiep, Bh(Ce Calelkpnaylaming F)y(C1 Cojalkoxy, o) a
partialfyt %Mlﬁ‘&eﬁ@raféﬂ of %séml%&aﬁli’rﬁr@é B&ighbihefbéred Sigoptemiehathg one to

wh
o B USRS A Bl S LB oy 15 eFie
consistinglefpen tised b@rtla‘lly onfulbosﬁlgxa’qed as (W1l upsattiaiedhinraede) ai meghgred rings,

taken Wﬂgﬁe%lj%] %r%epélﬁ 1B Biclctic ARY dpRBR Nas BB Qo foutheter®dtoms selected

ri-substituted |ndepen entl% with a) oxo, b) carboxy,
indepgnrely|figm yoqncFuBINdINGRSGE 8P bonyl , e) (CrC 6)al kyl, f)
( Ghefet)tad keny s, opﬂéna(l@er@?)dcyoclnesab%}uted injependently with a) ox0, b)

carbogwF @Y@O e afﬁéﬁy@%&r&éﬁ)ﬁ bk-k‘)s)fa %)f (@éfb’eﬁmé?yl,]g) (C3-C;)cycloalkyl, h)

laRlkyHCa Rty D hydigxyehy gs)a%yxyc@éﬁﬁcz)ggylthpt G- Céxalkkf)l?ulfonyl m)
amdeH)rH?anNr opitrélior P M\Gﬁlﬁbﬂ ailNg (@At ik ylantieo; @hereinhiee (OG0galkyl and (Cq-

Ce) alkg%yesuggtg%enasp?q t%‘ A npc};/ln% aﬁg)&filo@glw&n%u%pBﬁtn%ﬂbénnﬁedAncfe'pQ@ently with

I
a) halp, memmgm(pygggm ogy)nﬁlwsgpstny)edwa ,oag(gp mr@)ﬂuerer ¢} (Ca-Ce)cycloalkyl, e)
(G- é&l%x%yfb afipb] dég?rlnbe{o ﬁumn-m Nt{bﬁds)m;ﬂémlﬁae to nine

arff M/Beregnr Pg n%ﬁ(?%)ll@éalbl mapos skpﬁ\f\%eév@h% p%%llhrgl)%éﬁw sgt)Jrated or fully

unsatwiated dhiree toregghfmemhered 8ngo pittiooailst hkyinghenedo Mb@wrpmr@@i SQA?OEW
mdep?nhor%ﬁ{e);f?d#l B)}Qiﬁ{ sk n%ﬁ/d Sifdgeh: 3B dunefeir tHis hNe&i@%@hUM&ﬁ@é}ed ring is

ML O R T .

substBuéd with aedo hiné flage ) (CaICsIoyaidatiykee)(Ci-Bi)alkedyroptionaty ssibgftuted with one
to nin?‘ﬁﬂm )EQ'[HB% @? Hgﬁo ﬂp&lo‘? NEN L lc?gl?@ammg' or hP Cy- C4)€Ikylth|o

I ndependeht Wi th

hyripwideg,tha) (Cr C 4) al kyl optional ly subst i tut ed Wit h
ong V\lh@n Niang Yfdréleddn, méﬂ)yle(‘n@ancﬁi)aﬂgm laceedakely bne fe)mifds €x-membered

piperigfnﬁ 6|P%)$X|§ ;%Hédj oUbStl uye)d%ym% odhh{iﬁ g@gl% %&%&J%at%‘tﬂ%?than the 4-position;

6) al kyl am no, or h)y (C C4)al kylthlo
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provided that: 1) when V and Y are each nethyl ene and
m and n are each one form ng a six-nenbered
wEer@enisdsnyl ring, this ring is substituted byP@TEB2005/001438
phenyl ring (designated as J) at other than the
p03|t|on 2) when E is carbonyl, Wis a bond and X is

B-C(R 1R2)-Z wherein Rl and R2 ch .hydro B
2 Whep £ . AHEPATS 15 GO I MR b S (o S
hydrogén, @ iK3d- or Li@1)-, ez B1-CO)OH of3-TID-(BeCHglkys, (HEnGne PEIF &y must be a)

o B ERLEVSA8) Yo ORGSRl B (O C

In-the cament fo
in the memequgqu gf atmaﬂ@amewdemm redietive, PPRyFFliR ?f\?BTaE'YeééﬂaH%‘?ﬁ‘E °fd‘P9a“"e
energyPR@Ad i Fun@f@itdy bal ance in ruminants. Mre
particularly, the present invention provides the use
of a conpound of forrmula I with the further provis
t Hare:padipuladyeihe Bresgntdnyetion providgy the use ef@rrgmpsurdof fOZ““'%h\“j"h the
further%rdv%othg{o) H -OO0(Cr GA)alkyl, - C(ONH, then

‘(D%SN%B Eigf?,%{]ymls a,%f Lf‘ }fr'%“i)aaﬁ’ %) 9 @&H —8@9_ (C4-Cy)alkyl, -

C(O)NE4 treehloyié bitTi @r.G ibstdepir (Ci-Cabliiyl) by (C Gricyploalindind (GuriaaHerue d) (Cr-
C)a,k)%gw des the use of a conpound of forrmula |I wherein V
4 Y are each nethyl ene; or erei n_one

C Mp@@qg}upulgwdthg REset H’né?n’tlp%pr%(ii% edi5g of %?néoouné/ oﬁormula | w%ereln \Y
and Y fr@lehdrohidtiafidnyg; ortuhereforoms e aridie ndrbanyl gwddhe aliees istrhethylgne.

I\/Io% p%R g@?rﬁlnﬁ g esérﬁ yn)(}wtlﬁ‘z %0\‘/?@3@ J?d dse %f b §o dﬁfuh@ Btyf[)rmuWHvﬁerem

ef isqa®onyics) al kyI , f) -(Cr C4) al kyI O or g) - CR
7RBis apdd @fnalmo ]?)a-flﬁHRf?d) aN @) FOgrtkyt, @petCher)alkyl, f) e{GnCa)alkyl-O- or
ul, 0 |
CF% gg é‘v‘ﬁﬁrngﬁa %F Ilu?k\éi:l ?o?g HEAS By 83{& rﬁ%(rﬁﬁré:d fll tura?&g:aféocycl c

aturate aturated
ring; abdhr ee to ei ght menbered ring optionally haV| ng one to

faut, Bﬁ%.ﬁlg QﬁﬁJW@&tLﬁ@tb@ Gltfﬁqu unSl§raen dﬁéﬁ foYight 8mBRfy@eTY, optionally

navingigs foudlerbgorms TSR PR v e Py 2 ’i‘tﬂ"@@% N
oMerebﬁh&:ﬁrlh@wy)ptlcm)allm'adm di pr iGpicstiByes |M9Wﬂﬁb\w§h 0¥9, b)
carbo&q (h%) _}b}lb@fl@ y é‘ P?{Ikyl fg(bgfcgark@?y) QY (dsQﬁ}chbalkyl h)
(Ce- CMIQ@I%QYCG R|5<y| @ydé]gy d] alm;?{/ ip)(é,(%)éf 5% Yy (d,kbalisuitonyl, m)
ammo%)o@édbyb)fmtkf ory)|monoN- a:mjerJN (@y)Coafiayimminapvherein tiee, (Coe)plkyl and (Ci-
Ce) alko>&/ %P‘Nztueg{s o‘A‘?r?J Kl ﬁbeé %‘ﬁls& %t&}ngk?ﬁdﬁxl diaﬂl%-(sggs'tltu@!) ﬁdebéﬁ@%ntly with

uent's &@ asootlona r{g(? loalkvl
) halejib) hyskoxyrq) (@,&MN entieprlly seRspiuted s4ih pye it f'ayfoh%% giyoloalia, €)
(C1-CHMRBXPYamifd, of §Y rRorb}Ne de Wik, BFCI-Oakyiamisaybst i t ut ed wi th

PO\ Fn?%gﬁl)}]e if;ﬁ]oﬁlongl?g n'qo%? S?S}I&Ye%_\nﬁtﬂl %hla‘\ft%\kfléllgs%urated or fully
unsat@)vau w¢@mem;bt mesnberkiing, pptiphrly havingRpeits foypiaiespaipms, selected
mdepEﬂ?J‘@F?t ylsnltd)hﬁ;x'y §éit @lﬂfu%ﬁd’hﬁ%g@@ratsb dhbiginQhis fridd ty e@&t ragrabeeet ring is
ctor g P R el g R LBy otorly
substitunatgitarote it hiye fluoandpiOy-Genyclaalillf e)r(Caﬁdalmeg’g@gHy saibgiigited with one
to mn%t?cfrc? r?nﬂn]i iy, %{)r‘hgﬁcﬁﬁ 6rf&ll ﬁ'l\g@t Cr§§| ﬁﬁﬁg Jr h)"(@h Jalkylthlo

Wi Mq{e ayrtuwiqug th%Preﬁ% M\ﬁrijlon E')(’V'El?f the Bs)eacrf I?)?PmB L{ 8ﬂ§m‘u a Pwherein

Substa) pHeh@ dptiuinklly lmseﬁdentmusmtumied @itiopneddr two 1) ~(Cy- Ce)alkyl 2) -CF3, 3) -
OCF3(4§'}3(S E% gl%&&o%(éé%é gcxgb%@% ﬂ E@M@QW“‘HQ Bed) |h¥dro>§y or b) thiazolyl
optloq@ﬁwodqgenc{%tlyaﬁubwtq{ﬁct@hd elyeaqrm BeHY gr 2)@ erp(j op(tleflle@g ndependently
substifuted] withloh& biGivo BPL(E; - Qé:)élkyl eplaEs ley-00F &) P(Ge©Rkatkotyne)d0-CAnycloalkyl, f)
halo, Br % (94§z§ky]:th|o orlﬁ%yé%oxya conpound of formula | wherein

More particularly, the present invention provides the use of a compound of formula |



A is a) phenyl optionally independently substituted
wth one or two 1) -(CrC 6)al kyl, 2) -CF3, 3) - OCF3
W@ 2005006389 C6) al koxy, 5) (C3-C7)cycloal kyl, 6) Pel/B2005/001438

-(Cr C4)alkylthio or 8) h/ydr oxy; or b) thiazolyl

optionally independently substituted with 1) one or

two nmethyl or 2) phenyl optionally independently
whereigupstituted with one or two a) -(CrCe”l kyl, b) -CF3,

Cp and@Chr3 ea€h) indepEhdenty) Bydragey, b) Blo, (R Chptkylor ACkGhalkdxy;

I&‘S\Pa rb Lgcrﬂﬁé)zal kylthio or h) hydroxy. More

q}&r esent invention provides the use
0B is&) @%’n@dh‘mdf%f"\‘ imul a |wherein F and G are each

5 'i‘Q% E&Kqul B) -BJO)MBL-CHaKy, chp)C(omliey or 6)tettol@; 4) al kyl or
QXY sinoh dng a) -Zor b) -BC(R1R2)-Z, Bis
% ({Pydrt%er}%g%ycﬁn ﬁ -y Zis a) -C(0O OH, b)
- B{iQpDVIgen @A) alftkly pr pagtjally sxt@piRpiopful unggturaiadions & foyr. membered
stralghﬁ';lr b\'a%cﬁ’ad é&)ﬂi‘)ﬁ QaEM V\ﬁ%rebl)thé"@drlmhks) irARélcdRgor dﬁaia)md"yyﬁf @@Rbe

sat d or
rep'“ﬁ?ﬁ’@%ﬂt"t‘]? QE @’8 héﬁ@a{o%sf%‘ﬁ? e?ré g%{‘% fr $iPg° WF“ Snél%ur”grh ched
10 cwindaein tretvarbon(syih dreesarpon hlaaurclarFﬁm(pggnaIInmpmesubambt@ﬁ with Q;
CREn BRY m?ertlél A ulll)y sefﬂ'ﬁat@@ B f@lﬁf%s%ﬁa{éd Hrse @relgthmembered ring

het er oat I ndepen entobé romox%egll fa dnit
optionayli ha\ing Or\ﬁﬁ%iOéi W?t%f??éo%%?%%%Gé’)deP?{‘ PR o BYPFMe R RANd pitrogen.
%oﬂefpaﬂlbmlarlyntaé bigsambinensiosdvides trecisaiot dncdgponndofdomu livgerein
apar r y..saturated or fully unsaturated
rgew)}% Oggn b) In%!n‘%)learngld ri H% tionally having one to
15 fBulI5 ah@d@g@atbbmthﬂéi‘écpéa"zr @@gendent ly from oxygen,

S MiofelfartBiskyning pl‘égéﬁﬂané\ﬁlbreprmdslcﬁmbtﬂhﬂalwhdréhe ]E)r eselnt |
|nvent|on rovides mul a
e 8 R sy SR G s e SERO PPy
hitdy 6365 RHIZ net hyI or ¢) -OCH 2- phenyl Mbr e
pgrgd)&ue{n@rl y, the present invention provi des conpounds

ereln mai V, an e
2 nieRyPaHo BT & hisRReRg i P RGN ofbE pEAEY o
In partit&Ra) thZ preBent ventign pravidestihreusetoé a pompaung of fdierilagatheteims
J) is attached at the 3-position of the piperidinyl
ring. In particular, the present invention provides
the use-of a conpound of fornula-l-A wherein wherein

Rl and R are -.- i ndependent |y a) hydr ogen or b)

nmet hyl ; F and e each |ndepe[1dently a) hydrogen or
b) mathylW and O) Lo— articular, the
pr esents”i nyént "oh pr VI 08¥S the wse of such conpounds
of formulaol - is a) oxy, b) -N(H-, c¢)
-N(H)-(d-C 4)al kyl /‘UQX(C r C4)al kyl - or e) -(Cr
C4)al kyl -O; and A ¥s phenyl optionally substituted
with a) -(OAC 4)alkyl, b) -CF3, ¢c) -CCF3 d) -(Cr

25 Clihaleln®¥and B3 ar@)é‘édh%lfe@&dentlyfa) h)hi’dg@m 0|93 mefi; 1

| RBn Erashouagpr o LSt 4 B o mpounds of

f &risCE@)PH.A wher ei n

In particular, the present invention provides the use of such compounds of formula I-A wherein
30 W is a) oxy, b) =N(H)-, ¢) ~N(H)-(C4-C4)alkyl-, d) —(C+-Cs)alkyl- or e) —(C4-Cy)alkyl-O-; and
A is pheny! optionally substituted with a) —(C;-C,)alkyl, b) -CFs, ¢) -OCF3 d) —(Cs-Cg)alkoxy, €)
cyclopropyl, f) halo, g) —(C4-Cg)alkylthio or h) hydroxy.
In particular, the present invention also provides the use of such compounds of formula I-A
wherein
35 W is a bond; and
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Wis a bond; andA is thiazolyl optionally substituted
wth a) one or two -nethyl, or b) -phenyl optionally
weastiBgted with 1) -(CC 4)al kyl, 2) -CF3, 3pCHI2PE/001438
4) -(CrC 4)al koxy, 5) Cé/C| opropyl, 6) halo or 7) -(C
1- C4)aikylthio. Mre particularly, the present
dnvention provides the use of a conpound of fornula I
A 7 pPRnAIY SERer Wik a) SRe o ostah e ) Ehenbertpnaly
substituted witt N)H@ A&k, RIOC, 3) ICEe4)i—(T FGs)allkoky) §) cydoprepyl, £) haimet 7) HE-
Cy)alkylthi phenyl ring (designated as J) is attached at the
4)alkyl '0
posi tion of the piperidinyl n In particular, the
Moli?rF@@éHf‘”V'W@@W?TBWV?IF'%PVH@@GStW%USG&a B9MREURD ATBITHIR Iggherein
m i§ oriehl lsnb afd V aftl WakreatHméthylind té3omh € padhyBnghy dr ogen,
anb methyl, c) fluoro or d) nmethoxy; and Z is a)
5(0)04 b) -C(OO0(Cr A)alkyl or ¢) -C(ONH 2. Mre
and particularly, the present invention provides conpounds

the@herdyPh Hé’sl n’aﬁd‘é@ Qi€ bﬁhcméd & th'@S pdsfioh o?ﬂé legrlldmyl g, b)
i on
e fafpt i g R P oS o By BEs, ey coes,

d) -(C 1-C4Jal kOXy, cycl opropyl, f) halo or Q)
hydroxy. Mre parfticulfarly, the present invention
provi des t use pof a Jconpagund formula | -B wherein
Wis a bqgpd; AN ' optionally substituted
with a) one o two -nethy - phenyl optionally
substituted with 1) -(C | kyl, 2) -CF3, 3) -OCF3
4) -(Cr 'C4)al koxy, 5) cycloprgpyl or 6) halo. In
particular, the pres,@nt i nvention provides the use of

“ whgrglnE HQ arg];a E%S rog 'h&'ﬁ tgg :5]\’“ e d r%zléh%;\fda% are

epen and G
ZlSa&)eCé?a@H bn@é@@a@eﬁu)alwlal)C)hﬁj@)l&lgen or b) methyl; and Z

Mofe%a%@x@'khe IMRSsEnt G b Boddids\eombALRAdP @SR 1 iIBWHRRdH ONn
3@ ?C "?kF8 odund of formula |I-C wherein
? Iy o By 1\@3 RO N - (C 1- Cayal ky! . q) -(c
Alg pl’@fx)l abtkvylally sotvst@)edwtﬁ:a)r— CAG 2Ky b} -OF 3, cCR1QTAs,i (@hr@a)ylkoxy,
cyclopropy|qpﬁd|@5}§ hwdcé(gbst ituted with a) -(Cr C4)al kyl, b)

Cr C 4) al koxy opr op

MOI‘,?él]aBICUI ,th@@rese%v%n |Qrg,prp}q%% ﬂberus'g)ofﬁycap%qw Of\ViS¥ uIaI B
wherein particularly, the present invention also provides the

ngggom gpnpound of formula I-C wherein Wis a bond;

I's thiazol optional |y substituted with a% one

A ighiazajty ontwe%lwyvbsa%teg)mth preen g1 twe pneteh a1 i)y Pranyopiiqngtvesybstituted
with 1) ~(CV8Jelikyll 2) -CELIBy OOF) &) 4@1Lo4)a%xy, 6Feloptbpyl 6K8y8al) - (C r

In p%}a %%F%)hesér]t |r]Q/X|Si“t§or9 Elro99é/s the \?s)e Ec,aomﬁ)ogﬁ c%lforrglgl:a

I'nventi on

pr ovi des th of a conpound of formula 1-D

A/WY "

I-C

wherein R’ and R? are each independently a) hydrogen or b) methyl;
F and G are each independently a) hydrogen or b) methyl; and
Zis —C(O)OH.
More particularly, the present invention provides the use of a compound of formula I-C wherein
W is a) oxy, b) —N(H)-, c) =N(H)-(C;-Cy)alkyl, d) —(C4-Cs)alkyl- or e) —(C4-Cy)alkyl-O-; and
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| -D wherein F and G are each independently a)

hydr ogen, b) nethyl, c) fluoro or d) nethoxy; and Z is
W@2005(BBOH, b) -C(O O (C 1-C4)al kyl or c) - C(P)T™MEB2805/001438

More particularly, the pregent invention provides the

use of such conpounds of formula I-D wherein Wis a)

-(,C 1- |

ok ot pRlogHiepipiEbaih L GaConion bk LR ) gt o
cyclopbopyl; fiTF9, gb-H(Cr-CipiRyithid or k)(h@irGky4) al koxy, e) cycl opropyl ,

f MoP&ld ,cuIQAy, fh(egFegeﬁ’f)r@ler#‘ch Ligd erm%esme Vet Mbouﬁ@&f@ormula I-C

particularl’y, the present Invention al'so provides the
wherefise of such conpounds of fornula I-D wherein Wis a

bandabandjakd i s a) thiazolyl optionally subst i tuted

Pb\btthfla ol)? B@loﬂél{yts tltum?%mfg) %oﬁ&v B&ﬁ{% @én?ﬂﬁ r?élly substituted
with 1) 23R4 -6 AL kiRyCo a}soxm'a{w@ppremw ) 5710 01 3 —{faiGalkylinio.
ONn articpBE thelpradpritiiBi@tioh Yrositéisthé UdeloR 8 covhdund bf forafdla I1-D -
1-A)al kyl, 2) -CF3, -OCF3, 4) -(C 1-C4Jal kOxy, 5)
cyclopropyl, 6) halg or7) -(Cr C4)alkylthio. Mre
particul arly, the present invention provides the use
of conpounds/e’f cited as exanples in
t he experi ment a gsection hgrei npfter. Another aspect
of the |nvent|on is the us npound of fornul a
I, in the manufacture of afnedisanent for the
pal i ative, prophylacfjc or curative treatnent of

ease associated, wth tive
PR ] S BR5R RBSIA Md DR SRLIAP 505 B g
i &% e G(OHob) -£(@Qhisodadkdfor )oft@INH2.1, in the
Ml getcuiagy, He prosBRGHVEATIR Blovib&y ihé bR df’é\lch lc8ibolRds of formula I-D
rophylactic or curative treatment of negative energy
al ance in rum nants, wherein the excessive
aokt ismut-E4-Caalkyfor by +( @i gogkjl-Gesnd n |iver tissue is
PrAGY BiEnGS Mna@)sluﬁéﬂhﬁécﬁﬂm a‘fl—r@]{ %)alf()h% ) GRS DM, d) —(C4-Ca) alkoxy e)

el evat 1 0on n- est d”level's I'n serum
Cyc'oﬁr@y‘pp Bye 9 e@1§|4a‘5}’“ih@\ﬂr Q)thé(aroxyAnot her aspect of the
i MWoedpdrizolathys tHelpeesastenvefitioa aso podtetsdhofisefobsurh kcampqunigof formula I-D
wherei® nmanufacture of a nmedi cament for the palliative,
prophylactic or curative treatnent of rum nant disease
ad¥6EbePE@ N t hnegat i ve energy bal ance in runinants,

ereiﬁ g) maidryeormmaaﬁ SibéRuiaE Wit load brawo oﬁetmw br) ymwdmonalw

substl e\é%vgl’tg o g_'[e)a\ X\It IIB:;)n lw ng "QS?éerl alkox %c&?gérg%yl (E)F vi} halo; or b)
phenyl enjienady subsi@dedinii B ~(SHeuisiryled -ofs, Al D@Ea, é)t~é@1 Cas)alkoxy, 5) cyclopropyl,

6) hal&be) efce) ¥ikyihlde runi nant di sease associated with
nate nce in rymnants
76 R S8 et R R SR oo of TAHBS G REMYR o rected
as exaropies idireeapeimestl scti@charemidpendent |y from fatty |iver

S yﬁ(ﬁg{hgf%aﬁtg ¥Eho fﬁl\/éhtlob e QY 5 ESRSUh &8k forhﬁfég ih @r‘ri\ anufacture ofa

I mune tion, toxitication, primary econ
medlog@faggc?rghe REYRINey preahwlag%grcawgve trqq;ﬂn@égftrpraﬁant disease assocnated with
negative appeyt emes inrerhinamed pl acenta, di spl aced abomasum

mﬁl&hfy‘ %pe& ‘Sﬂﬂg .nLeJFBE fs t{n)é l§9e olf Qt‘,&ﬁn@uh&l Bf%%rn!u%VY in thce manufacture of a

med'qama@fé@rd%ﬁ F@”ﬁwer P"équcﬁ‘i %ﬂ@éraﬁ‘éestﬁi?tnéﬁné@f ngpatiye §per@g§al@cg n
ruminf@ 8 inhefeMhe BRESIIVRGccumulation of triglycerides in liver tissue is prevented or

where;

alleviated, and/or the excessive elevation of non-esterified fatty acid levels in serum is prevented or
alleviated.

Another aspect of the invention is the use of a compound of formula I, in the manufacture of a
medicament for the palliative, prophylactic or curative treatment of ruminant disease associated with
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over crowdi ng, shi pping, dom nance or illness. The
invention also provides the ability to nodify standard
waladosg1538w di et whil st mai ntai ni ng adequat e eneChYB2005/001438
bal ance. Even nore preferayy, the rum nant disease
associ ated wi th negative energy balance in rum nants,

as men(tglonedlnthea the inve theidlw. .
negatie P L8 DT B HBRe PG L ao B BRI Ry o8 i er
tissue lsipveventsy ndalleviged pnd/aritreyexkessvs elsyatido wiTon-esigujiesjaityragigdevels in

serumg &g\%n)ed%‘aglfe'\nta{eé and low fertility. Another aSpeCt of
Invention 1s the use of a conpound of f

i ﬁ”ef%b'Y it DB eoete sPeRctaad Wi nebp E'Eﬁr%bageé‘fi‘? uBgerts.as
mentidhBd laftie dspesie bitheiavantdreissreimdricioalbs oresdrimose diyeabessplected

lndepe\?ggrbI?Yrgrq f&&%&@ﬁﬁa‘?&né ggs%fb nie éfe%ﬁgn frﬁ’&ﬁr@é lmmune functlon

nvention 1Is
toxmca:srpn,apna@rvwgﬁacoaﬁarv b?t?ﬁﬁ aovvner POy fwéromn'uﬁlaﬁlm @aaPet%‘CG retained

placen'fﬁa @isﬁlé&ﬁﬂ@boﬁﬁun{ hﬁsﬁf&l’(@ﬂﬁ%ﬂétnt@f infftilig bl weatilifolaeendm séubacute
rumen %88%? albrq:m ?qa%;gl%t(% utrl %a'kg asso |gte<|j vav% 3?3%98? P?efat Agcgthgﬁgmg,

I on |1 S e use
overcrbgding lskipiping, |dnmmhr¢cewatﬂmsac iﬂuﬁ levemfloraalmp\c%&iéhﬂ abfiligyto modify

standdr@@in‘?l\ébwQhe@ﬁvhﬁﬁr‘nﬁiﬁl@inmb '&Geduﬁfé chbriag bwam;bng of the

rumnant 1l ve atic si
{ Blr e arsany. 3 R Ren e et e Y By 8 b
ruminanteypo oneotionéd ndremspectd ofitise indmiion fetedy, duiudes onegpr rivee diseases
selectz%%eﬁdn(?%tt ﬁ\%m‘.y?’\gro%}’ﬁ’r nﬁ%sﬁsua&v@r@r & @ﬁéﬁ%m@o(%ﬁdba)[ﬁé{ﬂﬁs and low
er aspect o e 1 nvention, the conpound
fertility ormul a | is admini stered prepartum and, optional I y
alAﬁﬁthataspétﬁ bithé hvention ik theywat ommmnnmmmmadfm thledmprovement of

fel’tlllt)) Wl‘ﬁ&ih}ﬁ ?&reagF@rem%gQEﬁ?JteJ %rmé| c?es;rué. clﬁg . gh%&c%o%geptlon rates,

anot her “aspect o e ntion
and '”tmé’e@iﬂﬁ?b!!ﬁféj“tbf formula | is administered at
PARbHe dsp&dl of M ihGeribre eealdb i a bqu)oomwnﬂlaofm fremmamnligcture of a
medic%rpérégcgr ?ﬁ%%tg%m\%e 8€eq{ectalgthgn£§ esns t? gcco %{Hﬁgtre\ﬁg@hﬁ’on andf
lactogetesisi nvent i on, the corrpound of for mJI al is

ag\'ﬁbt‘ﬂblsat Fé& d tHé’lnt/éhnBths % Jsb BES c&hﬁduﬁ@of%\ﬁufal 118 theSfaf@facture of a
artum Prefe o un

e b AP DR PR Gs Fgering of P E
duringgos rpaitibuperiodn anot her aspect of the invention, the
c W?r%’“ﬁ%ge&fof th® fnUéH’uén Ithe' I RIS His raa@.mfetréa%n@mu Period

ur 1 mes_pos partum 'In another aspect of
from qorﬂ?%l?rfawumttﬂé EWB?IH‘HT”BF fornula | is adnini st er ed
atin prauttien asdecioot themtiehtioa nthel pomm)uﬁd)ufrformuhﬂss administered prepartum and,

om'ong@p%g@g@.&%%gt her aspect of the invention is the use

ound of forrmula 1lin the manufacture of a
ndved an@h@r aspact ¢ffie ipventionaihevempiing ghipimanid | ig agspinistered postpartum.
C U gt |aH&hérra€§écﬂ”ﬁPdﬁe iffenfiQ Bleicu@peUne rongnb.BA Eifl &@mihiBtered at parturition.
ameg Sr%f%rﬁ\qy phe g})rﬁpéqﬂﬁ ot fo ;fuéa; gs?]?@e gmstet@d d rlng;futﬁ'% % r?éd from 3 weeks
prepaityny ¢nd weegks ppﬁear’mﬂ k quality increase is seen in a
r qu Hidthe? Bspet &t R invRMBINSthe CorkisduR 8f 1BIRHAESs AdinifistBleB@p to three times

durmgn]'le %{ rst seven days postpartum.

ghvgb?r%dqnomeogatlc signals

Preferably, the compound of formula | is administered once during the first 24 hours
postpartum.

In another aspect of the invention, the compound of formula | is administered prepartum and
up to four times postpartum.

In another aspect of the invention, the compound of formula | is administered at parturition and
then up to four times postpartum.
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In anot her aspect of the invention, peak mlk yield is
i ncreased. Preferably, the rumnant is a cow or sheep.

WO pooano3Ber aspect of the invention, an over al PCT/IB2005/001438
increase in rumnant mlk yield is obtained during the
305 days of the bovine Ia&%/ati on period. In anot her
aspect of the invention, an overall increase i
Aoatheraspeqipl the {ventian jsghegise A1 e aoraraune gt P "? %‘P mggufacture of

a medicdR¥t i6tftnd heiabay bl@@h)lla’tﬂé atwﬁﬂvdlﬁiatrﬁéiu offregéizve @abdrgy bdldvee in
ase

eld, or the
rummarl?%@P(Z{%'écr‘?aﬁeﬁ%ﬂan |II§Hun\|t¥|aaélor il %d increase in mlk
duapiefeyred laspe@mféﬂen@‘&nﬁqnoﬂw il awlv las68gSS [srpogm BredUction in the
levels oawg,gbog,gs iNeminavMeniki on, the increase in rum nant mlKk

ual 1ty and/q i.s ohtai ned after
g@ﬁ‘i“ﬂ?%f"?% H"ed?veﬁt'%‘oﬂeﬁgﬂﬁléy'sg N 'B?rﬁ?ﬁeg' | to a healthy
rReeferablpt the tumigenbit lacowasgieep. of t he invention, there is
R& QP(dtl?e‘?gs;?ecP&%qh\mn&F al Vel liRrdase MPUMMER il %’Ield is obtained during

veteri nar di cl ne n a preferred aspect of the
the 305‘1%‘1‘3%‘“%@‘"”@}1?&?3@0“ RerSfovi ded a compound of formula I,

fi@andiise abect dtehepiavdniiad, av evergliiropagé Botinpammils vielstis glgained during
the first é’rg)ea%xsn&%e IQOVInQ%?a'ﬁbﬁlﬁen gergy balance in rum nant S I'n

d aspect _of the invention E‘ 1d. or th
%’eflgfe@\yl f@@qualbmﬁmrumnaptdp%megi prt ¢ @Frea%eem pﬁaktrw yleld, or the
increasB rlnilkﬂidah’t?,ls ostapdyitaacs baryebweur at i ve treat nent of

b'ng‘ﬂ@%’ a]s%ec?a elg\?efh ion, V{ﬁtlr%gea\% H}urqﬁgrqtn\ l}(%uﬁﬂ%nggar gnglé)él%ld is
obtainddsaftersdginigtion ofm CDmD@ldeIOf f@éﬂ“'%?ﬁ anenfy "d?'@‘l“‘&c i a,

| A HARerd%sdd Bahd RlentibiRRld i€ Broli®aia orhpoded didermula |, for use in
toxification, prinmary and secondary ketosis, downer
veteringry\iiediGiNGr one, i ndi gestion, i nappetence, retai ned
pinaqesferaed abpsg bbibe mva‘mOm;ﬂmmms proyisied a pgnpound of formuia |, for use in the

palliatnéeg Ex‘é@h&acﬂ@y dutdtiSe tréa%&ﬁ b r{egét)(/e ch&@W baldrREBN@MMants.

te runen aci dosi s | ent
akb'eh Even Barekreferragiaspeat o éhegmveﬁg%ﬂ, ﬁ'l%ﬁaola proyi Léﬁ‘i,? ﬁ pouné gfl?ormula I,
for useQi e QaNae T@ophyiatiemir ogative tredtmanticod ruominank Hisesss assonlated with

negatl\?e e?\%@g rbal%f?c%ﬁ? ‘unﬂrﬁﬁngqflh%rgi}{ qﬂéfél‘aﬂy, tﬁ{&géfasé B, s@i’e@t\é& H6H tdty tiver

syndromeo@ﬁgﬁplacmrrwne Aystynctian, wav?dé@f%ﬁfunﬁpﬁﬁ%f&@ fiefe PféfH%W gge
secondd) IRHER, ddereHmvﬂ@)ﬂHﬁ)meaﬁdigéswn lnappvem\se netainedplacenta, displéced

aboma‘%Hr\r)grﬁ%ﬁ g% ‘?en[dﬂz Imegrlltlgl |$f£|¥ ﬁtY dcﬂv o %}9{@% fs trurﬁén éCh]%SIS and

prov e curat|ve,
inadequate phiyibatdntals aseogipidd WI@tSitre%c ¢ EeatrRORE h%ﬁmaé@fa&crw@mg, shipping,

domm%@%gu{n&gl ance in rum nants, corrprl sing: a) a conpound
formul a

I e
oinaiceaeee 19 hyetiop o B Henen 8FEmphy Rl By 1gruse inthe
palliati, lpeohylagtic ancliraiive peatcanjiohgedative epergy ailanagdn al;mrg,ﬁtgs and for
mcreag&ﬁ {uﬂ“ﬁ!ﬂ il uaﬁ)ﬁtﬁgrﬁf/@labé{ht the kit is for for the

tive, lact’ic or"® Curcgt \r@ t reat r% Of | lactic or
P AT 3RPeoh BedvaRIoR here P B A R e AT PEY"Y
palliatid@irédi@entionndgativenmpigy baliredn pimbfaetsadsimprisingie kit is for

vV prophyl actic or curative treatnent of
ac?r&OUR@{)ff&ﬂmaslyann one, dystocia, inmune dysfunction,

b) optiong¥i ane @ mmﬁmermqsm@tca'brr@ccetp@klef%ﬁfsp Bireipies; rdiypnts, and
pacﬁébﬂﬁ;%%ﬂﬁrn%g@bﬂ%;ﬁmndﬂ@w er cow syndrone,

A oPah B RbAEER Batnhidt hiish:
borigetn it R RE HeGRfiGiye) FoRRaE b ARt R D
diseafee m$gokiateg with deyaiine eresay. balance in ruminants.
More preferably, the kit is for the palliative, prophylactic or curative treatment of faity liver
syndrome, dystocia, immune dysfunction, impaired immune function, toxification, primary and
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Even nore preferably, the kit further conprises
instructions for the curative, prophylactic or
w@losiia3swve treatment of the negative energy bRCHIB2005001438
rum nant di seases associ at %d wi th negative energy
bal ance in rum nants. The *transition period" neans
from 30 days prepartumto 70 days postpartum The term
secondatyr ketgsisrdgwner qopeyfcrome tindigestion, igappetepesa fqiaipRd Plagenigsdigplaced

abomaglﬁﬁ Qha[%tltrlsn(élné@ﬁﬁeﬂﬂf kY ﬁﬁéﬂlli@@toknﬁertllﬁﬁlédd Iahd;ﬁees and curative

R hepreiy By R b8 L fons i e fa8! dibdhyictic o
palliativestcpaimenbrefritesnaghtiviessnengie halance oaﬂ’d“r@ﬂtfﬁmwscﬁsqqiﬁt?q(\ylth Mpgalive

energytb%{ o i AWhinsss. used herein includes heifer, primparous
rous co

e TeiatoR Aead e e T o 9@83%098%% y
| Tieti teat Ttreating", Fiedat"y treate’eor "teapinantae Usetitstraie lnaludesmoznwlactic,

pa”,at,\(}é/g.fdl{,{]g;,\,eq atrhénpal red i nmune function, toxifi cati on,
secondar%ﬁket osi s, downer co

i rNﬁggfé@tenefav balanga’ys; UskE Bereip geansby BPgE é'ﬁtf%f’yd daﬁ%zﬂ Jegthe
requure]?rmafmﬁmmnteﬁa&ielahd prod(agioalprilky.metritis, infertility, |ow
t i 06
hi’fﬁ X r?# roé\?fagl:q{sg& h% gﬂ"ﬁi% ﬁ heMe Erlml%igus' dn¥ mﬁ@a%ﬁ??ow
Ueaﬂébruwnﬁme@na:\émqr%theamn%ti‘aﬁﬁéwbﬁ@wwns AN follovdng;

mdlcatloﬂs %ﬂy'ﬁvéi@ﬁ{drérf{e lagstEUR, hrg@ opsturition, bFa@ad Bnrhumeft@iction, toxification,
pnmarg gncf sqc%rvj% ygngPlsk o?vg%ro c%%lgsg}\dé%m? G e(;‘%gt?ornelﬁgp?pe eﬂcéS %@Béacplacenta .
displageid|akorgdsemdmestitis, rterztle-) ametitiscinfediis 1owierlilyland/sf liamgn%ﬁ m | Kk

f ﬁ‘ﬁlk thalﬁ?’ lak uﬁd%?énrﬂrefé@ﬂ%%@leve%ﬁn e J)f pﬂﬁeln Qét Ib&Séee 8éhaiic cells,

and ketose 0t & el B8 DIAGHe SPFTGr gRer [iBEse o fiegh o latose
conterfyear eidecreasa rssogragataiievelsan ketbre okigs levtlegi cal

Ly hgﬂcye(é% ih qﬁlr g@ﬂ%ﬁﬁ‘h&{; ar ALY i ﬁlnlll $or&d ortr1'1|FR$éd%r milk protein

ceSS|ve el évati o non-esterif jed fatty acid
conterteagefeld as.@r BePhPT. 25NGIER%E P ¥PHM AR PHSNES  er i fi ed
f aEkopsaw atclireviation obffigigetiads? bs tided me@POneank fleaienthae them

phySIob%glcgﬁgglﬁte AR L R6 o?‘?ﬁ‘? M\{J lﬁg\rer tlﬁpg partunt nmeans 3 weeks

Vi ng ‘cal ving. Unl ess
of E?@ewvgélegﬁ@e of n@opster'bwﬁwdd?ﬁelsn%ﬁﬁ@“f FOHPEARRAIN {MRENS non-
estenfréa\fd@%adne%els w@étére@hn éobﬁrﬁbm_hrﬁsé#&rﬁrus to 6 weeks after

VR R o S FGERS L iodhh B ooy ot the ey o

calvingxpel | ed fromthe uterus. "Periparturient” nmeans the

P %fn|eggcéff1ér$l|§b tsﬂﬁ:n‘@@ g‘b&%aﬂgm‘)ﬁ\eérﬁ @roﬂrvﬁl‘%ﬁ He%@%'né’@xpe‘il@d” from the

partum peri od harnmaceuti cal | y
“teruséﬁéé‘ﬁ?@tﬂﬁé' the §e"YﬁQ§h‘ﬁ’a9c€f¥Be'l?QFeréi?e “t‘ﬁ%? uent, vehicle,

exAt paitariibn” nidadlé thie 28 abiirs rzﬂetthd)emaﬁmb Ieiq:betﬂe&\irctm thehuerus.
Ol p&{oalltd?gﬁtegl tﬁ e[S)JrloEI ﬂgm tl%rtf%jh Qﬂhe gehr{sﬂje 0p%lod to the end of the

eri1 ous r eci pi ent erei
postpartuﬁmeaﬂéutl cally effectlve anount of a conpound" maans
a@yaﬁﬂéﬂﬁicebtﬁb@ﬂy dcBertAtie G ryat 1he e, hﬁlubntt Vebichi exdipieht, @hd/or salt

must t?e{](i%rﬁ)g Al I\Xﬁﬁ%%tﬁ?r n)b(ﬁ{%c&entts S | férgSu IO Cc%t'd%él'e%e{nousqﬁ the reC|p|ent
thereaindue t oxi ci t y, irritation or all er g| c response),

C ITBEPHEréh, Bth¥iabLtiBally effective amount of a compound” means an amount that is
effective to exhibit therapeutic or biological activity at the site(s) of activity in a ruminant, without undue
adverse side effects (such as undue toxicity, irritation or allergic response), commensurate with a
reasonable benefit/risk ratio when used in the manner of the present invention.

The mention of use of compounds in the present invention, shall at all times be understood to
include all active forms of such compounds, including, for example, the free form thereof, e.g., the free
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reasonabl e benefit/risk ratio when used in the manner
of the present invention. The nention of use of

W@UpOLE38s in the present invention, shall at BCT/IB200881438
be understood to include | active fornms of such

conmpounds, including, for exanple, the free form
thereof, e.g., the freeacid or base form d al sg, .
acid or hpge fgmba%a%o A BPYHE PRETORYR Py RES: Qg G faemers, Siteoisomers
e.g., dlés@éi&d?ﬁﬁié 5nd éﬂaﬁtfoﬁ@t§ atethes likeeargl all pllarestestiediyeceptahig salts as

deSCrlbg% a%Oﬁ'fe’a ess pq%{ﬂgallggt%ﬁd ol(ﬁ%rv% gy v@ﬁ Lls@lﬁ@érﬂﬁgé;c%gd'tﬁ%ﬁltﬂéﬁse of

suitablesquies me*@mlitef of sush GRMBRUAES. Vil asw suifapleipm, asg|als ingluded herein.
aﬂﬁfe%ﬂeggn&ﬁ pioh@b .teheas td &anﬁﬁunawhataéaé @rug piecirgors which following

admini E orhreLessei tﬁ% ﬁl‘blg gﬁv"f?e en‘%o l“('ﬁ}ﬁrglb%l or Pﬁgélogléél'bﬁo%e% (Egr Ig‘prodrug on
being brafgetts tHephysivipaicahpls ot thratigheerayrie g@op ﬁ@@@l\fegt@a to thgfesifed drug form).

Exempfa%l oML RA %ﬂaﬁ& Feﬁstab&fhe c6ir &%llﬁgh%e%lbl,ganld@ubﬁ M@roliz&ble ester-

chem ca siol 0 Rroc
formqurleélqu?g)f ke Fggquﬁ%l cgl:né l'%b.)lg Lg gfrglfegig? @‘8?9 hqy||n8 a carboxyl
moiety iWne@inghe Beezymgacs |r€miace<$ bw(@?ﬁ‘e)ﬁﬂ(ﬂd(%@ﬁalkenw@sym@w drug

(alkanoe/%g(}meﬂw |%2H¥1‘nﬁ'§ DA Qﬂﬁdﬁ%rh’so Q%e@AyﬁﬂY@&ﬁoﬁ&JyE@ﬁﬁ hb® from 5 to

ree acid, and such
10 cariostaiqnis alh?wgafia%iowybtra"t"ﬁ &g} tPn§|calr pn E%Wﬁo nds
alkoxyc%brh&ﬂ’cﬁy)btﬂﬁll rawiag fierh 4kd Ntdrech diamd, HesshyiriNalkgyarayibgjetihyl having

from 5 dé @{%&fr{i\ﬁfenr\se k\%ﬂﬁ(@%" F?‘:ﬁg%&}%ﬁérﬁgﬁgh%ﬁ]gﬁm @‘B%dcah%n atoms, 1-(N-
alkOX)(CarIbRMQ'WnQ)@}thaNW it $aresth Ao, S@NBalb A-cipepstony
gammé—bu R¥bon-4-yf, al- Ilfﬂflg)lbg%lh@larﬂﬁ&(m CQ@WI aich aDprlimethgladihoethyl),

carvartsgr ot N Cr e R gy BRI g P r

morph6|fn6(024)3la¢kyl7 car bon at ons,

Dggcti' Et}gn? o éx@hﬁ@?%f\é%b@c ar Ml@hr‘i@’ées%‘fbﬁ&:oﬁfaﬁgb i dofpBunds of

formula (Ib@ndgdeﬁqjlpgor@@f 9;591' trmg I1]z§ed lﬁ_f %’,llaaman%o nPht p¥ocess sectlo%s including

|sotop|6éiiylfe€bémabb@61ﬁd$ aifd foandsih gl eorsavmgmﬂ INOND84/048334 at padesR7-41,
crot onol act onyl ,

which 5@%?8”‘8&"@ re%t’ ef”é}‘f di -N,N-(Cr C
2) al kyl am no( C2- C3) al kyI (such as

Detalléa'dgsﬁlméfaﬁﬂ maﬁﬁwl ), carbamoyl - (CrC 2)al kyl,
r
rb%ﬁ'nf’ g o P¥ Lfseglnqgog%?egﬂ%r%qﬁglﬂ%}ﬁ p[agesses including

proced@esaﬂalqmbusmshoaé kreowmpthalcpemlpai g(tss )anql ay dqshr@egéh (?Qfg/ﬂ“?ﬂgand in
WOoo04RR854, Qﬁdaﬁé’ssmc@m\/ﬁibm@ |ﬂcBrp%FéfH@iQ1‘éFEﬂ§bﬂEfefe@&ém| a (1) and

escri tlons 0

t ﬁ@%@é@g cgr@mupé%g formHIr@qgﬂ]le??d)r?%a&ef %F%ﬁf‘? )p T%B Ian ogous to
those Riungnaolthdse skilled inftinart, ahchadBs6ilheB TALTBD/SHA L 1i and in WO04/048334, at

pages\égég){ \gﬁ]ié%?r rygl{poﬁ%g ﬂére%7by4éfgrcelz}4\%8eg 2 r Iaé:gl Io 2 cor por at ed

i PoBGLof EB‘ﬁ fqrpulg & pRIPRIUNGSHS L BRORTARRST INGRHON 9 'Q‘ﬁf@eﬁ?tggéh eir
synthés@,\lrﬁﬂé h§yntsiit cadoades byd Peraes se enanionediondiagereoass ddethods of

separ% 108 8? xg%sltles ortngrlcbgg%ﬁzﬁ;lg@m a Fell %c&%%’f%@\ggﬂ{&@n toatﬂgseggllled in the
art and.ar-f@ther dgsiceedar @Sﬁqvﬁiéwo%fﬁt"éwqué‘m%%? PRGS &y WHER | Incorporated
hereinByQ8kkgse.of the conpounds of f or mula | can be prepared

acﬁ%l(r)qregnléH}%ﬁormg‘?tggrpogoﬁgﬁsguaslgg 9\353 res ntt 39&?o{é§gﬂgﬁﬁ%ﬁl&@8§%rm a salt
with aghdrmaceWCAK/a0ckpBBI catinn. Pergesf t@gﬁo@gﬂa Lgemppunge gsed in the present
mventio'ﬂca% lE’é%foaJn@ ¢hel) ﬁfn%'arbaf@}htﬁ 8 bedrRBsRticaPaRehbIE Bfior. Al BLdhasalts are

witin oy SSPR IR RS YRS T BG P PREVED BLGRNEL ppal methods such as
combigiy fremchiicems basidertities; esuailyein arswichivanetricaatior is eiirer an aqueous, non-

di astereoners. Methods of separation of diasteroneric

and enantioneric m xtures include those well known to

those skilled in the art and are further described in

US60/ 574171 and in W04/ 048334, at page 84, which is

i ncor por at ed
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herein by reference. Sone of the fornmula | conpounds

used in the present invention are acidic and they form
w@2®ali1538% t h a pharmaceutical |y acceptabl e cat PONIB2Bavi®1438

of the forrmula | conmpounds,used in the present

invention are basic and they forma salt with a

phar maceutical |l y accept abl e ani on.

| t .
aqueoug;of partiplly AeHeoEDHHEIT: 3SREPIPIAS Ahe Pﬂ@éfﬁ re‘é‘ﬁ’e%fﬁcsﬁ’%?er@} ?'Efgtf’?” by
preclpltblﬁbthﬁ paior dolognt extiowetyi fitaddn, bpévapoatieud theaivetndi inithegase of
aqueous sglut"flq%s ddr}le)(o?ﬂ‘ﬁzakﬂ@r? la aS&{)#r{a{eesfhe U&H&Juh&’s éaﬂ b obtained i ln crystalhne

agueous, nonag
form bxﬁlSSpBal’ﬂQri inpn 9%@&1@&@'\%& shep aa§tharpﬂ5rf6béneapéwaf?%%ha§a'| f?'§‘“fes
afrfésé @&@um g agtiviih@toddize triak Edndd dfaRe cddypopridsdiepdin edni exist in several

tautomgr\;; tglg ﬁE’C ftaqteftﬂmejlc 4 Ln?s\l\?rg c%széeréot %%éérp Br thQ%}{esent lnventlon For

ven
exampiail thNPl(Kﬁb Jforng df $hersiemppunge pfofnrmné@sl @pé inolfe Pegsent inFR on are included

in this ,ﬁ@m@pnds can be obt ai ned i n cryst alline form by

di ssol ution a oI vent
ep ﬁlgﬁmn WH tbﬁ g)§mld|?. Pg%qu) 18 Itherﬁr %“Uﬁ |g\§elﬁﬁ#rhf§§ne hydrates or
solvates kel laecalsawithirghas¢opevol the prew\gmvemom hat some of the
Cﬂ{B%QMﬂ%%chﬁlb@&Has forlsE% 'tr%tprés@ntsiﬁ)éﬁtf Al thE@Hr‘bQﬂEﬁ érfd the salts of such

such tautomeric ar g
compoye N oSS BiERUGHRP 1o AFTPBHIC 6 P BTG B Rle peroxisome
prolifer@iophctil@braeteptomP RAR) tabitvitgio mpwivands Tods, ft orieldvad theipomgoyngs for use
in the ;{r@s%nﬁﬁx%%ﬁ(m b{/ V\%@Qﬁ%}% P%A% rlefl%w d@fhulafe tFatﬂbélp’ud'thﬁ R&)} g?ﬂes involved

npounds used

in fatty geid ouigationn By MrtHe Af th%rrqﬁlwydh%ﬁ@@gera% a'é%wegaqee%a%?feﬁwé
tnglyce’ﬂllj(&éan&\NEPA 8 ahinpresér® peudbiatidneof plgs@bs inniveliver io umiidngs.

9 nd f
T
such Cpmmdmdtgwda:rr@drws asadaps idha et afjeriehaye elgsé"%%d diggasf/eonditions
in rumh B8 is ABkbNRaR B9 HROHHMY B! tRE Bdnhfolhd & thedddeMBibv@htion in the assays

tor (PPAR) activity in rumnants. Thus, it is
desc”tﬁ?@(iﬁeg’%d the conpounds for use in the present

i nvention, by activating the PPAR receptor, stinulate
PPAR FREF g ﬁ;l on of key genes involved in fatty acid
. By virtue of their activity, these agents
aMeasuresorn¢ ef QoReliyaiar leaiment b a pyglegr {reeptpiaRiienisReRigEigand
assoc@ﬁlﬂ iP4 MEHBY fo@@@é&iﬂﬁh@hb @fillt?f)f 4 l[gagrﬂ Mciﬁrfdudes funbtidnhieedponerthrough

a nucl%a‘f rcic%gc]og ?E% éﬁ%g E&gi rﬁ'%‘?%%%e jeﬁonapcg%%ér +ra|§s?{1ﬁ%§%?asures the
ligand-aibpeidert interagion hetseamoliciproEcapys aa@cmm% BRTARRAR (.B,and v)
hgandtbrnﬁﬁﬁ H@rﬁ&ln ‘(lfB @a@eﬁ&‘(ﬁth E{pMPﬁggdyd%ﬁﬁ%%‘T ‘-‘aﬂf’&idg'vﬂﬂ§ ah BRC-1

S IS em)ns rate activit
(Sterolaspeiaierachatar g sypeteRRPUde paTINg RN M IRa magtgséw chain biotin
molecde&Q&uelwdmthetrqmevmpme&%?ﬁhy&s@amn ERG)U BEwimgtof ligand to the PPAR

LBD cmgact Ic<\:>/n or ratn&r?a%ﬁélné ||Q\¥S @R@H‘% ﬁﬁ('ti U;ga‘ﬁ%ﬁd)'i biﬁ{mﬁ& r’the donor

and " as &7 0on eval uati ng
FREde;ecdb |(¢WQWU®fCOﬁle$ |ngémei pnozsmav iSoRECCBPIPTHREGHSHAP ), resulting in
fluoresfc@ﬁdé%g@yttrjaﬁ@é*%tv@eﬁ‘ d6rof @37 hRGREtaA6n antife20 RMAIMifsRinTand acceptor

esce esona Ener Tra
20 ipes6ffBR SERER ToARAC O pReRt b Bbse oo Bfgnse s20 m
emissionl {5l araeasurecd pheabilinef theoligend- 9%&@ LBD &SFEruPPRR-1(nhetiggptide and
theref&k alnhd3&iMd P'tﬁbddbﬂﬂr d?ﬂ%lr(% M 16 brBRlceiaTulcBbRl REpdtsé thrdugh the PPAR
europi umtagged anti T anti body, while an SRC-1
recepiost er ol Recept or Coactivator-1 ) synthetic peptide |
[1] GSTPPPAR DBD @xﬁﬂéss&m Mbe harnhan PRARA mtg(amm avidsi20%-60r) is fused to the

carvof il B el RE S lat RETRI AL PR, gty )
The GSBIPRARd-ED fasiooprbeinrineipmssdd ie ﬁbﬁ@@ﬂ]lﬂé@s gelisoiieg sREUN IPTG

to bind. Upon SRC-1 binding, the donor FRET nol ecul e

(europium cones in close proximty to the acceptor
nol ecul e (APC), resulting in
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fluorescence energy transfer between donor (337 nm
excitation and 620 nm em ssi on) and acceptor (620 nm
we@snsson and 665 nm emni ssion). | ncreases i NPETIEB2005/001438
rati o of 665nm em ssion tq 620 nmemssion is a
measure of the ability of ?he | i gand- PPAR LBD to
recruit SRC-1 synthetic peptide and therefore
inductioneed semderspergthie @ity {aplissnduged atpRo b~ o RN %[O’fe'“ is purified on

glutathlf)h’é"ébtphéiﬁéﬂ 4B 5289 Ricedlif | Om@ivetited HRdRidne catdilyzed ddainst 1x PBS

o PPAR LBD .
at . Fippp sl 8GR Bt LR I B BBy Fezen o
1976), ghdstaredatoRe°CSh i x RRS Cortainiag (TETycare) ap@aém
2] FRE(TPALQQM'e@:REE'a?x%tr@é@@Un miX-cdngsts KA F@Tbﬁﬂ%ﬁm rhiBDris- Cl pH 8.0, 50

t BL21
i KGh 3 110 8) B GNP BRERTTSE 70 1 o GRS B ESY L by o v
of SRAM péiieb K@nmma:huisﬁiG-&DO BhloAB Eradyf bietif-GPSSHESET ERHIPELIMRIIQEGSPS-
NH_, pl;lrcrs,]ha%gé fﬁgﬁl ?&gﬁ%gﬁeé\‘o%tég %ﬁnﬁ%@r@& o§ ﬁM%BeJ? lg'ﬁ*corﬁudﬂe%@ntl GST

| one, al nst
antibodpEaic, Gajtherspurgi R, AP BY1&f ﬁreipgawana?ﬁwqaa %&gﬂﬁ@dm%m and
test co@ Sit¥s. (MeMnal%ﬂd‘afeG& stoughni! 190 ul vBinaeeg amd FahsBxti@d Rbalblack 96-well

DR T i ol o

fluorescerae fsiread inivictor 8 plgteseaden fWallke)- Rt if) Bﬂeﬁ%ﬂ*ed(@(ﬂ TR qfrth%er@fs‘o” at

665nnPﬂdt§a&ms%d¥Méﬁ@h 0.1 ng/M BSA, 1 mM EDTA, and 2 nM
DIT) containing 20 nM GST/ PPARa LBD, 40 nM of SRC-1

pepti de (am no acids 676-700, 5 -long chain
Selectilitydieagur@R@3BISSI TERHKI LHRLLQEGSPSNH2, pur.chased from
Afriansiera trarfeégstiond @sey. usingitherpp&R aepatoya cefl Ay of

Ggét  cel “iﬁ&@ltlﬁ%r@(}ltr%écte%ﬁh ARk edion Qo}ééllﬂd@@ncodmg hPPARG,
|

M of streptavi ncong)ltj q
PP AR TR ST iRUERAH B 1ORATP R RIS AR acating
sequelfderQ@AS \L@b‘wﬁﬂw d>f$hebU” raUEIE prérotddntdllinglatiitifeaberepantant gene. In addition,

the plawﬁé%SS/&ggmle}sl uiseld g\yﬂytj'ol Poﬁ{%ns ecgyr&e%c?ené)%\ﬂl—‘%éaé H&lfs \A’%re grown in

DMEM supplbragreet! Wior 10%HBS aati 14BCoamssentialemine @eicen the flrseéaj/, ¢qils were
split in}\,ég@?)rg% Oc%shgggttfs)a §I4&1 ar(dvmé%%\ga ove%l'ﬁ‘ﬁf S PEESEDL @ﬁth@%e&md day

€ em SSsi on em ssi on at
the celisrwertsansisniiwirangfontedwiv plpwmit SNReappsingif chinasi £95881n mguc'fefase

reporté?‘%éﬁé‘ ah$p-ga. FJP%a&Fpﬁ)@anh @Bﬁﬁ@[@oﬂ@lféadelré&neﬂ‘l@@@1 D EINAS 15ug of

were transi entl transf ect ed an _expressi
Gald-RARER0 a370iEs WYMFPPASS O PARBIEIR DRRSHE ot Bp 6 of opt
MEM ih §fe 081 8NGhoFeEBRMRE2000 RafnavaY aﬂ:@ea {’dﬂ waﬁ; bptuiPEMireietube,

s 8 T SRR L DB Bl N ey o
mixture,chuid iricalrate foh20 rplnaas Ril cAfteRBRAT-rogsiunwias aﬂ@'é@’f%ﬁ@%@ﬁmﬂwmh of cells,

2.8ml bdfi o?Jc%ﬂﬁTe@@(sd BA ﬁ'f)&lhrg \N@Q Gdded HRBER e Ethd $00MRH QisB anuh@1 4ml of
[emented wth 109%4-BS and 1nM non- e

oA THPRE 3718 VBTN (G H55E cUblipie WBIEESGST) o 1h g ishes and
re- plat@@gﬁf?@s leﬁ;.h&és WeliPwérs hlala of 2Esi® @and pérm@ll batwdl advretiaiagt 50yl of

compg RIS SRR Bt I G R PR gy compoune

addedoﬁurmnmecran@scfem 80pM totsepMu ditdrendite of epopduads, g“ermatesame incubated

at 37C3 é%%;l thgl#rg %E%R&%e?éﬁgshegi%@v@{gﬂ Rgsﬁ L?ﬁ%?}l/sgd and processed

for maaemrapﬂuorfera}NAa,nd Srudl dctiBtygsing Dvalddght leitesase dit opon, Typpe®, according to
the mmu@%ré%%boﬂm@ﬂ&ah@ﬁs ‘aﬁ’Eh EGN@M&%IJW&OL&M LB@@munﬁfometer Hep

Fect am ne- ent was _add
G- FCaERRPr B AT o AP ATHE Bt GBSl el opigined using the
Graphﬁél& Pﬂérﬁwb%ra&l FEIZfs@i@&IﬁJHoﬁ@snﬂr@t% af REigIeING PRAR noealidddtedscriptional
%%r\brﬁ mbt and i ncubate for 20 mn at RT.
resPoNetr‘é?C P$ e alRe 'W’Wﬁ@ "GHXES t o eachi 0O di sh of
cells, 2.8m of Lipofectam ne2000-DNA m xture was
added dropwi se to the 100nm di sh containing 14m of
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medi um and i ncubate 37C overnight. On day three cells
were trypsinized off thel OO nm di shes and re-plated on

WQ@2008a1338p| at es.

per well in 150m of ned|a6and 50m of conpound

di luted by nedi a was added'® The concentrations of

reference agents and test conpound added were in the

range from50nMto 5CoM After addition of conpounds,
Neqat,t,@ené}b@tgﬁgndéere i ncubated at 37C for 24 hours.

| 38 éatgyniﬁ%k%qﬁ&eeeggrgg’ﬁgsn

erase

Cells were plated at 2.5x1 04PCEHIB2905/001438

eIPL%g c&%grﬁia%gst})f Illgpﬁg ometoﬁggodles or

ucl f

levels bf tggiycesides iw iitey tissyes grenwrsure@ glﬁrgherrmﬁnf raraaldevals OfNESﬁ]S and/or

triglycerideR bra/érfibton8 66 sErd1 @ ditQork REnd¥BINGIeABgY BAENCE. Levels considered
on an EG&G Bet hold M croLumat LB96P

reconmendat i

ons,

‘highey &R psat 8 S ERYe @ hBet a EC50 val ues ("EC5(b") and

NEFAidelaomndehrp&mnEcso
Trlglycerldescl> 1‘i)t%ew/(v%rn?wgf

tratio

val

n a

ues,

("EC50a") were obtained

43r|sn(tn) program EC50 is the
Which the PPAR nedi at ed

Ketonebem@:ﬂl prinofhdh seregBponse reaches one-half of its

maxi mal response. Negative Energy Bal ance To determ ne
negative ener ba ne er concen ion NEFAS,
Deter q SF V‘A 'd( )};ué)?({;%nggr’?tlra?g?s] Ver =

anlv&erﬁeylas'elsar e measur ed. Hi gher than

R

ors O

negative

ener gy bal ance.

"normal '

ﬁ&%e? a&rﬁlhlgtleéég %Eée%%e\%%“ngés 1K@r§é)t%31t?6}d¢e$i§d af ®se levels

| evel s of

precassig baERve b @ﬁ@ﬁr"tgﬁaw'tﬁ BT PP nDE e efgrgory species
and phﬁﬁéc&nr%&@&mmhdﬂs in cattReNBIFA lTels gérpdeteiriaer via 4109Gavd fbdrafory

i,

qgg %%Q@Q'vf&«grqe%aﬂ'@é

994-7549%), a(nmavm\)trm@ﬁr@empmtamtmﬁ getpgpingd; usig thermejn

o dhBmR&l éHn usa, Dallas ™,
Esterified

%@, ea%rg)ed |n the

Ilteratl:n%\/(@l}@Dr&?ﬂ?@um%em&% ali Rickdre BiRtl. onceuey, J Seresa) 1991, 74,
tinmes in the transition period at dose |evels

42%4hredicted to be effective by conparing results of
| M virimas wereptaied fbrhiarvomyetoiss ¢airyifarml aRBOKEREA sy ggysggior 1o

antlma'ggd Md@e&& kh 8BSty @\B\lf@tn'\tg Q@pa‘ré’ﬂe S@lhb SppfikimAtdnyenel 4days prior

eterm ned

| glyge |d
{
moved to% S%nr {e

apprqmeﬁehig*ﬁesemre pimigisterRd @AG pRPrepuigte Plogd
1991, 74, 4254)).

conmer ci al

to anticipated cal ving date.

nl‘? ﬁr‘&@ﬁ%} ?n\é%réjﬁ&kgﬁ

It

Al l

vl a st andar
to thelnzafigitaied qlinggiaten and BHitReLY
the st@hﬁl%géﬁ%p@emmatb@ﬁ\ dalpaprioa®, théﬁ')é]nﬂ@[%eﬂ@ﬂl@@)date@nﬁq animgls were

(l:FleA:i\/I H\% f8&d §tlé}%hf5§§ h@dhat time,

swmﬁbobtgn%(fseeytagg below).
animals were obtained froma

dairy farm approximately thirty days prior
The cows were noved

erature

into

e GREER pﬁdﬂe{&o%é%er%ofammals in

Treatepar attesdps |
their

TVMR- C
st udy

anti ci
fl"\le " AN

ose- Up

chnirggls YT

anti ci pat.edmedl vi

dry diet.

began appr oxi nat e
pat ed clal vi ng dat

oRrier’P@ttem;DoiiOQ 14
b#sr (?d?‘i 0
Enr 0

e

bgay e ani mal s

dErgatmeni air
I ch@dgt 0 t hBosing
mals in the
Lo their
nere noved|to

doses)

F@’c Partum

(eod 4

L3} 9Tl test"
TO1 .

into f
Vehigler e adm ni st

contRfpt @i ned (see

nost - aal vi na

eed st anchi ons.

pef—wetg
ered and a

t abl e bel
~ 30 m-hy

Al

ret—and—were—toc

that tine,
ppr opri at e bl ood
bw) . AS soon as p

ac) +h

FalV VARV V.Val

appy

Kgd—each AM
opri ate dopses
sanpl es
Dssi bl e

T02t he f r|deIPeR
Compburf®0 (hrs and
7 ani nal|s were

8. Pre and po

5t - cal vi nqg

$arn for f
19: 00 hrs).
adm ni stere¢d every other d

u/ C I\- UUV\I VIS
e next schedul

Treat nents on

[« 8
(o
(@

ed m | Ki

day

TO3 usi ng
confesia cal vi ng
on

t eyl

gl NEEA _sanpl es we! anal
SINEFA- C tést kit (#994- 75489). X
i ver biopsies were perfornmed on all

® S CQ
: A)

fam}

n
t
ay throug

COWs
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days 5, 10 and 14 post-cal ving. Tissues were

transported on ice and stored frozen at -7Q0F. At the
weonsiiusgon of the study, sanples were anal yseRCDiB2005/001438

liver triglyceride |evels ?S|ng t he met hod descri bed

by Drackley, J.K et al. 991 , J Dairy Sc
/74\'4254‘42649.—A1-L—am_mc treated with Conpound Z

\ 7
T04  (35) | 85881 9car boxy- 1- net hyl - et hoxy) -[phenyl ] -
Compqungberf i di ne-3 - carboxyllic acid 4-trifl doronet hyl -benzyl
7 ester, exhibited signifficantly | ower serum NEFA || evel s
fromDay 1 (after calving) until Day of the stiudy as

conpared to controls. In addition, aninals in
t A€SdoR BB bogiblibstHEairg X BY mtr@fésﬁthg BV et rlsherrb@WRke freestall bamn

T e
administeyge exely ptheiegay throughylews. |Rﬂ%am®p@t-@l\wmﬂﬁﬁﬁe®nm®s werecanialyzed using
the WAKO REFA-ité8 ki @ood- %maﬁébﬁ SQVIﬁd%ﬁﬁblépme%Qve?@&rf%ﬁned on all cows on

odj es Ve ket one bodi es
days S e T e g e e SRS B Rt Atthe
conclugion oftiee ghedyssampidsi wereeahalyped di éivea triglycérite levela mpihg ihelmethod described
by Draélidynak ! d1G). m@w[sal@'sl;.xm\@sd @i&' ? kits for this

d
DRDARRS (hRS HET £ Erou i P -G Reulme by SRR Phenyik

piperidipe-dtoaiboxylit atid 4arflub@ckthgiehenyhtsdrt exhibiedgnieactyadvey serum NEFA

levels fﬂ%E&%ﬁ%ﬁﬁ_ﬁ@J‘%g%gﬁy\%& abﬁMoly? 8@12%%48%%8&01 In addition, animals

in treatpgatarenest 08 exikitegyionifsantyigwenseruseNEF A bml@mmmre@l tepepgols at all
tlmepom&mﬁ'@traér{tYeg?ﬁrﬁéhs|s@h|l‘|@n(lﬁ6\‘&§@ﬂme\‘ FigilbArid6ievEi9 S&APERS 16 placebo at

dr ed
all tlme nQ% rﬂg:{su%\é?%%@g\;lhgon?ndqwgﬁg ag‘(:"t‘ %Oup) One hundre

ting Hol stein cows were
aIIocated to two treatnent groups (placebo and
Ketond@BOUND at approxi mately 0.5 ng/ kg) Ani mal s were

CrrUoR g, QRN g ihon o Map YR SRR ich ol fronn o o

person[Skidests Sreeariefor sxaampte, bausing te ¢dmmergialyevaiable ity fer this pomds :

includilfg%i?ﬁg‘QHéﬂlkh T n§r'nl?§ér¥§161ﬂys The average daily mlk
yield in the treated cows was increased from4 1.8 to
43. 2 kg/ day (p=0.052). There was also a significant

Milk cobentef i ci al effect on mlk quality (increased protein

aRiggcﬂnt%Q Eooacs%ay foﬁllnﬁk pr&gl fgtaé-qéjct&g 'zglgtlerﬁ (?Fﬁ:é mn’?e?&%fy)a\y%lable

s are shown
(MikoScaFMbBR I keSreE M A0%. HRSSRTIH BT SerAalahiasonsisss Brouohi s
Machinie wedzbayoior m)aubeeu&dmmﬂaﬁet Qdosdmiepdi@ly QUailbihle FREEUNERE TANFC,
Fossothltc th\/ﬂﬂﬂor varg%reefroﬁh g?ougioounds of the invention or

nore ot her drugs (or as any
c@frrﬁ)hwatep'é\ﬁertthfeuremgﬁantnmn lzotaiing Helsteinmoeps watgsallodatedris svo

treatmén‘ﬂyrﬁﬂéd @l&céb‘é@né'(ﬁﬂ/lﬁ@@l\m éi%gprﬂklhﬁte@@% rﬁ{;/k@o)irﬁmals (\gvel%e allowed to

v, g B o SRR 5 hing i e S, Bsase
events anchdiadlp il produdtioh weteaedoaled for &etfolbiwingshxtyealys The average daily milk
yield lnaﬁg t?e'a?é?i%tv@WaQ mc@gée'dffrldﬁllgﬁlﬁo 48, Q%@Hé@@% ¥555 tTl 0.a

i costeroid tics ara ectr aI te
Slgmflciﬂt@s'é%“aﬂ HiRet oarmeilk guRy Gnpisasad Pé?}?j@ Pachgripse weﬁ SigTRAsed Somatic col
count). [Resutiotaey showh ot the Aigere 3aand Figeieal) @hére ODMIEEIND ehRBEME06Hpound Z.

%Mﬁﬂb‘a é’srhs@ %ﬂm? W?rqlgﬁ E%gﬁ&%&&ﬁﬁk ed\é%i—ug rB iR %B%?i%ﬁon with one or

gri cul tur a
more Owsh'i?&mqa@dw th&g@fﬁﬂ@n grace nEn@IOB &iity gne muPRSe othedrugsdorasdiny
combin@fionghétésizi dae i nhi bitors, acar bose

For example, compounds of this invention can also be mixed with one or more biologically
active compounds or agents selected from sedatives, analgesics, antiinflammatories, analeptics,
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Sedative: al pha adrenergic agonists, e.g. Xxylazine,
Anal gesi cs and antiinflammtories: Lignocaine,

wWee@saissey flunixin, oxytetracycline, ketoprofBEi/IB2005/001438
mel oxi cam and car profen. Apal eptics : Etam phylline,
Doxapram Di prenor phi ne, Hyosci ne, Ketoprofen,

an’tlba(l:\@rlla@%'af'?’tﬁ\rﬁrrhg)%ﬁé1 %L‘%]@Ptto la%{ f neailsﬁge%pB %rggﬁg)r?ﬁants corticosteroids,

acteria T ac
dluretum&rﬁﬁﬁlqqusnelecp(ﬁﬁ}ﬁe@rqppqaﬂons/apd owitrificnah supGtefrgoisngowth promoters,

hormofties) hied enciabolicdistusH waatrben®S biding Eh BYdneice! spectrum of vetennary or
kpnof l‘ xaC| n, Enrofl oxacin, %/Iar bof | oxaci n, Franyceti n,
ag”"“@% \fie penicillin, procaine benzyl penicillin,

Bg?ﬁaz%ﬁ"’r’ﬁ QiéU'E&éhHa@iMeICpmpotmdd; braeyeonts R, fodrdibeivhopr i m

fel tonyci n,
Rumeﬁ’“‘mmrﬂ]&bn@os'daa%ibh&p ehd;brr(z{r l?]%?(y pyri dazi ne,

t
Sedat"’%laéﬁr %%F%%E’QB%’%&? Pﬁglag'ﬂ%yt etracycline, flunixin,
Analges|ch ap¢ @ginflammbioxesc Lighdcaine, #rduame nuixim, oXytradicline, ketoprofen,
meloxiBah 6hd édrrgh,feﬁ\ur eorTyC| n, i neorTyci n, cefoperazone,
um oxytetr acycl i ne, for rmsul phat hi azol e,
Analepicy Eﬁgaﬁg&'r%@% ar: Qrenomplineg Hyase e dégteprofely ddeloxinam, Pethidine,
Xylazirioi gmgBoivephaotiar coal , attapul gite, kaolin, |sphaghul a
. i r of en,
Anibaits ORBhrRRAEE TbOT Al i APl AFoRRER: patpgme.
Cephalexin,ip -acfdth Blpiesisol Benofioeeini Em'gf!oetam ddarbofloxacin, Framycetin,
Procainttepeniviin prd cdits bdh@)tl@ﬁlémha@é?ﬁﬁthlng)béﬂlﬁm SBitadbkitts EFFffhgtﬁopnm

sulphag> FNQ‘?}% B%q%h(gpef‘ﬁ'\ strﬁgtorgwrb Idpmfjrﬂ?treﬁtom[y@w&fpggg%gtlgoxyp)}ndazme
sulpha@sihpqey@ﬁré@tzmﬁ, oxpietrasitline, iflanixin, \tigmineset, cloxacélibasteygbdmyrin, neomycin,
nafcillirf, IAQ@EQ@Q@ZIQé&nyCIneé@dHe%%r% cefpﬁglaﬁ\ﬁlﬁl oxyfénéc?plﬁgdf@%%sﬁphathlazole

ndazol e, netobirmn enazo
SUIphadlgg%e%%azm o ni tbfoxynl |, norantel, Electrolyte
Antldlarsh@'u]@br Hydsoins, Dammmmre'rcbalmmbulgiteppéoamumaghmg,ose,
Anti- enbaeilﬁaselun&rnompw& gl ycol, whey, glucose, glycine,
um cobal t, copper, iodine, iron, magnesi um
Anmunﬂ%ﬁg%’ﬂ ZOBMWWOUS sel enium zinc, Biotin,
Respiratory atrmularBd: 2lorfenifot, ami n E, and ot her vitam ns, G owth

Coﬂlcogt%mtﬁéxﬁmeﬂg&‘ﬁpsde&me hﬁl;g:rn%phosphol I pol, bambernycin,

sal I nomyti n nmbones chorlonlc
D'“ret"éoﬁﬁ‘é?&@t ophi n, serum gonadot r ophi n, atropi ne,
Parasitizigleait- amitiaz, dé}(yrhéiﬁrinnmoﬂﬂdéﬁrp ld8fmect, Qlﬁﬁéjﬁjp@rrr}%lthnn fenvalerate,

G’P“nO"Ff‘é;Clt""P ggfnée?lﬂ-ln ,Vg%reg r%%l%ln'}.?gp n, 8&%@5?%98'&?'2%";{?&%{?8?”@ triclabendazole,

fenbenﬁzglga@l@enﬂpm netakisin, edénarzalenogyainzemice, eitrorymil,aharantel,
Electromrmﬂﬂak&ﬁ@rﬁkﬁér@l,nuﬁlfl&ﬁyétﬁﬁlgmgrlntél (b%;(trosgqgcﬂ ' Mgéﬁéﬁl \%IR/?(% Qﬂheg

glucose PPPnB‘”r 83'%'“@ %@’Fl’:éf’ﬁ’@?\f/ S&%HGO'EOHE%EQ{?&E&%E‘Smé?gaampfpsphorous
seleniugetieg Biatin fuitaminddy, Viemon Ezmlo&esumhu&ls i m docar b, dbI oat

(0] an
B e e TR AT
Hormo H Wa&i&j@p%,sgwwawoml&@gowg me{at_qmogxmmf dinoprost,
cloprosigsd), étiprdstoe, luprastiot, bm@rdhmcbleﬁdﬁlol %F@Bst%ﬁé Rl BSlireR8kdRopin,
Metabo%@eas@ quéégnéﬁ ageﬁcn&m grucgwatéaca%ﬁ%m bgrpéliqoggﬁecgogle@e glycol,

|on|ne ni ne, aspar
mag”e"’iﬁf”bﬁﬁ” tact eri um Tei chorTyC| n A2; yeasts;
Jloorpoaristor iR lﬂ&ntl@lcﬁﬁ: AIEEbPMEY Uvﬁl%ﬁe & rrg)re ﬂ!)lb'&@é@? Betive

compOLPlEIQ bY; 49‘39‘? ﬁé‘tig(? r(?nég tlggul %Qélsc Sllaé% as |m|800apty blogtsrgmedles such as

dlmethlcone and poloxalene, and probiotics such as Lactobacilli and streptococcus.

Other compounds which may be mixed with compounds for use in the invention include rumen

protected choline; DCAD; amino acids e.g. glutamine, lysine, serine, methionine, alanine,
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gl ycerol, pyruvate; vegetable oils, e.g. safflower;

fish oils; unsaturated fatty acids e.g CLA; al gae
W@2G0sac389 (to i ncrease onega fatty acids); pl ap€T/IB2005/001438

sterols e.g. ergosterol; glpha-ketoisocaproate;

vitam n D; cal ciumand maghesi um salts; m scell aneous

branded treatnents: Reass

aspertaplErB APt o KRB RS AP Lo G A2 oERes Y kssplpgics: lose
precursary d.g. fubagornpdramyiena glyed! suropianidheids propyh estergnrrpiy aJeohel, lactose,
glycero| g?rgpﬁ A \&gotdbl llsrlal @%Eﬁlgwé?* flan 8lig: Qﬁ@?dreﬁed ﬁﬁi b@dsq:,tg G§A algae

n° and netroni dazol AS ferre of
extractg ﬁ@mgpwegpmlqglpﬁnplargpﬁm eagrﬁqggtgroénﬂprgr ésocaproate vitamin
D; calc@inpafiagacsum sits bintsosliananug braadal thasesntsrByadserecatlyi MEGALAC,
Fermer\ggrll, Fﬁuglﬁ%:l)ﬁb‘ - B00I54 m%?gf@gégglg aﬁtﬁ‘rﬁlﬁ *rBr Y hel &ednlsolone antlblotlc

an exe Cco rrp ound
ionophoree e.gcggsrign rigthr@S'ﬂWé‘ lbgwt@geqqtameﬁio éﬁ@ mgHonidazelgr al | .

t ReY pihelrbd featupddTiiY pﬁédéhﬁdveﬁﬁonaalblw amiiaskeiand aipha glucosidase
mhbxto.g;‘tzég.%{ca %)S%ng\ém% %)?)?oé‘?rh ngP%Ap( %p%%grlﬁf)b&%loleycnbed hea’eln

t erm exci ent
particulay @n exempliibd o pretoiredipgmiong: éuuueewcc@*ldim@rto thR &FpserHdnvention.

C@Fﬁ%‘? W qﬁe%)vgfrpse LdMenibiBNa RS b‘ﬂﬂmulﬂ’tﬁ\ i B?o&@udﬂfwnﬁ)bﬁé pi BoTE

e on ., f.a
pharm%P?qaﬁmcﬁ?pt%%@‘cﬁenﬁgtqeﬂﬁ& EATHIGW IS ﬁsﬁa rh%fefs e o 'b(% %‘3’ ingredient
other tieancthgd¢cempourdis)bthe iventtoy. ﬁied:hsc@wewlmlynt wilkid atlaige eidantdepend on
factorsosucri ﬂg(l'\g B%ﬁ'&%r h‘%ﬁmﬁ eﬁhﬁ’r{léf@%ufhb Ghéct 6OHP B%ididn®Bi$solubility and

del 1 very of conpounds of the present
stability, g feingiregf e fAOBREIS™-or their preparation will be

I pRdinhdeuadiD ednepdkitibre sultabteefostke télieery bhcampeuredstof thEpestsent invention
and m?tﬁggﬁgor tlﬁelroppéoa%gn WRbE Qéjq%g %paiehﬁb FhoB& SRREFH heart! rgil)fh B&mpositions

Phar maceu
and mebodsrierdaeir prq@téﬁ!OlEmaY P%WU(WHE L@Xﬁmlfb? |"“s HPW@QEB gﬁﬁma"e“"ca'

Scienck9Hoih Emctnf(measnaﬁmgmrtgccdrmw 1888). i n rum nants, the

te
R o e Pt el bl e dompern e or n o
formuldtive appoprate tontie ispedifigdise @ﬂw%ﬁgmi .niree rositasswd grethods of administration of

formullfatgf\r)grﬂr Iﬂ%éﬂéb@érdfn@ ko 148 BreB6 RvENtIRHE, viichtitfe BEsBARIALN full in the priority filing

full i
for thegrgsgpt appliceiiqny, II"V& aﬂSBrp“P'ﬁ'g CE'F' éjgeﬁ?‘rﬂéppl a}%ga\'{ | OE}B%?%; 4t £ages 94-97,
which ptebihdogoexted HerdiiSboefebendd. 71 and in W004/ 048334, at pages
9@uﬁ17f]prrw‘dtl s 26 Breb B8 SRPERIGRoR@F8hrer YacESHS18 AR standard

or mu at| ons are prepared In a conventional
veteringgiedice-n accordance with standard veterinary

p lTﬂ@éel ferhulaBibresvel Yapy Wit r@baro fsthevivkightwéagtivewcaripauad) eqnthirted therein,
depengigg 8¥]\§\eggéc19%fc%f ﬁc%t aXlﬁaFtQ '6991?’&%1 %@E %%dttxlﬂferﬁ Infbction ang the body

rea
weight ﬁ@esl”@e’feFthﬁfe@Fﬁﬂa',tt?Fp@' enfd qrﬁ@é@tnrssﬁﬂoanf@fpw 90?5-'6699%?{ \Eﬁ?cﬂve
mgreo%fnt 4r80.08@54 mglper kg bed vadight of thogriaal Prafechblyrtad range is 0.01 to 1 mg
o adm ni stration, typical dose ranges of the active
per kg. ngredient are 0.05 to 5 ng per kg of body weight of
t e aanriteradtive Presbepeuridy mak be a@m@n@tereg tgpa g,g_mlpg,nt j{wt%ﬂleﬁjéipking water
or feegguff A% 1@higthbredeat doentrBigd RIRAMIVE D1 PRYhiIXIRay be prepared for mixing

nistered (o ruimnant with the drinking water or
with thediograg! grimalig ?r&ﬁ"‘lf hi s purpose a concentrated feed

adetistiuvieasiit mpy éasirablermyadménistar @pambidation rof adtixe eenRAuRds, tohexample,
for th&ﬂfrﬁ@)g bftﬁs‘aﬂﬁd a bERQP bisdsb '?)kconljﬂé'? Wnrﬁﬁhé Ecd&'@ﬁf the present

to adm ni ster a conbi ﬁ
inveniag RS R M PhagBRRHIGE] comees iag: %&@ﬁto@s op g §5e 3§ cgmpound in
accorfaticé l/vﬁhlih@rnvdmﬁ)ﬁaﬁ@/ @hvaniantly hd compbiniet! in tBe foirh lof ankit guiable for

Coaclslco noft@(jggonpprogﬁggt invention that two or nore
T) Fraceuts cal corrp03|t|ons at | east one of which

contalns a conpound in



accordance with the invention, may conveniently be
conbined in the formof a kit suitable for

w@omdisst rati on of the conpositions. Thus theP&i/1B2065/001438
the invention conprises twy or nore separate
phar maceut i cal conpositi ons, at Ieast one of which

cont ai ns und of . forrru corda ce With..

C Rl Gk f VB SoBirine® MYor it denp B PR RO AL Olokpaons. &
least one)nfpfdmhtqoutalss asom;bvuas offororaure (§iimaacerddmnogi vt dheboventien, angf means for
separa?ély)’t'e% s@idlcoﬂﬁ&slftﬁﬁs s@% a%ﬁaadmiaﬁleﬁfdlvﬁigﬁ:gotﬁ’e 6 &lVll:l&i fbiNSacket. An

i ster pac use acka q
exampe 5P K (T Bist Do erekier I RRSKRDTS Oyt capsules and the

5 like. invention is particularly suitable for adm nistering

C“I'Iuar oer‘me ng/@?tﬁ)g‘?s %‘Ptfcmirlgf élﬁﬁblg %?Ea%lﬁrsteﬂﬁﬂﬁfém dosage forms, for

par en eral
examp@@ ﬁrﬁb@dtnatﬁageraétfor@dwnﬁeém tf@cﬁgaaj'ete |cwv@<rsvlan%at differgnpgosage
intervals, bi f@ﬂtltr@@gﬁl‘f@s@&v@ﬁi odbrPoSHRME Qgditdt OnSardgt. H'Sfasﬂﬁ@omphance the kit

typlcaI@ 88}6Pr|esfgg gwe&m?hesiérlagrrqgl%ngtl}dngagam%ﬁly% rovwg%w%’fﬁ%g aIIX%memory aid.
10 p Fenadaénistraliantio sumirantsath éadal geivisioge gfi tale cdrepounds of the invention is

typlcaI@CiWihQ karigh 8l0b %/ G SrHQ'VkQ"@éNeﬁdlnd BecourbAdn tﬁ'@h\bé(e stasRin@kration. For

examele, iGEAg @%aﬂwav RS RL et oGP eball G unie an

intravehbigs dvee enap bnhacquire feinr @01rogikg IBdmgdkgatipelteial dailyadiose may be
admln@l@mdnr\ §1ﬁ§|é"‘$r’ oWHeHQMserse qué {}eﬁerﬁaﬁﬁt @l reddilylné 28RS a@bmfifeBses for

whi | an I ntravenous dose nay
15 '”d""dﬁﬂl“ji“n‘g%ﬁc{"%f ng}ﬁgg ‘(ﬁghﬁﬁﬂ %% 1ng/kg. The total
daily dose may be admi nistered in single or divided
Formuf8§ESam [ég veterinarian will readily be able to
oses for individual rum nants according t
alyghe m@ﬁm%\w@cm@w "@BY%*DQF 8@‘?@'@%@(‘&#@@9%’\@ usprkin the present
inventib®r mul ati ons which follow, "active ingredient" neans a

20 . Formufzfow '%ﬂjﬁ Sf%p arentérq%d%rn?s% pon invention. Formulation 1:
istration Solution of

a§P'PW@ qf ﬁ@l\/%dll@ﬁlenwlll be Mépqwda?ﬁdpwsas fol l ows:

dlmlmkﬁgréﬁ'e'ﬂihosphate 0- 50 D| sodi um hydr7§@en phosphate
0- Hd¥ésshaNfhyAroRide Met hyl Par aben 0-40 Wates Up to 5m O
0 ' Sol ution for parenteral dm ni stration
J%rq"gwdp%x'déctlve ingredient will be p@’epar ed as
f&qmd'hyméaﬁl@nhat@ant ity (rmg/5nm) 0&8tive

I NGiE&Mine Afdrober PRbsphate 0-100

PVP ' 0-50
Methyl Paraben 0-40
Water . Up to 5ml

Or

Formulation 2: Solution for parenteral administration

25 Solution of active ingredient will be prepared as follows:

Ingredient Quantity (mg/5ml)
Active ingredient 1-750
Sodium dihydrogen phosphate 0-50
Disodium hydrogen phosphate 0-100

Methyl Paraben 0-40
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Sodi um di hydr ogen phosphate 0-50 Di sodi um hydrogen
phosphate 0-100 Met hyl Paraben 0-40Water Up to 5m O
wo-or050k589 on 3: Sol ution for parenteral adm ni BCT/E2001001438

Sol ution of active ingredi,ent will be prepared as
follows: Ingredient Quantity (ng/5m ) Active
' di ent 1-500 Hydroxy propyl b-cyc| oﬁ}ﬁqu n 10- 4000
Methyl Paraben 0-40 Water Up to 5ni ”%hlon 4.
Sol ution for subcutaneous adm nistration Solution of

or active ingredi ent will be prepared as follows:

rrg) Actlve i ngredi ent 1-500

o a2l BIEatio r rul ati on 5: Gel atin

(Sqns:u;h efsachiaildgrg@érawllrbe(pmawhasfoaus\es prepared using the

H“&Fe &ﬁ"gnt 1-500 Starch, NF 0-1000 Stg%ﬂtyf(m%@ | e

pmrij@ﬁnwscméw Silicone fluid 350 centisbakes 0-45

F ts -A tablet for hon i s
ﬂgmg%@éb@npgséd ;Bﬁglr?ngr edi ents bel owmrHI ﬁ%dpedl ent
VI Rajakeg/ t abl et) Active ingredi en@4®. 25- 500

Owe{térl ose m crocryst aI l'ine 100- 1000 @b lom@n di oxi de

bI ended and conpressed to formtabl ets. Al ternat |veI Y,
Formulatimb l4eSgutimaddr solorutaabnisradmibhiskBiibnng of active ingredi ents

aéo%tleﬁ%c% iAgredict: Méfﬁ%{’&i a@tfdll 5./: Tablets

ngredient Qianfity | et) Ct ive ingredient
11r590°{91f98t arch 45-200 Cel | ul ose, i crocRyatitiinghe 35- 100

Active ingredient 1-500

Gilycerol Formal 100-10000

Formulation 5: Gelatin Capsules

Hard gelatin capsules are prepared using the following:

Ingredient Quantity (mg/capsule)
Active ingredient 1-500

Starch, NF 0-1000

Starch flowable powder i 0-250

Silicone fiuid 350 centisiokes 0-45

Formulation 6: Tablets -A tablet formulation is prepared using the ingredients below:

Ingredient . Quantity (mg/tablet)
Active ingredient 0.25-500

Cellulose, microcrystalline 100-1000

Silicon dioxide, fumed 10-1000

Stearate acid 5-50

The components are blended and compressed to form tablets.

Alternatively, tablets each containing 1-500 mg of active ingredients are made up as follows:
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Pol yvi nyl pyrrol i done (as 10% solution in water) 4-20

Sodi um car boxynet hyl cellul ose 4.5 Magnesi um stearate
wW@2®5215B84 ¢ 1-5 The active ingredients, starchPCHIBR005/001438

cellul ose are passed through a No. 45 nesh U. S. sieve

and m xed thoroughly. The Sol ution of

pol yvi nYI pyrrolidone is mxed with the resultant
’-ﬁ&ﬁmﬁfm“‘ ich are then passed through a No. 14 nesh
Ingredien€ve. The granules so produced @uatigr(ingkthbit) 50 -

s baivgREedi b xy et hyl starch, nagnesi u1rf1E ssi earate, and

t &tasgh previ ously passed t hrough a No.4%200. S. sieve,

arc%u&u&%”m%@%aﬁu% t he granul es whi ch, g@fdgeer i xi ng,
are conpressed on abl et nmachi ne t06¥beld tabl ets.

SPSlyERYnERLIoas & 19é‘rﬁ°}:’ﬁ"?ﬂ Rgae750 g active
i rs;@ﬂredlcermbxymmthyscaﬂmosh)se are made as #6!1 ows:

ﬁﬁﬁé%&ga ., Suspensi ons | ngredientg@gantity (ng/5
m Trve i ngredi ent 1-750 ng Sodi um car boxynet hyl

cdlajcul ose 50 ng Syrup 1.25 rrg Benzoi ¢13ci d soI ut| on

OCro m_ Fravor q.v. Color (.V. Pur % R

nThe aphive ingreqignds, ﬁﬁ@he%ﬂdé’ﬁqug [FRaseay t rﬁl"@l@ 040N }LJ% sieve
and mxﬁ&ﬁfgorbhg‘ﬁly ‘Bﬂlélasbﬁjtl&md pﬁilym&}dpwmlidmné Isemisativithrthe resultant powders which

car bo o aae
are thebw gg?sg hf?] TR N Eh I'\'\légi?ég QE\F) fﬁ/er #Q‘lh@({% as&gﬁd@u@eosﬂgeﬁé@l at 50° - 60°C

ben20| C acl col or
and pagsed tifoughtashdo- B nesk Hrve sigve. T h%sm?af%ﬂwma‘hﬂ Sigrehynagnesium

stearai®! drldltal6) %rev@ﬂéli} bé‘ds@dﬂihrdﬁ@ﬁ eNol 80 U.Bedevedate theh@dpedid ttearanules

i el S Bt D SRS Prieores

PBegpansiins each ta;ntalnmgdniﬂoe@g @j.aqtyﬁ ingeadigpt peKifine [ogeeqrg made as
followsdescribed in full in the priority filing for the

e resent application, are also published in US
_mgg@ormu I i n 004/ 048334. Al |l the experiment al
dah@{bdj.gntare |ncor por at ed herein by ref(:maemxceng/Sml)

2- &Eﬁdny¢a¥®xyrﬁetbvlpelhﬂ°§¢n 3-yl - phenoxy) 2BMshi oni ¢ aci d
al gyl esters Preparation 3 Resol ution 105 mg

gl %nf;htzglglgéléﬁéwgngﬁg (il 2 3: yl - phenoxy) - m@%ﬁ_onl c acid

(3Flguor [ (4-1 sopropyl - phenyl ) -acetyl ] - piggeri di n- 3-yl } - ph
ene&g) 2-met hyl - propionic acid benzyl gster Exanplei -

[ 3 '%%E?XW phenyl ) - acet yl | - pi peri di @85yl } - phenoxy) -

2° -
(3 g?e ;Jg‘t"!'{ @8'{9519;%8%535%&9%“5% %@Bt@eﬁ ’]‘Q%i?[bﬁ-rﬁlea’ﬁ Ancmixpst with the sodium

carbo@ieihyPeeitéda)dnd pyroptodainca sreoath paste. The benzoic acid solution, flavor, and
color are diluted with some of the water and added, with stirring. Sufficient water is then added to

produce the required volume.

GENERAL EXPERIMENTAL PROCEDURES
For the sake of brevity, the preparation of the Preparations and Examples given below, which

were described in full in the priority filing for the present application, are also published in US
60/574171 and in WO04/048334. Al the experimental details are incorporated herein by reference.
Preparation 1: 3-(3-Methoxyphenyl)-1H-piperidine

Preparation 2: 2-methyl-2-(3-piperidin-3-yl-phenoxy)-propionic acid alkyl esters

Preparation 3 Resolution of 2-methyl-2-(3-piperidin-3-yl-phenoxy)-propionic acid alkyl esters
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Exanple 1-32 : (3-{1
-[ ("Fl uor o- phenyO acetyl | - pi peri di n-S-yl J- phenoxyJ”™- ne
w0 bopsApI38Ppi oni ¢ acid Exanple 1-4 : 2-(3-{1 PCT/IB2005/001438
-[ ("Hydr oxy- phenyO acet yl |z pi peri di n-S-yl J- phenoxyJ”"-m
ethyl propionic acid Exa 7T7’e 1-5 :

Examp1e2L %e&%ﬁ) g[(ﬁdlﬁ%&%ékwgﬁzg@%l@%ﬁ%g ;15 Igl?én%xy% 27 m«lthﬁ proplonlx}amd
benzyl 8stéB- { 1- [ (2, 4- Di met hoxy- phenyl ) -acetyl | - pi peri di n- 3-yl

Examp%1 ﬁ/g ¥ (ﬁjf —‘[I(g 1;\'3?)’ &)éhyl?éé%&h] %ﬁb‘eﬁdlﬁ‘%'yﬁ{ pﬁéﬂ%%lzeméthy |-propionic acid

Example[16:28- t 3+ lddresiory-pRANY rRsipRegeiB Bl PheR xRk 2- B fhyirgpigniccid
Exampmn@(XQ '{pﬂ(cﬂﬂu&mpﬁerﬁmadetﬁ}(@mﬂda -3lyBphen@ey)-3-ethyl-propionic acid

Exampé%&jt (é(% Q bo?y)g k% a@et@pd J%Ex Hn‘rﬁ euﬂ%ﬁdé(g)' Qm%t'h)//ll p}rop%?m%rbc;d
ExampR> VBt 2r{-[124 {ssprpnﬂ@wpvlhplner@m vibRhengty)-2-plepwtprapienisaqy |
Examp]&h@nﬂ-{@l@'l @réﬂﬂih@mbﬁ‘y sHehl)-doeaARlperidin-3.91}-phenoxy)-2-methyl-propionic acid

Examplebhgn%i@g}hybé ép{ (ﬁ(trﬁp(:érlgrdné{?\g&%%\fl aa%%ttyq E?perpcl rP § gll\eno% Jplonlc

acid 2- Methyl -2-{3-[1
Examp]é PXE 2 ((jé Héﬁ'{é‘l\ﬂeﬂ&?dﬁb}lw Rir8i$8ryilbperings -l - PRaB Ry i mdyPBioBionic

acid 2 [3 (1 C,ycl ohexyl acet yl - pi peri di n-3-yl ) - phenoxy] -2-m
Exam;ﬁ hyl 2 pretyi-B(8-[¢-(@veidid-2Epk-acghi)epifderidiB-3:yll{pBendy¥ Bedidnic acid

Exam Ii é% l ? ﬁkq: h?lpél{gs pgﬁﬁ% J:-g gﬁ%‘%@é a{ﬂpeﬁﬁlﬁ’@ryi%hého%ﬂ}ﬂrc}é)ld?ﬁb%ﬂxy
Examplq 141y %—bfé%‘p%ﬂ\? [bﬁyﬁ%)“* Vh%‘@fyi)rpjpeﬂ?'ibéryﬂ @P?P%Y}ﬁr?p'%'ﬁ@i‘f%‘ Xy
Example 1 mﬁ—[béd CWI@\@}(MBWI -@pdridinEB«argierox-2-methyl-propionic acid
Exampﬁ%Lgf%HS& 23% %uﬁ%g(épro ) &fenylgb&tﬁ] pXAe}lalR %%%Xr]oxg) é‘rﬁ\HﬂM prtﬂblonlc
acid 2- Met hyl - 2-[ 3- (1- phenyl acet yl - pi peri di n- 3-yl ) - phenoxy]

Examplé"i-@?ﬁ?'L Qﬁ)i-zc(sqq:j[([d-I@Fﬂﬁﬁkﬁeﬂﬂ)k@etyl] plpendm -3-yl}-phenoxy)-2-methyl-propionic
1- (3- phenyl - propi onyl ) - pi peridin-3-yl]-
acid phenoxy} propi onic acid Exanple 1-18 :

Exami@e M3t hg43-@-I§Bulytyt-pipariging- veptepbxyp2-prethydhirepigugacid phenoxy
Exam}lle m@pé %‘trﬁll %@L(qi Eé?@!ﬁ%tﬁ p]ﬁeill&n-S yI) phenoxy] proplomc acld

Examp‘%éﬁoﬁ;')’}e“]é!f%é [&n‘ﬁs E'YQM 950%%1"8”c€ %QS pfpengxyr} “propionic !
Examide Mes haMey{BRB{(1-mtplylacetylpipeBain-ayohsriokylpropenicdicid- 3- yI ]

Exam;ﬂg E g g °§X1§uﬁ/f Qf% [CI) Sﬂ)ﬁldiﬂg g%allt:agmufen&n%;lyl] phenoxy} proplonlc acid

I'peri henox ]n B/ Jo oP
Examplg 12@ aMethyEs T@Ir@ng@ carbonyl plperldm 3-yI]-p enoxy} pro onic acl

Example § 21 { 243-(133dnkaiypipereirediy-pheaced- an]etnyl repiordd apicB- yI }- phe

e 27 SR SRR ER LS B el meny g i
Exampie ty2B- g(wtm@q}hlgfp@beryma@etw];plgerg% @hemog)rz-meth proplomc acid
Examgle @ 3af 23-(1 lhl%‘bhmwfh\éét}ﬁ ﬁﬁéﬂd)h'—ﬂ ylpp%ﬁbeﬁEJﬁTe%berbplﬁh@aC|d
Examg )é hél@ % qu—@ &an? orome oxy phenals‘rgce?yl] plpe?dm 3-yl}-phenoxy)-propionic

acid -"-trifluoronethoxy-phenyl J-acetyl J-pi peridin-S-yl J-ph
Exam@@ 9)%‘] QRﬁé‘PrW E/q @%lpgrlcﬁ%‘- r@pléﬁyg—@pendm 3-ylJ- phenoxy} proplomc acid

Example 3 2>7| @1 =( W&VE?H WY b@ped'ldé)%%%gh@(y%g)oplgmg amé di

Example Vesh yzl 3 21~|{(43E{hdxy(;$yenﬁ)t—dwtyl]—lpmbrymry8 Yyi-pignexy)-@imety-ptopiopih acid

ExamﬁlQQ?\é} f E(%Plh Wl] ? ga’ncﬁ% yi}- pféernlo )-2- meth I- froplonlc acid
Examnleﬂyﬂp 2N ﬁr%tﬁ V@ﬁ?t&' PiRETId By AppRo:ppionic ot
ExamBle(133‘1{ 3- I\Bdtr%d - h@(Mkyfabéiylgdlp)aflﬁﬁ-etywpherlmxﬂmroptbnm-ﬁtdy| }-ph

en - I
xam3B i 2O ST S PLRERRL PO G 368 AR Brondflon 2-metnyipropioni
acid ] -propionic acid Exanple 1- 31 :

2-Methyl -2-[3-(1-p-tolyl acetyl - pi peridi n-3-yl)-phenoxy

]-propionic acid Exanple 1-32 : 2-(3-{1

-[ (3, 5- D nmet hoxy- phenyl ) -acetyl ] - pi peridin-3-yl}-pheno

Xy) - 2- met hyl - pr opi oni ¢



10

15

20

25

30

35

40

aci deExanple 1-33 : 2-Methyl-2-(3-{1

-t(3-trifluoronethyl-phenyl)-acetyl]-piperidin-3-yl}-p
Whenwsnypspr opi oni ¢ aci d Exanple 1-34 @ 2-(3-{1PCT/IB2005/001438

-[(3,5-Bis-trifluoronethyl-phenyl)-acetyl]-pi perldln 3

-yl }- phenoxy) 2-met hyl pro tonic acid Exanpl e 1-35 :
2- Met hyl -

Example[1(38-: tZFMéthx}@r @iﬁe&(&wwwwwwwe&&%ﬁgﬂwﬂ -HRegdip:3gilphengxy)rergpionic
acig nenoxyJ-propionic acid Exanple 1-36 : 2-Methyl-2-(3-{1
cramps g e PR A SRER g i o
propioni ddiet hyl - 2- {3-[ 1- (pi peri di n-1-yl -acetyl)-pi peridin-3-y
Exampy ’\}E"‘eﬂﬁétwl 'ZQ!'B—‘[{"P[ (BifiGor@féiebxirpasI) RcétylBBperidin-3-yl}-phenoxy)-propionic

acid (rmrphol in-4-yl-acetyl)-piperidin-3-yl]- phenoxg} prop
Exampleoln:B& Rty Bx(@spl3g3-1riflggromethoxy-phenyl)-propionyl]- piperidin-3-yl}-phenoxy)-

pmpmﬁ Met hyl - 2-{3-[ 1- (pi per azi n- 1-yl - acetyl ) - pi peri di n-3-y
enox |on|c ac 1

M L0 EIRR $ BN E R R %ﬁ%ﬁ&%@)

Exampte2t-8@:1 iybthiar2oi[ b (masprati-ylEBcatyfHpperidint 3-yli-phenoxy}-propionic acid

Examp'lze hg% M%tﬁgrbzn@[[ﬁ( ﬁz]epa!zfﬁ’ﬁo}l 205ty plﬁé?i%yd WF ﬂ?ﬂeﬁ&&ﬁbﬂorﬁc ydid

I'oni c rU) %
Exampga.‘( 40 124(3-{1- [(1H- Benzonmxdazo -2-yl) acetyl] p|pend|n -3-yl}-p enoxy) -2-methyl-propionic
acid - Hydroxy phenyO acetyl | - pi peri di n-S-yl J- phenoxy”- ne

Examp%z ‘{-@J P %@ Zg?né?lﬁ%bdogm X)llalée:l)’ldm E{( Dhenoxg} -2- methyl 3oroplomc acid

Examplgohéd o’aegﬂ)ﬁ A2rhivdropy- p}pﬁnmlbaml]d)lmgla-s cgy)lz ngthyl prop¥on}c acid
Examp?e {- 33 {é-(d {(1 ‘t(4Eéﬂilmhty|FHRSMla)cet?lﬂi@byrld]rr $1ylp§|’fdndxyl)1~23nqtﬂy}-plpblenﬁc acid

Exampie { é4 [%(%{4 [%ﬁ%ﬁp%nylg é?-?}@ﬁ %erlgx gg}ﬂ pger}oxg)sz rnrthiélﬁ)rwlomﬁamd
Example 1rab hgl-[s-[p¥(4}|lsobtutyl{bemoylt+p|®<rmrp$ wl-ghenexy}-2- meth -propionic aci
Exam;ﬁe { §6 i(érﬁ ;{gll lﬁ&b@ﬂﬂ Wenﬁﬁ&réw]-)prp@ﬁtﬂﬁ g pﬁérﬁﬁi}lﬂh&hﬁprbnﬁ acid

Examie Wt 1 MeBULA R Bhisros T te i P BLorfifetyyoepeont
piperidirf-8-i/f- bmbmtdp}ohrcambyl ) - benzoyl ] -
Exam;?ésg) ﬁé ?@% % {)(l[(h t@rh@quwgnyﬁ ORVIPAp&idRC3-¢l)-FrReAGRA-8-mbttfyBpropionic

acid -[(4-tert-Butyl-phenyl)-acetyl]-piperidin-3-yl}-phenox
Example 1-49 ”QQ)tlah‘Mfaﬁ?l%?@Q?[(&trmGd)rdnEhanhenﬂ) -atBtyl]-piperidin-3-yi}-phenoxy)-

Met hyl - 2- (3-{1
pr°‘°'°-'[’("‘ﬁ' trifluoronet hoxy érE)henyl) acet yl
Exampié €150 X YR )-2-Methyk-2(3+E-[(&

proploﬁlg)ac@ 'Vbt hyI 2-(3-{1

Exam;ﬂ%iﬁi& é{i@(ﬁ%ﬁ%&%g Eég%%f&g ! M{g%\? )Fl)}l gl&gj_—%-'g]_%wll-p}répionic

acid -["- tert But yl - phenyO acetyll pi peri di n- S-yl J- phenoxy”

S P By - atety 1ot per v md
-yl } - phenoxy) - 2- net hyl - propi oni ¢ acid Exanple 1-53 :

Examﬁl&)! =53~ (9-2F(B-{1-[(4-Methanesulfonyl-phenyl)-acetyl]-piperidin-3-yl}-phenoxy)-2-methyl-

ropich l\/bt hanesul f onyl - phenyl ) - acetyl ] p| perl din-3-yl}-p
P IDQne ox th_g propi oni ¢ aci

Examplg) o {@ B[ p‘w‘ev{ylrw Acajy): pate,eéltdms)v'lmhﬁwv}d% WG@Y‘mp'Oﬁﬁeac'd
ExamBl@N)ﬁS 23)efnbyil- ZJ{BQD(n@ﬁHtIﬁalétm -gl-deatgvpibexridin-% @]-phenoxy}-propionic acid

Exam Ieé !%» ]Iz/g)p%'ﬁtgi'y{a FS{ 5 oﬂﬁgt(mﬁlflg&or%etwl HRERA)MhidzoR-REHD Y-

piperidin-3-yl}-phenoxy)-propionic acid

Pel‘l di n- é
lgorgmgiﬁrg*yeohfn cety -piperidin- 3yl} phenoxy)-

Example 1-57 : (S)-2-Methyl-2-{3-[1 1-(naphthalen-1-yl-acetyl)-piperidin-3-y{]-phenoxy}-propionic acid
Example 1-58 : (8)-2-Methyl-2-(3-{1 -[(4-trifluoromethyl-phenyl)-acetyi]-piperidin-3-yl}-phenoxy)-
propionic acid
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Exanple 1-56 : (S)-2-Methyl-2-(3-{1
-[4-methyl -2-(4-trifluoronmethyl - phenyl)-thiazol e-5-car

W(bmoymssssm peri di n-3-yl } - phenoxy) - pr opi oni ¢ acPdI/IB2005/001438
Exanpl e 1-57 :

(S) 2- Met hyl -2-{3-[1- (napﬁ?hal en-1-yl - acetyl) pi peri di
yl ] -phenoxy}-propionic acid Exanp
Examppg)ﬁgzzmgﬁhw lsgpr()gyl {Jﬁeny[)-(agfetyl}qlqendm -3-yl}- phenoxy) 2 methyl propionic acid

ExampleUcso0 maidiihi-2fineniyd-iflaeerhathyl- piﬁnnp@-éceﬂylmLfeﬂwh}?rwmﬂwywmpmn'°
,q Propi oni ¢ aci dexanmple 1-59 : 2-(4-{1

acld __| sopropyl - phengO acetyl | - pi peridi n-S-yl J- phenoxyJX-
Examplegit-Giy:|2- {31 bisi-leerrepybleandoyrineptie-3yilehenoxy: %}@?‘Hyhpr@w@ -agig
ExampTe[1(—éI2' totithyl-2- {4 [1-(pyridin-2-yl-acetyl)-piperidin-3-yl]-phenoxy}-propionic acid

Examp op§30.%?(é-q - -@- %%gq%lrp %ﬁ)ﬁ%{lpl&yﬁ)%pendm 3- ?l} Xﬁe}noﬂh %%’éﬁﬂ perlonlc
acid 2-{4-[1-(4-1sopropyl-benzoyl)-pi peridin-3-yl]-phenoxy}
Examp&ezf Wt(g'n‘(‘i 5@(39;9’0%96@‘?%@&%5@ -3hBRenoxy)-acetic acid

Examme@p;a» T pIoDH Py - 5P PP PR AR BB o
Examplt 21 82‘»(39!{1EZMpbmodﬂ-ﬁ&noxyﬂ-.?(mbﬂ{y&proplonyl] piperidin-3-yi}-phenoxy)-2-methyl-

proplomi §cu:(4 ! sopropyl phenyl ) - propi onyl ] - pi peri di n-3-yl }-ph
- met hy Iswa |on|c acid Exa

Examp(egg 2} g Mﬁihglo%@dﬁ) S ereehoRRIE) VY- g‘?eﬁ'ﬁrﬂ'p&f‘% n-&-iPhenondh

propiofiX¥cld aceti ¢ acid Exanple 2 :

Examp%ep%g &é} %&§1 #é(?#) Fde%lrpg%f&% 03&5&!& ?fg@@r{ %Ifglpeﬁ'l%kﬁ Ioetry-hropionic
acid 2-(3-{1-[2-(4- Isopropyl phenoxy) - 2- met hyl - propi onyl ] -p
ExalmdlepﬁiﬁL Eﬁ%@ CERAL HTSI@BI@B@-FHérroZy )aektity bipsrami-Byj-shedotydl2- mettypprepionic

acid [(4 trifl uororret hoxy- phenoxy) - acet yl | - pi peri di n

Exampleo®8 n ¢R)y2-Metbyleda(3Bel til(é- trzik:prngﬂaawmhén@wBaoety(]fe)pezdlw Y{}-fxenoxy
proponLQéd' sopropyl phenoxy) acetyl]-piperidin-3-yl}-phenox

L R L e e

proploy?caael nmet hyl - propi oni ¢ aci d Exanpl e

Exam;gl ?Q@ *Iud I'sgpr&;?(ﬂ ﬁﬂenoxy acetyl] pslperldm -3 yl} phenoxy) 2 methyl froplonlc acid
Examplcp @ng)@,ﬂ [(zbﬁeaﬁuyhpl@na& aceg{]%n@n@ y@ phgncg(y -2- methyl prglplc}nlc acid
Exami&-92 2WRktHyy-2 1261 (rB-tdyloxyy dobtyt- pipdridines- gt tehawyyprobiemio agid - ace
Exam;tﬂé:{ %]16 pb-%{hlygé-[h'-{?f :[éél-t}ifﬁ,BFb%%yah'en&’yﬁgde%lpﬁ)eﬂ&'h-@-y@bﬁéﬁb‘xﬁ-propionic
acid 2-(3-{1-[(3-1sopropyl -phenoxy)-acetyl]-piperidin-3-yl}

Exampl@ ban 0’(8’))2 @3‘{W@Bhé’dprdbﬂ/lqme@dkyﬁaoa@l]-le@k&ﬂmy@-pﬁen%xy) -22métByl-propionic
d {1-[(4-tert-Butyl -phenoxy)-acetyl]-piperidin-3-yl}-phe

acl8 noxy) - 2- et hyl - propi oni ¢ aci d Exanple 2-9 :

Exam@e R 248 1-[2~(4-Bogropy!- phenyl)-propionyl]-piperidin-3-yl}-phenoxy)-2-methyl-propionic acid

ExampIEr‘IBt Ole\hé?ﬁW QQ@%N[’% @irfﬂ@érbrﬂétﬂyl%hM@)@F@fbﬂ%}lblp&fdmm ~AbHenoxy)-

PrOP‘OE'CI%'EjhyI 2 (3-{1-[(3-trifluoromethyl - phenoxy)-acetyl]-
Example per:i2dianyd-2y( 8-} HBHentingrdmethoyipbanyd-paopichy Erigensline3-2i-ghenoxy)-
propicpigacy 3. 3 |- ph t
Examg? A SR UG A REDR oD BTSN EAIEe S5 pIRlcR 4-Somrorykheny
ester 2- (3-{1-[3- (4-1sopropyl - phenyl ) - propi onyl ] - pi peridin-3

-yl }
g ol RIFREE o %vlﬁﬁ%*ﬂi'ff@&ﬁpdh@@#@r@% RRER s srmep
phenyedterpi peri di n- 3-yl } - phenoxy) - propionic acid
Example 4-2 : 3-[3-(1-Carboxy-1-methyl-ethoxy)-phenyl]-piperidine-1-carboxylic acid 4-tert-butyl-
phenyl ester
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Exanple 3-2 @ 2-Methyl-2-(3-{1
-[3-(4-trifluoronethoxy-phenyl)-propionyl]-piperidin-3
WO 20054 p3eNoxy) - propionic acid Exanple 4 : PCT/IB2005/001438

3-[3- (1- Car boxy- 1- net hyl - gt hoxy) - phenyl ] - pi peri di ne- 1-

car boxylic acid 4- isoproﬁ?l-phenyl ester Exanple 4-1

3-[ 3-(1- Car boxy- 1- net hyl - et hoxy) - phen I]1-pi er di.n -1-
ExamplecB bgiRly3- [3d1§@rt19><381 ety rheRyl- P'I&“E’%? Eﬁ‘%’?ﬁ’&f“&a‘z‘td risopropyl-
phenym%feLB (1-Car boxg i met hyl - et hoxy) - phenyl ] - pi peri di ne- 1-
Examplet ﬂf’ ési./so, 3( %%legf%‘bh%{hf(l (Qh txw ﬁ‘n@ﬁﬂ]\[&pe‘?ﬁﬁ‘ng H @éfb@wh@ afla ﬁ-lsopropyl
phenyl esteét hyl - et hoxy) - phenyl | - pi peri dine-1 -carboxylic acid

Example4 a§-§0{< Qﬁ%bﬁhﬁﬂﬂhrl@r‘diy) -PheryI[EpEuAlhe 1 4arboxyli &id BispFrofyl-benzyl
y-1 -‘met hyl - et hoxy) - phenyl ] - pi peri di ne- 1

ester _carboxylic acid 4-isopropyl phenyl ester Exampl e 5

Exampl@5{1 3 3(4- (1-Cabdxg:t ymethyl-ethoxy)-phenyl]-piperidine-1-carboxylic acid 4-tr|fluoromethyl

benzyl ezf net hyl - et IhO)t()y) plhenyl ]- p| peri di ne-1 -carboxylic acid
| ropyl - benz est er le 5-1 - 3-[3-(1. . ..
Example 8- b(g‘kiﬂ (1 Q?étequrﬂ n&f%ﬁwxyﬁ) n@w'ﬂ Pogidrer! .‘[cﬂz% %%'T acid 4-isopropyl-
enzyl gs@‘@r boxyl ic acid 4-trifluoromethyl benzyl ester Exanple

I-
Example h@ giet ﬂoxjtso(x% P R 4)8%8)8% Phenyl}I ;:)lperld_lné:a1r cacr)l:))(o;?ll:ccacg c?l isopropyl-
benzyl estérsopr opyl benzyl ester Example 5-3 : (S)-3-[3-(1

Example 53 :D@Y 813 (1=Carbdiyh -redtpstyipxypprenyl]-bippridirer 1-chirbryll acid 4- cyclohexyl-
b I-car boxyl'ic acid 4-isopropyl benzyl ester Exanple 5-4 :
enzyl @97 3. [ 3- (1 - Car boxy- 1

Example 156 :¢8)-3¢3-HieGayhoxpti ensthy-eisopdphenyiraiperidneat-grsagyylicacid g ghy-
benzyl él%%ycl ohexyl benzy: ester Exanple 5-5 : (S) 3-[3-(1

-et
Canio o S S AR bR ks
trifluorofri@thyBodn3yl edter Car boxy- 1
Examp%rge} hy%):sﬁé-?géé[r})%ﬁhergééth}zl emog@{pggﬂygftp@ndn@@f b&}!SMJyhdJao&m d
trifluoronvgghogy-penzyl esteCar boxy 1 y!
Examdé@%hl& -3€[Bm&mbowhemym}d—emopy_t)mhelmw]e)\tpkndlmi -baketylicacicthenzyl ester
Exampkagé ! I% éu[? iP E&Wﬁmgﬁﬂ%oxﬁ%%yﬂ%mh@1 éargoxyllc acid 4-fluoro-

benzyl estett hyl - et hoxy) - phenyl ] - pi peridine-1 -carboxylic acid

Exampté&ﬁ'?(y ] @%I[ﬁh (Eé?BéWHQn&hﬁ-ethokﬁbhél’ry[]«préﬂdlnethdrboogvhc]amd 4-fluoro-3-

hoxy) - phenyl ] - pi peri di ne-1 -carboxylic acid
t”fluor%“‘?thylh%‘?'ﬁgeeﬁ ester Exanple 5-10 : (S)-3- d

ExampleCat ‘bo(ﬁ)-siS-(‘n@@thMy 1emﬁby43¢)hopy)@h9rnq] pmeﬁ@rpq bu%:q\fgoxyllc acid 3-fluoro-4-
tr,ﬂuoronqé}ﬁ)}q)géﬂ,leg §10| d 4-fluoro-3- trifluoronethyl-benzyl
Examplen%ﬂ%y S)éfngi()&g?eren? q§ ﬂlﬁ%ﬁ p& eﬁcg %a({%/ éz)a(re?xyllc acnd
trifluor@néthdi@enzit estari f | uor onet hyl - benzyl est er Exanple 5- 12
Examp:_le rrés tS%]E}Bﬁj Jg?rﬁé&;‘g-rﬁgthg%*?ﬁpﬂhggyrﬂlp Cf)erldlr_me ~1- _c%rg?xglcl)(;( ?/CIK? t;r: lsg%rlo%yl benzyl |
ester 3-

Example 6-1: (3S)-3-[3-(1-Carboxy-1 -methyl-ethoxy)-phenyl]-piperidine-1-carboxylic acid 4-
trifluoromethyl-benzyl ester

Example 6-2 : 3-[3-(1-Carboxy-1 -methyl-ethoxy)-phenyl]-piperidine-1-carboxylic acid 4-cyclopropyl-
benzyl ester

Example 7 : (S)-3-[3-(1 -carboxy-1-methyl-ethoxy)-phenyl]-piperidine-1-carboxylic acid methyl ester
Example 7-1: (S)-3-[3-(1-Carboxy-1-methyl-ethoxy)-phenyl]-piperidine-1-carboxylic acid 2-methoxy-
ethyl ester

Example 7-2 : (8)-3-[3-(1-Carboxy-1 -methyl-ethoxy)-phenyl]-piperidine-1-carboxylic acid isopropyl
ester
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trifluoronmethoxy-benzyl ester Exanple 6 : 3-[3-(1
-carboxy-1 -nethyl - et hoxy)-phenyl]-pi peridine-1
w0 msbmsyﬁb ic acid 4-isopropyl-benzyl ester Exapgi/B26051001438
(3S)-3-[3-(1 -Carboxy-1 o4
-nethyl et hoxy) - phenyl] plperldlne 1 -carboxyllc acid
- trifluoro

Exampjet%ﬁs bd&)y?‘ IB-(15 bﬂg)f -1- gl@ﬁ&l)gyj @E@ﬁw’]:]}(p&llpgp 818? ? 8F1r|1?8xyﬁ Lmd éﬂ]'fyl ester
ExamplecAl b(()&))ﬁ i3e(1-@arbdxyt-opthylethrapyihoeyiizjeridise-dcabBrefiphaid igobutyl ester
Examp es) ?h %)33 §3](1 <& OQSQ?(M]eﬂ'?/I ethoxy)- phgnyl] plpendme -1-carboxylic acid

hoxy) - phenyl | - pi p€ri1 di'ne-1 -carboxylic acid
Cwmmﬁ%mWWMW%%@ér Exanple 7-1 : (S)-3-[3-(1 -Carboxy-1
Exampld®{ Hirleth@t @Y Y|4 ieronditypbereyicatbaneoyl)-pipeadil8yiHphenoay iptbpionic
acid 2- met hoxyet hyl ester Exanple 7-2 : (S) 3-[3-(1
- Car boxy-1 -nethyl - et hoxy) - phenyl ] - pi peri di ne-1
Examplasa-higx8/8 were edrarep §erp appdous serpgaiaiple ugiogmethods analogous to

those deabribda im3Exakmieas. boxy- 1- met hyl - et hOXy) phenyl ] - pi peridin

Exampg%é‘ 14 g r%ﬁx¥ll%§‘;o§%;?gnz% ca%?moﬁ \ eé% a{% Fﬂ?\erzoélje methél prca:nomc acid
Exampge a—ecamwmazn aﬁrtﬂuq»rgrn@mwfbee@!cerbamﬂhwp@dm %ylfphenoxy}
proploﬁlg‘)am& [3-(1 -Carboxy-1

Exam%%ﬁﬁoﬁgk%r\/{%&y?%isquf é L]OEE%% !g;pz.?llcarbar%gyrl bp?ﬁ( |d|n yﬁ Ihgnoxy}

propiodie geiti hy| - 2- {3- [ 1- (4-tri fl uoronet hyl - benzyl car banoyl ) - p
Examdéepgﬁ C{SPZ ?Ml(l 199 Bé{r}zyleérgﬂ'h&ﬂlﬁpeﬁ&h-@ VRERERX RS- ﬁetﬂiyllpﬁbplonlc

repare om anal ogous st arti ng nateri al s
acid ysj ng nethods anal ogous to those described in Exanple
Exam;ﬂe 8-5x g8p2-€3-8-(Cyclohexylmethyl-carbamoyl)-piperidin-3-yl}-phenoxy}-2-methyl-propionic
acid 2-{3-[1-(4-1sopropyl - benzyl car banoyl ) - pi peri di n-3-yl] -
phenoxy% 2-met hyl - propi onic aci d ExanPIe 8-2 : o
Exampie 846t ﬁ;{ [12(_4{lg1p[opyl -phenylcarbamoyl)-piperidin-3-yl}-phenoxy}-2-methyl-propionic acid

Exampié ¢ (R)-4-[ 3 sorp iRyt ;kr@ngy;buﬁémhamkb)oxm peid udifinerdmyin}i-benzyl
ter phenoxy}- propionic acid Exanple 8-3 :

e (5)-2-Methyl -2-{3-[1 | . o

Examplé 8-1t: (R)f3-methprieli fiorpthien@yiliftaiomeinsitheo i thiazqletpsaroryljpiperidin-3-

yﬂbm&B@%@My} propionic acid Exanple 8-4 : (S)-2- {3 [1

Examglé g 2rrE(§ﬁ %} b%ﬁgﬁﬁeﬂy[:f @"‘)Meéﬁyﬁ@e%lypgz& {c%"bﬂﬁ]x X ¥peridin-

3yﬂbe¢@mahmhexylne;hyl car banoyl ) - pi peri di n-3-yl | - phenoxy}
Exam lg ?FW&Q@%QP[&H&?XI Q% HitiGeraABhd- pﬁer@l “thiazole-5- carbon - pifx]aridin-&yl}-

I'soprop phenyl car banoyl )-plperld
bmﬂoﬁﬁ@ﬂoxy} 2- et hyl - propi oni ¢ acid Exanple 9 :

Exam{I&P-43 - (68 3-¢&tdyboxy-44netimii-hlydnylphiperjdine- peaianxyidi aaid-4dirifluoromethyl-benzyl
ester carboxylic acid 4- trifluoronethyl benzyl ester

nple 9-1 : (R -2-nethyl-5-{
Example 8518t (Rygprboxycdmethylhemyp zﬂ?@flw% 1-pa1Bexyli adid-tidremehyl-genzyl
ester bonyl ] - pi peridin-3- yl}- ben20|c acid Exanple 9-2 :

S8 AN TS PRPRS egn e hbprinss yipengoi ao
Exam@e pt7}: SHai#Adsaprapiliptienyl)-acetyl}-piperidin-3-yl}-2- methyl benzoxc acid

Example 9-8 : 2-Methyl-5-{1-[(4-trifluoromethyl-phenyl)-acetyl]-piperidin-3-yl}-benzoic acid

Example 9-9 : 2-Methyl-5-{1-[3-(4-trifluoromethyl-phenyl)-acryloyi]-piperidin-3-yl}-benzoic 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
Example 9-12 : 5-{1-[3-(4-sopropyl-phenyl)-propionyl]-piperidin-3-yl}-2-methyl-benzoic acid
Example 9-13 : 3-(3-Carboxy-4-methyl-phenyl)-piperidine-1-carboxylic acid 4-isopropyl-benzyi ester
Example 9-14 : (R)-2-Methyl-5-[1-(4-trifluoromethyl-benzylcarbamoyl)-piperidin-3-yl]-benzoic acid
Example 9-15 : (S)-2-Methyl-5-[1-(4-trifluoromethyl-benzylcarbamoyl)-piperidin-3-yl]-benzoic acid
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Exanple 9-3 :

2-nmet hyl -5-{1-t4-nethyl -2-(4-trifluoronethyl-phenyl)-t
whr@z0188%- car bonyl | - pi peri din-3-yl}- benzoi c BCI/tB2005/001438

Exanple 9-4 :

(S)-3-(3-carboxy-4-net Fﬁ/l phenyl ) - pi peridi ne-1

-carboxylic acid 4-trifl|uoronethyl -benzy|l este
Example 9-18 4ijj3-3-Carigoxy-4- methyl-phenyl)-piperidine-1-carboxylic acid 2-(4- tnﬂuoromethyl

phenyl)-ethylBesfe8- car boxy 4- met hyI phenyl) pi peri di ne- 1 -carboxylic

Example 9- 12 k/@leﬁ?’ EE f’%{i’?}}%t F W@ﬁé’?ﬁdﬁ gylﬂ) éen age? I 1-pip

Example 9-18r. R®iethyB4-{1-[f4- wmmejm&ghqmylmqﬁﬁﬂf@egdm -3 ¥} benzoic aCld
Example 9-197 ﬁ—'k/reﬁr(ym‘-h [SiRs Qmud»roraaﬁmphany awyn] pipérRIPE3-glj-Bendoiy hdid 2- m

example 925 Gy HE Y ndoh S FT IR Dhv B R

yi}-benzoic aciddi n- 3-yl } - benzoi ¢ acid Exanple 9-9 :
Example 9- 22 A bé bogl C{ H’leﬁ'@l &é'n)ll L Jeh&iﬁé 9—@5‘5%«5 Wﬂﬁklﬁor@rﬁétﬁybl-@é(ﬂlz}yl'

pi peri benzoic acid Exanpl e
ester 5-{1-] 3- (4 Isopropyl phenyl)-acryl oyl ]-piperidin-3-yl}
Example 9-222 44 {4Fiydprdps Rizepizayl)epiietditzgaiiiainget®d-berizoic acid

Example 9- 2% b?* Px i oEroé ) %uy %cét%i sﬂ)éfﬂ{n?@xf%b théﬂi’dlc) adRf opi onyl ]

Example 9- 25 { 1{1[[%(46409%%9@@%) agsHesAIPerigip SM}&W‘PTY' BPT:FQH gdn- 3-yI
Example 9-25-: 8=(4ehibyky- ilﬁﬁmQILMeﬂﬁ)i-;ﬁbeEmﬁWCErbexy]@ac|d 4-isopropyl-benzyl ester

corve o AP ESLETEN oo P A o il
Example 9-27Ry- {Q{Mtlwmpsmh@n\(l)mr@mcprwﬂ igerisine?-uy P n@éwiz%r@%z? Befroy| ) -

Example 9-381: RRFreflbid- n?fetMJ»Jy G NZ Alethyl2C U AritaRRGI-SheAy)-thiazole-5-carbonyl}-
?ﬁ trifluoronethyl-benzyl carbanoyl) -

piperidin-3- yé?ﬁwcﬁcwqé’"&lr ﬁahﬁr Bt c aci dExanple 9-16 : (R -
Example 9-20Calsdoost pf2-metiokyy5-{ ot emsiiol-Ri4pleilicdormethyl-phenybrdygzoled-cariony!]-
piperidin-3-yf- deftzdid dofd T B eRbRyddrhenyl ) - ethyl ester Exanple 9-17

Example 9-3. \sElHgp-541 fArmetvie (riflygie Bty P Hahzesjt o putpieriingS-
yl}-benzoic adid - benzoi ¢ acid Exanple 9-18 :

L D e e R e
ester -[3-(4-trifluoronethyl-phenyl)-acryloyl]-piperidin-3-y
Example 10l: }3-Ren9)i-6-(F6-tettator84yMpBer§H-gideridint-Mp fabrbtih-2{(4-trifluoromethyl-

(4- trlfluoronethyl phenyl ) -thi azol e- 5- car
phenyl) th'%‘“é Hee% err?e| di n- 3- %I -benzoi ¢ acid Exanple 9-21 :

Example 1134§) @—Mﬁh!ﬂ@y@ iyt -nath o4 trifiopepetion- ﬁ@enyl)@uﬁ%;@yl ic

Example 113(Ci(8) §=[3t A ifakeRy- @mwyéthﬁ?gllm&h?ﬁdh@ﬁyl]mlh@-1%aﬁaxyllc acid 4-
4- & & Isopropyl benz pi peridi n-3-yl]-2-nmethyl-be
trfluorometybhanzyl ested Exanpl e 9-23 :

Example 1142 {(&)-- Méthlybaa@mgwwﬁmyemyl@dé{ryluq)ropetpmlmhgnw t@azole5-2- m

carbonyi}-pifdraNLa g}e&éﬁ Exaqrl e 9-24
Example 11 SZE% ?Sopr 21?%’87 %ﬂ%&gﬁ%ﬂe hfg%l lp&dggﬂ I-call'brcliyﬁé Xcié 4-

trifluorometi3A- 6e4rzﬂaasﬂaoxy 3 rret hyl - phenyl ) - pi peri di ne-1- carboxylic

p . .
Examples 13% 18240 QAR rogR b b P o Ao R eps dserbesin 1
Example“a}ﬂﬁﬂéﬂl di n-3-yl }-benzoi ¢ acid Exanple 9-27 :
Example 114 {21Mét3yl(24(21n’$dﬂﬂ1f Spyl-rdienyd(d- trumaa@hamybﬂwerm)mdotéim&omm-
dm3%}rﬁ\g 2 N |o gqélc acid Exarrpl e 9-28 : Isoner of
piperi PRy E/{ % ??L T net hyl - §]4 tr| f 1 uor omet hyl - phenyl
Example 11tthi BlAdl-&atosat- b@ﬁyﬂ-qthoxpj)ri’p@ﬁ dirherp/lpiperigiagr - 6R@OHHS 3pid 4-
mﬂuorometﬁzy'gé'ﬂz dartaric acid. Exanple 9-29 : I|soner of
oxy-5-{1-[4-nmethyl -2-(4-trifl uoronethyl -phenyl) -
t hi azol e-5-carbonyl ]- piperidin-3-yl}-benzoic acid
fromD tartaric acid Exanple 9-30 :
2-Fluoro-5-{1-[4-nmethyl -2-(4-trifluoronethyl-phenyl)-t
hi azol e- 5- car bonyl ] - pi peri di n- 3-
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yl }-benzoic acid Exanple 9-3 : 1

3- (3- Car boxy- 4-fl uor o- phenyl ) - pi peri di ne-1-carboxylic

w@ediod/ 145389 i f | uor omet hyl - benzyl ester Exanpl e 1PCT/1B2005/001438

{3-[4-methyl -3-(1 Htetragol -5-yl)-phenyl]-piperidin-1

-yl }-[4-nethyl -2-(4- trifluoronethylphenyl)

t hi azol nmet hanone Exa -
Example(13)6 z(swa-(yféa phoky 1 MWW@W?R "Fﬁ‘y'r%‘?ﬂvlrpmf“?'ﬂe PRPP G aoid 2-
(4-trifluo |-prihgyathyl edtéri aad k)es-[B-(1-Exebopy)- emihylethoxy)-4-methyl- -phenyl]-

1pcé'q:

plpendlné Eﬂ)ﬁlﬁ écui g@%ﬁ!@ ifietnﬁgnéﬂal) §§h9%| | ﬂ’o rg:nl;%’ lh phenyl ] -

Exampleet :e(S)-Raantpylé-{1- ja-methyl-2-(4-trifluoromethyl-phenyl)-thiazole- 5-carbonyﬂ p}ﬁendln-
3yl}phén|3)qﬁ%c<M§taBM|'2 (2- "Ethyl 5-{1-[4-nethyl-2-(4-trifluoro

WEky @ - honyl idin-
Examplq:h?r%o(ﬁi),-ﬁ Mﬁ%ﬁ e‘Sr{ &4 Wetgyl)% (? trbfwgrrc])(r)n)?%ﬂ pher(%)I tglre]tlz%e -5- car ony] piperidin
3-yl}-phénoayjpleichtid3 : e ol "

' ok ek erid@enydartgolgiopbit 4pi pe
Exm“méjzs géﬁfgg%ﬁb§¥?|8q20|d qﬁétrﬁgﬁﬁoronethyl benzyl
tmmom@%WﬂPeEWHWBVes 11-4, 11-5 and 11-6 were prepared usjng.
ExampléI®d- h‘0@S\ﬂ@mhqgmuﬂethyﬁt(Mﬂleordms’fbvhpbefwl)r’tma@@agﬁf@W']'E'Pe”d""3'
prhaKTﬂfﬁéc%mpExanple 11-4 : 2-Methyl-2-(2-nethyl-4-{1

2-(4-trifluoronet t hi.azal, e- 5- car
Examplg &g |- ]3(4 garb@fymgthﬁxm me}hylmlp@w&%ep lglp%g %Woiyh(égmd &
Exampl@ﬁ@@@@ Tritiudro-N-(2-methyl-5-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazole-5-

carbonyﬁ pﬁﬂeﬂé icggg%ngﬁ nret%EM%na%&oxy) 3-met hyl - phenyl] pi pe

1.C_.acl - trlfluoronetEX %I
Exampless-ér[E(@mxymgt_hyl@mmo) -4-methyl-phenyl]-piperidine-1-c oxyllc ac

4tnfluc(r§)1et I-lbgﬁz@ﬂe's@@r boxy- 1- net hyl - et hoxy) - 4- net hyl - phenyl | -

Examplp 452, .<%Mat5v%ﬁéi%vef‘hé'#e@yfﬁﬁw%rﬁeﬁv' SR R L
yl}-phenyGatit)eyetit acidet hyl - et hoxy) - 4- net hyl - phenyl ] -

pi peridine-1 -carboxylic acid
2-(4-trifluoronethyl-phenyl)-ethyl ester Exanple 12 :
(S)-(2-methyl-5-{1 -[4-methyl-2-(4-trif

| uor onet hyl - phenyl ) -t hi azol e- 5- car bonyl ] - pi peri di n-
3-yl }-phenoxy)-acetic acid. Exanple 12-2 :

(R -(2-Methyl-5-{1

-[4-nmethyl - 2- (4-trifluoronethyl -phenyl)-thiazol e-5-car
bonyl ] - pi peridin- 3-yl}-phenoxy)-acetic acid Exanple
12-3 :
(R) - 3- (3- Car boxynet hoxy- 4- net hyl - phenyl ) - pi peri di ne-1
-carboxylic acid 4- trifluoronethyl-benzyl ester.
Exanple 12-4
(2-Methyl -4-{1-[4-nmet hyl -2-(4-trifluoronethyl-phenyl)-
t hi azol e-5-carbonyl ] - pi peri di n-3- yl}-phenoxy)-acetic
acid Exanple 12-5 :
3- (4- Car boxynet hoxy- 3- net hyl - phenyl ) - pi peri di ne-1
-carboxylic acid 4- Exanple 13:
CCCTrifluoro-N(2-methyl-5-{1
-[4-methyl -2-(4-trifluoronethyl -phenyl)-thiazol e-5-
carbonyl ] - pi peri di n-3-yl } - phenyl) - net hanesul f onam de
Exanple 13-1 :
[ 3- (Car boxynet hyl -ariino) - 4-net hyl - phenyl ] - pi peri di ne-
1 -carboxylic acid 4-trifluoronethyl-benzyl ester
Exanple 13-2 : (2-Methyl-5-{1
-[4-methyl -2-(4-trifluoronethyl-phenyl)-thiazol e-5-car
bonyl ] - pi peri din-3- yl}-phenyl am no)-acetic aci dCLAI M5
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1. The use of a conpound of formula I: an isomer
thereof, a prodrug of said conpound or isoner, or a
w@basmesseut i cal |y acceptable salt of said conpPCmtB2005/001438

i somer or prodrug; whereigymand n are each
I ndependently one or two; V and Y are each
i ndependently a) nethylene, or b) carbonyl; F and G
are each i ndependently a) hydrogen b) hal o, c)
(d-Cral kyl optional |y sutglAlM8ted with one to nine
fluoro, d) (C3-C6)cycloalkyl, e) hydroxy, f) (CC
4) al koxy or g) (CrC 4)al kylthlo Xis a) -Z or b

1. The upe oigeomreynd®t fognglg k) oxy.  b) thio, c) sul finyl, d)
sul fonyl, e) nmethylene, or f) -N(H-; Zis a) -C(O OH,
b) -C(O)O(C 1- C4) al kyl, ?H C(O)O(C 0- C4) al kyl -aryl,
d) -C(O-NH 2, e) hydr, ' zjrbonyl, f) tetrazolyl,
g) tetrazol yl am nocar onyI ' 5-di hydro-5-o0x0-1
, 2, 4- oxadi azol - 3- yI
a- oxoi soxazol i dl\m noc )L
-C(O N(I—I)SOZR4, or Ek) 2R4 V\,Herel N“R4 is a)
(G-C 6)alkyl, b) anmino or c) no PW di-N,N-(CC
6) al kyl am no, wherein the (Cr OG)P{ gubstituents in
R4 are optionally independently substituted with one
to nine fluoro; Rl is a) H, I'b) (Cl-C4)al kyl, or c)
(C3-C6)cycloalkyl; R2is a) H b) (C3-C6) cycl oal kyl or

a ful sat ur ted or full
conuSor o sy oeft e am e 8o Sl A A PR AR A Foavt
salt of sdicicampowik isemar aripeodot bon(s) i n the carbon chai n may
wherelﬁ’ﬂ\tén‘arhaelre &ﬁ%dé%d@ﬁ%@%n%moone or two heteroatons
ect ed 1 ndependent | g mrr x¥ e ﬁndl sul fur; and
wHeprel 3re §aeh g‘dﬁfeu?ef\t'% faR e Ed ';gP FOREY: or
dF afdIG3ite éadh erdewuntiéntlgmbhydvdgem ) halo,lv (G eGaadmi(apjioriafly subetituted
with on‘iﬁﬁﬁ@ n?cl?é‘ gS‘g r%ﬁ%léa\ﬁ(gpgf Hyﬁfbﬁ!: ly(cl- gggmg&%?&)t(b}’ Coalkyithio

|
i S optional Iy
ftfoR) Zﬁf b)—ﬁro(’f‘ﬁl%ubst ituted i ndependent ly with hal o,

bB lsI d)@xg a hRNE)SIfiG, dp Pillioana3) methyne o6 bsH)4 ut ed wi t h

d
b PR S LY s
hydroxyamiberaghenyli thieiraaslyb &} eazobiaainpcriomh h) & Suiwergraxpy ,2.4-oxadiazol-
3yl i) m&sé&lﬁﬁlﬁlhw-w qulnl%értkbn . i) VETEINHIS AR, 9r 1 -piSOLRA ;lwhein R* is a)

(Cy- Csl%%é)r%an(% ﬁgr?? m8gct fl O(Hé# ¥\l #g@ﬁﬁlﬁllga glgt\{?)ﬁ'e%&r?the ?CF('J gamyl substituents

in R* aneodinwaly mcuap@eerelasmnwmwe ndemtdlrse filprom oxygen, sul fur
aﬂd gl') Rr BQ@ QRyI 'o?c)a(CFlbg)b‘ﬂobﬁyIr ing consisting of two
use ura
LR APt @ﬁ%@lealmogwmﬁeépaerhﬁ'w.sﬂae oot fipnsaturated one o our
membéred epaighd entbrlar)chembmlnm ahahh@e}mnw:e lcarbom(s)rig the geibom gdin/may

ophon%\?lsoquﬁacteg w,tr%lr( c?ﬂlc?ﬁe‘? A0%s §<§ec?éat %péﬁh@ﬁﬂﬁm&yb% and sulfur;

ur an nltro erein the Qring
and Wh%elbﬁlelsé li§ gptigRsfbONgy oL d't?l‘“b‘f“ d’s"ﬂﬁé’l"?t ut ed

i ReleRRNBES b (SMntthe rbdnathain iR i§ Giion4l§ Jralependyily sabstituted as

foIIow%% tgfs ﬁ%ﬂb?rﬁls%s Opt?)xallm[n%ﬁg X%l) or% ?Lgbg{ltu n%la&@égntl mt%g}% ) the

carborfglrieptipnally ynopEsebsatyigH Nth byéif@%lr%éﬁnﬁa a"‘@w ﬁ’j' %’%ﬂﬁq@m&ﬁ) is
opnonglgn%rl&s(@tﬁt&j)mhkoxbaemuno wherein the (Cr C6)al kyl and

h I
et B S PR LAY i DA My ER b
halhereink) istaymirtadlyr fidly sé¢iGrateda) &dik w@ﬁturajgd t(':@p to eight membered ring

optlonégfa&/)rl'% kY bhdHoGour Rdie@BHoRe ’selfeated"lhgér}énd&ﬁly ﬁ?é/rﬂﬁ@sgerh)sulﬂ)ﬁ Qnd hlbrogen or

s blefchwmce@'%néyféwMS%P%B?S'V b e LS an AR ¥ o s
substituent is on the Qring is al so optlonally
substituted wth one to nine
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fluoro; or wherein RL and R2 are |inked together to
forma three to six nenbered fully saturated

w@arbocssd i c ring, optionally having one het erp@Er/mBR005/001438
sel ected from oxygen, sulfyr and nitrogen to forma
heterocycl ic ring; Eis a) carbonyl, b) sulfonyl, or

membqﬂgd rﬁ%,?i@leﬁrﬂr%gy%ﬂdﬁrwy) \R/hereérj 8‘8%@’%&)"&? ﬂpgﬂv%ﬁb h?s) gne t!)\I o'ﬁ%g:éteroatoms
selected (dedendErtlyadoknydxyden, subiyr anNiFitro@nC 4) al kyl -, or i ) -(CrC
6@ %khelcf(}é\% @duﬁnéub ﬁmoﬁ@ aiSEhablpstiturRA ﬁmdbé‘éﬁdenﬂy with a) halo, b) (Co-

group W nmay o t|
okt SUBLEN LR THIBEErEROoRG 1 IS o, 85 aTiBpa) nf. b cvano,
j) oxo, k)GhrbofaR)) QCKO&}QM@&IX&BﬂmohyI (Ii)n)(n@nﬁii\ﬁ))aihwﬂ (C1d)s)alkylamlno wherein the

(C+-Co) %@Zl a@@ (%}%Q%L(y s{blt t%%egtﬂ{écf oR Jg%(én’a 1;9910:16‘1 Q- QX ¥i-suBatituted

indepengentipwith 3) hmot Péydrayy. %ﬁocwlk@w Qil(CN; *(V@'@:e amm)o f) nitro, g)
cyano, qﬁ) 6%}( Qﬂbﬂo\/}h@f%)&)kyln%rb&yl'or )radrieyN- dATIANIN-(OF Capdilietaanimo;

where|f1 H}erﬁ:; ﬁ?%gu s@tugr't 0 thang rrlg@nsfauﬁl blorr]lk@gs %fﬂfgémfh &ng to nine

ﬂuorocarbocycllc ring; Ais a) nono-N- or di-NN(CrC
ﬁ:}li&@l@ﬁ" AH R2RYe linfeer 660t koMY b 8RN0 sixFren{beFed fully saturated
a

carbocye g ronlosatt B Bé%ﬁ%?féﬂ?m ﬁ%‘?ﬁi%‘i/fésait”fuyﬁ%‘t g%&“?%’r‘]‘g’% "%P)é“ toform

heterobyalid ir@g; one to four heteroatons sel ected i ndependently

fEQﬂ)Q‘é%QW 'b) §&H0F|3}'I'ror@ﬂqetﬂyhénre09€n or e) a bicyclic

rrng ’'cons |st| fused

| |
L et Benop) cROPT Gt P aNeB Ens Bon oy B Codlketih 2 9 -
Co)alkiiongs ~NHARRO,)ikgemendencliky-wisrein thet(BeChalky ahd e (Gar@palkenyl

groups |ﬁgv r%nﬁ%éétké{\%]@%? %ﬁo 09 af sQng’u’uH@qt E&é}@ &gﬁy st zﬁ%&@ @) halo c) (Cs-

t
Coalkevesranil, SHERpkyicP) (&2 Spaieontad (G GrisadoaliolspLgrowy, ) -

) (Cy kyﬁhi@%i érﬁnh’& &flcyaAs] o PRBCIBNINbYo-MI drlii-B)N-(@XC5)akylarin o xy-NH-(C;-
hal o, (CrC 6) al koxycarbonyl, e) (CrC 6)al kyl, f)
C)a”‘yf%zmce) al kenyl , )  (C3: C7) gycl oal kyl, h)

( CBwIETic Wb & Ikywll'(e@ucR ee)rauﬂ(ylre linkgd tﬁgqjipqg%yfomP 3 tr(r@tgsm membered
fully sﬁ&n‘a{eh‘aé%ocy@c ngr C 4)alkylthio, 1) (GC

e Sl b Bt
partialfy)oatulty sataratdd OCLHy LOStaiated tyes oteighi membared g aptienally hqving one to
four h@[@l‘ga@égelgﬁ% lﬂ&b?abhéén oxygén sﬁﬂfur Br‘id mt%é@ﬁtdr(e 2y §i€|ychc ring

00”3'335‘%1)“@9/‘{’ fugest W%‘I‘?ﬁY prfully @B%‘fqt‘%‘{ﬂr @&‘y \‘1(%/ %%th{ 4] téﬁ'ﬁ gembered rings,
taken fnbieisBn@entigh) wHefsi 166 bicyutit tray dpyibnallghas(dBe ® Bjirctckenoaoms Jelected

mdep%}:@ep@ fro?}%gaeﬂ@ﬂgrema nﬂfog%l abg - (Cr C 6) al kyl ani no; or

I's optronally npno-substituted wt

a vharelri the Ayingis opmnpgy rgefion dh rEH-sybstiyigd indepardently wihed) ox, b)
celrbm'ishﬁ)efﬁlot g) €} @Bblkdﬁ@mlfdr@?e)" (CPRGe)alRpti) @38oYalkedyd ) (G3-Cyegeldatkyl, h)
sel ec e n
o ogTEE RIS o, AEPRFTTE bR @tgRypurons.
aminopreydyence d) mirm gr p)smanptN- onditN, Iy %@@alkylammo whereln the (C;-Cg)alkyl and (Ci-
Ce)alkBW su.x%k‘tﬁ@én‘cstdﬁttﬁéjA h ﬁ'@ %BQ %ﬂto'né(lly%dnb @) onsObstittted independently with

o i SO SR sbly R A S B i i et Corccato, o
(Cy- Cﬁél&tm,d)(gmnmtar g)mradrioyN-son Bist, Nt(CGH- @dalwlatrtnncone to nine

olH %ﬁ%_e X\f&?(_ggﬁgr E DhalyRnPoNu Ql’uted with a partlally or fully saturated or fully

PRSI D v%é?%onsé%wurﬁ@%%t@ﬂﬁs%%d

lndepmc@ﬁﬂi/ benﬁdS)@g@ﬁ@lhfuom i tm”gﬁm %o avhstelo-thie thioeer te dight membered ring is
er i di ny] h tionall
optlor%L)Pmono di or trr%ﬂ&ltuté&bﬁe eh&bgly)j \%llgféig\tﬁﬁ %Pﬁrgﬁ?%{)h(g B.4)alky! optionally
4 p05|t|on 2) vvhen E is carbonyl, Wis a bond and X
Is -B-C(R 1R2)-Z wherein Rl and R2 are each
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hydrogen, Bis -O or -N(H)-, and Zis -C(O H or
-C(OO0(Cr A)alkyl, then one of F or G nust be a)

WO ¢@sa@1s3al kyl , b) (C3-C6)cycloal kyl, c) (C CB)EHIB06Y001438
or d) (G C4)alkylthio, ip,the manufacture of a
medi canment for the palliative, prophylactic or

substiuiei e 2 15 1oreth C CABERPIY o) (CaCaN ST PRenAl Spegputed with one
to nine PUidRY, If)dﬁdnd b)amOnoNHrem dEN,NS(Ce-&¢)Biyigrhino, W h)s(CarClyeliithiox i s
pﬁowa%% -C(O OH C(O)O(Cr C4)alkyl “C(O NH 2,
t eofForGrmst be a) ()) ,bg_ q
(mm@@y@% Y &8 Wh megwyle?@nd@)agqi Rawag} r&)fo%/rwg a six-membere
piperidif kiad, Kmé Hiy i substituiEh ey the @hergtiigdHestpnbied @b d) ahother than the 4-position;
% 8? E (!)S Cﬁrb%ﬂﬂd\xt %5 Sont%aa?lg ers:“t @-&kl@p{eﬁ ZO\thé?é]ﬁ ROBndVH@d?Q e%h

I's carbon

hydroggh, iBgs &£)- oa—l&@;h-dand@; is o()‘(()p)OH )or q;\qp,)@ _((.l,/ @yalkquqp opbotf or é/ must be a)
—(C+-CHAR, %3 -CoSyclodliyl, &) mxza)blkwyor df 001-0(,)@kynh64) al kyl -O or

H élﬂ}ﬁ rga@%ctélée%:%egjréggg?t%r%e paII ur a"ké}@c g’trlc{)&%ﬁnta]n% trdafinent of

negativeiengrgy dalahca in miminaplartial ly or fuI |y saturat ed or fully
unsaturated three to eight nmenbered ring optionally

havi ng one to four heter, sel ected independently
2. Thef”ﬁSﬁ?‘??W’@e‘ﬂ claigy, [, We'é‘?{aw?ﬁ%tﬂ?ag;e wherein the A rin

when B 8 ceqbbmynmisl abonnois -Z,cind Zo$ Q(@)OH; aB &0t (G- akyl, ~C(O)NHz, then
4 h
one ofggf ggégé 01%4§41<yﬁ1)) %@8cg§oa?§r qu&¥c4)§|b<o>®@k 8) a(cg)e: n)fl/lﬁilt io.
g) (C3 C7) cycl oaI kyl, h) (C3- C7)cycl oaI kyl (CrC
3. Thelsalabotrding th chirelt avhgrein:) (CLl- C6Jal kOXy, k) (Cr
V and gleg egcl)(l getHHQQe or):ne(&rv %% tki%yl aﬁwe lotheP® nfefyRAe; n)

ere| nthe (G-
Eis ca@paylkyl and (Cl CG) al koxy substltuents on the A r| ng

W is afd @on@l B5) xy? Q)UNM')a'dLé‘NW(IQ =G,)alkiy, eP+(Cl-Ci)algyH +{C@)attyl-O- or g) —
CF{7RE’I 4 egeﬁdmﬁ{# o nf<s§/d tg%eorg e Ioﬁarpwb:) th&?r%e?ﬁ%red ‘ﬁ)lly Qeg‘ﬁrgted carbocyclic ring;

ed w one to ni
and fluoro d) (C3-C6)cycloal kyl, e) (CrC 6)alkoxy f)

Aisa |:9I9 or ﬂﬁy élﬁuré@(ﬂ&' i uﬁ§at1§’rhte&|tﬂ?‘be(t@'e@hﬁ%&htb’eréc&fﬁgrtmnoraﬂy having one
onal |y 1. tut ed with

0-S
to fouré‘ef%‘?att‘?“%ﬂ qeif“cﬁlj ‘Wdﬁ'?‘?“ﬁ?erg'é{? Hidha:hid sr”qbruﬂnfj nHr%ﬁs fat ur at ed
whereinhiiee® rit gis eptipnallymembe die dr Wlfsn@tltmlmmmqeyﬂmm ) §XQ RECARPXY, C)

halo, @8#¥e§§ﬁo§%&%ﬂgﬁ &3@' @s%ui%ﬁjf (@9@99?&%5 @, tl; YBIAKYIIRNC,-

wher ej n

Cr)eyaashtyée eler)alyh hb’@'o’ﬁ'pt) i((bf%pq KOX¥rdshiG2 C4)a|kylth5)r ?8 64?alkyllsgponyl m)
aminot M)icyaidh8)triittd) bes) moncep endlenii{§:-Ogaikylaajinohahaein if)e (C1-Ce)alkyl and (Cy-
Ce)alkgﬁldsugéan%)on(ﬂ%Acrug) ak ?% @B&é}i%n -y dls Utbtﬁishﬁs’iﬂu?édj iNMebbhdently with

0 nine fl (ﬁr 6; "
a) hal@ pahycsowy, @ (B Gardyl gptigaayy syastiy {4l OFp GSe R, UG Covcloali, o

(Cy- C({lélk& 1arfu)|o Ry HenoN- oFBIMONNE-Ofalkiiiantihdy- ( C

al®t %{F'Hé.'et /g]rulq %P;?}E)n IRI g‘o% gut\}%ﬂelﬁml’}l I%ngrtlaﬁy 3rTL|ﬂI§ séﬁﬁl%ted or fully

unsatoptet tmed t pighhrepeetbing) gptienay having e twoﬂ'rheéﬁ'i@at@”ﬂs ?Q}%’ted

mdepé'gde l{égf‘?r @7@%@4nk¥dlfur 2 n1t|@63n aftb wh%ﬁ:’tmé)hree(t@b@hﬁﬁ@hmé@/nng is

e S ) Sl S 5 BB LSt
substigutdabtithtant edinineg fidorol ¥) (Ga€-)oycldaikgl, e ChGé)allaxy zythghwpsntuted with one

to ning ;?Ltldn? @aén]x %%)gﬂqﬁﬂieﬂdcgm N%F@%@Bﬁikﬁ%lﬁg oWh% @,- @%r@lkﬂfhlot WO

6) al koxy, e) (C3-C7)cycl oal kyI f) hal o,
4. TheGsé adedidlgky tibis a 008, vh)erehrydroxy F and G are each

Ais a rhd e%%%%ﬁ”l&l ideégndgw QG ted@th Qr?c—%i 'tw&‘) CE@% lab%KMl: , 9Y-OCF; 4)

—(Cq- Ce)alkoxy 5) (03 -C7) cycloalkyl 6) halo —(C4-Cy)alkylthio or8 ) hydroxy; of b) thiazoly! optionally



Bis a) oxy, b) thioor ¢c) -N(H-; Zis a) -CCOOH, b)
-C(OO0(CrC4)alkyl, ¢) -C(ONH 2 or d) tetrazolyl; Rl
WO 200a)11439dr ogen or b) nethyl; and R2 is a) hydrOLEBR0GY001438
b) a fully or partially saturated or fully unsaturated
one to four nmenbered strai ght or branched carbon
ain; wherein the carbon car bon .chain
indopeOgRTH R T SH T O HENG eRIg e e GAPE L Substiuted
with orer et £ d(C,0galbg i eCrs) of -OCRNT) &@ﬂ&hﬂ”@n&d es(@h-Cyrycloaldr feiatp, g) —

i |nthe carbon chalnln 'S optlonally
(© C“f‘rﬁ(nﬁh?oa&}ﬂg%t WWed wi i s a rdgart i all

Fand €grq §ack indenendasdy @#Y@fembun@a?)d%%%y{ o
5 nangpg;rgdrw)l_agg BiR%)-pnal | y having one to four
ter 0at @ d i ndependently from oxygen, sulfur
ds??loqu IOO?Q &%lﬁé use according to any one of
I s CIOIOB, B-CIO)QuiarCaleli, Gkt CIQNE) onsl igagbhi or b)
rfnﬂmé ){dFé%eh&r@}neﬂbﬂdﬁrﬂgen b) nmethyl or c) -OCH

mgf \é%og(ea of tara:}]ul&r 0[5 Pﬁé?lfgf%ev%ﬁl‘% o\r/ftﬁ'ly %satu?%&t%r%ctg four membered
10  straight RQbrarZzhetharsormbyln wheeein the camhenr(g) in theps;grb()m gigﬁlrgingx efionally be
replacéa wltt?‘or%tc;r %&‘J’?%@er@étorﬁsh&le%teﬂQﬁebér&%ﬂ@nt@ffroH"@( GnR@k isGfury |

6. use ac 3,
herelp G5 Gegbonigh Briad SRTRHENAD RIS EPUBFAY SR Aol vif o
wherefnall i1l mrtiauyﬂorduny fsmunateldavr fullyDunsalueatesi threR1o eighd MRhbared ringieiionally
havind &quﬁﬂﬂm%% TJ@G@%er%%BerWen@)froﬂ?&?é{ m, sﬁfuﬁé]’gj R RES
each | ndependent hydr ogen or ; and Zis
-C(OOH 7. The use according to any one of clains lor
5. Th8u§ecac60rdiv\@&f@iynné/%fiomuae 1,0r 4, Wereidd( H) -, ¢) -N(H-(CrC

4)al kyl - (A4)alkyl- or e) -(Cr C4)alkyl-0O;
H'sﬁxkgdr%q%}'ﬁré pqyl onallé substituted wth a) -(CC

4)Ralise) hydregen.. h):rr@thylcc’;clw e C r C4)al koxy, e)
CY¢ks @RS, AYdne ahd vRAAk gar?ach (ngth%er%)) &Jnlhw ptdlérofhymngh) ¥
ro is a bon an is thiazolyl optionally
20 ngté)é&qu)%\yth a) one or two -nethyl, or b) -phenyl
oftis oxvabridy substituted with 1) -(Crr C4) al kyl, 2)
@F hery! rind{e& naibd aé § i atfedhadl €M% 8-poSilion e Pipe Inngﬁ)
e390@7) (%r C4)§I kyl thio. 8. pThe use according to
any one of clainms 1, 3 or 4, wherein: mis one, nis
6. Thense aucordig amhy\dnaofe:lms: i, C’f;rmoh@lvme@lrttbe tanpound of formula | is of
W&k aYl.cring; X is -Z; and the phenyl ring
= fOrmugc‘e%rrgnat ed as J) is attached at the 3-position of the
pi peridinyl ring. 9. The use according to claim8 of a
conpound of claim8 of the fornmula or formula I-D
wherein F and G are each b)
c) fluoro dr_ d) methqyy;
\

" K

15

wherein R' and R? are each independently a) hydrogen or b) methyl;
30 F and G are each independently a) hydrogen or b) methyl; and
Z is —C(O)OH.

7. The use according to any one of claims 1or 3 to 6, wherein:
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Zis a) -C(OOCH b)) -COO(Cr A4)alkyl or c) -C(ONH
2. 10. The use according to claim9 wherein Wis a)

WO ¢@s@183al kyl - or b) -(d-C 4)al kyl-O; and A PGI/[B2e08/101438
optionally substituted mﬁtlla) -(Cr 4)al kyl, b) -CF3,
c) -OCF3, d) (C r C4)a|koxy e) cyclopropyl f) hal o,

g) (C r C4)al kylthio, Wis aPﬂ
aMﬂISA oxy, B )NEHh QZ(N W Coﬁt)ﬁ'blﬂaﬂl (ﬁs%{?&iv\ T (eten yll<§j and Ais
phenyﬁﬂﬁor&ﬂy §u\6§t|tuté‘daﬁlih)ab —(@-CQplkyl j1) €Ty ¢) epTH;@ina(Ch-L,)alkoxy, €) cyclopropyl, f)

t (G -C 4)al kyl CF3,
halo, gﬁ(@? b% “%'o Of:r CER'ﬂ"]) af l%ox V) : 2ycl)/o rlolpgll or Vi) I : )
oW sy qom; ﬁw A 6&@@?}(&%*%6&%@6@9@ w& FhPhortyo r(ettby.l or b} ~phenyl

optlon%)s@béﬁbﬁked v@t}u 1y GE:3C,)ayl, 20CF3 3HOCH; @) +(CE8,)dlkds9 6y cyclmpropyl, 6) halo or

op 6) halo, or 7) -(Cr C4)alkylthio. 11.
—(%ﬁéalgﬁté accordl ng to any one of clains lor 2 to 7

wherein the conmpound of forrmula | is selected from
8. Théué§a&&rd&1§fd s}?raﬁ@@nemrﬁ@emydraanmyl) pi peridin-3-yl]-
enox

i onj c
M'Slog%ﬁﬁ%?i)?lanﬁﬁéﬂg{( %Cleriﬂ tgéolrr?] aupﬁ’eé"w MShenoxy
} -Zis rEt hyl - pr opi oni ¢ aci d (R) 2-{3-[1
and (4 | sopropyl - phenyl car bam)yl ) - pi peridi n-3-yl]-phenoxy
- 2-met hyl - propi onj c
2 t'l\ﬂal?*}?w' Iipg %ss'wtﬁd(a& e isuaF‘PCEE‘SP 81iRe AP YORORTP PPEELTX) MY p
|per|d|n 3-yl } - phenoxy) - propi oni ¢ aci d;
9. Th ?&e gccg{%ﬁgw cl%m(ﬁigg:%r{wéoun& f'culr{'ﬂg()ﬂﬂﬁohwla P@Sﬂ&‘n«)maﬁﬁﬁ y
-propionic acid
(R)-2-Methyl -2-(3-{1-[(4- trlfl uor onet hyl - phenyl) acety
I']- pi (di n-3-yl }-phenoxy) - propi oni ¢
2-(3{{1-[]4- | sopVopyl - phenyl ) - acetyl

_pi peri din-3-yl }-

phen xy) - 2- met hyl - py opi oni ¢ acj d;

e PG S g{)f opyi - ph,@»rfy “Piperisgi n- 3-
yl& - phenoxy) it 2- gt hyl - pr opi oni ¢ d
(R)-2-(3-{1-tA4x¢sopropyl - phenyl ) - acet yl]- pl 7 3-

yI}-phenoxy)FZ- hyl - propi oni ¢ aci d; G
2-(3-{1483-(4-1 sopropyl - phenyl) - proplonyl] pi peridin-3

éﬁeﬁ H?ﬂ*dig A Bfredin0 '"%*“£°§@b%r°gg.%%9‘ix ¥peri d
8.3} 1ORHLRbSPIL Grbt 9 LB O aci d

(R) 2-(3-{1-[3-(4-1sopropyl - phenyl) - propi onyl ] - pi perid

i n-3 th | - propi oni c aci d;
10. Tb 8 ‘?ér%ﬂ§1§%¥kg% phgnogy)pacetyl] plperld %

- P v x{01=Ca)afiit @f}ﬂ) é‘m-@p)au_gth; aagiAds phenyl optionally substltuted with a) ~(Cy-

C4)aII(ySBE-'éF£ 3y - bbF§ Gﬂ-(bsgpﬁlmy |e) BYERPRISY) fy m&byl Cr-0h#@eyithid] ar hnydroxy;
enoxy) - 2- et hyl - propi oni c acid
or (R) 2-(3-{1-[(4-1sopropyl - phenoxy) - acetyl] pi peridin-3

yWihs @bmdmnyl)t\-lga rigiadolyl optipnaly eubsiduted with 1) one or two -methyl or 2) —phenyl
optnon%ﬂl;( gijbﬁtluté@wnfh"i (& Q@I A8y, |||)' @?‘? ﬂl?-)OOFE; &y oet-Byhikddy OB cvpkabyifr vi) halo;

per | e}
MEERE RO R R R B )
cycloprbpynispieia, di ~86:30 Jaligdnoxy) - 2- met hyl - pr opi oni ¢ aci d;
(R) 2-(3-{1-[2- (4 Isopropyl phenoxy) 2- et hyl - propl ony
|]-piperidin-3-y P enoxy) - 2- net hyl - pr opi oni c_aci
1. Thieyee Wptdmg(tcsar{ypnm qiaime P2 taar"@ﬁ@mw COIPROHDY 9. f?ff’t&'ﬁ'é%se'wed
from:y! ] - plperldln 3-yl }- phenoxy) - propi oni ¢ aci d;

2-{3- [é%% IsoPr]op)b F)Xénry%ar()gméﬂ‘) J{I en‘;lﬁ 3t r}{)] ﬂh}al‘fb@(&}% YI WA&J pro
(S)- {Ry[1-p4- Imrwl pEnyigarparaqyy- F&*“Q‘“ﬁ'ﬁﬂ' ﬂg?rmétz‘ﬁp?’fmﬁﬁmﬁwy a6l
(R)- Rj3qnyd- ﬂso;ﬁb;ﬁ@bhéﬁylﬁar@arﬁéy}) ﬁiﬂ'éﬂﬂi%}&)} 'pﬁéWY}mhétthrdbomc acid;
2- Met%g!\% h(¥ é(ﬁﬁnflg;ovfrftheslhoéﬁ%)a);%cle gogp cﬁ hg %glggiﬁ)eé\om )&Qploﬂ%%glw ]
(S)-2(\BthyR 2@ {1 H{A-trifliofcBreiiyl- ey -agety] mmwwww&wewwrmmmca@@
tyi]-piperidin-3-yl}-phenoxy)-propionic acid;
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(R -2-Methyl-2-(3-{1-[(4-trifluoromethoxy-phenoxy)-ace
tyl]-piperidin-3-yl}-phenoxy)-propionic acid;

W@ 3005114389 - | sopr opyl - phenyl ) -acetyl ] - pi peri di nPGF1B2poi01438
enoxy)-acetic acid;

(S)-(3-{1-[(4- Isopropyl pﬁ%nyl) acetyl]-piperidin-3-yl
phenoxy) - aceti c acid;

(R)-2- I\/%em)/hz( -(3-{{ 14[tr(fuuor|og‘@fgljwld35ypyl Fﬁq:gw@-pl})erw*e@-ylp Pheﬂpﬁ@ lpro(mopllc§0191
2-(3-{1 1(4@465:%?91 )bher%féhétﬂkﬁﬁér@m -Bylfhehdxy)-SatehyXprogionic acid;

(2G0T %%Wmﬁﬁ%%%eﬁ@épgpqo -8 %,I*npgy) %1m&@P@§%hl'c Seificl d
(R)-2-(3-{TE[t4Ripodprertyhihepy)-atetlpipprigin-get-poenesy) - m@taylwwiccﬂc'éc. d
2-(3-{143— 4§1 éb?%he’?%ﬁ%ﬂno@ﬁip%&nd"{ -Byp- §he{n3xy()-]2 méta-bsionit acid;

(8)-2- &{1r[§&%{sgfft9$y? progéfx rpp pepgln 3- yll} p%enoxy f‘ mgfﬂgslydr&p?onﬁca{c%

(R)-2-(§-B)[824- (sBprbﬂw{pﬁdtwb*arwwsw}menpuhwrp)wemrzym]eﬂwpﬂrm@mq)mﬂ 36id3

21y Sop PG 2T perdif OO E“‘Eﬁg"fjﬁﬂ?y‘ P o pet di n- 3
(S)-2- 3 w fja- lswwkmenzwiéf%x}lrp'&ﬂ"%. bt 'é’o ﬁ hic &cid,

(R)-2-(3 4 (- tssﬁrbpﬁbmehbxwiaww anpmd-etsyw}}phpmwm dhietinyipromigniquisish ox

2-(3- {1%%’42 lﬁ E}K rrew%ﬂ/? g%ﬁlﬁi ?f&bl vl follpendm ﬁé’l} phenoxy) -2- met hyl- proplonlc acid;

tri uor o Pg
(S)-2-(§H T2 !ﬁ@progyl-@hgmyy }erﬁ@ﬁ-@;gypnﬁ]’wns‘qlacyl}a%‘ ony ethyl proplonlc
acid; (R)-2-Met hyl - 2- (3-{1- [(4 trifluoronet hoxy- phenyl) acet

e g D b
aCId pi peri di n-3-yl }- phenoxy) - propi oni ¢ aci d; (S) 3- [3 (1
2- Methy@giib{q)fy 41tr|ﬂJB%nkl=)ﬂjl SﬁJﬂ\?l)‘bfrbmBmfbiﬁe}ldlmwfﬂhdmdm)‘ﬁkoplon|c acid;

(S)-2-Metayl- B@(% -[$- (4 H@Ithwmetb)(lw%&/ﬁ ¥’b°r‘i’5’ﬁw¥ peFSI Ylhpk&aﬁzq?’ pr[oﬁlorg <];a0|d
(R)-2-Meay2q3-y1- !3€(4-aiﬂuofomethslaqhewpyplropmnlkglper@gt%vl} prnpg)-prppionic acid;
2- Me‘thyﬁ!ﬁl :E@j%l tﬂﬂuo%eﬂ’)@x Jr‘\g -)acﬂlﬁdb@n]ﬂm@;ﬂ}%bﬁ’é irlplonlc acid;

&

(S)-2- M@ayl-gd;*d,{ Iif Uﬁ&rwq&t hexyp EWW pﬁ‘f‘é%@f"}gerﬂ'rbi,}% Bh yi prok%mg Jamd

R)-2- MGtﬂ}’IQq&H [(mtrmocbrdmétho@ememy)mcpﬂyﬂ}ppenomw—am phenRY) PedpRANiC Beid;

(

(3-{1 [( prs%%@/;?henylggcegﬁ Elp% (Iﬂrq\y%/% pﬁ&%g)é ?tfa'égtﬁre Ir di ge[ % (1

(S)- (34@&4 IsORTPRYL: phwaﬁwtylmlmwms sﬁrp@ﬂwy 25035 di ne- 1

(R)- 3{1131& Q‘@ﬁ%bﬂ%hé\@l)@cé&yq ;smrdmml}-mhmj -acesit agid; 2- {3-[1
3[3-(4 gbw&%pr tR%re fqazﬁ% é)lpg%?ﬁ/e ce%&?ﬁc' AdNBohbgyi-RHRAN LY,

(8)-8- KSS) -CﬁFbP&bI nefhg-dtisaxp ey tiesrigipe-d sribaiiy RYd frisgmiopyipenyl ester
'O%Fb%%li(— é’fﬁ&@yéheﬁ IP#bePiainG-12atH@xylic acid 4-isopropyl-phenyl ester;

(R)-3-
O P R A A B B
(R)-2 (Qa*I@awBﬂiyl-mvehWydcewﬂho&r}o)nrwwwnpxyprﬁﬁ@thwpﬁﬁéwmc acid;

2- (3{ qi(y er@l&gg%ﬁ ;Sﬁér{dlnlé‘%ﬁ}%ﬁ%ﬁ&w o-RRMGMdrofSHicedcia;

(S)- 2 ﬁzsr%wmmﬁt@ﬁw qhem')paéﬁ WirPiRgndn-3- ¥k PRI PEOPIRB|e Foic
(R)-2 ﬂfretnypzf (3ue@nEtubimebeREYHen g B detyi]- p(pa)'dlma{yeme_noxﬂaxmap_nd

2- Metﬂﬂ?r P 1 % rrﬂ?é}%{rhetﬁg&g%g W)QJcQt?u; gérﬂiﬁ'l alyly- &%Q)%ﬁ ob®nidaéig

S) 3-(33)1 Carlpy-hymettpyl- ?th*y];pI(ejpyli P‘P?rldlﬂ‘ﬁﬂdﬁg-’toﬁﬂ'ﬁﬁc'ﬂédwr(’@ﬂrbﬁﬁ%es‘te”
? CFHrtRﬁWdhéihyﬁet%b)ly) PRENPKipéridmeoipdagitixgicacidd:isopropyl-benzyl ester;

4.
3- [3 I rbﬁp{;/g meﬁﬁyhe%b!i{% %he ﬂ ternld%uje H'%El%ggﬁ 993%' 2- Egﬂr%k‘yl SERAPR;
S)-323-(Veitanlydxy-2-rfieghy-th¢)-plndng/l- glo¢rtsirret1rmtgpxw@@2'9|4d%ﬁmb%hmw ester;
R) Sffécgefgérgdxp 1 3 dthyl- eﬂey?ﬁ-? ’bé\ﬂilr@fﬂ' -Sarlioxiid;acB-4LiSoptdpyl-phenyl ester;

3-[3-(1 ﬁf%w%e@yl&&tp%xhpwg |8g9-ﬁ % érh)?@? Bcg(g If‘ gsoBI%p)Jl -phenyl ester;

2-{3-[-B)-1s3prbdyi-bdnzyiCarb rooyy)-plperidin-3-yll-phenoxy}-2-methyl-propionic acid;
- met hyl - et hoxy) - phenyl ] - pi peri di ne-1 -carboxylic acid
4-cycl opropyl - benzyl ester; (R)-3-[3-(1 -Carboxy-1
- met hyl - et hoxy) - phenyl ] - pi peri di ne-1 -carboxylic acid
4-cycl opropyl - benzyl ester;
(S)-3-(3-carboxynet hoxy- 4- net hyl - phenyl ) - pi peri di ne-1
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(S)-3-[3-(1 -Carboxy-1
- met hyl - et hoxy) - 4- net hyl - phenyl ] - pi peri di ne-1
WO cashossygd i c acid 4-trifluoronethyl benzyl estePCT/IB2005/001438
(R -3-[3-(1 -Carboxy-1
- met hyl - et hoxy) - 4- net hyl - Bﬁenyl] pi peridine-1

-carboxylic acid 4-trifluoronethyl benzyl ester
(S)-2-{BH f(Bsparopythetyyiegrbamoyl)-piperidin-3-yl- -phenoxy}-2-methyl- proplonlc acid;

(R)-2-{3- ﬂqﬁh%broﬁiflfb@%?}y)cal%aﬁBiiIMd)enﬂlhwldhelﬁbxp}ez -imaihgleprdpionic acid;

3-[3-(1 633 bo§y ﬁ- ql})xdpap%{aﬁ)ﬁ][ pAple?lg {1% [{r%g%&{)ﬁce ?@é’ lfl rﬁgérgrﬁ%th - benzylhester
(S)-3-[21yCarbdxil aquﬂlyée’gowﬁpmwyplper@inﬁe‘quamqagylg_aylp}4 tnfluorome%yl benzyl
ester: PhENOXY) - propi oni ¢ aci d;

s g e G P o ARt e

ester: phenoxy) - propi oni ¢ aci d;

(S)-2-MatlVER- &ir Iﬁor{aﬂﬂetﬁ\&ym:éﬁﬂb’darb%m()ﬁy bibéridinmypsrheyl-prehiemny heid;
(R)-2 &%,‘Zg% d4—ér%liug|r%rrnet%gxy tlen?ylc%rbamoyl?pn%elydjlr} 3 ngnoyﬁ -propionic acid;

2- Meth@@-&([?—(M’tlﬁt}rbm&hdxjt-b[eﬁbymhybyl )Pirfedidings il henaxyierrbgioniqrsict
3-[3~( 1y(.l,ba£t%ox% e?ha/?etﬁoﬁ%%%m% iberiinBS LdaftoRyiia a¥ili h-chlisepyMdenzy! ester;

(8)-3-8-Ry CaromretmgthyiSihod phermypiRgdne: {-9arbexyiq st BTGP RIPPY BRAY ostor
(R)-3-[9%(9- carbb@mrlnerhﬁ Bk P PRYNY]]-pPieidtid- icarbBeyid doidrhebrippyl-benzyl ester;

(8)-3- ?—farh@iyﬁvﬁ]oy ? -ne hxl prngPW|peélle%1 carb]pfyhc acid 4~ trhlu?romﬁthyl benzyl ester;
(R) -3- (B’rcammh@tr@xy:mmmwwr]enm piraridigei-catbpxyic sﬁéﬁﬁ@/‘?romﬁwﬁe zyl ester;

X Xgmethoxy 4- meth henyl) plperldlne -1-carboxylic acid 4-trifluoromethyl- benzyl ester;
o e i SR ol AR o
benzyldsier;phenoxy) - pr opi oni ¢ aci d;

(R)-3- &@ Ear'byﬁ} P P’?l éﬂ%x?}%ﬂ&h -%héﬁlm{pﬂa'efmﬁéw barBoxyfic ddid 4-ritk@temethyl-
heny t hi azol e-5-carbonyl ] - pi peri di n- 3-
benzylgsier;nhenoxy) - pr opi oni ¢ aC| d;
3-[3-( 120a{v3c§>demam(|%tmm hyhetw-pﬂenwpmmw}L@rt(oxyltcraplﬁ|4ttofmfm*teﬁwl-
benz tephenyl ) -t hi azol e- 5- car bonyl ] p| perl di n-3-yl }-
y‘ﬁeﬁoxy) propi oni ¢ aci d;

(8)-2-MethyHay(B-{ B4Rty 2¢ﬁerﬁlyq>r]>mgtmﬂ@hwnﬁ*@621ﬂe %%ﬁf%s\/(w'?%”dé{b?r s
phenoﬁytﬁdpﬁdnw%@net hyl - benzyl ester; (S)-3-[3-(1 -Carboxy-1

(R)-2- gl”ﬁylf%sdﬂ Ooxﬁq %D(IZErre}%ér%inefhgep%bﬁvl)gﬁféle éléérgg}ﬁgglp&ucﬁ% On-

phenoxypgrépjdniceacliioxy) - phenyl ] - pi peri di ne- 1 carboxyllc acid

2- Met%ﬂ tzf(i; f1| M%&M@JM/ hlﬂ@cﬁ&ﬁé&hyl-ﬁﬁér@l}-ﬁthla(z&a 53caribn{iLpipdZaiinkBayyphknoxy)-
hyl - et hoxy) - 4- net hyl - phenyl ] - pi peri di ne- 1
pmp'onlﬁ’é‘f‘"ﬂoxyl ic acid 2-(4- trifluoronethyl-phen

th
(S)-(2esdtief-5-{ -R)ym&hyl-2- (/& lrlflu@amEtbydybhanyl)-thiazole-s-carbonyﬁ/ plpendln f}/ -yl}-phenoxy)-

acetic” -t hyl - et hoxy) - 4- et hyl - phanyl ]- p| per| di ne-1
calboxylic acid 2-(4- trif Luoro %QD ?p c}:\(
Qt@{l -6- {ﬁ[@dngth{/@ -infly@apstg%p inyl) thlazol -carl ony}fp eridin-3-yl}-phenoxy)-

aceﬁcam’; hyI et hoxy) - 4- net hyl - phenyl ]-pi peridine-1

(2—meéh§?%ﬁ?[ﬁ¥r%ﬁ%dr%gi glﬂgor&ﬁletﬂ I gl? VB! W&a%ﬁﬂ?ﬂ: berldﬁtW}Lphenoxy)

use acc to any one of clains
aceticlabidf or t he pal liative, prophylactlc or curative

(S)-2 Meﬁ@l—’!f@ﬂhetﬁf'l 5L{yHE-Manyi-2di seiasemamgiqhieatetiaxdld-Srcaregai-piveridin-3-

| h )%F}/r g ance in rumnants. 13. The use according to
yi-p 8”‘3‘?’ POUYHEBi n the ruminant di sease associ ated wit

(R)-2hegiart-2-(Bemethwrogly -[4- methyl-2-(4-trifluoromethyl-phenyl)-thiazole-5-carbonyi]- plr;])endin-S-
yl}-phenoxy)-propionic acid;

2-Methyl-2-(2-methyl-5-{1 -[4-methy|-2-(4-triﬂuoromethyl-phenyl)-thiazole-5-carbonyl]-piperidin-3-yl}-
phenoxy)-propionic acid;
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bal ance in rumnants is selected fromfatty |iver
syndrone, dystocia, inmmne dysfunction, inpaired

WO povanes3guncti on, toxification, primary ket osiBCT/IB2005/001438
secondary ketosis, downer _,cow syndrone, indigestion,

I nappet ence, retained placCenta, di spl aced abomasum
mastitis, (endo-)-netritis, infert

R)-3-3f(&Caioprt mefhyraiiexyohery kpReidng- 1r‘i?ﬁ‘?§’ﬁy"8€¥ 918%’?‘&”8’??8‘““ benzyl ester;
(S)-3- BL(TL@dekaai ﬁheihwtethoey)tphenvl]@bmmamarmﬂd aoidl Bdriflgorpmetbyl-bangyi ester;

3-[3-(1- Eﬂ §OUSF m%t%xl Cﬁt&f({/ygphte&)%g}épaﬂeﬁ 9%{%& S%E‘gﬁr %trﬁl&bﬁrﬁetm%é@yfbster
(S)-3- [wr%blowmnettm cthay-4pvepAPhani- P'BeWedh‘iPé ¥y §taﬁ'§%f
trifluorofneth ﬂ'éh%n*lﬁﬁhﬂ@gtg,r di ng to clai m 14 wherein the conpound
B e T i e i A
trifluordneethyl-@tienyit&hyllestesiand t he conpound of forrmula | is
3-(3-(1 R HokY- ﬂn%fh?ﬂetﬁ’d’i&ﬁ_d, AdthlitBetygidelidifd-1-24robiid &cid 2-(4-trifluoromethyl-

post part um he use as clained in any one of
Phe”V')cﬁf“%M'ﬁ‘ﬁeri to 16 in the manufacture of a medicament to

increase rumnant nmilk quality and/or mlk yield. 18.

12. Thlnge é&grdﬁlg ¢PLAY ING of Gaifnb F4dM 1%6r hE BAIRIITe, DRIPhYIAUIL BAdLkative treatment

of ruminant dlsease associated with negative energy balance in ruminants.

13. The use according to claim 12 wherein the ruminant disease associated with negative energy
balance in ruminants is selected from fgtty liver syndrome, dystocia, immune dysfunction, impaired
immune function, toxification, primary ketosis, secondary ketosis, downer cow syndrome, indigestion,
inappetence, retained placenta, displaced abomasum, mastitis, (endo-)-metritis, infertility, low fertility,

lameness, subacute rumen acidosis and inadequate nutrient intake associated with stress.

14. The use according to any one of claims 1 to 13 wherein the compound of formula | is administered
during the period from 30 days prepartum to 70 days postpartum.

15. The use according to claim 14 wherein the compound of formula | is administered up to three
times during the first seven days postpartum.

16. The use according to claim 15 wherein the compound of formula | is administered once during the
first 24 hours postpartum.

17. The use as claimed in any one of claims 1 to 16 in the manufacture of a medicament to increase
ruminant milk quality and/or milk yield.

18. The use according to claim 17 wherein the ruminant is a dairy cow.



