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241 aagtgggttc aggattccat ggaccacctg gacaagcaaa
cccaaact cc gaagacttgaProtein (Signal Sequence in bold:
wQ300aa045bat ure MCP-1: 76 aa) SEQ ID NO 1 PCT/EP2008/052443
VKVSAALLCLLLI AATFI PQELAQPDAI NAPVTCCYNFTNRKI SVQRLASYRRI
TSSKCP KEAVI FKTI VAKEI CADPKQKYWQDSVDHLDKQTQTPKT Human
MCP- 2 (CCL8) (GeneBank Accession: Y10802) cDNA (300
bp) SEQ ID NO 12 1 atgaaggttt ctgcagcgct tctgtgcctg

ctgctcatgg cagcecacttt cagccctca 1 cttgctc
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5-(2, ﬁmw@@yﬁlsgg@@yltmﬁvl)-gaa@mbmng gyeeggapednytisaaadt

carb%g?%%@gtﬁ%"il é%@”g%@%ﬁ@@g criped'in D L854/67508F Example

78). M@/&AﬁfdeﬁiHLdaNMT &mﬁ@:?ﬁﬁyﬁb@bﬁ'ﬁ%w‘s’bd\l%lﬁh QB IMRI5-(2,4-

SO T T e T

ethylbm)deSE@ doDrIW@atelédlualbgﬁa@@md wHigcstgorcd sdladilgy gt eatgr of less than
aca citt, 6 cagccc 61 ttgctc

01 rigiRE AP eaREGRrT A8 s pEERRD ERAE & ol oS i Fusagrmore
the frb’ébaaagsa@gamwaygmgtagicaga\ging@t rg @agagcugtacagaad) Yoof water at 80%

. cca ccc 181 cgggaagctg taatcttcaa
relat'éﬁ 5%3?%‘ g%t%agfgaga tct gt gct ga ccccacacag 241

aagt gggt cc aggactttat gaagcacctg gacaagaaaa cccaaactcc
urpﬁg{a]@?tet(wg% ts{)m X {%gzsjs-gréyijrﬁx 0 yseqr%%gpjl IE)hgr?yl) 4- (42morp?1olln 4-
yimegASA ey L) G dxa ZAEBFGEIFEEY IE BV T EMTEEOYBYel il inBIKQIRG BT

o RENEBReTG BB . e MBIA L DS SN -\ UBry & e B and the

free b%?wérp)fmﬁ‘slﬂ@o bB cNGtallire rénddripgebegeciorned paréigilgrtit suitable for

t ct c ctcat ga cagcagcttt caacccccag 61
phar@‘ﬁ‘é % qu%efés% agatgc act caacgtc ccatctactt gctgcttcac

atttagcagt 121 aagaagatct ccttgcagag gct gaagagc

Nt bfle 88 A R b B R ey A i Bnpnyrisg azole
3- ca@éi}::lmg@giteihﬁqaldatmeaiy&ttegam aftiaeamrlg@myﬁﬁglga:aera?ﬁtmenyl} -4-(4-
morp%%ﬁln %&ing&ﬁyl%%gﬁ I%%r?gaozt Q—g&%o?%%,@&%eéﬁﬁﬁgr%lde hydpo%h%'ridg%/as

fou ndﬁd@%@@d@bWAAFNPQGLAQDDAL NVPSTCCFTFSSKKI SLQRLKSYVI T
TSRCPQ KAVI FRTKLGKEI CADPKEKVW/OQNYMKHLGRKAHTLKT A nunber
of studies have underlined in particular the crucial

Furtheoinerepft weiSRoundftbat §-{ed-dibyddozphesdaprafyl-abéret )ob EA-mogeioln-4-

yIme&@"Phé‘n 1)-i %&xa%l?ﬁ {a%@%b&%@@fthgﬁéldezm’%ﬁves%?%élor compared to

the fregDagd 8$ well lae witeer ealth iarterins dfisslupiityn§esides thie.advantage of exhibiting

a hig%}/gag%gsoﬂjb@éf %gi)é%g ST%%%%(;%ultag%ﬂté?fga ufaectttt %h r(%produmbly in a

clearMcjd/leseahtiq. , Th{sX(@iE)g rAnders tmhlynsa;yjmte@a&par@bmﬂaé;sswtablevferthe use in

IIQUI(J(D @/rﬁuIg{l?%ggmrgﬁelﬁg%ﬁk%ﬁé;ww %%Pﬁl S eai 26

1475-1485); | ung fibrosis (Inoshima, 1., et al .,

All OK%g%‘g)j\T%?z%i ’ Jﬁ@h pt‘ré’rﬁﬂ)ggﬁslnpwghn E@Yrﬁétﬂ# p;ﬁ%ﬁyl) -isoxazole-3-

carb@3004agid @thyiamld;@salts[\ﬁpmmgher soBbiliy/pmpsus) withihe frpedfase.
rejection (Saiura, A, et al ., (2004) Arterioscler.
Thronb . Vase. Biol. 24, 1886-1890) . Furthernore,

The satbility of @hthydtogbloﬂd@yaltainwmt@r i$ B-9g 81008l 8t gHKatitdb apprioximately 1 —

2.5 @!g@l grtt%dz Iess’thg@@g‘@rgﬁﬁeﬁpgﬁlg?ni r|\1/I ::ng? dgsél opment

(Oht a, M, et aI ., (2003) Int. J Oncol. 22, 773-778;
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G utam nyl Cyclase are snmall orally avail able
conpounds, which target the inportant step of pdu-f
woeewailoeses at the N-term nus of MCP-1I (Cynis, HPCT/EP20a$/052443
., (2006) Bl ochl mBl ophys .Acta 1764, 1618-1625;
Buchholz, M, et al ., (20063.J Med Chem 49, 664-677).
I n consequence, caused by QC-inhibition, the
N-term nus of MCP- 1 is not protected by a
pd u-residue . Instead, the N-term nus possesses a
glutam ne-proline notif, which is prone to cl eavage by
The sblpstity ok papbictamas wakr s meidaaph Rayd/pept i dase 4 and
fi broblast activating protein (FAP, Seprase) , which
are abundant on the endotheliumand within the bl ood
The sdltitsiity af iherphodticte saleiawager is approkitaltdly D1%e- f.0mgtni.on of
N-term nal truncated MCP-1. These nol ecules unfold, in
turn, an antagonistic action at the CCR2 receptor and
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inhibited efficiently. Atherosclerotic |esions, which
limt or obstruct coronary blood flow, are the major
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care savings. Mnocyte chenpattractant protein 1
(MCP-1, CCL2) belongs to a fam |y of potent
chenot acti c cytoki nes (CC chenokines) , that regul ate
the trafficking of |eukocytes, especially nonocytes,
macr ophages and T-cells, to sites of inflammtion
(Charo,|.F. and Taubnman, M B. (2004) G rc.Res. 95,
858- 866) Be3| des |ts roI ein, e. g. vascul ar di sease,
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a . neurodegenerative diseases, e.g. mld cognitive
i npai rment (MCl), Al zheiner's disease,
woewsodsgener ati on in Down Syndrone, Famlial BrT/EPHN8/052443

Denentia, Fam lial Danish Denentia, multiple
sclerosis, b . chronic and agute inflammtions, e.g.
rheumatoid arthritis, atherosclerosis, restenosis,
pancreatitis, ¢ . fibrosis, e.g. lung fibrosis, liver

. fiprosis, rosi s
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f . and other inflanmmtory di seases, e.g. neuropathic
pain, graft rejection/graft failure/graft
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Resulting MW-1 cl eavage products were anal yzed after
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mtra@&‘i ﬁéaéMs‘i’%}.ohn t he supernatant of transfected HEK293
S I'n conmparison to vector transfected control
(pcDNA) . (**, P<0.01; Student's t-test; n=6) B :
M gration of THP-1 nopnocytes towards the gener at ed
supernat ant of transfected HEK293 cells in dilutions
1:1, 1:3, 1:10 and 1:30. (*, P<0.05; **, P< 0.01; ***,
P<0 001 St udent st test n=3) . Fl gure 7 A shows
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Figure 11 shows adhering and infiltrating cells per
cross section in absence (black bars) or presence
w@ omeno4ses s) of 1- (3- (I Himdazol-1-yl) propRCI/EPB08/052443

(3, 4-dinmethoxyphenyl) thiourea hydrochloride
treatnment. Total nunber of aghering cells per cross
section was counted in the cross section of the cuffed
fenoral arteries harvested two days after cuff
pl acement. Wthin the total popul ation of adhering
cells a specific staining for nonocytes/ macrophages
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undergoramodHesticH Rertisig, yud ad esvayss, @pédigllyarryyirdly s
Soint QZ dﬁ*@%.and the late tinme point (14 days) in
reargpes et 28" M'¢E°Montrol ) and mice, which were treated
with 1- (3- (I Himdazol-1- yl) propyl) -3- (3,
4-dine.hoxy henyl ) thiourea hydrochloride . Figure 13
S IDHRILO %ation of MCP-1 staining in cross
sections of mice sacrificed after 2 days (early tine
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di met hoxyphenyl ) thiourea hydrochl oride treatnent. (*,

. P<0. 05; d ' t-test [ 15 sh th

Fig. F e et o A Rl B aeathar i S BPBPYaT ey 4-4-

morphbin-4g&aethylvisnkehyl R RSk osI3-chd oguirricid étbpbmide fide base, form |.
nonocyt e/ macr ophage staining using nmarker Al A31240.

Presented are cross sections of mce sacrificed at the
Fig. 2 ai@vd theeX-pgidifiradtibh ditsgrsn of 6eauedihydioabsBop®p(lpraalk)-4-(4-

morep ol Tl T B ) F R ot Rl 3 Coioky1R agid efhiamis, iasihatss form 11

t hi ourea hydrochl ori de. Foam cell accunulation is

. illustrated a f pam cel | si.tive ea /| crqss
Fig. S bt e prryreton FBamhat ar AU Sy ERators it puy4-¢-
morphielid-A-giméthylrpnnyl=lsgxsizlel §-catblodgicraatdesthyhmaledge alse, form |11,
human MCP-1 (i-h ) bearing an N-term nal gl utam nyl
(A) or pyroglutanyl (5-oxo-L-Prolyl) residue (B) by
Fig. 4 elcawndihsa@itayhiiffractioAndiagppepf bd2gdeadifydraty-2iéopropyAghenyl)-4-(4-
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Fig. § fowy 8 2B SR iRy T @ TS OByl Biate g -
morphRiotiud ¢ iMathyltdhesyli-sbeszoldi@-catbeaylageidodthyiamite fidease, form V.
(i-76 ) bearing an N-term nal glutam nyl (A) or
pyr ogl utanyl (5-oxo-L-Prolyl) residue (B) by
Fig. 8 slcawmdbihra@tayHdiffractiobRiadram of 5H2,4-dinelrpyyr B b ptoppethenyl)-4-(4-

o GBS O R T B0 AR g o .

prior to assay. In addition, the incubation of

A nl-MCP-1 with reconbi nant human QC was carried out
in presence of 10 nM QC-specific inhibitor 1- (3-

(I Himdazol -1-yl) propyl) -3- (3, 4-dinmethoxyphenyl)
t hi ourea hydrochl ori de. The DP4 cl eavage products were
anal yzed usi ng Mal di - TOF nass spectronmetry after 0
mn, 15 mn, 30 mn, Ih, 2h and 4h. Figure 18 shows

t he degradati on of human MCP-IM -76 ) carrying an

L

Sh



cl eavage product) towards human THP-I nonocytes.

Fi gure 23 shows the analysis of chenotactic potency of
whewsanodszP- 1, which was i ncubated with human PCT/EP2008/052443

reconbi nant DP4 in presence (Ar~-MCP-1 + QC + DP4)

and absence (Ar~-MCP-1 + DP4) of QC-nediated pdu

formation. In addition, the influence of the

QC i nhibitor 1- (3- (I Himdazol-1-yl) propyl) -3-

Fig. HRGRe RN U RN Sl RErRC E T alha s Uoteds éﬂgsaﬂ of 5

(2,4- amycﬂr@x‘ps |§dpr(ﬁiybﬁl$é11yQM-(4Dﬁérpﬁbl&aﬂ@@ﬁet(\}@ﬂh’énM’Js’okazble@:cé'rboxyl|c
%lﬁ/ is shown. Figure 24 shows the chenptactic

acid gihwlam of human MCP-1 (A) , MCP- 2 (B) , MCP-3 (O
and MCP-4 (D) in absence or presence of the N -

. er m nal I o ut any reS| sho
Fig. & e Q0P e g3 BYarals I S dhmplbee spiRonic acid sl
of 5- MZPdiBydrB)(y 51\@?Jf<2py( Ehergyct-(aiorbhOliD)-4 Sinaethylptenyli-Isogdrole-3-
b h rn1n3y tamne in conparison to their respective
carbe)ic atid &%‘a‘? ‘oducts. Figure 26 shows the significant
reducti on of TNFCC- | evel s after application of

. i nhj bi o] -.1- ropyl) -3- (.3, .
Fio. G5 RRPR o Fuipr n Bas R Rl bRk syl acid sa
of 5- Qf4 Hnﬁ(ﬁdmdy}se@p@@cmplsenyn-cr @m0 pADIMAy InfetBy (e n y I Fisg ke z@le-3-

haws tT 3ose dependent reduction of infiltrating
Camﬂ%ﬂ%@??&@y%p fre peritoneumin a nodel of

thi oglycol | ate-induced peritonitis in mce, caused by

Fig. b s s Reted it ke of ey BRelont sl ot 12 stwgiop-s-

isopropylqine ey )-hy4hnaebi adin4dgmethyl-pengb-istixbf @e-Srdarboxylic acid ethylamide.
concentrations of 25 ng/kg, 50 ng/kg and 100 ng/kg
were injected. Cells infiltrating the peritoneum were

Fig. t1 stzwisf the K-rag idifijadiaCSizgnah 6 the tdrtdricaddicesall ofdu@i4agihydrexy-5-

sorBRR e oo Tt GRmeB MR Frd e S at et fud Bmyiamice.

peritoneal |avage fluid of mce, which received a
Fio. L QiR o2 Bt A 3 68 0BGt el o B grgyciony-o
isoprppypnehy-8-(4-Brphblididaptni ty iy piesyipigoxa ole 3raaal)oxylic acid ethylamide.
conpared to animals receiving no QC (*, P<0.O05,
Student's ttest) . Detail ed description of the
Fig. 1hstervis tba Xtnay phfiradtmuldwgrarh@f medrﬁaenu‘ummmmd sait e Cat-dibydroxy-
sisch gk S Ao BT ey b Bt B o
ethylemldeondl t| on, selected froma . neurodegenerative
di seases, conpri sing mld cognitive inpairment (MI),
Al zhei mer' s di sease, neurodegeneration in Down
In a Byefedred re bodaneriti the f@m ltaf dre Exseptinlly purd-arthlanalsulpaonis beid salt of

B | , .
5 SR Aok R LREARIR 4 Mop SIOOALS e
carbaxtytie nod ethwylansils shovesthenosiydiffractnpbagramanditdted ind-ig. 7.
fibrosis, conprising lung fibrosis, liver fibrosis,
and renal fibrosis, d . cancer, conprising
Highgaeferent amsmglmenﬁmmeefprro raf e @hetrﬂanea&ulmmnlcaaw spatsaf 5@, 4-

iy B85 SRRy ey 12 AR o SAREN PO 551l 3 carbonyto acid
ethyleoiger whithghavearoaehdigrastiomdiagreaf of thejwetshown dr Etgt 7, with
. £ 3i V. \ i
S|gn|g<gd§|tt géiﬁ(/ |9fe?E%gér/gﬁémsec \‘?Jllljys 15'7 192 %8@6%”5 /'éld%?tlgrsamples being
free efcanyradidiignalonaterdais (Lotherw'mtai |f¢m18h bydfeh@sm}egelﬁehsmiti speuld be
di sease is selected frommnild cognitive inpairment
(M), Alzheiner's disease, neurodegeneration in Down
Syndronme, Fam lial British Denentia, Famlial Danish
Denentia, nmultiple sclerosis.3 . The QC inhibitor
according to iteml1 or 2 , wherein the disease is mld
cognitive inmpairnent. 4 . The QC inhibitor according
to ‘any of |terrs l1to 3, vvhereln the chnhl bitor is
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b . chronic and acute inflammations, conprising

rheumatoid arthritis, atherosclerosis, restenosis,
wparwsnesbitis, ¢ . fibrosis, conprising |ung fPOT/BB1088/052443

liver fibrosis, renal fibrosis, d . cancer, conprising

cancer/ hemangi oendot hel i oma_ptroliferation, gastric

carci nomas, e . netabolic diseases, conprising

hypertension, f . and other inflannatory di seases,

possH PutapBPART FUaCeaLoERER o @81 b b e B 1bs, 194,227

23.3gR3dasi s, tuberous sclerosis. . The use according to
item8 , wherein the disease i s a neur odegenerative
di sease, selected fromml|d cognitive inpairnent

In anpiek brefé&dd@hlﬂ@fméntdﬂ&efaﬁre Ha @emecyéeg&m&y ﬁElﬂeOﬂethﬁlnéxmphonlc acid

itis
salt Sl B £ 1P Ry Sbsrg s g ph e St bR HEo g ole->-
carboxyfitradd @thy%mldévblﬁadv% Met)(ﬂfaydjlffraaﬁﬁ diggramlisdicaenint Fiy.es.
impairment (MCl) . 11. The use according to any of
items 8 to 10, wherein the QC inhibitor is
High@dd&fblreinsé & #isb glmemmﬁhimfatrh 6 df\/trtefmethfam sinpordgadid salt of 5-(2,4-

o DB BRSSP Phe I oot s

ethylamdeomdcrpsmes am X’-&@}OSIﬁtaCﬂdﬁh duabnalm bfcthsiypbeyhawar‘ryhgl 8 with

s AT, S AU R AT e AR LS e bp e Bl ed fre

of angiradgiiondl 2natdilfets (sieeracystdl cﬂcbrng;, ahyidtate) ékcepiedie), dtishotldde possible

o ol hufarah&Po e BP0 et TERoePd: 29 8fEh e 219

25.88nBdqeancreatitis. 13. The use according to item8 or
12, wherein the disease is selected fromrestenosis
and pancreatitis. 14. The use according to item8 , 12
Ina otherlgi’refewbd reenbodinent, ke fanimi K dfdhe essemtaliyrpusd etettchniersulphonic acid

N thaf rt he ent sel
sait e B bHEP ol r BV SR D e Siritat aREl Eoxazore 5
carbogtiv ecitl iethylaemdey B’ROVQSN(BE)X raruy‘frad:tmnsjlagrdam imecagd mrFig. 9.
bl ockers; diuretics; calciumchannel blockers (CCB);
bet a- bl ockers; pl atel et aggregation inhibitors;
Highcdn@‘bmt:e iscdlsagisen fnir KMOWW|®thet_hHh&®h®iG acid salfe\sfeﬁ-(z,4-
S | o
dlhydro%_ppg iSO rop’ylr ene?\ I) (H rJBB ¥)P)J)I|n?&?@?e%l%%l-ﬁﬁ%@ﬂﬁé?xsag}gre%géngxyllc acid
ethylamidei wrﬁltraahmtmryxfmy tiffcotorediagcs) ofdhé itymecslhbﬁveriraF igv@ with
signi@%%?é li F{eltn )FatQF%; ?Ehéiggglﬁ{ésolf ggquﬁb'o\/g%r SI]na a{n(g)les being free of any
addittgntabrklateaea@(gmat crystaﬁsdnﬂ:talnbydratehemeipmnﬁ) izVZRuld be possible to
t t I a It Or e
obsef tﬁg%go I %'{P]t‘égar d’ess %élf%ﬁé?%paﬂ“%ﬁs "3 5 1%% 26Jz°1 0.9, 21.8,
22. 2f2ﬁ4 t0.@dég.ng and/ or pr eventing an infl armat ory di sease
or condition selected froma . neurodegenerative
di seases, conprising mld cognitive inpairnment (M),
In anatheh ereierederdbatimse, theassetede peredtyiduachlonc Belnf 5-(2,4-dihydroxy-5-
|sopr%@hgﬂg)4ﬁﬂ&rb®gn %“@IFO I%@B%o&ﬁz&%@éa&@d H@&t&gthylamlde
showsrthé Zram diffoantion @Itagmm giamgtechiedmaatl0i d arthritis,
atherosclerosis, restenosis, pancreatitis, c .
fibrosis, conprising lung fibrosis, liver fibrosis,
High mefaﬂenf:ie isr a0 givendfor trm:mjgychlqcigmpﬂ pf;51®4 dihydroxy-5-isopropyl-
phen g %EH&WQA 9%@%@%{#\ i cl))ga(rezgls?eé gérBB F@Ei’agligﬁezﬁﬂérﬁlde which
shOWweXfwff@ntlorf dlagraﬁdofdhmb'peﬁhf)\rvamﬂago‘rq: di seases,
conpri sing neuropathic pain, graft rejection/graft
failure/graft vascul opathy, HV infections/AlDS,
gestosis, tuberous sclerosis.16. The use according to
item 15, wherein the disease is a neurodegenerative
di sease, sel ect ed frommld cognitive inpairnent
(M), Alzheiner's disease, neurodegeneration in Down
Syndrorre Fam I | aI Br| t | sh Denent i a, Fam lial Dani sh

. o o o s A — o I L



a . neurodegenerative diseases, conprising mld

cognitive inpairnment (MCl), Alzheiner's disease,
woewsodsgener ati on in Down Syndrone, Famlial BrT/EPHN8/052443

Denentia, Fam lial Danish Denentia, multiple

sclerosis, b . chronic and agute inflammti ons,

conprising rheumatoid arthritis, atherosclerosis,

restenosi s, pancreatitis, ¢ . fibrosis, conprising

lung fibrosis, |iver fibrosis, renal fibrosjs .
in anglfg piereTg b R s T s P G ABERE Bb2 4-dinydroxy-5-
isoprgpﬂldh%ﬁylﬁﬂi(ﬁ-ﬁ]or}g&ﬁihrd-%m@ﬁiyfﬂ)mw E}ssoxfazoleﬂaiaamlyd : hii(ﬂacid ethylamide
| seases, . .conprisin ertensi on, . and ot her
ﬁmmﬁﬁﬁ?gﬁﬁﬁpgﬁﬁggp§€§§%§F%@€Hﬁ¥m ﬂ$31neuropathic pai n
graft rejection/graft failure/graft vascul opathy, HV
. infections/ Al DS est os| s, tuber.o | erosi s,_wherein
High gReTBeNBe 15 4150 GVRRTY Tisr Biaripaciialtie] e rnawsf-Epeioay henyl)-
4-(4-hrghofitdalerabthy FpHeaglidoner @e-B-cadibxyiiduidremhiiachid which shows an X-
t e%tne.t and4g&t§reventLog.acaording to item 22,
ray %@? on fliagram gf e fyRe $hown REIF-ddegener at i ve di sease,

selected frommld cognitive inpairment (MI),

In Gl e e b R R R R B o2t 40 St

dihydBemaMsio@ropyubljérwl)a-(&Q‘n@pbslirf54-.yln%hyl-ﬁhenyiﬁl”smxiokef-?:-carboxylic acid
treat nent .and/ or .preyvention according_to,jtem 23 or
ethy gl o B i ARt EL oo PERBT Fleb a2t e s ot

(M) .25. The method of treatnent and/or prevention

HighBEPEPE S 1% Btk i i tarcctibrat o 4 bt isopropyl-
phery L4t (enorpbelitt4-yleetiat phenyi risorazble-3carbpxytio asidstfiyiagnidé which

B O

anyl oid synthesis inhibitors, antidepressants,

i il Brafir i, f1abeinaRD el Pl Py W3l Al sl ot - (2 4-dihycrory-5-
isopropgdathenylj-4-d4raicoph ghin-vame thy Ap ey b fistixagolé-8-dartsoxy BSacid ethylamide
rein t i sease i $ hr.ond.c ,.gr acute
shor§ 1 SR s ol GRRBr It BRAE A o a5
at herosclerosis, restenosis and pancreatitis. 27. The

. h e t [or. prev i (o i ]
riahFFeiEss s ALV TR Rk BPEXERL! PR AEFRERA% bprorn-
phenyB<it@noasrpb olardy lnaatiny-@aenyt fHisoxa28le-3Fbarbomtiib adid@fthylamide which

shouli o R BT a 68 e BPe SFOPAMAN ot erca in

conmbination with a further agent, selected fromthe
y i et i bi t bos S torci e
e BE LB BTSN S0 % SN Sl BLEASOS ot mean
espebiathe thet gt leakit 90 eprietesably al leastBoc Arhmebt drefeckdy st 1€BCBY;per cent by

i L OEHE S po B o AR PER TS L A8 By
morpholin-Biytroetbyl-ghiegyl)-dexadoley3{capopylstagidethdinldei ane peessitig the

H?HR " n . nhibitors; I1L-6 inhibitors;
CryStgn Il %F?Oz\%qé?&o{rhg "](]:\{)élﬁb?%ost eroids; antiproliferative

agents; nitric oxide donors; inhibitors of
o BAHARGELN SR TBAC L AL RERES 5 AP G Bl i 2.4
dihycdipxyagrinoiosapy|-pirady by @ shorehalinrhy endtimtipbenybr-isoxezole-3rharboxylic acid
; . | .
oy FRREAI ol SNl DESTRR, ol SRR 4By gt
comprisingdT(2e4-dlmgrosy-Stisapiepy2Rheny! 2B (4-mhmhelim4tyieettyisdesw)-
and/or condition afflicts a human bei ng. 31. The use
or nethod according to any one of the preceding itens,
wherein said QC inhibitor is an inhibitor selected
fromfornulae 1 , 1*, la, Ib, Ic, Id, le, If, Ig, Ih,
and li. 32. The use or nethod according to any one of
itenms 1 to 31, wherein said QC inhibitor is an
i nhibitor selected fromexanples 1 to 141. 33. The use
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a bl ood sanple, a serum sanple, a sanple of
cerebrospinal liquor or a urine sanple. 44. Diagnostic
waheaosfiersoTarryi ng out the nethod of itens 38 tBCHEP2008/052443
conprising as detection nmeans the diagnostic assay of
any of items 34 or 37 and a_geterm nation neans. 45.
Phar maceuti cal conposition, conprising the QC
inhibitor according to any of itens 1 to 7 or 31 to
egci refer d nb , Ihe
oAl Er BB PaE S B SUEToRSES Bee PrAtraly Preferably, the

aquedas beldtorniiad 4 pAtbetvzed ThaAMBR. or acute inflanmmation,
selected fromrheunatoid arthritis, atherosclerosis,

restenosi s and pancreatitis, particularly restenosis
Prefeﬁab‘iy e earenatatibh _Somb’@s‘ds tenederr @bliyd 4 8Hn@rss irgy/migdlution, more

prefet & ORI Sb At Bt p B RPPRBAEB % - rBrohoii-4-

yimeghiyl- bhiertyl)é‘rsoxatdilél?,@@b@ymsadd et‘r@&h&dj‘e)ﬁieSylaiﬁdThe pH of such a solution

o oGRS B P57 S el 896 B Weoriing
findingneaoérs ae sdivtm peirdueriyeditatde tor hhagndoe utided ups.@s eaiticular, it allows

to usp SR wihg Lyt B Chxciens. siah oo bifers Tor etk e arug

substncerklirthgtnioret inanefw eSigtigh stabilityi tiod s@&ﬂidrﬁédﬂmrﬁmg&)etween around

4.8 B oM Dubifn b 5.2 SP A B prenfd- - bR B yimethy-

pherﬂl)smamlers czarukylic asd ethglaetdeeniedylatencan e subjgaietity eutoclavation

(e.g. Bé/ eg nnet%&%pﬁé% ({ gcg tiﬂoabf@nﬁp%ﬁ)%}ﬁ{ ST tjeﬁopnder a'pressure of

aroupd 2bartwithouiodaugingiant lcalometianggs dr degradation m@a“ld:lts; ion
selected frommld cognitive inpairnment (MI),
restenosis, and pancreatitis. 3 . Use of a QC

In onierdmhttddirmntfme fdrrhmlepiloe [gansists ohtmfmesylm«ﬂ salbofemt isétonic aqueous

solutrogre n(? E}é({r %%;enm ;ﬂ%naln 4- 2 r{‘n?rp %Ig]e}rﬁg rr;fﬁeny r|soxazole-

3- car(bh@l): acrdeﬂhy&amsilesa,ndﬁﬁ’dwpmntglemgetdrssnanmtol Tinela€€l embodiment has

the fr\JAﬂwee( 8d\t/e9r{t?,%?ertges%r¥§ ormelrnrrc])ﬁ §an 88 ﬁ)(/? %iese?pngﬂegrrlénor%e?’ storage time,
e.g. gevietgl mdbihs. H‘h@heﬂﬁor&n Ithebnnbsgﬂate rsalh ssechectdcallgistaplet io tis Jormiulation.
FurtHaearr%ngﬁel, gr} 8f SUCWQG ?dtr%n e% IYI%PérB freé)({trﬁnss durrnecmutoclavatron of

the wegmcommmmwrrm \gomjdr leaddushssolomgombt mea.otal pl}ﬂl c
agents, neuroptrotectants, antiparkinsonian drugs,
anyl oid protein deposition inhibitors, beta
anyl oi dsynthesis inhibitors, antidepressants,
: - : . Of, ;
in it B Shiis il HEGnaf T € YARC e oI Bhn pvites o1 o
use according to any of itens 1 to 3 , wherein the
dIS ase i.s selecte ste srsa a titi
SRR DR PR T & P R LB s B G e <-
1 ylmefhybphéhyl) -isdxardei3-d¢ansoxylic add ethylsamr@sstnesydsheswhr&h is preferably

ghe %ﬁe‘oﬂglsgllumnr (r;c())rﬁ%rlrjs[?e %&) ﬁwg%xy |S(?;§/ro%lydl|;i),| 4 §4 Hmrpholrn-
[ n41yhxnﬂjamykp)hemn) -igDxdzoke-3-oarbheylic azgl«drﬁthylemerldecrrlreesr;ilaterr loging free of any
9" QHB §a?tnsﬁa§/ a&% pPr'ée%é no(g 2 aﬂgpafgl otensin

conveértl ng en angro ensin recept or
0] mcdeetrd;r[ar drfom&ﬂatroa ;consistirigushachsoiodt atlentk sokitiOICOBhe mesylate

bet ers: platel et aggregatiqgn inhibi X
cre e i Babt FoR orB RO B eI B phep-
| nrbomzbter$carbbgrhic deidsitiiyrarhidp apd 6Pewiw 6Hilgosk e neasitsiy
conmpounds; renin inhibitors; 1L-6 inhibitors;
antiinflanmatory corticosteroids; antiproliferative
agents; nitric oxide donors; inhibitors of
extracellular matrix synthesis; growh factor or

cyt oki ne signal transduction inhibitors; MCP-I

ant agoni sts and tyrosine kinase inhibitors. 9 . A
N@thod of treat ment and/or preventron of an

T T T T Y )



extracellular matrix synthesis; growh factor or

cytoki ne signal transduction inhibitors; MCP-I
w@nioagoetsdst s and tyrosi ne ki nase inhibitors. 1BCT/EPm®08/052443

use according to any of itens 2 to 8 , wherein the

di sease and/or condition affqgict a human being.17. The

nmet hod of any of itenms 9 to 15, wherein the disease

and/or condition afflicts a human bei ng. 18. The

CI>|nh|b|tor use or net hod according to anx

i t 6N PafiisUlpy an RREeQSHoEH R OREOMRFIHR P-4 -‘éH{OXy 5 'Sopropy"

i nﬂSHethlyl)QtMSﬁbr@ﬁblﬁm @Fn%ﬁ@hghvlﬂgo%zolelé‘ carbaxylit Bcidlethylamide

I d I f li |nh|b|tor use

ormﬁ@f“ﬁﬁdf‘ 3&8’%‘?‘3@ rﬁfjort %e“é{ﬁ9” 8'??('—9”614 g %’%ZI” ¢l 18,

mhereln said QC inhibitor is an |nh|b|tor sel ect ed

from exanpl es to 141, 20 QC-i nhi bitor, use

The ata948 Sl %‘?%ﬂb%h%fﬁv Foue @quri&fé#‘%"ylus%" 12y '”tWH%?%Sn
adminRtreltiddCofi5atE it roky&54sc(oaodyﬂ-blhéﬁyﬁalzmmorphowd J-ymhétyiphenyl)-
. =3 éﬁ, 4€E|net XY - gen thlourea hydrochl ori de .
isoxazele-parhn |{:Iagld§§g%§;ﬁ &-ng a QCinhibitor. 22.

Di agnosti c assay accordlng to item 21, wherein said QC

Furtt{tal;rnbrbe ?t(\)/\{aﬁlsﬁm?gmbgr}owg} t% %g ‘a g%ﬁ&ﬂrox& ?3(;&5%%&;0-4-(4-
mordﬁowm%ﬁétﬁylmayl) ROLHMOMH-B@aitboxylicemidethylamidédnesyitgs B light

sensifaepeld 2= v 35in <oByEh 3iEno e S Simepaegressrt

invergioy p@(ﬁwdlésa‘msarﬂtéér gléss%'lﬂ)nta}fmﬁ Béing lﬁt)?édigi%(h%ﬁiﬂ%@éﬁb@stario@ or the
m aa e-1-Yy ropy -o- ; -
mREQPﬁ%FWH&Voﬁh@ﬁVW 4%@8@Fﬁévﬁydrochloride. 25. A net hod

of dlagn05|ng any one of the diseases and/or

Furtiermalss Ireure S (el roRpes e Suth SRR fdiioee GG gt FBated by
Hspdoacdagpridfnlddetigisterind 1o $aaan-Biodeas aniamdiinateed thereof a therapeutically

son 3 PRS2, SEIRL S L, ALy Shen

isoxarelteed-parbxydic \abietdienaride mudsyBigs o 5 (H¥-diblydiogy-afifdprepyd-Phenyl)-4-

by, sai i S d/or c ition.. 26. The netho :
oS eR b Sk Srroai 20 Ble e Y ghigrce:
bei ng. 27. The method according to item 26 or 27,
wherein said QC inhibitor is an inhibitor selected
fromfornmulae 1, 1*, la, Ib, Ic, Id, le, If, Ig, Ih,
and li. 28. The nethod according to any of itens 25 to
27, wherein said QC inhibitor is an inhibitor selected
fromexanples 1 to 141. 29. The nethod according to
any of itens 25 to 28, wherein said QC inhibitor is 1-
(3- (I Himdazole-1-yl) propyl) -3- (3, 4-
di met hoxy- phenyl ) thiourea hydrochl oride. 30. The
nmet hod of any of itenms 25 to 29, wherein said sanple
is a blood sanple, a serum sanple, a sanple of
cerebrospinal liquor or a urine sanple. 31. Diagnostic
kit for carrying out the nethod of itenms 25 to 30
conprising as detection neans the diagnostic assay of
any of itens 2 1 to 24 and a determ nation neans. 32.
Phar maceuti cal conposition, conprising the QC
i nhi bitor according to any of itenms 1, 4 to 6 or 18
to 20.Definitions Enzynme inhibitors , in particular
i nhibitors of QC Reversible enzynme inhibitors:
conprise conpetitive inhibitors, non-conpetitive
reversible inhibitors, slowbinding or tightbinding
inhibitors, transition state anal ogues and
mul ti substrate anal ogues. Conpetitive inhibitors show
I ) non-covalent interactions with the enzyne, ii)
conpete with substrate for the enzyne active site. The
princi pal nmechani sm of action of a reversible enzyne
i nhi bitor and the definition of the dissociation
constant can be visualized as follows: The formation
of the enzyme- |nh|b|tor [E—I] conplex prevents blndlng

.. o o



Irreversible enzyne inhibitors: drive the equilibrium

bet ween t he unbound enzyne and inhibitor and enzyne
WO pdushi45e5 conplex (E + 1 < > E-1) all the wayPCDEP1v68/052443
E-1-side with a coval ent bond (-100 kcal /nole) ,
making the inhibition irrevensible. Affinity |abeling
agents Active-site directed irreversible inhibitors
(conpetitive irreversible inhibitor) are recogni zed by

he enzyne(reversible, specific binding) followed by

ent bond formation, and i ) are structurally

simlar to substrate, transition state or product

| ow for specific interaction between drug and
The@%ﬁ%@EQ%ﬁQVkﬁﬂL§F?méB%F¥PWKWeaCtive functional group

(e.g. a nucl eophile, -COCH2Br) allow ng for coval ent
bond formati on. The reaction sgheme bel ow descrij bes an
TemBliyes LPreeaapiadct SBUPERGERLS I nTess paPyERe Biisga: 1o
reactidietgkdpla&e 4thBomitemperiairé.on const ant and knacti vati on
Is the rate of coval ent bond formation.
Mechani sm based enzyne i nactivators (also called
Abbréviaidrde i nhibitors ) are active-site directed reagents
(unreactive) which bind to the enzyne active site
where they are transfornmed to a reactive form
EtOAxcCt i stayledptaly t he enzynme's catal ytic capabilities.
Once a ?iv ted, a coval ent bond between the inhibitor
rh. and ﬂﬁ%'gﬁ WYY s formed. The reaction schene bel ow
RT showsrobigtempetaduresm of action of a mechani sm based
nzyne .inactivyator, where KD is the dissociation
TBMEonpﬂngmggme ﬁﬁ%eFate of activation of the inhibitor
once bound to the enzynme, k3 is the rate of

di ssociation of the. activagted ipnhibitor, P fromth
Exaaple 1223 4-Bilydrony:isapropvighenylid Aympranalini4-Kiahypheny)-
isox@itle-Bscarbéxyliatatidbthyfamide HydesdHlofi© bomitdapn bet ween t he

activated inhibitor and the enzyne.|nactivation
(coval ent/'Dend formation, k ) nust occur prior to
di ssoci gt'no# (k3) otherw se the now reactive inhibitor

5 egsed into the environnent. The partition ratio,
aLi/o of xHel eased product to inactivation should

i mged for efficient inactivation of the system
w4{al undesirable side reactions. A |large
par t1°Ni q-mgtio (favors dissocation) leads to
nonspeci fi c reactions. Unconpetitive enzyne

5-(2, 41Dt Rird XL SisoppA-phehiini i 4 emorpfoline g meeyl-bhatsy ) lisdxabole B

an i nhihitor. whj binds only to ES conpl exe e
caroiiic B RIVMET b g LB oA s aie B Shalialconah LT ekmi) under
gentie WEPInGY. AftESAEiRf 1865 hing &u@queapﬁ hydErg&]I@ricdétlﬁi@ pm'ra &l odmmol) is
con n e , er eas (040 ex oes o)
addeg 4 R bed 25 C) he SRz STHES s ec it Vo Sof GRrounbpres-(2.4-
dihydfoxys5-@opMpy hgedny §-4Manhephblirpe-y Bietlyyripaem Bisexezert Boarboxylic acid

AT e IR ST
becoffesPiidRYy SOl Mftdra i BEFAJ @Gmipsstidet %) pdrieisbad ehet digpension is

stirreild%i rctgflggﬂgfﬁ, Q%ﬂ%g{(gﬁg)’.ggﬁgé If %{F@ggﬁ%glsﬁge(} for about 5 h

and filkheddiThefiger ddrs s wasHeawittchbabritecalogrell/EtO A 111 €v/ey sndddited for 16

yne inhibitors. The terns,"K " or "K " and "K " are
nat G iRg" BahSehAesurais eshasioe e comRORIRA hihEs Pader
Melting poibt {38C)t 237@d t he subsequent rel ease from an
enzyme. Anot her neasure is the "IC50" val ue, which
reflects the inhibitor concentration, which at a given
substrate concentration results in 50 % enzyne
activity. QC The term"QC' as used herein conprises
gl utam nyl cyclase (QC) and QClike enzynes. QC and
QC-li ke enzynes have identical or simlar enzymatic
activity, further defined as QC activity. In this
regard, QC-like enzynes can fundanentally differ in
their nolecular structure fromQC. The term"QC

. - N1 - I
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use will be small nolecules, e.g., with nolecul ar

wei ghts of 1000 g/nole or |ess, 500 g/nole or |ess,
w@e@Baoshs y of 4009/ nole or | ess, and even norBCT/EP2008/052443

preferably of 350 g/nole or |ess and even of 300

g/nmole or less. The term"supject" as used herein,

refers to an animal, preferably a manmal, nost

preferably a human, who has been the object of

t r eat nent bser vat i on or erjment and/
Exarple 2 b -BinvE TS isopr oy aeny D f-U-mperhellp-dimeghy-pheny)-
isox&216L3LdaPPoyficCRid Bﬂ?’ldrﬁldbhﬁeéwﬂﬁs— cdnditibRs (A)

"therapeutically effective amount” as used herein,
means that2gount of an active conpound or a
pharnac:-ngal agent that elicits the biological or
Ql response in a tissue system aninmal or human
ght ,bMoseSCn.@sear cher, veterinarian, nedical
tor or other clinician, mhlch i ncl udes aIIeV|at|on
f stoms of the di sease or dlsorder bei ng
used herein, the term "pharnmaceutically
acceptabl mbr aces both human and veterinary use:

A St'ré%%%sesggan oL B b R r Y B B Bl R TGP G yimethy-

phen@zpnmumleamaetmix@m @cu(ﬂ Bthigharide (mexﬁ g;l1l5&nmbd chrﬁaintri@ ab@UBQ wi%

TEME) BoirefRed s DGRBS FodhCe pe 114 Bates Rt o Soiof od

methcaaamfomd@cidm t413&3 ﬂm8m nadoll irewstes €. 333g)o:rvesad) wed.@ter 15 min, the

soluiie eiedls Phe A S B ARy e Sy aeRb el L g fiter s

rinseglatithadoetong/vadter®: 1 (e rided). Theols® Gerhrsifitthate & @logesi vitreadatone (53

t t d .
b BRI s dHET e o BB PR RrndBiteTy A gmnotin-+-
y|me&iydprpmwia)nsdxagoleamaybdxynmam@Bﬂdyladﬂde methavesulfohieraeaf salt (4 mg)

' h
wherffeice FE et iRoRe: Rl o LBt bul Tadiard97@ e
suspphmomcseu’ed abd ¢ fac t éiiefdot é.is tHale/er24°salves9@mih. TBME (20 ml) is

aaocfiTioe S oRsaR SSURRI I ARECH VR Y nrGRCRbR b ugns o TevE 20
ml esh) pee alfdetjlielloweelswm h sm’m&@ba(dnt,lmé oTrheeemln'pltlee stspensise is cooled

0083 S S PRI Rellle R ARG E0RG S sihe B ARG HIR 4R tor

butylsudthigtedtsar 3SuU{vivalahe dsed UBdEH(redlroéd IPgesisoret dt S0P Qarrabootn 7 h to give

nd i norganic

718 g3y WRARE BN s amE AT Dot 6
Meltiadgoint:@33%al t s i ncl ude those formed from hydrochl oric,

hydr obrom c, sul phuric, nitric, citric, tartaric,

phosphoric, lactic, pyruvic, acetic, trif |uoroacetic,
Whet sepdieqisl left etti the feumguhapstals aseibighasame dormsugenay eontain up to 1.5
w868¥§%tnefunar'c mal eic, malic, mandelic, glutamc,

I'¢, oxal oacetic, methanesul phonic,
ethanesulphonlc arylsulphonic (for exanple

ExarR%' Ite%:h E‘g‘“@fﬁ%}l&ﬁ? E;S% vgﬁgﬁ}%ﬁgb(ﬁn 45 rHogpul]ohH gjetr\yl-phenyl)-

isoxsajléeydarboxygicwdﬂ ethylayhide onesylate - Cmdmbhiy(B)c
ci nnam c, substituted cinnamc (for exanple, phenyl,
nmet hyl , met hoxy or hal o substituted cinnam c,
186.2 nrgl (Odli mglolﬁ)OﬁE{(th|hydi0)4/—5n5tobmpyb;i)hﬂm&m4€(4and)tﬂholln -4-yImethyl-
t hoi ¢

phené(ﬁ é?%?éo (’i -3- cg?b%yh%/%tﬁ %y%?ﬁﬁ%epﬁgﬁg)é%;‘sagnomc aC|d(are dissolved in 0.75

ml am@m had mgaﬁcamydqluem(s‘ sutend 8P P/ewtwa)piﬁh’reﬂhamee}umhanmﬁmdc()).4
ol o PR L EURESURERG Bsbiuds Mg il LIy LA Laone anc
exanple 1 , 4-benzened|acryllc) , Isethionic acids,
perchloric, propionic, glycolic, hydroxyethanesulf
oni ¢, panoic, cyclohexanesulf amc, salicylic,
saccharinic and trif |uoroacetic acid.
Pharnaceutlcally acceptable base salts |nclude

o I . I s o M Y

HO



concerned. This may be achi eved by neans of
conventional protecting groups, such as those

wale@sno4sesl in Protective Groups in O gani c ChePCBEP3008/052443
ed. J .F.W. MQrie, PlenumPress, 1973; and T .W.
Geene &P .G .M. Wits, Profective Goups in Oganic
Synthesis, John Wley & Sons, 1991, fully incorporated
herein by reference. The protecting groups nmay be

0.5 n@ﬁ%%pﬁ%ﬂd@ﬁgﬂﬁqﬁ gé]ut&iﬁgsé ﬁfurﬁwﬁg"ﬁg E?}JHHﬁerr%eg O rBME is

slowryce@ﬂ@@santjlstmmgi|§c¢mmaa@lﬁﬁlfttrmeenzchnm@smam@ﬁ @eHiddion is filtrated and

the osfATac IR Mesee ik Do O <0l 18 Baet for 16,0 gh0 °C at 20 mbar

to proVvidsl usd mgvai‘ﬂitrcéﬁtutreeﬁ)utdoand directly or indirectly, from
conbi nations of the itened conpounds . Carriers and
Additives for galenic formulations : For liquid ora

xa[ﬁp IRPR HYigr S$COPiEILCHF the fife@rbadeptie! rﬁetrﬁhé BelfHomiSacid salt and the

nyarpaYlOxs safkel Fo T BT IEPH PTGy S & TharaRglin 4-yimethy!-

pherajl)cebsaéﬁ)le Bloaressylicthci ethyfamideeser vat i ves, col ouring
agents and the like; for solid oral preparations such

as, for exanple, powders, capsules, gelcaps and

HygrbaloRits is BEhdAsd Bsifg myﬂémuoawateaeamnbnlevspgépédﬁus

starches, sugars, diluents, granulating
Measgyignppis f gpe rﬁﬁ@@é% d?é’ﬁtﬁ‘ﬂ@g’%‘tf? ndoﬂé%ﬂftsg’bé‘ﬁ‘ac? Hge rh.is
chanbeéilﬁ‘} sctlé‘;aer &fi 18 % .r. s rdgowamdtoeo ﬁotmedo Lmtot%e hiTTxé Hfrﬂmu;n stage
| ncl ude necessar nd. i pert pharmaceutic excj pi ents,
time {524 Wiy m%'ﬁ‘“ﬂ(v)tS i ¥ &g ¢engein 1asy f 1 g)l’ﬂtﬁ‘é? LESS than

0. ooz;erameﬂme’kgu ageninged kdpeineandtsp. f |l avorants, sweeteners,

e T SO T b e G A sovanoe

3-caiboigicCidr dteylsmiciamégdyRiteIged B YdiiykdaXyr5-igbprepylehe Ayll-24-
morp&%ﬁ@-héﬁﬁ%&%-&ﬂ%ﬂi §Bé?%%:'$-&é%ﬁgh gf}a%lr(%etﬁﬂ] a mld%qtyla Polch loride was

found@ U@h@b%@@leﬁi@ﬁ@é béée}é@ Isr@]tlsjlhlygﬁobt:cbﬁrl]@éhdtﬂ@@be maximurp uptake of
si due u the inhibitors o
18’PHLW éét%{; @%ﬁﬁ*%&d%ﬁ@kb@?égpéted to a class of

blodegradable pol ymers useful in achieving
control | ed/ sustai ned rel ease of a drug, for exanple,
poly actic acid, poly-epsilon caprol actone,
Exarfd le)d"*WrﬂPchthh?UfGO%@g 10 Al IUid o embeuR of 5- ﬁz ,4-dihydroxy-5-
acetal s hydr opyr ans, pol ycyanoacryl ates and
'5°PE9R§)£§hPT‘¥1'P(éd46'P° HﬁHT"ﬁa\t'me@%TP&@W%ﬁaﬁﬁ'@r gfboxylic acid
ethyfb}‘:ﬂ&@g@ésmat@m tabl e binders include, without
[imtation, starch, gelatin, natural sugars such as
gl ucose or beta- Iactose corn sweeteners, natural and

391.9% § bhRUY 928 HEByI816C33It dwhidk @6iréspoh iR BRSEIY ﬁe@ba@@h5@25 kg
ol eate, sodium stearate, magnesi um stearate, sodium

glucqsgrpre diseolvasb i Gk Walst ardnjeclioni A e ioRessy toglohiyyefiewssh solution is

obtalheif @Htﬁ)‘aﬁieﬂ%lﬁgéf&t (Dﬂﬁi 8.008gEmi BC204dean %rhbl@lfﬂy of 315 + 15 mOsm/kg
atlon net hyl ceIIquse bentonijte,

and @(BHtcﬁén? Bl Tafr‘\‘?jS?'Hté)rl I P‘dléere%m@% o NH) él”‘kﬁéhe solution

are fild inf)a binBESgla¥ddarePoldé. el'tﬁtﬁnﬁ@m"@alﬁ%aléaQﬁld@ﬂﬂtrdﬂﬁm%sphere
according to the present invention are disclosed in WO

and 3eea\eAdane) Mthdlc? 'S i ncorporated herein in its
entirety with regard to the structure, synthesis and
nmet hods of use of the QC-inhibitors. The present
i nvention provides novel inhibitors of QC (EC) of the
formula 1 , wherein: Ais either: an al kyl chain,
al kenyl chain or al kynyl chain; or Ais a group
sel ected from wherein : R6, R/, R, R 9 and Rl10 are
i ndependently H or an al kyl chain, al kenyl chain,
al kynyl chain, cycloal kyl, a carbocycle, aryl,
heteroaryl, or a heterocycle; n and nl are
i ndependently 1 - 5 ;mis 1 - 5 0o0is 0-4; and Bis
a group selected fron1(V|) - (XIV) wherein : D and E



are excluded fromformula 1 . Wien A is selected from
an al kyl chain, alkenyl chain or al kynyl chain,
woe@BaoEbiy A is a Cl-C7 al kyl chain, Cl-C7 al RenyP2008/052443
chain or a Cl-C7 al kynyl chain. In one enbodi mnent of
the invention A is an unbramghed C2-5 al kyl chain, in
particul ar an unbranched C3-4 al kyl chain, especially
an unbranched C3 al kyl chain. In a second enbodi ment
invention A represents a C 3 alk chaln whi ch
Exariple.g; PUPHAc a0 TN ieaicegtats o BHRIE %o, i 'S or
R configuration) or two nethyl groups.Wen Ais
10 mi_gfgfet%gmfgbg%ltgQ%Qfﬁglreﬁjkgg@plgs\érg _d‘lq\r{)ﬁd %feﬁ{g%gilzlﬁlgnqvallable 250
mL 59§ glubésd dvtivhianl abniteRsen § glavih&t inbdsidroinElh@aveh¥sly to the
. Wherein nl are each equal to 1 and m= 1-4, especially
Patifl-—= 1 . In a second enbodi ment of the invention A
represents a group of formula (1), (Il) or (II1),

e P R rsr S Sl sty BRI ot
yimethyd-gHpiy B S6htazble0s-caRidXylic atid aﬁgaﬁrm@m edpnte of the

i nvention the group B is chosen trom (Vl), (Via),

(MIb), (M), (X), (XI), (XII), (XIIl) and (XIV). In a

The SSGSIR oﬁ!ﬂf@@@m&hyd}px}—ﬂ%dp%@ﬂph&ﬂl)Qf @Urﬁor%hblﬁml-@ﬁr@é”iﬁ}ﬂ -phenyl)-
formula (V1) nbodi nent of the invéntion

'SOXQ&P@U%C@bP)é\ﬁ'P @gl@,ﬁt@qurﬁlldﬁﬂ,{\lgw?gg)é‘gesqute]s%[t ipslifferent aqueous media

wereezﬂéwﬁr.mrﬁndofouhb@o bé“é@fﬁllb@@ gr oup B repr esents fornul a
In a fi I nvention group

Watqf éfp'f' é’&@ﬁtsé‘“ff%tﬁﬁﬁp'ét'?'\/r |3)6) ki r? '89/§ﬂLx10r9 TeNBGUPoEIRN S msaénL 5%

qucds@"s%ﬂItrbﬁBQ@rﬁgJMID @Aﬁﬁ@ﬂﬁéﬁéﬂlﬁloﬁ%%@/ﬁﬂ 5% gludd%e%olutlon pH 4356
sevent h enbod of _the invention grou repr esent

mg/nplo%glgc?% s)olutloprpl-la}]?,épgﬂg PLe R pn%rgH fHfb(acetate buffer) 14.6
mg/nth\pem O%bewt@%pﬁ&) B@nﬁg/&ﬂ_nbsr 6@(dﬁdb§r\e(té<bhﬁ‘er) 1 rﬁ@ﬁﬂ_hFH 7.0

u Bre resents fornu

(POBERAIS BOTEr) 7 S AR Lot R b8 B nvent i on

H.gh@brmumt.& W@Wf@ﬁ@h?gltfd@é&‘dh@ nfalhi¥dl solutiBn PP &ferEd S6lutions a pH of 4
nE ”E b? hh I nvention B represents a group of
was [eglipg|ta, highest sg bﬁ%@ﬁ) . Wen B represents a group (IX)
suitably A does not represent al kynyl . Preferably D
and E i ndependently represent benzyl, aryl, heteroaryl
or a heterocycle. In one enbodi nent of the invention D
ExardpK & StRicass8tin 8bhtioni ot sm@bbhﬁuharof she@ydin rdagw-ubwbropyr-
especl ally substituted phen Preferred substi tuen
phenylstrtsmarehol - f‘é’HF'%‘é‘é(th é'ﬁ?P‘a?‘H& creEbaxylieaeid Ethy'am'de
mesylatd oal Kyl , hal ogen, or a carboxylic acid alkyl or
arylester. Also preferred are fluoro, chloro, brono,
iodo, trif luoronethyl, trif |uoronmethoxy, mnethoxy,

The @tbblﬁ?ﬂ)f tr*éem\)/éz‘@%esﬁé‘t@'sgbt irP@ifdréht adlieBBS Méliadi@r8 @etermined under
nitro, oxazolyl, pyrazoly

stresw@pg Eb?ﬂﬁl (4 vgqr% bt 5) Aad Kisxdp g AhearavagdoBtent [sekgy/sum of

by- aga%grddaﬁornpﬁeuay%rérouh@d i t i s preferred that
substitution ion. G her su

Wateki ‘iﬂ'or@sé @B@t'OW&T @WQﬁ%ﬁdO Q%nlﬂ?c'r apjviinespiorjess PQ'HHD”/% 5%10.34%;

5% gﬂ!d&%é%@lb%ﬁ%Qioﬂéés’%lutféﬂ@%%@mb/? benzodr thiole
drobenzodi t hi i nzooxat hi

Buffey |SH§'H?%@T'&8&'$JQDMQ'9{@SS SQURRY 6. Z%}’%@M rdr'%@ é¢ifralg buffer): colorless
soluthm%Mea@/b dDr:m (crt%t@@Mﬁér?l@b%ﬂ@éﬂ sdlutfi)nﬁBQ, 2%}/0 47% pH 4.0
(acetlageptPngaé)npoIerqgs?olu){@\ﬂ0@;5&_6/%3@% pH 5f0 ﬁcgta@p lpufgar)HcoIorﬂ@sg
squtiJe)ny9951 %70@034) pI-QNO (Qld%pﬁatecduﬁer) doldRieds udpemsionio6R9%8/0 @90 pH

CN, CF In one enbodinment, Xor Yi s S
, O o r NR1. Preferably Xor Yi s S Preferably
Z represents N. In a preferred enbodinment, R 11 and R

14 are H. In a further preferred enbodi nent, R 12 and
R 13 are independently selected fromoxyal kyl o r

t hi oal kyl, hal ogen, o r carboxylic acid al kyl ester o
r phenyl In a preferred enbodlnent at | east one o f

~ A - o ~ oA ~ " .._L_..__ - ~ oA - o ~ oA ~



were not for the proviso "that Y may not be O, when
the carbocycle forned by RL7 and R18 has 3 nenbers in
wo b@sno4sgs are disclosed in EP 0 117 462 A2 asPCT/EP2008/052443
t hromboxane synthetase inhibitors . In particular: A
sui tabl e conpound, that of f@roula 1* shown below, is
a inhbitor of QC.In a further enbodi nent, the
inhibitors of QC (EC) are those of fornula la, wherein

6.8 ( ﬁlpg@tg];)lugﬁrg %qr@ﬁﬁn‘ﬁﬁ?nslpn 9% 35}3/0%%% plql%% Eborate Bl:#fetrf ‘colorless

suspBngidn/88 8%y .deBxy- 5- i sopr 0pyl phenyl) - 4- (4-

This FRl <Gk 2o S B ES! RoA LA Mep gl R eLbH 4. Further i

was §EwWIBthdhs%. RjieDed bolutivrerds il |h el sability doeasal to dtesrEgueous

and pol ynor phs of 5-(2, 4-di hydr oxy- 5-

medias opr opyl - phenyl ) - 4- (4- nor phol i n- 4-yl et hyl - phenyl ) -i s
oxazol e- 3-carboxylic acid ethylam de, to hydrates and
pol ynor phs of such new salt fornms and to new
formul ati ons conprising such salt fornms. The Hsp90
famly of chaperones is conprised of four known
menbers: Hsp90a and Hsp90b both in the cytosol, grp94
in the endoplasmc reticulumand trap-1 in the
m tochondria. Hsp90 is an abundant cel |l ul ar chaperone
required for the ATP-dependent refol ding of denatured
or "unfol ded" proteins and for the conformationa
maturation of a variety of key proteins involved in
the gromh response of the cell to extracellul ar
factors. These proteins, which are called client
proteins, include the steroid receptors as well as
vari ous protein kinases. Hsp90 is essential for
eukaryotic cell survival and is overexpressed in nmany
tunors. Cancer cells seemto be sensitive to transient
i nhibition of Hsp90 ATPase activity suggesting that
Hsp90 i nhi bitors could have a potential as new
anti cancer drugs. Each Hsp90 fam |y nenber possesses a
conserved ATP-binding site at its N-term nal domain,
which is found in few other ATP-binding proteins. The
weak ATPase activity of Hsp90 is stinulated upon its
interaction with various co-chaperone proteins.
Several natural conpounds such as gel dananycin or
radi ci col bind at the ATP-binding site of Hsp90
inhibiting its ATPase activity. In cellular systens
and in vivo, these drugs upon binding to Hsp90 prevent
the folding of the client proteins, which are then
degraded in the proteasone.
17-al I yl am no- 17- denet hoxygel dananycin (17- AAG, a
gel dananycin derivative, is tested in Phase | clinica
trials. Initial clinical experiences with 17- AAG have
of fered prelimnary evidence that concentrations of
the drug associated with activity in pre-clinica
systens can be achieved in humans with tol erable
toxicity, and provided early evidence of target
nodul ation in at | east certain surrogate and tunor
conpartments. The dose Iimting toxicity of 17-AAG i s
hepatic toxicity. 17-AAG s poor solubility makes it
difficult to fornulate/adnmi nister and its synthesis is
difficult (it is generally obtained by fernmentation).
Therefore alternative conpounds with better
physi cochem cal properties and maybe of hi gher
specificity (17-AAG inhibits all these the four Hsp90
par al ogs) are needed. WD 2004/072051 di scl oses such
alternative conpounds, nore specifically a series of
i soxazol es derivatives with inhibition properties for
heat shock proteins.
5- (2, 4- D hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl - phenyl)-lsoxazole 3- carboxyllc aC|d
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3-carboxylic acid ethylam de phosphate and
5-(2, 4-di hydr oxy-5-i sopropyl - phenyl ) -
wd2¢o8amspphol i n- 4-yl met hyl - phenyl ) -i soxazol e- SPCHEPIING/D52443
ic acid ethylam de hemi fumarate. In a second aspect,
the present invention relateg.to new crystalline forns
and hydrates of b5-
(2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl
hyl - nyl ) -isoxazol e- 3-carboxylic acid ethylam de
WHAH%'E)#%'&&% %'a third aspect, the present invention
relates to new crystalline forns of

5-(.2, 4-di. - 5- . .
1. U G DR ¥ 0hrqpy - ARy Crmarm st Hyretyhahgmyisaxazole-
3@a@5@|e~a3rdcambmwbin¢esaywt@j seuydinydrdsey- 5-rs©©rdw5ﬂ1enyl) 4-(4-
m8|fp 8]:[(8 yﬁ%%ﬁﬁqﬁy |rs§>%€ilezgi${i-8a &%ﬁ%ﬁ:{ﬂeﬁt &Iaegldte%ydrochllﬁl)rlge 5-
(2%- éuﬂymmbwdpmp%yhmt)my 4-pbipRyiin-4-yBotag @henyd)-ic axdroikys-

cobanpi 05 UV LR GOV S e oA e Phens i-Hsgpholin4-
theDiyEpI)én)ﬁ)HmadIGBecaBbd)@r(b@ow kethylaatd el pledspyibterdr 462, 4-dihydroxy-5-

s DR a AT SR B PSSR Al 7

etiylemideyephigmyangte fos theadal fadureaf Bongdicatnent ifat the treatment of a
OI.et Eé am,.de t ag_g r @ée,
BOrEST HERfATRd Ry XS>P i sopropyl - phenyl) -

4- (4- nDrphoIin ylnethyl phenyl ) -i soxazol e- 3- car boxy|

ic acid e

2. Th(aéjsg age ?]r? (A)ﬁ ag‘n Ega&ﬁﬁ%ﬁmrs)xydf s&)p‘;ﬂwmnyg 44(_4worpholln-
4-|y’m’idnfy3}|apphmylbbxazsm)(azmbexﬁe aaidlethyydmide atdsgllaéd isyilsadd de

hem fumarate for the manufacture of a medi canent for
the treatnent of a disorder nediated by Hsp90. The

3. Thgaseraacordgrts clage @, Whereimthe hwerdicaanetht lserdeiimiatetezr intravenously.

preferably have within the context of this disclosure
the foll ow ng nmeani ngs, unless otherw se indicated.

4. Mdthed Ex;tneetmg mdlsbnﬂles medatezj b‘ye}dspalOexd)nn)]ingmgminlstenmgste)ch warm-
oiiideet ARSI D83 Biehat £t ppelrporldt BRu 523 ainyarony-s-
isayrepggheayl)- 4)+(14—1Jfor¢+|34119@1 pmeﬂdybplmnyl)s&uxbz@aér@xm@msa@m

t
etgilgﬁéog%sr{ngg Ia% 5d gﬁ ?%gbr%g%-gﬂscrppr% ?h@ﬁy@rﬂ-g@ érpﬁglln 4- m&hyl-
phﬁeahssc»(baﬂe-ﬁe]aﬂhe(yhmwd emb/lpm|disemydv<eaccﬂ1lcfrlden5-|(214>rdgaydraxy{5F
|S§%§@?'pﬁ]g$ﬁéﬂg 34 B?o?@%hﬁ% g{hgm)he ;éeon?20l$1 '3 éa‘?t?otxgpé &cid
etbjdamrdeddrtttatmﬁ 2rd- dhhygjrpx}e@ﬁmpmpaf prenyh- 46(F‘rl=morphdlrt-43-ylmethyl-

I €
ﬁﬁs%g%zcgé %5J mﬁc d&(ﬁ@ gt%glaﬂ{qaé @LO%BP%’[\F%‘E)' %Bﬁ n&ﬂfd%f&%opropyl
phmwbﬂe(mmer@hgvllmzbylhydthxbphaw)}usomm&z&abwb@x;d:aabnd@fhylm|de hemi
fuﬁ‘(;al%{ et hyl am de nesyl ate unstable and which is in
partrcul ar an unacceptable risk for a formnulation
designated to be used for intravenous
LR I T essi L ehen "
5.5 @gz{‘e“gmkgr‘rog?‘s g?é‘y?f)ﬁéggﬁ) 5 8- RBrphSHEA iRl thyi-pheAR - Roxdrdle-3
casb@xy)id acll lefryfamigre Bresgater opyl phenyl ) -
4- (4-nor phol i n- 4-yl et hyl - phenyl ) -i soxazol e- 3- car boxyl
ic acid ethylam de does not undergo any chem cal
6. 5-(2edih dnory-5saphoras peeriWiet-(Asingrphelipéwinagthyl-phenyl)-isoxazole-3-

or oxidations. Short
C%%%@ﬁ% X?P%ﬁhy{)a?ﬁ?%ﬁ@%?ﬁ%oﬁe Figures 1 to 13 X-ray
7. 5-@4- f:lilha@rpmﬁ I@pargayan’serw Aef4yr$10mhbilmé yiragthg-pbenylrisokazeke-3-

Caﬁy “C %FOI‘I aﬁ?fﬁt{ﬂ%{[gh?gfl gmagl Zalsfal tt h?he

phosphorlc acid salt and the hem fumaric acid salt of
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl phenyl ) - i soxazol e- 3-carboxylic acid
ethylam de. In the X-ray diagrans, the angle of
refractlon 2theta are plotted on t he horlzontal axi s

- o, . L



di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl net hy

| - phenyl ) -isoxazol e- 3-carboxylic acid ethylam de which
W@ b@sgo#ns X-ray diffraction di agram of the typRCEHREPXNS8/052443

in Fig. 9, with significant peak intensity at the

2-theta value of 25.4 0.2degy7.n sanples being free of

any additional materials (other crystal forns,

anhydrate, excepients), it should be possible to

observe the followi ng 2-theta values: 6.2, 10.1, 12.6,

14.5, 18.0, 18.5, 19.0, 20.4, 20.9, 2 1.8, 22.2, 25.4

8. 5- @ﬂdmgdrolk*waémw pnérfgxi)elr (@ﬂo@iﬁb?ﬂﬂ%ﬁéthyltﬂh@nyl) -isoxazole-3-
tia oric salt of
C%g ¥yligag ﬁ%&&@é@e BXOSF’%

|sopropyl phenyl ) - 4- (4- nor phol i n- 4-yl et hyl - phenyl ) -is

ol e- 3-car box et hyl am de s the X-ra
9. 5B P Ao R AP RO e RE A ATy e G R g -Sokézble-3-
cappelyds acid etHyandlis nei fuarardter t he hydrochl oric salt of
5- (2, 4-di hydr oxy-5-i sopropyl phenyl ) -
4- (4- nor phol i n-4-yl met hyl - phenyl ) -i soxazol e- 3- car boxyl
10. A arystallide &irfaydf AL diedimfdrety-5-sopspairphénly - (dirhdrpAclinFBpimethyl-

Rt ee gkl SO0 Rviabuds fesdts' 0,200t e hri 6

acid salt of 5-(2,4-dihydroxy-5-

i sopr | -phen 4 nDr oI| 4-y h
1. TogaBisraing B Biseliing WRRR B0 Ryidie Lo S RES RoplgpyPonenyi)
4-4 frforﬁmilh44FyIrdemgIF@'Gnylr)l-di;o&az(ﬂ@i3+darUElxghc ddld ethlylghnide mesylate
éH f@rence is also given for the tataric acid salt of
a ? -dlhydroxy 5-i sopropyl - phenyl) -
4- (4 nDrpholln 4-yl met hyl - phenyl ) - i soxazol e- 3- car boxyl

i d eth i ch shows n Xr ffracti 9n
12. CaaiBihioB Tn 80 SR SR grE Y ¢ - Hmetnyi-
prmmr)&rdxenbleﬁmmcbomm acid hmylaascﬁenmeswéty. aphydratghosphori c
acid salt of 5-(2,4-
di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl net hy
13. ﬂhemn&mymyymsmmammmegﬁydanbﬁ&whmbsamwdathwydﬁﬁdﬂbBMﬁmﬁam(ﬁ
the act | | nlln in Fig. 12, .
Se8df Elg £ o e P6AR R iR sk pedag ot deviate
bysralbte ’rbian 30%rotn deybhltlme(peeﬂemmopltlespml tpb}dm}gra)m shown in Fig. 7.
4- (4- nor phol i n-4-yl met hyl - phenyl ) -i soxazol e- 3- car boxyl
ic acid ethylam de which shows an X-ray diffraction
14. T@bwg;rs&aﬂrwffotrinecctctheg shdam 10 wWigh is Bzhydtate ah@{hedihydroxy-5-

tial f
|s§;(§:r|8 Sog??ylg-gj?%%og&ﬁﬁ 8 4@%F%§F&genyﬁ Ac}f(a%ié 8- ca%'%hc acid
ethglepidepyesyidienyl ) - 4- (4- nor phol i n- 4-yl et hyl - phenyl ) -i s
oxazol e- 3-carboxylic acid ethylam de shows the X-ray
diffraction diagramindicated in Fig. 13. High
15. Hydefte famdd, 0fsd-@ s dihgdroryrSfisnpradyeplienybr4-@-moiptoiafttyInodthyl-
- (R, 4= r - Bn e
m%m%iﬁﬁggéﬂ%%f%ﬁ%¥§W%%ﬁﬁ%ﬁy%h@%§ﬁ§gﬁa%xazoIe 3- car boxyl
ic acid ethylanide whi ch shows an X-ray diffraction
[ mt [ [
16. 1o 30GR B eCo%o SRR o Wy ot 2n ChE diffeon aqram of the
type ekewn ini fng. éhun which tharekative spaicintensijies hbeachtpelk dstnobdeviate by
t
mggaetégﬁ "1‘8‘1/03’ {o% tﬂe%l%ﬁly](? ge?ﬁﬁﬁnggég g}ﬁﬁ?ﬁf\ag?a% ¥h(§%n |8€7-’:‘|‘§’ 8.
17. Hydchte fqym H,Ea¢ft5 x4- dlhydroxy -5- |sopropyl phenyl)-4-(4- morpholln -4-yImethyl-
i r 4- (4-
mém&ﬁl%ygﬁﬂ%g ﬁ“%éﬁﬁéﬁ§¥b’¥£@§¥'& Pe- 3-carboxylic
acid ethylan1de are present in the crystal form
according to the invention. In a further aspect the
present invention provides a new formnul ation
conprising 5-(2,4-
di hydr oxy-5-i sopropyl - phenyl ) - 4- ( 4- nor phol i n- 4-yl net hy
| - phenyl ) -i soxazol e- 3-carboxylic acid ethylam de
nmesyl ate. More specifically, the present invention
provi des an aqueous sol ution conprising



carboxylic acid ethylamde (4.19 g, 9 mol ) is

di ssol ved in absolute alcohol (19.7 m) under gentle
worositngos After stirring for 5 min, 6N aqueousPCT/EP2008/052443

hydrochloric acid ( 1.5 mM, 9 nmmol) is added at RT

(about 25C). The clear solutigan is seeded wth a very

smal I amount of 5-(2, 4-

di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl net hy

i soxazpl e-3-carboxylic acid
18. T RO B G oa P Roda BT WG AORE G AL BB gHon dagram of the
typél desivinnerig. LR anwhiBe te pelative peacmmaeututasl bb¢ed:h$e@k\ddys not deviate by

t d
mgi?stﬁe%if’%ﬁrqreﬂa RrebetEneles lyh ookl Shef ALY
|s added The suspension is stirred for about 5 h
and f ake i S
19. AR SiAlG B e 512 e y-ERD Y e Uy eTRRO et ety
phﬁmﬂﬂsdxaﬂhl@ed:aﬁfcﬁymw@d thylesdd fiydrochidiiget i t1 e conpound
as a white powder. Melting point (DSC): 237CExanple 2

20. Aberf/akindidimciconiding:tb Stz amemws)an« (- dttapholdiagrdm of the
ty\étlle gﬁ(%vgr}nl,{ndﬁg Sin)vgh ‘éh xaz Ye p m@ |¥e1§ |:1é)8ak do not deviate by

metisthems 0%fradifi the relative peak intensities in the dlagram shown in Fig. 10.
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl phenyl ) - i soxazol e-3-carboxylic acid
21. Petrigthiting them(of 548, 4edihidsoxyrBisopephikstieny g-(@aerbhdlinvd-ymethyl-

o str 86 SR e bR BBt eoul f om c acid (

1 .43 g, 14.85 mol) in water (3.33 g) over 20 nln

ftr.15 mn, the sol r
22. A SR esor g e 8] Wi se et ARfer i Em of e
type ss@eh ini Ridy 1elc et oimet thetrelati@e fedkintensifiés ofl ach Peek 45 6ot deviate by
mOKE | trhng 1&)‘I ' ac}a‘rggle re?aﬁvé’%ga |V\4etnrs1|t|gscﬁt glagram shdwn mel'-rlg 3Iq
5- (2, 4- di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-

he 70l Scar xyl i cid .
25, A follie SN B A A A0 PER e b 3 BT rnainatiyaretv-
plemyBiisixbzadeBiaarbdxglip axdd elhfkeridelphosphaté5C acet one (30
m) is added. The suspension is stirred at 45C for 1 h
before it is cooled to 24C over 90 min. TBME (20 m)
24. A GrystdkﬂeeiformrmtcorldmgstdskaenQB(whidrserKMsran@draytdlfa’aonuin d@4gram of the

rti r .
tyg %}’5? oI |I%mdr%\§lﬁﬁfpﬁ1esr{a%ﬂ\?e é)gakelac S|§ gs oirgafﬁ?re ]d?grgt’dewate by
mbf@etha'mﬂﬁ%rfsinmthei relatioobeak inten6itisOC the diagtam sieavif iorFig@ 12.

before it is filtered. The filter cake is washed with

acetone/ tertbutyl nmethyl ether 3:1 (v/v) and dried
25. Aucrgistalline thumend 5g(2 dsdilby deoxat5-B00 0 pl/lephealglpdt (447orhhelm-4yy westhy -

orferyidp it Aoaloxhadd brfiaRBIDRMt AR M0 1. i g

is left out, the forned crystals are of the same form

26. A?H’E/z‘étg@x%ﬁﬁ@t '8%1&@ tIB glgﬁnr] %gy ho%eatn%@ Fai/ mgﬁdr} dlggrﬁm of the
typé sieoviry In-Rigetdy In) whiths theag@tn_ee geajgmeoxlyes of ech @eak do not deviate by
mﬁ_f?gt%%ﬁg?%efrdm%l BlaBve pgé?amehéiﬂgssin(tﬁe dljagﬁarr?sh@m{ sz}g 13.

5- (2, 4- D hydr oxy-5-i sopropyl - phenyl ) - 4- ( 4- nor phol i n- 4-

- C .
27 A el . B R ST SA Y Bk e maroilin-4-yimethy
pfwnvt}lsﬂxaadeﬁmeboxymac@eﬂwlamrdemeexbate solution (25 %
w w) of nethane sul phonic acid (0.4 mmol) are added at
RT resulting in a blue solution. After stirring for 2
h, 3.5 m acetone and0.5 ml TBME are added. After the
solution is stirred for further 12 h, further 3.5 ni
of TBME is slowy added, and stirring is continued for
further 12 h. The obtained enulsion is filtrated and
the obtalned SO|Id washed w th O. 5 n1 TBNE The solid
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3-carboxylic acid ethylam de nesyl at e,
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4-

worerpheishh- 4- yl met hyl - phenyl ) - i soxazol e- 3- car bBR/EP2008/052443
acid ethyl am de hydrochloride, 5-
(2, 4-di hydr oxy-5-i sopropyl -_penyl ) - 4- (4- nor phol i n-4-yl
nmet hyl - phenyl ) -i soxazol e- 3- carboxylic acid ethylam de
tartrate,

28. Thp A OB Gy S B0 &f Ve B RAPES SURGp compriing 5-(2.4-
diﬁyd”ry)k}am%@rcﬁiypﬁlﬁl )h@%ﬂ-(grm&‘pbﬁin4v{1=-9|inib)ﬂﬁ&lﬂ-@}ﬁ?r;}ﬁ)l-isoxhazolel-?s-ce_lrboxylic
i.sopropyl - phe - 4- (4- mgr phol.i n- 4-yl ne -phenyl)-is
i3 8D REaE BEFIs i i Bt AR hern T unmr ate T or
the nanufacture of a nedicament for the treatnent of a
26, B oS4 Yt RB3 v o BIPodiREe RS S 48 ok
5- (2, 4-di hydroxy- 5-i sopropyl - phenyl ) - 4- (4- nor phol i n-
oo AR RASRY o RO SR v BBt 2
dibﬂ/(ﬂbm-ﬁ-jsobhﬁiyl eﬂ)rzenyha-(negm?aommt -yin:ia_tl&;ﬂhrbh' Gr&ﬁ}i@@)&ﬁiole-&carboxylic
intravenously, 4. thod for treating a disorder
a%%aﬁgFgwﬁ%?“iéédﬂwggﬁEFP%?ng adninis?ering to a warm
bl ooded animal in need thereof a therapeutically
tive, t .of 5-(2,4-dihyd - 5-
1. A BRIl Saisngh oot Bathb A iaP 2o atine mesatngel of (24
dibydazo/-8-isdp oy beheplyi e -@eahorphblmyd -gimedey sy Bt @azole-3-carboxylic
5- 4-di hyd -5-] | - ph [)-4-(4- hol i n- 4-
G YR M s REBOREY 5 o by ¢ acid ¢

et hyl am de hydrochl oride, 5-(2, 4-di hydroxy- 5-

2. 155 30 B en @ F i &P LGB RyIoH e CaPy B beWech arduna 48
arfih §.2 /bl O (AhGelios prispybpybpeey)4-t-hidramoliphgiethd-pheny)-

ARSIk SRAaRAL G Ry poxyl e aci d
5-(2, 4-di hydr oxy-5-i sopropyl phenyl) -

33, Aﬁé&ﬁ@%ﬁ%@%h{ﬂq‘é& §Liﬁ§ﬁgﬁé@ v'd@gggé’r'g?_uiagi%%’é%‘éo"rh%g % S BBY claims

25t0(3,. 4- di hydr oxy- 5-i sopr opyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl - phenyl ) -i soxazol e- 3- carboxylic acid
et hyl am de nesyl ate. 6.
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl - phenyl ) -i soxazol e-3- carboxylic acid
et hyl am de hydrochl oride. 7.
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl - phenyl ) -i soxazol e-3- carboxylic acid
ethylam de tartrate. 8
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl - phenyl ) -i soxazol e- 3- carboxylic acid
et hyl am de phosphate. 9.
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl - phenyl ) -i soxazol e- 3- carboxylic acid
et hyl ami de hem funmarate. 10. A crystalline form of
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl phenyl ) - i soxazol e-3-carboxylic acid
et hyl am de nesylate. 11. The crystalline form
according to claim10, which is
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) -
4- (4-nor phol i n- 4-yl et hyl - phenyl ) -i soxazol e- 3- car boxyl
ic acid ethylam de nesyl ate anhydrate. 12. Crystalline
forml of
5- (2, 4-di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl phenyl ) - i soxazol e-3-carboxylic acid
et hyl am de nesyl ate anhydrate. 13. The crystalline
formaccording to claim13 which shows an X-ray
diffraction diagramof the type shown in Fig. 7, in
which the relative peak intensities of each peak do
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