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)- Furthermore, it was found that 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-{4-morpholin-4-
ylimethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide mesylate is superior compared to
the free base as well as other salts in terms of solubility. Besides the advantage of exhibiting
a high water solubility, the mesylate salt is also suitable to be manufactured reproducibly in a
clear acid/base ratio. This finding renders the mesylate salt particularly suitable for the use in

liguid formulations for oral as well as for intravenous formulations.

All of 5-(2,4-dihydroxy-5-isopropyl-phenyl}-4-(4-morpholin-4-yimethyl-phenyl)-isoxazole-3-
carboxylic acid ethylamide salts show higher solubility compared with the free base.

The solubility of the hydrochloride sait in water is 2.5-5 mg/ml, at pH 5§ it is approximately 1 —
2.5 mg/mi and is less than 1 mg/ml in 0.1 N HCI.
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morpholm-4-ylmethyl phenyl)-isoxazole-3-carboxylic acid ethylamide hydrochloride did not
change by equilibration in suspension over a range of applied conditions. Lack of
polymorphism is a beneficial property for a solid form designated to be developed as a
medicament.

Hence, in a first aspect, the present invention relates to new salts of 5-(2,4-dihydroxy-5~
isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide,
more specifically to 5-(2,4-dihydroxy-5-isopropyl-phenyl)}-4-(4-morpholin-4-yimethyl-phenyl)-
isoxazole-3-carboxylic acid ethylamide mesylate, 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-
morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide hydrochloride, 5-(2,4-
dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid
ethylamide tartrate, 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-
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Figures 1 to 13 X-ray diffraction diaggans of crystalline forns of
the free base, the nethane sul phonic acid salt, the hydrochloric
salt, the tartic acid salt, the phosphoric acid salt and the hem
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5-(2, 4-di hydroxy 5-isopropyl carboxylic acid ethylam de free

-phenyl) In a 1(h|rd agp‘;iescﬁ ’thelc &Esnénlt lnlvention relates to new crystalline forms of 5-(2,4-dihydroxy-5-
isopropyl-phenyl}-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide
free base.

Additionally, the present invention relates to the use of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-
4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide mesylate, 5-(2,4-
dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-yimethyl-phenyl)-isoxazole-3-carboxylic acid
ethylamide hydrochloride, 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-
phenyi)-isoxazole-3-carboxylic acid ethylamide tartrate, 5-(2,4-dihydroxy-5-isopropyl-phenyl)-
4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide phosphate and 5-
(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic
acid ethylamide hemi fumarate for the manufacture of a medicament for the freatment of a
disorder mediated by HspS0.

The general terms used hereinbefore and hereinafter preferably have within the context of
this disclosure the following meanings, uniess otherwise indicated.

The expression “disorders mediated by Hsp90” as used herein denotes disorders, such as
tumor diseases, which result from overexpression, activation ar dysregulation of Hsp90 or
wherein such overexpression, activation or dysregulation play a prominent role.

The expression “free of any other salts” as used herein means that neither any salts derived
from inorganic or organic acids, such as sodium chloride, as isotonic agent nor any buffer
salts are present. It was observed that in the presence of such other salts crystals are formed
sooner or later, which renders the solution of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-
morpholin-4-ylmethyl-phenyi)-isoxazole-3-carboxylic acid ethylamide mesylate unstable and
which is in particular an unacceptable risk for a formulation designated to be used for
intravenous administration.



Fig. 4 shows the X-ray diffraction diagram

nmor phol i n- 4-yl net hyl - phenyl ) -i soxazol e- 3- of
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The expression “chemically stable” as used herein means that 5-(2,4-dihydroxy-5-isopropyi-
phenyl}-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide does not
undergo any chemical reactions, such as solvolysis, especially no hydrolysis,

rearrangements or oxidations.

Short Description of the Figures

Figures 1 to 13 X-ray diffraction diagrams of ¢rystalline forms of the free base, the methane
sulphonic acid salt, the hydrochloric salt, the tartic acid salt, the phosphoric acid salt and the
hemi fumaric acid salt of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-
phenyl)-isoxazole-3-carboxylic acid ethylamide. In the X-ray diagrams, the angle of refraction
2theta are plotted on the horizontal axis (x-axis) and the relative line intensity (background-
corrected peak intensity) on the vertical (y-axis). X-ray powder diffraction patterns are

measured with Cu Ko radiation source (Ka1 radiation, wavelength & = 1.54080 Angstrom).

Fig. 1 shows the X-ray diffraction diagram of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-
morpholin-4-yimethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide free base, form 1.

Fig. 2 shows the X-ray diffraction diagram of 5-(2,4-dihydroxy-5-isopropyi-phenyl)-4-(4-
morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide free base, form I1.

Fig. 3 shows the X-ray diffraction diagram of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-
morpholin-4-yimethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide free base, form Ill.

Fig. 4 shows the X-ray diffraction diagram of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-{4-
morpholin-4-ylmethyl-phenyl)-iscxazole-3-carboxylic acid ethylamide free base, form IV.

Fig. 5 shows the X-ray diffraction diagram of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-
morpholin-4-yImethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide free base, form V.

Fig. 6 shows the X-ray diffraction diagram of 5-(2,4-dthydroxy-5-isopropyl-phenyl)-4-{4-
morpholin-4-yimethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide free base, form VII.
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any additional materials (other crystal forns, hydrates, excepients),

it shoul gighf shows the X-ray diffraction diagram of the phosphoric acid salt of 5-(2,4-dihydroxy-5-
isopropyl-phenyl)-4-{4-morpholin-4-yimethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide.

Fig. 13 shows the X-ray diffraction diagram of the hemi fumaric acid salt of 5-(2,4-dihydroxy-
5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-Isoxazole-3-carboxylic acid
ethylamide.

In a preferred embodiment, the form | of the essentially pure methane sulphonic acid salt of
5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-
carboxylic acid ethylamide shows the X-ray diffraction diagram indicated in Fig. 7.

High preference is also given for the form | of the methane sulphonlc acid salt of 5-(2,4-
dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid
ethylamide which shows an X-ray diffraction diagram of the type shown in Fig. 7, with
significant peak intensities at 2-theta values: 16.7, 19.4 and 22,7 £ 0.2deg. In samples being
free of any additional materials (other crystal forms, hydrates, excepients), it should be



WO 2008/ 104595PCT/ EP2008/ 052443 - 7 - possible to observe the
followng 2-theta values: 8.0, 11.9, 13.9, 14.2, 16.7, 18.5, 19.4,
22,7, 23.30.2deg. In another preferred enbodi nent, the form HA of the
essent i al Iwoposdoesses hane sul phonic acid salt of PCT/EP2008/052443

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 ethyl antyde shows the X-ray diffraction
diagramindicated in Fig. 8 H gh preference is also given for the
form HA of the nethane sul phonic acid salt of 5-(2,4-

Zol & 5 cRemays RIURE(e 1B Fuicls IR PLd SR e PR b 387

di agr am &8 %%@dQWpe shown in Fig. 8, wth significant peak
intensities at 2-theta values: 18.1 and 20.5, 0.2deg. In sanples
being free of any addjtional naterlals ot her crHstaI formns,

anhydr at & 2 prefiies) smiqdinagnt heifage Fb Hersgentiglope meghang ulphonic acid
fol | ow nga|20ft5:et4adm,&1r@b@ss ls&ﬂroﬁyl pia&nﬁ)rz; ?;%&rphal&-zllym%myﬂphe%w -‘Es,oxa?zlﬂela
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5- (2, 4-di hydr oxy- 5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4- ylnethyl phenyl

)1 Soxaziil' efeFegEQ%XﬁY_.J, ggq egﬁ‘bﬁhgﬁc!?% e AR 4 b o?u(lcra% }t 5?%%' on

di agram I | cate er ence Is a gl ve
form HB dmydfhwﬁﬁonmw mhﬂhw-moamohh éﬂlmetmﬂ-pﬁer(yz-lsbxazole -3-carboxylic acid

di hydr OX)émgrahmm&Véhé%%»& )a%‘h“cﬁr“otﬁ%ﬁe%]ﬁ Srifts %bg@ﬁ&w xgﬁjrqe'ayw)th | soxa

zol e- 3-car boxylic aci ows a ray raction
di agr am &Snfigant pgRnieReiis *?tr?‘fl:f?t@ valges:\{Bt hangli 29+, £0 2deg. 'fpéﬁkpwé‘nbféfffﬁsfi”f!ey
afjdt Pe 20t Wa?idl(@hél %é?éna?e'ioﬂwe%@fiﬁl@fomﬁ“ amt@%x@@leﬂ% if SRS beﬁf&ésmle
addi |on mat erj a st al excepi ent's
shoul d b %&E\’Ptﬁh% ﬁ%’S'B%ESW Vs %Pi {)C\?r?d 121%{ Hef% PR 5

10. 1, 12268+04ddéy. 18.0, 18.5, 19.0, 20.4, 20.9, 21.8, 22.2, 25. 4
0.2deg. In another preferred enbodi nent, the essentially pure

hydrochl oric salt of 5-(2,4-dihydroxy-5-
i sopr opyIn phiberyrifered ambodipiol, the-fdmy Hareft thy bsgehtially Ipyirel reetharzd uiphdn cacklo

xylic ac I 979) \/ b e
o 1 A R Ao s IGob R plie - (bR QAmE AR ROKERIRE
of carboxyltc aCld ethylamide shows the X-ray dlffractlon dlagram lndlcated in Fig. 9.
5-(2, 4- di hydr oxy- 5- |sopropylphenyl) 4- (4- nor phol i n-4- ylnethyl phenyl)
- soxazo}_le 3-carboxylic acid ethyl am de which shows an X- }/

di f f r act MR RIFTEIGREHIS SO genoiibe aes of thepmnefhanegsulphgpic acid salt of 5-(24-
2008/ 104 oBpRoLERIOBYIGH2AR B4-(4-morpholin-4-yimethyl-phenyl}-isoxazole-3-carboxylic acid

ethylamide which shows an X-ray diffraction diagram of the type shown in Fig. 9, with
significant peak intensity at the 2-theta value of 25.4 +0.2deg. In samples being free of any
additional materials (other crystal forms, anhydrate, excepients), it should be possible to
observe the following 2-theta values: 6.2, 10.1, 12.6, 14.5, 18.0, 18.5, 19.0, 20.4, 20.9, 21.8,
22.2, 25.4 +0.2deg.

In another preferred embodiment, the essentially pure hydrochloric salt of 5-(2,4-dihydroxy-5-
isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide
shows the X-ray diffraction diagram indicated in Fig. 10.

High preference is also given for the hydrochloric salt of 5-(2,4-dihydroxy-5-isopropyl-
phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide which
shows an X-ray diffraction diagram of the type shown in Fig. 10.



- 8 - In another preferred enbodi nent, the essentially pure tataric
acid salt of 5-(2,4-di hydroxy-5-

i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl net hyl - phenyl ) -i soxazol e- 3-car bo
xylic aci ovetwphemstsde shows the X-ray diffraction di agremepmndscaiad
in Fig. 11. High preference is also given for the tataric acid salt
of 5-(2, 4-di hydroxy-5-isopropyl -phenyl -

4- (4- nor phol i n- 4-yl met hyl - phenyl ) -i soxazol e- 3-car boxylic acid

et hyl am de which shows an X-ray diffraction diagram of the type shown
in Fig. r ] i asl e € i=ab Ly..our
phosphor ﬂ'liang(l:h:éa B%%r{éﬁ g{rfbrggmﬁf %gei @s@%\%l[?&rﬂ% tat]énji]c ac?dsga%tf '535,4yd|i%%ro?(y-5-
hydr oxy- Boprggﬂ-rp@prwl}dp(ﬂerngmhq]ir(%ylmmyhmqwl)-isoxazole-3-carboxylic acid ethylamide
n-4-yl npgms-tp@gr}w aiﬁﬁa%wgdrgm%&?}_wﬁﬁdqiadd et hyl am de shovvs_ t he
X-ray diffraction diagramindicated in Fig. 12. High preference is

al so given for the phosphoric acid salt of

5- (2, 4- dHhaygrerngn e is RBIGRRY FgrMRMataric 4eid4airer (4 -Hydox)-sRbpbyIhe - )

i 711 2ot FERTERG ST ehery B natl At 258 Sl e RN shows an X
pr ef er r echyelifbadiomeiagram tfehetypeshoval ihyFigpune 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- car bo
xyl 1 ¢ acindnethiey praferigd egthodisenh éheessantiadly pire pbospbrricdacgsaiofisA@ide at ed
in Fi g difydrblydlisBpBhRIREGH-4-8-AbDRofH-LGel - piidd§) fdlBoleS3- B xyidhlid
5- ( 2, 4- dethviarisiephews thepr@yyitlardiag dingrany indigeted Hofig.i24- yI net hyl - phenyl )
-i soxazol e-3-carboxylic acid ethyl am de which shows an X-ray

Yessent | HEPPSSAPRSE P S aer L I HRPRHE ARl 6 - oM Gt sspropy

i nvent i ophengl)#eéimcestotinkalihathylipabnakisheasie-39rbaxyIrf s2idedthyaraitie WarAt

o5, oo S LS MhlhoRugh RS REpREnSaRh Y per ont of the

5-(2, 4- di hydr oxy-5-i sopropyl - phenyl ) -4-(4-

nmor phol i p-4- = 1 )ood - | [ j

o e pr o oRicrRleea oRBinprl B EEI BBINRE 4o AR oP o 2.t 9o
further iﬁ@&f@l@sﬂ-pbﬁyl)ﬁrésre@rph¢llﬁv4eyimptfwl-@he@w-@eéazaler?ewrb@whw@d goplamide

conpri si §pwa-the?X4ay diffraction diagram indicated in Fig. 13. _

di hydr oxy-5-i sopropyl - phenyl% -4- (4-norphol i n-4-yl met hyl - phenyl ) -i soxa
zol e-3-carboxylic acid ethylam de nesylate. Mre specifically, the
present Higu@rdféronceds alb @Ren ot tieduRRHE adi@ balt HfEY 200dRdr&lyBisopropyl-

5- ( \2/\04-28‘6%%%%%3%@%-@% S@E—E%taﬁ%ﬁ%}}lﬂiét%(-a%liég?cra ogblgcna-c%-g{i%yrr;rgigg lw-hf():penyl

shows an X-ray diffraction diagram of the type shown in Fig. 13.

The term “essentially pure” is understood in the context of the present invention to mean
especially that at least 90, preferably at least 95, and most preferably at least 99 per cent by
weight of the crystals of an acid addition salt of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-
morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide are present in the
crystal form according to the invention.

In a further aspect the present invention provides a new formulation comprising 5-(2,4-
dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-yimethyl-phenyl)-isoxazole-3-carboxylic acid
ethylamide mesylate. More specifically, the present invention provides an aqueous solution
comprising 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-



- 9 - isoxazol e-3-carboxylic acid ethylam de nesylate being free of
any other salts. Preferably, the aqueous solution has a pH between
3.2 and 5.2. Preferably, the fornulation conprises between around 4.8
and 5.2 nowelowsab4sps on, nore preferably 5.0 ng/ m sol utPCarEP2008/052443
5- (2, 4-di hydr oxy- 5-i sopr opyl - phenyl ) - 4- (4- nor phol i n- 4-
yl met hyl - phenyl ) -i soxazol e- 3-carboxylig_-aci d et hyl am de nmesyl ate. The
pH of such a solution is around 4.2 and therefore at the stability
maxi nrum of the nesylate salt. This surprising finding renders the
sol uti on; ; r p I
T al | onsoRERlEEbaRoNIE ) BRI mBIRITRAROE B ol s el PRI Fe
buf f ers, aﬁ%ﬂmﬁﬁdbﬂ¢1hﬁ&ﬂgﬁiHﬁWQ@U§2§GQ§ﬂance Furthernnre in view of
its hlgh stablllty t he solution conprising between around 4.8 and 5.2
ng/n1 sol ut i

5-(2, 4- dPfﬁf%rﬁawh%qu@BBP%@ﬂm%'ﬁ%%Wew grauntht-B RBY Pre-mg/( HRldtiop HRENy | )
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any col ois arhawiges and theeforadethe stabjlityodarrhsm of theomesylateostti T syrplisiey
for mJl at hr?t? d:l%'ﬂﬁérgtthse ﬂuttana%aXAyaéuﬁaﬁglf& pﬂ&rn%%eutﬁ:ghggl I% p%ﬂ%ﬁlgp St allows

luti
;o( g 4- dichysgrtiox sol@iongitbpetmpl offtee exdigients, (snchm putsrs, formajalhzmg thel dradneny|
) - i soxaz Qut%gan%é‘rmﬂ%rlnﬁ&e %‘Fblgw%tf I%H@HEQSH] ﬁgfﬂrt%g\eg ridh gd"l?é?ﬁ@erpéround

mannitol. The |atter enbodi nent

crystal fEraRE5 HMIEH SO EONRS & aécp"@(ﬂé?i‘yeﬁr'ﬁ%?mﬂ%ﬁw] ér%rrafyéhqlmﬁeylmethgl—
sev te;] al amiyhsSothzma B%érfbtﬁf(ﬁic atid %tH}léﬁMdj@h@sﬁa’ié baﬁhﬁe &ilf?é&e{éi&b |aMto§I'€a@é1|ofi
in is ati o ur [ a solution prevents
Mai ! | ar d er%?éth g aape daﬁuﬁef 2R %dﬁ”%tPS'ten% Qvalartﬁ%ageeréﬁaﬁ%of
whi ch woatodnd 2 &dr) twithditsaadiny @ty ior ahanyes br ddgrapddtion produetsy of t he
surprising findings |isted above, the present invention provides a
formul ati on conpri sing

5- (2, 4- dingrérembpdBnans dhe oppllatsinenopsipts 4f (1a-rmasylptecdaltiof 4 isotonic agueous

yl met hyl siveiayds b= Qa@nﬁamxgs?es@%sdmmén @4%%&%'4%&ﬁyif5'ﬁéwuﬁg&azoie-

whi ch is prefterabl eou
5-(2, 4- d?’ﬁ?@P&@yﬂSLdleé'b’ﬁﬁ"Mﬁ/@ﬂ%éMWPfQL[U‘(%B@DWEHMQ e yatiee embodipaeiias )

- It ﬁ oxaz Ojltl?'féﬁ'tr%@é@@hﬂg'e%ai‘é hdtaPlofihtRmi R b@%§Uh@é &eﬂ%‘ﬁ@ﬂoﬁd&%to?ggeaf%
other saltls

bl )
e corae bl hare! SR atafe Rbsdsts Sat Rebraisb el Ssmyiaion

of the nEBryI'lwmeresmbtpl{kff such a solution prevents Maillard reactions during autoclavation of

5 (2, 4-dj h ol i n-4-yl met hyl - phenyl
- |soxa§8 m%ﬁ?ﬁ@@§$ %ﬁawgﬁgﬁ%ﬁmgﬁ{é@m%ﬁﬁﬂg&eﬂﬁﬂ/5¥ gl ucose or
nannltol MO 2008/ 104595PCT/ EP2008/ 052443 - 10 - and in particul ar
an aqueous formnul ation conprising
5-(2, 4- dlhydroxg 5-i sopropyl phenyl ) - 4- (4- mor phol i n- 4-yl met hyl - phenyl )
_i soxazolnelie i B BNPIISing @tﬂ% ngs distay peoMederpeesphtinention progidesent r at i on
bet ween around 4.8 and 5.2 ng/m . The aqueous sol ution descri bed
herein above is particularly useful for intravenous adm nistration of
5- ( 2, 4- di hydrdfgymyaiienuampnsing HaAylihvdmxy-d-isaprenybphany i-4yif-marphdlingheny 1
) - i soxazol e-gmedybhen))-Bobr-Rédd:@id s SRRk resylate, which is preferably
an aqueous solution comprising 5-(2,4-dihydroxy-5-isopropyl-phenyi)-4-(4-morpholin-
4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide mesylate being free of any
other salts, having preferably a pH between 3.2 and 5.2;
* in particular a formulation consisting of an isotonic agueous solution of the mesylate
salt of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-

isoxazole-3-carboxylic acid ethylamide and 5% w/w of glucose or mannitol;



Furthernore, it was surprisingly found that

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
mesyl at e iwokéoghot4ssensiti ve as solid as well as in sol tir®rzookiesnes,
in a further enbodi nent, the present invention provides for anber

gl ass containers being filled with thejgdrug substance or the aqueous
formul ati ons descri bed herein above. Furthernore, the present
invention provides for a nethod for treating a disorder nedi ated by

Hsp90 conprjs L steri ng r m bl aade i mal, in_.need
t hereof a theér"gogg%?’ ﬁ?gglﬁisé AEE ve%r% ' C8fnpnsmgg(zg’d%dro’(y'f’"mpmpw"

5- (2, 4- di hydr phepybrai( émm’rmpyhAMmﬁyyliphﬂn)(lHlsmijb{SI-damo&ylwaru:i;té’llyylarmuenyl
) - isoxazol e- %e%tewmrrce@ﬁtﬁﬂsammgh%ﬁd TR Emimi.

5- (2, 4-di hydr ox I soprop
(4- nor phol i n-4-yl met hyl - phenyl ) - i soxazol e- 3- carboxylic acid

et hyl ani gge Ba(uyogg B&@ﬁdndﬁscnb\é@ham&@%%waﬁ%%}m%%ﬂ%n@&WﬂES
Thefollo&nn% 0&2@ 254 ustrate the inventi nperatures are
measur ed 2P ANFEFHE 5t 'Wgrc(W"S%‘PF&Eh%WH& W%ph%aﬂaﬂm@aw Rhgey!)-
react i onokaro-Pptarbexyid adid omylamieanadylste. Abbrevi ations Et OAcet hyl
acetate r.h.relative humdity RTroomtenperature TBMEtert-butyl

nmet hyl et her
Furthermore, it was surprisingly found that 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-

morpholin-4-ylmethy!l-phenyl)-isoxazole-3-carboxylic acid ethylamide mesylate is light
sensitive as solid as well as in solution. Hence, in a further embodiment, the present
invention provides for amber glass containers being filled with the drug substance or the
aqueous formulations described herein above.

Furthermore, the present invention provides for a method for treating a disorder mediated by
Hsp90 comprising administering to a warm-blooded animal in need thereof a therapeutically
active amount of 5-(2,4-dihydroxy-5-isopropyl-phenyi)-4-(4-morpholin-4-yimethyl-phenyl)-
isoxazole-3-carboxylic acid ethylamide mesylate or 5-(2,4-dihydroxy-5-isopropyl-phenyl}-4-
{(4-morpholin-4-yimethyl-phenyl}-isoxazole-3-carboxylic acid ethylamide hydrochloride.



Exanpl e 1:

5- (2, 4- D hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n-4-yl met hyl - phenyl
)- 1soxazol e-3-carboxylic acid ethylam de hydrochloric acid salt rO
/c j x HCIwQ 2@@s10:h6 N HTh PCT/EP2008/052443
-5-(2, 4- D hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n-4-yl met hyl - phenyl
) -1 soxazol e-3- carboxylic acid ethylamqde (4.19 g, 9 mol) is

di ssol ved in absolute alcohol (19.7 m) under gentle warm ng. After
stirring for 5 mn, 6N aqueous hydrochloric acid (1.5 mM, 9 mol) is
added at ut 25C). The clear solution is seeded with a very
smal | amount of 5-(2, 4-

di hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl met hyl - phenyl ) -i soxa

zol e-3-c gyochloric acid salt and ethyl
ﬁ*ﬁ@ﬂfﬂb{\blhﬁ Egﬂgaggmwmh@@m@ y

acetate (2 m er eupon t e mxture becomes turbid slowy.
After 1 h EtOAc (5 mM) is added in portions, and the suspension is

stirred &km ra@N&r élb@f@asur%@hﬁde%?&é%ek%s;@@) U@eﬁﬁ%lsghﬁhcﬁbﬁpﬂlﬁs' on

is stirred Y and filtered |ter cake is washed with
absol ut e"Sa°UY| d@?eéf?fﬁc?ti"oin ERFEYRd dri ed for 16 h at 45C under
reduced pressure to result in the title conpound as a white powder.
Mel ting ggbrggla£0|%§C) 237C WD 2008/ 104595PCT/ EP2008/ 052443 - 12 -

Exanpl e
5- (2, 4- D hydr oxy-5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl met hyl - phenyl
) - | soxagph&s 3- c&ﬁﬁ%é{gliec acid ethyl am de nesylate - Conditions (A
r.h. relative humidity
RT room temperature

TBME tert-butyl methyl ether

Example 1: 5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-
isoxazole-3-carboxylic acid ethylamide hydrochloric acid salt

o
NS

HO @ x HCI
LT »

CH O-y ﬁ_\
5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-
carboxylic acid ethylamide (4.19 g, 9 mmol) is dissolved in absolute alcohol (19.7 ml) under
gentie warming. After stirring for 5 min, 6N agueous hydrochloric acid (1.5 ml, 9 mmol) is
added at RT (about 25°C). The clear solution is seeded with a very small amount of 5-(2,4-
dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyi)-isoxazole-3-carboxylic acid
ethylamide hydrochloric acid salt and ethyl acetate (2 ml) is added whereupon the mixture
becomes turbid slowly. After 1 h EtCAc (5 ml} is added in portions, and the suspension is
stirred at RT overnight. More EtOAc (2 ml) is added. The suspension is stirred for about 5 h
and filtered. The filter cake is washed with absolute alcohol/EtQAc 1:1 (v/v) and dried for 16

h at 45°C under reduced pressure to result in the title compound as a white powder.
Melting point (DSC): 237°C



Co N x H®BSCH3 0 OH 0O-N N_' H A stirred suspension of

5-(2, 4-di hydroxy- 5-i sopr opyI phenyl) - 4- (4- nor phol i n- 4-yl met hyl pheny1)
-i soxazol e-3-carboxylic acid ethylamde (7.76 g, 15 mmol, containing
about 9 wwoT@smE)4sP acetone (15 m) is warned to 35C. pEw/EPh@sMIR43Ur €
is added a solution of nethanesulfonic acid (1.439, 14.85 nmol) in
water (3.33g) over 20 min. After 15 mip._-the solution is warned to
45C and clear filtered into a warm flask (about 45C). The filter is
rinsed with acetone/water 9:1 (v/v, 12 m). The 45C warmfiltrate is

C5“. l( g:[ ifi dﬁhé@g%%tsggi Soﬁgdr”t(;( 5-|ﬁ§p %?I-@epxﬁqchsrﬁ lpﬁﬁhl}l4-yli]methyl-phenyl)-
yl net hyl 4q@he:q}eﬁ-qashnwhoIaetdsathwlamwe;ﬁhesylaen—d:cetdmyiresrmme

met hanesul fonic acid It (4 nmg) whereupon crystallization begins.
After 1 h at 45C aceton@ (30 m) is added. The suspension is stirred

at 45C for re~rt is cooled to 24C over 90 mn. TBME (20 ml)

i s added, an spension is stirred at about 24C for 15 h. Two
more por (2HNPCach) are added followed by 2 h stirring
each tine. tep, the suspension is cooled to 0-5C and stirred
for 3 h befo ' flltered The filter cake is washed with

acet one/ tertEut)H nﬁ ether 3:1 (v/v) and dried under reduced
pressure at 50C for about 17 h to give 7.18 g (85% of the title
conpoundAadrred Wﬁpeesiomfyis(ﬁaﬂ dihmweﬁhﬂemropmaheriyﬁgl @ehm’phol%@nwmeh

seedi ng Bﬁer{y@ goxgigle-g- ok %q y@rﬁ i@ ff ?%réf 18 mch1EconBifnd M 8o, MBY

contaln acet one.

5- (2, 4- DTEM&aWsmPé‘tﬁawamwarmw{ﬁm emermlwbIrﬁ)Irmaﬁdexi@/wmtﬂmwf phenyl

)1é6' 3 Oxa?rféh%nésmflé%ﬁd I1.43 gCci Heehhvhdivae: (evd)atér 20 diansidr 118 7sin, (R

5- (2, 4- DF‘i’iV‘éﬂ”d%Vaﬁ‘z‘?dstt%ﬁPcfp?“d dprrfitard inte 8 wapP SAwH Ehout 45T Rl fitshiEny 1)

- i soxazoliesed-viltrdsetyéivaten0i1dval TympNT e sTe e ditstd ip hmneq:wmaébt@tgeqss

50 e haf By SEEA g i P S PR b o

i n a bl uginetiyliphenyl)-istkdzie-3-Canbpxylig atid ethRlamide3méthahesali@tiomebd sald4 mg)
whereupon crystallization begins. After 1 h at 45°C acetone (30 ml) is added. The
suspension is stirred at 45°C for 1 h before it is cooled to 24°C over 90 min. TBME (20 ml) is
added, and the suspension is stirred at about 24°C for 15 h. Two more portions of TBME (20
ml each) are added followed by 2 h stirring each time. Thereafter, the suspension is cooled
to 0-5°C and stirred for 3 h before it is filtered. The filter cake is washed with acetone/ tert-
butyl methyl ether 3:1 (v/v) and dried under reduced pressure at 50°C for about 17 h to give
7.18 g (85 %) of the title compound as a white, crystalline powder.
Melting point: 233°C

When seeding is left out, the formed crystals are of the same form but may contain up to 1.5
wi% of acetone.

Example 3: 5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-yimethyl-phenyl)-

~ isoxazole-3-carboxylic acid ethylamide mesylate — Conditions (B)

186.2 mg (0.4 mmol) of 5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-
phenyl}-isoxazole-3-carboxylic acid ethylamide methane sulphonic acid are dissolved in 0.75
ml acetone. 154 mg of an aqueous solution (25 % w/w) of methane sulphonic acid (0.4

mmol) are added at RT resulting in a blue solution. After stirring for 2 h, 3.5 ml acetone and



WO 2008/ 104595PCT1EP2008/ 052443 -13- 0.5 ml TBME are added. After
the solution is stirred for further 12 h, further 3.5 M of TBME is
slowy added, and stirring is continued for further 12 h. The

obt ai ned ewobaisamsps filtrated and the obtained solid wasiErdoosisia0. 5
m TBME. The solid is dried for 16 h at 50 C at 20 nbar to provide
180 ng of the title conmpound. Exanple.4f. Hygroscopicity of the free
base, the nethane sul phonic acid salt and the hydrochloric salt of
5-(2, 4-di hydrozy- 5-i sopropyl - phenyl) - 4- (4- nor phol i n- 4-yl met hyl phenyl)

-1s0zazo & A fEl ?&yéold d egth%t ?Ws%‘ﬁrrgy ﬂ) ﬂﬁtﬁgrpl\}eﬁll tlerthe§3'§l?‘ﬁlsolrf'ﬁ'§91E is

using a Dynamc ment's
per f or medlowly azise@: aﬂl§|8h@maiﬁdmtlwedm" faghes 12 s bha ehiaived amelsion Hs filirsted and

changed i shifRst Qid ¥siiédwith 0.81 TBMEOYS: sdf is dr%& forgl% R atQ')O'°C4£ ZEOH{baF'

The mnlrrumsta?etlrrem 60 mn, the maxinum 1 I T the change
in mass B¥PrRGden e mg of hedite RaAP@INdo2 % nin, the r. h. |s changed to
the next step. Neither of

5- (2, 4-dichydr ox |so he 4 nor holln 4- th heny 1
T § Soxay EREB0E Ko RRY o Bt §3eashe HeuBo BTG SURRONE 2ot sait ard the
5 (2, 4- dhWrd)bbeth&altSﬁﬁr(n,ﬂsdlhyfd‘rewi)sdbféﬂyl -phenyl)-4-(4-morpholin-4-ylmethyl-
nmor phol i n; 4- y| net % ﬁ eny El 3 carboxylic acid ethyl am de
hydr ochl BPFYR)-z8%a ML xRl f ére &%'B'i €. The free base is slightly

hygroscopi ¢ showi ng a naxi num uptake of 1.8 % of water at 80%
relative r t t of 50 ny
110 ni | |H8 P CY%(S m&lSLrE% “SE’%F% z{‘%ﬁ‘gwér 6%9"‘%“5\% AbphrAfhs!

i sopr opyMepﬁEﬁllel)tSmG( mﬁmﬁ%@ﬂa%%sjﬂgmmyﬂ PO evgydf pubhstawazBlee=I8iscar bo
xylic acqrhigbd¥ S8a8 ‘[U‘%W‘n aésefolm 559 95 AéJY QfazAa m‘?sﬁﬁe@ﬁlﬁmﬁm étage

(which corrésponds to g free base) and 3 g | ucose are
di ssol veHmg jp @xmin, W&tf@&x'mww%ﬁ%ﬂﬁ%chm&gw ra@asefé O min is|lesgHbary

yel | owi sb, OQQ'%JMerheI rE’n i%bil’lahg't%do\fﬂé rlibxastdsnSI ty of 1 018 0 005 9/ . at

20C, an s %g/ 15 _15 ? (? 83

Sol ut i onNPUY &l he/ &aﬁoef%z'-%?ﬂw grigmo h&"fhﬁ vmef*e%@h%fwlj%qxa@'e-

are fill edalmkﬁlcanldammlm mesylaterand 562, 4qum6%dprcﬂjyepmﬂb444under

ni {1 ogen. Al IREPACE &Rty Ah9chaYSd ol Aok T yiahdShyardRioride was
found to be hygroscopic. The free base is slightly hygroscopic showing a maximum uptake of
1.8 % of water at 80% relative humidity (r.h.) at 25 °C.

Example 5: Manufacturing of 50 mg/ 10 mL liquid in ampoule of 5-(2,4-dihydroxy-5-
isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl}-isoxazole-3-carboxylic acid
ethylamide mesylate

391.95 g of AUY922 mesylate salt (which corresponds to 325 g free base) and 3.25 kg
glucose are dissolved in 65 L water for injection. A colorless to slightly yellowish solution is
obtained with a density of 1.018 + 0.005 g/mL at 20°C, an osmolarity of 315 + 15 mOsm/kg
and a pH of 4.2 £ 1.0. The solution is filtered through 0.22 um. 10.5 + 0.4 mL of the solution
are filled into an amber glass ampoule. The ampoule are sealed under nitrogen atmosphere
and autoclaved for 30 min at 121°C.



Exanple 6: Dilution of the 50 ng/ 10 niL concentrate of Exanple 5 10 niL
of the 50 ng/10 nL anpoul e of Exanple 5 are diluted with comrercially
avai l abl e 250 nL 5% gl ucose solution and adm nistered via a

gravi net riwoiemsuedsen | i ne intravenously to the patient pcEeEromsos2443
Solubility of 5-(2,4-dihydroxy-5-isopropyl-phenyl)-4-(4-norpholin-4-
yl met hyl - phenyl ) -i soxazol e- 3- car boxylig acid et hyl am de nesyl ate The
solubility of the

5- (2, 4-di hydr oxy- 5-i sopropyl - phenyl ) - 4- (4- nor phol i n- 4-yl met hyl - pheny1

) - isoxa Lr?l ﬁe %ll?lﬂé“d‘ﬁﬁe%rggﬁbmi@o e%trétb‘ oun )'r[prlgs%yl ate salt in

differen wer e term ned e as follows:
Water (pH of the saturated sol ution 3.6) 37.5 ng/n_; O. 9%NaCI

sol uti on 1@%3&%&/ gﬂ-mgﬁ%/ | 4035 (?f@xHFn'p%rS ! dmﬂéngtwth ?ﬁﬂ@@@w Vailable 250

sol ution 39 rrg ' ucose solution pH 4 35 ucose
sol uti on"ht1% 9*3?095 W'ﬁﬂan%@ﬁm'e&sf%%q i a@fﬁs/'rpqﬁrwnmsm@@@ mtrevmwlm the
14.6 ny/ phtienpH 5.0 (acetate buffer) 3.2 ng/nm; pH 6.0 (phosphate
buffer) 0.6 ng/nL; pH 7.0 (phosphate buffer) 0.7 ng/nL; pH 8.0
(borate buffer) 1.8 ng/nL. High solubilities were found in glucose

and rrannEmhgrwl Sl ubsility of B-(Rd{dileydeoixys BistiprOpA-phefiyl)-244-orgisolireadi ng

tsasglegglesl&g% I~p enyls-lsoxazo e%rg%lrgoxssr:lic a%H&ﬁ?la'r[n? etnsﬂleéy ate gol ution or

5- (2, 4-di hydr oxy-5-i sopropyl phenyl ) - 4- (4- nor phol i n- 4-yl net hyl - phenyl )

Avozs” it P gt sz R bR SRS R R P T A me Y erdE T
stress cisngizoleshearpaxieeks ethylaBiie)(Abif822)mesylatd saltiimdifferent agueous media

appear anggfLa ﬁﬂ{edra%g%%cy{ $esqhicy: and degradation products were
found: Ater: colorless sol dtion/ OQ’%%O 32% 0.9% NaCl : sol ution

col or | es¥aks|(eh pbihe selustghsaLivn =h8)q@7 ongals a|9d¢ Nef@:solgprm 2.8 sw/mL; 5%
sol ut i ongQ8eR%btics 30 rr%m‘ﬂi &% mahniiol %uoﬂldia nﬁbf&qi}@% glu%&ée%duﬁ”%ﬁ pH 4 356

sol ution 7% 2. 83% citrate buffer): colorl

sol uti on/"@?“'ﬁ@r’of DQ'BW SB“QO'DD’% ¢ |3Fr5dP%/”15uPF®r)3°'“E‘HIScHH %Qéacetate buffer) 14.6

so: ut i on@%ﬁ%ﬁ@@aﬁtﬁe@ A aeginal; @Htﬂt;di tmbéphawBLfﬂre+)?$mgme pH7.0

sol ution tate col orl ess

sol ut i onf @89%{%13%%507%9%&0 f'paﬁ[gﬁlﬁﬂ? BU%J*‘F@%'}QI Mol or | ess

suspensi tigh$eluRiifies. M@%fomphlhn glucose and mannitol solutions. In buffered solutions a pH of 4
was leading to highest solubilities.

Example 8: Stress tests in solution or suspensions of 5-(2,4-dihydroxy-5-isopropyl-
phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide

mesylate

The stability of the AUY922 mesylate salt in different aqueous media were determined under
stress conditions {4 weeks at 50°C) and the following appearance/content recovery/sum of
by- and degradation products were found:

Water: colorless solution/97.0%/0.32%; 0.9% NaCl: solution colorless solution/98.5%/0.34%;
5% glucose solution: colorless solution/89.6%/0.34%.

Buffer solutions pH1.0 (HCI): coloriess solution/96.7%/2.83%; pH2.0 (citrate buffer): colorless
solution/97.8%/0.58%; pH3.0 (citrate buffer): colorless solution/89.2%/0.47%; pH 4.0
(acetate buffer): colorless solution/100.5%/0.36%; pH 5.0 (acetate buffer): colorless
solution/89.1%/0.50%; pH 6.0 (phosphate buffer): colorless suspension/96.2%/0.49%; pH



WD 2008/ 104595PCT/ EP2008/ 052443 -15- 6.8 (phosphate buffer):

col orl ess suspension/96.3% 0. 79% pH8.0 (borate buffer): colorless
suspensi on/ 88.5/0/0.26% This data denonstrate the stability nmaxi mum
of the AUY9QG2omsaesdmate salt at pH 4. Further it was sheoommrbms/ 053

gl ucose solution resulted in max. stability conpared to other aqueous
media. 16 WHAT IS CLAIMED |IS: 1. -15-

5- (2. 4-di hydr oxy-5-i sopropyl - phenyl) - 4- (4-rnor pholin-4-yl rnethy/-phen
y0- Isntazol e-3- carboxylic acid ethylam de nesylate. 2. A

crystallj f . ; o o - )

5115, - aP N SRR buters cotopss suspensionD8 370 78% RSP foofete gy loess
phenyl ) 48¢spengion/88.3%6b#4%xy| i ¢ add et hyl ani de nesylate. 3. The

cry ; § g:ournig ﬁgﬁ;@%%@ kG td ity makiffuf of WY A% madyudtadhl MPAL¥ Y it
4- ( 4- nor Wﬁ%P'FQM'-%?PTr%’/P HlicossrRotyiPy reseibsdhip Grax. sability sempared taether aqueous

et hyl am gediaesyl al e anhydrate 4Crystalline form|1 of

5- (2, 4-di hydr oxy-5-i sopropyl - pheny) - 4- (4-rnor phol i n- 4-

yl met hyl - phenyl psoxazol e- 3-car boxyl i c acid ethytaini de nesyl ate
anhydr at e.



5. -The crystalline formaccording to claim4 which shows an X-ray
diffraction diagramexpressed in terns of 2-theta val ues, that

I ncl udes five anore peaks selected horn the group consisting of FLO
11.9, 13.9, 14.2, 16.7, 1E15, 19.4, 2a7, and 233 0.2 degrees. 6.
The crystalline formawarding to claim2 , which is a hydrate of
542, 4- di hydr oxy- 5-

I sopropyl - phenyl) - 4-{4- mar phol i n- 4-yl net hyl - phenyl ki saxazol e- 3-
carboxylic add ethyl am de nesylate. 7Hydrate form HA of

5- (2, 4- di hydr oxy- 5-i sopropyl - phenyl | - 4- (4- nor phol i n-4- yl net hyl -
phenyt) 4soxazi ot e- 3- car boxyl i ¢ add et hyl am de nesyl ate. B. The hydrate
f or m woundi Y¥HADISPIBIMER 1Shi ch shows an X-ray diffraction di agram
expressed in tenbs of 2-theta values, that includes peaks sel ected

fromthe grqup cons 1in f 11 116 14 0.5, 21.1,
217 21. 5, Tand SR EY B eREey o) AT Hipefpssonyd

5-(2, 4411hym@-l@mmﬂwh§h§amldﬂmésﬂatmorphoI i n-4- Ylrnethyl -
phernt). | eoxaitl e- 3 car boxyl ic add ethylarnide triesylate. 17 10.

The hydrate for .m9 whjch shows an X-ra

G TEract on & adh SIRAERBTE - C4 e Seodhatm b 4

i ncl udes peMtlmlwmwm_mammlmWGmmm@yleﬁ. 5.2, 10.1, 123,

14,5, 18.0, 18.5, 19.0, 20. 4 20.9, 21.8, 22.2, and 25.4 02 degrees.
11. A fornulatiaon conprisin

5- (2, 4- di hy@ oxylh5: BP%WF%WW‘?dM&WHBPWrWWWﬁyI

phenyl )i soxdptopyigmery)bdyibrphaioidd/irdtiyg-pleenyglsoxazei i Sataehoxfiebdd free of
any ot her S%ﬂﬁzn!&%%i&ﬂﬂyﬁm@"‘ between 3.2 and 5.2

4. Crystaliine formi | of 5-(2,4-tihydroxy-5-isopropyl-phienyl)-4-(4-morphalin-4-
yimethyl-phenhyl)-isoxazole-3-carboxylic adid ethylamide méaylate anhydrate.

5.  The crystalfine form according to claim 4 which shows an X-ray diffraction
diagram expressed in terms of 2-theta values, that includes five armare pea‘_lcs'
seletted from the group consisting of 80, 11.0, 13.9, 14.2, 16:7, 185, 19.4, 22.7,
and 233 + 0.2 degrees. |

6.  Thecrystalline form according 1o claim 2, which ig a hydrate of 5-{2,4-
dihydraxy-5- isopropyl-phenyl}-4-{4-morphalin-4-yimethyi-phenyl)-isoxazale-3-
carbaxylic acid ethylamide mesylate.

7. Hydrate form Ha of 5-(2,4-dihydroxy- E—Lauprupyi-phenyl)—4—(4-murphnlm 4-
ylmethyl- plaenyi}-;suxazote-B—mrbuxyllc acid ethylamide mesylate.

8.  The hydrate form according to claim 7 which shows an X-fay difiraction
diagram expresaed in terms of 2-theta values, that includes peaks selected from the
grﬁup conzizting of 110, 11.6, 14.1, 18.1,28.4, 205,21.1,21.7,21.9,and 25:8 + 0.2
degrees.

9. Hydrate farm Ha of 542.4-dihydraxy-5-Isopropyl-phenyl}-4-{4-morphalin-4-
yimethyl- phenyl)-isoxazole-3-carhoxylic acid ethylamide mesylaie.



12. A fornulation consisting of an |Isotoni c aqueous sol ution of the
mesyl ate salt of 5-(2,4-

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

| soxazol e- 3-carboxylic acid ethylam de and 5% w w of gl ucose or
mannitol. 13. The fornulation of claim12 wherein the agueous

sol ution conprises glucose and has a solubility of at |least 35.5

nmg/ m .
17

10.  The hydrate form according to claim 9 which shows an X-ray diffraction
diagram expressed in terms of 2-theta values, that includes peaks selected from the
group consisting of 6.2, 10.1, 12.8, 14.5, 18.0, 18.5, 19.0, 204, 20.9, 21.8, 22.2, and
25.4 £ 0.2 degrees.

11.  Aformulation comprising 5-(2,4-dihydroxy-5-isopropyl-phenyli-4-{4-morpholin-
4-yimethyl- phenyl}-isoxazole-3-carboxylic acid ethylamide measyfate, being free of
any other salts, and having a pH between 3.2 and 5.2.

12.  Aformulation consisting of an isolonic aqueous solution of the mesylate salt
of 5-(2,4~ dihydroxy-5-isopropyl-phenyl}-4-(4-morphelin-4-yimethyl-phenyl)-
isoxazole-3-carboxylic acid ethylamide and 5% wiw of glucose or mannitol.

13.  The formulation of claim 12 wherein the aqueous solution comprises glucose
and has a solubility of at least 35.5 mg/ml.



