1 22 Septenber 2003 NOVEL PHARMACEUTI CAL This invention relates to a novel
phar maceutical, to a process for the 5 preparation of the pharmaceutical and
to the use of the pharmaceutical in medicine. International Patent
Application, Publication Nunber W94/06659 discloses g2rdgytBmber 2003
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20 Accordingly, the present invention provides a polymorphic form of 5-[4-[2-
(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyljthiazolidine-2 4-dione, maleic acid salt
characterised in that it:

1D provides an infra red spectrum containing peaks at 1752, 1546, 1154, 621, and
602 cm-!; and/or

(ii)  provides a Raman spectrum containing peaks at 1751, 1243 and 602 cm-!;
and/or
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(i)  provides a solid-state nuclear magnetic resonance spectrum containing peaks
at 111.9,114.8, 119.6, 129.2, 134.0, 138.0, 144.7, 153.2, 157.1, 170.7, 172.0 and
175.0 ppm;
30 and/or
(tv)  provides an X-ray powder diffraction (XRPD) pattern which gives calculated
lattice spacings of 6.46, 5.39, 4.83, 4.68, 3.71, 3.63, 3.58, and 3.48 Angstroms.
In one favoured aspect, the Polymorph provides an infrared spectrum
substantially in accordance with Figure I.
35 - . Inone favoured aspect, the Polymorph provides a Raman spectrum
substantially in accordance with Figure II.
In one favoured aspect, the Polymorph provides a solid-state nuclear magnetic
resonance spectrum substantially in accordance with Figure I and/or Table I.
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Compound (I} in the denatured ethanol is conveniently prepared by dissolving
Compound (1) in the required amount of denatured ethanol at an elevated temperature,
for example 60°C or 70°C.
20 Conveniently the Polymorph is recovered from the denatured ethanol by
filtration and subsequent drying.

In a further aspect, the invention provides a process for converting Polymorph
to Compound (I), wherein a solution of Polymorph in a suitable solvent, such as
acetone or ethanol, is seeded with Compound (I); preferably the reaction is carried out
in an inert atmosphere, such as nitrogen. Generally, the solution of Polymorph is
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obtained by dissolving Polymorph at an elevated temperature in the solvent, such as
acetone or ethanol.
Compound (1) is prepared according to known procedures, such as those
disclosed in WO94/05659. The disclosures of WO94/056359 are incorporated herein
30 by reference
For the avoidance of doubt the term "Compound (I)" as used herein refers to the form
of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyljthiazolidine-2,4-dione,
maleic acid salt as disclosed an characterised in International Patent Application,
Publication Number W094/05659.
35  When used herein "denatured ethanol” means ethanol containing small amounts of
methanol, usually up to 5% v/v of methanol, such as from 0.9% v/v to 5% v/v of
methanol, for example ethanol containing 4%v/v of methanol.
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As mentioned above the compound of the invention has useful therapeutic
properties: The present invention accordingly the Polymorph for use as an active

20  therapeutic substance.

More particularly, the present invention provides the Polymorph for use in the
weatment and/or prophylaxis of diabetes mellitus, conditions associated with diabetes
mellitus and certain complications thereof.

The Polymorph may be administered per se or, preferably, as a pharmaceutical
composition also comprising a pharmaceuticaily acceptable carrier. The formulation
of the Polymorph and dosages thereof are generally as disclosed for Compound (I) in
International Patent Application, Publication Number W094/05659 or W0O98/55122.

Accordingly, the present invention also provides a pharmaceutical
composition comprising the Polymorph and a pharmaceutically acceptable carrier
30  therefor.

The Polymorph is normally administered in unit dosage form.
The active compound may be administered by any suitable route but usually
by the oral or parenteral routes. For such use, the compound will normally be
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employed in the form of a pharmaceutical composition in association with a
pharmaceutical carrier, diluent and/or excipient, although the exact form of the
composition will naturally depend on the mode of administration.

Compositions are prepared by admixture and are suitably adapted for oral,
parenteral or topical administration, and as such may be in the form of tablets,
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2003 capsules prepa rs, granules, |ozenges,
pasti | | esblending, filling, tablertmo or the like. Repeated blending operations may be used to

distribute the active agent throughout those compositions employing large quantities
of fillers. Such operations are, of course, conventional in the art.
Oral liquid preparations may be in the form of, for example, aqueous or oily

20  suspensions, solutions, emulsions, syrups, or elixirs, or may be presented as a dry
product for reconstitution with water or other suitable vehicle before use. Such liquid
preparations may contain conventional additives such as suspending agents, for
example sorbitol, syrup, methyl cellulose, gelétin, hydroxyethylcellulose,
carboxymethyl cellulose, aluminium stearate gel or hydrogenated edible fats,

25  emulsifying agents, for example lecithin, sorbitan monooleate, or acacia; non-aqueous
vehicles (which may include edible oils), for example, aimond oil, fractionated
coconut oil, oily esters such as esters of glvcerine, propylene glycol, or ethyl alcohol;
preservatives, for example methyl or propyl p-hydroxybenzoate or sorbic acid, and if
desired conventional flavouring or colouring agents.

30 For parenteral administration, fluid unit dose forms are prepared containing a
compound of the present invention and a sterile vehicle. The compound, depending
on the vehicle and the concentration, can be either suspended or dissolved. Parenteral
solutions are normally prepared by dissolving the active compound in a vehicle and
filter sterilising before filling into a suitable vial or ampoule and sealing.

35  Advantageously, adjuvants such as a local anaesthetic, preservatives and buffering
agents are also dissolved in the vehicle. To enhance the stability, the composition can
be frozen after filling into the vial and the water removed under vacuum.
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are prepared copiwedihateiathe term ‘pharmaceutically acceptable’ embraces compounds,
compositions and ingredients for both human and veterinary use: for example the term
20 'pharmaceutically acceptable salt’ embraces a veterinarily acceptable salt.
The present invention further provides a method for the treatment and/or
prophylaxis of diabetes mellitus, conditions associated with diabetes mellitus and

certain complications thereof, in a human or non-human mammal which comprises
administering an effective, non-toxic, amount of the Polymorph to a human or

25  non-human mammal in need thereof.
Conveniently, the active ingredient may be administered as a pharmaceutical

composition hereinbefore defined, and this forms a particular aspect of the present
invention.
In the treatment and/or prophylaxis of diabetes mellitus, conditions associated
30  with diabetes mellitus and certain complications thereof the Polymorph may be taken

in doses, such as those described above.
Similar dosage regimens are suitable for the treatment and/or prophylaxis of

non-human mammais.
In a further aspect the present invention provides the use of the Polymorph for
35  the manufacture of a medicament for the treaument and/or prophylaxis of diabetes
mellitus, conditions associated with diabetes mellitus and certain complications
thereof.
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bei ng dissolved and stenlise by exposure to ethyl ene oxi de before
suspending in the sterile vehicle. Advantageously, a surfactant or wetting
agent is included in the conposition to 5 facilitate uniformdistribution of
the active conmpound. In addition such conpositions may contain further
active agents such as anti-hypertensive agents and diuretics. In addition,
t he Pol ynorph may be used in conmbination with other antidiabetic agents
such as insulin secretagogues , for exanple sul phonylureas , biguanides,
such as =1'D 10 netform n , aipha glucosidas inhibitors. such as

acar bose, beta agonlists , and insulin such as those disclosed in
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antidi abetic a-cents, the anbunts thereof and nethods of adm nistration
are as described in the above nentioned publications. The formul ati on of

t he Pol ynorph and dosages thereof in said conmbinations are generally as

di scl osed 15 for Conpound (1) in the above nentioned publications. As is
common practice. the conpositions wll usually be acconpanied by witten or
printed directions for use in the nedical treatnment concerned. As used
herein the term ' pharmaceutically acceptabl e’ enbraces conpounds,
conpositions and ingredients for both human and veterinary use: for exanple
the term 20 'pharmaceutically acceptable salt' enbraces a veterinarily
acceptabl e salt.




The present invention further provides a nethod for the treatnent and/or
prophyl axi s of diabetes nellitus, conditions associated with di abetes
mellitus and certain conplications thereof, in a human or non-human mamral

whi ch conprises admnistering an effgctive, non-toxigp 9&pienibe&f 2008
Polymorp to a human or 25 non-hunan mammal in need thereof. Conveniently,
the active ingredient may be adm nistered as a pharnmaceutical conposition

her ei nbef oi:e delfH Pe?, and t hi ;x rticular aspect of the present
i nventi on. -axi s of di abetes nellitus,

1 on. Expmple ' Prepiration of she Pohr f diabotes mellit
condi t i onsAdBESEE &f srpleigacid (2H O )apdtdelst-fPe(N-imaikylade(2eer t ai n conpl i cati ons
t her eof t heyvrRiy)arminlathoxeybdagyll akiesvlidine-Uasdsne §.08) d%rd Ros& Qeree bed
above. Si Il @nafleasgn ﬁoggbmsa%@% AUEAD) BafiClod R ecg ANt and/ o
prophyl axi % S S B’?sesent
i nvention %’r‘%‘?thethetrhé“Ef’é’ésﬁlfm?%g’aslﬁécﬁ%ﬁp Pegtest o @%ﬁ%@%ﬁh@ﬂ%&@ﬂ%ﬂre of a
medi camenttef26r2iKe Thewmsuibing cayridlbine pragphyvax fierefl off, almhed withel | I tus,

condi ti onsdepgfiRed ah@@bwmwgh@@m@amm IWacaP t SRkl Po  Po h 881 ons
t hereof. 6 %%réeptenber 2003 No adverse toxicol ogi cal fécts e | ndi cat ed

in the abodveé nentioned treatnents for the conpounds of the invention. The
follow ng exanple illustrates the invention but do not Iimt it in any way.
7 22 Sept ddmmpk0D3CERuersien df PHyswaphito Gompodadd(IPol ynor ph . A mi xture of

mel ei ¢ acimbl{mokth (gb (B8 Bs hdbeldi 20 ﬁ%dfﬁteaxétha%(@o BN it gt £t hoxy]
nzyl l.on n r

Tl v
The resul 4L of %%‘h“%k‘m hetfdrased 10 apIcagated vesseb(P65C) anththefliten cooled to
20- 25C.  Theashed withi heg denymtedl dthanel prOmalic Theeampdrhtuer efithefffliraeasdzed with
denat ur ed s@hkedol 6020 AMthanchAled RethatirnQC AD53ACHR shutdn\Bad 3€ded
Pol ymor ph_& E%mpound (I) {0.4 g) and cooling, with stirring, continued. The resulting

slurry was stirred at ambient temperature for 1 h, and the solid isolated by

fileration, washed with denatured ethanol and dried at 50°C in vacuo to give 8.4 g

(84%) Compound (I).

Example 3: Conversion of Polymorph to Compound ()

Polymorph (5.0 g) was added to acetone (170 ml) and the mixture was stirred and
heated to reflux temperature. After complete dissolution, the solution was heated
at reflux for 30min, then filtered. The filtered solution was concentrated by
distillation at atmospheric pressure (120ml of distillate was collected). The
remaining solution was stirred and cooled at about 1°C/min and at 50°C seeded
with Compound (I) (0.2 g). Cooling was continued at 1°C/min, and when the
slurry reached 20°C stirring was continued for 1 h. The solid was isolated by
filtration, washed with acetone and dried in vacuo at 50°C to give 4.2 g (84%) of
Compound (I).

CHARACTERISING DATA: The following characterising data were generated
for the polymorph:

A Infrared

The infrared absorption spectrum of a mineral oil dispersion of the Polymorph was
obtained using a Nicolet 710 FT-IR spectrometer at 2 cm*! resolution. Data were
digitised at | cm-! intervals. The spectrum obtained is shown in Figure I. Peak
positions are as follows 1752, 1709, 1642, 1613, 1576, 1546, 1514, 1412, 1359,




g, 83% . Exanple 2: Conversion otPolynorph to Conpound (1) Polynorph (10.0
g) was added to denatured ethanol (90 ml) under nitrogen. The resulting

m xture was stirred and heated to 68C, and held at this tenperature for 30
mn. The solution was hot filtered toga preheated vesgel g¢fmbangodle
filter washed with hot denatured ethanol (I Om). The tenperature of the

filtrate ad d a t hen, caal e j t,hostirri At ,55C t he

sol ution a%?éégié@qwli’-@gg%bﬂ#@d ??'(]%'%ﬂ’g éM‘ar‘&"‘f:-'olollf’l“'n Plﬁmlﬁ H—?’sti rring,
cont i nued!09%hd 07 &si36i hE52.d0EPr Y66wAS 75718 986, 841. 84Bi &t 8DRIH3s Z6Ure for | h,
and the spl3,dlbs@aicéd, 830, 61 ) 60RtSk0N54 WEShedd\§ioFknetenat ured et hanol and
dried at 50C in vacua to give 8.4 g (84% Conpound (I). Exanple 3:

Conver si on of EIOl nor ph to Conpound (1) Pol ynorph (5.0 g) was added to
acetone (870 nfP¥™3hd the nixture was stirred and heated to refl ux

t enper at ufke Rafmae spexmrh of thedclgmbth was rdcheedahitugha glass vidaiseg a at ref | ux
for 30m MperkieBin{drX0BURGpedRinbict hef fl- SRLUILHBA 285 HRVGERIALEYT DY
di still ation_at_ at nqsg%e | C pressure 120 g ;S al e vva§ col |l ected).
The remdr Ty SEBV B PERSREsY S F0 S A EbSiE St 90 €it-n and at 50C
seeded viExataonpasdehieryd poing adyd: YeuGltasey (106é roonwith agabvar ofifurnfi, and when
_theI tsl gr‘mo mgaCf@ﬂc BOSRIGHSI dré h@ﬂoly&t@ﬁs:qqmj ms%siigpi 1588 15H7e 1564, 1 dt s

i sol ate 44 natyj; 0 c IV 0
v s Do A I3 OTyReRs ot e TR BRI B S TR oo

char act er?q@is o2 fa bt & 9g 60drdiZed 70,1428, 4A6 19¥ apdoiZdem A | nfrared The

i nfrared absorption spectrumof a mneral oil dispersion of the Pol ynorph

was obt aj ned %*gg a Nicolet 710 FT-1R spectroneter at 2 cm1 resolution.
Dat a wer di g ed at | cml intervals. The spectrum obtained is shown in

Figure I|. L 3 | 642, 1613, 1576, 1546,
1 5% 4 14 ];Iﬁee%j;i%%ﬁﬁ? 11232@ %—)ﬁ%ﬁ%gb\;}%%&s&e ﬁo?%%orp% 15 Shown in
tgure 1II. 'Chemical s are tabulated in Table 1. Data were recorded at

ambient temperature and 10 kHz spinning frequency on a Bruker AMX360

spectrometer, with 1.6 ms cross polarization, and a repetition time of 15 s.

Chemical shifts were externally referenced to the carboxylate signal of a glycine

test sample at 176.4 ppm relative to tetramethylsilane, and are regarded as

accurate to within +/- 0.5 ppm.

Q)

-

Table 1.
13C Chemical Shifts of the Polymorph.

Chemical Shift (ppm)

38.0 62.8 129.2 153.2 175.0
49.4 111.9 134.0 157.1
51.9 114.8 138.0 170.7
57.6 119.6 144.7 172.0

D X-Ray Powder Diffraction (XRPD)

The XRPD pattern of the Polymorph is shown below in Figure IV and a summary
of the XRPD angles and calculated lattice spacings characteristic of the
Polymorph is given in Table I




1329, 1317, 1291, 1261, 1242, 1220, 1212, 1204, 1182, 1171, 1154, 1126,

1112, 1097, 1075, 1056, 1032, 1016, 966, 937, 918, 906, 861, 842, 821, 809,
792, 762. 743, 715, 665. 656, 650, 621, 602, 560, 541, 524 and 507 cm1 . B
Raman The Raman spectrum of the Polyngrph was recordedat §£0ughhé 9b63s Vi al

using a Perkin El ner 2000R spectrorret er at 4 cm t resolution and i's shown

in Figure -axi s hows e is ws AG | ase 064 run)
wth o podtie S et Gtk BE A i Kb SR omett S et 1obs,
1614. 158@comsyy copfigured wigng Cuiaede, Drgnary axxgjsaconﬂme,%oliczmts 2181, 1150,
1076, 1016GecH@lhry Sib8ockrbinat@2and scimBiatidddetetor, T3 Foll®dhe 200disith2, 470,

428, 406, Cgé&tﬁﬁg“%?g)uﬁgrl C INI4i R The 90.56 Mz 13C Cg S NWI R spectrum
for the Polynorph is shown in Figure 111. Chem cal shifts are tabulated in
Tabl e 1. I:?adl&?a V\%ﬁe record at anbient tenperature and 10 kHz spinning
frequency “8BrUker AWK spectronmeter, with 1.6 ns cross pol arization,
and a repdanerer epsanof #8kY  Chenmical shifts were external ly referenced
to the calexgdtatmngnal 40imA glycine test sanple at 176.4 ppmrelative to
t et ramet hyl gt g, and are gegarded as accurate to within +/- 0.5 ppm
Table |I. %ég % m cal Shi gti % t he Pol ynor ph. Chem cal Shift (ppm

38.062. 8179985 2175. 0 49741%¥. 9134. 0157. 1 51.9114.813 8.0170. 7

57.6119. 68%p siag2. 0 D X- RAY2P80der Diffracti on (XRRPD) The XRPD pattern of

t he Pol ymTigb pesstapown beP@dw in Figure 1V and a summary of the XRPD angl es
and cal culated lattice spacings characteristic of the Polynorph is given in
Table I1.




9 22 Septenber 2003 Data were acquired on a Bruker D8 Advance X-ray
diffractoneter wth theta/theta geonetry configured with a Cu anode,
primary and secondary Soller slits, a secondary nonochromator, and .
scintillation detector. The follow ngeacquisition copgi$é@enyé 2oosed:
Tube anode: Cu Generator tension:40 kV Generator current:40 mA Start

angle: 2.0 20 End angle:35.0 20 Step size:0.02 20 Tine per step:2.5 s 10 22

Sept enber 2 | & = i ffr i-on _Angl es_and, Cal cul at ed
Lattice Spag?%gisgq@'cz(afké%tpér“ﬁg %/P(E:) oi fjt;rhgn Leféﬁn%rcgaﬁqu%ﬁg‘?ﬁfigbﬁe%ﬁcﬁgél elLattice
Spaci ng (20) (Angstroms) 9. 2555.}@?%@56‘?%@6&913%0@&13. 76.46 14.06.3? 14.76.03
14.95.95 15.35.77 16.45.39 18.44.83 18.74.74 19.04. 68

Diffraction Angle Lattice Spacing
(°28) (Angstroms)
9.2 9.63
11.6 7.65
123 7.17
13.7 6.46
14.0 6.32
14.7 6.03
14.9 595
15.3 5.77
16.4 5.39
18.4 4.83
18.7 4.74
15.0 4.68
19.3 4.59
20.0 4.44
21.0 422
21.9 4.07
225 3.94
23.3 3.81
24.0 3.7
24.5 3.63
249 3.58
25.6 348
26.2 3.40
27.2 3.28
27.7 3.22
28.7 3.11
29.2 3.05
296 3.02
30.2 2.96
30.8 2.90
31.0 2.88
31.7 2.82
323 2.77




19.34.59 20.04.44 21.04.22 21.94.07 22.53.94 23.33.81 24.03.71 24.53.63
24.93.58 25.63.48 26.23.40 27.23.28 27.73.22 28.73.11 29.23.05 29.63.02
30.22.96 30.82.90 31.02.88 31.72.82 32.32.77 11 22 Septenber 2003 32.9 2.72
33.4 2.68 342 2.62 12 22 Septenber 3Q03 CLAIMS 1. A pol gomi-phiér d@Ha of
5-[4-[2- (N -nethyl - N-(2-




pyridyl ) am no) et hoxy] benzyl }thi azolidin e-2,4-dione. maleic acid salt (the
Pol ynmorph) 5 characterised in that it provides: (i) an infra red spectrum
cont ai ni ng peaks at 1752, 1546, 1154, 621, and 602 cm 1; and/or (ii) a
Ranman spectrum contai ni ng peaks at 13%1, 1243 and 6022¢0n&edtemirBO03 (iii)
a solid-state nucl ear magnetic resonance spectrum containing peaks at 11
1.9, 10 1{A.48IM$19.6, 129 2, 134.0, 138.0, 144.7, 153.2, 157.1, 170.7,
172.0 and 175.0 ppm and/or (iv) an X-ray powder diffraction (XRPD) pattern
whi ch gives calculated lattice _spacings of 6.46, 5.39, 4.83, 4.68, 3.71,
3.63, 3.58]- and “spalgmeipRic foms of 3444 2-(N-msthpid¥ 6B according to claim 1,

whi ch provy¢ggyInindhdtRox : isddbgt | sl N s Wt
Figure 1. g A ﬁgrlx mj)r hﬁ%c%?gﬁgﬂ:{nglﬁélla?n? ?a%?h%ggi%cgﬁq%@&gw8wlﬂes a
Raman Dspe‘él?"‘\rﬁcrﬁ%i%s'f’ Liibpnoyides: accordance with Figure I1. 20 4. A

Pol ynor ph @gcor dh Rifrd fedaspiécona c@ﬁta%iﬂ% BRalts 469732, 1’!1‘6‘,3'*1‘1?4,%@1%?& Sghi d-

state nucl gar gnetic resonance specirum substantially I’'n atcordancé wth

Figure 11 Tor Table |I. 25 5. A Pol ynorph according to any one of clains

1 to 4, whiiph pa®eaniessproriinicayaiBapgeskdit7sact 2adddPRm Hathebn

substantla(lél;z in alcg_ogganc w th Fi.gure IVaand/or Table H 30 6. A

Pol yr or ph d8tor arR TS aNYF GHERFRCEF S spRagce spegirumconaylpe paakset il 1.97. A

Pol ymdfph Hec®ridiony 126.22194.0ne380, bdalV ns312,11674, 170.7purE0 ka8 Ws.ﬁ-pgﬁ); 35 g
rm 35 9.

Pol ynor ph E?,&%}rdi ng to any one of clains | to 7, in crystalline f
A process Tor ‘preparing a Pol ynorph according to claim1, characterised in

that a sol(ih onaK-@yrmeswed difrpction @ERBD) petkeratwidob bivet caltuikeMatticd
t enper at urg .} l42d ot r-OMi gr | Li.safi,on of the Pol ynorph
artor ani cherne BEPyEos R 135 £eRL heT Lo Ay BB AR By hanol
15 2 A Polymorph according to claim 1, which provides an infra red spectrum
substantially in accordance with Figure I.

3. A Polymorph according to claim 1 or claim 2, which provides a Raman
| spectrum substantially in accordance with Figure II.

20
4. A Polymorph according to any one of claims 1 to 3, which provides a solid-
state nuclear magnetic resonance spectrum substantiaily in accordance with Figure III
and/or Table L.

25 5 A Polymorph according to any one of claims 1 to 4, which provides an X-ray
powder diffraction (XRPD) pattern substantially in accordance with Figure IV and/or
Table II.

6. A Polymorph according to any one of claims 1 ta 3, in isolated form.

30

7. A Polymorph according to any one of claims 1 to 6, in pure form.
8. A Polymorph according to any one of claims 1 to 7, in crystaliine form.
35 9 A process for preparing a Polymorph according to claim 1, characterised in

that a solution of Compound (I) in denatured ethanol at an elevated temperature is
cooled so as to provide crystallisation of the Polymorph after which the Polymorph is
recovered from the denatured ethanol.




13 22 Septenber 2003 10. A pharnmaceutical conposition conprising an
effective, non-toxic anount of a polynorph according to any one of Clains 1
to 8 and a pharnmaceutically acceptable carrier therefor. 11. A pol ynorph

according to any one of Clainms 1 to §3gfor use as an 3¢t G¥gterhih@ 2008t i C
substance. 12. A pol ynorph according to any one of Clains 1 to 8, for use in
the treatnment and/or prophylaxis of diabetes nellitus, conditions

associ ajgd W BhetingeehiRsl B8inpbsitién FBFhpFiSinkad cff6QANR] n6Akd:08 nidi@t @9fa 13.
The use of a pol ynorph accordin one of Clainms 1 to 8 for the

to an
manuf acpalymorpli agcordidigctenany ohe D?@iéintsr }e/afo rfeand anpllesmagrubisrlly asqeptagie
di abet es_nel b_ll t“;f conditions associated with diabetes nellitus and certain
conpl i cSPTShYC Y eof . 14. A process for preparing " Conpound I’
(5-14-[2-(N-met hyl -N-(2- pyridyl)am no)ethoxy] benzyl]thiazolidine
-2,4-dione, maleic acid salt) froma pol rph _as c¢lainmed in any one of
clainms 1lto & pohangsphcacsardingntp a8y ngpe Hgaﬁlé‘bgs loto %i %"rpl"é"péltsi #y 281 o) ut i on

of the @@fﬁﬁgﬁgﬁéﬁﬂ@f”i tabl e solvent; (ii) seeding the solution with

Conpoun I'T1) recovering Conpound |I. 15. A process as clained in
claim14 wherein the solution is prepared at an elevated tenperature. 16. A

process in clained in claim 14 or clai.m 15 er.ei.n the solvent is gcetone or
b hanot 1247, pRyBmicsdrdia oy o L LTS 160 inEparni 7 vearisah infes
denat ur aeyRLNANOLE didBbtes mBNRES SSndifios %b&ﬁ'ﬂedl Wit alttés @Elliehstariecktid 0 17

carried out“in an inert atnosphere. 19. A process as clainmed in claim 18,
wher ei n complicatns thereedsphere is nitrogen.

13.  The use of a polymorph according to any one of Claims 1 to 8 for the manufacture
of a medicament for the treatment and/or prophylaxis of diabetes mellitus, conditions

associated with diabetes mellitus and certain complications thereof.

14. A process for preparing ‘Compound I'  (5-[4-[2-(N-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione, maleic acid salt) from a polymorph
as claimed in any one of claims 1 to 8, the process comprising the steps of (i) preparing a
solution of the polymorph in a suitable solvent; (ii) seeding the solution with Compound I;

and (iii) recovering Compound I.

15. A process as claimed in claim 14 wherein the solution is prepared at an elevated

temperature.

16. A process in claimed in claim 14 or claim 15 wherein the solvent is acetone or

ethanol.
17. A process as claimed in claim 16 wherein the solvent is denatured ethanol.

18. A process as claimed in any one of claims 14 to 17 carried out in an inert

atmosphere.

19. A process as claimed in claim 18, wherein the inert atmosphere is nitrogen.




