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The novel Sodium Salt also has useful pharmaceutical properties and in particular
it is indicated to be useful for the treatment and/or prophylaxis of diabetes mellitus,
conditions associated with diabetes mellitus and certain complications thereof.

Accordingly, the present invention provides 5-[4-[2-(N-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione, sodium salt, especially a non-
hygroscopic sodium salt or solvate thereof.

In one favoured aspect, the Sodium Salt provides an infrared spectrum
substantially in accordance with Figure 1. .

In one favoured aspect, the Sodium Salt provides a Raman spectrum substantially
in accordance with Figure 2.

In one favoured aspect, the Sodium Salt provides an X-Ray powder diffraction
pattern (XRPD) substantially in accordance with Table 1 or Figure 3.

In one favoured aspect, the Sodium Salt provides a Solid State 13C NMR
spectrum substantially in accordance with Figure 4.
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In a preferred aspect, the invention provides
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mel ting gﬁ%@&&g@ﬂ@@ﬁﬁﬂg@wgésfrom 245 to 250C, such as 246 to 249C, for

exanpl e resent invention encorrpasses the Sodium Salt or
.sol vat e thanéaftaredsnestram supsipiiadlyfip perostangheithdagyredaand t h ot her material s.

Thus in e REAKES gcﬁgﬁlesurbgaﬁﬁgwlgg@hotrmce%m welt agd solvate thereof in
dthe Sodi um Sal.t or

i sol ated f Inaf as pr ovi
“sol vat e rwgegéﬁvarpaw %FrC{] firactioR prgam @5@% supstagtig rl%?ggrélercet‘ﬂ%rf
provi ded JtdieFidee B uandSal t or soI vate thereof in crystalline<{orm Al so t he
inventio alt qr ate thereof in asord
phar rracezlt Eﬁql@%@tg SfPS? §‘3’€H‘ ﬁ%ﬂl lnsac?F?r WEK J‘ peci al | y
when adapt ed fgitaldy e%‘éﬁﬂlmlsﬁr}&ﬁ p&eltingnoiwhja the gapge 9 ‘éfﬁt%éﬁo 35%63 pPeli des
t he Sodi us&etd 249°C by exaenplé 246 of B4 (ohar maceutical Iy acceptable form

especially | n’[jﬁ% | lfesel%rlmlen?fﬂﬁQngﬁngsge%ltﬂeg&?@.rﬁa'Scaﬂl b afIRARLAsQhted i 1 h

phar maceut i cal 0Céssi n gract 0l ng processes
require qmregfempatv\é\eheémmeﬁovlﬂe&thﬁpnﬁeml$ | Thigs, infope aspeshibiere b pravididyi ng

especi al lﬂre§Adﬁhﬂ@%ﬁo%arrvarat&ére@flﬁ@sromfe&royrhng for exanple hot nelt

pr ocessi ng; or exanpl e heatsterilisat]on such as autocl avi n Further nor e,
the inventi onipp S¥thes gspesbthegsds praviiedithePodivm syitorsplvateghere

phar macegttified foyrmaccept abl e form especially in bulk form and especi ally in

f h b d f.

gener ati ng-hedt PR BB e F HPTIAGLF SPHIRY e SLoipAE HeFPoRER: - dr i ed
form esptystaﬁiﬂe;foanfl uid-bed dried formor a spray dried form for exanple
oy & orm havidigs, R fvehioln BRacPIRSERARY Sall 8 o VAN Fedein @ S ™ M12V1 00

bei ng heat-steé autoc ated above the Sodi um
Salt of pharmageutisally raccreptabdmforwg sedoasH sphdmeagerf@erm papecinlly wiven afapiedides

non- hygr @&Caaj Qjﬂlms'ﬁlahgﬁlt 'y hygroscopic pharmaceutically acceptable

sol vates, inc drates, of the, So Salt. The invention also

provi des a prg’g‘%@ eFo% b‘rvéﬁa?l? P‘r?é“d%& LéadBHPtsaBPrac’lé’@F\?haPE@fgﬁéreof

crzrar a\c;\:) eoh;.mfhcemxchhﬁtac&pta%}e[ ﬂnﬁl\ésrredlilw mNu(kaopmr sl ﬂ;ﬁmbemg@bhmn%a}l?e )n )zyl ]

- Zl 267 n u I or a
sal t 1 her Dt ol bpap Aot ok nd, Yo L B POl o R OB ot ) T
react ed wéquiresorsgonemte fat,Sotexample ml:lnna, fon exampledeat-difyingespeqidly, fleidsol vat e
of ther @g,[n f &n. gdlﬁ@ r a soI vat e
t her eof :BE&IP b gfggbug S |%a{)0? gthrsgrrrrleggfj(\)/égg %S ?35% gtrlrlg

exanpl e BicHY; &*HWBSBFT‘ apautgplaginger such as tetrahydrofuran, a hydrocar bon,
suc[l ?s tol ue {Fﬁrt{l@'n{‘cﬁé QH@mvéhl@th aa\tna@@m@ BSdmﬁ{‘%ﬁ’l@éﬁs'odvaE‘Eé/'ﬁiére%g P4 hyl3 ]
acet at e, nitrile.suc etonitri al qgena rocar,bon suc
e af chi SReErLisalY BFupiRbls tor, Spedialar Bl Rmann oS BN S o b

sour ce ofeanptiocessedin d masufacturing pricessi rdguiriig er gentratinghyeit ofor erampsie in

pref erabla%uﬂg&lﬁgmaﬁ?{aeﬁﬁ{ﬂl eal gtﬁo%' Bem!&%r ﬁﬁﬁf@éfdﬂéﬁ eJr or a | over
al cohol such as neét ano ofr a m x

sol vent s spmmeiraérf@@mﬂoapxwleﬂn @:@rgbhn’fwg(he)ng kotgpelt progeysed; fnr pmsnplamge 2 to
25% wei gratfélxﬁghwmgbaﬁggeﬂrs@érﬁ;sg@by stiéh 5s%tt)clfc@dw@g 5hto 20% Tpe concentration
of sodi um hydr,oxi S a in ther of .2 10 111 %
vei ght 1 vol une ASHEEHEd ebovshe SSGuE Tl wenitunis nak BB  Boor at ur e
or at animsleatian Adtheringbrdas umehygmscop»carmhghtat hyepopicoharmicetitieallyef | ux

t enper at lé{:ﬁ:g?afbletﬂ?va? lﬁfr?c'([)u nﬁﬂcﬂ&g Qfﬁ{é oﬁmgglgent t enperat ure that

provi des require oyed ol vat es, such as hydrates,
of the Sodi umeallmve&rlen ph@p@@\é@ﬁsmme@gg@ pma@ag\ﬁ@rﬁqd@rra|8abrooeéulua@s

Recovery iredfénat R e th SAMPPAUEL (9eRIhAINY2 HoABY AR fINCKy flehiARt | On from
an

-



appropriate solvent, conveniently the reaction solvent, usually assisted by
cooling. For exanple, the Sodium Salt may be crystallised froman al cohol
such as PY@PHM330l, an ether such as tetrahydrofuran, or PRA{GHOI06E4,

m xture thereof. An inproved yield of the salt can be obtained by
evaporation of sonme or all of the solvent or by crystallisation at el evated
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obezi ty. cEﬂTrbhﬁ'@rﬂﬂpitﬁtifthﬁﬁpﬁSﬂﬁ:Ms&ﬁﬁmg hialyd:ieaﬂsed ®sinipicveutle hypertension,
cardi ovascul ar .. es ially atherosclerosis, certain eating
di sor der Sr?prpnl%g'lﬁxff«?ﬁtﬁgprq«ﬁlgg Ogélul ation of appetite and food intake in
subj ect s suf f deriystgllisatoon elinsadsodwerivitiated byisaeding withivrystale of thatSodiym Saltbr as
anorexi a [%&Sﬁereﬁﬁg%ﬂ}]ﬁ% ﬂ&r"}\?ﬁﬁépd ated with over-eating, such as

ul.m a.

obesity (fﬁ anorexi a . Itional conditions associated with
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resi st angg EP' 07506, 2287@1d Wed94705%59f ThOaigélbdRéxso TS 0306228 add WOSH/@du3bes
mel litus enco as%ec{j .
are mcg;%;ora ed herein by reference.
Sodium hydroxide is a commercially available compound.
When used herein the term "Tgpget” is generally determined by Differential
Scanning Calorimetry and has a meaning generally understood in the art, as for example

expressed in Pharmaceutical Thermal Analysis, Techniques and Applications", Ford and
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herein includes renal disease, especially renal disease associated with the
devel opnent of -4 WO 02/ 26735 PCT/ GO 1 /0.133 Type Il diabetes including
di abet i c MR#HPYPat hy, gl omerul onephritis, glonerul ar scl eP63{@BOIREHr ot i c
syndrone, hypertensive nephrosclerosis and end stage renal disease. As
menti oned above the corrpound of the invention has useful therapeutic
properti The ep | Lon r. ium Sal t

t her eof ﬁs lgg& t% % rapgustpogalgg [’h% 18te¥sg§gorfmh§8%cul arly, the
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di scl osed for
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phar maceytical |y c e eref or um t normal |y
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natural |y depend on the node of adm nistration. Conpositions are prepared
by adm xture and are suitably adapted for oral, p‘are,nteral or topical
admi ni stration, and as ﬁﬂ:ﬁgﬁéﬂe in the foliassiqatler s capsul es, oral
liquid preparations, powdess, granul esnohdggngespicpastilles,
reconstitutable povvders ir ectabl e and |1§F abl e sol utions or suspensions,
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are preferred, in parti d0+2e§)t% shaped or aﬂlodcmmyhygroscmlc since they are nore
conveni ent for gener al o, Tablets an gq@@g f.or oral adm nistration
are usual ly presented |lr%§g unit dose, ¥e (% ?1 conventional excipients
such as binding agents, fillers, dlluents tablettlng agents, lubricants,
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wet ti ng alyewing ai%acteight gsindindar thaabgte mentjsnead eriteSalof dnyone otBAYHSi8%.0ns may

be prepanef,by.s00pV¢ l%lzoml getdgds of blending, filling, tabletting or the
li ke. Repeated &eng eaPatlons may be used to distribute the -5 WO

02/ 26735 PCT/ éscymﬁgsm tB%fﬁ%Plﬁg@ﬁ?e ipglly Rpeentable raaluacss FEBPPINdSn S

enpl oyi Nngotn 6g&oxﬁtmatmgm@1&nt@ffmf bdth Bifian MEVEtORRIR LD S eXampledthe €QR S€,
conventi gna ar ations be,.in the form of,

f or examﬂhénn!%gﬂtté‘@@é’ a8?epéﬁﬂ§/s%t§%§¥?§?sg%§£efw F‘ifﬁgza%@rﬁ?rltm ons, syrups, or
elixirs, or ndRidbetepnedéns quteferbly theansiiypd UL diabetes mellimst i tution with water
or other suit gl gi¥gliShe oRANBAESHRTes iRUEDe b A AL SR IR RAT ROt &1 1

convent i onal iveS such as suspen
syrup, nenhgbests! Futthereongitions ﬁSSOClhﬁydl m&vh&b@}ﬂsdmlu@ﬁ bmrtenaomoxy met hyl

;SL ln'tj!s 0s f%%rrdﬁie\ﬂdmu'fﬁr lél'i@eg%e:a t@i}féﬁ:ﬁllg %ﬂlef%{sglﬁbﬂgfsggﬁg&% f‘zgm%chlwr@erg ah %arg%ﬁ}é{% S 'u‘;g Iu 2 g
vehi cl es ﬂzevms@ﬁtqﬁwf memﬁcfégémcﬁméal%m ecﬁ%ﬁ@%&&ﬁ% WpTsRpstagated

fract : ona\h&m:m@femuig Qich, ascanbmxﬁstear@a saud lﬂlsﬁﬁde@§ﬁs@6§laﬁéﬂ v@ﬂymr'-leﬁlﬁlgﬁ |

propyl en C Addbeser vatives t hyl or

pr opyl %ch) bt argle ¥e§‘rlaai§'%r 1:%(: Aé:@ id, S{ é’dftPnagiﬁOF lél&e%)é‘g%g’ﬁwt%al

. fl avouri lliglhéﬂe mémam oicpriag spndromeand p@r%mmiumd mdulimiesistaacé.on, fluid unit

dose forms ar erhefc%?h@ﬂlo‘ﬁ%?@éﬂlﬁ&ns%s&%%%ﬁh Qﬁb&t%?nﬁﬂﬁﬁﬁél{coh@‘é?s@&' on and
a sterile vehjc he conpound, endi ng on the vehic

concent r BETeFhINCREs Fsaal]isaqss, eSpRS dE‘EP é’rse%ﬁeééiﬂ%‘%ﬁ Wﬁhﬂ‘@rﬁ@?‘é’ﬂ’“@é’?‘ﬂﬁl ons
are normal ly prepared by dissolving the active conpound in a vehicle and
filter sterilising before filling into4a suitable vial or anpoul e and

seal i ng. Advant ageously, adjuvants such as a | ocal anaesthetic,
preservatives and buffering agents are al so dissolved in the vehicle. To
enhance the stability, the conposition can be frozen after filling into the
vial and the water renoved under vacuum
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Parent eral suspensions are prepared in substantially the same manner except
that the active conpound is suspended in the vehicle instead of being

di ssol vedVAAH2&B&ri | i sed by exposure to ethyl ene oxide bengFé‘;%qJ@Mdl ng in
the sterile vehicle. Advantageously, a surfactant or wetting agent is
included in the conposition to facilitate uniformdistribution of the
active c ound.. As .i 0Mmp ract.i ce, C osi,tions wll usually be
acconpani-& eMWQ@%‘B@U@‘P%&%&F&B@F@M ﬁcgnqrg nERITISEIORETHAN; ¢ al

t r eat mensclemsizenepheoticldyadipes Appertensiea hepgimodciprodieandendhstapesemal misehsed f or
t he treatnment I I ns
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non- human nee reof . Conveniently, the active_ ingredient may
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spectrum of the solid product was recorded using a Perkin-El nmer Spectrum
One FT-IR spectroneter fitted with a universal ATR accessory. Bands were
observed at: 3059, 3032, 3010, 2940, 2872, 1663, 1593, 1S60, 1546, 1502,
1463, 1422, 1369, 1323, 1270, 1227, 1198, 1I 79, | | 52, | 112, 1059,

A NN N — — ~ ™~ NN S ~~ NN P — ~ A~ ey o~ A -—a A -~ P~ -~ N ~r A P —




Table 1 Angl eRel.Intensity2-Theta

3. 350. 78. 622. 89. 910012. 20. 615. 34. 516. 522. 916. 911. 817. 38. 118. 416. 918. 89. 319.
967. 520. MO PZ@679%. 721. 05. 922. 02. 223. 037. 624. 15. 725. 16. 4 - POT/GBAOEBA 26735
PCT/ GBO1/ 0~33~

25.722.226.53.927. 46. 628. 55. 529. 44. 230. 018. 630 713. 631. 4731. 65. 633. 033. 934.

3 6.9 Th ljd-state NVR t f.th Sal |

Pacor ded on & IBAAERCCARSA S HEHS RRRtOREPEEFHHoREe ghSeEuR A BT | 4

was packetanufhau® of amedicancamb far th#\ﬁeatnienlranﬂfdrtpembhpdmﬁs af dialetds neellituand r ot or
t | t

FFom b t O Ao kR i bes REhs My BT P liBfiont Rl PP; BT B 0"

.15 s) and prot cfmﬂlevtmahn@éamdfptwphﬂaxmgfdmh@tﬁsmllw, genditjors asswqbcﬂ se phase

dul at
modul a eg&gﬁﬂ_ﬁf Mhteg H{Eﬂg &rﬁl&%ﬁﬁ?‘?ﬁ)ﬁ%hc@@r@tﬁ&koﬁﬂé fSE&luHPSﬁt @P‘é?orl&ﬁ'{’é

referenced to the car cl ne at prn relative to
LTNG and vibpEobmeEbe Ekonin argouuts so3s to, prwgq%omomd @331@111@ 2 dgses] ywhas
o] [Adaimeis ottt At 5 SLS 1577
i es iu i
theppr oduct of %eéomﬁaslH@PSt?fJﬁngFﬁlﬂown%m&e gl?d?‘l#ﬁ“’\%;%l
det er m nqﬂua&@ﬁ@lﬁdcm}' etc@epttﬂﬂe seitvhie dhedesfin abashouit prowidihgSup Rhmmg,copoel a, USP
23, 1995,. 141 > [ r la"
o ng . BOEHANE 121250 ol 25 PR of Lo IR 80 e INCE A0 B Sl o3 PR
di scol ourofaGompo@ad®), fﬁdxampiﬁ 53, B $, 1.8 AetD,dy o232mg afeCompopnddint of
the b I} duct
e br 0an ﬁaﬂ%ﬁ%&%&l—é)@ %‘f’(%]vﬂ%ir % %@uﬁ@l%@b&o&ﬁ%ﬂ E&%ﬂnglgé e diRduc

of Exanp stance

Differ entSaéfl orgchermargutieallyracaentable selvalg theread apil g-phesmacepgally aﬁ’fﬁf’éﬁbéﬂ us.

Tonset ( JcQgiéf‘tHéiéﬁr Wher&i8 dh86diimISudlor adhdfmacedtcally\WEEMARIS 610at il dWB:
PCT/ GBO 1/ 0~33~

e R A PP gIng. by b 1Rk B 847 | 2RSS SPRPDi i one
S(r)]dl urnt Z ?dut:h a®tmg of f@mn‘rpmmdt t(D) srdhyas 2epepft Gomposad (ptsect etreg b Cahtl

arac
ﬁygr oscop(::?:l%g%dn'a&bhgﬁmo%%ﬁécc?&c‘iﬁﬁgﬁ? {)I? P%p?ﬁhgﬂﬁgﬁar a(&:rfper | szll()f |gn t Kat It
provi des one oThermmltmh also)pravides# pharmacentiealtaompositios camprising yhe §odium
accor dan C‘S%lﬁ’\&rtafb(}r Hée‘ﬁuéally{dcbéptﬁblg@m@te %ﬁé‘?&}fﬁh' B RERat G it dn¥ of Mo cor dance

with Figure 2 c{\p diffraction pattern (XRP
subst ant |cahq=ryanrlrfh§ze@6 raa%m&én Etwnﬂhb peharmaceyticglly éC@ptaplqsanaer IEQrst at e

13C NWR spect rmmg 1%U&&Io%raﬂdoé}irb‘}’1db§1a AraRAdaNEe tréhtitenChglsSpréphydads ) a

mel ting ppi nte in lhg’g nﬂﬁe of for 0%2 (ti 2{50&1: 111A Ca@gp ﬂn.d %cc?lr di n to any

one of ol GAReSTE $onS gr0p Argori Sibgtes gl A AU GOTECHRG ¢ o

any one dherebfims himeaw odnon-humatmlaknmal Whixch domiprise Sadiingstaringeaneafieciivd,

conposi ti %-ﬁm%%ﬂ%i‘ e %&&h@&t%‘?%%lﬁrﬁcé&ically acceptable solvate thereof in
combination with one or more other anti-diabetic agents.

In a further aspect the present invention provides the use of the Sodium Salt or a
pharmaceutically acceptable solvate thereof in combination with one or more other anti-
diabetic agents, for the manufacture of a medicament for the treatment and/or prophylaxis
of diabetes mellitus, conditions associated with diabetes mellitus and certain
complications thereof. *

In the above mentioned treatments the administration of the Sodium Salt or a
pharmaceutically acceptable solvate thereof and the other anti-diabetic agent or agents
inciudes co-administration or sequential administration of the active agents.

Suitably in the above mentioned compositions, including unit doses, or treatments
the Sodium Salt or a pharmaceutically acceptable solvate thereof is present in an amount
providing up to 12mg, including 1-12mg, such as 2-12mg of Compound (1), especially 2-
4mg, 4-8mg or 8-12mg of Compound (I), for example 1, 2, 3, 4, 5, 6,7, 8,9, 10, 11, or
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pyri dyl ) am no) et hoxy] benzyl ] t hi azol i di ne- 2, 4-di one sodium salt (the Sodi um
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non- human mamal in need thereof, wherein the SOdIUW]Salt is present in an
amount providing up to | 2ng of

5-[4[ 2- (N-net hyl - N- (2- pyri dyl ) am no) et hoxy] benzyl ] t hi azol i di ne- 2, 4-di one.
12, A nethod for a nethod for the treatnent and/or prophylaxis of diabetes
mellitus, conditions associated with diabetes nellitus and certain
conplications thereof, in a human or non-human manmal whi ch conpri ses

adm ni stering an effective, non-toxic, anmount of

5-14-[2-(N-net hyl - N-(2-pyridyl)am no) et hoxy] benzyl]thiazolidi ne-2, 4-di one
sodium salt or a pharnmaceutically acceptable salt thereof in conbination
with one or nore other anti-diabetic agents. 13.. A conpound
5-[4-[2-(N-nethyl -N-(2-pyridyl)am no) et hoxy] benzyl ]t hi azol i di ne2, 4-di one
sodiumsalt or a pharmaceutically acceptable salt thereof for use as an
active therapeutic substance, wherein the Sodium Salt is present in an
amount providing up to | 2ng of

S-[4-[2-(N-nethyl - N-(2-pyridyl)am no) et hoxy] benzyl ]t hi azol i di ne- 2, 4-di one.
14. A use of

5-14-[2-(N-met hyl - N-{ 2- pyri dyl ) am no) et hoxy] benzyl ]t hi azol i di ne- 2, 4di one
.sodiumsalt or a solvate thereof, for the manufacture of a medi canent for
the treatnent andl or prophyl axis of diabetes nellitus, conditions
associated with di abetes nellitus and certain conplications thereof,

. Wherein the Sodium Salt is present in an anmount providing up to | 2ng of
5-[4-[2- (N-net hyl - N-(2pyri dyl ) am no) et hoxy] benzyl ] t hi azol i di ne- 2, 4-di one.
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as a crystalline solid.

Example2  5-[4-[2-(N-Methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-
dione, sodium salt

A stirred suspension of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl}
thiazolidine-2,4-dione (3.0 g) in propan-2-ol (30 ml) was heated to 60°C before a solution
of sodium hydroxide (0.40 g) in water (5 ml) was added. The stirred mixture was heated
to reflux to give a clear solution and was then cooled to 21°C over approximately 1 hour.
The solid precipitate was collected by filtration, washed with propan-2-ol (10 ml) and
dried under vacuum at 50°C for 2 hours to yield the 5-[4-[2-(NV-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione, sodium salt (2.09 g) as a white,
crystalline solid.

Found: C: 56.82, H: 4.73, N: 10.95; Expect C: 56.97, H: 4.78, N: 11.08.

'H-NMR (d¢-DMSO): Consistent with the 5-[4-[2-(N-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione, sodium salt.

Example3  5-[4-[2-(V-Methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-
dione, sodium salt

A solution of sodium hydroxide (3.36 g) in water (10 ml) was added to a stirred
suspension of 5-[4-[2~(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-
dione (25.0 g) in propan-2-ol (250 ml) at reflux. The stirred mixture was maintained at
reflux for 15 minutes and then cooled to 21°C over approximately 1 hour. The white
solid was collected by filtration, washed with propan-2-ol (2x50 ml) and dried under
vacuum over phosphorus pentoxide for 16 hours to afford the 5-[4-[2-(N-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione, sodium salt (24.83 g) as a white,
crystalline solid.

Characterising data recorded for the product of Example 2

The infrared absorption spectrum of a mineral oil dispersion of the product was obtained

using a Nicolet 710 FT-IR spectrometer at 2 cm! resolution (Figure 1). Data were
digitised at 1 cmintervals. Bands were observed at: 1664, 1595, 1566, 1547, 1504, 1462,
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3059, 3032, 3010, 2940, 2872, 1663, 1593, 1560, 1546, 1502, 1463, 1422, 1369, 1323,
1270, 1227, 1198, 1179, 1152, 1112, 1059, 1008, 977, 958, 926, 889, 837, 816, 783, 764,
741, 729, 720, 691, 681 cm’'.

The Raman spectrum (Figure 2) was recorded with the sample in an NMR tube using a
Nicolet 960 E.S.P. FT-Raman spectrometer, at 4 cm™ resolution with excitation from a
Nd:V04 laser (1064 nm) with a power output of 400mW. Bands were observed at: 3060,
3011, 2942, 2914, 2872, 1686, 1674, 1608, 1595, 1583, 1558, 1464, 1450, 1433, 1425,
1413, 1387, 1317, 1276, 1232, 1210, 1180, 1097, 1054, 1009, 979, 924, 890, 848, 831,
785, 749, 682, 642, 625, 521, 484, 403, 338 cm’".

The X-Ray Powder Diffractogram pattern of the product (Figure 3) was recorded using
the following acquisition conditions: 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 °26,
Time per step: 2.5 seconds.Characteristic XRPD angles and relative intensities are
recorded in Table 1.

Table 1
Angle Rel. Intensity
2-Theta ° %
3.3 50.7
6.6 22.8
9.9 100
12.2 0.6
15.3 4.5
16.5 22.9
16.9 11.8
17.3 8.1
18.4 16.9
18.8 9.3
19.9 67.5
20.4 4.7
20.9 5.7
21.0 5.9
22.0 2.2
23.0 37.6
241 5.7
25.1 6.4
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The solid-state NMR spectrum of the Sodium Salt (Figure 4) was recorded on a Bruker
AMX360 instrument operating at 90.55 MHz: The solid was packed into a 4 mm zirconia
MAS rotor fitted with a Kel-F cap and rotor spun at ca.10 kHz. The 13C MAS spectrum was
acquired by cross-polarisation from Hartmann-Hahn matched protons (CP contact time 3 ms,
repetition time 15 s) and protons were decoupled during acquisition using a two-pulse phase
modulated (TPPM) composite sequence. Chemical shifts were externally referenced to the
carboxylate signal of glycine at 176.4 ppm relative to TMS and were observed at: 37.2,
41.4, 51.1, 62.7, 68.9, 102.9, 109.8, 112.1, 119.2, 130.7, 132.1, 132.9, 138.5, 148.9,
159.5, 191.6, 197.7 ppm.

Properties of the Sodium Salt

Melting Point of the Sodium Salt recorded for the product of Example 3

The melting point of the Sodium Salt was determined according to the method described in
the U.S. Pharmacopoeia, USP 23, 1995, <741 > "Melting range or temperature, Procedure
for Class Ia", using a Buchi 545 melting point instrument.

Sample was observed to discolour above 200°C. A brown solid was formed by 230°C.
Melting point of the brown solid: 246°C.

Tonset of the Sodium Salt recorded for the product of Example 2

The Tgnget of the drug substance was determined by Differential Scanning Calorimetry
using a Perkin-Elmer DSC 7 apparatus.

Tonset (10°C/minute, closed pan): 1550C, 249°C.
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(1) an infrared spectrum substantially in accordance with Figure 1;
(i1) a Raman spectrum substantially in accordance with Figure 2;
(iii) an X-Ray powder diffraction pattern (XRPD) substantially in accordance with Table
1 or Figure 3;

(iv) a Solid State 13C NMR spectrum substantially in accordance with Figure 4; and
(v) a melting point in the range of from 245 to 250°C.

3. A compound according to any one of claims 1 to 3, in a solid dosage form.
4. A compound according to any one of claims 1 to 4, in a bulk milled form.

5. A pharmaceutical composition comprising 5-[4-[2-(N-methy]-N-(2-
pyridyl)amino)ethoxy]benzyl]jthiazolidine-2,4-dione sodium salt (the Sodium Salt) or a
pharmaceutically acceptable solvate thereof, according to claiml, wherein the Sodium
Salt is present in an amount providing up to 12mg of 5-[4-[2-(N-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione and a pharmaceutically acceptable
carrier therefor.

6. A pharmaceutical composition according to claim 5, comprising the Sodium Salt
or a pharmaceutically acceptable salt thereof in an amount providing 1, 2, 4, 8 or 12mg of
5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyllthiazolidine-2,4-dione.

7. A pharmaceutical composition according to claim 5, comprising the Sodium Salt
or a pharmaceutically acceptable salt thereof in an amount providing 2mg of 5-[4-[2-(N-
methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione.

8. A pharmaceutical composition according to claim 5, comprising the Sodium Salt
or a pharmaceutically acceptable salt thereof in an amount providing 4mg of 5-[4-[2-(N-
methyl-N-(2-pyridyl)amino)ethoxy]benzyljthiazolidine-2,4-dione.
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11. 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 5-
[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione sodium salt or
a pharmaceutically acceptable salt thereof to a human or non-human mammal in need
thereof, wherein the Sodium Salt is present in an amount providing up to 12mg of 5-[4-
[2-(N-methyl-N-(2-pyridyl)amino)ethoxy Jbenzyl]thiazolidine-2,4-dione.

12, A method for 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 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione
sodium salt or a pharmaceutically acceptable salt thereof in combination with one or
more other anti-diabetic agents.

13.. A compound 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-
2,4-dione sodium salt or a pharmaceutically acceptable salt thereof for use as an active
therapeutic substance, wherein the Sodium Salt is present in an amount providing up to
12mg of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione.

14. A use of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-
dione sodium salt or a solvate thereof, for the manufacture of a medicament for the
treatment and/or prophylaxis of diabetes mellitus, conditions associated with diabetes
mellitus and certain complications thereof, wherein the Sodium Salt is present in an
amount providing up to 12mg of 5-{4-[2-(N-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione.
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