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N M S A LT
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Figure 1. generate heat, for example milling, fluid bed drying, spray drying, hot melt processing
and sterilisation by autoclaving. The DL-Tartrate can also be prepared by an efficient,
economic and reproducible process particularly suited to large-scale preparation.
The novel DL-tartrate 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, DL-Tartrate salt or a solvate
thereof.
Suitably, the DL-Tartrate is a mono-tartrate salt.
Mono tartrate salts also optionally comprise another monovalent salting ion such
as an alkali metal or ammonium cation.
In one favoured aspect, the DL-Tartrate provides an infrared spectrum
substantially in accordance with Figure 1.
In one favoured aspect, the DL-Tartrate provides a Raman spectrum substantially
in accordance with Figure 2.
In one favoured aspect, the DL-Tartrate provides an X-Ray powder diffraction
pattern (XRPD) substantially in accordance with Table 1 or Figure 3.
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In one favoured aspect, the DL-Tartrate provides a Raman spectrum
substantially in accordance with Figure 2. In one favoured aspect, the
DL- Tartr av@oping: des an X- Ray powder diffraction patternPCRRBD)/03511
substantially in accordance with Table 1 or Figure 3. 1 WD 02/12232
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In yet a further aspect there is provided the DL-Tartrate or solvate thereof in
crystalline form.

Also, the invention provides the DL-Tartrate or solvate thereof in a solid
pharmaceutically acceptable form, such as a solid dosage form, especially when adapted
for oral administration.

Moreover, the invention also provides the DL-Tartrate or solvate thereof in a
pharmaceutically acceptable form, especially in bulk form, such form being particularly
capable of pharmaceutical processing, especially in manufacturing processes which
require or generate heat, for example milling; for example heat-drying especially fluid-
bed drying or a spray drying; for example hot melt processing; for example heat-
sterilisation such as autoclaving.

Furthermore, the invention provides the DL-Tartrate or solvate thereof in a
pharmaceutically acceptable form, especially in bulk form.and especially in form having
been processed in a manufacturing process requiring or generating heat, for example in
a milled form; for example in heat-dried form, especially a fluid-bed dried form or a
spray dried form; for example in a form ha{/ing being hot melt processed; for example in
a form having being heat-sterilised by such as autoclaving.

A suitable solvate is a hydrate.

The invention also provides a process for preparing the DL-Tartrate or a solvate
thereof, characterised in that 5-[4-[2-(N-methyl-N-(2-
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sterilisation such as autocl aving. Furthernore, the invention provides the
DL-Tartrate or solvate thereof in a pharmaceutically acceptable form
especi al iwobmtast k form and especially in form having beraT/pBovessed in a
manuf acturi ng process requiring or generating heat, for exanple in a
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temperature, for example at the reflux temperature of the solvent, although any
convenient temperature that provides the required product may be employed.

Solvates, such as hydrates, of the DL-Tartrate are prepared according to
conventional procedures.

Recovery of the required compound generally comprises crystallisation from an
appropriate solvent or mixture of solvents, conveniently the reaction solvent, usually
assisted by cooling. For example, the DL- tartrate may be crystallised from an alcohol
suchas ethanol or a ketone such as acetone or water or a mixture thereof. An improved
yield of the salt may be obtained by evaporation of some or all of the solvent or by
crystallisation at elevated temperature followed by controlled cooling, optionally in
stages. Careful control of precipitation temperature may be used to improve the
reproducability product form.

Crystallisation can also be initiated by seeding with crystals of the DL-Tartrate or
a solvate thereof but this is not essential. |

When the mono tartrate salt comprise another monovalent salting ion such as an
alkali metal or ammonium cation.the said ion is conveniently formed by reacting the
mono tartrate salt with a solution of the chosen monovalent salting ion for example a
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hyperi nsul i naem a an gest at1 onal di abetes }es mellitus preferably
neans Typ#d qbegity b@@r@lg:r gepditiensassociated with diabetes include hypertension,

cardiovascular disease, especially atherosclerosis, certain eating disorders, in particular

the regulation of appetite and food intake in subjects suffering from disorders associated
with under-eating, such as anorexia nervosa, and disorders associated with over-eating,
such as obesity and anorexia bulimia. Additional conditions associated with diabetes
include polycystic ovarian syndrome and steroid induced insulin resistance.

The complications of conditions associated with diabetes mellitus encompassed
herein includes renal disease, especially renal disease associated with the development of
Type II diabetes including diabetic nephropathy, glomerulonephritis, glomerular
sclerosis, nephrotic syndrome, hypertensive nephrosclerosis and end stage renal disease.

As mentioned above the compound of the invention has useful therapeutic
properties: The present invention accordingly provides the DL-Tartrate or a solvate
thereof for use as an active therapeutic substance.

More particularly, the present invention provides the DL-Tartrate or a solvate
thereof for use in the treatment and/or prophylaxis of diabetes mellitus, conditions
associated with diabetes mellitus and certain complications thereof.

The DL-Tartrate or a solvate thereof may be administered per se or, preferably, as
a pharmaceutical composition also comprising a pharmaceutically acceptable carrier.
Suitable methods for formulating the DL-Tartrate or a solvate thereof are generally those
disclosed for Compound (I) in the above mentioned publications.
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Suitable fillers for use include cellulose, mannitol, lactose and other similar
agents. Suitable disintegrants include starch, polyvinylpyrrolidone and starch derivatives
such as sodium starch glycollate. Suitable lubricants include, for example, magnesium
stearate. Suitable pharmaceutically acceptable wetting agents include sodium lauryl
sulphate.

Solid oral compositions may be prepared by conventional methods of blending,
filling, tabletting 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
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, gelatin, hydroxyethylcellulose, carboxymethyl cellulose,
aluminium stearate gel or hydrogenated edible fats, emulsifying agents, for example
lecithin, sorbitan monooleate, or acacia; non-aqueous vehicles (which may include edible
oils), for example, almond oil, fractionated coconut oil, oily esters such as esters of
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'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 DL-Tartrate or a solvate thereof to a human or
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 a further aspect the present invention provides the use of DL-Tartrate 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.

In the treatment and/or prophylaxis of diabetes mellitus, conditions associated
with diabetes mellitus and certain complications thereof the DL-Tartrate or a solvate
thereof may be taken in amounts so as to provide Compound (I) in suitable doses, such as
those disclosed in EP 0,306,228, W094/05659 or W098/55122.
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conpound of the present invention and a sterile vehicle. The conpound,
depending on the vehicle and the concentration, can be either suspended or
di ssol veavoParest eral solutions are normally prepared bypPdi/esol/wisng t he
active compound in a vehicle and filter sterilising before filling into a
suitable vial or anpoul e and seal i ng. Advantageously, adjuvants such as a
| ocal anaesthetijc preserv?tlv?s and bu@Jerl g ents are agﬁo di ssol ved
in the vehicl el O?évﬁﬁ% effeqts poedgdicat %ﬁ@@mﬂPﬁﬁ“@- UERMERISZz e

after f|fdrltmxgcdmiﬁdmnﬂheffhbaiveﬁn&the wat er renmoved under vacuum Parenteral

act vo. conpound?t EInaRe A FHEbABN Bridiebi BRI MR RREL RSl Vea ana

sterilised by exposure to ethyl ene oxide before suspending in the sterile
vehi cl e. Advantageously, a surfactant or wetting agent is included in the
conposition to facilitate uniformdistribution of the active conmpound. As
i's conmon practice, the conpositions wll usually be acconpanied by witten
or printed directions for use in the nedical treatnment concerned. As used
herein the term' pharmaceutical |y acceptabl e’ enbraces conpounds,
conpositions and ingredients for both human and veterinary use: for exanple
the term 'pharmaceutically acceptable salt' enbraces a veterinarily
acceptabl e salt. The present invention further provides a nethod for the
treatment and/or prophylaxis of diabetes nellitus, conditions associated
with diabetes nellitus and certain conplications thereof, in a human or
non- human manmal which conprises adm nistering an effective, non-toxic,
amount of DL-Tartrate or a solvate thereof to a human or non-human nmanmal
in need thereof. Conveniently, the active ingredient nay be adm ni stered as
a pharmaceutical conposition hereinbefore defined, and this forns a
particul ar aspect of the present invention. In a further aspect the
present invention provides the use of DL-Tartrate or a solvate thereof for
t he manufacture of a nedi canent for the treatnent and/or prophylaxis of

di abetes nellitus, conditions associated with diabetes nellitus and certain
conplications thereof. In the treatnent and/or prophyl axis of diabetes
mellitus, conditions associated wth diabetes nellitus and certain
conplications thereof the DL-Tartrate or a solvate thereof may be taken in
anounts so as to provide Conpound (1) in suitable doses, such as those

di scl osed in EP 0, 306, 228, W94/ 05659 or W98/ 55122.



6 WD 02/12232 PCT/ GB01/ 03511 No adverse toxicological effects are

I ndi cated in the above nentioned treatnents for the conpounds of the

i nventi owO®he2Bnl | owi ng exanples illustrate the inventi orChGBod@smDt |imt
it in any way. 7 WO 02/12232 PCT/ GBOLl/ 03511 EXAMPLES Exanple 1
S-[4-[2-(N-methyl - N-(2- pyridyl)am no) et hoxy] benzyl ] t hi azol i di ne- 2, 4-di one
DL tartra ure of

5-14-[2-(1 (2-pyridyl)am no) et hoxy] benzyl ]t hi azol i di ne-2, 4- dione
(10 g) anEX@mmaenbl é3@@216N)mv@s’l-§tﬁ2rme‘eﬂmmme)atwﬂlzﬁnmlﬂthmdldl@r%rdaone
clear sol g hot solution of DL- tartarlc acid (4.2 g) in ethanol (80

m ) (prepare y eatln r qu ute) was, ad . The saql ution
was stirred at ArBRgS of l]4r[2&‘{7 'réqy NS@fHY(’S]ﬁl E@%?Vi@?”zgﬁ‘gl Q‘iﬁ?ﬁt“ur e
wasdt hen @@ﬁé Qﬂ gpar@lletﬁér@?@i(ﬁtmm Rl stifred En@ héﬁétp@r@ﬁuk@o bive ggzlérﬁr fsomngndlfshed
pr oduct ect iltratio se et han n rie
under va ‘B\?@ro g—ﬁoé% ldpérﬁ& f(%‘rﬁgd @Pﬁ%ﬁﬂﬂy JicpiRe to)re?lux for
5-[4-[2-(M mamlityd) VNcs(aadecpy Thel ydihaoa way stirbaixiyt]refhenanti]] dridtaisdtiodi wes-obsdrved one

DL-tartrate 4,\{*‘[%4 Zm?%l w3 t}%q_cr%g{ t? %RE/(? ?g(!i L& gtoémsqem%g}'a%fér®5 YRR *The

consi st ent™
pyridyl) apmdu?tewm@]?tre@bylf]ltratmlz ovasltideilp cthand] (h@0 i) analr dricdtundeExanupive 2

gL[ iag t2r g ?’gé\ﬁi Byﬂho%s(é’en%ﬁdéjﬁbk hHBuROLPrbay banzy Nl hbigeRLdi ne- 2, 4- di one

m Xt ur
S [ 2 ( RALRIONERoBreragitrians byt ActigneoRh At (I AgLR HFHE 2, - di one
(3.0 9) apgsaafleadnd(50 M) was heated at reflux with stirring for 50
mnutes. To this was added a hot clear solution of DL-tartaric acid (1.27
g) inwater (6.0 ml). The reaction m xture was heated at reflux for 5
m nutes, tHFENMBAHEDNBOR OnsisEhiewithi j-p-Eo(N-thetiad-N-61-1 ected by filtration,

hour's at D1 B FeiAPe oy By MG REER IR pr ftises pressure for 1.2

pyri dyl ) am no) et hoxy] benzyl ]t hi azol i di ne-2, 4-di one DL-tartrate (4.0 g) as a
white cr¥shmiplé 2e Sqii[2-(NMathyt-DNe(2-pyrdyianmo)athaxydbenzytjthiahdidimeddet of
Exanpl e 14ithe piviaté@ek absorpti on spectrumof a mineral oil dispersion of
the product WAA mixture of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy|benzyl]

thiazolidine-2,4-dione (3.0 g) and acetone (50 ml) was heated at reflux with stirring for

50 minutes. To this was added a hot clear solution of DL-tartaric acid (1.27 g) in water

(6.0 ml). The reaction mixture was heated at reflux for 5 minutes, then cooled to 21°C.

The white solid was collected by filtration, washed with acetone (50 ml) then dried under

reduced pressure for 1.8 hours at 21°C to afford 5-[4-[2-(N-methyl-N-(2-

pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione DL-tartrate (4.0 g) as a white

crystalline solid.

Characterising data recorded for the product of Example 1

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 cm-! intervals. Bands were observed at: 3451, 1751, 1696, 1639,
1630, 1610, 1539, 1513, 1461, 1414, 1378, 1352, 1287, 1269, 1234, 1208, 1175,
1155, 1133, 1076, 1058, 1000, 922, 902, 839, 750, 713, 673, 600, 525, 508 cm-1.

The infrared spectrum of the solid product was recorded using Perkin-Elmer
Spectrum One FT-IR spectrometer fitted with a universal ATR accessory. Bands were
observed at: 3457, 3070, 2785, 1750, 1694, 1639, 1628, 1610, 1543, 1512, 1462,
1414, 1352, 1314, 1287, 1270, 1233, 1208, 1185, 1175, 1153, 1132, 1075, 1057,
1039, 1001, 983, 922, 902, 838, 827, 775, 749, 712, 668 cm-L.



obtained using a Nicolet 710 FT-IR spectroneter at 2 cm' resolution
(Figure 1). Data were digitised at 1 cm1 intervals. Bands were observed
at: 3451 wQ@5122321696, 1639, 1630, 1610, 1539, 1513, 1461pC14&B41/0358178,
1352, 1287, 1269, 1234, 1208, 1175, 1155, 1133, 1076, 1058, 1000, 922,
902, 839, 750, 713, 673, 600, 525, 508 cm 1. The infrared spectrumof the
solid product s.recorded usi Per ectrum On T-IR .
spect romet er f&xﬁ gam@‘ptsplecgug}]p{)tglpgéq “AEI' ’&Hﬁee%)s%%/recgélﬁ@é“ & sargpl§dRy ed
at: 3457, aiBNMR tuwbe8singly Bisolék®80 E.$ FB3FT-ReD8n speliOmeddbia, 4 dralZescldiioh

To57 108y eichuiohdHim 98 Vogdadr ok iy kDR ok Bueode st Moo CRadh Y
02/ 12232 WETE &BOVEO 35 B103 THRA6RAAG6R 2986c2901m2869,t HE9pi B d61Q,F1 5t 6543, was
recorded ydsh 1&1@& Pa%ﬁrp'ﬁsj rls?ﬁ‘ N\i@ ﬁa@f 1‘2%”920% f‘iis%o#?ﬂ %9?\51@3;1955? Raman

spectr OITEt er,

(1064 nm) 163% ﬁ% %@Pilo&%%nﬁ78o7424cﬁ§ﬁ\/\¢37aaﬁ¥as6 b»e‘i"é) 8hbeA22 4053473103,
3046, 29568y 2984m-2901, 2859, 1749, 1712, 1610, 1584, 1545, 1463, 1444,

1384, 1353, 13 1 240 120, 152,..1112 5,.
1039, 984, 922%%%‘%6‘@%‘”&7%? EPE”‘%@#“%? ﬁieé’é‘é‘z C%E};igmﬁiéwaiﬁ“ Jsingn 1
347, 2821;he TaBoveing dcquitigoXeRaytiRowiere dodé:rGg Gegemtnr patstoar A0 BV, Gheerpropduct
(Figure 3 r n Wi [ Lybe
tnode: - AT AOGHRT SGR Aalenslo SBOARieRT0 6 bzt oS S ik Ry bl
angle: 2. ’é 2econgnhamgleasticXRPD anglstand rslajise H@feltszlez@re reppided jedabledp: 2. 5
seconds. Characteristic XRPD angles and relative intensities are recorded
in Table rj:able'liabl el Angl e Rel. Intensity 2-Theta %6.4 15.3 8.3 1.7

10.4 3.2 45 12.7 4.9 13.4 27.8 14.0 18.9 14.4 8.3
Angle Rel. Intensity
2-Theta °® %

6.4 15.3
8.3 1.7
10.4 3.2
12.4 5

12.7 49
13.4 27.8
14.0 18.9
14.4 8.3
15.2 8.5
16.1 10.1
16.6 13.2
17.1 23.6
17.8 100
18.4 10
18.6 24.3
19.6 5

20.0 28.8
20.3 12.3
20.9 22.7
21.8 26.2
22.1 41.8
22.9 17.2
23.5 14.3
23.8 34.4




15.2 8.5 16.1 10.1 16.6 13.2 17.1 23.6 17.8 100 18.4 10 18.6 24.3
19.6 5 20.0 28.8 20.3 12.3 20.9 22.7 21.8 26.2 22.1 41.8 22.9 17.2
23.5 14. v02818384. 4 9 WD 02/12232 PCT/ GB01/ 03511 24.0 PCT/&BA036115. 4
24.9 39.6 25.6 14.5 25.9 16.8 26.7 24.5 26.9 26.3 27.7 12.2 27.9 10.6
28.8 33.8 29.1 12.7 30.0 11.9 30.6 17.4 31.5 9.3 32.0 7.3

24.0 22.3
24.4 15.4
24.9 39.6
25.6 14.5
25.9 16.8
26.7 24.5
26.9 26.3
27.7 12.2
27.9 10.6
28.8 33.8
29.1 12.7
30.0 11.9
30.6 17.4
31.5 9.3
32.0 7.3
32.5 6.1
33.4 7.4
34.2 8.7
34.6 10

The solid-state NMR spectrum of the product (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 3ms, 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:

177.9, 176.7, 174.6, 169.9, 156.3, 147.9, 137.5, 132.5, 126.3, 117.1, 116.1, 112.6, 111.1,
109.8, 107.2, 74.2, 72.3, 65.9, 55.7, 49.5, 40.2, 38.3, 35.1 ppm.

Properties of the DL-Tartrate, recorded for the product of Example 1

Solid State Stability of the DL-Tartrate
The solid state stability of the drug substance was determined by storing approximately

1.0 g of the material in a glass bottle at i) 400C / 75% Relative Humidity (RH), open

exposure, for 1 month and b) at 500C, closed, for 1 month. The material was assayed
by HPLC for final content and degradation products in both cases.

a) 400C / 75% RH: No significant degradation observed (HPLC assay 97 %
initial). '
b) 500C: No significant degradation observed (HPLC assay 99% initial).
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32.5 6.1 33.47.4 34.2 8.7 34.6 10 The solid-state NVR spectrum of the
product (Figure 4) was recorded on a Bruker AMX360 instrunent operating at
90. 55 MHwWOMe23pl i d was packed into a 4 mm zirconi a MAS POT/6B01/6351t ed Wit h
a Kel-F cap and rotor spun at ca. 10 kHz. The 13C MAS spectrum was acquired
by cross-pol arisation from Hartnmann-Hahn mat ched protons (CP contact tine

3ns, repejitiong L 5n%) rotons were decoupl ed during acquisition
using at e—%?ﬁggl%%ggée%ag afiaetg (TPPM conposite st%gﬁence. Ccl{ﬁem' cal

shifts welBe BleltEgRaintofths Blehaggte Has ¢récrayn prging todhe methogrdegeriheddn at
176. 4 ppnihedl &t Pharnbasofiddsa, RSP @8 9WVhserdiced "Melting Fange ot WenRrataies Peoceda®. 9,
156. 3, 147rGladkIE" Susided2 BRchi 528 rdsltidd foihs indkémdnt. 112. 6, 111.1, 109. 8,

107. 2, 74+\/f '7géP3 gg 37,05155.7, 49.5, 40.2, 38.3, 35.1 ppm Properties of
the DL-Ta e;ltéﬁ ,O‘P'é ¢ ed for the product of Exanple 1 Solid State
Stability of the DL-Tartrate The solid state stability of the drug

subst anceTypst @€ the PlLAEartbatest ori ng approxi mately 1.0 g of the material in
a glass b at . )/ % LME; i G e, for
1 onth agg mpndt oblhe ey sttt WA\ QiMRath By I ch I SrRRRE CaRBARE ©L
HPLC for F§B&R P@ﬁﬂ?‘@ﬁ?‘%@%@e@?%%i on products in both cases. a) 40C/ 75
% RH: No %ﬁg&% {iooavinireq redckad ipam): @b2€€ved (HPLC assay 97% initial). b)

50C. No signiticant degradation observed (HPLC assay 99% initial). 10 WO
02/ 12232 PCT/ (3B01/ 035 Melting Point of the DL-Tartrate The nelting point
of the DL-S%i’EF&t‘?ét%b}ﬂrg?’étf?FFned according to the nmethod described in the
U. S. Phar Fhe spibbilisy ofybp nperial gois deteymined byadding gvatenigaligrots &opet 42 ur e,

Pr ocedur e1000m! tGlappwoximdtelyuldiOmyg of dBug kibstuse weiilttheygowddrriadidissolvade Roe

Mel ting Poisail:sol®ility Gas Tonfighedby ahHPDIC- aksayt ofod satdibed Folusieh. of t he drug
subst anceqy@giget ¢ ped by Differential Scanning Calorinmetry using a

Per ki n- El mer DSC7 apparatus. Tonset (10C/ m nute, closed pan): 202 C
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Solubility of the DL-Tartrate The solubility of the material was determ ned
by adding water in aliquots from1l to 1000m to approximtely 100ng of
drug subsvanvez2sntil the powder had di ssol ved. The vi suaPCBGBObIISILY was
confirmed by an HPLC assay of a saturated solution. Solubility: Inmg/m. 11
WD 02/ 12232 PCT/ GB01/03511 CLAIMS: 1. A conpound

5-14-][ 2- (&L@WI -N-(2-pyridyl)am no) et hoxy] benzyl jthiazolidine- 2,4-dione,
DL-Tartra *or a solvate thereof. 2. A conmpound according to claim1,
characterised in that it provides: (i) an infrared spectrum substantially

in accordance, W I . ] : 1 1N

accor dancg w‘%\r%%’%?(é@cgy? [%W %&@%1&% %&%g}rlé)gﬁog #@%%%mg%ﬁagen ( XRPD)
subst ant i aftdjonen DAcTantidterrel onp selvatamescofl or Figure 3; or (iv) a Solid
State 13C NMR spectrum substantially in accordance with Figure 4. 3. A
conpound according to (gl aim.,1, characterised. i .ttﬂat. it g%o_vi des two or
nmore of {i) aft SOHPACHRGACCOPHE 18 b sTRAFACTSRISPY 18 HALE ROV HiSRce with Figure

1, and (§) in miReIBDHeGRLS blikstangalpnanrtordhheg with Bigasrdance with Figure 2; and
(iii) an QJRBI%I owder, di ffr?ctt.i n. pattern (tiﬁ% s%stanti ally in
accor dancB)\ arVE‘)af’an?F‘étmrﬁs ]?S%’ilﬁ’?ﬂ{gp C?@Pil&ce‘?’% "Sot'i d State 13C NWVR

spect r um Giipst XrRayapdwder diffrecomdmtiem (WRPD)Bhbsagially in 4ccondaponrpath iTdble
accordi nngPF%}/eél%? of claims 1 to 3, in purified form 5. A conpound
according to ” gne ?f claims 1 to 3, in a solid dosage form 6. A
conpound Gk eselid$tate [n MR spestrum sepsigntially dn accordange e HigEE fg capabl e of
phar maceuti cal processing in a manufacturing process that requires or
generates_heat, for exanple mlli.ng; for exanpl eat -dryi ng especially
f1 ui d- bed3dryi AgogPoRd ¢ m%i?%ﬁl?ia}l’f%?m B?Eﬁeﬂilﬁ%il%t‘t H@VE%BF‘%&BEE‘PFF@; for
exanpl e he@at-sterilisation such as autoclaving. 7. A conpound according to
any one of.clai.ne 1 to 3. i.n.a.. m havin . ed in a
manuf act u{‘l? %1%%des§§ct%xaa}1%ta&8£@? lng%ﬁ%rp %eﬁgﬁﬂg@%&ﬁgﬁexaml eina
m || ed fofijia Ramanespaatpine silbstangially iy dceardbnrerwyitieEigaed 2ihnd; a | ui d- bed dri ed
form or A(iiPARX-Ray powder diffraction pattern (XRPD) substantially in accordance with Table

1 or Figure 3 ;and

(iv) a Solid State 13C NMR spectrum substantially in accordance with Figure 4.

4. A compound according to any one of claims 1 to 3, in purified form.
5. A compound according to any one of claims 1 to 3, in a solid dosage form.
6. A compound according to any one of claims 1 to 3, in a form being capable of

pharmaceutical processing in a manufacturing process that requires or generates heat,
for example milling; for example heat-drying especially fluid-bed drying or a spray
drying; for example hot melt processing; for example heat-sterilisation such as
autoclaving.

7. A compound according to any one of claims 1 to 3, in a form having been
processed in a manufacturing process requiring or generating heat, for example ina
milled form; for example in heat-dried form, especially a fluid-bed dried form or a spray
dried form; for example in a form having being hot melt processed; for example in a
form having being heat-sterilised by such as autoclaving.
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dried form for exanple in a form having being hot nmelt processed; for
exanple in a formhaving being heat-sterilised by such as autoclaving. 12
WO 02/ 1228Q oPPs1=BOL/ 03511 8. A conpound accordi ng to anpCoe800635¢l ai ns 1
to 3, in a pharmaceutically acceptable form having good fl ow properties.
9. A process for preparing the DL-Tartrate or a solvate thereof,

char acterp,sed in_t . . . )
5-[ 4- [ 2- (Rt met d aceardingfo any oe oficlaims 14 2y 13  RPETEFFHIAY 2 - di one

0
(Corrpoundacc(epl)a)?}/ecfprra wing goheé flewfpropestigseact ed with a source of DL tartrate
ion and thereafter, if required, a solvate of the resulting DL-Tartrate is
prepared; .and the i's.recovered,

DL-Tartrate o sol vat e t her eof . 10.
phar maceufi cal AcHﬁfﬁfé;I[ ﬁRSFP%W? @Fh’%@@tfﬂ psolvRiethgrpgf chargoenised in that
pylri d%/l )flﬁi[mq)ZQf Nhﬁxmgbsln@%ﬂﬂrtdlyl)am?i_oi)dlllcf)@ﬂEeréyl(jﬂthiugleli&hc—zt@ﬁfbh?%@bxﬂl?o@d 1A
sol vat e r eof . n . phar.mac i ca e e carrier. theref.or )
compound  BIOF 2t (RETSRR i PaSE 3Tt o st PLRE BRI o gPd sttt i tsdtifedi ne.
2, 4- di oneaBblvateaf theateeulting BIsbarrateas pleparedfandddhe el abator asbivae thereof

t her apeut i G.s nce. 12. A use of
5-14-[2-( hsl-crrereck{}r%fl%dal\l- (2-pyridyl)am no) et hoxy] benzyl ]t hi azoli di ne-2, 4- di one

DL- tartrate or a solvate therepf, for_the manufacjture of a yredi cament for
the _trteaglmen: Aa%}%gﬁcéd%i@ﬂ%%@b%iﬁoﬂﬁorgbﬁﬁ@% 9§4JE@(NLrlhétﬁy1{Nq2dl tlh ons ¢ 4a
assoct a epyrvi\fiylg]amdlc%eﬁlo?gf]berrlrgyljtfliagcﬁid?r?e-Z,Z—e ionaeI ¢ t%lr’tTPaté gf’;l a éo \rf]astet e?ero%.o '

and a pharmaceutically acceptable carrier therefor.

11. A compound 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-
2,4-dione DL- tartrate or a solvate thereof for use as an active therapeutic substance.

12. A use of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-
dione DL- tartrate 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.
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