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Wi th Fi gubgrfular 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]jthiazolidine-2,4-dione hydrochloride characterised in that
25 it
(1) provides an infrared spectrum substantially in accordance with Figure 1; and/or
(i)  a Raman spectrum substantially in accordance with Figure 2; and/or
(iii)  an X-Ray powder diffraction pattern (XRPD) substantially in accordance with
Figure 3; and
30 (iv)  a Solid State 13C NMR spectrum substantially in accordance with Figure 4.
In one favoured aspect, the Hydrochloride provides an infrared spectrum
substantially in accordance with Figure 1.
In a further aspect, the Hydrochloride provides a Raman spectrum substantially in
accordance with Figure 2.
35 In one favoured aspect, the Hydrochloride provides an X-Ray powder diffraction
pattern (XRPD) substantially in accordance with Figure 3.
In one favoured aspect, the Hydrochloride provides a Solid State 13C NMR
spectrum substantially in accordance with Figure 4.
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Suitably, Compound (1) is used in the reaction, especially in a protonated form.
Suitably, a salt of Compound (1) is used in the reaction..
Compound (I) is preferably present in a protonated form.
25 A suitable solvent is an alkanol, for example propan-2-ol, or a hydrocarbon, such
as toluene, a ketone, such as acetone, an ester, such as ethyl acetate, an ether such as
tetrahydrofuran, a nitrile such as acetonitrile, a halogenated hydrocarbon such as
dichloromethane, an organic acid such as acetic acid, or water, or a mixture thereof.
Conveniently, the source of chloride ion is a solution of hydrogen chloride in an
30 appropriate solvent, usually the reaction solvent, for example propan-2-ol. Alternatively,
the source of chloride ion may be an aqueous solution of hydrogen chloride, such as
concentrated hydrochloric acid.
An alternative source of chloride ion for a salt of Compound (J) is provided by a
base salt of hydrochloric acid for example ammonium chloride, or the hydrochloric acid
35 salt of an amine, for example ethylamine or diethylamine.
The concentration of Compound (I) is preferably in the range of from 3 to 25%
weight/volume, more preferably in the range of from 5 to 20%. The concentration of
hydrochloric acid solutions are preferably in the range of from 3 to 50% weight/volume.
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When used herein in respect of certain compounds the term " good flow

properties" is suitably characterised by the said compound having a Hausner ratio of less
25  than or equal to 1.5, especially of less than or equal to 1.25.

"Hausner ratio" is an art accepted term. When used herein the term 'prophylaxis of
conditions associated with diabetes mellitus' includes the treatment of conditions such as
insulin resistance, impaired glucose tolerance, hyperinsulinaemia and gestational
diabetes.

30 Diabetes mellitus preferably means Type II diabetes mellitus.

Conditions associated with diabetes include hyperglycaemia and insulin resistance
and obesity. Further conditions associated 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

35  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.
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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, capsules,
25  oral liquid preparations, powders, granules, lozenges, pastilles, reconstitutable powders,
injectable and infusable solutions or suspensions, suppositories and transdermal devices.
Orally administrable compositions are preferred, in particular shaped oral compositions,
since they are more convenient for general use.
Tablets and capsules for oral administration are usually presented in a unit dose,
30 and contain conventional excipients such as binding agents, fillers, diluents, tabletting
agents, lubricants, disintegrants, colourants, flavourings, and wetting agents. The tablets
may be coated according to well known methods in the art.
Suitable fillers for use include cellulose, mannitol, lactose and other s1m11ar
agents. Suitable disintegrants include starch, polyvinylpyrrolidone and starch derivatives
35  such as sodium starch glycollate. Suitable lubricants include, for example, magnesium
stearate. Suitable pharmaceutically acceptable wetting agents include sodium lauryl
sulphate.
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Parenteral suspensions are prepared in substantially the same manner except that

25  the active compound is suspended in the vehicle instead of being dissolved and sterilised
by exposure to ethylene oxide before suspending in the sterile vehicle. Advantageously,
a surfactant or wetting agent is included in the composition to facilitate uniform
distribution of the active compound.

As is common practice, the compositions will usually be accompanied by written

30  or printed directions for use in the medical treatment concerned.

As used herein the term 'pharmaceutically acceptable' embraces compounds,
compositions and ingredients for both human and veterinary use: for example the term
'pharmaceutically acceptable salt' embraces a veterinarily acceptable salt. |

The present invention further provides a method for the treatment and/or

35  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 Hydrochloride to a human or non-human mammal in

need thereof.
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vet er i nar ynanafictitoof @madiphrerittfor the teatniephaidimaropliytadid ¥f deseatadliassal t'

nb el 3 | lt. .Th t o ti furth
orovi e SoNh R 25 SBLER fiehBd ang Sah CRERHAN IR hhet oc.
mel litus, condi tlt'rt@am endoeprophylhxis phdiebees mellikust cs1détimhs eesor e
conpl i cat Wiﬁsdiéﬂ?:?ers%?éllitu‘s And cQ&Hﬁ?@oxﬁéliidc’éﬂHﬁME‘?%Bf é(T)E? ’P@gc}c%ﬁgrrﬁaﬁfe%{ t‘gﬁegrs human

adm nistering an effective, non-toxic, anount ) )
or non- huMhPMAHHNER 25 19 ProjdeyiComppwnstL in seitaly dosesoealpasityyedliorlpBdI0EP The

conpositi @{3@6,@anﬁ@w(ggzﬂo%$9accor ding to conventional nethods, such as
t hos i sclosed in standard reference texts, . for exanple the British and US
2Rt roihg 8

e ,
Phar r’rﬁgopoei as. 15 Bviedogiral chiacts are ipdicated | OVENREKIOBEDIFYRICA Co. ),
Mar t i ndal €orfhe cézapqinds ef heugveRdber ence (London, The Phar maceuti cal Press)

nar odi ent *may 08 D et BEER: B bR Bhead PRIGRRLER pri® =tV

her ei nbefore defined, and this fornms a particular aspect of the present
invention. In a further aspect the present invention provides the use of
Hydrochl ori de for the nmanufacture of a nedicanent for the treatnent and/or
prophyl axis of diabetes nellitus, 10 conditions associated wth di abetes
mel litus and certain conplications thereof. In the treatnent and/or
prophyl axi s of diabetes nmellitus, conditions associ ated



Wi th diabetes nellitus and certain conplications thereof the Hydrochloride
may be taken in anpbunts so as to provide Conpound | in suitable doses,
such as t{Rs@Hiscl osed in EP 0,306,228 and W94/ 05659. I NopARSYS€
toxi col ogical effects are indicated in the above nentioned treatnents for
t he conpounds of the invention. The foll ow ng exanples illustrate the

et 601 10 1"'s-fa L (N ety XY p YR am oty b zsehimzoliaine 2 -

5- [ 4- [ 2- (dionstroghlepidpy i dy| ) ami no) et hoxy] benzyl ] t hi azol i di ne- 2, 4- di one

hydrochl ori de A mixttxerad Se[f4_—[2-(N—met_hy1—N—(2-pyridyl)amino)ethm_cy]benz_yl]t_hiazolidine- _

(5;9 [ g- [ 2- (M asiohy (S. f@rll@p(r'b Q%Joamm%lwagmﬁaﬁﬁmdaietlltngtgm% Eéﬁmio%é‘fl* d't one
.0 g) a r -2 i g eat.e . A spolution

of 5 hyaryReepiloaatly jlfé By Bebrr S M4 665 Al SRRy i st e

mi xt ur e’ wd¥ SRqY e Forndthay eroleg to2d CCaHe Rrpdiet v caliedesd byttt pr oduct

was col | ectasbedoyith prapantZir-a(25 mipsidettiediuntierproman o2erqihof@orud Pensoxidedor ed

under vacygmoameab gPRAEPHNE BESMPRMUIRBAE af Qkvhitd BryR@ulise JoBidgi ve the title

conmpound (9.8 g) as a white crystalline solid. 10 lonic chlorine content:

8. 7% w / Mater. content (Karl-Fisher) : 0.3 %w/w 1H NWR (d6-DVSO) :

consi\i'bentOWf’wognfﬂQ‘[t?lt( &ﬁWﬂt N-( 2-

pyri dyl ) aWater) embant (K ket ia%%ovtdi ne- 2, 4- di one hydrochl ori de cont ai ni ng

propan-2- 15 of 2.1 %w/wt. Exanple 2

5- f;)E:Z- (()HHTR k 655%(\/55(@\'él.)xgsﬁtérﬁ’Wiﬁ@-ﬁtﬂgﬁh}%ﬁ{%ﬁi}t hi azol i di ne-2, 4- di one
T O G o n iyt kgl sopbing .3 o

(6.0 g} amll pFopewt2-ol (120 M) was heated to 50C before a sol ution of
hydrogen chloride in propan-2-ol (5.0 mM, 5-6 N) was added. The reaction
tenperature was raised to 70C and stirring continued at this tenperature

for 2 hour hn i ' Jy i ' erved to.ha
started. _Oagﬁ;:v%éﬁflgﬁg;ifg%&fe{ﬂfyt%%b@‘d&‘?ﬁ%%@%%??%Z@?l gt i on,
e o3 te. t‘*f“ & actsrerof 5t B 2N weRy -2y Damino)ethony oensy thidzoncies >
pyri dyl ) afi‘éipee ol g) drdprppin-Fioh¢lG0ial) rreashestedito Ae"hyefpresdobrtionef( 6. 31 g)
as a whit dydogys chibfidae mopard2-oB(.Exndyfpb &) 3vas added. The reaction temperature
S-[4-[ 2- ( Waeiibed tolF0PC-apY kiidlink kcantinies at thaxginpenait FdrlD @i, iddhinewRich- di one
hydr ochl orjgleerystallisation was observed to have started. After cooling to 21°C the product was
25  collected by filtration, washed with propan-2-ol (20 ml) and dried under vacuum, over
phosphorus pentoxide, to give 5-[4-[2-(N-methyl-N-(2-
pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione hydrochloride (6.31 g) as a white
crystalline solid. =

30
Example 3  5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-
dione hydrochloride

A mixture of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-

2,4-dione (6.0 g) and acetonitrile (120 ml) was stirred and heated to 50°C and a solution

35  of hydrogen chloride in propan-2-ol (5.0 ml, 5-6N) was added. The reaction mixture was
warmed to 70°C and stirred at this temperature for 60 minutes, during which time
crystallisation was observed to have started. After cooling to 21°C the product was
collected by filtration, washed with acetonitrile (20 ml) and then dried under vacuum
over phosphorus pentoxide to give 5-[4-[2-(N-methyl-N-(2-

40  pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione hydrochloride (5.7 g) as a white
crystalline solid.

Example 4  5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-
45  dione hydrochloride
A mixture of 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-
2,4-dione (6.0 g) and tetrahydrofuran (120 ml) was stirred and heated to 65°C. A solution

-7-



A m xture of
5-14-[2-(N-net hyl - N-(2-pyridyl)am no) et hoxy] benzyl]thiazolidine- 2,4-dione
(6.0 09) aRG@ept@nitrile (120 m) was stirred and heated tg158601236h12
solution 35 of hydrogen chloride in propan-2-ol (5.0 m, 5-6N) was added.
The reacti on m'xture was warned to 70C and stirred at this tenperature for
60 m nutes r|n htlrre |on bserved to have started.
After coolL F% P8° i g' 'ﬁ@ N)e%’?se?ifdﬁ &Fbte IERGUSR MFMEhed wi t h
acetonitr |S l’é" né&goly éFé? “Cadlitprodygbvapeliepiidblis pent oxi de
to give 5 1t at[ozl, mhﬁg tepqa }gdrqfigran (20 ml) and dried under vacuum over phosphorus
pyri dyl ) amerfoxele o give ZBZI-(]N ety bN-@-praridy DamiticgethoxyHerny Hthoazotidink 2,4 g) as
a whitég digstigdidchrslel (625 ghaamblite cdystalline solid.
5-[4-[2-(N-nmethyl - N-(2- pyridyl ) am no) et hoxy] benzyl ] thiazolidine-2,4- 45
di one hyd de -N-

TEGR AL 5 AOPX LR BN r(120 })yrldyl)a;/r]nbno%%t)lllloﬂ]benz ‘thléizohdm

5-14-12-( t gyridyl )am Ri 820 I ne- ’4d|one
(6.0 g arlzli‘ l{wrﬂg@rofluran (120 m) was stirred and heated to 65C. A

sol uti 02/ 20 P 01/ 0 of h en chloride in
pr opan® 2 ol V\%?nﬁﬁr’n ragedglw ﬁéﬂ?&’ll Has %/‘g{‘}ég? 8P eQlpiéon &ft5-ldr ed at
65C for 2 [%Qﬂrrge hdet(Hwﬂé&sBﬁiréﬂlO)%hozy@eanE jsreifiet-2iadionn(3.&giad by
filtratioRropaasheld dQintthat eflwanyis @ﬂlﬂtwf{szoalma)nedmdrﬁﬂuxddr Uhohémutesandum over
phosphor ushenpmotedyto &C twdiegg the precipitation of an oil was observed. The mixture was then
5- [ 4- [ 2- ( Nammabthyd 539 2-ppyduicdyilc)earmsataiat bedouy beripzavblddhb apat: 'tcdli.nnﬁte? 4- 5
g i F Ze[@y?&%t%l}ﬁagsﬁ Ercge amggéy ﬁ& ﬁﬂﬁhér%o@[eﬁ% @agét a8l El@ lsbld wEX SSTR q i di

R omtb affokd 5Py SR, QA RERE o thid% I one
hydrochl 0&'@?10&911%@’8@9?&8@“(?@1 By Ofi QLLERALY (gl ?é §¥%m é]ﬁf% to a

stirred sofu

[ 2- (N-net hyl - N- (2- pyri dyl ) am no) et hoxy] benzyl ]t hi azol i di ne-2, 4-dione (3.0
g) in propan-2-ol (90 m) at reflux. The solution was mai ntai ned at refl ux
for 180 kagactarisingidaémrecopdesofor shoproduet ef Exampledci pi t ati on of an oil was
observed. The m xture was then warnmed to 55C to produce a clear solution

before bermg @&bsto?‘pt?b %&mnn?faﬂ&mh%ﬂfq%s%m&dﬂ % uctT&)gs Jﬂt%iﬁéife was

further coole Wg? i atlon o afford
5-[ 4- [ 2- ( RERELHY fé?me ﬁ%’xeg fi?‘r‘fk%ﬂ glﬁ“é aEﬂW%re 2, 4- di one
hydr ochl oﬁig;@se@zitép_ng H@W% aéd%Wy@t@?WrV ats 3748 174D 16A%r d0e1604i ng dat a
recor ded fi643,ti5¢1 prdddutisiol 3z apdl, €232, 1708 111Dy Iilﬁ@dlﬂ)&(mm i10p8,996Cct r um of

a m ner al 9‘?3'92‘3' (B’Fr89t'7071540f73'ﬁ heo F%"GQdG'Pf 6@@559Qb5§‘7 ’3?5" SSIRY @ Ni col et 710
FT-IRspectrorrefer at 2 cm-1 resolutidn (Figure’l).”  Data were digitised

at 1 cm-1 intervals. Bands were observed at: 2748, 1742, 1697, 1640, 1604,

25 1543, g infrared spectrumyof thesseid produet waprggorded psing 2 PedkinFimer Spevtyam 1057,
1028, 9960One FT-IR spectrometer fitted with a universal ATR accessory. Bands were observed at:

30 2748, 1742, 1687, 1639, 1603, 1543, 1510, 1461, 1413, 1328, 1301, 1250, 1231, 1205,
1179, 1156, 1056, 1028, 996, 973, 925, 901, 817, 762, 738, 709, 661 cm’".

The Raman spectrum of the product (Figure 2) was recorded with the sample in a glass
35  vial using a Perkin-Elmer 2000R FT-Raman spectrometer, at 4 cm™ resolution with
excitation was from a Nd:YAG laser (1064 nm) with a power output of 400 mW. Bands
were observed at: 3100, 3056, 2931, 1744, 1610, 1586, 1544, 1461, 1440, 1377, 1351,
1319, 1289, 1253, 1232, 1208, 1177, 1095, 1028, 998, 980, 925, 900, 840, 825, 772, 740,
714, 664, 637, 619, 606, 469, 430, 397, 340, 300 cm’.
40

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 °26, End angle: 35.0 °26, Step size: 0.02 °20 ,
Time per step: 2.5 seconds. Characteristic XRPD angles and relative intensities are

45  recorded in Table 1.



973, 925, 902, 817, 764, 737, 710, 662, 617, 601, 591, 557, 525, 505 cmi.
The infrared spectrumof the solid product was recorded using a

Per ki n- El {Ryo2Rg6t rum One FT-IR spectroneter fitted wth @ URbMassal

accessory. Bands were observed at:
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and relative intensities are 45

PCT/ GB01/ 03991 Table 1. Angle Rel.

14.1 8.7 3.3 11.1 39.4 12.0 9.2

114.5 15.5 38.1 16.3 30.2 16.8 18.5

Raman—spectro)
n_wadriglem a NRefAlbteasidy
e obpestaed af: 310§, 3056
500 D0 ok, 77804740,
'm 1. 0 The X- Rayi#dwder

was g.gcorded usi g3 the
Cenep gt or tlensiogg 440 K
arad?dristip -XRPIg-zmgI es
g ¥ﬁb2§'161685vg>2G8205é9
13.;3%5.8 A7 %ggg 5
15.1 14.5
15.5 38.1
16.3 30.2
16.8 18.5
17.4 27 1
17.7 34.6
18.2 26.7
18.5 26
18.8 38.8
19.8 31
20.3 11.7
21.2 16.7
21.7 26.4
21.9 26
22.5 14.7
23.2 26.2
23.6 90.8
24.2 100
25.1 49.6
25.5 68.5
25.9 29.3
26.4 16.8
27.3 25.6
27.8 15.4
28.1 28.8
28.8 21.6
29.3 441
29.9 20.9
30.5 17.8
30.9 16.8




17.7 34.6 18.2 26.7 18.5 26 18.8 38.8 19.8 31 20.3 11.7 21.2 16.7
21.7 26.4 21.9 26 22.5 14.7 23.2 26.2 23.6 90.8 24.2 100 25.1 49.6
25.5 68. 5wo2R/295199.3 26.4 16.8 27.3 25.6 27.8 15.4 28.pk128BA/0383. 8 21.6
29.3 44.1 29.9 20.9 30.517.8 30.9 16.8 -9 WO 02/20519 PCT/ GB01/ 03991
31.8 24 32.9 18.7 33.1 22 34.3 22.7 The solid-state NVR spectrum of the
product (Fgure—4r—wasrt+ecorded—onr—a Bruker AMX36 instrunment operating at
90.55 M| Thedddlid wps pactbkd intb a 4 nmzirconia MAS rotor fitted with
a Kel-F cap an82Qot or spun 48.7ca. 1D kHz. The 13C MAS spectrum was acquired
1 5 crossypol aggsation fromgartmanp- Hahn mat ched protons (CP contact tine

3 ns, repdtltlghl.s 507

The solid-state NMR spectrum of the product (Figure 4) was recorded on a Bruker AMX36
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 '*C MAS spectrum was acquired !
5  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 modulat
(TPPM) composite sequence. Chemical shifts were externally referenced to the carboxylat
signal of glycine at 176.4 ppm relative to TMS and were observed at: 39.0, 52.5, 54.9, 64.1

67.3, 111.6,114.4, 131.0, 137.0, 144.2, 151.3, 156.4, 158.5, 171.6, 175.5, 177.9 ppm.
10
Properties of the Hydrochloride, recorded for the product of Example 1
Solid State Stability of the Hydrochloride
The solid state stability of the drug substance was determined by storing approximately
1.0 g of the material in a glass bottle at a) 400C / 75% Relative Humidity (RH), open
15 exposure, for 1 month and b) at 509C, closed, for 1 month. The material was assayed by
HPLC for final content and degradation products in both cases.
a) 40°C / 75% RH: No significant degradation observed (HPLC assay 100%
initial).
b) 509C: No significant degradation observed (HPLC assay 101% initial).
20
Solubility of the Hydrochloride
The solubility of the material was determined by adding water in aliquots from 1 to
1000ml to approximately 100mg of drug substance until the powder had dissolved. The
visual solubility was confirmed by an HPLC assay of a saturated solution.
25  Solubility: 25 mg/ml.

Melting Point of the Hydrochloride

The melting point of the Hydrochloride was determined according to the method described

the U.S. Pharmacopoeia, USP 23, 1995, <741> "Melting range or temperature, Procedure f
30  Class Ia", using a Buchi 545 melting point instrument.

Melting Point: 167°C

Tonset of the Hydrochloride
The Tgonget of the drug substance was determined by Differential Scanning Calorimetry
35  using a Perkin-Elmer DSC apparatus.

Product of example 1: Tgpget (10°C/minute, open pan): 165°C
Product of example 2: Tgpget (109C/minute, open pan): 163°C

-10 -



time 15 s) and protons were decoupled during acquisition using a two-pul se
phase nodul at( (TPPM conposite sequence. Chemi cal shifts were externally
ref erenceqdyd @bk car boxylat signal of glycine at 176.4 prmdacehiasise to
TMS and were observed at: 39.0, 52.5, 54.9, 64.1 67.3, 111.6, 114.4,

131.0, 137.0, 144.2, 151.3, 156.4, 158.5, 171.6, 175.5, 177.9 ppm 10
Properti e%ﬂglﬁge Hydrochl ori de, recorded for the product of Exanple 1
Solid State ability of the Hydrochloride The solid state stability of the
drug substance was determ ned by storing approximtely 1.0 g of the

mterial in @ ol asmaedt et (Und0E SsRRl LRI pen 18

exposure, for 1 m)n h_and mat erial was
assayed by-4-fiope hygrochigside Séléﬁlﬁaé?ﬁte%@énﬁ t 4 aeavidss: products in both cases.

a) 40Cs/ 15% Ridh if¥earsd g;sucfmﬁmbst@l@gﬂ@d@hmmaa@@evﬁtmrilg\(rkﬂ?% ay 100%
initial). ni ficant d@?radatl on obse Pté)HIbLC assay 101%

initial). (“ 0 §§F\5‘Eﬁnlsip? TR S¢ éa“PI? B‘CQ’?F%rrd%Cé"T‘ﬂé of the

material WAY dehéd-Rapedwiyr dffchctign pateen (XRPR) subsomndally Mﬁcloﬁd@ncelﬁ@pm to
appr oxi rratFeIL?é l1500r59 of drug substance until the powder had dissol ved. The
vi sual sol'0® was confl rmed by an HPLC assay of a saturated sol ution.
25 Sol ubi I(iv)y: aﬁ)hﬁ@’tm 3QRAIMR sgeduimsubsthntidlly ikadearddrcenitteFighve 40el ti ng
poi nt 4 gf the Hydrochl oride was determined according to the nethod described
the U Phar macopoei a, USP 23, 1995, <741> "Melting range or tenperature,
Procedure %c Zocanpaudageordingitp glagn Budisraceasedrisl thpfig nyovides thosrmarent .

Mel ting Pgnt: 167C Tonset of the Hydrochloride The Tonset of the drug
subst ance s determned_by Differential . Scanning Calorinmetry 35 using a
Per ki n- El fér DSE ﬁ%ﬂd{lﬁ@yed@%&amw%ﬂa s@ilafﬁpéwfr dapgh gdth Kigee i nut e, open
pan): 165@i) Pr adusiianadpeexanpligtatialphistorddfe/ withBiggre Dpen pan): 163C -10

VO 02/,20519. PCT/ 1/ 039
- 4- 13- (KEhet APPORY SoRs: AT hegece ROROTBEHEGriehy inaserurtee 4. di one,
hydr ochl orﬁlgiare§al t characterised in that it provides:

(iv)  aSolid State 13C NMR spectrum substantially in accordance with Figure 4; and

v) a melting point in the range of from 160 to 168°C.

20 3. A compound according to claim 1 or claim 2, in purified form.
4. A compound according to claim 1 or claim 2, in a solid dosage form.
5. A compound according to claim 1 or claim 2, in a pharmaceutically acceptable

25  form capable of being milled or in a milled form

6. A compound according to claim 1 or claim 2, in a pharmaceutically acceptable
form and having good flow properties.

30 7. A process for preparing the Hydrochloride, according to claim 1, characterised in
that 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione
(Compound I) or salt thereof, preferably dispersed or dissolved in a suitable solvent, is

reacted with a source of chloride ion; and thereafter the Hydrochloride is recovered.

35 8. A pharmaceutical composition comprising the Hydrochloride according to claim
1, and a pharmaceutically acceptable carrier therefor.

9, A Hydrochloride,according to claim 1, for use as an active therapeutic substance.

.11 -



5 (i) an infrared spectrum substantially in accordance with Figure 1;
and/or (ii) a Raman spectrum substantially in accordance with Figure 2;
and/ or (iwoo2@0s8- Ray powder diffraction pattern (XRPD) suykat@®diiodddiy i n
accordance with Figure 3; and (iv) a Solid State 13C NVMR spectrum
substantially in accordance with Figure 4. 10 2. A conpound according to
claim1, characterised in that it provides two or nore of. (i) provides an
infrared spectrum substantially in accordance with Figure 1; (ii) a Ranan
spect rum d0bst anvseaifithe Hydmckloridameerding to daigul,dothe tan(fdciyre aha X- Ray

powder di Fi gure
3; (iv) a%%ﬁ?%gig?%@@&ﬁ%ﬁﬁﬁﬁg specPH%rr%l%a éﬁgﬁ¥F%PFéﬁﬁﬁ£g§@%§%&%ce wth

Fi gure 4; egsegiatedyyitlydighetes gl waﬂdqeﬁam@mpaﬁﬁ@néﬁhqrwfm 160 to 168C. 20 3.
A conmpound accordlng toclaiml1l or claim2, in purified form 4. A conpound
according to claim1 or claim2, in a sol i d dosage form 5. A conpound
according to claiml1l or claim2, in a pharmaceutically acceptable 25 form
capable of being mlled or in a mlled form6. A conpound according to
claiml or claim2, in a pharmaceutically acceptable form and havi ng good
flow properties. 30 7. A process for preparing the Hydrochloride, according
to claim1, characterised in that

5-14-[2-(N-met hyl - N- (2- pyridyl)am no) et hoxy] benzyl ]t hi azol i di ne- 2, 4-di one
(Conpound 1) or salt thereof, preferably dispersed or dissolved in a
suitable solvent, is reacted with a source of chloride ion; and thereafter
the Hydrochloride is recovered. 35 8. A pharnaceutical conposition
conprising the Hydrochl oride according to claim 1, and a pharmaceutically
acceptabl e carrier therefor. 9. A Hydrochloride,according to claim1l1, for
use as an active therapeutic substance. -11 WO 02/20519 PCT/ GB01/ 03991

10. A use of the Hydrochloride according to claim1, for the manufacture of
a nedicament for the treatnment and/or prophylaxis of diabetes nellitus,
conditions associated with diabetes nellitus and certain conplications
thereof. -12
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