WO 02/ 060899 PCT/I1B02/ 00229 1 NEW SALT OF THI AZOLI DI NEDI ONE AND I TS
POLYMORPHS AS ANTI DI ABETI C AGENTS AND METHOD FOR OBTAINING THEM 5 Field
of the i rweriioes9dhis invention relates to a new salt of PpchiiBexwio2z nedi one
and its pol ynorphs which has high hypoglycem ant activity and which are
therefore potentially useful in the treatnent and/or prophylaxis of 10
di abetes and/or other alterations or conplications inherent to diabetes,
such as hyperglycem a or hyperlipidema., This invention also relates to a
met hod for making 15 said new salt of thiazolidinedione, together with its
pol ynor phs. Background of the_invention 20 Spani sh patent application no.
9902533 disclosé“%W éﬁﬁﬁoeﬁd?HSPZPﬁﬂgfgﬁpﬁpﬁgdP@PeIWﬁiBﬁLﬁmggéﬁﬁ ASgh
hypogl yceni ant agiNrebrpeRrdCWAGENTS ANDh#EeEObE FOROLBARTAITNG wagMul in the
treatment and/or prophylaxis of diabetes and/or other alterations or
conplications 25 inherent to di abetes, such as hyperglycem a or
hyperli pi dem a. Notabl e anong these is the conpound 5-(4-{2-[(6-
met hoxypyr i i PV -.arm noj - et hoxy}-benzyl)- 30
thiazolidi%ﬁ%g%p%ﬁg%e'%niéﬁéﬁi{éélreferred to as Conpound |), described in
t hat application inThHe fotpventiofir eerebaises Céwpound Inéw fsedtbasefform
presents pr ol £4m 0f i ridAlidd tVag@d sekubidditnotpals dQioln PE{dd t Aiqh 0 be
purified and handl ed suitably. = .

hypoglycemiant activity and which are therefore

potentially useful in the treatment and/or prophylaxis of

10 diabetes and/or other alterations or complications
inherent to diabetes, such as hyperglycemia or
hyperlipidemia.

This invention also relates to a method for making
15 said new salt of thiazolidinedione, together with its

polymorphs.

Background of the invention

20 Spanish patent application no. 9902533 disclosed
compounds of thiazolidinedione which present high
hypoglycemiant activity and which are therefore

potentially useful in the treatment and/or prophylaxis of
diabetes and/or other alterations or complications

25 inherent to diabetes, such as hyperglycemia or
hyperlipidemia.

Notable among these is the compound 5-(4-{2-[(6-
methoxypyrimydin-4-yl)-methyl-amino]-ethoxy}-benzyl) -

30 thiazolidin-2,4-dione (hereinafter referred to as Compound
I), described in that application in the form of a free
base. Compound I in free base form presents problems of
stability and solubility what do not permit it to be
purified and handled suitably.

35



35 WD 02/ 060899 PCT/1B02/ 00229 2 The bibliography contains a description
(WD 9405659) of an inprovenent in the aqueous stability and solid-form
st abi | i t ywofo2wbisezol i di nedi ones of structure simlar to roatB@fooCnpound
I, by neans of formation of 5 the corresponding salts of acids, preferably
of maleic acid. However, Conpound |I does not formsalts wth acids such
as tartaric or citric acid, and its corresponding 10 salts with
hydrochl ori c and mal ei ¢ acid do not possegss desirabl e aqueous solubility,
nor good stability of said solution. Surprisingly, the authors of this

i nvention have 15 found a new salt of Conpound | which is of high aqueous
sol ubility (higher tHh&n 1PHBIHPIT2RRY go6@TSRABS | t§. IRE¢EAPAFEBUS] YOt he

newblsal t O]EJJQGHIS 659t hbs |amvemp3§xmemﬁn i idrse pgj@uébga;]lsQ%bwlglﬁgutand

probl ens o Y940 ICIt r., for n of .so]vates, iC

char act eri sti% SQ%H§VI ﬁﬁ sﬁgﬁ ﬁﬁﬁ%ﬁ %ﬁﬂhﬂﬁiﬁﬁﬁ?sfon|ﬁﬁ¥q9ﬁﬂﬁﬁrla1
fornul ati on samd. lese. td-h(EhIaQEWCS%J(IOr@b(Slmd showdya heiter ofr Eorabsdopt i®nh
profile tManddechreesBaaaingDeserd i o8: 408 MG 25 TN ohl fet of

this invention is t um'sa
S- (4-{2-[ (6-amtthoxy- pyri nmydi n- 4-yl ) - net hyl - ami no] - et hoxy} -
benzyl)-thiazolidin-2,4-dione (hereinafter referred to as Sodium Salt). 30
However, Compound I does not form salts with acids
such as tartaric or citric acid, and its corresponding
10 salts with hydrochloric and maleic acid do not possess
desirable aqueous solubility, nor good stability of said

solution.

Surprisingly, the authors of this invention have

15 found a new salt of Compound I which is of high aqueous
solubility <(higher than 1 mg/ml) and good stability.
Advantageously, the new salt object of this invention
permits its purification without problems of
hygroscopicity or formation of solvates, which

20 characteristics provide it with significant advantages for
its industrial formulation and use. The new salt also

shows a better oral absorption profile than the free base.

Description of the invention
25
The object of this invention is the sodium salt of
5= (4-{2-[(6-methoxy-pyrimydin-4~yl)-methyl-amino]-ethoxy}-
benzyl)-thiazolidin-2,4-dione (hereinafter referred to as
Sodium Salt). ‘
30
Also object of this invention are three
polymorphic forms of the Sodium Salt, which are disclosed
below.
a) A  polymorphic form of the Sodium Salt
35 (hereinafter called Polymorph I) characterised in that it



Al so object of this invention are three polynorphic fornms of the Sodi um
Salt, which are disclosed below a) A polynorphic formof the Sodi um Salt
35 (hereiwafoee6oseal | ed Pol ynorph 1) characterised in that PCI/IB®Q/@279060899
PCT/ 1 B02/ 00229 3 presents a X-ray powder diffractogramusing Cu Ka

radi ation in accordance with Figure 4. The positions of several
significant peaks of said diffractogramare presented in Table 1. 5

Pol ynorph | provides an | R spectrum which presents the follow ng
characteristic bands at 3009, 2990, 2915 and 2904 nm and of weak
intensity at 1427, 1226, 1026, 553 nm (see Figure 1). 10 Table 1 Angle 20
d val ue Hkl RYfRCCES [ A7 37I8Y. 10Sey 0.9 bractwgnamn. 08s1r901Cuo. 3% 002
9.47 0.05 9.r3Ria@.i0h 008 atBo?B8an@e05HtBIlri§uds k.1 Phe 18059+108n@5 S 87
0.05 014 19

0.05 3.96 o?eofrfqio%i%igl.?fgifoa %?038%55%2089355%_82 %fgfgfﬁf)a%ﬁ%%ﬁ;‘fﬁirad%ﬁzéﬂ
form of the PSediewpesalin Table 1.
5 Polymorph I provides an IR spectrum which presents
the following characteristic bands at 3009, 2990, 2915 and
2904 nm, and of weak intensity at 1427, 1226, 1026, 553 nm
(see Figure 1).

10
Table 1
Angle 20 [°] d value Hkl indices
[A;
3.16 + 0.10 28.0+ 0.1 001
6.31+ 0.05 14.01+ 0.05 002
9.47 + 0.05 9.33+ 0.05 003
15.78 + 0.05 5.61+ 0.05 110
18.19+ 0.05 | 4.87+ 0.05 014
19.39+ 0.05 | 4.57+ 0.05 20-3
2068+ 0.05 | 429+ 0.05 114
22.47 + 0.05 3.96+ 0.05 211
29.92+ 0.05 | 298+ 0.05 20-8
15

b) A polymorphic form of the Sodium Salt
(hereinafter called Polymorph II) characterised in that it
provides a X-ray powder diffractogram using Cu Ko
radiation in accordance with Figure 5. The positions of

20 several significant peaks of said diffractogram are

presented in Table 2.



(hereinafter called Polynmorph I1) characterised in that it provides a
X-ray powder diffractogramusing Cu Ka radiation in accordance with Figure
5. The powptooesIof 20 several significant peaks of said a@cffiBextoozyr am are
presented in Table 2. WD 02/060899 PCT/|1B02/ 00229 4 Table 2 Angle 20 [] d
value [A] 2.96 0.10 29.9 0':1 5.92 0.05 14.93 0.05 8.87 0.05 9.97
0.05 13.58 0.05 6.52 0.05 15.95 0.05 5.55 0.05 16.41 0.05 5.40

0.05 21.55 0.054.12 0.05 26.13 0.03 3.41 0.05 5 c) A polynorphic
formof the Sodium Salt (hereinafter called Polynorph I11) characterised
inthat it provides a X-ray powder diffractogramusing Cu Ka radiation in
accordance with Figure 6. The positions of several significant peaks of
said diffractogramare 10 presented tapTabbe 3. Table 3 Angle 20 [] d

value [A] 3.140.10 28.1 0.1 6.25 0.05 14.13 0.05 9.40 0.05 9.41 0.05
14.43 0.05 6.13 0.05 15+/—0-055-61 005
Angle 20 [°] d value [A]
2.96+ 0.10 299+ 0.1
592+ 0.05 14.93 + 0.05
8.87 + 0.05 9.97+ 0.05
13.58 + 0.05 6.52+ 0.05
1595+ 0.05 5.55+ 0.05
16.41+ 0.05 5.40+ 0.05
2155+ 0.05 412+ 0.05
26.13+ 0.05 341% 0.05
5 c) A polymorphic form of the

(hereinafter called Polymorph III)

it provides

radiation in accordance with Figure 6.

a X-ray powder

diffractogram using Cu Ko

several significant ©peaks said diffractogram
10 presented in Table 3.
Table 3

Angle 20 [°] d value [A]
3.14+ 0.10 28.1+ 0.1
6.25+ 0.05 1413 + 0.05
940+ 0.05 9.41+ 0.05
14.43 + 0.05 6.13+ 0.05
15.79 + 0.05 561+ 0.05
16.52 + 0.05 5.36 + 0.05
18.05+ 0.05 491 + 0.05

15

characterised in that

The positions of




16.52 0.05 5.36 0.05 18.05 0.05 4.91 0.05 15 WO 02/060899

PCT/1B02/ 00229 5 The IR spectra of Polynorphs Il (see Figure 2) and ||
(see Figuwe o3pemsbear|ly show differences between the intemrsirtiBegooei9 t he
bands between 1200-1185 nm and 570-550 nm (see Figures 10 and 11). Despite
the fact that small 5 differences in the spectra can be discerned, the IR
technique is not very precise for distinguishing the Polynorphs Il and |1
fromeach other, although it does permt these two pol ynorphs to be

di stingui shed from Polynorph I. 10 Polyﬁnrph | is nonoclinic. The organic
anion has a chiral centre and both enantioners are present in Pol ynorph
| . The sodi um cati orftiss Hursperided &f Falymoxpiygehl atoas, Figwrai2 r ogen

atoms and ongersul phur eqgquelS pelcq Trq?, té%(;vl;le J]:f%er%mc@y)lﬂ di -2, 4ﬂ?é one

fragment of f|ve anj ons. hem it orns our - menber at es
t hrough t he %ﬁftq—rtfgieﬁwl@aﬁdo%n*éh@xfkg@ﬁls PréEVeEHoIdAPati G pul yaredr D0 0$5¢ he

sodiumis a r{hhgmsé(e %@h&retsedl@eahagqnal g and dihdhead@nscipie ahd anged
ina 20 cr %f% he form of |ayers parallel to tH pl ane ( 00%% The
centre of tH %ﬁﬁﬁ@F??s rdte UP ofSRS5ET80di @M c&Ei o %SC§6PP80ndE € by R he

1, 3- thiazoltebmizyde diione rfatagmetys. prébeéstai Fsrof dibeiaguassiage tlesoved
to ei ther S'ﬁ%ﬁ§ﬁof$ﬂ§ IfeQﬁﬁglIPfrErg%e%a.%gurghs} %%though it does
permit these two polymorphs to be distinguished from
Polymorph I.
10
Polymorph I is monoclinic. The organic anion has a
chiral centre and both enantiomers are present in
Polymorph I. The sodium cation is surrounded by four
oxygen atoms, two nitrogen atoms and one sulphur atom
15 belonging to the 1,3- thiazolidin-2,4-dione fragment of
five anions. With two of them it forms four-member
chelates through the nitrogen and one oxygen. The
coordination polyhedron of the sodium is a highly
distorted pentagonal bipyramid. The ilons are arranged in a
20 crystal in the form of layers parallel to the plane (001).
The centre of the layers is made up of the sodium cations
surrounded by the 1,3- thiazolidin-2,4-dione fragments.
The tails of the anions are removed to either side of this
central part (see Figure 8).
25
Also object of this dinvention is a method for
preparing the Sodium Salt. The Sodium Salt can be prepared
by causing 5-(4-{2-[ {6-methoxy-pyrimydin-4-yl)-methyl-
amino] —ethoxy}-benzyl)-thiazolidin-2,4-dione to react with
30 a source of sodium ion (Na') of base character, such as
sodium hydroxide, sodium alkoxide, sodium hydride, in a

suitable solvent.

Also object of this invention is a method for

35 preparing the Polymorph I. Polymorph I can be prepared by



Al so object of this invention is a nmethod for preparing the Sodium Salt.

The Sodium Salt can be prepared by causing

5- (4-{2- [W6-0pwbdsoxy- pyri mydi n-4-yl ) - net hyl - PCT/IB02/00229

am no) - et hoxy}-benzyl)-thiazolidin-2,4-dione to react with 30 a source of
sodiumion (Na}) of base character, such as sodi um hydroxide, sodium

al koxi de, sodium hydride, in a suitable solvent. Al so object of this
invention is a nmethod for 35 preparing the Polynorph |I. Polynorph | can be
prepared by WO 02/ 060899 PCT/I1B02/00229 6 precipitation or by

crystallisation. . Thus.. a nethod for gaﬁgari ng Pol ynorph |

i nvention CORPTTRES?CESD pPERAY nGEYS

according to the

'ELFBFI%BP t &' %Sodi Bm™sdihod | RP&En 5

or gani ¢ sol vemparing aPmbytmrr@hof ol veatsrdiumgler yefl the angdvenelibnAg to
room tenperatyre.; 9L b) preparing a saturated solution of the Sodium Salt
at roomtenperature in nethyl or ethyl alcohol and cooling to a
tenperature | ower tHan PRRIALENPer asalvtion oG theprphinimSal sol i i an of

the SodiumSaldaifc ¥61AhnOTeidv] Aleohol 8A0sOAYLADY, '&?gQ% 58k Phoxy-

i nsolubilising solutjon, or d) causing a solution o -
pyri nydi n- 4-39 - Hethyd arfi ntiﬂor%ttr?d‘i@/? HehzS1 )% hi azol i d| n-

15 2,4-dione in

i sopropanol to reactbjundeepsef hgx aM shtarsedacesfutses] uski (HheOfSQ§§§m

h ter, I d d t
Chan room LERber BEure SlartE IR 1 0ot at Pd e pot§at e 4.

erature | ower

MDf the

cooling to a temperature lower than room temperature, or

10 c) preparing a solution of the Sodium Salt in

water or methyl alcohol and pouring it

insolubilising solution, or

into an

d) causing a solution of 5-(4-{2-[(6-methoxy-

15

20

25

30

35

pyrimydin-4-yl)-methyl-amino]-ethoxy}-benzyl)-thiazolidin-
2,4-dione in isopropanol to react under reflux with a
source of sodium ion of base character, preferably sodium
hydroxide, and cooling to a temperature lower than room

temperature.

and then isolating the polymorphic form of the
solvent.

Also object of this dinvention is a method for
making Polymorph II. Polymorph II can be prepared by
evaporation. Thus, a method for preparing Polymorph II
according to the invention comprises:

a) preparing a solution of the Sodium Salt in
water or in an alcohol and eliminating the solvent by
evaporation at atmospheric pressure, at room temperature,
or

b) preparing a solution of the Sodium Salt in an
alcohol and eliminating the solvent by evaporation at low

pressure and within a temperature range of 30-80°C

Also object of this invention is a method for

making Polymorph III. Polymorph III can be prepared by



20 solvent. Also object of this invention is a nmethod for making Pol ynorph
I1. Polynmorph Il can be prepared by evaporation. Thus, a nethod for

pr epar i ngvBaekyenspph 11 25 according to the invention compCirapez/002)9
preparing a solution of the SodiumSalt in water or in an al cohol and
elimnating the solvent by evaporation at atnospheric pressure, at room
tenperature, or 30 b) preparing a solution of the Sodium Salt in an

al cohol and elimnating the solvent by evaporation at |ow pressure and
within a tenperature range of 30-80C. Al g0 object of this invention is a
met hod for 35 making Polynorph 111. Polynmorph 11l can be prepared by WO
02/ 060899 PENARIA AR 90f7 £vapauabuen 9l @ @quegusssol 4t meRhodhussr a

thod f N Pgl h 11 di to the i ti o prises
preparing a 'S G of | PheNSBHR umSdT { TTCCAEIY ahd ol nat Y 13
sol vent at |mpsriessurme srak g B rseluts drenplrigier godangesalt 40 8@CGedhe
Conmpound (1 )ad$p @Iﬁl?ﬁ‘ig@lﬁé qgécréog%@ngn a toPAGY E@r@@%ﬁ% ang Iw&%thli?lnl%o;rhe

9902533, whose content 1Is I ncor por at el her el n way of reference.
conpounds dUjFReGIEUR Fandremt P H®ESent  hypergl emic and hyperlipidic
activity. The invention thus provides the Sodium Salt and 15 its

pol ynorphic forms called Polynorphs I, Il and Ill for use as a ,
t her apeutical ly acti%J sﬁﬁ?ﬁy ' dAd i AS Prepared as described in

Spanish patent application no. 9902533, whose content is
incorporated herein by way of reference.
10
The compounds object of this invention present

hyperglemic and hyperlipidic activity.

The invention thus provides the Sodium Salt and

15 its polymorphic forms called Polymorphs I, II and III for
use as a therapeutically active substance, and in
particular for use in the treatment and/or prophylaxis of
hyperglicemia and/or hyperlipidemia and/or for use in the
treatment of complications associated with resistance to:
20 insulin, such as hypertension, hyperuricemia or other

cardiovascular, metabolic and endocrine disorders.

The compounds object of this invention can be used
alone or in combination with one or more antidiabetic
25 agents such as the sulfonylureas, biguanides, alpha

glucosidase inhibitors, beta agonists or insulin.

Thus, under another aspect, this invention

provides the Sodium Salt and the polymorphic forms thereof
30 called Polymorph I, II and III, alone or in combination
with one or more antidiabetic agents, for the manufacture
of a medicine for the treatment and/or prophylaxis of
hyperglycemia and/or hyperlipidemia and/or for the

treatment of complications associated with resistance to



particular for use in the treatnment and/or prophylaxis of hyperglicem a
and/ or hyperlipidem a and/or for use in the treatnent of conplications
associ at edowebnspesi stance to, 20 insulin, such as hypert @u%iIBoR/00229
hyperuricem a or other cardiovascul ar, netabolic and endocrine di sorders.
The conpounds object of this invention can be used alone or in conbination
with one or nore antidiabetic 25 agents such as the sul fonyl ureas,

bi guani des, al pha gl ucosidase inhibitorg, beta agonists or insulin. Thus,
under anot her aspect, this invention provides the Sodium Salt and the

ol ynorphic forns. t hereof. 30 called Polynorph I, 1l and LI1, alone or in
(F:)on%:l)i na!toi on %Mr?%ﬂfjbgri]b oﬁ'ucrporéisan?’iy&eggeeﬂ%oélgenPé’?eFBFlFﬁ@lﬁanBFac?E}P%r of a
medi ci ne forcahdievastwnt, ameladrolpropryd andoafindily peirgyerd a and/ or
hyperlipi dem a and/or for the treatnment of conplications associated with
resi stance to WO 02/ 060899 PCT/1B02/00229 8 insulin, such as hypertension,
hyperuricem a or ot Hgte EaF®CeREsScuPhi eciret @boltifdl sand newaddcinrnakadi sle der s.

The conpousdsdmbh estedqt hiss | nventy on Gan bgy,5 \«’;\IEHE@E%%&W asgtheygare
or, preferabl as a har naceuti cal. conposition ich includes at | east
one phar nac%%‘lf‘?lﬁ%ﬁlﬁltg%%eptcé’ﬁ]pgsﬁdi% gﬁf‘.lcpn LRETOrRTIcE i LR2EKI sONEhi s
invention provadescentildsphardamesgutdlchd orposddd on which includes the
Sodium Salt and the pol ynorphic forns thereof naned Pol ynorphs I, Il and
11, and a therapeutically active and suitable quantity of at |east once
exci pi ent. 15 The coWpostadmiengy ovi dedtibys ¢ hilsis nienenohotaprbeides a

10 pharmaceutical composition which includes the Sodium Salt
and the polymorphic forms thereof named Polymorphs I, II
and III, and a therapeutically active and suitable

gquantity of at least once excipient.

15 The compositions provided by this invention can be
administered by any appropriate via, but preferably orally
or parenterally.

The compositions for parenteral or topical

20 administration can be injectable solutions, infusions,
suppositories or transdermic systems. The pharmaceutical
compositions for oral administration can be solid, such as
tablets or capsules prepared by the conventional means
with pharmaceutically acceptable excipients, or liquids
25 such as aqueous or oleous solutions, syrups, elixirs,
emulsions or suspensions prepared by the conventional

means with pharmaceutically acceptable additives.

Tablets and capsules are the preferred forms of
30 administration.

In accordance with conventional pharmaceutical
practice, the excipients can include diluents,
disintegrators, wetting agents, lubricants, colorants,

35 flavourings or other conventional adjuvants.



adm ni stered by any appropriate via, but preferably orally or

parenterally. The conpositions for parenteral or topical 20 adm nistration
can be i nwewoabises sol uti ons, infusions, suppositories or PCTARGA®RIN C
systens. The pharmaceutical conpositions for oral admnistration can be
solid, such as tablets or capsules prepared by the conventional neans

wi th pharnmaceutically acceptabl e excipients, or |iquids 25 such as aqueous
or ol eous sol utions, syrups, elixirs, egulsions or suspensi ons prepared by
the conventional neans with pharmaceutitTally acceptable additives. Tablets
and capsules are the preferred forns of 30 adm nistration. In accordance
wi th conventional pharmaceutical practice, the excipients can include

di luents, disintegrgboksl WetdidipRAes s, Lwknieants, eglor arkSmp132
flavourings _or other cqnventio %I adj uvants. WO 02/ 060899 PCT/IBOE706229 9
Typi cal excpﬁF§RF§yFﬁ@ﬁ3&§F F@g ERETEI e 5 LA ro R STEHIN Y In P A LddEeE -
starch, pol yaignglsioyr stldadente, ormaghesnumastrgdr atd perateqdi um | auryl

sul phate. 5 Description of the figures Figure 1 shows the IR spectrum of

Pol ymorph 1. The y-axis shows the percentage of transnmittance and the x-
10 axi s t heDPepegietdpre ofr &hecdignresi . Figure 2 shows the | R spectrum of
Pol ymorph I'l. Figure 3 shows the IR spectrum of Polynorph I1l. Figure 4

shows the X-ray powder diffractogram of
Figure 1 shows the IR spectrum of Polymorph I. The

y—axis shows the percentage of transmittance and the x-
10 axis the frequency expressed in cm .

Figure 2 shows the IR spectrum of Polymorph II.

Figure 3 shows the IR spectrum of Polymorph III.

Figure 4 shows the X-ray powder diffractogram of
Polymorph I. The y-axis shows the counts and the x-axis

15 angle 2 Theta.

Figure 4 shows the X-ray powder diffractogram of
Polymorph II.

Figure 5 shows the X-ray powder diffractogram of
Polymorph IT.

20 Figure 6 shows the X-ray powder diffractogram of
Polymorph IIT.

Figure 7 shows the three X-ray diffractograms of
Polymorphs I, II and III, respectively, in order to
facilitate comparison thereof, where PI indicates

25 Polymorph I, P II Polymorph II and P III Polymorph III.

Figure 8 shows the contents of the elemental cell
of Polymorph I.

Figure 9 shows an enlargement of the IR spectrum
of Polymorph I, of the zone included between 2700 and 3150

30 cmt.

Figure 10 shows an enlargement of the IR spectrum
of Polymorph II, of the zone included between 2700 and
3150 cmt.



Pol ynmorph 1. The y-axis shows the counts and the x-axis 15 angle 2 Theta.
Figure 4 shows the X-ray powder diffractogramof Polynorph Il. Figure 5
shows t hew-opagospowder di ffractogram of Pol ynorph 11. 20PETrgBex00829shows
the X-ray powder diffractogramof Polynorph Il11. Figure 7 shows the three
X-ray diffractograns of Polynorphs I, Il and IIl, respectively, in order
to facilitate conparison thereof, where Pl indicates 25 Polynorph I, P 1]
Pol ynorph 1l and P 111 Polynmorph I11. Fggyre 8 shows the contents of the
el enental cell of Polynorph I. Figure shows an enl argenent of the IR
spectrum of Polynmorph I, of the zone included between 2700 and 3150 30
cm 1. Figure 10 shos % Sentlar 4Pt 2Bf ePR8 TPREPEC Uk Do f IPoSHABE AT | | |

of the zone onckuledobphwaan , 2700 and B0 Che iy B824Q6R892700 and
PCT/I802/002$§5010.E|gure 11 shows an enl argenment of the IR spectrum of
Pol yrmor ph 11 ®he zone included between 2700 and 3150 cm 1. 5
Experinental Part Bel ow, by way of non-restrictive explanation of the

i nvention, |gﬁ¢%&4ﬁgﬂgéya he fol |l owi ng exanples. 10 EXAMPLES OF
SYNTHESI S~ Exanp A

Below, by way of non-restrictive explanation of

the invention, is an outline of the following examples.

10 EXAMPLES OF SYNTHESIS

Example 1:
Sodium Salt of 5-(4-(2- (6-methoxy-pyrimydin-4-yl)
amino) ethoxy)benzyl) thiazolidin-2,4~-dione

15
To a suspension of 12.0 g of 5-(4-(2-(6-methoxy-pyrimydin-
4-yl) amino)ethoxy)benzyl)thiazolidin-2,4~dione in 60 ml
of 95% EtOH is added drop by drop a solution of 1.4 g of
NaOH in a mixture of 6.0 ml of 95% EtOH and 3.6 ml of
20 water. Once addition 1is completed, the mixture is stirred

for 2 hours at room temperature.

The mixture is cooled to 0-5°C, stirred for one hour and
filtered. The solid is dried in an oven at 40°C. 11.5 g of
25 the product of the title is obtained. Yield: 90.8%.

Most of the product obtained corresponds to Polymorph I.

'H-NMR spectrum (200 MHz, D20, & ppm, TMS) : 8.0 (s, 1H,
30 pirimidine) / 7,0 (d, 2H, bencenic ring) / 6,65 (d, 2H,
bencenic ring) / 5,6 (s, 1H, pirimidine) / 4,4 (d x d, 1H,
thiazolidindione) / 4,0 (sc, 2H, CH20) / 3,7 (sc, 2H,
NCHz) / 3,7 (s, 3H, OCHs) / 3,2 (d x d, 1H, CHz bridge) /
2,85 (s, 3H, NCH3) / 2,8 (d x d, 1H, CHz2 bridge).
35



Sodi um Salt of 5-(4-(2-(6-nmnmethoxy-pyrinydin-4-yl)
am no) et hoxy) benzyl )t hi azolidin-2,4-dione 15 To a suspension of 12.0 g of
5- (4- (2- (wWormenbmssy - pyri mydi n- 4-yl) am no) PCT/1B02/00229
et hoxy) benzyl )t hi azolidin-2,4-dione in 60 mM of 95% EtOH is added drop by
drop a solution of 1.4 g of NaOH in a mxture of 6.0 mM of 95% Et OH and
3.6 M of 20 water. Once addition is conpleted, the mxture is stirred for
2 hours at roomtenperature. The m xture is cooled to 0-5C, stirred for one
hour and filtered. The solid is dried in"an oven at. 40C. 11.5 g of 25 the
product of the title is obtained. Yield: 90.8% Most of the product
obt ai ned corresponds to Polynorph I. 1H NMR spectrum (200 WHz, D20, 8 ppm
T™MS5): 8.0 (s, 1H, 30 pirimdine) / 7,0 (d, 2H bencenic ring) / 6,65 (d,
2H, benceniérin% /.56 (s, 1H, pirimdine) / 4,4 (d x d, 1H,
t hi azol i di nd#™9 2% 0 (sc, 2H, CH2O / 3,7 (sc, 2H NCH2) / 3,7 (s, 3H,
OCH3) / 3, 2 Yaitdund, 1HsalH? bricdge) /5- 24— 82- (6-mdthodighiPidydin 8 (g ) d,
1. O brd QR St DAL OEOANS RO RO 02 o:bhe STt o 3 07 S
- - = = y\.u 1 - yl /7 g
am no) et hoxy) benzyl ) t hi azol i di n- 2, 4-di one (Polynmorph I) 11.5 g of the
product obtained in,exappl S +S k f.IRA The mxture is
stirred and heat e% under efIJoId&% _terq?ésjétflﬁgn%g(gglgégdrlopl ySJ(}srpo%n%en il
di ssol ution 0 {92mk pEf Thie Hdw imikriere uinedtdfedndnthdentecunmdsr
stirred for fiew howiser 14s ithGPARIEd WP Gy | drdS until dissolution
10 (12 ml). The heating is turned off and the mixture is
stirred for a few hours. It is cooled to 0-5°C. It is
stirred for one hour and filtered. The solid is dried in
an oven at 40°C. 9.7 g of the product of the title is
obtained. Recryst. yield: 84.3%.

15

Melting point: decomposition at approx. 240°C.

IR spectrum (KBr) (Polymorph I): 3000-3050 (t CH ar.) /
2900-3000 (t CH al.) / 1670, 1600 (t C=N) / 1560 (t C=0) /
20 1540, 1510 (t C=C ar.) / 1230 (t c-0).

X-ray spectrum: coincides with the diffractogram of

Polymorph I.

25 Example 3:
Sodium Salt of 5-(4- (2~ (6-methoxypyrimydin-4-yl)
amino) ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph I)

0.1 g of the product obtained in Example 1 is dissolved in
30 3 ml of water. The solution is poured all at once, with

agitation and at room temperature, onto 30 ml of acetone.

It is left to rest. It is filtered and the precipitated

product is dried to obtain the product of the title.
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stirred for one hour and filtered. The solid is dried in an oven at 40C
9.7 g of the product of the title is obtained. Recryst. yield: 84.3% 15
Mel ti ng pwoneioemseronposition at approx. 240C. | R spect rumpCKBB)2/(0P2 yror ph
): 3000-3050 (t CHar.) / 2900-3000 (t CHal.) / 1670, 1600 (t C=N) /
1560 (t CO / 20 1540, 1510 (t C=C ar.) / 1230 (t CGO0). X-ray spectrum
coincides with the diffractogramof Polynorph |I. 25 Exanple 3: Sodi um Sal t
of 5-(4-(2-(6-nethoxypyrinydin-4-yl)

ani no) et hoxy) benzyl ) t hi azol i di n- 2, 4- di on¢’ (Polynorph I') 0.1 g of the
product obtained in Exanple 1 is dlssolved in 30 3 mM of water. The

sol ution is Jdived %P?C%fu%ncecowpﬁﬁdeéglW&ﬁhon@%ﬁjzﬁlfﬁ%ﬁﬁtqgﬁﬁMEﬂQie
onto 30 ml dolaeeirgne.r. It is left torest. It is filtered and the
precipitated product i's dried to obtain the product of the title. 35 WO
02/ 060899 PCT/1B02/00229 12 X-ray spectrum coincides with the
diffractognﬁﬂ&ﬂpldaﬂﬁﬂﬁﬁph | . Exanples 4-8: 5 Sodium Salt of 5- (4 (2-
(6- met hoxypygddigi - ¥£it am ngy et hpxy)_ Pf’“{é’ﬂxe{ﬁ?&;@v&w%“dlzﬁ ﬂ of)\r)gd

(Pol ynorph 07 1=0- the—product—obtarfred—i—Exanp

in 10 nl of wmm&hwmmﬁmmm@%@w@m Iagi tation

and at roomtenperature onto 100 m of the solvents indicated bel ow

0.1-0.3 g of the product obtained in Example 1 is
dissolved in 10 ml of ethanol. The solution is poured all
10 at once, with agitation and at room temperature onto 100

ml of the solvents indicated below:

EXAMPLE Solvent

Tetrahydrofuran

Acetone
Ethyl acetate

Chloroform

@ |\ oy O [

Toluene

It is left to rest. It is filtered and the precipitated
15 product is dried to obtain the product of the title.

X-ray spectrum: the diffractogram of Polymorph (I) is
obtained in all cases.

20 Examples 9-19:
Sodium Salt of 5-(4~-(2- (6-methoxypyrimydin-4-y1)
amino) ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph I)

The product obtained in Example 1 is dissolved in a

25 solvent under reflux. The resulting solution is left to
cool slowly with stirring to room temperature. The solid
obtained is filtered and dried to obtain the product of
the title.



EXAMPLE Sol vent 4 Tetrahydrofuran 5 Acetone 6 Ethyl acetate 7 Chloroform
8 Toluene It is left torest. It is filtered and the precipitated 15
product iwWOdrRioe®9t 0 obtain the product of the title. X-rapcgpBeroem the

di ffract ogram of Polynmorph (1) is obtained in all cases. 20 Exanples 9-19:
Sodi um Salt of 5-(4-(2-(6-nmethoxypyrimnmydin-4-yl) am no)

et hoxy) benzyl ) t hi azol i di n-2, 4-di one (Pol ynorph I) The product obtained in
Exanple | is dissolved in a 25 solvent der reflux. The resulting
solution is left to cool slowy with stTTring to roomtenperature. The
solid obtained is filtered and dried to obtain the product of the title.
WD 02/ 060899 FCTFRBAS/ 90288 L3 11He tipes whhehamelhsws oShdwes tiveodnount s

of the produst mfafpanphe dsvapd, cé9gebber with the vebamreandnghe e
solvent or m xture of skoentswgfed. 5I§%§nt|t Exanpl e 1 EXAMPLE Sol vent
72

(s) Vsol vent>{MG7E (3§ RHolePes UEd. 48 Et hanol 124 11 0. 32
| sopropyl al cohol 232

5
Quantitys le 1
EXAMPLE ( )xampe Solvent (s) Vsorvent (m1)
g

S 0.52 Methanol 20

10 0.48 Ethanol 124

11 0.32 Isopropyl alcohol 232

12 0.41 Water : Acetone 1.2:10
Wate : I 1 .5:

13 1.51 r sopropy 3.5:20
alcohol

14 0.40 Methanol : Acetone 15:20
Methanol : Ethyl 20:20

15 0.50 Y 2
Acetate

16 0.16 Ethanol : Acetone 15:15
Ethanol : Ethyl 7:37

17 0.17 Y 3733
Acetate

18 0.21 Ethanol : THF 31:31

19 0.40 Ethanol : Toluene 73:20

X-ray spectrum: the diffractogram of Polymorph (I) 1is
obtained in all cases.

10
Example 20:
Sodium Salt of 5-(4- (2~ (6-methoxypyrimydin-4-y1)
amino) ethoxy)benzyl) thiazolidin-2,4~dione (Polymorph I)

15 A saturated solution of the product obtained in Example 1

in ethanol is prepared.

The solution‘is left to cool to 2°C.



12 0.41 Water : Acetone 1.2:10 13 1.51 Water |sopropyl 3.5:20 al cohol 14
0.40 Met hanol : Acetone 15:20 15 0.50 Methanol Ethyl 20:20 Acetate 16
0. 16 Et hawolo2/608¢®t one 15:15 17 0. 17 Ethanol Ethyl 37:37pPCARaBo2#i022918 0. 21
Et hanol : THE 31:31 19 0.40 Ethanol : Toluene 73:20 X-ray spectrum the
di ffractogram of Polynorph (1) is obtained in all cases. 10 Exanple 20:
Sodium Salt of 5-(4-(2-(6-nmethoxyp rinydin-4-yl)
ani no) et hoxy) benzyl ) t hi azol i di n- 2, 4-di ong, (Pol ynorph 1) 15 A saturated
solution of the product obtained in Exanple 1 in ethanol is prepared. The
solution is égft 9 31 to t@33é§99 PCT/ 1 B02/ 00229 14 After 48
hours the criystaf|i*ge %H%%uEPe|§H¥% ethPrefvrel &6 obtldiaracheapdoduct
of the titl eerXeqia‘g/o splecd tuntheopnedwtes o tthd heieliéfract ogram of 5
Pol ynmorph 1. Exanple 21: Sodium Salt of 5- (4- (2- (6-methoxyrimnmydin-4-yl)
anlno)ethoxy)benzyl)thlazol|d|n 2, 4-di one (Polynorph 1) 10

X—-ray spectrum: 001nc1des with the diffractogram of

5 Polymorph I.

Example 21:
Sodium Salt of 5-(4-(2- (6-methoxypyrimydin-4-yl)
amino) ethoxy)benzyl) thiazolidin-2,4~dione (Polymorph I)

10

A saturated solution of the product obtained in Example 1

in methanol is prepared.

The solution is left to cool to 2°C.

15
After 48 hours the crystallised product is filtered and
dried to obtain the product of the title.

X-ray spectrum: coincides with the diffractogram of
20 Polymorph I.

Example 22:
Sodium Salt of 5-(4-(2- (6-methoxypyrimydin-4-vl)
amino) ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph I)

25

A saturated solution of the product obtained in Example 1

in ethanol is prepared.

The solution is left to cool to -3°C.

30
After 48 hours the crystallised product is filtered and
dried to obtain the product of the title.

X-ray spectrum: coincides with the diffractogram of
35 Polymorph I.



A saturated solution of the product obtained in Exanple 1 in nethanol is
prepared. The solution is left to cool to 2C. 15 After 48 hours the
crystal |l iwed2fpemguct is filtered and dried to obtain thepPpradexto229f the
title. X-ray spectrum coincides with the diffractogramof 20 Pol ynorph I
Exanpl e 22: Sodium Salt of 5-(4-(2-(6-nmethox yrimnmydin-4-yl)

am no) et hoxy) benzyl )t hi azol i di n-2, 4-di one (Polynorph I) 25 A saturated
solution of the product obtained in Exa %e 1 in ethanol is prepared. The
solution is left to cool to -3C. 30 Aft 48 hours the crystallised
product is filtered and dried to obtain the product of the title. X-ray
spectrum coincides with the diffractogramof 35 Polynorph I. WO 02/ 060899
PCT/ | B02/ 0022Ramgbe 2xanpl e 23: Sodium Salt of

5-(4-(2-(6-
am no) et hox } $2YE8¢
5-(4-(2-(6- mmquVhowtbendym thlanhbdle%ﬁp«-y@ba@kl}olym h I)

thi azolidig-2,4-dione is suspended in 48 nl of isopropanol. e mxture is
agitated and heated wunder reflux. A solution of 1.36 g of NaCH in 12 m of
12 g of 5= (4= (2-(6-methoxypyrimydin-4-yl)

amino)ethoxy)benzyl)thiazolidin-2,4-dione is suspended in
48 ml of isopropanol. The mixture is agitated and heated
under reflux. A solution of 1.36 g of NaOH in 12 ml of
10 water 1is added drop by drop. Once the addition is
completed, 2 ml of water is added drop by drop. The
suspension then changes to a solution. The heating is
turned off. The mixture is agitated until it reaches room
temperature, during which time it 1s turned once again
15 into a suspension. It is then cooled to 0-5°C, agitated
for one hour and filtered. The solid is dried in an oven
at 40°C. 9.9 g of the product is obtained.
Yield: 78.1%.

20 Melting point: decomposition at approx. 240°C.

IR spectrum (KBr) (Polymorph I): 3000~3050 (t CH ar.) /
2900~-3000 (t CH al.) / 1670, 1600 (t C=N) / 1560 (t C=0) /
1540, 1510 (t C=C ar.) / 1230 (t C-0).

25
X~ray spectrum: coincides with the diffractogram of
Polymorph I.
Example 24:

30 Sodium Salt of 5-(4-(2- (6-methoxypyrimydin-4-y1l)

amino) ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph II)

0.15 g of the product obtained in Example 1 is dissolved
in 5 ml of water.
35



10 water is added drop by drop. Once the addition is conpleted, 2 m of
wat er i s added drop by drop. The suspension then changes to a sol ution.
The heat iw@ 2®608pur ned of f. The m xture is agitated until PC/IB&Awh®s r oom
tenperature, during which tine it is turned once again 15 into a
suspension. It is then cooled to 0-5C, agitated for one hour and filtered.
The solid is dried in an oven at 40C. 9.9 g of the product is obtained.
Yield: 78.1% 20 Melting point: deconpo§i6ti on at approx. 240C. IR spectrum
(KBr) (Polynorph 1): 3000-3050 (t CH ar.) / 2900-3000 (t CHal.) / 1670,
1600 (t C:N%r/ 1560 (t C=0O), / 1540, 1510 (t C=C ar.) / 1230 (t C0). 25
X-ray spect Fif1 cfhtsdles WSt h SHRPUTFIGHct BEr ai I PEEVRBEPRIFE Exdnpl e
24: 30 Sodi giySahki 10fsa%ich €2ps(ibe et hOXyHWE 1Y dithed- pkdduct of the

am no) et hoxi)iggnzyl )thiazolidin-2,4-dione (Polynmorph Il1) 0.15 g of the
product obt ai g°in Exanple 1 is dissolved in 5 m of water. 35 WO

02/ 060899 PCT/ 1 B02/ 00229 16 The solvent is evaporated at roomtenperature
in cryst Lsat.i p .t iy ot r of, the title. 51IR
spectrum ?EJKEr :gblgg?ﬁ%?ldzs%]%ﬁt'h%lgggltﬁralggf. ng:gaﬁqg’%ggt frztjm coincides with the
di ffractogram of Pol ynorph I1.

X-ray spectrum: coincides with the diffractogram of

Polymorph II.

10 Example 25:
Sodium Salt of 5-(4-(2- (6-methoxypyrimydin—-4-y1l)
amino) ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph II)

0.15 g of the product obtained in Example 1 is dissolved
15 in 20 ml of methanol.

The solvent is evaporated at room temperature in
crystallisation capsules to obtain the product of the
title.

20
X-ray spectrum: coincides with the diffractogram of

Polymorph IT.

Example 26:

25 Sodium Salt of 5-(4-(2- (6-methoxypyrimydin-4-y1l)
amino) ethoxy)benzyl) thiazolidin~2,4-dione (Polymorph II)

0.15 g of the product obtained in Example 1 is dissolved
in 180 ml of ethanol.

30
The solvent is evaporated at room temperature in
crystallisation capsules to obtain the product of the
title.



10 Exanpl e 25: Sodium Salt of 5-(4-(2-(6-mnmethoxypyrinmydin-4-yl)

am no) et hoxy) benzyl )t hi azol i di n-2, 4-di one (Polynmorph I1) 0.15 g of the
product oWDaenes9¢ n Exanple 1 is dissolved 15 in 20 nl ofrCraBbezety. The
solvent is evaporated at roomtenperature in crystallisation capsules to
obtain the product of the title. 20 X-ray spectrum coincides with the
diffractogram of Polynorph Il. Exanple 26: 25 Sodium Salt of

5- (4-(2-(6-met hoxypyri mydi n-4-yl)

ani no) et hoxy) benzyl )t hi azol i di n- 2, 4- di one’ (Pol ymorph 11) 0.15 g of the
product obtained in Exanple 1 is dissolved in 180 ml of ethanol. 30 The
sol vent is eVapdY at BPAEIWHom cefpeidear evilith cryst aldisttaooaapsules to
obtain the produedrgd tihe title. WO 02/060899 PCT/1B02/00229 17 X-ray
spectrum coincides with the diffractogramof Polynorph Il. Exanple 27: 5
Sodi um Salt of 5- (4- (2- (6-nethox yrinydin-4-yl) am no)

et hoxy) benzyB3dnplar A71:di n- 2, 4-di one (Polynmorph I1) 0.5 g of the product

obtained ig &yl e 1 5g1fissolyed ing_pp ph_of_NELNSROL. 10 qin-a-y1)
amino) ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph II)

0.5 g of the product obtained in Example 1 is dissolved in
50 ml of methanol.

10
The solvent is eliminated at low pressure, keeping the
temperature of the bath at 50°C to obtain the product of
the title.

X-ray spectrum: coincides with the diffractogram of
15 Polymorph II.

Example 28:

Sodium Salt of 5~(4-(2- (6-methoxypyrimydin-4-y1)

amino) ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph II)
20

0.5 g of the product obtained in Example 1 is dissolved in
500 ml of ethanol.

The solvent is eliminated at low pressure, keeping the
25 temperature of the bath at 50°C to obtain the product of
the title.

X-ray spectrum: coincides with the diffractogram of
Polymorph II.
30
Example 29:
Sodium Salt of 5-(4-(2- (6-methoxypyrimydin-4-y1l)

amino)ethoxy)benzyl) thiazolidin-2,4-dione (Polymorph III)




The solvent is elimnated at | ow pressure, keeping the tenperature of the
bath at 50C to obtain the product of the title. X-ray spectrum coincides
wi t h t he wofokwespogr am of 15 Pol ynorph 1. Exanpl e 28: Sedirapv2Bap1e of
5-(4-(2-(6-nmethox yrimydin-4-yl) am no)ethoxy)benzyl)thiazolidin-2,4-dione
(Polymorph 1) 20 0.5 g of the product obtained in Exanple 1 is dissolved
in 500 mM of ethanol. The solvent is elimnated at | ow pressure, keeping
the 25 tenperature of the bath at 50C t]% obtain the product of the title.
X-ray spectrum coincides with the diffractogramof Polynorph I1. 30
Exanpl e 29: Sodium Salt of 5-(4-(2-(6-nmethoxypyrinydin-4-yl) am no)

et hoxy) benz -yt Wi &folth irponcdi o a(iPsid) gy firdnd)e D i09/DiBe809ed in

PCT/ 1 B02/ 0022% h8 & 5483 6f the product obtained in Exanple 1 is dissolved
in 0.5 mM of water. The solvent is elimnated at | ow pressure, keeping the
5 tenperature of the bath at 70C to obtain the product of the title. IR
spectrum (KBhe solnehdes swi &hirfr gat€d3.atl013wr & SRAGIT,UMkeEQLAGI d8fe Wi th

the dlffr%pk%g$ @éyhrg%%é”%gghbé££'at 70°C to obtain the product of
the title.

IR spectrum (KBr): coincides with Figure 3.

10 X-ray spectrum: coincides with the diffractogram of

Polymorph III.



WD 02/ 060899 PCT/ I B02/00229 19 CLAIMS 1. Sodium salt of

5-(4-{2-[(6-net hoxy-pyri nydi n- 4-

yl ) - met hywoaniosispe et hoxy} - benzyl ) -t hi azol i di n-2, 4-di one. PCZABEWI0YIPOr phi C
formof the conpound as clainmed in Caim1, characterised in that its
X-ray powder diffractogramis shown in Figure 4. 3. Pol ynorphic form of
the conmpound as clained in Caiml1l, characterised in that its X-ray powder
10 diffractogramis shown in Figure 5. rA1'l Pol ynor phi ¢ form of the conpound
as claimed in Caiml, characterised i Yhat its X-ray powder
diffractogramis shown in Figure 6. 5. Method for preparing the conmpound as
clainmed in 15 aim1, characterised S3EM&t it includes causing 5-(4-

{2-[ (6-met hoxy- pyri rrydi n-4-yl)-met hyl - am no] - et hoxy} -
benzyl)-thiazolidin-2,4-dione to react with a source of sodiumion (Nat)
of base character. é. MRS a2 & et | 1 Ghal AP oreeher worwrirsedi i~ 20

that said SQ/t]I)C—e[lem“h}S]Odzlnumomur&)@mhﬁﬂz’mdrmhldﬁolsﬂﬁw saldk@xiede or

sodi um hydri de. 7. t for ki n a coppoun as _claimed i .d aj m2
i Igequ gHe B{ra cdhpound

characterised in that SBNPTT Ees: TH)™ pP Epaf T nG OAPES Gt i%6h G

as clained G®im Clai mdharackarvsgdni dnsol veat oritis aXmirryur eomfder
sol vent s, uqﬁeffflraegg % and %V@r{lgﬁ[ ch tenperature, or b) preparing a
f~the

saturated sol ution o conmpound ained in daim1, at room
tenperature in nethﬁﬂ dgfolymorphic form of the compound as claimed in

Claim 1, characterised in that its X-ray powder
10 diffractogram i1s shown in Figure 5.
4. Polymorphic form of the compound as claimed in
Claim 1, characterised in that its X-ray ©powder
diffractogram is shown in Figure 6.
5. Method for preparing the compound as claimed in
15 Claim 1, characterised in that it includes causing 5-(4-
{Z-[(6—methoxy-pyrimydin-4-yl) -methyl-amino]-ethoxy}-
benzyl)~thiazolidin-2,4-dione to react with a source of
sodium ion (Na+) of base character.
6. Method as claimed in Claim 5, characterised in
20 that said source of sodium ion is sodium hydroxide, sodium
alkoxide or sodium hydride.
7. Method for making a compound as claimed in
Claim 2, characterised in that it comprises:
a) preparing a solution of the compound as claimed
25 in Claim 1, in an organic solvent or in a mixture of
solvents, under reflux, and cooling to room temperature,
or
b) preparing a saturated solution of the compound
as claimed in Claim 1, at room temperature in methyl or
30 ethyl alcohol and cooling to a temperature lower than room
temperature, or
c) preparing a solution of the compound as claimed
in Claim 1, in water or methyl alcohol and pouring it into

an insolubilising solution, or



30 ethyl alcohol and cooling to a tenperature |ower than room tenperature,
or c) preparing a solution of the conpound as clained in Caiml, in water
or net hylweloeobisho and pouring it into an insolubilising geraBixmmw2%or WO
02/ 060899 PCT/1B02/00229 20 d) causing a solution of 5-(4-{2-[(6-nethoxy-
pyri nydi n-4-yl)-net hyl - am no] - et hoxy}-benzyl)-thiazolidin- 2,4-dione in

i sopropanol to react under reflux with a source of sodiumion of base
character, preferably sodium5 hydroxidgy and cooling slowy to a
tenperature | ower than roomtenperature, and, then, recovering the

pol ymor phi ¢ form of the solvent. 8. Method for maki ng a conpound

claimed in daim3Y chGPRELBPI s8d BRERALD t Oomri (ed2-1d 6a)“ef§P@E5é(r| ng a
sol uti on ofpyhemgamnemﬁglaSmetaymedmlnb]Gbahakyg banm@u¢ntﬁﬁat81a@1ﬁLcohol

and el im natipg % oration at, at her i ressure,

room terrpe%é?u?%gge Ql§ %% rlpr‘lagmaofa2L SgPUtI G o ‘Jﬂﬁisgpcoﬁﬁ%&lﬁﬁ a5 51 aF‘rred

15 in d ai neourcea af @IO@Ghm lmmélbm?ﬁathagat:hersop\renfterlagolye\sanmumt| on
at |ow pr%5ﬁ9&§o§DQeW tahun RAGREr AL, 1@N0 8y pafafife Foule!| g or

making a conpound as clainmed in "Claim aracterised in that
conpri ses pFep&r FAYPEradvrsol uti on of t he conpound as claimed in aim1lin

wat er and ehkhfli, nahbng tbeosekvagt tak bewyRbessikerapfl Wt Rhe do1lepperature
range of 40-80C. 10 Pharaceut] cal composition whlch 10gudes 8y in
Claim 3, characterised in that it comprises:

10 a) preparing a solution of the compound as claimed
in Claim 1, in water or in an alcohol, and eliminating the
solvent by evaporation at atmospheric pressure, at room
temperature, or

b) preparing a solution of the compound as claimed

15 in Claim 1, in an alcohol, and eliminating the solvent by
evaporation at low pressure and within a temperature range
of 30-80°C.

9. Method for making a compound as claimed in
Claim 4, characterised in that it comprises preparing a

20 solution of the compound as claimed in Claim 1 in water
and eliminating the solvent at low pressure and within a
temperature range of 40-80°C.

10. Pharmaceutical composition which includes a
compound as defined in any of Claims 1 to 4, in a

25 therapeutically active quantity and a suitable quantity of
at least one excipient.

11. Compound as defined in any of Claims 1 to 4
for use as an antihyperglycemic agent and/or an
antihyperlipidemic agent and/or an insulin sensitizer.

30 12. Utilisation of a compound as defined in any of
Claims 1 to 4, alone or in combination with one or more
antidiabetic agents such as the sulfonylureas, biguanides,
alpha glucosidase inhibitors, beta agonists or insulin,
for the manufacture of a medicament for treating and/or

35 prophylaxis of hyperglycemia and/or hyperlipidemia and/or



conmpound as defined in any of Clains 1 to 4, in a 25 therapeutically
active quantity and a suitable quantity of at |east one excipient. 11.
Conmpound W odeéisped in any of Clains 1 to 4 for use as amCT/IB02/00229

anti hypergl ycem ¢ agent and/or an antihyperlipidem c agent and/or an
insulin sensitizer. 30 12. Utilisation of a conmpound as defined in any of
Claims 1 to 4, alone or in conbination wwth one or nore antidiabetic
agents such as the sul fonylureas, biguanjdes, alpha glucosidase

i nhi bitors, beta agonists or insulin, for the manufacture of a nedi canent
for treating.and/or 35 prophylaxis of hyperglycem a and/ or hyperlipidem a
and/ or WD 0%%05@9"“5&& BEBPAAS3EG 1 on f%?s??%%‘i?qmwélﬁﬁplqeédﬁt@ﬁsce to
associ at ed virndu¥esi stante e hrppelritenssveh asypyperiessian, ohypserukgd cen a

or other ¢ %adf’ <9ivc?i§acsuc| ualra’r ’ rr%{[eac:ba%ld lCi Ca nadncF nednocfgcl rqanla ld Ids.lOSrOdre eSI: S .5



