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25  results obtained by the Diabetes Control and Complications Trial (DCCT)
and the Stockholm Prospective Study have for the first time demonstrated
this relationship in man by showing that insulin-dependent diabetics have
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30 also expected to benefit NIDDM patients.
Hyperglycaemia in the case of NIDDM is associated with two bio-
chemical anomalies, namely insulin resistance and insufficiency of insulin

secretion.
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However, the monotherapy may show a loss of efficacy over time.
25  This is referred to as “secondary deficiency”. This may represent up to
50% unsatisfactory response after 10 years of treatment. The studies con-
ducted have shown that it is possible to deal with this problem by combin-
ing in the same pharmaceutical form metformin with sulfonylureas or TZD
(EP 869 796 B1, EP 974 365 B1, EP 861 666 B1, WO 03/006004 A2), and
30 a number of these fixed combinations have been marketed:
o metformin + glibenclamide/glyburide (Glucovance®)
e metformin + glipizide (Metaglip®)

o metformin + rosiglitazone (Avandamet®).
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in which:
R1, R2, R3 and R4 are independently chosen from the following groups:
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(C1-C5)alkoxy or (C3-C8)cycioalkyl,
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(C1-C5)alkoxy
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25 (C1-Cb5)alkoxy
-(C3-C8)cycloalkyl optionally substituted by (C1-CS)alkyl or
(C1-C5)alkoxy
-hetero(C3-C8)cycloalkyl bearing one or more heteroatoms chosen
from N, O and S and optionally substituted by (C1-C5)alky! or (C1-C5)-
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30 aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxymethyl or
carboxyethyl,
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20 A more particular group of the invention concerns the pharmaceuti-
cal compositions according to the invention in which the triazine deriva-
tives are compounds of the formula () in which R1 and R2 are a methyl
group and R3 and R4 represent a hydrogen.

Compounds of the formula (I) that may especially be mentioned in-
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and more preferably the compound of Example 18.

The term “insulin secretion stimulator” means any agent usually
used in human or veterinary therapy to stimulate insulin secretion in the
case of a patient in need thereof. Sulfonylureas, glinides, glucagon re-
ceptor antagonists, incretin hormones, in particular glucagon-like-peptide-
1 (GLP-1) or GLP-1 agonists, and DPP-IV inhibitors are especially pre-
ferred.

The term “glucagon receptor antagonist” in particular includes the
compounds described in WO 98/04528, in particular BAY27-9955, and
also those described in Bioorg. Med. Chem. Lett. 1992, 2, 915-918 and
more particularly CP-99,711, those described in J. Med. Chem. 1998, 41,
5150-5157 and in particular NNC92-1687, those described in



HCN "NyNH 38 NNon HCO OCH3 H HCN 'NYNH

39

"x" ~~ HC N CH3 WO 2007/079914 PCT/ EP2006/ 012182

WAt H C N "N "NH2 40 TN N HCl ~ o CH, PEI/EP2006/012182
H3C, N .NrNH2 41 N ~N\ | 1para-Tol uene- o sulfonate
CH3 H42 HCAN Y N Y NH H3CX HC H3C CH3 CH3 H H
C NYNYNH2 43 NN "'"CH3 HCO TCHCH3 HHCN 'NrNH2 44

NIN HClgjoH.Ehemhi3 1999, 274, 8694-8697 and in particular L-168,049, and
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those described in US 5 880 139, WO 99/01423, US § 776 954, WO
98/22109, WO 98/22108, WO 98/21957 and WO 97/16442.

The term “sulfonylureas” concerns compounds that activate the se-
cretion of insulin by the pancreatic beta cells by transmission of a signal
via sulfonylurea receptors located in the membrane. It includes (in a non-
limiting manner) tolbutamide, chlorpropamide, tolazamide, acetoxamide,
glycopyramide, glibenclamide/glyburide, gliclazide, 1-butyl-3-metanilyl-
urea, carbutamide, glibomuride, glipizide, gliquidone, glisoxepide, gly-
buthiazole, glibuzole, glyhexamide, glymidine, glypinamide, phenbut-
amide, tolyl-cyclamide and glimepiride, more preferably gliben-
clamide/glyburide, gliclazide, glimepiride and glipizide.

The term “glinide” in particular means repaglinide.

The term “glucagon receptor agonist” in particular includes com-
pounds, such as GLP-1(7-37), in which the terminal amide of Arg*® is dis-
placed with Gly to position 37 of GLP-1(7-36)NH, and also variants and
analogues, such as GLN°-GLP-1(7-37), D-GLN®-GLP-1(7-37), acetyl
LYS®-GLP-1(7-37), LYS'®-GLP-1(7-37) and, in particular, GLP-1(7-37)OH,
VAL®-GLP-1(7-37), GLY8-GLP-1(7-37), THR®-GLP-1(7-37), MET®-GLP-
1(7-37) and 4-imidazopropionyl-GLP-1. Particular preference is also given
to the GLP agonist known as exendin-4, described by Greig et al. in Dia-
betologia, 1999, 42, 45-50.

The term “DPP-IV inhibitor” in particular includes compounds, such
as, in a non-limiting manner, those described in WO 97/40832, WO
98119998, DE 196 16 486 A1, WO 00/34241, WO 95/15309, WO
0147514 and WO 01/52825, WO 2005/033099, WO 2005/058849 and
WO 2005/075426.

The preferred compounds are 1-(2-[(5-cyanopyridin-2-yl)amino]ethyl-
amino)acetyl-2(S)-cyanopyrrolidine  dihydrochloride (Example 3 of WO
98119998), (S)1-[(3-hydroxy-1-adamantyl)amino]acetyl-2-cyanopyrrolidine
(Example 1 of WO 0034241), LAF-237, MK-0431, PSN-9301, BMS-
477118, GW-825964, T-6666, SYR-322, PHX-1149, LC-15-0133, FE-
99901, GRC-8200, KF-81364, SSR-162369, CP-867534-01 and TP-8211.
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sul hgdrdohiarier, aodpglnolazldeacat ed in the msnbrane It
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1- butg “3-metanilyl- urea, carbutam de, glibomnuride,
A

gli pp eraacepticglly mptaj:rles%ltépam esierp Pb thritaempeungs of the

m de, glym di ne, glypinam de,
8%1 ééﬁg &M’gt@ yl -cycl am de and glinepiride, nore
pr ef er abl Srh9|ddm§bum:!sa@ﬁ ldle/fgl'mblarélﬂacccg‘ﬂin@l tezthdeinvention as de-

glinmepiride and glipizide. The t linide" in
part fl Beg ADONBaRATAENAGIA PHifEientty i ﬁancapucageﬁth may include

Lgﬁﬁ@gEsuc 'Qﬂbﬂfﬁﬁééé};twa?g a\'%EI Cﬁgﬁgglgg)%bﬁgmc or mineral

am dacials. Ar936 is dis- placed wwth Gy to position 37

Shch- e o e Bl ts e REr G pdhion 355 84 SEgresponcing

LYS? Qaﬁnéégutﬁﬁ)ly ab&%%l%b@g’alis( &f 8rfan?8r niReral acids” means any
particul ar
salt prepared from any non -toxic pharmaceutically acceptable organic or

inorganic acid. Such acids include acetic acid, benzenesulfonic acid, ben-
zoic acid, citric acid, carbonic acid, ethanesulfonic acid, fumaric acid, glu-

25 conic acid, glutamic acid, hydrobromic acid, hydrochloric acid, lactic acid,
mandelic acid, malic acid, maleic acid, methanesulfonic acid, mucic acid,
nitric acid, pamoic acid, pantothenic acid, phosphoric acid, succinic acid,
tartaric acid and para-toluenesulfonic acid. Hydrochloric acid is advanta-
geously used.

30 The invention also relates to the chiral saits of the compounds of
the formula (1) used for the separation of the racemates of the compounds

of the formula (l).



VAL8- ALP-1(7-37), G.Y8-CG.P-1(7-37), THR8-G.P-1(7-37),

MET8-G.P 20 1(7-37) and 4-i m dazopropi onyl - GLP- 1.
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agoni st known as exendi n-415descri bed by Geig et al.

in Dia- betologia, 1999, 42, 45-50. The term "DPP-1V
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L s i
PSN- 8301 mdidelic berd, 18 (+)Mahdel® acid] B EfrtaricSadid 3R dartaric acid, or
PHX- 1149, LC-15-0133, E- 99901, GRC-8200, KF-81364,

SSR- 2dpixtge afwaeramaregthessrf- TP-8211. WO 2007/ 079914

PCT/ EP200 ]&.g?f}ﬁl ' e ; . .
preferr ed%%‘oo [ ngrqafef}st%ﬁgﬂ%%\?gﬂﬁ@r#n%?@&bgﬁh thI 'g\r'?r)‘/t'on and
nelrrgpm pt@qsba‘bnﬁepatatmgl theomaos ieispeoiallg descrilsedtdn patent appli-
conbi na- n rqm . :

(+) - SaloR M!&a?@@%(ﬁ%%?%u the, FRBteRY (o4 ihigh ds Haeerperated herein by
-tri agfofghced hydrochloride, and glibencl am de;

(+)-2-am no- 3, 6-di hydr o- 4- di net hyl am no-6-nethyl -1, 3,5

-t ri azi neThiydesenitipaténteapplicatigh ialespielatde to the polymorphic forms
(+)-2:am ng-3, 6-di.hydro-4-di net hyl agi no- 6- net hyl - 1.3

1 8 e CRgRBHENF o ASa 2 DEGE oPYGsT Do 10 1gRent appitafion WO
(15) - 20047089937 Sfoiliinstdhée thel ATEINYMBPHIO férmiTef thd sdit Br)2-amino-
-triazine hydrochloride, and gliclazide. The )

i nveR@-dhydosbdimathlarminot-methylled Ritdazing Rydrochloride.

t aut omer s; I3 ; : ] [ r :

cpi mor o, - ThG PR pB8FichL b 80 1R B pBRhorphic forms of the
phar campotindsyisugh as the tHibpelyswiphic fomh efsthersaltaf){2h@mino-3,6-di-

co unds of the 1s ner al rmula. (1). The .

conp B me Y A Rty - hacoiasits (ydiRghioride, which can
h§IVeRkI8 ?f%dda‘é'foilb\wgd above, containing a

suffici en? y ' [

basic function, or both, may include the
cor r esponApppximateinSegtofcthiel A1 foramfdbkamplal 18 are dissolved in

or gagbcmloéf qn rﬂgﬁlall-!Cl at room temperature. The clear solution obtained is
left to evaporate at room temperature, in an open beaker, until a solid
residue crystallises.
25 The characterisation is performed by:
* FT-IR spectroscopy:
- Bruker Vector 22
- 2 cm’! spectral resolution
- 32 scans
30 - KBR discs (analogous to method A AA21505)
- To evaluate the intensity of the IR bands, the IR spectra were
normalised by vectorisation in the spectral range 4000-400 cm™ as an ab-

sorption spectrum.
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prepared from any non-toxi dépharmaceutically

acceptabl e organic or inorganic acid. Such acids

i nclude acetic acid, benzenesul fonic acid, ben- zoic

acid, citpj et hanesul foni ¢ aci d,
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acid, tartaric acid and para-tol uenesul fonic acid.

Hy dr o€EAHBaimansspeagtioscapl:ant a- geously used. 30 The

i nvention_al,so to the chiral salts of the
conpoundsBBlI"ker %@éqﬁs}?}sw' a (1) used for the separation

of the raggsdtRwh: 9b6s en conpounds  of the forrmula (1).
WO 2007/ 079914 PCT/ EP2006/ 012182 15 By way of
exanpl e, -§h©thQJITE§Q\WH@n'{:hPFh aci ds are used:
(+) D-di - 89 yltartaric aci d,
(-)-L-di- Benzoyltartaric acid, (-)-L-di-O
@ - p-tol uybooscaastari c acid,

(+)-D-di- _gtoluyl L-tartaric acid, (R-(+)-malic

aci d, (S)fo isedal i c acid, (+)- canphanl c acid,

(-) - canph i

t hal en- 2, gmnglllnm%dl# oglééggéb?gﬁgr'ﬁ??ﬁ%}&éd RA AAZ1509)

(+)- carrpha’lol evalicatd th¢ inteoaity obth‘@rlRarr@m bﬁnds Raman spectra were
(S)-(+)-2-

he ropi O
(- (+ - BofTalAc barveptsafirh i the spesimiqancs 36pg200 om”
s (+) - MapAehdjGs@tdr waR parbmidd acid, L-tartaric acid
or a mxture of two or nore thereof. The enantiomers
of the conpoun8s aclot8i0fy to the invention and 1o
t he process fof..sepgrsat are especially
described in bc[ﬂ ent Ba(l)glplk?\? toht?él-non WO 2004/ 089917, the
content of whigh |sA|<t10c01porat ed herein by reference.

The present paten i C on also relates to the
pol yfbrowe e(f’ﬂ?fyr%;fra&ﬁg t(é%n’pounds as obt ai ned

cording to patent,a Ha WBO&RB%@%W@ 17,
gr i nstance the Al po m)rp iec rfor t he sal
(+)-2-am no- » radiation CuKa1 at 1.5406 A (U=30 kV, A=40 mA)

3, 6-di hydr o- 4-di net hyl_am no-6-net hyl] -1, 3, 5-tri azi ne
hydr ochi ori de. The pr eS@REMisfimm also relates to

the other pol ynorphic LRSitivs pBBRMBAdS. such as
the H pol ynorphic for[fr)r?tggﬁbtrﬁrgss ﬁlv P

(+) 2-ami no- 3, 6-di -* Primary monochromator

dro4d|methylamno6 t 5-triazine
H§V/dr ochl ori de, whi ch Ahg'e rane]?» 85 26

» Stage width: 0.05 °26
» Measuring time/stage: 1.4 s
» The XRD machine is set at 26 £ 0.1°.



20 be prepared as follows: Approximately 3 g of the Al
formof Exanple 18 are dissolved in 50 m of 1 nol/I
woiBo7arssnoom t enperature. The cl ear sol uti on obtBEPB®U6/012182

is left to evaporate at radmtenperature, in an open
beaker, until a solid residue crystallises. 25 The
characterisation is perforned by: FT-IR
SpecReQgReOPY: - Briiker Vector 22 - 2 cm' spectra

resol ution 32 scans 30 - KBR discs (anal ogous to
met h&d farmA21505) - To eval uate the intensity of the

I R bands, the IR spectra were normalised by
vectXRE‘o‘.ati on in the spectral range 4000-400 cm' as
afn ab- sorptifon ggect funy| 40079Q79914 /10
PCT/ EP2006/ 0112182 16| Preadj udt nent was per f or red:
-s: A>0.05 -mi 0.D1 <A<O5@B - w148 < O 085 5
FT- Raman spect+escopy roker—RFS—1 exetitation:
1064 nm - spectr resol §|12i|6 1§r§Jl 00 1w 10 -
1000 scans - TSEd 4 3@ Ui NiZ@m Cr Ucl Bjoe
(anal ogous to nethod RA AA21505) - To pvaluatel|the
intensity of {the Ramanh b3usds, |Rar2d® spect 1@0were
normal i sed by vvect-or-i-sati-on i t he—spebtral—r af.ge
3600-200 cm 1. 15 Pr nad? ment per f dif - s: A
> 0.05 -m 0.01 <0. U5 W |A 0L P er {x-ray
di ffraction (XRD)%\ 3.36 265 R

7 3.31 26.9 52

8 3.04 29.3 57

9 2.90 30.8 30

10 2.74 32.7 35

FT-IR bands (in cm™):

3384 +/- 1.5 (m), 3199 +/- 1.5 (m), 3163 +/- 1.5 (m), 3107 +/- 1.5 (m), 2993
+/- 1.5 (M), 2983 +/- 1.5 (M), 1652 +/- 1.5 (s), 1606 +/- 1.5 (s), 1576 +/- 1.5
(s), 1557 +/- 1.5 (s), 1505 +/- 1.5 (s), 1449 +/- 1.5 (m), 1427 +/- 1.5 (m),
1405 +/- 1.5 (m), 1383 +/- 1.5 (m), 1348 +/- 1.5 (m), 1306 +/- 1.5 (m), 1263
+/- 1.5 (W), 1235 +/- 1.5 (w), 1185 +/- 1.5 (w), 1096 +/- 1.5 (w), 1068 +/-
1.5 (W), 980 +/- 1.5 (W), 946 +/- 1.5 (w), 868 +/- 1.5 (W), 761 +/- 1.5 (w),
687 +/- 1.5 (m), 655 +/- 1.5 (m), 558 +/- 1.5 (w), 521 +/- 1.5 (w), 478 +/-
1.5 (W)

10

15

FT-Raman bands (in cm™):

3217 +/- 1.5 (W), 2094 +/- 1.5 (m), 2983 +/- 1.5 (m), 2936 +/- 1.5 (s), 2883
+/- 1.5 (M), 1645 +/- 1.5 (w), 1602 +/- 1.5 (m), 1554 +/- 1.5 (m), 1453 +/-
1.5 (m), 1428 +/- 1.5 (m), 1349 +/- 1.5 (w), 1308 +/- 1.5 (w), 979 +/- 1.5
(M), 866 +/- 1.5 (), 761 +/- 1.5 (w), 686 +/- 1.5 (s), 583 +/- 1.5 (m), 555
+/- 1.5 (), 525 +/- 1.5 (m), 479 +/- 1.5 (m), 410 +/- 1.5 (m), 401 +/- 1.5
(m), 307 +/- 1.5 (M)

20
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(16)06 +/- 1.5 (s), A576|+/ 7.21. 5 1d2(%) 1596 +/ | 1.5
s), 1505 +/- [-B (s} 11449 + 2427+~ 1.5
gnm) 143182 +5- 1.5%m, 13§§1+/- 1§? | 128 - 1.5
1306 +/ - 5% 51/- 1.5

(w), 1185 +/ - 15 4w 108 RGN A
(w), 980 +/- 1[5 (®), 9463.6/4 1. 5248, B68160- 1.5
(W), 761 +/- 115 (w1687 +/ 11 5 (py le5e 1115
(M. 558 +/- 15 (&) 521326 1 5%d, h789%- 15 1.5
(w) FT-Raman bdlldb7(i ) CITBBS 29.0 20

8 3.04 29.4 34

9 2.82 31.7 61

10 2.66 336 26

FT-IR bands (in cm™):

5 3386 +/- 1.5 (m), 3080 +/- 3 (m), 1706 +/- 1.5 (s), 1691 +/- 1.5 (s), 1634 +/-
1.5 (m), 1513 +/- 1.5 (m), 1445 +/- 1.5 (w), 1241 +/- 1.5 (w), 1079 +/- 1.5
(W), 989 +/- 1.5 (W), 940 +/- 1.5 (w), 861 +/- 1.5 (w), 823 +/- 1.5 (w), 675
+/- 1.5 (W), 603 +/- 1.5 (W), 573 +/- 1.5 (W), 549 +/- 1.5 (W), 527 +/- 1.5 (w)

10 The compounds of the formula (I} above also include the prodrugs

of these compounds.
The term “prodrugs” means compounds which, when administered

to the patient, are chemically and/or biologically converted in the live body
into compounds of the formula (1).

15 In the present description, the terms used have, unless otherwise
indicated, the following meanings:

- the term “(C1-C20)alkyl” denotes a linear or branched alkyl radical
containing from 1 to 20 carbon atoms. Among the C1-C20 alkyl radicals
that may especially be mentioned, in a non-limiting manner, are methyl,

20  ethyl, propyl, isopropyl, butyl, sec-butyl, tert-butyl, pentyl, hexyl, octyl, de-
cyl, dodecyl, hexadecyl and octadecyl radicals;



3217 +/- 1.5 (W), 2994 +/- 1.5 (m), 2983 +/- 1.5 (m,
2936 +/- 1.5 (s), 2883 +/- 1.5 (m, 1645 +/- 1.5 (W),
1.5
/ -

E

(n) 1554 +/- 1.5 (m, 1453 +/- POI/EPE06/012182
1.

1.

wQe®2/079914 1.
(m, 1428 + 5 (m, 13499+/- 1.5 (w), 1308 +/- 1.5
(w), 979 +/ - 5(n), 866 +/- 1.5 (w), 761 +/- 1.5

(w), 686 +/- 1.5 (s), 583 +/- 1.5 (m), 555 +/- 1.5
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|nd|cated e followng neanings: - the term
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{ﬁgl gil 20 I&qa ' o P‘ggkcfgﬁ)la P rg ars Bbé)r? a%l%';?ib g’ﬁ’&rﬁgcontaining

15 from6to 14 carbon atoms with at least one of the rings having a system of

conjugated pi electrons, and including biaryls, which may be optionally

substituted. Mention will be made in particular of biphenyl, phenyl,
naphthyl, anthryl and phenanthryl radicals;

- the term “hetero(C6-C14)ary!” refers to a 6-14-membered aromatic

20 heterocycle containing 1-4 heteroatoms, the other atoms being carbon
atoms. Among the heteroatoms, mention will be made in particular of oxy-
gen, sulfur and nitrogen. Among the heteroaryl radicals, mention will be
made more particularly of furyl, thienyl, pyridyl, pyrrolyl, pyrimidyl, pyraz-
inyl, oxazolyl, oxadiazolyl, isoxazolyl, quinolyl and thiazolyl radicals;

25 - the term “(C3-C8)cycloalkyl’ refers to a saturated hydrocarbon-
based ring and includes monocyclic, bicyclic and polycyclic radicals con-
taining from 3 to 8 carbon atoms. Mention will be made, in a non-limiting
manner, of cyclopropyl and cyclobutyl radicals;

- the term “(C6-C14)aryl(C 1-C20)alkyl” refers to the corresponding

30 -alkylaryl groups. Mention will be made in particular of benzyl and
phenethyl groups.

It will be appreciated that the compounds that are useful according

to the present invention may contain asymmetric centres. These asymmet-
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bl cydvslw'dmmmlqh%swu and adrdal Byrestensien, namrg alsoegain micro-
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Menti on win thipdegpeel irefefenag will Q? '?S‘P Se%—‘z’y‘g gle to Diabetes,

25 vol. 37, 1988, 1595-1607; Journal of Diabetes and its Complications,
1998, 12, 110-119 or Horm..Res., 1992, 38, 28-32.

The aim of the present invention is to propose a pharmaceutical
composition for significantly improving the condition of diabetics and more
particularly for optimising the use of glucose.

30 The pharmaceutical compositions of the invention especially have
hypoglycaemiant activity.

The compounds of the formula (l) are therefore useful in the treat-

ment of pathologies associated with hyperglycaemia.



phenet hyl groups. It will be appreciated that the
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b@VeBbeHha'té deiciDiP BATRXGmRIR EIRAGEE, GAginicc @BIHO 8bHiupm carboxy-
for significantly i nproving the condition of diabetics

and mstaylcglirlesauraliaigal siiceptdixigpngodiun ueresearmellose, Cros-
gl ucﬁ??lgﬁﬁgség%r gpﬁ{,r@ggg&;ﬁﬁi aftATRRSY iRAke, FhidrB&ystalline cel-

inve
lulose, cellulose powder, pregelatinised starch, sodium alginate, starch

glycolate, etc.), a binder (for example alpha-starch, gum arabic, carboxy-
25 methylcellulose, polyvinylpyrrolidone, hydroxypropylcellulose, alginic acid,
carbomer, dextrin, ethylcellulose, sodium alginate, maltodextrin, liquid glu-
cose, magnesium aluminium silicate, hydroxyethylcellulose, methylcellu-
lose, guar gum, etc.) and a lubricant (for example talc, magnesium
stearate, polyethylene 6000, etc.) are, for example, added to the active
30 principle(s) and the mixture obtained is then tabletted. If necessary, the
tablet can be coated via the known techniques, in order to mask the taste
(for example with cocoa powder, mint, borneol, cinnamon powder, etc.) or

to allow enteric dissolution or sustained release of the active principles.
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25 methylcellulose, sodium alginate, etc.), a preserving agent (for example
methyl p-hydroxybenzoate, propyl p-hydroxybenzoate, benzyl alcohol,
chlorobutanol, phenol, etc.), an isotonicity agent (for example sodium chlo-
ride, glycerol, sorbitol, glucose, etc.) and also other additives, such as, if
desired, a solubilising agent (for example sodium salicylate, sodium ace-
30 tate, etc.) or a stabiliser (for example human serum albumin).
A pharmaceutical form for external use can be obtained from a
solid, semi-solid or liquid composition containing the active principle(s).
For example, to obtain a solid form, the active principle(s) is (are) treated,
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In cases where the doses of compounds of the formula (I) require more

than one daily administration, the amounts of insulin secretion stimulator

30 and the insulin secretion stimulator/compound of the formula (1) ratio will
be adjusted in consequence.

The aim of the present invention is also to propose a method of

treatment via co-administration of an effective amount of a compound of
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| and 6 nyTHe)exaniplgs betiw of dempbsitiond .decomin torthedmyention are
for gliben- clam de, from 30 to 120 ng/day for

gl i cOends pertlimitng Hustrapnsy ng/day for gli pi zi de.

p For the conpound of the formula (1), the daily

osages range from 200 ng to 2000 ny. The preferred
frequency of administration XAMPEESOM pounds of the
invention is between one and two adm ni strations per

day. In cases where the doses of conmpounds of the

fornul a (frhelfAGtAtS ai®eRprddial oine wiigthtbasis.
adm ni stration, the anpbunts of insulin secretion

stimulator 30 and the insulin secretion
%gi mul at or:lo%%rm&w’gegfangﬂg .lf:or mula (1) ratio will
(+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine
hydrochloride: 1000 mg
glibenclamide: 5 mg
microcrystalline cellulose: 113 mg
30 croscarmellose: 28 mg
polyvinylpyrrolidone: 40 mg
magnesium stearate: 14 mg
Opadry: 24 mg



be adjusted in consequence. The aim of the present
invention is also to propose a nethod of treatnent
wo2@7094dm ni stration of an effective anount PET/BP2006/012182

conmpound of WD 2007/ 079914 2PCT/ EP2006/ 012182 24 the
formula (1) and of an insulin secretion stinulator,

and also kits for al- lowng this co-adm nistration.

The present invention also relates to kits that are
suitable for the treatnment by the nethods descri bed
above. ThEoempulationexample 23 conpo- 5 sition

cont ai ni ng, \t f t,h P
dosages 1 ariie BEOM Brer 2 fuleiliic-lubhvbil 5-tiazine
cont ai ni ngyddaehionide! noosesg eti on stinula- tor in the
dosages |nd| cated above, for a sinultaneous, separate

of se- qualhenglamider i%Mdation, in effective amounts
accor di ng. 4 oEBEtéIﬂYeeEéI'ILﬁ Tﬂ% 8 &

"co-adnmini's neans e Sl nulqnaneous, separate

or lo seqrosohimellasdi28imgrati on of one or nore
conpounds to fhe sane gatl ent over a period that nmay

be up to EOWMWN?VEP“QQ f ‘lﬁ)”lgo 12 hours. For ex-
anpl e, a?%ré?&psm@ gtrhgtl on includes: (1) a
a

si mul taneou mnistration of the two conpounds, (2)
an adm ni Opadry®ni2dmg he first, followed 2 hours |ater
by the ad- 1s mnistration of the second conpound, (3)
an administration of the first, followed 12 hours

later by FBemadation ekghﬁﬂémn of the second conmpound.
The exanpl es bel ow of nposi tions according to the

i nvent i on(ﬁr%angnwrﬁdﬁwm4rd»mqthvigmrmcp -Ganethyi-dnks5-thazine
EXAMPLES expressed on a wei ght basis.

25 For mul Qﬂﬁg’ﬁ g%‘p?gafﬁg(ﬂ 2-am no- 3, 6-di hyd

[9- 4-di negmémmmdﬁsrmghyl 1,3, 5-triazine

hydrochl ori de: 1000 | i bencl am de: 5 ny

m crocr ys["&q;rPPWét%MEF geldese:BB3Mgy 30 croscar mel | ose:
28 ngy pol ¥adR¥ RN lzqqﬂg: 40 ng nagnesi um st ear at e:
14 ny )

polyvinylpyrrolidone: 30 mg
magnesium stearate: 10.5 mg

20 Opadry®: 18 mg

Formulation example 4:
(+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine
hydrochloride: 1000 mg
25 gliclazide: 30 mg
microcrystalline cellulose: 150 mg
croscarmellose: 24 mg
polyvinylpyrrolidone: 44 mg
magnesium stearate: 8 mg
30 Eudragit®: 24 mg



Opadry: 24 ng WO 2007/079914 PCT/ EP2006/ 012182 25
Formul ati on exanple 2:

W@ 200787%md no- 3, 6- di hydr o- 4- di et hyl am no- 6- et PgT/ER2086/612182
-triazine hydrochloride: 2000 ng 5 glibenclamde: 2.5
nmg mcrocrystalline cellulose: 115.5 ng
croscarnel |l ose: 28 ng pol yvinyl pyrrolidone: 40 ng

nmagnesi urrFatrmamicm e&anﬂalé@s Opadry(r): 24 ny
For mul at i on exanpl e

(+)-2-am %amm%ﬂmym@ﬂr@mmﬂﬁwﬁp 8- rﬁgmyi,ﬂ 315-tr|azme
3,5-tri azh c?rocntf)(?dgcqbﬁﬁnqgf 750 rrg 15 gI i bencl am de:

5 ngy m cro Crys ine celT ul ose:

croscar neglumspmdéimng poI yvi nyl pyrrol i done: 30 ng
magnesi um St ear at e: ng 20 Opadry(r): 18 ng
For nul at i §H'CQRM@ 44 mg

(+)-2-amg I I.flidlmethylamnoGrrethyl 1,3,5
-triazine '%ﬁégrocﬁwzg g1000 nmg 25 gliclazide: 30 ng

m crocryspalyknnlyh)ymmllt:lohesw MO0 ng  croscarnel |l ose: 24
mg pol yvinylp rrol %‘@o 4 My nagnesi um stearate: 8
ng 30 Eud % 39007/ 079914

PCT/ EP2006y %3%210 For mul ation exanple 5:

(+) - 2-am no- 3,6-di hydr o- 4- di met hyl am no-6-nethyl -1, 3,5
i0riazine hydrochloride: 1000 ny

Biological test: Modulation of glucose levels with the combina-
tions of the invention with insulin secretion stimulators

The capacity of the compounds of the invention in combination with
insulin secretion stimulator antidiabetic compounds to modify the blood

15  glucose levels is evaluated in vivo in diabetic GK rats.

Alone or in combination, the antidiabetic agents are administered
twice a day (bid) to the GK rats for 4 days. The oral glucose tolerance test
(OGTT) is performed after the last day of treatment.

OGTT is performed in the morning after 3 hours of fasting by oral

20 administration of a glucose charge of 2 g/kg of body mass. The blood
samples are collected from the tail vein at 0; 10; 20; 30; 45, 60; 90 and

120 minutes to determine the glucose levels.



glinmepiride: 1 ng 5 Silicon dioxide: 4 ny

croscarnel l ose: 25 ng pol yvinyl pyrrolidone: 40 ng
worRgieiowm stearate: 8 ng Opadry(r): 10 ng 10PCT/EP2006/012182

Bi ol ogi cal test: Mddul ationr7of glucose levels with the

conbina- tions of the invention with insulin secretion

stinmul ators The capacity of the conpounds of the

i nvention in conbination mﬁthCLﬁn@glin secretion

stimul ator antidi abetic conpounds to nodify the bl ood

1s glucose levels is evaluated in vivo in diabetic &K

rats. Alone or in conbination, the antidi abetic agents

are adm nit spaaAfacéwtica® cempayitiohicdmprisingcasGctivet srirfoisle:
4 days. The oral glucose tolerance test (OGIT) is
performed after U@® ingylin segretien stimsatent . OGTT is

performed in th : ting by
o?al 20 admi ni Esﬁt) rggf'ug%'ﬁgocgrfé’%]’%@g@‘g‘?ﬁ’g‘ﬁ’égeagf 2 g/ kg
of body mass. The bl ood saﬂ\?)ﬁl e$|i ar §4col | ected from
the tail vein at 0; 10; 20; N30; n45; N6O; 90 and 120

m nutes to deternine theRfl"uc Fe eveRs. WO

2007/ 079914 PCT/ EP2006/ 012182 Ny 27 NCLAI MS 1.

Phar maceuti cal conposition c khg, as active
principle: i) an insulin secretion stinmulator, 5 ii)
a triazine derivative of the fogpula (1) R2 HR4 Rl
- ri\V /NR3 NN R5 R6 (1) in which: R, R2, R3 and
R4 alewhighependent |y chosen fromthe fol | owi ng groups:

h; o&g hR@?gI’SC%% 3:4%%’i93%%tlglc@§)géhﬁo% %k Rllowing groups:

(C3-C8) cyoal kyl ,

10 -(C1-C20)alkyl optionally substituted by halogen, (C1-C5)alkyl,
(C1-C5)alkoxy or (C3-C8)cycloalkyl,

-(C2-C20)alkenyl optionally substituted by halogen, (C1-C5)alkyl or
(C1-C5)alkoxy
-(C2-C20)alkynyl optionally substituted by halogen, (C1-C5)alkyl or
15 (C1-C5)alkoxy
-(C3-C8)cycloalkyl optionally substituted by (C1-C5)alkyl or
(C1-C5)alkoxy
-hetero(C3-C8)cycloalky! bearing one or more heteroatoms chosen
from N, O and S and optionally substituted by (C1-C5)alkyl or (C1-C5)-

20 alkoxy

-(C6-C14)aryl(C1-C20)alkyl optionally substituted by amino, hy-
droxyl, thio, halogen, (C1-C5)alkyl, (C1-CS5)alkoxy, (C1-C5)alkylthio,
(C1-C5)alkylamino, (C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano,
trifluoromethyl, carboxyl, carboxymethyl or carboxyethyl,

25 - (C1-C13)heteroaryl bearing one or more heteroatoms chosen from
N, O and S and optionally substituted by amino, hydroxyl, thio, halogen,
(C1-Cb5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino,
(C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, car-
boxyl, carboxymethyl or carboxyethyl,



- (C2-C20) al kenyl optionally substituted by hal ogen,

(Cl-C5)al kyl or (C 1-C5)al koxy -(C2-C20)al kynyl
woptroneid y substituted by hal ogen, (Cl-C5)al kpCT/8P2004/612182

(Cl-Co) al koxy -(C3-C8)cycl aal kyl optionally

substituted by (Cl-C5)al kyl or (Cl-C5)al koxy

-hetero( C3-C8) cycl oal kyl bearing one or nore

het er oat 0H§C6k®$4%)arylfdmi6hblll Substitufedapy a@mhbpﬁ?ﬂdﬂo)(yl, thio, halo-
substituted b @SC 1- C5) al ky oro&g 1-C5E- 20 al kox i
-( _(:69@@4)(Qr1y@g kyd2 @¢-dHGey) Al obel-Cp)alythie ljpéoCéXalkylammo,
(o1l R AR AR GRSy 2y A iopgmethy, car-
( Oﬁf lﬁéﬂylacaibﬁx?{mﬁlﬁﬁo@bél)WWe(WL- C5) aLkny, cyano,

chr boxyet Rl SNGRE. QEAhe-papHet e, Raand Ry @htheether hand,
opt | BOST Py RIATR GUATEE ritfiEn donpaR Hirritted sing (n between 3
hal ogad,8) ¢tiornally alonyainingCinEwy ahdrex ieteroatoms chosen from N, O

Cl-C5),aL.kyl t hi o, ..(Cl-C5)al ky|l.am no, C6- C14) ar XY, .
(G RS Brenibein LRI By phecrromeays! B Tollowing
car - - 0 I C etipyl -

S007PRREs, R R 40, 'Qe.‘zlg@%ﬂ'( &mcc{g%%yﬁ (C1-CO)alkoxy,
opt i 4G akybbio, t UCIdCHYalkytamino, hy (C&L/I4)anykixy, HEBeC14)aryl-

?22’_ éf-;%?@%ﬁ an%%&f@%&%ﬁw gé;%xﬁs %S‘Jb%X'yFn%‘u%’w or carboxy-
(C6- gfy),aryl (C1- C5) al koxy, cyano, trifluoronethyl,
car- boxyl, carboxynethyl or carboxyethyl, 5 Rl and

R2, on t hBSAd Rarfie indrpevsientyl chesen fromhthestalewingatpups:
possibly figrming with the nitrogen atom an n-nmenbered

ring (n bet\ween 3 and 8) optionally containing one or

mor e het er(Qet-GRB)atkyd optiohalyrsbibstAuteainbly ansind, bydrekil thio, halo-

S?ioﬂ §§u2§1lrﬁég)tq(f?€y&%Q3P85%h%n8’r ﬁgqggé%k{@jlg,&%gr )alkylamino,
(Cl- -@fﬁgébwoiy‘?((bﬁlcﬁga‘lﬁ‘{llmh1(1(“53%!%%&2}:%&&' LBRaASthyI, car-

(C6-Cl14) aryl oxy,” (Co-Cl4) aryl - Xy, cyano,
t ri f bawyloearbleyxymethy boratboxyethybxynet hyl or car boxy-

e P TR SRS LB AR o, i

ssbshalodend (O1-@5)aRyl, hyd1@8)alkokpi oC hebgalkyithio, (C1-C5)alkyl-
amino, (C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoro-
methy), carboxy), carboxymethy) or carboxyethyl,

-(C2-C20)alkynyl optionally substituted by amino, hydroxyl, thio,
halogen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkyl-

25 amino, (C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoro-
methyl, carboxyl, carboxymethyl or carboxyethyl,

-(C3-C8)cycloalkyl optionally substituted by amino, hydroxyl, thio,
halogen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkyl-
amino, (C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoro-

30  methyl, carboxyl, carboxymethyl or carboxyethyl,

-hetero(C3-C8)cycloalkyl bearing one or more heteroatoms chosen
from N, O and S and optionally substituted by amino, hydroxyl, thio, halo-
gen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino,



gen, (Cl-C5)al kyl, (Cl-C5)al koxy, (Cl-C5)alkylthio,
(C1-C5) al kyl am no, (C6-C14)aryl oxy,

wo g8 a1y ar yl (CLl- C5) al koxy, cyano, trifl uor onmeP®yEP2006/012182
car- boxyl, carboxynmethyl @ carboxyethyl,
- (C2-C20) al kenyl optionally substituted by am no,
hydroxyl th| o, 20 hal ogen, (C1l-GC5)al kyl,

(5 ol et A BB A g e, cor

tri fbuxylpeanhsek%mlethwar karydxyetray, boxyrret hyI or

gsr g?nxxgt h(i;@d@a Cny,C%ﬁ I(g'ltawt%.;q)sggﬁeg @33 Ubﬁxﬁro%leﬂno halo-
C1- I I

é e ngé}.a éngXG{f) avr&)i;l g@h%%@ﬁ)gﬁg?@&m g)a(gCS)alkylamlno

cyan(CG-tOM‘)Iaqdmxy— (C&-G4)argCheXF)alkoxyr lsyagoetriiloramethyl, car-

b th I I ti [
cubsPPE: OB RTHEOF YRSV b o, - hal ogen.
(Cl- C5) al krd1-c Shetdnoal Cr%%@énn@@necéb AdféIHetéidatoms chosen from
(C1- C5) al Kyl - am no, Cl4) aryl oxy,

( C6- N14) ang sca_nctspho:kaiimuwaw@d by iaminer bydmayl, thio, halogen

T G

het e(EICNH a@h&@e nceconm)diyl(G1 @@)a&o&yd c?ahd) Ofrﬁluloyomethyl car-

substituted by am no, hydroxyl, thio,

( C1- syl k@ﬂboxmfthapﬁaagxyetm C5) al kyI t hi o

(L £ ol o ior)E 2RI Shiof L AR08 2802 amino, ny
tri f droxyhnehioy| hatogen, b(12y405)aﬂoybo>(9m5)dlk®ey (C1-C5)alkylthio,
o R o L TR % AR LSS B, cyano,
LTS, S0 ) i ol iR o0

trifl uor omeRGyand K& possiklyl formmgomtly rthe lparben atom to which they

et onh BbAEned Al FRAIRSTRE 8RNl SEQRRTER RGNS FtoRany con-

SUbSidlﬁle;%héO)br m&ohet@‘&t@md chéiérpfrohfl'wgﬁrbnd S and possibly
(CL-C5) alkyl , (CL-C5)al koxy, §1c1 ) alkylth

(01 bsing| |Subsifuied Dy @minels &‘?W th'o halogen (C1-C5)alkyl,

5 M, R PR SRy BFARE s CTanions

(06 (CJGLXHmIaWMGG}B}dIkcy*y opyanoal triflusiobsdthyiut edrboxyl, carboxy-
am no, dr ox t hi o, hal ogen, (Cl-GC5)alkyl,

(c1 @}'&Y'I@dﬁ?fb%@ft%) al kyl thio, (Cl-C5)al kyl ani no,

AV ¢ .
(0GB ik 1l 90 O.C BBy
car bopdyarndilyl substituted by amino, hydroxyl, thio, halogen, (C1-C5)alkyl,

25 (C1-Ch)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)aryloxy,
(C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl,
carboxymethyl or carboxyethyl,

R5 and R6 together also possibly representing the group =O or =S, the
nitrogen atom of a heterocycloalkyl or heteroaryl group possibly being

30 substituted by a (C1-C5)alkyl, (C3-C8)cycloalkyl, (C6-C14)aryl, (C6-C14)-
aryl(C1-C5)alkyl or (C1-C6)acyl! group,



- R5 and R6 possibly formng with the carbon atomto
which they are attached an m nenbered ring (m between
wWa2ena7®)4 opti onal |y con- taining one or nore PCI/EP2006/012182

het eroat ons chosen from N, 30 and S and possi bly being
substituted by am no, hydroxyl, thio, hal ogen,
(C1-C5)al kyl, 20 (Ci1-C5)al koxy, (Cil-C5)alkylthio,
(Cl I

L SR 0 Pend i) BbfSs, enrtomers, disstereoisomers,
car bepymerscmdapngymmphhyan@rrnla;ture@itrenelw| anathe pbsrmageutically

formn car,bon atoma C 0

Fos1 BEPIabE Al ADYSTB S PO BBy a I, Sk RiaPle excipients.
t hi o, hal ogen, (Cl-C5)alkyl, 25 (C1-C5)al koxy,

(Cl-C5)al kylthio, (Cl1-C5)al kyI am no, (C6-Cl4)aryl oxy,

(T6- C14) aRyl Pnarruan;amuwycowwéﬁ@n agqordingrte iy |1, comprising a

togeeriopeur8 3 BRI o B wERRISE PRdogelfn "2 or
=S, the nitrogen atom of a heterocycl oal kyl or

het er oar yl group possi bly being 30 substituted by a )
(Cl1- C5) al Ry ha(ragcwq%}@pamq@won gegnrding) ter (laim 1or 2, compris-

20071678 PARAERS TS bIEY) Earich 36 and R &re Hlenendenty

fior mehoserufrome Hsane t@NtC20Nalky) grbugst epmalqrmxbstltuted by amino,
Sﬁéfﬁ%@@?&ﬁd ey Peldtiiy o Rk Tt Byakory.” ior i Sakyithio,
phar éfgg'drﬁlgec EBLERARMASLY PICEUCGH4) §rygﬁCn1]-C135)alkoxy, cyano,

Phar ceu [ sition according to

corrptnfhupngnathyd;cnqyquw carbokgmetnhor aagboxyethyhhi ch R5
i s hydrogen. 3. Pharnmaceutical conposition according
to Cdaim1 or 2, conpris- ing a conpound of the

fornul a (k) phanabelidas coffhoSionr &cdordippeb it dive of the preced-
chosen from H and (Cl- C20)al kyl q?r oups optionall

subsiia elaisas, sPrapiising ehgemprynd of the forralladbrin which R1, R2, R3
E% gi i%e |ﬁg&p%@ltf&ﬁoseﬁqo@mgh¥l(bq-@20)alkyl groups op-

(C6- ﬁibﬁléltyr sl<trutenl) by Kealygers @ C5)alkyl I(Gdr@ﬁ)ﬂlkqady or (C3-C8)-
car bgﬁ% car boxynet hyl or carboxyethyl. 15 4.

Phar RédeakYl al conposi tion according to any one of the
?6eced ing clainms, conprising a conpound of the

ormula (1) in which Rl, R2, R3 and R4 are

i ndependebht Phaghaseutidal comgoaition(acocdiopableyly epeopthe preced-

0%, g ot SatpBising e fombolify 4 30s rbisgierthh Which Rs and Re
are mdependently chosen from H and (C1-C20)alkyl groups optionally
substituted by amino, hydroxyl, thio, halogen, (C1-C5)alkyl, (C1-C5)alkoxy,

25 (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)aryloxy, (C6-C14)aryl-
(C1-C5)alkoxy, cyano, trifluoromethyl, carboxy, carboxymethyl or carboxy-
ethyl.

6. Pharmaceutical composition according to any one of the preced-
30 ing claims, comprising a compound of the formula (1) in which R1 and R2
are a methyl group and R3 and R4 represent a hydrogen.



5. Pharmaceutical conposition according to any one of
the preced- ing clains, conprising a conpound of the

wo evomior®i4 1) in which R5 and R6 are i ndependePtT/%P2006/012182
chosen from H and (Cl-C20) alikyl groups optionally
substituted by am no, hydroxyl, thio, hal ogen,
(C1-C5) al kyl, (Ci1-C5)al koxy, 25 (Cl-C5)al kylthio,
(Cl- Co) al ky ' r .
(CL- o) al [okeadectlicd) EBHPRSKOR dcofdig SOt dhe of the preced
car bimgy okgirhy) characteris®dy in delnahtythe GorrIBbandanfetl'te éadmula (1) is 2-

conposi.ti rdln of t ced- 30 i,n

ol o) AN A AP Rr A AR OB DRV S heraeng. AR Siso the
whi ch |€“f$rrlﬁ§ té\ﬁt%nfbrg‘ate%htl&hﬁkbo &8teRSoidhtheld epimers and
repr esent rogen. 2007/ 079914 PCT/ EP2006/ 012182

3l 7mnFtheerermemf; aad tlme)wbesmacmmcaﬂxcacdeptgbteosdtw one

of the preced- ing clains, characterised in that the
compound of the formula (1) is 2-

am no- 3, 6gdi PMsﬁﬁaéeLﬂldaﬁhbmf;?ratm Scdtrbiifg! tolasy onkl dfaglaims 1

ine, and also th racem c nms, tautoners,

enanta Bneharacteriseddndbat tieee@mpewnensf theyfermula l)sis (+)=3-amino-

e S O MBI BN, ALl v i

W ai fems, tIaOtdﬁnerShehaﬁt@Mewddlastetrd,ﬂtabomb% cepipersdaref mixtures
theforrrula zﬁi (+)-2-am no- 3,

r o- athéraeh ﬁwiat nbaanﬁe@wgﬁaﬂx agcspﬁapﬂeawwe and al so

the racemc io fornms, tautonmers, enantioners,

di ast er eoi soners, epi nmers and m' xtures thereof, and

t he phar niceBhamadtgutimat eptrpoisdiopadccordidg to any one of Claims 1

G ai o6 chargeiersEanabeb i BaTPRUMSS DROFBFdUN Gr2-amino-
H“e é@&'ﬁlyard J4)d|r‘nétl’(yﬁmﬁ‘ro’@‘!ﬂri‘i@rhyl]-’{33 5-triazine, and also the racemic
6- di hydr o- 4- di et Nyl am no- 6- net y-135-tr|a2|ne

and targs, tta@tqnweneoaﬁbomrs tdﬂ@ﬁ@ﬁ@@@@m@fﬁneplmﬁiﬁsand mixtures

he. ek A00ine R R EEedicBR A EhHp B saly = =" =

Phar maceuti cal conposition according to any one of the

pre- 20 ceding clains, such that the conpound of th
formula (19 P arrnawet'q%rqwosglomyawémgoﬁq @8y Qne of the pre-

Ed“afsf@aa tdléﬁﬁ-|s SQEm ttherboﬂ'ﬁfdlf gu &qhé%mﬁqggs% tH¥orm of a

pr e- aracterlse In that t
pharnwmeuhmmdb.conp05|t|ons 25 contain between 1 ny
and 120 ng of insulin secretion stimulator. 12.

Phar maceuti cal conposition according to any one of the

pre- cedi §g CcpahfRacdtrialebRiposRdni abdoiding!tBes®y one of the pre-
phar maceuti cal conpositions
ceding claims, characterised in that these pharmaceutical compositions

25 contain between 1 mg and 120 mg of insulin secretion stimulator.

12. Pharmaceutical composition according to any one of the pre-
ceding claims, characterised in that these pharmaceutical compositions
contain between 200 mg and 2000 mg of compound of the formula (1).

30
13. Pharmaceutical composition according to any one of the pre-

ceding claims, characterised in that the weight ratio of an insulin secretion



contai n between 200 ng and 2000 ng of conpound of the
formula (I). 30 13. Pharmaceutical conposition

wa@eaaondiong to any one of the pre- cedi ng clai nBCT/EP2006/012182
characterised in that the w#eight ratio of an insulin
secretion WO 2007/ 079914 PCT/ EP2006/ 012182 32
stinmulator to the conpound of the formula (1) is
bet wegmubitdO99 thBdcorhhdlRd df4the0h@fnﬁmsew i€ detween 1/1000 and
conmposition according to any one of the pre- 5 ceding
cl ai #8100char acterised in that the weight ratio of an
insulin secretion stinmulator to the conpound of the
formula (1) is between 1/300 and 1/100. 15.
Phar maceut 4 capheafAfiaesitidad Rofpaeitiinngcdddingytooay ehetdfethe pre-
pre- ceding clains, characterised in that the insulin
secr eedipg almﬁucaabacte@setdqmth@btl%wetglwam @ agdnsulin secretion
rece
e ?@rﬁ@la%‘r‘@%ﬁ i eadsr{bgéﬁhslrf?ﬂﬁtdl Q095 peiden Y/3dd and 1/100.
Phar maceuti cal conposition according to C aim 15,
character- ised in that the sulfonylurea is chosen

fromt ol bd®anf B@rméﬁqﬂ&cﬁ' GRHEIRAgHIoN” accarding tonanys one of the pre-
aC.et Hpgﬁa Qp%cft Ldfin Qia't RO fHsTh %%/cﬁgt%husgirﬂ&lator is cho-
y4 1-bu

gl i c rret ani I'yl'urea, carbutam
0 | bsemjrfrare glgbagmmrdeeptghaqﬂagordme inggefis haepiates, DPP-IV in-

gl yb iazole, glibuzole, glyhexanm de, glym dine, gly-
pi naﬁ{bﬂgs'ﬁHgﬂB\%lf‘épTﬁso%”C?%'I%ggﬁycl ani de and
glinepiride. 20 17. Pharmaceutical conposition

according to Claim15 or 16, characterised in that
t he sul foh@i uPbaerC@JtIQ@éﬁ@mﬂﬁd@n @pqocdlagﬁ@l&la@n ilrecharacter-

becobgih et B SHfiendrea BABER OB, ¢ Wpropamide
¢har gtdLirhiged ad@td*m:déhglymyrarﬁud@e<ynbén@larrﬁde/g%@hdé glicla-

is glibenclamde and the conmpound, of the formula (I)
i s (#fep-lahvtyb3gnetagilylurea, carbutamide, glibomuride, glipizide, gliqui-

g)r;? |r gna 9@1@5@@m&8¥%w h?/lé)r ocﬁ? an'}l@gé*d@g elgglymldlne, gly-

Phar mmaaude Ceterdnripoiie, itolylcgclaaride agdtginapjridae of
Clains 1 to 17, characterised in that the insulin
secretion stinulator is gliclazide and the conpound

of the' feoymupfafrhacdiftical composition according to Claim 15 or 16,
(+)-2-am no- 3, 6-di hydr o- 4- di net hyl -

am ndnafamrwﬂ i, that theusadfpnwlur@tls @fibenglainide, halidlazide, glime-
31‘3 ap#,}ggroc;cgl]'p?z,age WO 2007/ 079914 PCT/ EP2006/ 012182

18. Pharmaceutical composition according to any one of the pre-

25 ceding claims, characterised in that the insulin secretion stimulator is
glibenclamide and the compound of the formula (1) is (+)-2-amino-3,6-di-
hydro-4-dimethylamino-6-methyl-1,3,5-triazine, optionally in the form of a

hydrochloride.

30 19. Pharmaceutical composition according to any one of Claims 1
to 17, characterised in that the insulin secretion stimulator is gliclazide and
the compound of the formula () is (+)-2-amino-3,6-dihydro-4-dimethyl-
amino-6-methyl-1,3,5-triazine, optionally in the form of a hydrochloride.



20. Pharmaceutical conposition according to any one of

Caims 1 to 17, characterised in that the insulin
wae@rerien stimulator is glipizide and the coPpDERPZNNGDH12182

the formula (1) is (+)-2-adBno-3, 6-di hydro-4-di net hyl

5 am no-6-nethyl -1, 3,5-tri azi ne, advantageously in the

formof a hydrochlo- ride. 21. Pharnaceuti cal

conmposition according to any one of Clains 1 to 17,

characterised in that the insulin secretion stinulator

i s gli mepi20. harinacauticaleorpositiomacderdingite asyiane of Claims 1

(+)-2-3m ne-3, 6-di hydro-4-di net hyl ani no- 6-.. e

et P 17 Sharaceisthl figh e MUY SRt supyietqr ig pizide and
hydr qgél drhgisund®2f fReafdrpmatcal ($PRIRARINGLPB-dihydro-4-dimethyl-
according to any one of the pre- ceding clains, Wwhich

i § sw@niabttentathyldl, 3i5-Hi@aing, advaniageously intthefotrmeof a hydrochlo-
phar -. %5 maceuti cal conposition is a powder, a coated

t abl &d, "a gel capsule, a sa- chet, a solution, a

suspensi on or an emul sion. 23. Use of an insulin

secretion stimulator in conbination with a conpound .

of the fordiul £harnagsutiealicespasitiomgcenidingito@ny age of Claims 1
to 1 f-or k e} 3 i Ci T .
(0 bl o IchapboblEe i ARACIECRein SERICH Shyator is gimeprde
doabeinesthe? friaZivse dacivative Mg (+)02-@nainoy X 6-diliyadroiddimethylamino-6-
preparati on of a nedicipal conpbinatign for the.

P ety C L Sutioire ArsoRat R dATI @ Rdrachrdent

25 di abetes. 25. Use of an insulin secretion

stimulator in conbination with a conpound of the
formul a (R2. aPhdwmiagedtical comypasitioroacairdingstolany one, of the pre-

for the preparatiop.of i ci nal_conbi.nation for

the CPERGERRRLWHER & suftabfRaol s iy Gy plon the phar-
assophaderflice EbmpBSibhNs EpbWiGNeecoatedtaprRt, &gesesdpsule, a sa-
fromdyslipi daem a, obesity, arterial hypertension,

and ®het@/selutionra suepensiart ohar emuWsioBonpl i cat i ons,

for instance atherosclerosis, retinopathy,

nephr opat hy and neuropat hy. WO 2007/ 079914

PCT/ EP200@3012820f 3 iSulisecestioor diimgldtor  gbombirZdtion with a
to 25, chargcterised [ i.nsulin secretjon

hat e
st i msPARGUNGsoftheformy 2'5@& ngg IDARY aneet {gajes {7to 10, for
217. Ko i Ribfatisha : -
Shar s BRIREgA0T ofd rhoaEal SBMpMHationToR e febfingift.of pndlor pre
i n Clventisg Ufabiede21. 28. Use according to any one of
Clainms 23 to 27, such that the ad- mnistration of
conpound (1) and that of the insulin secretion

stinul at op4ar @se according to Claim 23, for the preparation of a medicinal
combination for the treatment of and/or preventing non-insulin-dependent

25 diabetes.

25. Use of an insulin secretion stimulator in combination with a
compound of the formula (I) as defined in any one of Claims 1 to 10, for
the preparation of a medicinal combination for the treatment of at least one

30 of the pathologies associated with insulin resistance syndrome, chosen
from dyslipidaemia, obesity, arterial hypertension, and microvascular and
macrovascular complications, for instance atherosclerosis, retinopathy,

nephropathy and neuropathy.



1o sinmul taneous, separate or sequential. 29. Kit

conprising a conpound of the fornmula (1) as defined
wa@ceandiong to any one of Clains 1 to 10 and anPCTVER2(06/012182

secretion stinulator as de#ined according to any one

of Cainms 15 to 17, for sinultaneous, 15 separate or

sequential adm nistration.

26. Use according to Claims 23 to 25, characterised in that the

insulin secretion stimulator is as defined according to Claims 15 to 17.

5 27. Use according to any one of Claims 23 to 26, characterised in

that the combination is as defined in Claims 18 to 21.

28. Use according to any one of Claims 23 to 27, such that the ad-
ministration of compound (I) and that of the insulin secretion stimulator are

10 simultaneous, separate or sequential.

29. Kit comprising a compound of the formula (I) as defined
according to any one of Claims 1 to 10 and an insulin secretion stimulator
as defined according to any one of Claims 15 to 17, for simuitaneous,

15  separate or sequential administration.



