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WD 2007/ 079916 PCT/ EP2006/ 012184 1 COVBI NATI ON OF
TRI AZI NE DERI VATI VES AND HMG CoA REDUCTASE

wo bb7TBrDORS. Field of the invention 5 The preBeTEP2006/012184

invention relates to a pharhaceutical conposition of
triazine derivatives or described pharnmaceutically
acceptable salts thereof wwth an HM5 CoA reduct ase

i I JOMBINATIONIOF ARIAZINEZERNATIVES ABD @G oA IREDUCTASE
can be wused in the treat g@g@ _?br\%)n-i nsul i n- dependent

di abet es and pat hol ogi es ITORR ed with insulin

resi stance syndrone. 10 Techni cal background "D abetes
mellitus" (or diabetes) is one of the nobst preval ent
Hield af dse inventibe wor | d today I ndi vi dual s suffering

from di abet es have been vi ded ass

el 3 PEVRIESEMURVERST Feletes ot ehamincatieabodtRppsitin of triazine
ABfvAtRS Io'r G’ésdi%dl5hbﬂﬁldbélﬁhdéﬂ9eé’é@ﬁta@ib%&ﬂﬁ&hereof with an

mell1tus (NIDDM . Non-insulin-dependent diabetes

HMGCoA reduciesg inhibibomier thermapwaokirenof @ medoamsnt dhat can be
di ahetics, and i Sti - c Q .

HePD e yrepibenfof RbhiniTbiencheBh! Biinelés bRulagpotoqies asso-
BRided AlithaAsulildsidvhhse shiedragiecr i sed both by fasting

hypergl ycaenm a and exag- gerated postprandi al

increases in plasmatic glucose levels. NNDDM is associ

'21% ﬁhﬁg' %él&r&ul\’@” ety of long-term conplications,
scul ar di s- eases, such as
r et i nopeibeyes n@ﬂliﬁusfp(air fdyabﬂ“lds)nlew'r@poi’(ﬂm,masﬂprevalent diseases in
macr ovascul ar eases sucr} as c ronary heart . . .
the wold. oﬂawemd@ dgals sufering T siAbSTBEAAYE haen,fiyided into two
h|
aﬂa&%ﬁé, ﬁ&h?{y‘ctgﬁé o lﬁ)ﬁfh én‘ﬂ%ﬁt fjt t o%soﬁ?@ﬂlt&@éh@ﬂﬁpe Il or non

yperg resu t ai ned
Disailintdepebdent «Walmiels @dbtusc(eNID@M) TNOMn%n(dHD@n):ieah dliabetes

rreiiis RN, ERRRRE ot SpRieNYaRBh a4 R RLAIARARS, and is est:
fitel e dfftat 1RNeU 4 MnifioReadiait indhabghited Stélé!i &léne (6.6% of the
subst anti al IdvﬂMovver ri sk of devel opnent and

popytaties).dwl tipebaragafised beth by fasting hyrafglycaemia and exag-

BAPA B b B BV A B S e A NP i assot

atedhwier o waﬂem of IIOnth@rmaﬁﬁnmfcahblﬁDMncm Oﬁloacb\miscular dis-
with two biochem cal anomalies, nanel

easest s agfetingrathy i eﬁehapamy ARd LnertﬂOE@ Ve?PGrf”a‘?Wé/aSCU'ar

Hfgeta'ség, §uc9‘?‘5§%6hfrf£r& '}'Iq?% 82882 9GGmERo s %errsolhl &flmal models
et and con- exercl se, since

showi aicelaabialererlntrdmhlmbemmtongsteanecmphcamns and hyperglycae-

'?'r?ng7 %Z:gr% ?eSFl:I Fbtazx%%J Ol%&eg ADiabetes Control and Complications Trial

(DCCT) and the Stockholm Prospective Study have for the first time demon-

strated this relationship in man by showing that insulin-dependent diabetics
have a substantially lower risk of development and progression of these compli-
cations if they are subjected to tighter glycaemic control. Tighter control is also
expected to benefit NIDDM patients.

Hyperglycaemia in the case of NIDDM is associated with two biochemical
anomalies, namely insulin resistance and insufficiency of insulin secretion.

The initial treatment of NIDDM is based on a controlled diet and con-

trolled physical exercise, since a considerable number of diabetics are over-
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2 wei ght or obese (-67% and since |oss of weight can
inmprove insulin secretion and sensitivity to insulin

wan@7ioeemds t 0 normal gl ycaenmi a. Patients sufferPOmEP2006012184

a hyperglycaem a that cannot be controlled solely by

di et and/ or physical exercise are then treated with

oral antidiabetics. 5 A nunber of categories of oral

mgm erehesss(~&780 cand sindeyloas off weightosan inp@veppstliy secretion

ATSEMIE S Ry bag BRI ALATETRRY 1,

sul f OMtléh%aé?uffe?Mg foneh PYypelglytadasia thdtscarir bdscdritivlled solely

mention will be made in particular of carbutan de

bwdiet arst/ar physicalaxerene piihgey Geatedwitheorabaphifiabefics.
(El[J] ;?r{\gr onpgf o ka e‘aﬂglgg'g‘f rgf%ﬁg&l&%%s(é.)é cur%r'\ty 9§éddjﬁw mono-

&r{énabgm@sméa)eam@nnegmmm he 'glinides”, mention will
be made in particular of agl i_ni de (Novol\lor Q?L
agent ¢ twllﬂeégé@t@nucﬁi@élﬂé 'S, ey eyenreprespntake firstly, by

E@ﬁ#@ﬂ urez (@%%%%8 ‘%hildgpe K@Eeeg%ras %Jé ' rﬁ@hﬁ&n Hill be made in

mdmarsef earUL@hEEenBEIdldmaI@)y gbb!endlammﬂ/glg*bnade qDasnil®, Eu-
Mention w | ticu

S an®) e giremunds (GIUID A Rege dDIABESAD). Slimepiride (Amarele)
%}ﬁaﬁlghﬂ&é GlibeAtSEHY. 9&#‘?@&6\ Qstﬁe"‘ggﬂlgé&’o entidil) llg’Be made in

e I'n particular”of acarbose ( ucor (r
padtiodlay 0ftrepaglmldet(hibmd>lﬂoorm®) 20 Triazine derivatives

with an anti di et ffect b
T obm 20RAMR Mteredice, BlUseBOn B bo eReSaatEs! by tse Piquanides.
Méﬁtft‘i?\{@lll%@nﬁ%%gahlm rg@tf@r%lﬁ Gﬁcdgrﬁ@e® Stagid®);

popul ation as re- rds the devel opnent
car di ovamsulllarsqmmtiscelmgr&mesente@analmwIbarth|azolld|ned|ones (TZD).

erl os r o- s and at scl er 03| S.
il PeaafeSincEaeh i 4t yoglisrats (ABce) el hditazone
g(@&'iclhb@) .daem a or hyperchol est erol aem a.
nsequently, it is recom mended to maintain a | ow

| evel eof alpha—glenesmsm|pbqbnt0tse|Me(\u@fL)w1IIrbe hea@@rlumaﬁlcular of

di ahetic articul be sought to achieve
BeAtase, @P?Qf@gw‘dﬂ%@mép asdiB)op) o dbet and by

treat 'T'ﬁ%kﬁmeuélbmaﬁ\fé%r AMBUBhCanEhabstic GffecPajdmsatbBle to that of

class of conpounds that are active as agents for

reetfarmi hage begs desgebedin VR Wi &erol i n the serum
th 3 .
|(in @.@%ﬁt ‘ %[ag)e%(lan |O{\1%r g hgww&%% agébulatlon as re-

Iglai‘d@tﬁ@ﬂe\/elaprhehﬂogmi‘ca/lasoulaa phthuldgies, mtp&nﬂmﬂat aeeriosclero-
regul ati on of chal esterol bi olsaynt hesi s,

SEaBd HRBEIorRS. THi SRR DY R reeied Sy Cap Rilidg factors
R¥ch R RPSEipidaemi% of YRR SIdSe RS EMRRE O86A SRy, it is recom-

mended to maintain a low level of low-density lipoprotein (LDL) in the serum of
diabetics. In particular, it will be sought to achieve this objective by means of a
suitable diet and by treatments using therapeutic agents.

One particular class of compounds that are active as agents for reducing
the level of LDL cholesterol in the serum is that of 3-hydroxy-3-methylglutaryl-
coenzyme A (HMG-CoA) reductase inhibitors. HMG-CoA reductase inhibitors

‘act in general on a limiting step in the regulation of cholesterol biosynthesis, and

as a result reduce the total amount of cholesterol produced by the body. The
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3 conmpounds nost comonly used in the class of HMG CoA
reductase inhibitors are the statins. The use of

watarion®ié or the treatnent of di abetics has beRGI/EP2006/012184

studi ed. For exanple, US %130 333 concerns a nethod

for reducing the risk of type Il dia- 5 betes (N DDV

via adm nistration to a patient of a L
rOMOOLDre snestoaunPaly: usesibrthe plasseohbdMEGpA reductase inhibitors
Igv Setg%.{iﬂs pravastatin or velostatin. Various

& natt ons of conpounds or various treatnent nethods

usi ngTheamdd bhaktating for thertreaimest of\Galhetis loley eepestudied. For
r exanple, US 5 798 375 and US 6 159 997 conc

ggam&g, Y815 188 I9csrnnearon 2ometiiod maﬁﬁHanart{n@rrf%@ﬁ type Il dia-
b RLE P 2R B b o 23 leRbBimant, such

ctase’in Itors an
ab memagtatin, devestatirs prayastatin oavelostatirol i denedi ones.
The referred HMG CoAfreduct ase inhibito

par t 1 Varais SOmPIRFIATSOf FIVRSUARS AT vatsys feplinent methods using
fcbﬁb\bf'f}?étfbtn'srbf 6dn¥fr§drﬂfs' ﬁ‘?@geéﬁ aevambali Por Axamp, P91 798 375
co ct 0 I with a

ining a red I on glycaem a in parall el _ _
aeddS 61559 PR cohceimpmethcdst for sheapreviemtiparafios dieatingfarterioscle-

0k SR i SebHE S LERSBLRLof Al o HuiG-Con

PEdU RS irtib s I dH 6f PRUlIN@BNEHISElS, BuBRRAERIHolidenediones. The
di abet es and rel ated pat hol ogi es, such as

mefeveddtMGaEoAairduatasedubibitarsareciorartiedlar prayastatin, lovastatin,

Qbesi . i i }: C ectedly, the

égﬁ%#gﬁ!rﬁgﬁ%’ag%@hr ﬂ\llénségt'@tagﬁeﬁgr\{\%%ﬁ)n Si g%i ficantly

20 r edugeatinientsdotebiainiges redudiion efoglycaemia maparallel with a reduc-

devel oped a novel pharmaceutical conpositiop, for .

soRerfgliie; fagtary a&sﬁm:mgﬂq%r 3? y@jegﬁe'eﬁﬁorﬂspiﬂ&ﬁ desirable for

ﬁ’éaa{of?ﬁ@ttc? Pétt@f c@ﬂ?@%ttﬁ%ﬂéwfﬁﬁforé OtHd EMe of patients suffering from
su pen e

non- i I'n-de ent di abetes, conprising
nonbinhsulin-deperideat diabetes aabeelatechpatiolagies, rduehi asmacrovascular

t{}%e,. such a%rt hos?. dfscri ed.in \é\o Olﬁl 55122 and 25 an
ANE NeSIovassHEY SOMRTIGATANT. (PesEY, BRI IESEINGT al
CoNpPogjreixpBeiedly, 1RE cAREafSss AcBefing tédahe-invention significantly

Description of the invention The present invention
redutecthetside effeotsl phar naceutical conposition 3

0
CD " SpBalY T i S8H81 2 VA ey lasB . eympositon for
REAégRARAMY Pddidivg tHe GR/cdeRdc alndl Igidic parammietdds d¥datients suffer-
ing from non-insulin-dependent diabetes, comprising the combination of an
antidiabetic agent of triazine type, such as those described in WO 01/55122 and
an HMG-CoA reductase inhibitor. Such a pharmaceutical composition has not

been described to date.

Description of the invention

The present invention relates to a novel pharmaceutical composition
comprising an HMG-CoA reductase inhibitor and a compound of the general

formula (1):
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NXN RS RG (I) in which: Rl, R2, R3 and R4 are
i ndependently chosen fromthe follow ng groups: 5 -H,

WO @T/HCRD§ al kyl optionally substituted by hal oBE€TEP2006/012184

(C1-C5)al kyl, (Cl1-C5)- al koky or (C3-C8)cycl oal kyl,
- (C2-C20) al kenyl optionally subst ituted by hal ogen,
(C1-C5)al kyl or (Ci1-C5)alkpxy C2- C20) al kynyl
optionally substituted by | o en, |%CI C5) al kyl or
(C1- C5) al koxy - (C3-C8) 31 N)a\ﬁkw\foméb nal |y
substituted by (d -C5)at kyl ? al koxy

-het ero( C3-C8) cycl oal kyl beaM{ngNone or nore

het eroat ons chosen from 15, ﬁnd S and optionally
substituted by (C1-C5)al kyI or (% C5) al koxy

- (C6-Cl4) aryl (Cl - C20) al kyl opt(jyonal | y substituted by
am no, hydroxyl, thio, hal ogen, (Cl-C5)al kyl,

C'U}’J'@i) al koxy, (Cl C5) al kyI thio, (Cl-C5)al kyI am no,

RLHILRBLNKY arénﬁ@e% ?ﬁtY I?%se(ﬁsﬁ'&lnklﬂ?ﬁlrl&f\mﬂogroups:

trlfILJororret oXynet h
car boxlyiet hyl , 20 - (C6- Cl4) aryl opti onal |y substituted

by am t hi o, , 1- C5) al kyl
(Cl- csé@ F?%bsa'gx'dlpt@)ay fhsmtﬁed (bcxl'géggsnka}r&rﬁﬁ)alkyl, (C1-C8)-
%x? ) -Cl 4) aryl (Cl - C5) al koxy, cyano,
t%rl fl ﬂr(ocneadt:ﬁbdgléba"{ boxyl, carboxy- methyl or
car box{et-Gy0)alkeél- CpEphaliye rsudstituted aby nhatogenor (GrbOS)alkyl or
Z@Eﬁ?% ons chosen fromN, O 25 and S and optionally
r?lelkoxy by ami no, hydroxyl, thio, hal ogen,

Cl- C5 |
é cl- @}gfﬁ/@ﬂkﬁgw dé&;ﬂbhg)gmbéé%?@%? k4lddaino. (C1-C5)alkyl or

@Ay (C1- C5) al koxy, cyano, trifluoronethyl,

on ¢ naonS SRR oy RAESARE DGRl or c1-con-

Py bl y 30formng Wlththe ni trogen atom-an
n- menber ed 2@ tween 3 and 8) op WD 2007/079916
PCT/ ERRIBE(63 §Ey°@alhyéﬁ§ﬁrlpgm ar Aofg f@%@m@ﬁomﬁrc@osen from

R\ S hnagy SafEil I SoSpHR 5 Phfpkor
groups(CGaGﬂA)aryI@dif(b&@)Ialkyl 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, trifluoromethyl,
carboxyl, carboxymethyl or carboxyethyl,

- (C6-C14)aryl optionally substituted by amino, hydroxyl, thio, halogen,
(C1-CS)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-
methyl or carboxyethyl,

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

R1 and R2, on the one hand, and R3 and R4, on the other hand, possibly
forming with the nitrogen atom an n-membered ring (n between 3 and 8) op-
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thi o, hal ogen, (Cl-C5)alkyl, (C1-GC5)al koxy,
(Cl1-C5) al kylthio, (C1-C5)alkyl- am no,

wo ggre1)ar yl oxy, (C6-Cl4)aryl (Cl-C5)al koxy, CRET8P2006/012184

trifluoronmethyl, s carboxy}, carboxynethyl or
car boxyethyl, R5 and R6 are |ndependently chosen from

@%%'[Yo‘l?flm @wl@@%rg%uﬁdnopﬁggw§§orqsnp 0S {‘rgaghll %]andys and pos-
ﬂy @ﬂw@'éﬂﬂstntdt@&b@rﬁi Bpmbre(tﬁih@élﬂivwbtdﬂb@ps amino, hydroxyl,

kyl am no, 14)- 1o aryl

(l’(BB, cnatr)@eryl ((c1-(c;5))aa(yxo>(¢1 CHralioxy r (@%-lﬁ.‘cﬁ)ehwtthwl (C1-C5)alkyl-

car boxyé?a(is E‘i}@&%%ﬁg}ﬁy@ﬁ%@g@?%ﬂ@&%y Cé’rﬂnlqo trifluoromethyl,

Bé{ﬁﬂfo%gb"carli&éy%ethw&&%?box;(é?ﬁYI@) al kyl, (Cl-C5)al koxy,

(C1- C5) al k hi o @éCl C5) al kyl am no, CG Cl4) -

aryl oRy, ar( cra)indgperoents)chioser jrone yamfallowing groups:
triflygronmethyl, carboxyl, carboxy- 15 nethyl or

car boxyet hyl , (C2 C20) al kynyl optionally substituted

by am m,-CIzE)?HIIO)Wd tldrialll sdb%htmedl by é\ffalﬂ&?5hy’ﬂrilﬁ@)(yl5 th|o halogen,
Cl- CB)aI kox Ithlo & ? kyl a
E @1 alkpm @ )%W(y@ ylky'@yraﬂ@ (C6-C14)-

Eyr%%}”;}et e H)@ﬁl @? % ?ggﬁéy n%ﬁ’&ﬁlﬁg II carboxyl, carboxy-

mdi)ls;thdrtdadnbbgetlayh no, hydroxyl t hi o, hal o- gen
ggll %;32: ééb&}éeﬁ{yl g%il%la(l&lgtyboét&ytg@ aérwno hydroxyl thio, halogen,

y 0 I -
(CrEo)an Y (CEEakB L XET. CHBIgihlo, (G 1HeyRkiklino, (C6-C14)
andoxy, d@@s@d:&)ary%@ibe@&)ﬁllkdwalcyago ottéluorometfryl carboxyl, carboxy-
glﬁagerloato n from 25 N, 0O and S and optionally

'%X |°trlﬁa no, hydroxyl, thio, hal ogen,
(Cl- deﬁzb)alKﬁl,rl @i.@&?p@ummemmmd y@roxyl, thio, halogen,
) al kyl am no, - _arylo
é@f&C@ )tk y(Q‘Cﬁ%}(@X%o@1 Q@)aﬂwlthpr i (G ueHdailsylaino, (C6-C14)-

gﬁ)@% (ki)ﬁa?%%qg% oﬁ)?)ﬂoxgb g??@%’?fé?élﬁéryr%eth carboxyl, carboxy-

h}edmwwlcarbdmyathwal ogen, 30 (C1- C5) al kyI

Eg(li gb% é%ﬁ%’l"b’%\ﬁ (‘&'%lég bp@d&%@yﬁrﬁh}%'h@@&ﬁg thio, halo-

fl |
N g o s

Q®C1@13wrm¢yer(6@r6}n4)ww|(cmg’353)aﬁ<oay eyparo, htrifllooemethyl, carboxyl,
%sen f % ﬂ” ? and optionally substituted by

ﬁ?ﬁ ﬂéymﬁw(?x)ﬂa PHEEY hal ogen, (Cl1-C5)- alkyl,

(gé C%M) ﬂ@?&Cé)@ﬂtCl@ﬁN@l khtihg one(drlmere Aeketbatsrhe chosen from

aryl ox

§\l O and S andyoptlonally substituted by amino, hydroxyl, thio, halogen,
(C1-C5)alkyl, (C1-Cb5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-
methyl or carboxyethyl,

-(C6-C14)aryl optionally substituted by amino, hydroxyl, thio, halogen,
(C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-
methyl or carboxyethyl,
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(C6-C14) aryl (C1- C5) al koxy, cyano, trifluoronethyl,
carboxyl, carboxynethyl or 5 carboxyethyl,

wo ggra1)ar yl (Cl- C5) al kyl optional ly substit ut BdI/BR2006/012184

am no, hydroxyl, thio, halégen, (Cl-C5)alkyl,
(Cl C5) al koxy, (Cl-C5)al kylthio, (Cl-C5)alkyl- am no,

t ri f I L@%hﬁ@ﬂ'ﬁtéroaggl Q%%ar XEé Wﬁ@%égf%&?mﬁ Chosen from N, O

GRBLS XY 'E')}Sltloné\%susétltﬁféh 'B?e RS gﬁﬁé’gf”‘""& Wbirgggfrnggm-cs)-

carbon atomto ich the an mne
alkyd (611tféﬁ)aﬁ@xy3 (ef.‘rﬂng)albplthlona(CI1yCB)_aik3dammmg ¢06-@t4)aryloxy,

(b BRI SBakasY Bairen iRlueroniivis carsp iR asesBetymethyl or

egb bg{ yl, (4 -C5)al koxy, (O -C5)alkylthio,
) al k | am no, (C6-Cl14)aryl oxy, _ .
(os (31@ 14‘()@1|ylm Shkalkyl, apjignally tsubstitBed by amlno, hydroxyl,

B R, HGC R, (EREBIB, Lo D SRIaRIES (e -cojalky-
QﬁilN@yC(CBCCM)%JrVIIbQ 0F(C60®14)§r¥%0$10@blkb& ed:g?)ﬁoamrmgoromethyl
hydr oxyl , thio, ) al kyl koxy,

carhouy, &aktgmym@hy( caab%yekt bYlani no, (06 a 4) aryl oxy,

P LR i R Sk yiFe: cibbh 4 aBTh ey are at-

taétg‘reﬂhfm n&h&cmbelmi kirhgy (me?em%m ragdt &)l‘so@t:icli(b‘lamy&rwmmng one or
= the nitro- en atomo eterocyc oa
e hsdepatems AhaseasTamNp & a@ds%agp. RQRSIRIY hping, substituted by

I
s TG Ul oSy, Gy p9mbomo
 $-€5)akylamioni c(O‘GeCﬁﬂ)arymxyorfﬁﬁsmé)amll(de@ﬁ)alkoxy, cyano, tri-
ﬂl ast er ' and, m xt res t her eof

H%’%%ﬁﬁ'hggﬁé(&hﬁﬁﬁ%w%& N GPXENYls * and one or

BPpesHBR foRemy Wapl the @frssﬁtaa&hea €49- GB@rBo‘iycyT:hé ré§H0E option-
‘mnmenbered ring formed by RS and R6" in part’icul ar

ﬁ&aﬁgbaltu@&k Oy gmigor hydyoxyluhioabalggenc(©h&Halkyl, (C1-C5)alkoxy,

Ao, 8 LB ORMIBYL B PRanlf SEB croramicr-co)-
atkbxp I‘lajalny) trﬁmmwhethw Lttaﬂrdozﬁr rbokpethywel ;tawdxlyéthyl
artl cul ar a steroid residue.
%@ﬁe gﬂO@@ Gbabﬁ‘o P%lbwéﬁwwtlaeﬁbsrg@uw@ or =8, the nitro-
Q@ﬁ“’a‘f@ﬁ%ﬂa‘ K&te @ad‘éﬁé}l bk ﬂ%?er@ﬁﬁ@g?t?tg}gPBQs@ﬁ}%em% substituted by

nvention iIn triazine’d lves are

p o€ 5¢dkyIh & Cl3e€ B)dyalo@lRyli KCE4C th)ars, (@6*&&)39&(@1 -BB)alkyl or
ﬁg%?? 16 PCT/ EP2006/ 012184 7 Anot her parti cul ar
Y &P nventi on concerns the phar maceut i cal

CONMPOghHd il tRE $aEhiRIohs! W‘&tbﬁ\‘é?@té@éhtldﬂné}'@' enastté}%o.somers
triazine derivatives are compounds of the fornul a

epimers andrpixires Reefest,rand the pharmagebtiealint asaeptable salts
and one or more pharmaceutically acceptable excipients.

The term “m-membered ring formed by R5 and R6" in particular means a
saturated ring, such as a cyclohexyl, piperidyl or tetrahydropyranyl group.

The term “polycyclic group formed by R5 and R6” means an optionally
substituted carbon-based polycyclic group and in particular a steroid residue.

One particular group of the invention concerns the pharmaceutical com-
positions according to the invention in which the triazine derivatives are com-
pounds of the formula (1) in which R5 is hydrogen.
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whi ch they are attached an m nmenbered ring (m between
3 and 8) optionally 5 containing one or nore

whedteno@tons chosen fromN, 0 and S and possi bPgT/BB2006/012184

i ng substituted by one or nbre of the foll ow ng
groups: (Cl-C5)al kyl, am no, hydroxyl,

{ Co. CRpid pan @&@@I@%ﬁ) & i eventGiieaiseyne dhe rrdiapmaceutical
o dshﬁ)n%aééwd %@h@%ﬁv%ﬂ%npm vﬂ'I él‘?ertﬁﬁilﬂéedenvatlves are
r ox t hi o,

opt| onal 1o substitute am no,
Imamrgmmds(oﬁhé:ﬁpahwﬂl () |(1®1h|65)l%5 hod>R6 form wnth the carbon atom to

- | kyl i i -d I , )
(BTG Eefd S BB Y ch ot ) optonaty
&BhRAiN or@bpwgﬁéﬁdﬂoa%m§%hégéb{¢ﬁdﬂﬂIN é\wdhsrand possibly be-
partl cul ar dg:lroup of the i nvention concer ns th

mgarsnbe@tute &y ora@rqyd@pte (Qﬁsihedolb@\MInlgg[wplShéC1 -C5)alkyl, amino,

@&II-‘E Rrholt LR Bobi & BB R et BRuSiiey, Bo-Crapam

i(ceapenasic1-Co)amery, from the fol | owi ng groups:
(Cl @O%II kyas) ti onal l'y substituted by am no,

hydr oRy form Hvigh tﬁawajbﬁn atemlacﬁﬂ affm PolycyClis yasidug yoptionally

ary @yéﬂ ?&t’%} ﬁya(h% @/ICQII E@gboe @-E%%Ikw (C1-C5)alkoxy,

t(Crlf(I:’oIetkyIthtdlth1@H)bmyldmlnoar@ﬁ@14)?é1ylmyhy(lcaﬁc14)ary|(C1 -C5)-
r boxyet h Pr ef er abl
@ %@JKI | 5} flugrgmethyly éfﬁﬁbnxvlaﬁarbp@yﬂ@zmlarwrb@fy@mé-

o tio :
p ‘?‘IoIt ﬁfch%&&%g?é’?/ﬂgﬁggﬁ'ﬁ%ml&%@%%{&% }ﬂhﬁrmaceutlcal
Iemmabslﬂoaadamﬁmg tq Gie @GA@rdiokyin whidhotte ltjazine derivatives are

SRR B PR Ty R0 6 b pacrose

R@nafrfé ﬂoﬂd@nfgl @ublsy chosen fromH and (Cl-C20)al kyl
groups optionally substituted by am no, hydroxyl,

t hi o, -(&dll- Ggspalkyl(qmlqc@jlmsghstlu{te;i bys;amlrk@xlyydroxyl thio, halogen,

gry|5§gmyr&ég%)gﬁ\§ﬁ‘(§é&d;%aﬂ@ﬁ% ﬁg%}é‘lkwammo (C6-C14)-

tarylé*wdﬂﬁleﬂh)dryl(car(bﬁyaﬁioxyc @lybﬁdytrmol’@hbww O¢arboxyl, carboxy-
car boxyeth nore preferably, R5=H and
pr@f@%%x&thy loptional Iy ~substituted by anino,

h d I I

(é Iog%fgﬁmY?ﬁI;aﬁ(?%iR%ségﬁkﬁ)a%réyInd?MV cIﬁ8§¥n from H
@08 {C14020)AlKyClgchipsl loptipnallyc ysubstituted f byohamgehyl (C1 CS)aIkyI
o) 3558 kori Sret btk Fiale Mot R Ert g Ro=Re=
gmiwzo;&nkw%pt.amwt sesstﬁeté@ebv%éusgerph@w@@wkw§b1 -C5)alkoxy,

omposi'ti ons according to the invention I n whi
(@3-&3)ﬁECIGé|kVI\/%ﬁ\(IQ%§e@@e conpounds of the forrrul a (I)

in mI’?cIIeI%Ialenngz ahd® IQG”%I’QyImo% oelﬁ%enII gﬁosen from H and
(C1-C20)alkyl groups optionally substituted by amino, hydroxyl, thio, halogen,
(C1-Cb)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-
methyl or carboxyethyl; more preferably, R6=H and R6=(C1-C20)alky! optionally
substituted by amino, hydroxyl, thio, halogen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-
C5)alkylthio, (C1-C5)alkylamino, (C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy,
cyano, trifluoromethyl, carboxyl, carboxymethyl or carboxyethyl or vice versa.



and R4 represent a hydrogen. 5 The conpounds of the

formula (1) may especially be chosen from Fornula
w@ador/0781dH, H C NYN '"NH= Ha ~' 1 "yN HCl  PCT/€EPR006/012184

H-CH3 2 HaC. N~ ~N fi NCH3 HCI NI N CH3 CH H 3

H, C NYNY, NH2 N><N H3C CH3 CH3 H 4 H, CAY, N/NH2

HC CH NHS N NH2 Methane 5 ",C~ Y Y sulfonate

N H3@ arpre Ragifailarcgfeur: Rfdhe lipventiopecorgegins gt @‘%ﬂmaceu"ca'

COTEDOSIthlJ‘l\é 'g'é%orcfﬁ'g tg & mvenﬁ?)m which the triazine derivatives are

compounds of the formula (1) in which R1 and R2 are a methyl group and R3
and R4 represent a hydrogen.
The compounds of the formula (1) may especially be chosen from:

Formula Salt

?H’ H
N N _NH
MY Y

1 :/TN HCI
HJ

1 H 1
N N No
2 HC \Nﬁ YoTens HCI

4 He* Y " HCI

3 H
AN N _NH, Methane-
5 S sulfonate

7 H EXN/\/OH HCI

8 HCI




7 H3CCH3 HH H CNNCH2 1/ NN HCXCH $ HG W
2007/ 079916 PCT/ EP2006/012184 9 CH3 HH H3C N
wO bR @die TN N CH3 9 H3CXCH3 HCl CH3 H H C. NFdT/EPddEAN12184
NNHO 10 CHB HHCNI MNH TTT NNHA 11\
CH3 HHCNYN "NH= NNHCQ 12\ OH CH3 HH
C N'NYNH N N-13 OHd CH3 HH

H,

H
N
!
N

Zz-0

H
e

N CH,
9 H,cx CH, HCI

HCI
10
N
HCI
11

HCI
12

13

o R A e
. LN ]
WYY

Fumarate

15 H.C \"/ T CH, HCI

16 I T G HCI

17 NxN HC'




14 H3C'" 11 11 N~ N NWCH N X N H3C CH3 Fumarate CH3

H CH 15 H3C. N I

W@ 7 Y167, CH3 HCI

NyN. CH3 HCI NX NH3C CH3 CH3 H H 16

TN N H3C X C H3 CH3 H 1FCHBE20M5/2184

NNHCX-~CHHC 3 3 W 2007/079916 PCT/ EP2006/ 012184

10 CH3 H 8 H3C, NYNYNH, HCl

C. CHC+ 19
O . NyNyNH2 20

1 N'"N CH,

K3C Ny HC  HNN_ N NH2 H H Carbo
N | CH H @-E!.HH,C-'NNT\IYNYN
N N___NH,
18 H,C \Nu’ \','4/ HCI
Y
CH,
HC CH,
CH ch,
CH
19 ", HCI
H:c H\Nr/\fN
NH,
N Carbonate
2o OO B
CH,
H,c’N 'H' D
21 NYN
o, Carbonate
. Ny
HC CH,
22 T HCl
Moy ow
23 L ) S
HCI
[a]
H’EH OH
24| o, en HCI
H’C,N\(/N
HN 2N
NH?
HCI
?H° H
26 ”=°’NYNWN’N\A6H2 HCI
N
h
CH,

H C CH CH CH3

ate



CH3 Carbonate CH, HYH 22 HBC N " NI N CH3 HCI NN
CH3S HHHCANNNCGCH 23 YNHC 0 HIC OH CH 24 CH3
WQERHOHATY9914H C N "N "0 HNN, / N NH2 O ?, OH 2BCTHP2004012184

HC HCNOHd HN/ NNH2 1€tH HHH-C. NN 'N . CH/

26 HCI TNYN CH, WO 2007/079916 PCT/ EP2006/ 012184 11
CH HHCNYN_NH2 ("1Cl 27 INN=1 O CH2H

H, C NYN 'NHz|{28 N N I—ICI<I;H3 y
N N NH,
HC N\'!"/ \"L/NH HC|

oy
28 b HCI

Hﬁ
. N.__NH,
29 S
N
>ﬂ Carbonate
C

27

N NH,
30 me 1'/ T Carbonate

31 : N@ HCI

32 (T
Carbonate

33 e

L HC)

34 para-Toluene-
sulfonate

35 H;C'NT \“/NH,

HCI

. N NH.
H,C ?
36 T
I para-Toluene-
F
£ F sulfonate




OHCHs HHCN

CH3 HH C NyN(NH, 30 ,
~NYN "I
INH2 32 Carbonate
HC) NNCH3 H HCNY, N

WOL2007/004416

sul fonat e
H

"NH2 29 N N H3c~ Carbonate
NxH Car bonat e
HC 31 N6 NHC CH2 H H, BINER2006/012184
1ZH3 H33 H,r-'
"NH2 34 N N par a- Tol uene-

H-C XCH?2 CH2

N CHI

1 CH

CH3—H-35 HI-C NYNCNH2 N-N-HCI
?H’ H
AN N NH,
RS
37 N N
para-Toluene-
sulfonate
CH,
e &YQYNH,
38 NN
fj HCI
[o]
Gy
H,C’N ,N, NH,
N N
N
CH,
¢H H
HJC,N lN| NH,
40 NN
HCI
70
HC” ?
41 Noh
\[ Q para-Toluene-
0 sulfonate
(u:HJ H
N N NH
H,C ?
42 T
nel HCI
H,C” TCH,
¢H, H
N N NH.
HC i \lf 2
43 NN
CH
\E( ’ HCI
CH,
CH
T3 H
H:C,N INI NH,
44 : N N
I HCl
H,C” ~CH,
o, |, para-l;rolu?ne-
N N _NH sulionate
45 e

and more preferably the compound of Example 18.

CH3

CH3 CH3

N yNyNH7 TV
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H2C NYN' "NH2 36 N. T N F para-Tol uene- F sul fonate WD

2007/ 079916 PCT/ EP2006/012184 12 H, 11 H H3C N NNH,
w@Z00zi079916ar a Tol uene-( sul fonate CH H 38 H2ENERMOBEAR12184

3 NNO HCO OCH3H CN IBNYNH= H T 39 "x" HC N

CH CH3H 40 HCN 'NYNH= HO is CH3 H H3IC N

'l_rNéNKﬁ'hﬁﬁ%rr%ﬁgm@b&aﬁe%_&%s%e%%ibifc'ourj’ frr?enaagsean)?ﬁl\/la-CoA reduc-
tase inhibitor usually used in human or veterinary therapy.

Preferably, the HMG-CoA reductase inhibitor is a statin; more preferably,
it is chosen, in a non-limiting manner, from simvastatin (Zocor®), atorvastatin
(Lipitor®), fluvastatin  (Lescol®), lovastatin (Mevacor®), pravastatin
(Pravachol®), rosuvastatin (Crestor®), velostatin, itavastatin, synvinolin and
pitivastatin. The statins may also be in the form of pharmaceutically acceptable
salts, such as, in a non-limiting manner, the hydrochloride, hydrobromide, hy-
droiodide, sulfate, nitrate, phosphate, citrate, methanesulfonate, trifluoroacetate
or acetate, the sodium ion, the potassium ion, the calcium ion or the magnesium
ion. ‘

According to yet another preferred embodiment, the invention relates
more particularly to the pharmaceutical compositions chosen from:

e (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine

hydrochloride and simvastatin

e (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine

hydrochloride and atorvastatin

e (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine

hydrochloride and fluvastatin

e (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine

hydrochloride and lovastatin

e (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine

hydrochloride and pravastatin

o (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine

hydrochloride and rosuvastatin.

The invention also relates to the racemic forms, tautomers, enantiomers,
diastereoisomers and epimers, and mixtures thereof, of the compounds of the
general formula (1).

The compounds of the invention of the formula (I) as defined above,
containing a sufficiently basic function, or both, may include the corresponding
pharmaceutically acceptable salts of organic or mineral acids.

For the purposes of the present invention, the term “corresponding

pharmaceutically acceptable salts of organic or mineral acids” means any salt
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H3CX HCI H CCH CH2 H H CN NYNH2 43 NN HC TCH,
CH3H H,CN N "NH2 44 TNIN J~ HCI H3C CH3 cH

wasaTollewene- N N NH, sulfonate 45 N N and nPCEEP2006/012184

preferably the conmpound of lExaan e 18. WD 2007/ 079916
PCT/ EP2006/ 012184 13 The term " HVG CoA reduct ase

i nhi bi ?r" nmeans_an CoA ret ucg- tase hi bi t
ggel%rcp@ RO @NY Y ajjpageu }%‘fly qq;;gptﬁ;ﬂe organlc or inorganic
5’6@ &Rl AGidd 'ﬁ%l%@a@@ﬁc R Yz Bnk SN dHi¢ ¥cid, Dedzoic acid, citric

statin; nore preferably, it is chosen, In a
aad |carban|¢1@mhmtbanesultqnlcs|amnbsfumarln adidc ghyoopic, acid, glutamic

Bl bY icBkO i St PRHOE I aric R, 5B, SnEfRlf gl matic acid

ﬁ%éi&aa’iii@tmﬁtf{éﬁe%ﬁlféﬁkrédld NRIcRSAGH! Ritric KR PaMbiB. acid, panto-
synvinolin and pitivast atin. The statins may al so be

thenihacidorphasihpriaratid.c sueaiaic 3cidctartarisppeid ang tpara-toluenesul-

T 5B O ALSHIGE afilis APAaBgRRLsy By For e o'

phospirak énveritionadiso rertdttethel driraisalts of the Uompaoatigbe the for-
10 or acetate, the sodiumion, the ;)Qﬁ:asa um i on,

sl i(isedop the sepatRiieaseithe raeemalesc ot m%@omeoy@ﬁs of the for-

ﬁ@ﬁ (z preferred enbodi nent, the invention relates
re‘particularly to the phar maceuti cal conpositions

choseByfwayrof example, the following chiral acids are used: (+)-D-di-O-ben-

b oViatirine o <?>y€#p$¥>ﬁbéné‘%8 AaOL R DD O 1B1 D tartaric
bk §+)amdn ydr o%}%ﬂoﬂ rferr @ araahyk)amnﬁaﬁc geidhyby-L)m&lic acid,

-triazl ne e and at or vast'at
(+)-camphanic acid, (-)-camphanic acid, R-(-)-1,1’ —blnaphthalen -2,2'-diylhydro-

genophosphonic acid, (+)-camphoric acid, (-)-camphoric acid, (S)-(+)-2-phenyl-
propionic acid, (R)-(+)-2-phenylpropionic acid, D-(-)-mandelic acid, L-(+)-man-
delic acid, D-tartaric acid, L-tartaric acid, or a mixture of two or more thereof.

The compounds of the formula (l) 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 com-
pounds of the formula (1).

It will be appreciated that the compounds that are useful according to the
present invention may contain asymmetric centres. These asymmetric centres
may be, independently, in R or S configuration. It will be clear to a person
skilled in the art that certain compounds that are useful according to the inven-
tion may also exhibit geometrical isomerism. It should be understood that the
present invention includes individual geometrical isomers and stereoisomers
and mixtures thereof, including racemic mixtures, of compounds of the formula
(1) above. Isomers of this type can be separated from mixtures thereof by appli-
cation or adaptation of known processes, for example chromatography tech-
niques or recrystallisation -techniques, or they are prepared separately from

suitable isomers of their intermediates.
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(+)-2-am no- 3, 6-di hydr o- 4-di met hyl am no-6-nethyl -1, 3,5
-triazine hydrochloride and fluvastatin 20

W@ 200727%mé no- 3, 6- di hydr o- 4- di net hyl am no- 6- net PgT/ER2086/612184

-triazine hydrochloride and |ovastatin

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

-triazine hydrochloride and vast at

(+) - 2-T48i RRMIGEVRRSHQE: ﬁo'a‘npﬁ@{‘%ua&ﬁprdi”@ tadheayinvantipnsand the
[ | Gr The

PECEE fF thé Bropiaien JHihem aRlet SEuuRPbescbed ipatent applica

tientW@e2804/688917,dherconterdicd sthéche si inoorposatedchezpinnizy ssference.

and tur es tEer of , of, t{]e %?%Eounds of .t he %,.'(z)ner.alf f

f or mul é‘e(P‘)ese‘i‘ augp CPAGRTSI 1B RelyEpgRhic forms o

f9e %hf’bo@%)is%s %“télﬁ@é‘ a%'%@&ﬁng té”%aféiﬁtaﬂidﬁbﬁﬁorﬁwo 2004/089917

sufficrently basic function, h, may 1 ncl ude
cf@lr insdageditgy A tmﬂym@mhw é@nnn yOfaﬂjleepa|ék(f")32£8@hlms—3cﬁ-d|hydro-4-dl-

S8 R 2 et oonss

phar nﬁ%étﬁréﬁthb%ﬂﬁ@ﬁ BlsaltbRtesAblthe @fhecar cﬁpm& forms of the com-
m neral acids" nmeans any salt WO 2007/

POVNEs0Tb/ a8l theghi1 nalymppeqhig &y %theaﬁ@lt (rUnZﬁmdn@ 3,6-dihydro-4-

AR oS ntn e £k A M R fieg, NBGHZER s prepare s

#oliclys:benzoic acid, citric acid, carbonic aci d
et hanesul f oni ¢ aC|d fumari c acid, gluconic aci

gl ut adirproxigately igieb e dourich Exalrple 8 aei (HS%RJV%C’ in 50 ml of
'1%B|/FH3?PProdm@rﬂt>gfat9@ q’her@éécfs&}ﬁi&n oBtdi? éﬂscleﬂ%%vaporate
, ,onitri ¢ acid, panolc

net hanesul toni ¢ ac muci ¢ acl

at rdomemperatures rin anaupem bexdies plrtil iacs @lic residuecary statiises.
aci d, él'ltl;.art aric acid and ra-tol uenesul - fonic acid.

Hydr o @oqi]aga%{gpaatllcgﬂg MIREI y used. The

I PR 5pBctrdstdpyel ates to the chiral salts of the
conmpounds of the for- mula (1) used for the separation

of the Brékem¥eelor 82 t he conpounds of the for- to nmula

(). y of he followi ng chiral acids are
used: '?+%DS§P9@%§§5E§8£JI tartaric acid,

(-)-L=gp- @alngnzoyl tartar| c acid,

(-)-L-di- uI-Ltartarlc acid

(+)-D &B%d@csriaﬂelpeyus to mathed AAAZTBOS) R) - (+) - mal i ¢
ac:| d, %e\(«alhaféa{rfg infétsity of(the IR ithe R ébectra were normal-

- -canp ani c
Ese(d by lvéctetisatmphirh dhe rsp2cial danden yd00-430 cm™' as an absorption
geno hosphonl c acid, (+)- carrphorl c acid, (-)-canphoric
PEAIUMS) _ (+) - 2-phenyl -~ propi oni ¢ aci d,

(R)- (P}egdjﬂgfﬁﬁé’ﬂtwééob@ﬁbﬁn@dﬂd D-(-)-mandel i ¢ aci d,
-(+)-man- lic acid, D-tartaric acid, L-tartaric

aci d, -&r a/\tﬁ’ﬂtQﬁe of two or more thereof.
-m: 0.01<A<0.05
-w. A<0.01.
= FT-Raman spectroscopy:
- Britkker RFS-100
- excitation: 1064 nm
- spectral resolution: 1 cm™
- 1000 mwW
- 1000 scans
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The conpounds of the forrmula (1) above al so include
20 The term

t he prodr

the pati

ugs of

ent,

t hese conpounds.
WO pooad@resge” mneans conpounds whi ch, when adm ni BCEERZNO6/012184
are chem cal Ity and/or biologically

converted in the live body into com pounds of the

formul a f

t hat - tpca

centres

isRGf ul
may Conia

[t wi

1),

Bl

enden

pr esent

the art that certain . coppoun
accof‘a'i"ﬂ@f'sleé'_ fC’Me"erCrW%at' dh

geonef

thensg?ggﬁé?ﬂ nti1on I ncludes individua

qs t hat ,are usef

heySPactigl J2RPBi

be appreciated that the conpounds
according to the

iln? EHIEERL (afialE

i nvention
C

eI RARAPTES)

conf i Jur evalmte Ithe vintdnsite afl ther Reonan bansisn Raman expeictra were

?éoo-zoo cm’. Pre-

@Qggghaﬂhea; shoul d be under st ood t hat
I nv I

geonetri cal

i soners and st ereoi sonme:sA >aB@®5mi xt ures t her eof,
nds of the

S type can be

separated.from m xturesyt et @of by appli- cation or

i ncluding racem c m xtures,
formula 30 (1) above.

adaptatio

e owder aenayshiffrac

techni que
sui tabl e

n of kn

s, or th
i soners

own

tion (Q

I"oher's

rocesses,
RDjues or recrystallisation

ARG TeRREoIRE Ak O

194

A

f or

exanpl e

2007/ 079916 PCTs ERgQR6I6AIENIGH af $.5H08 A (i8R0 RVEAS=40fmA)

the conpounds according to the invention and the
process for the®prigpas@ission Bodehem are especial ly

descri bed
content o

in pate

f which :@eﬁ%ﬁ@cﬁ:’@g?ﬁ%@‘g‘gﬁgﬁg

8R04/089917, t he
'n by reference.

The present pat entPrgnghi @ahbeiromator concerns t he

pol ynor phic fornms of
accordi ng to paferfinglppengeitd-6n 480 2004/ 089917,

%{ég"g[yﬂa{hgpfég 5590f the salt

i nst ance
(+)-2-am

the Al p
no- 3, 6-d

5 the co

N

ounds,

as obt ai ned

for

met hyl ani no- 6- met hijbadurhdtimelstaderel Jydrochl ori de. The
ates to the other

pol ynor phi ¢ f or rs Tofe XRO machinedaset at 86cH0.43 t he HL

pr esent

I

i nvention also re

rphic formof the salt
am no- 3, 6-di hydro-4- 10

¢hm@hhylanino-6-nethy|-1,3,5-triazine hydr ochl ori de,

whi ch can be prepared as

foll ows: Approximtely 3 ¢
Réhe Al formof Exanple 18 are dissolved in 50 m of

nol / 1 He—gt—ropmtgppernatusg. The ¢t earjsol ution

obtained jis M8ft {o gvgporateégat roo#ﬁfenﬂerature, in
an open beakef, untif o sqlidqrgesi due gg ystlallises. 15
The characterisation is perfornmed hy: ETJI R
spectrosclopy:2- Bli nk&6 Vdct d6.82 83

3 4.35 20.4 30

4 3.57 24.9 100

S 3.50 254 53

6 3.36 26.5 96

7 3.31 26.9 52

8 3.04 29.3 57

9 2.90 30.8 30

10 2.74 32.7 35
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- 2 cml spectral resolution - 32 scans 20 - KBR
di scs (anal ogous to nethod A AA21505) - To evaluate

wo b@7iorensi ty of the IR bands, the | R spectr aP@EER2006/012184

normal - ised by vectorisatildon in the spectral range

4000- 400 cm as an absorption spectrum Preadjustnent
was perfornmed: 25 - s: A > 0.05 -m 0.01 <A<0.05 -w
A<0.01. FT-Raman spectroscopy: - Brinker RFS- 100 30

FTeRChbARdd gﬁcm‘tgm nm - spectral resolution: 1 cm' -
1000 mW - 1000 scans WO 2007/079916 PCT/ EP2006/ 012184

8884 4ot (Med19%t/ri hi(tmn 1% i+b b5((ANalBdgéud- § & (M), 2993 +/-

T 2ot PRl o PO n PRI EdD [, T578°- 15 )

\16570#/1 385 (9”1505“‘7‘3 1P et r1al49r4ang% ﬁ@u@o‘l@ﬂ + 5. gn) 1405 +/-
Pr e- ust nent was perf orned: > 0.05 m

A. &(r?) 0153 3nH-Akb (0, 1%Mér 1,8 (ra» bﬁqef tact-Pdm)( ﬂ(?@? *101 S (w),
1p9% ML B3 QT s 0P (T P8 +A0k ! FERE)-Ra i Fe0 +1- 1.5

[}, B0+ /- 1116 68)) BB +/e 1p@g~) 761 +/* 158 (WRIBB7 +/- 1.5 (m), 655 +/- 1.5

PR Bl 0 SR 1R S0 T

FT-Raman bands (in cm™):

3217 +/- 1.5 (W), 2994 +/- 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
(W), 761 +/- 1.5 (W), 686 +/- 1.5 (s), 583 +/- 1.5 (M), 555 +/- 1.5 (s), 525 +/- 1.5
(M), 479 +/- 1.5 (m), 410 +/- 1.5 (m), 401 +/- 1.5 (m), 307 +/- 1.5 (M)

H1 form

XRD:

No. d[A] 26 I/lo
1 8.03 11.0 69
2 7.27 12.2 25
3 6.11 14.5 24
4 4.01 221 86
5 3.64 245 100
6 3.26 27.3 51
7 3.08 29.0 29
8 3.04 29.4 34
9 2.82 31.7 61

10 2.66 33.6 26

FT-IR bands (in cm™):
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
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N The XRD machine is set at 20 0.1 . Results 20 Al
form XRD. No. d[A] 20 I/lo 1 5.98 14.8 85 2 5.26

wae08/08®16 3 4.35 20.4 30 4 3.57 24.9 100 5 3PGODERINE012184

53 6 3.36 26.5 96 7 3.31186.9 52 8 3.04 29.3 57 9
2.90 30.8 30 10 2.74 32.7 35 WD 2007/079916

P?T{E 10405755 (xv])78gﬁ)+/- R oogi 828 ) ‘f{?rrs'lv&) §78%1. 15 (w), 603

1/51 sm 29315 (W) 55491}/- REIR), H27 4.5, ) 1652 +/ -
.5 (s), 1606 +/- 1.5 (s), 1576 +/- 1.5 (s), 5 1557
+/ - 1Fgr the pumapﬁ this dexts Jt, is wunggrstoodithst the tautaneric forms

CE @9@’%@? thodetioh, 3 brlyeh Gaub. fo' ey iéfBerapto or

bko/ dEo , 1185 +/- 1.5 (w), 1096 +/ - 1 5 (W), 1068
+/ - , 980 +/- 946 +/ - V\q
+/ - 1Ir5ttqq\,prem d@cnptlgn(i{ae teyms ysed fag_c/e( ] e3§5gthemlse indi-

?fg% d, tiB Eodl%%%éneah 521 +1- 1.5 (w), 478 +/-

nds (incm'): 3217 +/- 1.5 (w,
2994 +/the1te5m( G 1-2283alkyl” derfotésnia 1iBO36 ot/ brahched salkyl radical
1645 +/- 1.5

§68iRIninG 16 1 1§ 20 Garban Btos Afph (e 145:20 Al (hpicals that
égaéyg_eﬁéeciéi 3'515 enti'o'ﬂ%‘?iﬁ a Hor%&m%g l%é%nﬂ are: 5%&[{2 ethyl, pro-

pgk isopropyb Kutyl, %bu’wl tertsbytyl) ,peBRg, eyl detyl( Mecyl, dodecyl,
Bpvadey i ddfidesittadizas o al i ‘28 1110 0 (T o

- the term “(C1-C20)alkeny!” denotes a linear or branched hydrocarbon-
based radical containing one or more unsaturations in double bond form. As
alkylene radicals containing from 1 to 20 carbon atoms, mention may be made,
in a non-limiting manner, of ethenyl, prop-2-enyl, but-2-enyl, but-3-enyl, pent-2-
enyl, pent-3-enyl and pent-4-enyl radicals;

- the term “(C1-C20)alkynyl” denotes a linear or branched hydrocarbon-
based radical containing one or more unsaturations in triple bond form. As al-
kylene radicals containing from 1 to 20 carbon atoms, mention may be made, in
a non-limiting manner, of ethynyl, prop-2-ynyl, but-2-ynyl, but-3-ynyl, pent-2-
ynyl, pent-3-ynyl and pent-4-ynyl radicals;

-the term “alkoxy” refers to the term “alkyl-oxy”;

- the term “halogen” refers, in a non-limiting manner, to fluorine, chlorine
or bromine;

-the term “(C6-C14)aryl” refers to an aromatic group containing from 6 to
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 “(C6-C14)aryl(C1-C20)alkyl” refers to the corresponding
-alkylaryl groups. Mention will be made in particular of benzyl and phenethyl

groups;
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1803 11.0 69 2 7.27 12.2 25 3 6.11 14.5 24 4 4.01
22.1 86 5 3.64 24.5 100 6 3.26 27.3 51 7 3.08 29.0

Wa@%07878104 29.4 34 9 2.82 31.7 61 10 2.66 3BCHERB06/012184
2o FT-1R bands (in cm1): 3386 +/- 1.5 (m), 3080 +/- 3
1706 +/- 1.5 (s), 1691 +1- 1.5 (s), 1634 +/- 1.5

M Xd3eihneioldd.-cU4R et 15 4 Mt drofati het.

QGE&EBZ@@K%W 814 R8terbatoins; the) ottétOatbns behg[ Wwarbon atoms.
861 +1- 1.5 (w), 823 +/- 1.5 (w), 675 +/- 1. ép 603
Among_ the( hgteraatoms, -mention yyill bsymade. mlpgrt\c\wbar 2gxygen, sulfur

n, dert\él%%é:nor,%rhgﬁgﬂﬁém’&gfoéigl L¥icaid Sxlentibh Wil e ade more par-

€ tautonmeric forms are 1nc
tidigante of furyl, chiemyl)i preridylr pyrmlylf pyrievdytppgrazinyl, oxazolyl, oxadia-

t hi o/mercapto or . 5 oxo/ hydroxy. |n the present
zR0¥le fsoprazelyl, w'w&wﬁth@%@/ 6'@3,%nl ess ot herw se
i ndi -
(o) B, ER R TR g sahifBteEhRjacarbon-based

mmg;llaadlcorrtaxns anumcnrgydhcphmycltooam pobyciyolic eacicals mgmg from 3

9o G6RER, 2tPSA METHN L PhgPRdAn B} 2 RS TRGg manner, of cyclo-

Wlan@&?cl@%htylf&ﬂ@élgpw butyl, sec-butyl,
tert-buty pentyl, hexyl, octyl, decyl, dodecyl,

hexad‘éraqlphanuaoeum(opmnqsmqm a;ccordmbetOttbemresent invention are

{fg %S@td gf ggﬂﬁéPS 'g ﬁlaﬁéd q&iw grpﬁﬂlg resistance syn-

&H@ﬁ%(ﬁ’y@ﬁk@ﬂ@ X)n doubl e bond form 15 al kyl ene
radi cal's containing from1 to 20 carbon atons, nention

may blé‘SH’éf?déeS'ﬁWn&eriémalf%tﬂ'W Hﬁrﬁwé?duc‘é'ﬁ)”e'ﬂﬁbﬁyﬂd'on of insulin
@ ?%s%nﬁedl&tﬂé pen yﬁ6 t'1 egy 467%%}925 ﬁ‘l%llved in a large

1 cal
ﬁlﬁrﬁbecaﬂbatHoymgnbél cdmamms aubh rasaahabetelsraanthmﬁe partlcularly non-

i PRe e 3 sl AR o 56 Sy i, obesty
éﬁ@iagférﬁal ¢ BEAEASIBA, Mot Serfdin CRAIROVastuRIBandBRbt@Tascular
may be nmadé, 1 n

complications, for instance atherosclerosis, retinopathy and neuropathy.

In this respect, reference will be made, for example, to Diabetes, vol. 37,
1988, 1595-1607; Jounal 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 compo-
sition for significantly improving the condition of diabetics.

The pharmaceutical compositions of the invention especially have hypo-
glycaemiant activity.

The compounds of the formula (1) are therefore useful in the treatment of
pathologies associated with hyperglycaemia.

The pharmaceutical composition comprising the triazine compound of the
formula (1) in combination with a statin can be prepared by mixing together the
various active principles, either all together or independently with a physiologi-
cally acceptable support, an excipient, a binder, a diluent, etc. It is then admin-

istered orally or non-orally, for instance via the parenteral, intravenous, cutane-
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a non-limting manner, of ethynyl, prop-2-ynyl,
but - 2-ynyl, but-3-ynyl, pent-2- ynyl, pent-3-ynyl and

w@eorodyayl radicals; - the term "al koxy" ref PCBFEP06/012184

the term"al kyl -oxy"; - thé&0term "hal ogen" refers, in
a non-limting manner, to fluorine chlorine 25 or

BEThAE o e Bl TR ANE Bl 58 seg ppgpendenty,

Whe Boatsperding doemuibtibhe cah rmnhéed m@eﬂw@yé)ttempof‘aneously using
conjugated pi electrons, and |nclud|ng biaryls,

ﬁaghlwtoaﬂd greuthen agdpinisteredor famteoa mlster% "méendently of

anaﬂﬁlﬁér‘: %ﬁtﬁ%ry%cc?s@ﬂ,%!}y ?Wia%napht hyl, anthryl

ena 0 radicals term
" (Co- Thé) phatnfaseluticaD rahipdsitionsf efr thet mviméion include formulations
coréespondl kyl aryl

- al roups. ntion will be nmade
SRehaas QLETUe. FTowATsy 1ablel. GRORAPRYES. SYbiSs eTigsions and sus-
%Qﬂg o%g%é_g C@QE/ oS ARl fok Sdbon- $|9aé aotnt?i‘?né nﬁti’&h for instance injec-

het er of Yaryl™ refers to
aonmprcyhersuppwsarles containing 1- 4 het er oat ons, the

ot her _at ons bei n a n ato
ot or JhecPRamiAmal s AT B oPRrSiL Vi the kpowp conventional
esul fur and nitrogen. Anong the heteroaryl

radicals, nention will be made nore par 5 ticularly of
furyl Thlehpr@p@rathjyf)f ap|orab)yadmlmsterpqraq}rﬂcgharmaceutlcal form will

g N I R —

ctdst, Gtarrc  mahkitdl, etef,ea Silélﬁte@rémt (fbﬁfe&dmple caIC|um carbonate,
hydrocarbon-base ring cont ai ns npnocy

SRS @araﬁayr@@FWM'Qsen a%l%‘éﬂ @cmrﬁqﬂlwmgamoefwthstl@e"ulose
%OH&PQP%H%WT&OM@ 'sB?nuW\l{;roQS Rdfse! rblf’os ovidone, guar gum,
non-T1mting manner, ~of cyclo- 79 propy!l na

oyag resium| ahuswinuen ssiliddte, phm:rmmysiatlmeabemninp@s|cellminse powder,
L T
BRATIE LAPRE-stth, Q[xﬁﬁ%réﬁw NE&RTR Pf'\bth)}lééllﬂﬂléé% rpﬁﬂ#\ﬁﬁ)ﬂﬂﬁ%hdone

i's characterised by a reductlon in the action
ihydugxypropyicglisiosepraiginic Reid carkome odextris, (etttylceiln)ose sodium

Bldifo iAol dcben mal i BBFinifm siigate. hyaroxy-
peylicaIGue, ymé%élluﬁjﬁel YUt pgutie etc. glaahebembhbme(fbi example
di abetes or N

dysl i |daema obesity _and
tale cmaginesiype steaiate rpohem ylene HQU; 1ede.) are cfasvexasnle, added to

ﬂﬂ% ative %Ylﬁﬁ@’és(@)y an QHB%%“ alneﬂrls'tﬂgﬁqgﬁggeij If necessary,

erosclero |nopa neur opa
the fablespanctbe ccﬂtedeﬁmme\nkhbwheten‘adlqueé oin emrrpb enaslothe taste
abetes, vol. 37,
Iaor example with cocba powder, mint, borneol, cinnamon powder, etc.) or to
allow enteric dissolution or sustained release of the active principles. The coat-
ing products that can be used are, for example, ethylcellulose, hydroxymethyl-
cellulose, polyoxyethylene glycol, cellulose acetophthalate, hydroxypropyl-
methylcellulose phthalate and Eudragit® (methacrylic acid-acrylic acid copoly-
mer), Opadry® (hydroxypropylmethylcellulose + macrogol + titanium oxide +
lactose monohydrate). Pharmaceutically acceptable colorants may be added

(for example yellow iron oxide, red iron oxide, quinoline yellow lake, etc.).
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1988, 1595-1607; Journal of Diabetes and its
Conplications, 1998, 12, 110-119 or Horm Res., 1992,

wW@30078%932. The aim of the present invention iBCT/@P2006/012184

propose a pharmaceutical cempo- sition for
significantly inproving the condition of diabetics. 25
The pharnaceuti cal conpositions of the invention

Eggereaawtgpahé@r@w@ ag tabledsi Rewderst pachsts angkgel capsules can
f n(1) are therefore useful in

?%erﬂ%tgygg ?rgr?tr&g{dnf‘ﬂg%t\%ogl es associated with

hyper Fhgdigeid phafirecqiimahtormst foc aralcapingstidtion include solutions,

DAL Ap b b S Gl o G o 5 s e
R e e e
aotse stathilisers gnddhickeaer,gk oegessary. la drdedty improdiel thersojubility, it
tc. i, i t d t d

5o b S0 B s By et
\é‘QeZHQRJaQ{Z@%@ sBWnEsozﬂ%/a%gél@é‘ sugperdiSns fASEYal @ke can be ob-

rectal route. If the active principles are fornulated
theqbényd@apess;ng theef inely rdiviged diatiye froineinles inpmatenwithe viscous

B R 8 T R PR it e TPy 8IS or sodium

bgﬁ[ﬁﬁ@ﬁﬂﬁ lteldse each ot her, either successively or
sequentl ally. 5 The phar maceutl cal conpositions of the

i nvent h@rphq‘\'ma(}éét'ﬁirfﬁtmﬁtfpblﬁ%ec@ﬁc‘??’h e pbiginedsfor example, by
ﬂ?é"’f'cﬂfo%vmé %Eéc?és}mﬁ% at oph@élﬁsez%)r #égfarefmélsﬁlv%ﬁs s88fended or

SuUs- pens non- or
advilsified eitheoin, af agueoss arebuinnfercexanmplesiistiledayateor physiologi-
eutical  for

supposi t es har mac can be .
sh LSy HingSis soktBc o Gotn sioRly Teuirc e xaragle a plant o,
EE@h RSSINE il Qé?él'f\eé'ébc? bf! édﬂoﬁ‘%@bﬂ'oﬂt éélfhdon? QJ.tb dor propylene gly-

phar maceut i cal ormw | per orne
fol)) wilihng gispersast (tom @;ampleeﬁweeﬂoﬁo ekialrﬁblt?é) (Mikkkosehemicals),

BPbeTE ' B G ReRe s Blosel sofifh ek B, a preserv-
w7y beswtreohExasipielirsiby| pligidiogybemiz8ates qﬁbpm p-hydroxybenzoate,
car boxynet hyl cel l ul ose, 1 s colloidal silicon dioxide

beoryinslspbel shipspbetagol, @iwmve@an@n lsotanigibhagent (for example
ggg{bﬂ’? cHIBridle ggb}&wﬁ §6rlb'mgﬁfgffuc<5§ec "egf)" %ﬁﬁ& alidd Bg'}eéra&cli’ltlves, such

ul ose, ose I ni sed

aedif esired| aaﬁcﬁublbslag dgegit Xfmlmmpleisod)um aalicyldts; sodium ace-
um ar abi c

&%{or e a- st arcF
R rBie R eieBiReL (1% BXAmgHk DTN Ser s, IR
Qéﬂ[ ?ﬂshslﬁﬁé?&h{ﬂ Sien ot %kférﬁalaﬁéé”caﬁabé’%ﬂiémed from a solid,

ul ose, sodium 20 al gi nate,
lsal'm{sohdtarmquld cmpdsngbummmmgmesammeajrlmipie(@bn For example,
(Ialolb alnea somI forn¥ the active principle(s) is (are) treated, alone or as mix-
tures, with excipients (for example lactose, mannitol, starch, microcrystalline
cellulose, sucrose, etc.) and a thickener (for example natural gums, cellulose
derivatives, acrylic polymers, etc.) so as to convert them into powder. The liquid
pharmaceutical compositions are prepared in substantially the same way as the
forms for injection, as indicated previously. The semi-solid pharmaceutical
forms are preferably in the form of aqueous or oily gels or in the form of a po-

made. These compositions may optionally contain a pH regulator (for example
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et hyl cel | ul ose, nethylcellul ose, guar gum etc.) and a
| ubricant (for exanple talc, nagnesium stearate,

w@oloyerdrys ene 6000, etc.) are, for exanple, adePeTEP0G/012184

the active principle(s) and2the m xture obtained is
then tabletted. If necessary the tabl et can be

Cc%at%cgrﬂ%\é'ctq &%ogﬁﬁﬁﬁ? émfﬂc tcﬂ @%g:zda Wgﬁengg'dn%%iu%]%ydroxide

Ra¢ neat.a preveaing agewd eor eRhmple P fyﬁ@oxy&ién@bﬂceﬁl@felst‘ers chloro-
di ssol ution or sustained rel ease of the active

putanel pherzalkepivaghioride,etp) aadalso pmr agighitives. used
gglel uf'ﬁs% ?ﬁéﬁ?&&entj{%{wf&éﬁﬁﬂaﬁ’ggl ld“v%g ig‘;%@d, the daily dose is

am\n/eerlmmamy and mﬁﬂn@(yﬁb@piefeWWQOQﬁbl Ltﬂﬂmestatm is used, the
pht hal ate and Eudragit nmet hﬁcryl i c acid-acryl
éiallm dogpds Pebuesred m atorvastatin is used, the- daily dose is

t
saeeiA Rl %@%‘Bﬁ"%n%’ﬁ%“#’g{"%@ HERREEh, T0.fig 8 40 mo. If sim-
aastgiinais| esed)| theadaity dagelis etdedn § frog anchﬁﬁl mgyahd qreferably

iaregvr\} oxi\%%rego%gggo | degpggﬂj%ﬂsllgg \cqlally Iéose is between
hg%ﬁﬁélto 8% BAd fﬁefelr'élhx%%t\hé@h oL mgPQViGQT:? mg af Pehvastatin is

capsu es can for an oral
a@eﬂnnm daily stoseTisebetiwgeind1Q ag renced0irog) pfeferably @0 mg. If ata-

d | ud | ut i
Jrataf Pl for By, B85t 08 3tuEbbL Tog A15E 2Gar Ay preferably
metwesn ZCnfgobNd 120 MBelf&‘ﬁsuv&tﬁflh € uBE@StHeNd Hit @bse is between 4
foll owed by addition of flavourings, col or ants,

gng\enm@emg %mpﬂemr@b%@etweien Homesand 20 Mg or der to

i npro i L

et handre QY8R & ih¥ compaurBsRANE Rifndid (e hetyeen 200 mg
mmiem]oo mlgl e non aqueous sol vents. The aqueous

suspen for oral . use n be ob- tained by :

di sper nf&?%tﬁ’@ ?mﬁerf&PfUP(/ﬁI?e%O%W%sﬁf ithe pgaegapsuncal compo-

JHithé é’élﬁ%ti'oﬂ tBR 6 ac]%' thé r8edM nr%%H dosages of

Syn etic resi ns, 0ose or so
¢he b@sgewwe;aoztwelpninomées Tﬁmqmmlata@epmpoaiorfsommldMG}CoA reduc-
obt ai ne or e

1346 B o S e el b iR a8 the el ang of the com-

Povnas \Fdhe FoRGEABd oflof phiahatéltRhigiddieptdble 88lits thereof, thus
aqueous medi um (for exagipl e distilled water,
y

rylayssnrbp@gseq@ew Rygfara mmg@«g@ rabiouef the, HMG-GoAreductase
lﬁhuéﬂoroé %e”&%ﬁEuM % 1 Col.ﬁ? i rﬂaﬂgé ‘qétweeﬁ‘ﬁ‘iﬁ‘ fd 1/20 000,

0I| sesanesee see corn
eﬁ@re pamcpramyfrene Witg- 1/200D, and téspecmllypfemmamﬂs (d ar2000. The

npl e Tween 80 ko Che b
S'Zﬂq)“@f‘ﬁX/P ﬁg"ﬁn'%%’i'on Egal?o‘k‘ilﬁﬁ?%’%‘sca ﬁ"l‘?l 'Béﬁnt'%’b@i kegfween 1 and
r -
2 A o o 135005 G ol S4B s g e for
wewiay(l) récsssdate wiore thdrn baraailypdaministragion, )he amounts of HMG-

of oni, ci.t for di u hI or.i
Gk Sreictade MRBers e dhedIME ol el dred infiftercompound of
W R Srimes (1) %ﬁd“s will be adjusted in consequence.
The aim of the present invention is also to propose a method of treatment

via co-administration of effective doses of a compound of the formula (1) and of

- an HMG-CoA reductase inhibitor, and also kits for allowing this co-administra-

tion.
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as, if desired, a solubilising agent (for exanple
sodium salicyl ate, sodium ace- tate, etc.) or a

wa@t@biordoser (for exanpl e human serum al bum n) . PAI/EP2006/012184

phar maceutical formfor ext&rnal use can be obtai ned

froma solid, 25 sem-solid or quuid conposition
contaipin the actiye princi (s) exa

bt o) g eRrat FUERiicR RIS EePIRS &) ki Miat Gre) Suibie, g the treat-
He?ﬁ‘t@yd’thé‘lrﬁaﬂ\da% ééséﬂt@d ta%b@é TWbEQ l@f&c'cehffﬂ{s% &f &@mposition
exanpl’e lactose, mannitol, starch, mcrocrys ne

cehnfainiog ¢he somp@@ed cﬂttbe)foandlaa(l)t|h|tbe€dcesage30ndleata¢balmove and
nat ur al ul ose ixyes, acrylic , .. .
Aol cBRas T, gohTing 85, G R et dSmantibitorsindne dos-
bgasur%é’&ea hOVB CRIf e ﬁﬁiult@ﬁ@@%' ééﬂé'ﬂéte%ﬁsé%{&%é?é’dr‘nﬂustratlon

substantially the sane way the forns
inmgféestiveramegntsraticordiag ttpmexlrtyagthn The sem solid

Do BT eo- M el RESHS I utdFeb i AdHarate or se-

ab@ﬁﬁalcadmmtﬁat@n%fm opimereatdriips@idtdtie Bame patient, over a
regul ator (for ex?ngl e WD 2007/ 079916
(o]

perptthatonay beigmto 2 houss BHEVEN 4RIt 1 hedishbpr exaeipie, the term
8{)—%\' nﬁg’aﬂonwgﬂ@%ﬂ oric acid, sodi um hydroxide,

e c.dl)rﬁan a preserving agent (for exanpl e

p- hyd(@)@bimwmneoas iadinsinistration offithe two botnpoahds,

benzal koni um ¢chl orj de, etc nd al ot her ad es. . .
e D At eue Rt et e trh MPlaed 3 Raus laiBh by ihe administra-
Mo < tdSedtild dorfj@sind,s S between 10 g and 40 n,

20 ng.

nore prefera If fluvastatin is used, the

dai | y(3)oare adsnibistratiem of Ghetirsih doltverd 12! fiours dateashhathen admini-
sed the daily dose {s between 10 ng and 80 ng

ﬁﬁa 8¥g‘rea§ﬁ ge%\%%‘?f‘% mg and 40 ng. If sim

vast atrha éx%rﬂtﬁ@éjbebhﬁoﬂ@cbdwiéoﬁﬁéﬁs béccbr@iﬁgﬂl@lhé ifBerith are given

50 nmg and pref erably between 5 ng and 20 ny. |If

ge niopdigniting Mlusratiessl, the daily dose is between io 0.1

nmg and 0.8 ng and preferably between 0.1 ng and 0.3

ng. If pravastatin is wused, the daily dose is between

10 ng and 40 ng, preferablEXAMPUES If ata- vastatin is

used, the daily dose is between 1 ng and 20 ng and

preferably between 2 ng and 20 ng. If rosuvastatin is

used, ThBanifidtd a0 8SicssBAHFS et Basind 80 o and

preferaE nq%jtv\gen 1%%5 an 8’8 tIB%SS The daily doses

of the conpounds of the formula (1) are between 200 ng

and 2 ﬁ?%t The rel gti,ve proportion of the

const PUE‘ 1} exam ﬁé‘rmaceutlcal conmpo- sitions of

t he prosEBmMihGBBHIHYAré-AKEMmetfiamdes-6LIABtHyNE, 3, 5-triazine hydro-

reconmended dosages of the respective active

pri nceplpade: 10&®g el ati ve proportions of HVG CoA

reduc itors, or of pharmaceutically

accep?égY%&gglts JtTﬁereof, and of the com pounds of

t he fmigrabestdifine oslliuddsephiaiomgeut i cal |y acceptabl e

salts thereof, thus
croscarmeliose: 28 mg

polyvinylpyrrolidone: 40 mg
magnesium stearate: 14 mg

Opadry: 24 mg

Formulation example 2:
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vary in consequence. Preferably, the weight ratio of
t he HMG CoA reductase inhibitor to the conpound of

wo b@7homnul a (1) ranges between 1/2 and 1/20 OPOI/EPIODé/@12184

particularly from'/4 to 122000 and especially from
1/5 to 1/2000. The 25 frequency of adm nistration of

th ds_aqf ' ' is.b 2.
acim S G SOG4 T nedtidadinier ol 15 duage hydro-
conpogidfdef 16demiger - mula (1) necessitate nore than

one daily adm nistration, the anounts of HMG CoA
r educflaastatiniidd mgrs and t he HMG CoA reduct ase

i nhibitor/co und of t. roula (1) ratios will be
adj us%ﬁonsﬁﬁ%%ﬁﬁlgﬂ%%qh@égmg ai mof the present
I nvengiodBalfiedsed 2BGnmgr opose a net hod of treat nent
via co-adm nistration of effective doses of a conpound

of t heolywiniipysrofideneirdd 819 an HMVG CoA reduct ase

i nhi bj t or I kipt. s for allowing this

cor e P sEatRe Rig007) Groor6 BoT/ ER2006/ 012184

23 Theppuag®@4 mgvention also relates to kits that are

suitable for the treat- nment by the nethods described

above. These kits conprise a conposition containing

the c : qrul a (1) in the dosages

i ndi cg%ugﬂté%egﬁﬁ‘ﬂlg srs?gcond conposi tion containing

t he HW)Zoamined &-tiyero-dhdimetoylamimo-6hraethyd153,6gdazine hydro-

I ndi caltPed a.bg#e for a sinultaneous, separate or

sequefiPAfC AR MSstration, in effective anounts

accor givastAint A6 ,{-‘@vent ion. The term

"co-adm ni stration”™ nmeans the sinultaneous, separate

or semigraoerystallineagetiulose: r&d mgn of one or nore

compound he.. patient, over a period that may
¢R5Ratfale: 21 Ty

be up en up to 12 hours. For exanpl e,

t he t goWvinyipyetidene BGidgati on includes: (1) a

si mul taneous adm ni stration of the two conpounds, (2)
an admiagnesium staarate: 1A Marst, fol lowed 2 hours |ater
by th Pl - tion of the second conpound, (3) an
adm n?gggglbﬁéo the first, followed 12 hours later
by the admi ni- 15 stration of the second conmpound. The
exanpl.es bel ow of conpaositions according to the

i nvent PHRY l@@?ﬁ@ﬂ‘p &non-limting illustrations.
Eég\p/g@ﬁgﬁﬁn%{gﬁ-g%)%ﬁﬁgg%{wame%%yﬁ1y@asghézine hydro-

chloride: 1000 mg

atorvastatin: 30 mg

microcrystalline cellulose: 150 mg

croscarmellose: 24 mg

polyvinylpyrrolidone: 44 mg

magnesium stearate: 8 mg

Eudragit®: 24 mg

Formulation example 5:
(+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine hydro-
chloride: 1000 mg

lovastatin: 20 mg
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(+)-2-am no- 3, 6-di hydr o- 4-di met hyl am no-6-nethyl -1, 3,5
-triazine hydro- 25 chloride: 1000 ng atorvastatin: 10

worgoo7vonecr ystal | i ne cel lul ose: 110 ng PCT/EP2006/012184

croscarnel l ose: 28 ng pol ¥&i nyl pyrrolidone: 40 ng 30

magnesi um stearate: 14 ng Opadry: 24 ng Fornul ation

exanple 2: WD 2007/079916 PCT/ EP2006/ 012184 24

(+)- ZSHWPHdh@“@ed$ﬁ@ﬂro 4-di met hyl ani no-6-met hyl -1, 3,5

-tri aéid“s%agk?ﬂﬁﬂ&e @g,l,q ide: 1000 ng fluvastatin: 20 ny

m crocryst I ne cell Iose: 115.5 mg 5

cr oscpolyeinytperolidénend pud yvi nyl pyrrol i done: 40 ny
magnesi um stearate: 9 OQpadry(r): 24 ng 10

For AR 4] afﬁﬁr@tes &g

(+)- 2 hydro 4-di net hyl am no-6-nmethyl -1, 3,5
-tri a2| ne ydro- chloride: 750 ng pravastatin: 10 ng
m crocrystalline cellul ose 89 ng 15 croscarnell ose

21 ng OJO\/@\S ry%ﬁtsogfgq ;g—mr‘gﬂ'!ﬂ":%a nes'éﬁ%,épgﬁﬁ invention

( +) 2Tﬁ€‘ Wgn@hé“a'&ﬁ@ﬁ Qf4he dBhbhBOMS Bcloi@id Yo tHe %nﬁentlon is

-triazine 'hydro- chloride: 1000 ng atorvastatin:

demopstratachiusinge an eanimab Jeedeals Obgse 2@3c60@§§ar2mhe@s(éa/fa)) are
24 LRSI NORITLUTh S deht dlfbetes (NIDDM).

The action of lovastatin alone and of the compound (+)-2-amino-3,6-di-
hydro-4-dimethylamino-6-methyl-1,3,5-triazine, hydrochloride salt, alone and
the combination of these two agents is evaluated in terms of triglycerides, total
cholesterol, high-density lipoprotein C (HDL C), glucose and insulin. The rats
received the treatment for 5 consecutive days. The blood samples are collected
3 days before and 5 days after the start of the treatments in order to measure
the levels of triglycerides, total cholesterol, HDL C, glucose and insulin.

The following procedure is adopted.

Four groups of eight rats are formed:

- a “vehicle” group;

- a group that receives a dose of 1 mg/kg/day of lovastatin orally;

- a group that receives a dose of 50 mg/kg or 100 mg/kg twice a day (bid)
of (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine, hydrochlo-
ride salt, orally;

- a group that receives a dose of 1 mg/kg/day of lovastatin + 50 mg/kg or
100 mg/kg twice a day (bid) of (+)-2-amino-3,6-dihydro-4-dimethylamino-6-
methyl-1,3,5-triazine, hydrochloride salt, orally.

The statistical analyses consist of an analysis of variance to a classifica-
tion criterion, followed by multiple comparisons versus the vehicle group (Dun-
nett test). To evaluate the meaning of the results obtained, the values are ex-
pressed as a mean * SEM. A difference is considered significant for p <0.05.

The results are expressed as millimol per litre (mM) or nanomol per litre (nM ).
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magnesi um stearate: 8 ng Eudragit(r): 24 ng 30
Formul ati on exanple 5:

W@ 200787%m6 no- 3, 6- di hydr o- 4- di met hyl am no- 6- met PGT/ER2086/612184

-triazine hydro- chloride: 24000 ng | ovastatin: 20 ng
WO 2007/ 079916 PCT/ EP2006/ 012184 25 Silicon di oxi de:

4 ng croscarnellose: 25 ng Lgol vi nyl pyrrolidone: 40
ng nagnhesi um stearate: 8 n% II\ﬂ%adry(r): 10 ny

Bi ol ogi cal results for the conbinations according to
the invention The synergistic action of the

Gamonb PhEBERGRRG GHMRREED SRR MgBxestve R dRlEs o

Zucker (fa/f@gh AME-Coop, KeR@tds? idhibitbat e _
non-i nsul i n- dependent di abetes (NI . The action of

| ovast ati n d) ertdazing defrivative obthsoienmula (1)

(+)-2-am no-3, 6-di - 2 H 4

hydr o- 4- di met hyl ani no- 6- machyll 1, 3°5-tri azi ne,

hydr ochl ori de salt, alqﬁe*bjd*kﬁhg\ﬁgnbination of
these two agents is evaluatdl i i terms of
triglycerides, total chole N, hi gh-density

| i poprotein C (HDL C), gludi®Se &d insulin. The rats
15 received the treatnent for 5 consecutive days. The
bl ood sanples are coll ected §)days before and 5 days
A Whicht he start of the treatments in order to neasure
the levels of triglycerides, total cholesterol, HDL C
BlluBas R3zantl Rdsareiindependenilyl ahaisag fion thaifallewing groups:
adopt ed. Four groups of eight rats are forned: 20 -
a "vehicle" group; - a group that receives a dose of 1

g/ kg/(dayceb)dien %?&iahiaﬂy euBsfituted b h@syeEn, t(TatCs)alkyl, (C1-C5)-
recei ves_a dose of 50 ng/kg or 100 ng/kg twi ce a day
alkpyy or ¢ 3-C8)cycloalkyl,

17 adERCEpHR Pl SRS C RggBe G Gk o
(GhCHakokyes a dose of 1 ng/kg/day of lovastatin + 50
(BB ontes e sHESH{a, b, alogen, (C1-CH)alkyl or
gzg{@?ﬁg??{ga S;Itn;: azine, hydrochloride salt, orally. The

yses consi st of an analysis of
var i a{€8-€8)cyclolalieysi dptiomally substituted by (C1-C5)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)alkoxy

-(C6-C14)aryl(C1-C20)alkyl optionally substituted by amino, hydroxyl,
thio, halogen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkyithio, (C1-C5)alkyl-
amino, (C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl,
carboxyl, carboxymethyl or carboxyethyl,

- (C6-C14)aryl optionally substituted by amino, hydroxyl, thio, halogen,
(C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-
methyl or carboxyethyl,

- (C1-C13)heteroaryl bearing one or more heteroatoms chosen from N, O

and S and optionally substituted by amino, hydroxyl, thio, halogen, (C1-C5)-



10

20

25

30

tion criterion, followed by nultiple conparisons

versus the vehicle group (Dun- 30 nett test). To
wera 029 t he meani ng of the results obtai ned, PCTEP2006/012184

val ues are ex pressed as az2fean SEM A difference is

considered significant for p <0.05. The results are

Bk U6 fr BikRes o o6 G BEties (ERSEBRIITIP. (65-C14)arylony,
géé\'dﬁ)aﬂyu Cﬂ“@%‘)‘ﬁﬁ@*&; é‘ﬂnoCQﬂM&'bFﬂé?ﬁ‘ylc%H’Fﬁdx%l Néhrb8symethyl or

tive principleé: MG CoA reduct ase i nhibitor,
Earbo)xyathyil azi ne der|vat|ve of the formula (1) R2 H

hnd R0 R A Sne Tpriah sobiR3 AbflHeh e el e §end possibly

%rﬁ#iﬁ’? ‘with Hae hﬂro %Q)a’ﬂ h%eﬁibbr@@lth(nSb@ﬁ\iede%d 8) op-

ogen, )a I kyl , -

(n@aaltssmmarm@g me or-maore bgtgraatomﬁ/ph@iﬂn | oe Ny O and S and pos-

i%&%'ﬁ{ﬂ&g}@)éﬂ{t&ﬁ@é&%rﬂq Qé rgso:g %ﬁél‘q%ng& QYPS;: ua[mla\o hydroxyl,

fRboaRilogén.l (Cﬂ)@‘o‘}a\myl 0r(C1165Iaﬂ110)@5) &k@ﬁ)alkylthlo (C1 C5)a|kyl-
-(CS C8) cI oal k|y optl onal |y subst ituted by
@m|n@5)(§|6k§n4)§1ry pm, - gﬂ)a@(lpc -C5)alkoxy, cyano, trifluoromethyl,

ﬁgf@%{g% dgﬁ) o%t@kpﬁjréﬁnbo%?ahylggdogeag{j gg[ ieonal Iy

subst Rsuasd! ReyareGidéperaddntly ahvosetTrobd tied fodlowirkPgroups:
-(C6-Cl4)aryl (C1-C20) al kyl optionally substituted by

am no, thdroxyl t hi o, hal ogen, (Cl-GC5)alkyl,

(Cl- Gy 'b@é%alk&l%&ﬁ%?%@dﬂsﬁ}&edg | &l I'f))’droxﬁlmtﬁ‘l% halogen,

(C6- C14) aryl oxy, )aryl oxy,  cyano,
(C14CH)atkyhre (B Y1G5)atkaxpoxXGH; C&)@dkydimme(t%ycmlkylammo (C6-C14)-

SAIRG B ey €5 Y, 8o OBl 4 by
(-,Q;Ith ragafgas etﬁﬂl CB) al kyl t hi o, (C1-C5)al kyl am no,
- ar C6- Cl14) aryl (C1- C5) al kox

tr| fl c( 20620 ken;d;g:,p@g;aglly sgtgﬁtmtﬁy by amino, h{/drm%/yl thio, halogen,
(C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-

aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-

methyl or carboxyethyl,

-(C2-C20)alkynyl optionally substituted by amino, hydroxyl, thio, halogen,
(C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-
methyl or carboxyethyl,

-(C3-C8)cycloalkyl optionally substituted by amino, hydroxyl, thio, halo-
gen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-
C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, car-
boxymethyl or carboxyethyl,

-hetero(C3-C8)cycloalkyl bearing one or more heteroatoms chosen from
N, O and S and optionally substituted by amino, hydroxyl, thio, halogen,
(C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl, carboxy-
methyl or carboxyethyl,
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nmet hyl or carboxyethyl, - (Cl-Cl13)heteroaryl bearing
one or nore heteroatons chosen fromN, O and S and

woperoneié y substituted by am no, hydroxyl, thPOT/EP2006/012184

hal ogen, (Cl-C5) WD 2007/ 028916 PCT/ EP2006/ 012184 27
al kyl, (Cl-C5)al koxy, (Cl-C5)alkylthio,

Cl- C5) al kyl - Cl4 yl o . .
(cs- cﬁ%aﬁaciiﬁ?a&"ﬂ”"ee NRlb5c5 UDSUIRS, BY ramingoryieRg) thio. halogen,

t
FE Rl S PROERLIL (€1 COPIRNIE DA oRNPBRIRE: (Co-C1o
podexyh| (C6- 6114)11@1 (64-0b Yatkaxye cyaho otyifimoedroethglhy carboxyl, carboxy-
Q’oeredrln §n between 3 and 8) op- tionally
Ulﬁqg HiGHPINERY: hore het er oat ons” chosen from N, 0
and S (mdcﬁsmeté#dw B@am\g Sk Hd#é%t&%ba%lﬁs 2ho8ef #rom N, O
of the foll ow ng groups: am no, dr oxyl

bat ogeand ()Qlllontal)yasubdsntu(e(dlby"ja)ralﬂoowmoxyl thlo halogen (C1-C5)-

LR TR (TSRO (BT atyaming, offgs-C1Iamviony

@efdmém@hm%m %grd%xxhﬂu@ramwrreé#udxyprcarboxymethyl or

car boxyet'hyl are i ndependent|y chosen from
cawoxyethyh ng groups: -H, -(Cl-C20)al kyl optionally

? g:?stcg ; E;H ﬁg@?@?&]ﬁgf ;%}‘{D,aﬂ)}&%%glsﬁ@%ﬂe@] amino, hydroxyl,

(Hid,- Caled ey €em1rt05)a(]l@$ @CA)C5)Hkanyy | (@@1-C5)alkylthio, (C1-C5)alkyl-
06 Cl4 ) al kox cyano, trifluoronethyl,

éH}"b‘bx ?D%réaii)@éydyxy méEhys 1 Dandir 16,8)akayy,, cyano, ftiifluoromethyl,
bstituted b

RofTEs PoR R BRBORBIANS) Ll kvl . (1o C5) &l koxy.

Cl C5) Riskand Riéqpogsitily €raihg withntheasarl&é atéid te which they are at-

?e{c%:e ﬁ%‘}g&g C{J e?irynté)&nﬂgjes 2l ko y Z%an q:mlly&pntammg one or

ﬁﬂfr@q’?@f&to@t’éms c(h%%emrﬂ' N%Whn@@ bﬁagidsﬁéwwdg dhsstituted by

by am no, hydroxyl, thio, hal ogen

aminEshydriosyly thlpcba@zgcm Kﬂ1t66mlkxlc(t w@azkwun{cabcs)alkyltmo

(PRt e ad e e 1 S P R cyano, 1

ﬂamwfemylhmbrbﬁl cafoxyPetiigl draddfbbxmhylonal I y
substituted by am no, hydrox thi o, hal o-

prpogsibly feyming mth@!;?aqa{ggg ¥an @-J)an:§9| qu,yqychc residue option-
6B e o ke, (Gl C1-Oomon
(Iaﬂﬂﬁyalkylthlar-(mb%r)alkhmmlm qE60 X4 )aryipky, (C6- C14)ary|(C1 C5)-
AT o5 temefivd rearBEa, CrogRimehyhar Satboansinyy
FHShRE qgg@ﬂﬁeﬁ@lé@poﬁgfyoréb\'esérﬁlh@ thB&r8@™=0 or =S, the nitro-
gen atom of a heterocycloalkyl or heteroaryl group possibly being substituted by
a (C1-C5)alkyl, (C3-C8)cycloalkyl, (C6-C14)aryl, (C6-C14)ary(C1-C5)alkyl or
(C1-C6)acyl group,

and also the racemic forms, tautomers, enantiomers, diastereoisomers,
epimers and polymorphs, and mixtures thereof, and the pharmaceutically ac-
ceptable salts,

and one or more pharmaceutically acceptable excipients.
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(Cl-C5) al kyl, (Ci1-C5)al koxy, (Cl-C5)alkylthio,
(C1- C5) al kyl am no, (C6-Cl4)- aryl oxy,

wo aggre1yar yl (Cl - Co5) al koxy, cyano, trifl uor onmeP®EP2006/012184

car boxyl, carboxy- nmethyl @p carboxyethyl, WO
2007/ 079916 PCT/ EP2006/ 012184 28 (C6 C14) aryl
' m no, thio

ﬁglt Ioggal %e%ﬁg%'y aniggm% loagg%og% %Qélalm 1, compnsmg a com-
gr @%}ﬁ%&drmﬂﬂ&sl) high) b ‘@’{u%ﬂggen (C8- Cl14) -

oxy Cld)jaryl (C1-C5) a cyano,
trlfl uoronet hyl, car boxyl carboxy- nethyl or

o B e i e i R BS g B B 75 £ comprisig o

Egﬁigﬁgﬁlj'df ti§el hﬁﬁﬂdlé’}(lz%l\ Whl&FRBC%ndTRQVé?é%deﬁéHdéntly chosen from

tbﬁncidﬁék QD)ailnd gr@@pscapmwlvawbﬂiltut@asbmamml bygroxyl, thio,

égfag%lg;‘,? @V%%l%ﬁsm@t.l@%w% gggyé{iiﬂ}?y?th (E¥ C5)alkylamino,

C8-C3)x CoB)a)aryl(Cortsyana uhétttﬂmbeﬁlmb}hl boxyl
gm no, h%%yf'( thlbégy(hal og)gn XP(/:f?CB) aIr Yl carmoxyl

carboxymeting oy ca(tzszxy@g)s& kyl t hi o, (C1-C5)al kyI ani no,
(C6-C14) aryl oxy, (C6-Cl4)aryl (Cl-C5)al koxy, cyano,
trifluoronethyl, carboxyl, carboxynethyl or

car boxAy @haymaceufital ecunpsitiors sidebydifig rtoi am}/ \winehof tite preceding
rbon atomto which they e at- 15 tach

%'@ﬁib%?'@ﬂ”?'inﬂga PHFIP@MNQeQTat edremel dbin Wﬁbﬁ%hla§1 R2, R3 and R4

o d'ir"gﬁéyr?gﬂgggg {lbsegqlfcﬁrar\gb fl‘% ?%IR?PQrJJﬁ%”b%or%lly substi-

hyted dyalogen, dC 1HGbkadjen, (Q1€¢59?=ﬁm*skw (CQ C8)GEladlkpxy,
(C1-C5)al kylthio, (Cl-C5)alkylam no, (C6-Cl4)aryl oxy,
(C6-C14) aryl (C1-C5) al koxy, cyano, tri- fluoronethyl,

car b05yIPha%éb@Wémtthpég"u&aral@easwﬁﬁ@xb ar%Doﬁé of the preceding
possi bly formng with the carbon atom a

paimpeyeomnprigingiaicemppund of the formuial)iin mm@h &5 amd R$, are inde-

BUHBESY). pobtb e o RS hauk oAl Sistiutea by

aefind;1Hydroxyi( ioChatogank (Y -C )i, (G:1JGﬂ)alkaVE(®YJC5)alkylth|o
boxyl , carboxynethyl or car%gxqget hyl . R5

i mrano o b andoria dd S G T e alkoxy, cvano, ti-

%ro%hgl' Esfo ?c%%ng%%%forﬁaéb?{) Q@Yd oal kyl or

eteroar gr oup’ possi I'ng tituted by a
(C1-C5) al kyl, (C3- C8)cycloalkyl (C6-Cl4) aryl,

(08 B b A b G PG B B9 of B preceding

diaffis, ee&ﬁpﬁ@mgr:s ConFUUIRT &f ! frphuIaTY) pmﬁwhadhdm and R2 are a

m xtures thereof, and the pharnmaceuti cal ly ac-
@tedigreup andR3 and R4 represent a hydrogen.

7. Pharmaceutical composition according to any one of the preceding
claims, characterised in that the compound of the formula (1) is 2-amino-3,6-di-
hydro-4-dimethylamino-6-methyl-1,3,5-triazine.

8. Pharmaceutical composition according to any one of Claims 1 to 6,
characterised in that the compound of the formula (l) is (-)-2-amino-3,6-dihydro-

4-dimethylamino-6-methyl-1,3,5-triazine.
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and one or nore pharmaceutically acceptable
exci pi ents. WD 2007/079916 PCT/ EP2006/ 012184 29 2.

w@h@yoeeeat i cal conposition according to C ai nPAT/EP2006/012184

conprising a com pound of 3dhe fornmula (1) in which R5
i s hydrogen. 3. Pharmaceutical conposition according
to daiml or 2, conprising a 5 conpound of the
formula (1) in which R5 and R6 are independently
chosep f - ) : ' | Fiai
Chost, Piagbaltal Ca peR Bl AR bhad daims 1 oo,
CiedraCleXiskl i thdt@he Cojripdumiyof th€To@lal (Kyis (+)-2-amino-3,6-dihydro-
%Cl CH) al kyl am no {OG Cl4) aryl oxy,
W@M%{T‘W%@Im@b)/'a Rex¥1azino, trifl uor onet hyl ,
carboxyl, carboxynethyl or carboxyethyl. 10 4.
Phar rraceuti cal conposition according to any one of the
pr ecetid nBhachacerticat copipiosition accwdingutedany argeof the preceding
f or mul R4, a .
P'ﬁﬂ@% ﬂ%WS@%%@?@tfRﬁsrﬁqqﬁwf&”@z@f@v (N & bufhe form of a
Ho@ﬂ lihy substi- tuted by hal ogen, (Cl-C5)alkyl,
al'’koxy or (C3-C8)cycloal kyl. 15 5.
Phar maceutl cal conposition according to any one of the

| | d_of .
For mut & {19 aceioah SR peRlioR: Ao O afL dshef gre preceding
6RRAS sUchaRaHtrNME IR RBdIckede Bhbites iDaktatiml | y
substituted by ami no, hydroxyl, thio, hal ogen,

(Cl-Cs)al kyl , (Cl-C5)al koxy, (Cl-C5)alkylthio, 20

(Cl Lo y N

Ch: AP el BB 88ing o Ol 11, ghpacterse i

bﬁe()statmréx@('mnmbhﬁoi’momf aaallcotwsehyﬂomﬁhe hydrochloride, hydro-
itiop accordin

brastida; ydraipies SdBir Nrals, RNCSRiiGn Ibate Hethanesifonate
arﬁ%ﬁ%&an J)aré[ﬂjr ubbike. Ffﬂe%@l\gng i6h &ha f&gséfﬁhh%h %@HQIClum ion

epresent a rogen. Phar naceut i cal
andlus magoesare @rdi ng to any one of the preceding
clains, characterised in that the conmpound of the
formula (1) is 2-amno-3,6-di-

hydr 013- pharhiye@itah eofmpmRitin adeotdingt fd aAy e oBQ1e3preced|ng

Phar maceuti cal conposition according to any one of
Claithsys charagtegisedc inathalt bieseepharmageaticah sodpesiiong egntain be-

o Brpb e 0 b o M P Belchac MU,
2007/ 079916 PCT/ EP2006/ 012184 30

14. Pharmaceutical composition according to any one of the preceding
claims, characterised in that these pharmaceutical compositions contain be-
tween 200 mg and 2000 mg of a compound of the formula (1).

15. Pharmaceutical composition according to any one of the preceding
claims, characterised in that the weight ratio of the HMG-CoA reductase inhibi-

tor to the compound of the formula (1) is between 1/2 and 1/20 000.

16. Pharmaceutical composition according to any one of the preceding
claims, characterised in that the statin is chosen from simvastatin, atorvastatin,
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9. Pharmaceutical conposition according to any one of
Clains 1 to 6, characterised in that the conpound of

wo b@7foronul a (1) is (+)-2-am no-3, 6-di hydro- PCT/EP2006/012184

4-di met hyl am no-6-net hyl - 138, 5-triazine. 5 10.

Phar maceuti cal conposition according to any one of the

Er ecedi n clains, characterised in thﬁlt tge Eeﬁ{r%?%ﬂg .

pvasiatin,gprastatiny pravastating pasyvasiatsy, velogiatn .ol ik synvino-
e euti cal conposition according to any one

é?#‘éé"@;%ge I'ng clains, such that the HMG CoA

reductase inhibitor is a statin. 12. Pharnaceuti cal

CoTPos el b e St IS 451 e pocaing

Eﬁﬁpgygﬁé’r‘é’%{&@eﬁem ﬂ\béﬂ”tﬁé statiP IO SirARastANslr Slopf<stin, fluvastatin,
sulfate, nitrate, phosphate, citrate,

imastatins prdvaséatin ot rasuivastatincet at e and acetate, the
sodiumion, the potassiumion, the calciumion and

t he magnesiumion. 13. Pharmaceutical conposition

accor dgNphafindfyuttitd Rimpdiftid aesshidity t@@ng! eieef the preceding
characterised in that these pharnmaceuti cal

' clipsestharacterisedtinithabthe stadiprs Ginmvagtatincarsbthegcempound of the

YRR L2l B o BRI Sl 1.9 trine

ebtbidly ifhRe d6rine bf aeydracHitide.t hese phar maceuti cal
conmpositions contain be- 25 tween 200 ng and 2000 ng

of a conpound of the formula (1). 15. Pharnmaceuti cal

conpospt i reli 0 ; i :
CoPo35! ERATAAESRRSot DAy RS AEERS i 1 10 17,
hverattekiseddindthat the staitiniis atonvastatinhend: thepcempooid tofiéhe formula

BhelAntBetremins-SERBE oAb gRaRG B BN - Bpeie option-

%E}?ﬁ?m%rm%faé RpdroeRRFi@et erised in that the statin is
chosen from simvastatin, atorvastatin, WO 2007/079916

PCT/ EP2006/ 012184 31 fluvastatin, |ovastatin,

pravashkagin, rosuvastatin,.velostatin. . itav 1A,

Synvi AD: PhAmARGHERT cBiabsiteR 466Hbg.torarit e 35 Claims 1 10 17
AR rideANARSGOMhe statih & Audastdth ahd tie compoad rd théformula (1)
clains, characterised in that the statin is

i (h2semingr3,GdiydseddimethylamineBanethyl-1,3544azipe noptionally in
@rﬁeaf’ogﬁ,t&g Hy@focﬁﬂﬁ‘fé\é{?‘m atin. 18. Pharmaceuti cal
Ohposi ti on

according to any one of the preceding
clainms, characterised in that the statinis
S| m/aat1 .a tPihgrr%ggeltjtpc%l %8 p%%ﬂl%nogcéor}ging to any one of Claims 1 to 17,
characterised in that the statin is lovastatin and the compound of the formula (1)
is (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine, optionally in

the form of a hydrochloride.

22. Pharmaceutical composition according to any one of Claims 1 to 17,
characterised in that the statin is pravastatin and the compound of the formula
(I) is (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine, option-
ally in the form of a hydrochloride.
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io formula (I) is
(+)-2-am no- 3, 6-di hydr o- 4- di net hyl am no-6-nethyl -1, 3,5

wotewraziome, optionally in the formof a hydrortit/@riode012184

19. Pharmaceutical conposiB2on according to any one of
Claims 1 to 17, characterised in that the statin is

at of V§§t ahiarmggéjutltcrz]a?CS%%%l{%g\ é’écotré‘.%gft%%réw 8ne 301':P dlai)ms 1to 17,
6ﬁara%te%l§e60in3h§t thehytia-ié- rdbtﬁﬁdﬁdﬂlrﬁﬁhﬁ%é -triBzing| dekivatibe is (+)-

-triazine, option- ally in the form of

Ryatnigens, 6rd|aysdroz¥bdlma&wm@@tﬁ-mthwohﬁcfstrtazme optionally in the
0 one of Clainms 1 to 17, characterised

foﬁﬁ'[éfd% ﬂ?#o%gfd}iﬁ ® is fluvastatin and the compound of

the formula (1) 20 is

(+)-2;am no- 3, 6-di hydr o- 4- di met hyl ani no- 6- net hyl 3,5 .
-tri agftnephéﬂ'ﬁ?%!qa} CPMPasiions %‘PQﬁ"@F"QatOhW gemquthgeprecedmg

é]mmg) hW{f@‘F ?s“%h&gtglﬁgr 'f‘pt{?r%! fa?gﬂm?ﬁgﬁ{% ﬂ‘?th‘?cl‘f‘at | ?ﬁ%rﬂfaceutlcal

bormstsmbnns anpowder, @popateddctablett fgel capsiille, alsach2f a solution, a
g% ani no- 3, 6- di hydr o- 4- di met hyl anm no- 6-net hyl -1, 3, 5

H F?ed’ﬁ'%or BBﬁ 8i°My in the formof a hydrochl oride.

22. Pharmaceutical conposition according to any one of
Clains 1 to 17, characterised in that the statin is

pr avagbat Useafdnt H¥Gdpduedudase imhibitorniolcomtgoatjor) with a com-

bpfind oF Tae Fargna th 85 e Imgny ¥pf B Elaind 1116416, Yot prepa-
hé’tﬂfnoéhb Fhédieinal EoridiAtibrPfokGhEGEIaMen0 of @hdlst4redénting diabe-

23. Pharmaceutical conposition according to any one of
Bsins 1 to 17, characterised in that the statinis
rosuvastatin and the triazine derivative is (+)-
2-am no- 3, 6-di hydr o-4-di net hyl am no-6-nethyl -1, 3, 5-tri
azi ne26opUsenattording tdeCldimar @8offor thy dsrepatationdef medicinal
24. Pharmaceuti cal conposition accord| ng to, any one
Pﬂ@bﬂ‘raé@@df% ghe dreatment \gf; and/ers peayentipg @%msaﬁa depe”de”t dia-

fdgni stration, in which the pharmaceuti cal
conposition is a powder, a coat ed tabl et, a gel
capsul e, a sachet a sol ution, suspensi on or an

eml shon- |49 2% FifeS éa&regt@aea@ﬁlﬁﬁ%%% R8¢ Wit a com-

Ssﬁh@%th@faﬁw@ms #f défiridh dny Bnd &f di8imd RaoPIEASr the prepa-
rati on of a nmedicinal conbinati'on for the treatnent of

satioroef preeditinal cambipation der thestreatment of at least one of the pa-
thologies associated with insulin resistance syndrome, chosen from dyslipidae-

mia, obesity, arterial hypertension, and microvascular and macrovascular com-
plications, for instance atherosclerosis, retinopathy, nephropathy and neuropa-
thy.

28. Use according to Claim 25, 26 or 27, such that the HMG-CoA
reductase inhibitor is as defined in Claim 16 or 17.

29. Use according to either of Claims 27 and 28, such that the

combination is as defined in Claims 18 to 23.



26. Use according to Caim23, for the preparation of

a nmedicinal conbination for the treatnent of and/or
w@eeaeniielg non-i nsul i n-dependent di a- betes. POT/RPF2006/012184

Use of an HMG CoA reductase3i nhibitor in conbination

with a com pound of the fornula (1) as defined in any

one of, . Cajnms 1 ta 1 for the, prepa- ti,on of .

e cPal Usarasorstingdosl eneof Eisifieat 18asten hat the admini

efgtion df MSourid A AHde that SsFomkatifit ‘C‘!otﬁh rédl?é{béé‘ inhibitor are si-

resi stance syndrome, chosen fromdyslipidae- ma,

one@nepUs ssepaTatd ohsgmuendiai on, and ni crovascul ar and

macrovascul ar com 25 plications, for instance

at heroscl erosi s, retinopathy, nephropat hy and neur opa-

thy. 28, Kﬂec@ﬁﬁﬁlﬂg P cbMpeuptinbfihe féfindk (3)785~°dé‘f‘hed accordmg
that the HM CoA reductase inhibitor is as defined

to anmone ef Cleims3bted0 ardanc EBAGiGeA redestare inkjbitor as defined

. | n . -
gefordng o, Bgtnf fe o Lt imiiBFop B Geaa or Sediential admini
BEatida’2006/ 012184 33 30. Use according to any one of
Clains 25 to 29, such that the admni- stration of
compound (I) and that of the HMG CoA reductase
i nhibitor are si- nultaneous, separate or sequential.

5 31. Kit conprising a conpound of the formula (1) as
defined according to any one of Clains 1 to 10 and an
HMG- CoA reductase inhibitor as defined according to
Caim16 or 17, for simultaneous, separate or
sequential adm ni- stration.



