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WD 2007/ 079918 PCT/ EP2006/ 012186 1 COVBI NATI ON OF
TRI AZI NE DERI VATI VES AND PPARa AGONI STS. Field of the

WO pa0er99e The present invention relates to a PCI/EP2006/012186

pharmaceuti cal conposition bf triazine 5 derivatives

or described pharmaceutically acceptable salts thereof
wth a PPARa agonjst,_for the a

e OMRINATION DAz pERIVATIVER ANDTRRARG AGONISTS.
non-i nsul i n-dependent di abetes and pat hol ogi es
associated with insulin resi stance syndrone. (e}
Fiztdhof thad inbentigm ound " Di abetes mel |itus” (or di abet es)

I's oneg of the nost preval ent diseases in

l.d I
{ oday NP RIFSSHIRYSnERN IRiERdo Baaassitial SRrROHlioR of tiazine
Qéﬁv% Wfodéwlbééi jﬁ?a‘?@s’acgng@ ?{/utSaXSESpt'abRar sailts thereof with a

I'nsul1n- dependent and type

PEPARA Rgohist- ibethedrabufdcabetofsa mﬁdm:ament(mlablakm be used in the
Non-i nsul i n- dependent di abetes 15 nellitus (N DDV
treatuentsof sPnapprlikArpeRISNtatgbetesapnd cnaé'belpg@é% agspeiated with

ﬁﬁﬁé?, f(??@?(jstyhgréﬁ}gect 12 to 14 million adults in

es ohe (6.6% of the population).
NI DDM i s characterised both by fasting hyperglycaenia

nd, exag- gerated postprandial increases in plasmatic
i&@ﬁ@é@ﬂ&@aﬂd UNQy DDM i s associ- ated with a variety

of | 0nYj5heldE /%Vﬂ?b& 'C@Y idibeted)NE IdHE SIthEI rﬁb@t\/ﬁr%‘&ldleﬁ*ﬂ diseases in
dis 20 eases, such as reti nopat hy, nephropathy and

thzaumﬂdttbﬁayaimimduale\wﬁeuhgrfrord|mes hayadreensdivided into two

EBRSPS Narish tird AR ARUinrSHRenRER! BB sme i dgE tyag 1 or non-
ﬁemnhidwehaaﬁt by o endliy/Sa@DIDNY). NRes-ei¥ulihefapdnglent diabetes
obt ai ned é t he Di abet es Control and Cogf)l i cations

maligus (N ) agrputie fast aRRsImMatPlo8REce! gk dikaiicshapd is esti-

t ] t. t o
PGB sfech 274 TR S AORECALE SYRLR GRS 8% o ne
papelationy INIDDWi is|dharadciedsed beth by f@le&mgl hwcpmglycaemla and exag-
ression of, these conpli- catjon

satﬂ%eet@&tmanelaéH@gﬁagmraalﬁsm%%a Ltﬂoseﬂe%lﬁeﬁ\ﬁDDM is associ-
Elyper h &Svaties. of ﬁ&ﬁ&?ﬂ D ?&ﬁflbﬁs N|@W|ﬁ§‘tn1ﬁ:‘i‘6\§ascular dis-

glycaema’in t e case of NIDDMi's assoctfated wt
eased)i sudheas aatinoBathyn oe'ahnoepethm andl nedrapathiyn and macrovascular

BB R oS et S G SEHRS i PeF mociets
dhév. @@Qu%ﬂelétfdﬂshﬁﬂ b@ﬁVéérPﬁJngﬁéﬁh%&ﬁph@dt%@ @hd hyperglycae-
consi der abl e numb di abeti Cs are over

m7Re¢eet1£esyu@$/@am@sl/ bmmgs@lalzetﬂeu@mtr@rar&o@@éﬁphcatlons Trial
(OEEH AR AR PlosiBell Sialy HIREVE A fime 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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and sensitivity to insulin and |l ead to nornal
gl ycaem a. Patients suffering froma hypergl ycaem a

wo bav/ocemiot be controlled solely by diet andPGI/EP2006/012186

physi cal exercise are then 2reated with oral
antidi abetics. 5 A nunber of categories of oral
antldl abetics %7% currently used in nono-.ther

W?égh AR A BRI TELGS ) WG MPTove Thsull secretion

ok K y, b
OH@P%!YZ '@U?%@Jéée t@é@ﬁ?ﬁglgééérﬁ?. r ega?/ds SUs,
nrent i aatnmntsl suftermgdieoinra hppergiyoakearia shatecarinot bei abntrolled solely

by it Al pydieasiiine ot I Aesipty it o AaTdaPRESS
(D amaChR@RAbE} bf cﬁiég‘@?ﬂé’s rdfctﬁ‘a( &%lébét‘i&s) areaélﬂré}\tlypugédjm mono-

(A ibenese(r)). As regards glinid nmention
tierapp donthedreatimend of Nd:DDM of repagl i n| de

Fopr ogontisutiny sefftng aiabrs. Thet G P asetae frstly, by
'sUIf@uWIEn‘e"a%' @UPand By gliRides{ Ag 893, m&ﬁ&\ &GN bk made in

i'nsulin sensitisSers, represen ed naln

partmﬂn @f n@r&zmwe( (Glopidora@)t gtﬂr:eWIannld@églmburede Daonil®, Eu-

p up?%&éhhﬁ@ § élaAf Qggﬁgrﬁ\cﬁ%ﬁ(@ (%Eweepmde (Amarel®)

iahh'%lpﬁz}dé Glibehéss®AL régarﬂﬁdﬁel linges’, enémtioroWill be made in
acarbose ( ucorér)@gl and I i tol (Diastabol (D. 20
L/

particulaioofdepaghni OV\SPNW iant i di abetic effect

0 01 P8k, R ielioe BhBLBhEyS YeRSR e HTBE e CBiguanies.
IR nAGill el imadann plartidude ﬁmeﬁmunmelmphegewsm@e@

devel opnent of cardi ovascul ar pathologies, in
par ti eul Hisulintsanstisess| @nsesentad mainhie bysthiazolidingdiones (TZD).

mrﬁm'nswﬂﬁbé |S|¥|'ﬁ188 Gt ﬁar%gﬁlgﬁ' of pﬁU&lﬁﬁ%ﬁé’ (Abfok®) GrfFodglitazone

tors, suc erl aema
I pandia®); esterol aem a. In My 2002 the rec-
onmendat | ons publ i shed by the National .Chol esterol

Educafi oAlPhaogiHgasida ibders: dMeplien Avill Ry frade i Rasticular of
hol t I
%E%\'_Hogﬁol es"rf e@}%n @[“Leds)!aa%géf)nadr?@ |nng ?hgsmal ;:r °
t her afeatine dprivaties, with s antidiabetitp effeahtcomparable to that of
i depti f atients wt fh h- d t
it bRve Becisceubed it WO BdRest erol ) and! or
h' gh W@b%pfdléﬂétﬁ|péq@ht§j§l% alsé kh@ﬁ/n' 4% Béihy drl &gk population

been shown that triglyceride-rich poprotel ns
am repaedsi tlh@ deveilepmenbef caf@howasoelar paum_tpgles, ir panticular arterio-

sPlefosit Big DK GRIERAR el 5l gt daRgbfiiiy to fac

¢3r8980¢eh as aaérpi v & cﬁ@l&&&@%ﬁa in May 2002, the rec-
PCT/ EPZOOG??P&?‘ whi chthF}Qese "“bad" |i poprot gl ns

esveergations! mubiisb\ﬂ?@/ byt thentNatigngh Ghealegterele\rducgtion Program
(NCEP) state that although reducing the level of low-density lipoprotein choles-

terol (LDL cholesterol) in the serum remains the main therapeutic approach, it is
also important to identify patients with a low level of high-density lipoprotein
cholesterol (HDL cholesterol) and/or high levels of triglycerides. It has in par-
ticular been shown that triglyceride-rich lipoproteins originating either from the
liver (VLDL) or from the intestine (chylomicrons) present a high atherogenic risk
(D.B. Zilversmit, Clin. Chem., 41(1), 153-168, (1995)). The mechanism via
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triglycerides and a | ow | evel of HDL require
particul ar attention. These necha- nisnms suggest the

wo pponremge of having available, in the case 0OPCI/EP2006/012186

di abetic pa- tients, suitable therapeutic approaches
and novel nedicanents capable of cor- 5 recting both
u atian d i.nba

UG ffese: 2anE fadioielBs 88U loRBRIAN? i iralionts Vitha high tevel of

ttﬁ@l?&@i‘?dlis 8hd I RMARNel of Wfédlﬁresﬂﬁﬂi%ﬁtarféﬂe‘#ﬁbﬂgmése mecha-
the’ causes, such as excess wei ght " and obesit

désros cqmggngttyasimmrtm of beviagdavailable,-io dherc{aseéofed@betlc pa-
lg@}ﬁ %gg%hthéga%eﬁﬂf; §§%Sagﬂ1escgnd %%veF%%%?c%n%'gﬂts%apable of cor-

Ge6tg Botlﬁﬁdmdéeghmtcﬁérkébu%ﬂ@ﬁéhﬂﬂlpm Mib&raked) reductase
inhibitors. Aspirin for the thronmbotic risk and

hy per tléRsgvideliges @hdarecommpendationspput fewasg fordhedreatment of

?%ngé@&ﬁgﬁorrﬁé b ngé{nfdgcmnﬁﬁ oﬂfth%,éﬁufé%s esYngl\ a%f excess weight

%‘Fsﬂ%myrbysde/Mng rphgerctal exeraisefany wemt-cahteol dlets
compounds, 15 nos { used are: fenofibrate

(Li padthgyeved of Lle@Bahstﬁra gan Befregdusgdysing agents, such as 3-hy-

PP BRlahiZesnt ik (ARG CUATEE BoP Jibhors, Bovirin for

¢ RRBIHotioNGs© ﬁmhyﬁeﬂm@\ﬂ? /lageats7 are\else7 tHegageutandpproaches
US 6 008 239. PPARa represents a subgroup of the

fU$fFt y of nuclear receptors known as PPARs

(Per oasSRIFRrds Hd freafthert A4 h){ﬁ‘rt iedelRSCPiBlyeERdes, Fiﬁé@i’gents most
is nore par- ticularly expressSed in tisSues capabl
catabohlysiseg drerRlRARooagersstsfarfdaint garfiulac fidmates. uEIhe aempounds
t he I|ver #y e heart and brown adi pose tissue. The
AROFLOMUPONBRRRIA™or m di mers with RXRs (retinoid X
receptors) gn on binding to

response el en&ééﬁﬁ?emﬂg@ certain nunber of genes

i nvol ved i ne betafiurald (Befizai®d extracellular |ipid

met abol i sm such s ac I-CoA XI dase, acyl- CoA

synt het ase An&RR '-r'B%'Ef? eins A-l, A-11 and

C 111. 30 F| bp Hﬁ&’ y@g menti oned above as PPARa

agoni st s. S own at ‘fibrates reduce the

pl asm@ther IP@MRa(ﬁgdﬂiétsla/reedémlbednd WOI9742784x, W@l 97/27857,

t hat consequently, they are useful in preventing
AP O gy@%aﬁag O Ta18 ans bR PEYGes
P SERHBLONBHCend o S35l 1300 FLARESH PubRErSBképtors knowr

fdsbPPARs gﬁ%&@ils&het Broﬁf&awrm&haw@RecemeaWAm@ is more par-
| evel DL chol esterol.

ticularly expressed in tissues capable of catabolising large amounts of fatty

acids, such as the liver, the heart and brown adipose tissue. The activated
PPARas form dimers with RXRs (retinoid X receptors) and this heterodimer, on
binding to response elements, regulates a certain number of genes involved in
intracellular and extracellular lipid metabolism, such as acyl-CoA oxidase, acyl-
CoA synthetase and the apolipoproteins A-l, A-1l and C-ili.

Fibrates have been mentioned above as PPARa agonists. It is known
that fibrates reduce the plasmatic level of triglycerides and cholesterol and that,
consequently, they are useful in preventing cardiovascular pathologies in the
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It has been envisaged that a treatnent conbining a
reduction of glycae- ma in parallel wth a reduction

woboorineeolis pi di c factors, and in particul ar of PeT/8P3006/012186

5 erides, could |ead to bet4er control of the risk

factors in the case of patients suf ferlng from

non- i suI i n-dependent .di abetes and_.rel ate

0885 of Bl G SEtnts AR P DRSS ruch amggmigrozil, feno-
GiBrRb] S&ddfbhate amfé; Pc\fb’#ﬁté nhBl%é'sbrthé ¢Vl lGIMIRL. chdlBerol.

a conbi nation of formn with a fibrate that is

usef ullt Hag beer etnl\l@agﬁ?érthaba tresatmient gbmbiripg entistuction of glycae-

P8I Bt E R e BRI BF the Bpifls, GacBors , ahil 8 PRl of trigiye-

ldpidieY etoulgileRD to béﬁeﬂé&ﬂ%lf@%@ rigk fastbs ﬁ’i‘th@&ia‘s@f of platients suf-
it appeared to be inmportant to have avail- able

fiening fr@ammqmamsuhnﬁﬁaend@@tsdnabeteﬁaaedtwéa,t@ddp@tmm such as

TRS PR R RRcrRATA Bl fthidBhs! BhSsIR/ SH 8L R Pesistance.
reducimhgs} Becompirationcofunektformirliveittpar Aibrate sthattiensefdl for the
patients suffering fromnon-insulin- degendent dj abet es

émtreeﬁbpf soprigsWin-derendeni ctiaketgag dis Been (dessriped in EP 1 054
g‘éﬁ thesﬁ'&l&té‘%e‘rgéﬁo Bh'pf%%oﬁﬂratwn%lﬁéﬂ%?at%n@hogvsever, given

Ra agoni st ar maceuti cal conposition
g ubdesrratdecaﬁebtsjof medif@rmm Nbapmeared terlie imgpgrtant to have avail-

RIS A AL <o

as 1 hqh@aé;ppl%gnf hak Hetadhdtited e Gy %rotﬂéﬁhcéﬁ beadsieed with a
and di arrhoea. Description of the invention The

p\oggbplnannm@mlpahcampgsmgndpegedupnag rtba@lycaemlc and lipidic para-

%ﬁfr&a S PabERS: SRRt oR st RERlbHeBrniEnf Tk Bl &hd Gomprs-

gl an PRAiRBaba i aderi O BigireS tPpee JUVAr RCaHbss atiéscribed in
acce tabl e excipi ents. Preferabl K the triazine

£ UHBH 122 iandr 2 RABatagpist. Sue rpé\aamaf:@utmal £onposition has

%t B st rhed 18 dite, Morerver; ﬁﬁ%sﬂ% dleqfoth’ combinations

fa@bb@mgma ﬂfeahpéntndfils@aﬂ%ﬁﬁ?%&o%cf%@a@%ﬁé@& 386h at the gas-
- (C1- C20) al k optionally substltut ed by hal ogen,

(t"@lnt@%t)'?ﬁ'l@jﬁord%@ls%b asFausey apd qiashesdcycl oal kyl ,

Description of the invention

The present invention thus relates to a novel pharmaceutical composition
comprising an antidiabetic agent of triazine type as described in WO 01/55122
and a PPARa agonist with one or more pharmaceutically acceptable excipients.

Preferably, the triazine derivative is represented by the general formula

M:

in which:
R1, R2, R3 and R4 are independently chosen from the following groups:
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- (C2-C20) al kenyl optionally substituted by hal ogen,
(C1-C5)al kyl or 5 (Cl-GC5)al koxy -(C2-C20)al kynyl

wopiwon@is y substituted by hal ogen, (Cl-C5)al kpeT/@P2004/@2186

1- C5) al koxy -(C3-C8)cycl oalkyl optionally substituted
by (Cl1-C5)al kyl or (C1-C5)- al koxy 10

- het er,o( C3- C8) cycl oal kyl bearing one or nore

het er dat ons chosen from N, 0 and S and optionally

subst L t@dopfka(ll%gﬁﬁbﬂt‘S)llbsﬁthtécﬁ?br(?@l@éér@xw1 CS)aIkyI (C1-C5)-

optional |y substituted
mnorlﬁ d ysloakyb, haI ogen, (Cl-C5)al kyl,

§8é c%:? {5??@ n%ogﬁwgltﬁk&tu@l ;ﬁéﬁ@?&%gaﬂ@nésmmyl or

((;Lfds;gn(@s@t hyl , 15 car boxyl car boxymet hyl or
car box optionally substituted

th
am no;- me Q(Ql?ﬂkyniﬂh|Q9t'°ﬁaﬁ|)bgﬁélf$$t'tl{t€ﬁ b%) halegen, (C1 CS¥a|kyI or
EC&_@EE §gxy, (Cl-C5) al kyl thio, (C1-C5)alkyl am no,

ryl oxy, (C6-Cl4)aryl (C -C5)al koxy, cyano,
trifl y@308)dygloalkoar bptigrally c autbstitytedmbiyhyC 1@ 5)alkyl or (C1-C5)-
r boxyet hyl, 20 -(Cl-C13)heteroaryl bearing one or
&Y het eroat ons chosen fromN, 0 and S and

opt i Or}?étébbgggwc?ﬂo%ﬁﬁﬁﬁ? Hh%%ner%rdﬁﬁ?fé’ lhetdBafbms chosen from

hal ogen

Nco an) & auyd optnmawcsmm}medwe(mnes)aomo@(@ﬂaw)aﬂssqu

car boi@Gaéﬁ%)(%]‘iﬁe‘?@Pﬁ%ﬂ C‘%@?‘%M;@fl%'megnggg@m hydroxyl,
tRo, Q{hlédtéh 0@@1@59@1@%@0&230@)&@(0% @1 -OBaky/Meb, h@mcs)alkyl-

pOSSIb orm ng the nltro%en atom an n-nmenber ed

D e, (LBt 0 oA dCEIC Thantl S thalkemm, Syanae tWikoromethyl,

SO ARSI AP oo e P

f ol | owi(0e- @14)@@3 ommnraui Jupdtitexed ,by éhmb Hi\,aircgﬁnthlo halogen,
Cl-C5) al ky & (C1. C5)al kylt
2@1&%&%@ Ch Sawkﬁzsy (% C@awhmo@x(ﬁ /Ehjaikytamino, (C6-C1d)-

t
A A TS By XA DI O/REBTE by, garbony-
medilaa;pmd:artbd)gyednd,sen fromthe followi ng groups: -H,
WO 2007/,0 PCT/ P2006/ 012186 6 - (C1-C20)al kyl
opt i or(%rﬁzf?gfh% iadd é’&%‘yga‘?ﬂ%ﬁf ”}%/%F\%%WCFQ’%%KXSG” from N, O
BAY 9&hd o @neﬂﬁ/) §uﬂ5§ﬂtute@cﬁ @miAbk ®¥Ydroxyl, thio, halogen, (C1-C5)-
C1C5al %Bthlo C1-C5 &Iamno @l 14) -

alky| lkoxy) 4 k@@)allgetl)‘m k 659~ C’@)pﬂqy&amlno (C6-C14)aryloxy,
Eéé-fclﬁ%ryi@wéb)allg&f o&%'nb, ?r"ﬂ‘{ﬁ%%ethyl, 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-
tionally containing one or more heteroatoms chosen from N, O and S and pos-
sibly being substituted by one or more of the following groups: amino, hydroxyl,
thio, halogen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkyithio, (C1-C5)alkyl-
amino, (C6-C14)aryloxy, (C6-C14)aryl(C1-Cb)alkoxy, cyano, trifluoromethyl,
carboxyl, carboxymethyl or carboxyethy!,

R5 and R6 are independently chosen from the following groups:

-H,
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met hyl or carboxyethyl, 5 -(C2-C20)al kenyl optionally
substituted by am no, hydroxyl, thio, hal ogen,

W@ a7 aHvas kyl , (Cl- C5) al koxy, (Cl-C5)al kyl t hi opCT/EP2006/012186

(Cl- Co) al kyl am no, (C6-Cl4)6 aryl oxy,
( C6- C14) aryl (Cl1- C5) al koxy, cyano, tri fI uor onet hyl ,
car boxyl , carboxy- nmethyl aqr carbagx

GeRialiy wtqrauxmqpswtsg@%% B, hydkiony, thio, halogen,

F%Tr%¥ lﬁyf{oxy?JC%?lk%?m %“@1 @g gﬁga‘kglammo (C6-C14)-

668Xy, 4)C6-8ng) aryL(C1((C3)ale<)yarcyb(1Q1trm)oad>meﬂyyl cyrboayl, carboxy-

tr| Iuororreth car boxyl, carboxy- nethyl or

b H&arﬁ??x e—bYB C8) cycl oal kyl optionally
( Cas A RapRi iy RrioféiY Stbattyel Ky AR iy, thio, halogen.

(mm)audyky(@moﬁ)alk@@ (C3- @n)a)mmmoxgm C5)alkylam|no, (CB-C14)-

éOE? C14)Ca(5r é&%)a%@ﬁﬁégﬁt% C)@gﬁgo Muor grlb’oxyl, carboxy-

R{@hﬂr&(&bgﬁ% bl oal kyl bearing one or nore

t er oat ons osen from N, O and S and optionally
subst HGRA-€a0)glkynyl wptiongliy sl)tlgqtgtutemby aménadwdroxyl, thio, halogen,

E‘a @%gﬁy %?n% %%gl i) Cg)ga%if {;5?’ 'd8)hikytamino, (C6-C14)-

& 4(IX}B E|1@ nat BkoxyC gaae, triflubrovmediyit Barboxyl, carboxy-
cg;ri%)gi car?ryg:a nmet hyl gszarboxygttqyl o e g4

fT(thY'GI%P?*YQibY» onal |y substituted by anino,

?%‘ir 3 Cs- %‘slsﬁl%%ioo{i@l C@pﬁ%auf%ﬁ pSeRded C%&wgh%)cﬁb%ﬁxifh.o halo-

am no,

gem (&Y -C61ZyCL 4T Ar 5 Yalioxgs) ﬁﬂk@ﬁ)alkmmmo(m C5)alkylam|no (C6-

I box
M I8¢ 12NeRE] Fe el Pransh i iEosHeB. davkony, car
N, O d S and opt Il
gst | t cgmﬁl@t@? o[1nydr oxyl ?nt hi o?nhaloggleg,na( Cy
1 C5) -heierq(CB C8cychpiityk epring ©heds)) alokg | hetiérwatoms chosen from

i‘&o@ba g:a%gll Eg?'gﬁg'oagg@%’g‘?ﬁgwt AP0 MWHEPRYy thio, halogen,

C | (en- IKyBAROX Ikyl C6-C14)-
Ao ROy, (Or o &U&ﬁ%tzamﬁm (ce.014

C1la
mlwgy &Qﬁj&d@aryl(Cﬂrﬁ)@)allf@qyog:y;an( esyrap il carboxyl carboxy-

é% ﬁ&%@&\é@r_‘ 1- C5) al kyl thio, (Cl-C5)al kyl WO

E) [EP2006/ 012186 7 ami no,

(C_G% lCJ(QGiCSM:,‘]aflyL obﬁﬁaﬁM)sabstﬁt(Jfég Eﬁ)ahkmsyhydrwﬂﬂptmo halogen

trifluoronet car car

it spbohy I TCashans 1&@@# TE%f oG- b v iring. (C8-C14)-
€ -

SPISAT EEDABCT OB, Brfho, (RERRHBMT SRRy darory

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,

- (C6-C14)aryl(C1-Cbh)alkyl optionally substituted by amino, hydroxyl,

thio, halogen, (C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkyl-
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5 nore heteroatons chosen fromN, 0 and S and possibly
bei ng substituted by am no, hydroxyl, thio, hal ogen,

W@ a7 a3as kyl , (Cl- C5) al koxy, (Cl-C5)al kyl t hi oPCT/EP2006/012186

(C1- C5) al kyl ami no, (C6-Cl4)aryl oxy,
(C6- Cl4) aryl (Cl- C5) al koxy, cyano, tri- fluoromethyl,

SBRE{bn CEBRINEE: D ClaRRO X B8 hlorometny

jotYE camidxgeth @Héafbé hyit uted by amino,
Eﬁﬂjr o¥§c? th x?o ot g | ogen, W@ ¥:5 al kyl, (C1-C5)al koxy,

(Cl- Co) RSand RIS(POS(S@U @wmngwlﬁniheoqarponmnm)tawmuglxyhey are at-

Eag?ﬁgéﬁ i g‘bé‘ﬂ%%ﬂ%m@:(koﬁgw%aﬁ)ﬁ@phé Bl uoragl og%alhmg one or

hRgetHRErcHtGAs hoskeh! fromeR! €5 aAd I@@nuheomﬂy rbeﬂQ; QUbstituted by
=S, the nitro- gen atomof_ a heteroc&cl oal k

RatiRe, obydoxys dbip, hedegean, (beChplkylb$ 1tQﬁz)@H<O@1y (@5 Gb)alkylthio,

E(& C@é@(&%lp&%ﬁh%ﬁ%ﬁ&ky@e ég?g@f&gr%@g'kogxd cyano, tri-

alenidtayl, 2amxyl, fdam@xyrh@mtybmabomhw oners,
di astereoi soners__and epi ne or m xtures there

ahaossiblyplesming: with; the| wbae @éemawcé Osgﬁpspolyq'sﬁ:éCtrewﬁme option-
I
ﬁl@i% E@sé*ur aE\ ro@(\}l ot ﬂ%@%”tycﬂ%ﬁ@%@!{ (€1- CS)alkoxy,

such

(ﬂ:p@S)dbkliyltblb t (eﬁ‘r-@]@dlkylgymlauyl (O-Capjarylosy} €08-C14)aryI(C1-CS)-
r 5 an " n n

alirnians: tleebmethd o b cahosumetig o) SRRt

706 g mertbgewearaus% BbSLBl robesciifg E'HoBR S0BH 28, the nitr-

group of I nventi on concerns the pna ceutical com
gee iatorornf anbeteretyelpalky! ondetereant! igooup poarnbbmbelhg substituted by

b (CHERIARE (6 ¥R Teatot BBV IeBicida i Ban or

(Iﬁﬂdmat wfeupon concerns the pharnmaceuti cal
conp05|t|ons according to the invention in which the

tri azARd eti%@ |tb%tf?9§'§"%f@m?0 dRPIMEIS, enantiemess ndipaterggisomers
?ﬁd%‘irﬁgr ?rﬂ uids {r%frgb 'hla thg%h‘é%ggé‘utgéa[‘ﬁ%tcgeg%'lecgalts

arée ed an ere
8) opThemarInh ymaﬁembﬁred mwgmcmedduy R ramdhR6'einopdrtioslar means a
chosen from N, 6? and poss

salgated fingy sygh aﬁ@ yclapew/! o?lp@ﬂ%'f%E@W%@oayr@wggroup
(CL- Cppaltkith pBWcYQHC P?’Lﬂ{/ﬁ%ﬂed b R&2hal kgt fﬁ@eﬂ% an optionally

al koxy( C1- C5) ['thio Co-Cl4) ary

substﬂyﬂe@@arb@s—balsedmlycmtdgmmm Ierartlcular a SteI'O(d resudue

PCT/ 552006/ 12186 he carﬁ?{] atom a

C10- CIRERAVEYR |QE°‘|’%8? H‘uee "B’ﬁ‘ﬁ"'S%qn;?e"% Pharmapayfical com-

ﬁ&uﬂ@ns R a6 fYd to ttﬁé ané‘rﬂldi’\gﬁvnwh(cﬁlth@f)ri%ﬂﬁé derivatives are com-
1- C5) al koxy WL?I | thio, (Cl-C5)alkylam no,

p@gndmﬁmeyfpanyla @)06 @/IS('@IE{J'QB9n al koxy, cyano,

trifl Rgéﬁ%‘ﬂﬁrﬁ:wg?@%&f Icf @’ #\%Xﬁ@ﬁ I?%'ncgfns the pharmaceutical

car boX
compositions according to the invention in which the triazine derivatives are

compounds of the formula (I) in which R5 and R6 form with the carbon atom to
which they are attached an m-membered ring (m between 3 and 8) optionally
containing one or more heteroatoms chosen from N, O and S and possibly be-
ing substituted by one or more of the following groups: (C1-C5)alkyl, amino,
hydroxyl, (C1-C5)alkylamino, alkoxy(C1-C5), (C1-C5)alkylthio, (C6-C14)aryl,
(C6-C14)aryl(C1-C5)alkoxy,
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S Anot her particular group of the invention concerns
t he pharnmaceutical conpositions according to the

WO 207990 i n which the triazine derivatives aPEI/EP2006/012186

conmpounds of the formula (18 in which R5 and R6 are
I ndependent | y chosen fromthe foll ow ng groups:

-(d -C20) al ky ups, optional | Sstit ted ani no,
hydr o;gwforrph\{v@h oé) AHhpPgRAM @& éﬁ%@mycychc residue optionally
%Eé @I%ifda@%%muﬁglgg_é@b})ﬁa‘tﬁ.p( 3a|c§gna d@jémg “@31 -C5)alkoxy,
l(@rlf@ﬁj)aikylttbtdwyKC1{CB&)btkyldm|nocaijOﬁ3Q1m)adydeyor(C6 C14)aryl(C1 -C5)-
P A AT R M o
the | nyRmé J: offﬂ?:ulﬂ? @B Rqu Hé We’hﬁ Wﬁeédﬁ@trhé’ e h%rmaceutlcal

15 conpoun t he ich Rl and
aomgpdsitiongr ac:pnrdm‘@ RBthanWanem whight the Hly@lzmgedenvatlves are

SORRARGS St frsmiididbrin whishi 85, Ae R B tiqgendpgy chosen

#ofn the follGmhd Gloupsr CHHB HyCH- 2 HBC N 11 N 11 N CH3
HCI N CH3 H3 H3CN /N 'NH2 NxN H3C CH
CH3 H-@CHC20)alky! QWSngtlonaﬂmsgbsmutBrb@ysammo hydroxyl, thio,

Pl 201 URakS1, T s)atkadyC (8 1-cB)atipiio MiEA2EE alkylamino,
(C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl,
carboxymethyl or carboxyethyl.

A more particular group of the invention concerns the pharmaceutical
compositions according to the invention in which the triazine derivatives are
compounds of the formula (I) in which R1 and R2 are a methyl group and R3
and R4 represent a hydrogen.

Compounds of the formula (1) that may especially be mentioned include:

Formula Salt

?HJ H
N N NH
S B

1 :J/” HCI
HJ

H ]
N _N_ _N,
2 HCT Y Y o, HCl

4 RETY YT HCI




" TN N sul fonate HHCXCH CH3 H H3C - N N Y NH, NN

6 HC Y>>\ ~OH CH HCN /NYNH H3T "~ 7 H c ~OH
WOIEH07/0938 H H H, C NYNYNN NCH. NX N H3C CH, $ MO/EE06/842186
H HCN | I "CH TNNGC®8 9 HCxCH HC CH3 HH
C N'N'NH, aT ~NN1}-I1C 10 CH3 H C N'N'NH, Ha T
TT N N HC 1; Q'-'S H—C N-N—NH H3C—F
oy
NN NH, Methane-
5 HC \'N'/ \'N'/ sulfonate
HJCXCHJ
?H’ H
HJC,N N' NmN,NH,
6 HJC></\/OH
¢
NN NH,
H,C \"/ T
7 H32>§N/\/0H HCI
?HJ H H
H,c’N\"’N\l(N\ACH
N__N
H,C” TCH,
8 HCI
?HJ H R
H’C,NWNYNYCH,
N N CH,
9 H,c><CHJ HCI
¢ H
HJC,NTNTNH?
N__N
HCI
10
oy
NN NH,
N__N
HCI
11
OMe
?H’ H
ch’N\,LI/NIN NH,
HCI
12
OH
¢
SN N NH,
H,C \"/ T
N_ N
13
OH




N N HCl

12 0H CHB HHCN

N ' NH,

a'l T NN 13

OH WO 2007/ 079918 PCT/ EP2006/ 012186 10 CH3 H H 14

WOH2007/0/9¥8 N Y NWVCH N x N H, C CH3 Funarat e
15 H3C N I

H3C CH3 CH CH

Nil N CH3 HC

CHBC'HEPIOBIZ 012186

WNx NHCCH CH3 HH16
H3C NYNYNCH3 HCI H3CCH3 X CH3 H 17 H3C
x N HC H C CHL-CHH 18 H3C N1

NNYN N

N-YNHS-HC—N'N CH3

CH3 Cl'k':H! WoH
14]  mehY Y
N><N
HC” ~CH
Fumarate
oo
15 H,C Nl \lN( CH, HCI
H,CXCH,
oy g
16 HJC'N\fN| “CH, HCI
N><N
H,C” "CH,
17l T
we o HCl
. 2
18 HCT Y Y HCI
NYN
CH,
HE CH,
CH.
CH,
19 cH, CH
NN HCI
HC” Y
HN. 2N
HoH Carbonate
NYN| NH,
20 ©/\/ N N
RS Y
21 NYN
CH, Carbonate
22 H.C T \'r CH, HCI
N N
HC” N
23 LY
HCI




19 HO H3C N'N HNN,/ N NH2 H H Carbonate NY, NY,

A20 NNCH H H3CN'N I

WORM72299HBC N

"N "N, CH HC

21 NTNyNN CH3 Car bonate
0 CH3 H H H CANPQI/EIRZOBIZ012186

CH3

23 3 Y N HCO WO 2007/ 0799181PCT/ EP2006/ 012186 11 O
HCOHd CH24 cH ¢ HO H3C, NYNHN!N NH7 0 OdCH OH

25 CH CH HCl
I N'N~_ 26 CH/

H CNYN-1"0 - H HN-/ NNk cH—H H
Hdl Q
e OH
CH
24| o, § HCl
H,C’N\r/N
HN 2N
25 HCI
(I:H’ H H
N N N
26| WY ~Sen HCI
Y
CH,
CH,
NN N,
MRS HC!
i @
@\/0
LA T
28 =< HCl
OH
29 L A
N N
H,c>ﬁ Carbonate
CH,
R,C”~ 2
30 o \',': Carbonate
oo
HC/ Y | e
31 J Né" HCI
He? \Nf IN NH,
32
Carbonate
CH,

H C N



TNyNN CH, CH3 H H C NY, N

CH3 H HCN

TT Car bonate

"NH, HC

NxN HCI CH3 HH C.NN'NH7 N N 32 Carbonate

27 NN~1 O
"NYNH, 2$ NNHCO OHCH3 HHCN
WO 2061079929 N N H3C Car bonat e

|N‘

CH, CH3 H H C N'NyMEP208Q012186
N N CH3 CH3 1M CH3 H3C 11.1 NyNYNH, 31

CH WO
2007/ 079918 PCH-ER20068/012186—12-CH3 H 33 H GAN 'N
"NH7 TNVN HC GHy
N N NH
A A HCI
NVN
(l:H, H
N N NH
LS
34 para-Toluene-
sulfonate
35 LN S Hel
N N
H,CXCH,
?HJ H
H,C'N IN| NH,
36 N__N
I para-Toluene-
Fo™e
¢ sulfonate
%
HSC,N 'N\”/NH,
37 Nel N
para-Toluene-
sulfonate
R
H,C” ?
38 oAk
fj HCI
o]
N
39 HCI
N
CH,
HC™ Y 2
40 Tr
HCIi
7 0
& H
neN 'N' NH,
3
\[ Q para-Toluene-
0 sulfonate
RCT Y ?
42 Nl
H,cl HCI
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CH HHCN'I" "N '"NH= 34 ' 7 para-Tol uene-
sul fonate CH3H 35 NYN "NH= NN HCI H C XCH CH HH
W@20ERT991INH, 36 , N~ N F para- Tol uene- F sul f oPGI/8P2005412186
HHCNNMN-NH2 Y 37 N parad3ol uene- | sulfonate / CH3
H 38 H3C NYN~NH, 38 11NNHCI 0 CH3 H HCN NyNH
39 n " HO NeH—Ce+—H3HH-ECNINYGT—NHEZ—406C
o
N
H,C” ik
43 N \'N'/
(( HCI
(|:HJ H
N
as HC WNI/NmN/NH?
I HCI
HC” Ch,
cH para-Toluene-
N M nw sulfonate
H,C ?
45 g

and more preferably the compound of Example 18.

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

e (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine or a
corresponding salt thereof with pharmaceutically acceptable organic or mineral
acids and fenofibrate;

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

e (+)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine
hydrochloride or a corresponding salt thereof and gemfibrozil,

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

Preferably, the PPARo agonist is chosen from all the PPARa agonists
generally used in human or veterinary therapy. More particularly, it is chosen
from bezafibrate, fenofibrate, gemfibrozil, ciprofibrate and the compounds de-
scribed in WO 97/27847, WO 97/27857, WO 97/28115, WO 97/28137,
WO 97/28149 and US 6 008 239. The PPARa agonists may also be in the form
of pharmaceutically acceptable salts, such as, in a non-limiting manner, the hy-
drochloride, hydrobromide, hydroiodide, sulfate, nitrate, phosphate, citrate,
methanesulfonate, trifluoroacetate or acetate, the sodium ion, the potassium

ion, the calcium ion or the magnesium ion.
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CH HH CNYN(NH2 41 NN/ |I° \ para-Tol uene-
sul fonate CH3 HHC NI N'NH2 42 N N HCI H3C H3C

W@M07MD92$)07/ 079918 PCT/ EP2006/ 012186 13 CH3 PLHER2086/012186

"N "NH2 43 NN "CH HC 1¥CH, CH H H~C N_NY, NH7
44 NI N HC H3C CH3 CH Para-Toluene- N' Y N Y NH=

o ExaRbevantomats bRl I Ee GElRERL ot PRRRRAArs, i

?l@?étﬂé&%@b atrﬂeepww&@t P mmr@@rtneﬂéo@ubfamé/ coPAFEURRIs of the

to pharmaceutical conpositions chosen f'rom
geder2i torimuda ) 6- di hydro 4-di et hyl am no- 6- met hyl -1, 3,5

ohar nRBereRs v ol aBEaRventrh Bhito® JBREl. I i<b defingd above,

gotalrimy bl Qifﬁéléntly basnc functlon or both, may mclude the correipondmg
(+)-2-am no- 3, gro- -dlmethy ani no- 6- net hyl - 1

phanrrmwcauwampta lei shitsofrpanigfarsnineeal apids.
(4 Zg%éﬂg gurpo%egyg{ hé- greg‘éa}'umﬁln?éﬂtlo%, Ghietdm "‘&orql‘e?ponding

-tria
pharmaceutically acceptable salts of organic or mineral acids” means any salt

prepared from any non-toxic pharmaceutically acceptable organic or inorganic
acid. Such acids include acetic acid, benzenesulfonic acid, benzoic acid, citric
acid, carbonic acid, ethanesulfonic acid, fumaric acid, gluconic acid, glutamic
acid, hydrobromic acid, hydrochloric acid, lactic acid, mandelic acid, malic acid,
maleic acid, methanesulfonic acid, mucic acid, nitric acid, pamoic acid, panto-
thenic acid, phosphoric acid, succinic acid, tartaric acid and para-toluenesul-
fonic acid. Hydrochlioric acid is advantageously used.

The invention also relates to the chiral salts of the compounds of the for-
mula (I) used for the separation of the racemates of the compounds of the for-
mula (1).

By way of example, the following chiral acids are used: (+)-D-di-O-ben-
zoyltartaric acid, (-)-L-di-O-benzoyltartaric acid, (-)-L-di-O,0’-p-toluyl-L-tartaric
acid, (+)-D-di-O,0O’-p-toluyl-L-tartaric acid, (R)-(+)-malic acid, (S)-(-)-malic acid,
(+)-camphanic acid, (-)-camphanic acid, R-(-)-1,1’-binaphthalen-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 (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 com-
pounds of the formula ().

In the present description, the terms used have, unless otherwise indi-

cated, the following meanings:
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hydrochl oride or a corresponding salt thereof and
genfi brozil;

W@ 20078798 no- 3, 6- di hydr o- 4- di et hyl am no- 6- et PgT/ER2086/612186

-triazine hydrochloride and ciprofibrate. Preferably,
t he PPARa agoni st is chosen fromall the PPARa

¢ her apynenBTe’ it EeoValkny daribds % flag, bF iighfRbd alky radical
BBARAINiRG Tt T%lcz‘o BaRIch aaﬁﬁ | Rimeal! thecCRLOS0 kylk':w gadicals that

and the conpounds de- scribed in WD 97/ 27847,
rmyzemlaIMemempmd a9 T rRHmEing nmngwazrslmtamld ethyl, pro-

3 S B SR JORDAES AR RRE el B, ey

hexad *a'nUdetad‘ébwaémeéls the hy 20 drochl or| de,
hydro%rgﬂom de, hydroi odide, sulfate, nitra

phosphahe] terént 1- QZO)al{ggﬂgﬁggupmngth@ear or branched hydrocarbon-
&%Fé@%ﬁ%ﬂ?%‘bﬁ a‘?mﬁé 8\‘?@? ?’trﬁoret Uﬁsac‘tﬁ 1R ANdobHE bond form. As
sium i on clunvion or e magnesi um I

WRYPSHY (HIER4 BoRtaTniRG AR/ 0i22@ Garkioh éﬁmns mmemtnommay be made,
also relates to the tautoneric f

) AN BN ERSBRBNG! 81 PRI ICPEP- ey hibUbE €8 1 Rtk sy, pent-2-
%xpg%n?@ra}gﬁ%ﬂa it leny 9agigat formila (1), The

e |nvent|on of the formula (1) as
def i nethabave, (C BC2ONalaymilhdenotest 4 ilioeanor prarehied hydrocarbon-

braPAedicel ANy g Gl GbMSE ArsStsRURRG A Fpie bond form. As al

ﬂk@%@%d%!éjéontgﬁfné RenPY 18 29eSarBbn GBS MeAflbn may be made, in
vention, the term "corresponding pharmaceutically

acoep{hamn@g Jaanrerofofoetynylc Poep-2yid.abutxdiymt, bnteta?nynyl pent-2-
sal r,am t oxi ¢ pharmaceutically
BPQ@Pﬁé!Féﬁﬂ%g Ld’ Xsz%dé%qg io acid. Such acids

I ncl udehetepin ‘aliasyt referniathedein calkgl-eai’d, benzoi c

acid, citric acid, carbonlc aC|d et hanesul f oni c

aC| d, - thenarm "halpgen’, glefRrsninca fiand ‘m@'ngt'aaﬂeer de ifigorine, chlorine
d&?‘ %m c acid, hydrochloric acid, lactic acid,
['Tc'acid, nallc acid, nmleic aC|d
mst hanﬂwiefrmnl(csa(bw)arymnefersam ah ammailcc:gauupdcornanrmg:from 6 to
aci d

h
36 ceropAA S it edRbons PLHE e Balifod oVetER & onugated pi
%Téc‘iror{éy ‘éh@cl%ﬁr"d'lrfg dedriisi Wrﬁﬁﬁ/ﬂﬁﬁyagé%tﬂldhaw %@lbsfmﬁed Mention

invention also relates’to the chiral salts of

a\oilrpeunaée it partieulasrof hiphenyll pheyddnaphthylh entmdaarwl pbenanthryl
th'e racemat es of the conpounds of the for- nula

(ﬁ? y way of exanple, the following chiral acids are

used: (h'é tdprithetefof6-C 4 appl! i Ee’féisafd & 6at4-ghembered aromatic het-
(-)-L-di-Obenzoyltartaric acid

ergcyclejicoptajning- f Mtengatcam,athq; othgy gtoms being carbon atoms.
%\é’%%lp-g ?Iiﬁ ?f(e??rpgngrﬁ%,ué{gnbph%ﬁlaﬁé méfd h paRlcular) ofBkyden, sulfur
and nitrogen. Among the heteroaryl radicals, mention will be made more par-
ticularly of furyl, thienyl, pyridyl, pyrrolyl, pyrimidyl, pyrazinyl, oxazolyl, oxadia-
zoly!, isoxazolyl, quinolyl and thiazolyl radicals;

- the term “(C3-C8)cycloalkyl” refers to a saturated hydrocarbon-based
ring and contains monocyclic, bicyclic and polycyclic radicals containing from 3
to 8 carbon atoms. Mention will be made, in a non-limiting manner, of cyclopro-

pyl and cyclobutyl radicals;
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(+) - canmphani ¢ acid, (-)-canphanic acid,
R-(-)-1, 1 -bi napht hal en-2, 2' -di yl hydro- genophosphoni c

W@e0d/07994§ - canphori ¢ acid, (-)-canphoric acid, PCT/EP2006/012186

(S)-(+)-2-phenyl - propionidéacid,
(R -(+)-2-phenyl propionic acid, D (-)-mandelic acid,

L) TP 0 PR KPR s 1 D% “Cbfesponaing

CARPARN droaps b Ménfh@hnwmabé |rha@é’¢r¥%a@ﬁéﬂai Bf lbeAylt 8/d phenethyl
prodrugs of these conpounds. The term "prodrugs"”

GEGURS. corrpounds whi ch, when adm nistered to the

P B TR BB oL o e

prasenitinldiftiodr g dorfiamcasdphmelic t&SréSr ThHedés 88yMAERic centres
unl ess otherwi se indi- cated, the foll ow nﬁzj meani ngs:
t

Vi3 be7 /indepErelenty; FPF®6/ D cordiguration. It mall ther glear to a person
sk F e o SRR E e IS arB BRI Pl o e mven-

'tlbﬁ ay @b akkiit gestnetrical iSoaterismy Itestipedd dlel Undmstood that the
mentioned, in a non-limtij ngbmanner are net

@[qa\g;qnt lﬁy@nthjwnclpg%,lrgwpu gpgmet@‘eqi |§gmrs and stereoisomers
%ﬁﬁt th@l%'btfylng J?ﬁ?ty E%qxttﬂ@gybf c%ﬁ}@ﬁmjs of the formula
tadecy I's; - the ter

exa ecy and oc
{1} @otR0samersa\df thiddype ean a)el semalatemt fromamodieres thereof by appli-
radi cal cont ai one

GHEGR o el G MY BERRESREerTO ASxaTaplE, Puffghatography tech-
hﬂﬁé&ab? ré&%?dllma%nf fe‘éﬁhihde@ & waybae EFéBE?ed r@éﬁarmny from

be made, In a non- |n1t|ng manher, of eth eny

pmﬁ@ble -isomers ofthel-ieteymediates. 3- enyl pent 2- 1o enyl

Pen RS R A€ B R 8 et anc e

pystcaeaob e phasareticn df daémcaret &dpacilyodescpibedtn gatent applica-
unsaturations in triple bond form As al- kylene

tiagivWe) 20040899 W, rﬁbeﬁpatﬁni of whigh @a\awﬁoaateﬁ@er%rhy igference.

may b

Ty DS Rsehflpafar Wb Y BRHSie the BdpAUlpric orms of
pwbe&rppny‘dsami opmnedayngﬂdlrﬁgahb patent alp_piltmnreWﬁ) 2004/089917
5talatinee Fes &l POGIPhiEn JaTTo! e Sl i 2-apno-8 8 dinyaro-4-di-
Héiﬁylém)o@méwmes 5Qﬁa£i’rﬁé)ﬁ9/d?§chlor‘idée term

ers to an aromati c group containin
f r om @hepresemt meotmrbahoaelates twthewo@er pelygorphie fasmstaidhe com-

ri n hav a
IpﬂE ISH&“‘I b?%aﬁlﬁ gﬁ QéPY rpﬁ]gcy*ogg %fe ?1 f ))—ef-%ﬁﬁ]g-ti @Hﬁ’wdro-m
girhethiyldmife-6-MakyIons, SMriathéehmd@hlbﬁanWhidwéﬁ befprepared as
bi phenyl, phenyl, naphthyl ant hryl and phenant hryl
follows:

Approximately 3 g of the A1 form of Example 18 are dissolved in 50 ml of
1 mol/l HCI at room temperature. The clear solution obtained is left to evaporate
at room temperature, in an open beaker, until a solid residue crystallises.

The characterisation is performed by:
» FT-IR spectroscopy:

- Briker Vector 22

-2 cm™ spectral resolution

- 32 scans
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radicals; - the term"hetero(C6-Cl4)aryl"” refers to a
6- 14- nenbered aromatic het- 25 erocycle containing 1-4

whedgorions, the other atons bei ng carbon at oPGT/EP2006/012186

Anmong the heteroatons, nenttfon will be nade in
particul ar of oxygen, sulfur and nitrogen. Anong the

hetero -adi cals, nention, Wl nore par -

T cul aRER 4 EhpbaolahRetni A AR2 18BSF o7y

pyri m-dyd evalias? tHey Intei8Z6M the, IROKAAHS- theIRY bpectra were normal-
i soxazol yl', quinolyl andthiazolyl radicals; 30 - the
tisgdnby( e3ctorsatian dhithe| specitabrenge 400h400gred as an absorption
@b%rgﬁﬁ{ bon- based ring and contains nonocycli c,

bi 039 ¢ and polycyclic radicals containing from3 to

8 car lrrgadjustiientvkad berfolhed: be made, in a

non-limting manner, of cyclopro- pyl and cycl obutyl

radi calss; WO £09¥/ 079918 PCT/ EP2006/ 012186 16 - the

term" - | -C20)al kyl " refers to the
corresg'g'gdigr'll%l‘? Q-Agf@%ryl groups. Mention will be nmade

i n partw:.cultax 0001.benzyl and phenethyl groups. It wll

b}ﬁ%reci ated that the conpounds that are useful
ACCloR@MA SREGIASCOBY present i nvention may contain

asymrgditik&r REBL{®p- These asymmetric centres may be,

i ndependently, 1n Ror S configuration. It wll be

cl ear exoitatigreri®64 nrekilled in the art that certain
compounds t|hat ﬁ-‘ﬁ'e usefu} according to the inven- tion
may alPRG§CEREsPIgR, ical isomerism It should be
underLsjigpgdniWhat the present invention includes

i ndi vi dual geonetrical isoners and stereoisoners 1o
and ni'RO0rsea@nsher eof , including racenic mixtures, of
Con'pg%‘&ﬁi 88 the formula (1) above. Isonmers of this
type can B& separated from m xtures thereof by appli-

cat i emluminadapradiblenanhldgousno Piethed Fo% AA508xanpl e
chromat ography tech- niques or recrystallisation

t echni tRi&Yalustte (thgyintansityr ep e Rareparkandsy Raman spectra were
sui t"f‘lm'rﬁafiﬁ?) fﬁé’étoﬁgﬁﬂién 'iﬁ‘ttﬁé”%?éﬁnagsrtagﬂ;?hgéﬁo-zoo cm™'. Pre-

enant I oner e conpounds acc
i nveadjustmantwaseerformedss for the preparati on of them

are especially described _i atent applica- tion WD
2004/ 089917, %/'he cont er1€>0¢1‘0§/hi ch is incorporated
herei n by_refigrence. Theppresany ogat ent application

al so concerns the polynorphic forms of the conmpounds,
as obt ai ned a¥cordi ng tA<gaPént application WO

2004/ 9Ll for.,bst ance the Al pol ynorphic form
“Pdet Ry d('ﬁ')%gﬂ&grﬁ%(ﬁﬁs 6- di hydr o- 4- di -

met hyl anmi no- 6- met kyiffrattométer ID5000NBrish AXE) ori de. The
present invention also relates to the other

pol ynor phi ¢ f or rs radiatine Gt 1 at 1.5406 A (U=30 kV, A=40 mA)
* Transmission mode
» Detector in sensitive position
* Primary monochromator
* Angle range: 3-65°20
= Stage width: 0.05 °26
» Measuring time/stage: 1.4 s
* The XRD machine is set at 20 + 0.1°.



pounds,

(+) - 2- ani no- 3, 6- di hydr o- 4-

wal2oveigham no- 6- met hyl

whi ch can be prepared as

nmol

b\ f¥B8fh ature

crystalli

ggg%tral

/1

Ses.

racr\l ||+|

HCl at

FT-1 R spectroscopy: -

such as the Hl pol ynorphic formof the salt

-1, 3,5-triazi ne hydr ochbOr/EE®N6/012186

2% foll ows: Approximtely 3
g of the Al formof Exanple 18 are dissolved in 50 m

room t enperature.
BGﬁH“?on obtained is left to evaporate
in an open beaker,
The characterisation is performed by:
Brii ker Vector 22 -

S-CahsS \AD
CTA

unti |

The cl
at
a sol

200721 Q7

ear
room
id residue

2cml
918

PCT/ EP200

6/ 9186

Jll

1¢[A] KE

bR d'écs

T OUT

(any‘%gm

iIs to net hod

A AA21505)
bands, th

fo €
e Iﬁ spe

rat 5]@(88 1

Ctra were

he 1|4r§ en
nor mal -

S|t% 1
i sed by

he IR

vectori sd
an absor |

tiorpin

tion sp

he5.gpect

bt rum- B

raha&ng
Preadj uj

per f or med:

3 Ab 0489 -1

1 @0 <

e 4@30- 4(
An<0. 35 -

Ocm1l as

st epnt—was

w A<

0.01. FT
excitatia

'Hd” LLERS)

n: 1064

pel SCU
1m$5§,pec

Py ﬂy -
tral ‘'Tes

Broksr
pl uttion:

RFS- 100 -

lcm' -

1000 nW -
cruci bl e

1009 sc

(analnnn

ANS3.505 -

IS tOo et

fosadis

hod RA A‘A?1'§ﬂf\\ -

ed -53al un

nni um
To

eval uate |t
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spectr al

he 6 nt e

S 3)360f

t h&6rama

n b&&s,

Ranman

1TO1

rané% 36

0. 550 cr

R

bdl.szUll I

adj Ust ne
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Nt was

per f or med:

< 0.01

205 -

P3.7640 C

5 203 O}

01 59A<O0.

9

2.90

30.8

30

10

2.74

32.7

35

05 - w A

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)

FT-Raman bands (in cm™):

3217 +/- 1.5 (), 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 (), 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)
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Powder x-ray diffraction (XRD) ™ diffractoneter D5000
(Broker AXS) 25 ™ radiation CuKal at 1.5406 A (U=30

wWh07879%@8 nA) N Transm ssion node N Det ector PEI/EP2006/012186

sensitive position ” Primdfy nonochromator ~ Angle
range: 3-6520 30 N Stage width: 0.05 020 * Measuri ng
h|1{%/sta ge: 1.4 s » The XRD machine is set at 20 0.1
007/ 079918 PCT/ EP2006/ 012186 18 Results Al
XRD: 5 No. d[A] 20 I/lo 1 5.98 14.8 85 2 5.26
16.8 83 3 _4.35 20.4 30 4 3 57 24 100 5 3.50 25.4

53 6 3.36| 26N®.96| 7dpAB1 P6. @652 |8 3/l64 29.3 57 9
2.90 30.8 BO—30-2474-232 7 B5 T IR bands{(in cm1):
3384 +/- 1|5 (&), 3108@_ h 5'1fy, [31689+/: 1.5 (m).
3107 +/- 1[5 (&), 29 T ., 129 ¥~ 1.5 (m,
1652 +/ - 15(3, 16 Z+/_ 1?%3 1576 +/-] 1.5 (s),
10 1557 +/} 1.8 (s), 6506 +/ - 145 (<,) 449 |+/ - 1.5
(n), 1427 k- 1.5 {n) 1405/ +/ 1 mM—1383 +/- 1.5
(m. 1348 /- 4.5 (m 40806 +/221 5/(m86 1263 +/- 1.5
(W), 1235M+=f515 511 96 +/- 1.5
(w), 1068 /- 1.5 w),'%o+/-41.5 (W), 0946 +/- 1.5
(w), 868 + - 165 (W) 3k +L- 27,83 (\), $B7 /- 1.5
(n), 655 +/-_1.5 558 /- 1 5 (w) 521 0+1- 1.5
(w), 478 +- 175 (W) 38 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
+- 1.5 (W), 940 +/- 1.5 (w), 861 +/- 1.5 (w), 823 +/- 1.5 (w), 875 +/- 1.5 (w), 603
+/- 1.5 (W), 573 +/- 1.5 (W), 549 +/- 1.5 (W), 527 +/- 1.5 (w)

For the purposes of this text, it is understood that the tautomeric forms
are included in the mention of a given group, for example thio/mercapto or
oxo/hydroxy.

The pharmaceutical compositions according to the present invention are
useful in the treatment of pathologies associated with insulin resistance syn-
drome (syndrome X).

Insulin resistance is characterised by a reduction in the action of insulin
(cf. Presse Médicale, 1997, 26 (No. 14), 671-677) and is involved in a large
number of pathological conditions, such as diabetes and more particularly non-
insulin-dependent diabetes (type Il diabetes or NIDDM), dyslipidaemia, obesity
and arterial hypertension, and also certain microvascular and macrovascular

complications, for instance atherosclerosis, retinopathy and neuropathy.
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FT-Raman bands (in cnf'): 3217 +/- 1.5 (w), 2994 +/ -
1.5 (nm), 2983 +/- 1.5 (m, 2936 +/- 1.5 (s), 2883 +/-

wa2870m918 1645 +/- 1.5 (w), 1602 +/- 1.5 (m, RSHREP206/012186

1.5 (n) 1453 +/- 1.5 (m), 201428 +/- 1.5 (nm), 1349 +/-
(w), 1308 +/- 1.5 (w), 979 +/- 1.5 (nm), 866 +/ -

1.5

i g (2% r\l/%g%spgct rff%repg?(wwﬁfgq%gdelf% e@lﬁaé’tpgg%bié/tés vol. 37,

| 58 m&gs 4G©7+l/ouﬁaa5om)abété>§ahéf /tslcémbm}ano?%?més 125110 119

( WO 2007/ 079918 PCT/ EP2006/ 012186 19 HL f orm
atmARezs 1992 38128-3%3 11.0 69 2 7.27 12 2 25 3

4 4.01
27 3 Ste aiftiopfeésedfinghionis % Biodtipe"s Ppagyasgudeal compo-
§|’¥|on1f@r &gﬁﬁ”c&ﬁtlﬁlrﬂﬁrovﬁg tH beisor bﬂdl@ﬁbﬁés 5 3386 +/ -
( (M, 1706 +/- 1.5 (s), 1691 +1-
e glwmasputhalmorpmsmnggf the wwegtlgmespmmyyhaye hypo-

%V@ %‘a”% ¥‘4°'Thaase(’¥‘mi)g)"t §é@7&1+/ 1. é E(va)( ", 82282/ - +/1._ 5

(W, GRe comp durﬁis(M)the@B&nura/ 6) éreBth(eVéforéﬁgefbi in thebtreatment of
(\1\2 549 +/ 15 (W), 527 + - (W 10 For the
pa Wgswswa@qwh hyperalycagiviar lipiiaerine
taut O'ﬁ‘\(e %utléél%dn%%?cbrﬂ H& '{ﬁgtlhé’ﬂn?fco?pound of the

gi ven gr or exanpl apt 0X0

fannula W(t)empbambﬂmuhl with & BRAR tagursstacaro b p@ﬁa@ed{ by mixing
resent invention are _useful in the treatnment of
B?btﬁ‘iee‘éar%o%qt%(?éﬁ'%'ﬁlﬁsd sitharial tpgsther o dedegandendy with a

?hgr ag&z“ p@ble' Jr?%k?uhf@?ﬁe | Sinder, a diluent, etc. It is

are on I n e action of 1nsu
(rein aﬂmasharbﬁdorraﬂy eor méﬁ-bramﬁ foNdnstbhre 6@ 1the7 pareateral, intra-

SRR cianectio fasdl i £ Lo i Bohus BriegPigs gre formulated

{H&pendently, the corresponding formulations can be mixed together extempo-

i

raneously using a diluent and are then administered or can be administered
independently of each other, either successively or sequentially.

The pharmaceutical compositions of the invention include formulations,
such as granules, powders, tablets, gel capsules, syrups, emulsions and sus-
pensions, and also forms used for non-oral administration, for instance injec-
tions, sprays or suppositories.

The pharmaceutical forms can be prepared via the known conventional
techniques.

The preparation of an orally administered solid pharmaceutical form will
be performed by the following process: an excipient (for example lactose, su-
crose, starch, mannitol, etc.), a disintegrant (for example calcium carbonate,
calcium carboxymethylcellulose, alginic acid, sodium carboxymethylcellulose,
colloidal silicon dioxide, sodium croscarmellose, Crospovidone, guar gum,
magnesium aluminium silicate, microcrystalline cellulose, cellulose powder,
pregelatinised starch, sodium alginate, starch glycolate, etc.), a binder (for ex-
ample alpha-starch, gum arabic, carboxymethylcellulose, polyvinylpyrrolidone,

hydroxypropylcellulose, alginic acid, carbomer, dextrin, ethylcellulose, sodium
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i nsul i n-dependent di abetes (type Il diabetes or
NI DDV, dysli pi daem a, obesity 20 and arteri al

WOenTensi on, and al so certain mcrovascul ar BGHEP2006/012186

macrovascul ar conplicatio$, for instance

at heroscl erosi s, retinopathy and neuropathy. WO

2007/ 07993[8 PCT/( EF|>200 /012186 20 In thils res&gc% hvd
AlgiRAten MANGdextr, ligyit licose s maghesiun AlBnipumesHicats; hydroxy-
éthylcelBiftie, Ta maloséplgrd&?l'gltﬁﬁ, BtAP ainaS aaBricaft gor example
Complications, 1998, 12, "110-119 or Horm Res., 1992,

&, magpesiumh stedratenfpalyathylene 000, eiehtarenfar example, added to

.ph. i,cal - 5. Siyt.i
B R BROFDITRE A0 8 mRBRRiAnEH s et tapistiegs f necessary,
tHeetatiet cae et tserbd GRS khbRASteBhnihes | inverder @0 mask the taste
especi ally have hypo- gl ycaem ant and hypol i pi daem ant

Het iexpmple With corpa avedesf MiRk Hasheel, £inamen gowder, etc.) or to

f QI & fuls: reat t j
USSR A ¥ B AR B9y e ot
Hep ictatrittdapabe eeataRel famexepnple| ethyicdliufose), ihgdiogmethyl-
compound of the formula (lI) in conbination with a
Peiiasag palaxvetliviere palypal eeelByosn xasrRjoPbibgitaerhydiexypropyl-
FRARLENREH YRIPIR SR B SpAB oA RS SEiERp i acid copon
meppoOpadey® ¢hydipixgptopytméthytbeliulose dt Imacrtogoktic titdriumsoxide +
R R PralokaSlie S, 58 e ol MSEpe acaeo

rré&frﬁdlerwkﬁv itdn ORRIACEWY RoR b¥idé PhBmolihe yellow lake, etc.).
ormul ated "I ndependently, the correspondi ng

Pbembeeutinad forams, seichi accthbletgepowdersx sanhets anchgeledpsules can
sin diluent and.are then adm ni stered or can be
§8!Hs%fi??re?'%8rali 'Béﬁ%’gﬁpl y of each other, either
succevheViguid phaseasiicapidrihs fbR@rdlimmatdtioddhclude solutions,
conpositions of the invention include fornulations,

SUSRRNSIONEs agHaPMIUISONS: olRf: BYUEPHS | selutiongeFar fies gbtained by dis-
SYI IS theCAMV ?ﬁﬁciﬁigg.iﬁ%'tep%ﬁb\ﬁg b aé@di?&r?%f 190 5&rings, color-
DS eU OF Aon—oF al " admi nieg Fat | on, of Thstance I'nj ec-

ahte) stabilizeny andrthickppesiif necessarylHe grder toaimeprove dhe solubility, it

bR ERce 98 SRR miate a3 B U phar vty acoept
agig Héﬁ-‘aghégﬁ%loi\lénﬁlaf HEa§UEbGRudpEHBIdRd for &8I use can be ob-
performed by the follow ng process: an excl pient (for

toineg by dispersing theufinely alibded tastivé primeipiés o1 watercwith aaviscous

BBl S b i SO SR, RSBk oS R sosu
earoyERhyIveInfbsall ose, colloidal silicon dioxide,
sodi um croscar nel | ose, Crospovi done, guar

magned haraharonaceutieal Jorme fereinjegtion sanye ab?#?@d,sf%r example, by
fheé #&fl’ogv?r?g p?c%ééél. YHe Q&Y%e[)rinciple(s) is (are) dissolved, suspended or
emulsified either in an agueous medium (for example distilled water, physiologi-
cal saline, Ringer's solution, etc.) or in an oily medium (for example a plant oil,
such as olive oil, sesameseed oil, cottonseed oil, corn oil, etc., or propylene gly-
col), with a dispersant (for example Tween 80, HCO 60 (Nikko Chemicals),
polyethylene glycol, carboxymethylcellulose, sodium alginate, etc.), a preserv-
ing agent (for example methyl p-hydroxybenzoate, propyl p-hydroxybenzoate,
benzyl alcohol, chlorobutanol, phenol, etc.), an isotonicity agent (for example
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pregel ati ni sed starch, sodium al gi nate, starch
gl ycolate, etc.), a binder (for ex- anple

WQRWHA7YIAr ch, gum arabi c, carboxynet hyl cel | ul BEEEP2006/012186

pol yvi nyl pyrrol i done, hyd2dxypropyl cellul ose, alginic
acid, carboner, dextrin, ethylcellulose, sodium WO

BB RBRR R Sh R bt 5Coogkh LY R et i, sur

s if%s@redhhdécﬂwmsﬁbf‘é/déiﬁ'(h#' é&?a?npl@@d@(urﬁeidhé l‘éﬁ? sodium ace-
guar gum etc.) and ['ubricant (for exanple

tatgnets. Lon @smﬂme@ (fqn@ugmhamr&mom albomin)ar e f or

m xt oo PEALERRdeL o 15t AifBhl d8e e B A om a solia
fsbenitsahd &r I@Eﬁd Bempesiiof sordaihitg heoxdtiveasHHYisIEey, FbNexample,

order to mask the taste (for exanple with cocoa
e wdéain arisptid fewp.nthe activenpEReiRlIeiDVIS(@relktreatedplang or as mix-

?unjengﬁﬁmt %&b% &{Héé _S(?A][ﬁéx%’rgg%r Iastwégea' rﬂgﬂg{ts t%ﬁ%? l:‘,JmlE{;bg:rystalllne

actrve princi I'ng” pProdu

ld:&Bdloséesuér@See)e&ﬂpbﬁd 2thigkemdr Jboeramplad hatraeylmis; cellulose
cel | ul ose, polyoxyethylene gl ycol, cellul ose

Q@é't’éﬁb‘fﬁsne%%)f ¥, PQ{WPE&)%? dPIas te Ci?é‘tvﬁﬁl them '@F%E@Wdef The liquid
gvlﬂ!'agﬁ éy‘@o SRk de[r)e dr?ﬁé}é%clhﬂdbgtaﬁﬁfaﬂy 85 ¥hhfe way as the
cop ner), adry(r

forpas day pnppybneidsy inckiddted oprevioushcr thel semt-scblim ipl@armaceutical

s pi PISTEIARYY A TR Bb SRlsdh Of POY SekaApIrutyeforayef a po-

&t OMedR cofBosiiBRs %ﬁ@ptl&%l@oédrﬂﬁmy&'dkpﬂéd@&%r (for example
etc.). Pharmaceutical forms, such

;@avtmm@ acish ghespharicl agid), cda@mlcbilydmchlqm: a@dusedlum) hydroxide,

i faf0 o PBsaig BbeRC rorpRampl buHIESABRGEpE AR esters, chloro-

PusAR SherlikaruPnaHicidy) sic.Y Bad Aeomer sglisivesns can
be obt ai ned by dis soIV|ng the active principles in

wat er Theodalbv\/é@swf mlﬁaoagmstﬂsamweeng@ mgoped-2000 mg and

it B AT B RUGIFTT is beo8eiT20Risba i 2000 mo per

adg. Thisaiwde willidependrsh teysatlendandiwikbe adapted in consequence.
pharmaceutically accept-_ able non-aqueous sol vents.

The add @d@éatyﬁsﬁf@ﬁgn%()ff e epngtityprds é’bﬂ"ebg Bﬂna@%‘tﬁ'@b compo-
\%ﬁ ogrbst@\n ?I{i% bA%sdrit ‘?n\férﬂlsmagéé’ Inqggc AtRe PEL n%%d'cfbsages of

a viscous proau as na ura

$hyen rdspective Wttive rpriciples. n’Erhdssé oelhﬂmd pespodtiorss0df tma PPARa ago-
car boxynet hyl cel | ul ose. 25 The pharmaceutical forns
fists,i ] %fcﬁh%mmt'éé")/o%%ﬁm*é@'e 5’r3<5t|8 tBﬁ%l and Bf/ the ﬁ@mPOUF‘dS of
0 ( [
G108 5 rapeeitsh B kel R v
aqoseysented iFomekbomple Xtaspheight satld ofethevednapound of the formula "
- cal saline, Ringer's solution, etc,

Relbive 1o fhas PR G008k ALranas bevesi 111 andk 80lsand preferably
Sl 5 = RS o TR sy e -

¢gipanpl metweeanoid andCwd @daiihiskratiGine pec alay) | In the case where the
doses of compounds of the formula (I) necessitate more than one daily admini-
stration, the amounts of PPARa agonist and the PPARa agonist/compound of

the formula (1) ratio will be adjusted in consequence.
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pol yet hyl ene gl ycol, carboxynet hyl cel | ul ose, sodi um
alginate, etc.), a preserv- ing agent (for exanple

WOoreaongprdps hydr oxybenzoat e, propyl p-hydr oxybenPGEHER2006/012186

benzyl al cohol, chlorobutaiédl, phenol, etc.), an
isotonicity agent (for exanple WO 2007/079918

RO 8o RN B BB o ofvestmen

GidCEb-adminisfrai®s iof of effe&tRleUiinbuRt BY ad&sMpolih@rof the formula (1)
exanpl e sodium salicylate, sodiumace- tate, etc.) or

and phbBiRRPARN a(g‘amstealadrpIS@ kitsnfien alewing talmfadmlms\tratlon

phar naceuti cal, formfor, K ext rnal S be ot n

From g et Vet Bl56 RSt iR A srtpBly fo the treat
obt 3 r}“'ﬂ@ rﬁ@ﬁo@@tdé&r%ﬁnﬁb&@(W\esé:%tseéé\ﬂm@e a lddmposition

a solid form the active principle(s) (are)
cortaining the oompoundof tha formuladl) initee degapes dmil@at@ﬂcﬁbOVG and

| act ose toI st m cr.ocrystalline
& Shng somadion EORBIiRY ta FEARY, AR fsrdesabis indicated
59?\% Aor B EmulfsiddiisOse apeﬂé'd@&éd’%tla?%ﬁ‘r‘nh%tratlon in effective
polyrmers, etc.) so a$ to convert theminto powder. The
hmpuints accqrtimgrtedbeinveaitiooonposi ti ons are pr epar ed in
subst tlally.,the the, forns,.f
" nj ec! heiem corriBiySlplighe Sy the HrHttatous, separate or se-
Gbéﬁﬁﬂi%ﬁﬁlh%@atloﬁ%ﬂ%eﬁlbﬁnﬁr@fdﬂnﬂiﬂuhdsmdih@ éaﬂ’ﬁéﬂ ;ﬁa‘tlent over a
aqueous or oily gels or in the formof a po-

raree thed pay beiumnto Zrhputper eYen Hp t@dﬁtfwufSaFgwxample the term
CEMIARIpf R nPASRYS) o B eos AryARRH b the two com.

budlﬁdle(i(d)? anlédmtrﬂstbat@ndofathlarﬁrserfwllmged@ehcbur(sflater by the admini-
hydr oxybenzoi ¢ sters,. chlor

exanp ide but anol ,
5@@%{1 fef)ﬁmﬁem P?r@soua@c? athadaynist r%fecr{bp? H}faﬁﬁ%@?wed 12

50 ng and
gglgﬁqéfejribxgﬂé ogélnofréﬁﬁg%gg{n%%%d? %{?‘hpﬁ lli]?or mula (1)
is beTlmeewaﬁﬁiI)em’gelamdon@ﬂﬂpm@tuw acetadingTthitbe dosantioni are given
depenj Qﬁ tr“a Sa ient and will be adapted in
8o ASBYTHHRS MUSHa¥RRS 1 el ati ve proportion of the
constituents in the pharmaceutical conpo- sitions of
the present invention takes into account the
recormended dosages of tFXAMBBES ive active
principles. These relative proportions of the PPARa
ago- nists, or of pharmaceutically acceptable salts
t her eThe admslim$ ardexprespod visa akight bhasfsor mul a (1), or
of pharnmaceutically acceptable salts thereof, thus
vary in 25 consequence. For exanple, the weight ratio
of th GRASH tormula (1) relative to the
PPARanggm st rrggsr ngé"betvveen 1/1 and 20/1 and
pr ef e(gid-gmifo-8i6-Aihydre4&dihetTyiaminceguseity!-6£3, 5-triazine hydro-
adm n@ﬁt at_i ‘g(ﬂqpof t he conmpounds of the inven- tionis
bet we@NOBAR M@ administrations per day. In the
case fgp,%rsrgtgew(gjﬁfges of conpounds of the formula (1)
necessitate nore than one daily admni 30 stration,
t he amncwstﬁlllrf@mw&@jrﬂﬂﬂmgnd t he PPARa

agoni g’rto/sgglanDeIVose % mg
polyvinylpyrrolidone: 40 mg
magnesium stearate: 14 mg

Opadry: 24 mg



the formula (1) ratio will be adjusted in consequence.

WO 2007/ 079918 PCT/ EP2006/ 012186 23 The ai m of the
WQr@W3eTo18 nvention is al so to propose a net hodPGF/EP2006/012186

treatnment via co-adm nistr2ation of an effective

amount of a conmpound of the forrmula (1) and of a

PPARa,.agoni st kits for allowing this

co- adﬁ?ﬁf‘é‘t‘?té?’l‘%%g"%@%pr esent invention also rel ates

to ki t49-2-Baiing/306-sitydrbledinmthylamino-SainetHyH1e3) 6-thigzinkehydro-

met hods descri bed above. These kits conprise a

conposhlorida: 1@@hMme ni ng t he conpound of the fornul a

(1) |%ﬁoﬁghﬂggﬁagﬁ%l ndi cat ed above and a second

conpo i ng the PPARa agoni st in the

dosaggficroBfistallivegl celilose, 60 Arg a si nul t aneous, separate
or sequential admnistration, in effective anounts

accor eiasgatrpelofne: i28/Bat i on. 10 The term
" co- a0 QR t he sinultaneous, separate
Bl DS Afo e TR0,

or set mnis tion of one or nore
conpomagmesiunh Btearatee 9pagi ent, over a period that nay
be up _to 2 hours or even up to 12 hours. For exanpl e,
the t OpPRd lg{im%i stration includes (1) a

si mul t aneous adm ni stration of the two com pounds,
(2) an adm nistration of the first, followed 2 hours

| at er Fopmulhationeixampleé trati on of the second

3 i pistrati f t fi : l.L o
12" nbrzamibe e o e EPpBint R petbic: LadsRans hydro-
conpodRdridéhe5@xayP! es bel ow of conpositions according
to the invention are given as non-linmting

i | | usgeaxibeezl: 200 BXAMPLES The anpbunts are expressed

(BRI R BEE Bl T o 6 ety -1, 3,5

-t ri agioseahmnéliose: Allmgi de: 1000 ng fenofibrate: 100 ng
m cr ocrés,t alline cellulose: 110 ng croscarnell ose: 28
ng 30PRUNVIRYIRYIOHIPPS) $@4BME: 40 ny nagnesi um st ear at e:

14 ny : . 7/ 079918 PCT/ EP2006/ 012186
24 Fopr?ga%tglf%ﬁ Sé‘%ﬁ%\g@ﬁ%
Opadry®: 18 mg

Biological results for the combinations according to the invention

Male homozygous mice C57BL/Ks/Ola/Hsd/lep ob/ob are reared for two
weeks in a room at controlled temperature, humidity and light (21-23°C, 12-12
hour day-night cycles). They are fed on a standard laboratory diet and given
free access to water. After acclimatisation, they are randomised into groups of
10 on the basis of body weight, as follows:

- vehicle: untreated mice,

- group A: mice treated once a day with the hydrochloride salt of (+)-2-
amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine  at a rate of
100 mg/kg,

- PPARa 100 group: mice treated once a day with a PPARa agonist at a
rate of 100 mg/kg,



(+)-2-am no- 3, 6-di hydr o- 4-di met hyl am no-6-nethyl -1, 3,5
-triazine hydro- chloride: 1000 ng fenofibrate: 50 ng

WG 20070799¢8 yst al | i ne cel | ul ose: 60 ng croscar neCT/BBWN6/012186
28 ng polyvinylpyrrolidond 40 ng nagnesium
stearate: 9 ng Opadry(r): 24 ng 10 Fornul ati on
exanpl

(55 BRARR 408. aioopeRene dPRITRYPa RS ale fce 12 gay with a
WAZ O i b [ ori +)-2-

PEARY. P@?P%%I a B8 ) 6@?92%"%% (Wgehiongd saliof (+)-2

Zrhi 3,6r@hydiog diyetrollaimees-reéthyy 1, 3ok dnemneim at  a  rate  of

stearate: 10.5 ng Opadry(r): 18 ng 20 Bi ol ogi cal

183 ma/kgf or the conbinations according to the

I NVerdy I ' I

ob/ op 08 Serf T VRRie BREt: BxpRogselEIL R, FBH6eA ot the st

andendldf dek studycfontacke grdupn dity and |ight (21-23C,

12-12 hour day-night cycles). They are fed on a

standard | aboratory diet and given 25 free access to

water. After acclimtisation, they are random sed into

groups of 10 on the basis of body weight, as foll ows:

- vehicle: untreated mce, - group A nmice treated

once a day with the hydrochloride salt of (+)-2-

am no- 3, 6- di hydr o- 4-di net hyl am no-6-net hyl -1, 3,5-tri az

ine at a rate of 30 100 ng/kg, - PPAR X 100 group:

mce treated once a day with a PPARa agoni st at a

rate of 100 ng/ kg, WD 2007/079918 PCT/ EP2006/ 012186

25 - PPARa 100 + conpound 100 group: mce treated once

a day with a PPARa agonist at a rate of 100 ng/ kg and

t he hydrochl oride salt of (+)-2-
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am no- 3, 6-di hyd
ro- 4-di nmet hyl am no-6-nethyl -1, 3,5-triazine at a rate

wo@R007000181g/ kg. 5 The serumtriglyceride | evel BCT/EP2006/012186

(expressed in g/L) are neagered at the start and end
of the study for each group. WO 2007/079918

PCT/ EP2006/ 012186 26 CLAI%SLéiaéPharnaceutica
conmposition conprising, as principle: i) a
PPAR(x agonist, 5 ii) a triazine derivative of the
formula (1) RRHRARL'- riNR3 NxXxNR5S R6 (I) in

m ie - P b Fﬁ%ﬁ%’%‘ﬁ%@@@?rﬂ%ﬁﬁiﬁﬁ dfoﬂ?%%?@%ga%%@,f‘e%@ om

optionally sybsppPAREedgdyishal ogen, (Cl-C5)al kyl,
(C1-C5)- al koxy or (C3-C8)cycloal kyl, -(C2-C20)al kenyl
optional |y dhbdtiazinedterivativeobtheformata k) al kyl or (C
1- C5) al koxy - (C2-C20) al kyrh%l tignally substituted by
hal ogen, (Cl-C5)al kyl or 115 (ICl-@5) al koxy

- (C3-c8) cycl oal kyl opt iggrd itut ed” by
(Cl-c5)al kyl or (Ci1- C5)F§)I al\b{xyl RS
- het er o( C3- C8) cycl oal kyl beanry é" one or nore

het er oat ons chosen from NR% aiR@ S and optionally
substituted by (d -C5)al kyl or (Cl-C5)al koxy 20
-(C6-C14) aryl (C1-C20) al kyl opf'? onal ly substituted by
MWARK: hydroxyl, thio, halogen, (Cl-C5)alkyl,

(Cl1- G5) al koxy, (Cl1-C5)alkylthio, (Cl1- C5%;I k?/I - am no,
Ras R@, R3aand %Mya,re(nmaemmqqﬁm qhoseasian ks followjag groups:
triflyeronethyl, carboxyl, carboxynethyl or

car boXyethyl, - (C6-Cl4)aryl optionally substituted by

am no,(Clyo20yaikyl dptiopalljpsubsgtitated By HaAldgérn) @ kgb)alkyl, (C1-C5)-
(Cl-C5) al koxy, (Cl-C5)al kylthio, (Cl-C5)alkylam no,
P@QXtPAXC3&é//)PMR'9?|kQ’b6- Cl 4) aryl (Cl- C5) al koxy, cyano,
triflyerorBhiiteny2bpRoally SAbEMGYSd by halogen, (C1-C5)alkyl or
(C1-C5)alkoxy

-(C2-C20)alkynyl optionally substituted by halogen, (C1-Cb5)alkyl or
(C1-C5)alkoxy

-(C3-C8)cycloalkyl optionally 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)alkyl 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, carboxymethy! or carboxyethyl,

- (CB6-C14)ary! 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,
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nmet hyl or carboxyethyl, - (Cl-Cl13)heteroaryl bearing
one or nore heteroatons chosen fromN, O and S and

wWopao7ommis y substituted by am no, hydroxyl, thPGI/EP2006/012186

hal ogen, WD 2007/ 079918 PCE/EP2006/ 012186 27
(Cl-C5)al kyl, (Cl-C5)al koxy, (Cl-C5)alkylthio,

é%‘@%%&ﬁyl?@%&éﬁ%@@*’%@%ﬁ@tﬁﬁ (GG lsvgrino. (C6-C14)-

yce- G@ﬂﬁﬁ%h(mf(% ox‘?r c9§h6’0?fmb|’bfhetrﬁ1 cHtBoRd,; carboxy-

n the one hand, on the other hand,
mﬁbﬂtﬂ@cal’@wﬂﬂhﬂng with the nltrogen atom an

Cont afSh a1t R on e aPe I, AoBSdhe L 41 PR3y hand. possiy

fotfhirg aVith £ nitfogeiny atomh G ﬁuﬁ@hbérécﬁﬁnPY(nOB@tWemrahd 8) op-
of the foll ow ng groups: am no, hydroxy t hi

Hgmajbleepnt@@lng;gpgm(ynorq b,gtemgtgmeog‘(tyosen from N, O and S and pos-

%gé’ %ﬁ'@ é%qsté{)y;é’d P&gc}rtelcég m, y%%l‘%‘&“& g )groucps amino, hydroxyl,

thiof | herdgenlo (C=t-CBhalkgar (OAYCS)atieoxyo X YICE- ﬁﬂball@ylthlo (C1 -C5)-
R5. and R6 are independently chosen fr

car boxyet h
ﬁwymﬂpomi/% GHoapdexy. - (CB-CH4anptly 110G RIkexYi oﬁmqy M trifluoro-

TR ARGy C D oo/l k51 e o
( C1- CRpadrid/Réraradndépetdemly-chiosen frpino kg foIIowmg groups:

(C6-C14) aryl (C1- C5) al koxy, cyano, trifluoromethyl,
carbo 1, carboxy- nethyl or carboxyethyl

Q’é@l@bbﬁﬂ%}l d}fﬂdn‘éﬂy?l'éwbsﬁﬂﬁé& Ibtyub )?HFbQ)ﬂ thio, halogen
égrox , thio,” hal og

@?&ka(@hﬁ&)a@)ﬂC5@é+¢d§/)lali‘d$thl@, ((Qjaéclallyylammo (C6-C14)-

?W%ﬁp@@ﬁ%ﬂ@?ﬁ%@%ﬁﬁ) g&%@éztnﬂ%%e%w %arrboxyl, carboxy-

ﬁﬁtb@w@ahyd; eﬂﬁ)ﬂ:Z C20) al kynyl optionally substi | t ut ed
hal ogen, (Cl1-C5)al k

oL cspgr@aiigalkquegyaallwnﬁt 8 oy 510, ky ey dhio, halogen,

f PRk ESfaoRy, S OB o A By GRS (Co-C14)
awmqo;)(@ﬁhglh 4)325I(C { {CKS)@&)oayc cgandylriflaptaroethlyl, ycarboxyl, carboxy-
F‘@?St I tut t;y I@a‘l hydroxyl, thio, halo- gen,

E‘%’ e( C5) al koxy, (Cl-C5)al kyl t hi o,
(CL- CQEQL(B‘ obﬁ@nal @iil’dt@dlby amlno hydroxyl thio, halogen,
( C6- C14 ary kox ano trifluorometh

(Gt 59k, o O@a vy o1 635 oty Boioy Ay S5)alkylamino, (C6-C14)
DR, S TG S35 R Rl satmryy carvony
Aiddeyidr wastsbgpetiiyti no, hydroxyl, thio, hal ogen,

-(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-
boxymethy! 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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(Cl-C5) al kyl, (Ci1-C5)al koxy, (Cl-C5)alkylthio,
(C1- C5) al kyl am no, (C6-Cl4)- aryl oxy,

wQo agr a1 ar yl (CL- C5) al koxy, cyano, trifl uor oneP®/EP2006/012186

car boxyl, carboxy- nethyl @8 carboxyethyl, WO
2007/ 079918 PCT/ EP2006/ 012186 28 - (C6-Cl4)aryl

ﬁgf Ioggﬁ %?%}5' équte Iy%@sr{]&gt%g E%dro%l hytdrr](')xyl thio, halogen,
g@%ﬁémw&dhm alk Cg@ﬂd@obkm thi®, (CGGf:@;lé!kyuammo (C6-C14)-

C1 4?ar C5) al koxy, cyano
arylcﬁch(G@n@ﬂH)aryl(@éﬂﬂjzmoxycgvmytnﬂngtqmethar carboxyl, carboxy-

carb X (d -C13) heteroaryl bearing one or

H’\él h%%yﬁa%ylchosen fromN, 0 and S and
optl 0r(@ﬂ1L<z1§}rké$éﬂobwl%abm 26A6r mtyd hexetoatdrhs @hosen from N, O
hal ogen, 1- CSLaI koxy

amd- &) ahdyIQnﬂoﬁa"XCWQ'éy'f#N@I Vnr%mneoshv,qnvywl thio, halogen,

@?Tﬁ%wghe%%%%&%? 5;? E@ﬂi“"o ﬁ@?ﬂeﬁ)alkylammo (C6-C14)-

AIGBXNEIIEN 4)a1r§)I(C1(@a&b&}lab?lblﬁ@miﬂﬁbmrheﬂhyb pdarboyl| garboxy-
subst ituted by am no, hydroxy t hi o, hal ogen,

(rethytor arhoxyetion. cs) al koxy,  (Cl- C5) al kyl t hi o,

Cl- C5 C

(- LGS DR Gp IRy “SpuBral upiityted, by aipino. hydroey
mbmgldagemar(ao@mamwl (en ea)aummetmt Csv)\?]lkgltt]mtpd (%1-C5)alkyl-
0SSl rmn ar 0 |1 C e

e (CosSiAlantanen (GBre B HgekhRperatn 3iueromethyl,
g% Se| ﬂﬁé%nﬁ‘é}ﬁﬁadérad? %;gghw mor e het er oat ons

ossi bly being substituted
by am R@ amy R6cpassibly Kwrmlngavltbgt@ﬁ cgrizan @naltewhich they are at-

S"{%‘ g%’?!‘}? ;6"%;29&% déCnS l?'s/'\{hel(e%l éggjﬁ)%n%lyacﬁg%nmg one or

Hdré'ﬂ&é@&éﬁ%'cho@éh%' N, (Dataﬁ@)S/ﬁﬁtjh)dssﬁb*li(1 being substltuted by
car boxKet hyl , 20 or possi blggfﬁorm n

ino A YSID g0 NASEST, (G LS BRI lo 8 iy Blaliony. (€ 1-Cb)alkylthio,

fé?%%%/ﬁaqpm%( Cl”(dg? n{&t‘;{%&l ( é?@cg mﬁg?r%S alkoxy, cyano,
(W@é o :@n‘bmwl o_&ébgr)kﬁ;m)aﬁwbozarboxyetr}yl o

SR POBEIPN, TArEE: KRS RarBPN LS pth bR el QARE gsitiue option-
fagsg%hﬁgﬁthﬁétoﬁgy %@%ﬁbbhy%&ﬂ %thbﬁggpggcg{c?a;alkyp (€1-C5)alkoxy,

@1 0Tty o ﬁ@awaymne; {Bobeianybrey (B.Cadaryl(C1-C5)-

eliggr by itorempIn g FordBo e XY Bl Yepboxyat

3RS Arid"ReE' BGEHT sy %ssubﬁfuww@é@tmgnm@tgmprﬂo or =S, the nitro-
di ast ereoi soners, epinmers and pol ynor phs,

gertaiermsoftan betesecycioalkylins heterioand @iour apwbygbeleg substituted by
SeR R Safdl L ©3-C8)cycloalkyl, (C6-C14)aryl, (C6-C14)aryl(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,

in combination with one or more pharmaceutically acceptable excipients.
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in conbination with one or nore pharmaceutically
accept abl e excipients. W 2007/079918

wWEAN/BPRIO6/ 012186 29 2. Pharnmaceutical conpoRCT/ER2906/012186

according to Caim1, conmpPsing a com pound of the
formula (1) in which RS is hydrogen. 3. Pharmaceutical

compoand ' BmaREthEY Hrisertct Reqprilng LRI ketdfgfsing a com-
ipdaaa VT dentdrnutd o enwhichR5 ik Apdrogeh: C20) al kyl  groups
opt| onal Iy substituted by am no, hydroxyl, thio,

hal ogen, (Cl1-C5)al kyl, (Ci1-C5)al koxy,

| | ..
(S5 e S g S50 . ek o
eonipoxivid, of the foeumyag!)hiy wtich R drak Retarg! mdé@erﬁently chosen from

h rrmceutl cal conposition accordi to any one of the
ZQD%lkwsgr%mspppgpm@Iyase%ﬁgemdbuf agypo, hydroxyl, thio,

f
g Odggale A dgé ldd}a Ebms Bﬁfogﬁg Fgcgg@d@?ﬁo (G1:C)alkylamino,
Q@B#@Tm)bmoxyq b&ﬁ C1t4l)mgt(ChyC5)iilkIg@n cyand; eFjuramiethyl, carboxyl,
CB al ko )cycl oal kyl . 15 5.
FY@I B?&’B@!hl{l on according to any one of the
precedlng cl ai ms, conprising a conpound of the

formula (I) in vvhich R5 and R6 are inde- pendently _
chosed. fRlarmacanticalGiorapositibk yacogrding stooamny @nel bfy the preceding

AR s o2 R P ) R, o e

GFd i Fédﬁénfﬂg' ¢HbsehGPoral ) aﬁd |((91<-X320)a|k I groups oEtlonally substi-
aryl (C1- C5) al koxz/C ano, tri-_fluoronet

C6- C1
<(1 Mal@gelmo(@wﬁ)ﬁkylo alkowy ﬁy(C31ﬁﬁ)@ycloalkyl
preferably, R5=H and R6=(C 1-C20)al kyl optionally
substituted by am no, hydroxyl, thio, halogen, (C 1-C
5) al k¥l ,PHdembceuligall éomposiién ladcobding Kyl ahy mne( 6f theéC freceding

| kyl ( 6- Vi |
Zfa%'%agg]@?e;&n@y%ﬁe%%waﬁqgﬁ%@wP (%3&%%@%5 apd R6 are inde-
‘[‘B%F\HQKHW%BBL‘E ‘%'Forﬁairlbé’ﬁﬁ’ E'?deZO QrkngF@uob’ opBlonSly ?ult)?]t(ietuted by

Rar maceut rcal 03|t| n acc one ‘o
angnedhpdroxyl, ahms haifagm i (ﬁh@S&alkyjm()@ﬂlf%)alkdxlye (C1-C5)alkylthio,

B B i SR B oA e TR B o, i

ﬂgﬁﬂﬂﬁéﬂiyprba?ﬁéw %érsokyméﬂwl f Taphoxyehydr ﬁc&dlmferabny, R5=H
claims, characterised in that the conpound of th

fa@drﬁ;@%(q1-)02@)aﬂk\dmnﬂgngllsesmstltuted by amino, hydroxyl thio, halogen,

R EalaM LCent MRFRISTD 206 -SRI e FES)alkylamino,

RCHLERREBEORL ATBEC 14)aryl(C 1-C5)alkoxy, cyano, trifluoromethyl, carboxyl,
carboxymethyl or carboxyethyl, or vice versa.

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

7. Pharmaceutical composition according to any one of the preceding
claims, characterised in that the compound of the formula (l) is 2-amino-3,6-di-
hydro-4-dimethylamino-6-methyl-1,3,5-triazine, and also the racemic forms,
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30 tautoners, enantioners, diastereoisoners, epiners
and m xtures thereof, and the pharmaceutically

waecoeptrant e salts. 8. Pharnmaceutical conpositiBOT/EP2006/012186

according to any one of the&dpreceding 5 clains,
characterised in that the compound of the formula (1)

is (-)-2-amno-3,6- . ) . .

HUILES RANHOMTP afiastRIGOIRIMEASF. epineys; and smixtures, {pereof, and
HehdifadAaNF alQiible oyl OMer S, enant i orrer s,

I'ast ereol soners, epinmers and m xtures thereof, and

the pharnmaceutically acceptable salts. 10 9.

ot ecoli nBnaENaPHAIEaL fmARS LA SEEOTHMEn R S0 B0 dreceding
efairﬁﬁ,e?ﬁé}éaér@.e§l'iﬁ th t(\é)co?n@d'ﬂrﬂpoﬁth@'fo%hléj(lPisAfg)iZ-amino-B,G-
I met hyl am no-6-nethyl -1, 3,5-triazi ne, and al so the

dinydro-4-dimetisylaminnibanethy|-1 énaitiiaziner end also the racemic forms,

e R ey DR oI L’ 4 §RbeurB0 thereot, and
ey raeraddutiehlF acteptableasaitaccor ding to any one of the

preceding clains, such that the conpound of the
formula (1) is in the formof a hydrochlo- ride. 20

11. PRar j b QN i .

the pPocelrfytefieaheShaRshon afadlie) Bh, e of Bsufreceding

alaims séiraratterisad tim ¢hdtahecompouplkiadfrthe fomntiaqél ik y+)-2-amino-3,6-

acceptable salt. 12, Pharpaceuti cal conposjtion .

B rrArmMeS AT InsHE TP a. 3 S g SnB5alap ifigs racemic forms,
rd i h R IC i

e O B o e s sh gy thereof, and

BreA\htaa mmpwd icallyl 8ccdpiiableesadtat i cal conposi tion

according to any one of the preceding clains,

characterised in that these pharnmaceuti cal

Conpogp! PRBFMEEEtHAN céﬁ'rpo%@iidn\’\@@ébraﬂgg f&aﬁg%n@gﬂ tHE preceding

of conpound of the formula (1). WO 2007/079918

plaimsPaudsitet the somppund, of fhafaeawat (l)ciglin dbenersn of @nhydrochlo-

aﬁcordi ng to any one of the preceding clains,

UH&r acterised in that the wei ght ratio of the PPARa

agoni sts to the com pound of the fornmula (I) is

between 1/1 and 1/20. 5 15. Pharnmaceuti cal con‘pofsi tion .
accor a1 nghagnasguticaé cemnasdiopr ageifing tacpay pne of the preceding

c j LR e Sk
FUThS il gl iy e PR oB9R8I s ) FRERER 4 #Brarme.
ek ticHlly icekptablésalPhar maceut i cal conposi tion according
to any one of the preceding

12. Pharmaceutical composition according to any one of the preceding

claims, characterised in that these pharmaceutical compositions contain be-
tween 50 mg and 600 mg of PPARa agonist.

13. 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 compound of the formula (1).
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lo clains, characterised in that the PPARa agonist is
fenofibrate and the com pound of the formula (1) is

W@ 200787%@n8 no- 3, 6- di hydr o- 4- di et hyl am no- 6- met bgT/EP2006/012186

1,3,5-triazine, optionally3itn the formof a

hydrochl ori de. 17. Pharmaceutical conposition

according to any .one of the. precedin 15 cl ai ns .
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hydrochl ori de. 18. Pharmaceutical conposition

according to any one of the preceding 20 clains,
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claim?- sharaetstiseddirm ylatothd- BiPARd ydgomistoisGemetemy from fenofibrate,

1,3,5-triazine, advantagegusly in the formof a

Rearfirate gemfibregl angh gintall¥gté-cal conpositi on

according to any one of the preceding 25 clains,

characterised in that the PPARa agonist is
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(#+)-2-am no- 3, 6-di hydro- 4- dinet hyl am nao- 6- nejf hyl -

¢layms, chargsteisedo it i’hﬂﬁaﬁhfeyslc’ﬁ%@gpaﬁh'%ffeaoﬁb'yate and the com-
laLi Phagmpceutical & h i -
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W8, 8Hriazine,uoptidradly i theofosin afdarhydeichktriden, i n whi ch

t he pharnmaceutical conposition is a powler, a coated

tablet, a gel capsule, a sachet, a solution, a

suspeqi OPhaFmate Rt %bﬁibos%#@%r@iﬁ%gtb%ny one of the preceding

PCT/ EP2006/ 012186 32 21. Use of a PPARa agonist in

clairhs nebaractetseld o tatgberdPARt bgohist is bekafifrale @nd the com-
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medi ci nal conbi nation for the treatnent of and/or
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arterial hypertension, and nicrovascul ar and

macrovascul ar conplications, for instance .
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1,3,5-triazine, optionally in the form of a hydrochloride.

20. Pharmaceutical composition according to any one of the preceding
claims, which is suitable for oral administration, in which the pharmaceutical
composition is a powder, a coated tablet, a gel capsule, a sachet, a solution, a

suspension or an emulsion.
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t he PPARa agoni st is chosen from fenofi brate,
bezafi brate, genfibrozil and ciprofibrate. 20 25. Use

w@eaeondiong t o any one of Clains 21 to 24, charpCl/eP28&€012186

in that the conbination is2as defined in Clains 16 to
19. 26. Use according to any one of Claims 21 to 25,
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30 22, Use according to Claim 21, for the preparation of a medicinal
combination for the treatment of and/or preventing non-insulin-dependent dia-

betes.

23. Use of a PPARa agonist in combination with a compound of the for-
mula (I) as defined according to any one of Claims 1 to 10, for the preparation
of a medicinal combination for the treatment of at least one of the pathologies
associated with insulin resistance syndrome, chosen from dyslipidaemia, obe-
sity, arterial hypertension, and microvascular and macrovascular complications,

for instance atherosclerosis, retinopathy, nephropathy and neuropathy.

24. Use according to any one of Claims 21 to 23, characterised in that
the PPARa agonist is chosen from fenofibrate, bezafibrate, gemfibrozil and

ciprofibrate.

25. Use according to any one of Claims 21 to 24, characterised in that

the combination is as defined in Claims 16 to 19.

26. Use according to any one of Claims 21 to 25, such that the admini-
stration of the compound of the formula (I) and that of the PPARa agonist are

simultaneous, separate or sequential.

27. Kit comprising a compound of the formula (l) as defined according
to any one of Claims 1 to 10 and a PPARa agonist as defined according to

Claim 15, for simultaneous, separate or sequential administration.



