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WD 2007/ 079915 PCT/ EP2006/ 012183 1 USE OF TRI AZI NE
DERI VATI VES FOR THE MANUFACTURE OF A MEDI CAMENT

WOl NB®IAs Cl CATRI SI NG OR ANG OGENI C EFFECT  Fi p¢DEP006/012183

the invention 5 The presentiinvention relates in
particular to the use of triazine deriva- tives or

phar maceutical |l y acceptable salts thereof for the
ranu iU QFe TBIAZINR DERIVATAVE SHEORAEHE MANARAGTHRE OF A

one PEFCAMERTIAGING A CICRTRISATS ORANGRIGENIC FifeecT

cicatris on of "wounds oOr re eren
types of tissue generally depends on the

roliferation of new epithelial, endothelial and con-
E@iﬂ@ﬁm ON|t thus involves a series of
co- or & k e ; .
ot ar qBg BEcehfimenfon FRlt e PR eHeSuse 1ot TziRE deriva
tive® op pharmaecutaally @roceptatiie dalls sesrsotforthe masufactuoe ©f a me-
i.nsuffi c}ilenc%, artter.i tis,, diabetes an 15 even
dicamgnt hayinda cieatrising apgdi ANao9qNic et eetmat i on of new
bl ood vessels fromthe pre-existing vascular network,
is essential for the growh of any tissue. It takes
geabeical backgroand a, i n damaged tissue during its
cicatrisatign. |t is well known that disrupgion :
ang: ogbrausanisation P Tnes Of el P tstEnEiypes of issue
BRRErlySEasls BN th¥i prdliraforrief e@W 8pitedia! endothelial and con-
vascul ari sation. Many bibliographical data show, for

areliys dssue. Itttk involveshatsasies efheo-gpfieateghesliudar and molecular

8 Sfie5 i b Teldiied lafeuiey B3 ERBRAG biruetisifak 33Company
tbfaipnsiotractadadiseasds, suchmstvansus ngsdfficiehbp ahertissdiabetes and

of the peripheral circulation are one of the many
exeQeeeapythgari®® i nduced by hypergl ycaenia (diabetic

m cr oapy &e%?s@attllﬂé()fornﬁ‘tforpgfhgﬁcﬁ%ﬁC\ﬁgssgﬁr 6 the pre-existing

current i/ of fers many topical preparations
vascutae ndiwbrk ois essentiat &rrtheggromth of angdisdse. Itrtapes place, inter

Bl A bapbi5 b g FE s R M P 7% Siupton of
BA§RGeABSisIB idsBosibRF withaRe dé?/eﬁaﬁhﬁféﬁtaéfrfnﬁﬁ? ‘%fiﬁeas"e@eih%lving a
ci catrising property. The protect wounds fromthe

deregulatitmef vastiularisajione Manydsibliegrapbicekgatiacshivesfor gample, a

Lt R HapleeE B Abcafafe B CRTRT oS o RPHBG| qbriBoenesis

pot Saseef diapedits. & urthdrehore Xit i &ell lddeahighted ehdtthe Whdothelial
' gl ycerol, etc.) to which are added_acids

jelly, glyc 3 . ]
cellg censtitating the binad, yessaleiof the perahew@l £écylption are one of the

Rl s g0, G Rkl OaMAE? o

pathy). The pharmaceutical market currently offers many topical preparations

recommended for the cicatrisation of wounds. In point of fact, their action results
from the complementary nature of the various products of which they are com-
posed and which gives them, to a certain extent, their cicatrising property. They
protect wounds from the surrounding medium by means of an antiseptic dress-
ing. They stimulate the development of vascularisation and regulate epidermisa-
tion. These topical forms consist mainly of a lipid mixture (lanolin, petroleum
jelly, glycerol, etc.) to which are added acids (salicylic acid, benzoic acid or
malic acid), minerals (zinc oxide or titanium oxide) or halides (starch iodide).
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Certain preparations also contain collagen,
fibrinogen, serumenzymatic proteolysate (supply of

wa@eooio7eacs ds) or alternatively vitam ns (vitanP@r/RP2006/012183

hor nones (4-chl orot est ost erone acetate). A ponmade al so
exi sts (Madecasol (D tul gras from Laborat oi res Syntex),
5 the cicatrising,.acti of V\:hC vi ded by the .
Sddt £ CaRagt PESHATSIGNS B0 Fonted Coladest SBHBSSER: Serittagnzymatic

?I&@bfy@ﬁfes (ip éil@%fpérﬁmo %Hs?'éraaﬁéh%v&lgt (lﬁraf?ﬁlﬁk (V|tam|n A) or

hese “conpoun exert their property by
hbembnes%chmmestﬁsterooelang&ate)md of

o e B PaRee SRRt enasotd fulies 3RS LG RpiRs syntex),
0 ez atriviig @BBoRof tvI?IﬁcI@ %Ié\ﬁ@éd B?&h@fadiilﬁ&ﬂ?bﬁé ﬂnb@ﬁre of three

in the appear - ance of kin COIT'p aints, such as ul cers

trderpanss thza@mmﬁomerm pEthenplapicente/atasiatiop (JCEA).

leea TS e itdlhige e RGOS SRl R BT ness o

comiden ant off g@tosérﬁuda@m"arﬁt iHoweNer! Bfedenerithctenmaliealso give
hypogl ycaem ant properties of and preparations derived

fisete cpntach a|lergicsoin Rate@Mfsr mul a (1) have previously

UnexpRat g sl o ot BRoemiedions 1 820pRh 5 inthe appear

ahes of sRim cafiplaints, d&;choas pleersioresitdrcalcbyolcrebtidlapgioderma-
salts thereof, al so have icatrisij n and/ or
LHg) 8BS ralinge ’m WS WSICIE‘ E%“Vc?ﬂt'?” meqiepRbtspHsed for the

f I
rgrb?rﬁuﬁﬁt IIIQI'é eegvﬁ\:r% I%Izt ﬂ&@{éd@&lwﬁr& or i, NgerF‘g aNxN -

R6 25 (1) in which: Rl, R2, R3and R4are
iDndePe.den .chosten fromthe fol | ow ng groups: -H,
ally substituted by hal ogen,

Cl- I I , -
(o STB ek e, eyt aro FEsERee o som i

epinesrefithe fetmula (lubave lpyemmsjgéaeen(dgsou@pdl Inyﬁ R & §04 113 and
WO 01/ 55122.

Unexpectedly, the applicant has now demonstrated that these com-
pounds, or pharmaceutically acceptable salts thereof, aiso have a cicatrising
and/or angiogenic effect.

More particularly, the invention relates to the use of derivatives of the

general formula (I) below:

in which:
R1, R2, R3 and R4 are independently chosen from the following groups:

-H,

-(C1-C20)alkyl optionally substituted by halogen, (C1-C5)alkyl, (C1-C5)-
alkoxy or (C3-C8)cycloalkyl,
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(Cl-C5) al koxy -(C2-C20)al kynyl optionally substituted
by hal ogen, (Cl-C5)al kyl or (Cl-C5)al koxy 5

WO @3T8 Tycl oal kyl optionally substituted by PCI/EP2006/012183

(A -C5)alkyl or (d-C5)- alkoxy
- het er o( C3- C8) cycl oal kyl bearl ng one or nore
het er oat ons _chosen from and S and option

subst (G Caotikem - capanalyi sybspietectapil Raipgen.  (C1-CE)alkyl or

;ﬁ)og?yl (Cl1l-C20) al kyl optionally substituted by
m no, oxyl, io thio, halogen, (Cl-C5)alkyl,

(C1- CSIGP_JGEQ)aIkyﬁZ)H— Gpriah&ly tsubstitut€d - 6%) haloglen, af@1:€5)alkyl or
E ryl oxy, (C6-Cl4)aryl (Cl-C5)al koxy, cyano,
¢i1G28 thyl, carboxyl, carboxynethyl or

;%r 28)@‘?2 kﬁ}'yf ét hi oi ?1 I%gg%tlt?@- L%) S(PE%?)EHM%PXCLC&-
alRbxy¢s) aI koxy, (C1-C5)alkylthi o (Cl Co) al Ikil am no,

C6- Cl14 Cl4)a Cl-C5 0X
Cyano-hatpraEaar S T Bartad it CaFIois petaigBtms ghosen from
RRICPaNY & ad oRtléﬁ%lhﬂé@)d’dlﬁitSH%@/r(ﬁ1 @S?eﬂ Oyl%r‘{(lq @5%%)@3/

het er oat ons chosen from N optl onal

subst HGH-€d4mryKGi {e20) Iaikyi aptionatiyi wbs’méultegehy amlno hydroxyl,

18 ol -SSR TNl BRI, (c1-coaliyt

éﬁ;ﬁn@' 4{t6t&h4félry|6§9 al(@examw(m -03)alkbuer g}@hbyl trifluoromethyl,

car ox?/ carbox?_/.mat hyl or ~ carboxyet hyl,
sarbonyl, sasbmemethyrer Gasbexuetid, on the ot her hand,

bl i
g, OEBar DB iyl "bRhheas, S, ydh %‘@”‘W’e“abge”
(xr:mﬂ)audyet (@ DO aikogN0EN-CB)alkylhic) (@LCS)alkgantso,2%C6-C14)-

Iy bei ng .substituted by one or re of th
BDIP DI (o5 BRI Ark gy o PR, TBramethu. ooy, carboxy-

C5) al k Cl- C5) al kyl t hi o,
P oy 'ﬁz" D e Sy aryi ony e

( C6- G(@1a€9 Blr@emmmem’mg @nemobmare ineteroatorss iehbsen from N, O
Ateneanst pronaIL SEpeYris PRETER Sudeyy Bifebaicgeh, f1-c)
amyl (G- @Q)@W%I (OJPCEMWIihYo ég@i’ﬂ@$)\éll§4’arﬁbhoa"'((r@c14)aryloxy

al ogen, al kyl C5) al koxy,

(ﬁ%am{(ﬁi—ﬁﬁaﬁlk@m Qg{gp@; mﬂmmthxlcgar@pxyl Wgrboxymethyl or
BABEIEMIE) | (C1 o) al koxy.  oyano, 111 11 vor omet hyl
car boRyl and-R2bor the eEhdndoand ®Dand ®4)yn, 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)alkylthio, (C1-C5)alkyl-
amino, (C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl,
carboxyl, carboxymethyl or carboxyethyl,

R5 and R6 are independently chosen from the following groups:

-H,

-(C1-C20)alky! optionally substituted by amino, hydroxyl, thio, halogen,
(C1-C5)alkyl, (C1-C5)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino, (C6-C14)-
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- (C2-C20) al kenyl optionally substituted by am no,
hydr oxyl, thio, hal ogen, (Cl-C5)alkyl, (Cl-C5)alkoxy,

W@ an7eapas kyl t hi o, (Cl-C5)al kyl am no, (C6- Cl4)PCHEP2006/012183

aryl oxy, (C6-Cl4)aryl (Cl-C5)al koxy, cyano,
trifluoronethyl, carboxyl, carboxy- nethyl or
car boxyet h (C2- C20) al kynyl optional ly substituted

Bylex. r6:5- éﬂébaﬂ&W -Ghladioxyaicygeo, trifluctorasihy kgarboxyl, carboxy-
E'%F“@J alflg&gy%etﬁ 1- C5) al kyl t hi o, (Cl- C5)al kyl ani no,

(C6-C14) aryl (C1- C5) al koxy, cyano,
tri L| L(@ZOGEDWIkenyt@btiowﬂly sthw byl amirgd, yldrexty!, thio, halogen,
car boxy

iyl Corkad miar S8l (GCsTalkgamino, (C6-C14)-

%@%g@i%g%ﬁcﬁ%@& X) a&%o@ﬂ%ﬁ%mv‘? carboxyl, carboxy-

(T@hﬂﬂ)wlybxy@lh;ﬂﬁ) al koxy, cyano, trifluoronethyl,

CPet erbecS2BEIBT GaligRIBHISS Y Sy Rdrol, thio, halogen.
ggﬁ Lt E! <<E*;@§§n§'nk§%>"’"50*0 af@fln actﬁa@l@t)éw@h#.m (C6-C14)-

bst1't ut ed dr ox

616X (816«GH 4)4rgh{ C C8) S)lakmxy, cymlo,diy‘labkqmaﬂnyb carboxyl, carboxy-

al kyl am. n (C6-C14) - aryl oxy,
E’éh@i %”f @ih@S) al koxy, cyano, trifluoronethyl,

car boxy)3-C8 y%faam |raiiti@)ﬁbnprsu@@fth@wgyhaﬂmno?%ydroxyl thio, halo-
14) ar%‘/al op tlonall substitut ed

lgzar o>(§2|1 -Chlaligy], ha‘.Cdg@ﬁ)alkqw:L c@hCﬁ%leltm CE§ar&S)ajkylamino,

gféh @QHF&} mg W&&#ﬁa@@? cxéﬁﬁ Wf@oromethyl carboxyl,

taioxymiethy torarbsee carboxy- methyl or

car boxyet hyl , Cl- C13) het eroaryl bearing one or nore
het er IRIBFA{CAHG )@MC'P?H‘M' Reating pnepfamare heteseatsngichpsen from

Cl-tcgbat Sldehp 6?? p Qﬁﬁ’l ed w %g}ﬁ'ﬁ?l ﬂgﬁﬂaxgl thio, halogen,
(m—@akyky((amﬁ()alk()ﬁﬁ CCLZl)Cw)y:II«ykmo (C1 CS)aIkyIamlno (C6-C14)-
LR AR B LS8 L BIAREBTE! Sboy, carboy-

ﬁ@h)@%ﬁ)@wé{)@}h@) al kyl optionally substituted by
am no, hydroXyl,” 30 thio, halogen, (Cl-C5)alkyl,

( Cl- CHE&-Qa4)ary| optiasyllyl Rybstituied byiaramipal ydroxynihie, halogen,

fﬁﬁgﬁéb‘gk G B (T eDERIRI AL gk 8RN0, (co-C14)-

Y(EBEH 4) NN OL3)BIIXY D chsdd, EinfBfdrAdthyB Scarboxyl R5arboxy-

possi bly forming with the carbon atomto which
meé&yyla}r@armxv Mdd an m menbered ring (m between 3 and

D oSEMCHIGH SR B0 S ReRSESLAL e fom . O
bpd 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-C5)alkyl 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, carboxymethy! or carboxyethyl,
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am no, hydroxyl, thio, halogen, (Cl-C5)alkyl,
(C1- C5) al koxy, (Cil-C5)al kylthio, 5 (Cl-C5)alkylam no,

W@ a7 a1y ar yl oxy, (C6-Cl4)aryl (Cl-C5)al koxy, CcRER®BP2006/012183

tri- fluoromethyl, carboxyl3 carboxynethyl or
car boxyet hyl, or possibly formng with the carbon atom

2, CL0; CB8 ROl Sl Sl iy S s ety P51 WAER they are
T e
mgmetema‘tdmerdmsehyI’rR%m;:Nr toapd,S @ udbpogaiﬂgft;dmg)rsubstltuted by
%gﬁvp@ﬁé@rp@ {3, Mw%&gf&%galkﬁ 18455 |kod& (G 55)alkylthio,

¥ I I er | -
e? ‘;I]E:g gﬁgﬁ?ﬁ‘lgt g(d@dBEM%re/ClSl @ %1|4§Hr9%@1@§)%‘|l@)&9 cyano, tri

{lasroa®tbyk cathaxyl, caftmpeyonethyl g QarboxyethyI

FBpSthb Yoling winufrcaroBh e IR Biic s option-

II@%DBétﬂQte‘HJH?Ia‘ﬁnlnoeﬁydW%Wl aRig, ﬁb?ﬂg%he%Cﬂf%)@ﬂJyI (@IdC5)aIkoxy,
t he (g}ar maceuti cal I% acceptabl e salts thereof
a

(Gt )eII;aIthpI o b€ M@n@aﬁedﬁmﬁoftm@m o(é?t&CQAI@vI (C1-C9)-

r e
BT R AL oot SPGB TR ERES Sy
RE ahdt R6 tbg@@er@@passualycne@r@émwg th|@| PoUpayO @rr S the nitro-
tetrahydr oup. The term™ yclic

I
pep miem a%r o mg;a liod 5 hederogpy! .%%m WSS@%%? ing Lﬁu@at'tuted by
é?@?ﬁ?&I%BEIId@-ﬁ‘%/s'%ﬂ'%ﬁﬁmeﬁdﬁgﬁ S YRR 1-CRalkyl or
{O&-0®acyllggo@p) is that in which R5 25 is hydrogen.
(1 'Sl A i SR ot ! Aiffefeoiomers
abpRerso awel ﬁIIxﬁIra@y Aefedt! A efle@phBBERURANPdattdltable salts

(m between 3 and 8) optionally containing one or nore
ﬂwetbfoatorrs chosen fromN, 0 and S and possi bly being

subst ﬁ%l Byef?ﬁr}ﬁ%&{ h%r% &edﬁ%é&f °|\)w3qMé g ﬁ%%?rys[fr?g and/or

gg@g mc(éfﬂedt:S) (Cl C5) al kyl thi o, (C6-Cl4)aryl,
14) aryl ( C5) al koxy, or formw.th the car bon

at om Eheﬁ@rm:am rﬂ&@nmreﬂ.rmgrf@weqévydﬁﬁ.amalﬁﬁyln particular means a

BB bty A8 Ly N ] B GBany v
PCT. / EPﬁéflsr‘rﬁ;ﬁbﬁ(gyclﬁ: gmglpi:ﬁormeq/ogy HR®,and R6" means an optionally
b b o BRas OBl SIURAL in pertiowty s residue.

car bognke, pAAEGAK YrEip B c@fnp@ﬁhBQ)@fQﬁ@)’érmulé\'mtl@%at in which R5
parti cul ar group “of compounds of the fornula (1)

tshiadrogemhi ch
Another particular group of compounds of the formula (1) is that in which

R5 and R6 form with the carbon atom to which they are attached an m-mem-
bered ring (m between 3 and 8) optionally containing one or more heteroatoms
chosen from N, O and S and possibly being substituted by one or more of the
following groups: (C1-Cb5)alkyl, amino, hydroxy!, (C1-C5)alkylamino, alkoxy-
(C1-C5), (C1-C5)alkylthio, (C6-C14)aryl, (C6-C14)aryl(C1-C5)alkoxy,

or form with the carbon atom a C10-C30 polycyclic residue optionally
substituted by amino, hydroxyl, thio, halogen, (C1-C5)alkyl, (C1-C5)alkoxy,
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R5 and R6 are independently chosen fromthe foll ow ng
groups: 5 -(Cl-C20)al kyl groups optionally substituted

wW®00a0799e5 hydroxyl, thio, halogen, (Cl-C5)alRgI/EP2006/012183

(Cl- Co) al koxy, (C1-C5)al kyl€hio, (Cl-C5)alkylam no,
(C6-Cl4)aryl oxy, (C6-Cl4)aryl (Cl-C5)al koxy, cyano,
trifluoroneth

boxyl ,. hyl
ecam@wwp s EBalky mina, (RB-Clbamin: (§6:C14)ani(C1-C5)-
ea%pat -
groggs optT (lt)rﬁl@y SM{%%BQ gar% Y@géhﬁgkgmwyethyl'
( C1- CApetheylparti¢ular Gougd kb&qmpou(rdBoC&)e:fmhmm ki lis that in which

B and BB /e dntdieridenty oonaera e fibweag arape.

(CLl- Gl é%élkyl(%%Rg@ S&Iﬁéﬁéﬁlgk!hbé}ftutédcﬁ V§ﬁ1ﬁ1'7b hydroxyl thio,

Pref erably, are |1 ndépendent | osen fromH

haldgens (CCSalkyll kW1'@f5)ai59tht(Cdﬁ@5)%?k)th i(€dt&o)agylamino,

R aties, et Tl R Ruo chysd ety carboxy!

6%b§}ﬂm\ethﬁfo‘x‘|c@¥b’oxy(e@ﬁﬂ0 4)aryl (Cl - G5) al koxy, cyano,
trifl uoronethyl, carboxyl, carboxy- nmethyl or
car boRyaferaly, it eR@: eR3r anfy R4RsES: independently chosen from H

55‘3 Glir 2R i BhRopy. BRI ° By YelBehy (G 1-Coralkyl

g a%)(?'d?ﬂ(lih()&)cy(diﬂalﬁiﬁ) ahdrel preferably, R1=R2=H and R3=R4=

| :
GTHOR0AbHb Ry hallyaPBSMIEde Y iAlgoRt ngt 1 Bs)akY . (C1-Co)alkony

sa. A nore particular group of
rrpoungélgé{l#(ypﬁ\xi:& %21 (I') is that in which Rl and

R2 ar Preferadilyy | R§r amd aRd meamuﬂ@@ndeptlgs@hbsan from H and
@%ﬁgé%iaaky' sgo%ﬁ??@mﬁa&l sy sd 4 g Eﬁmroxmma halogen,
%NC%aiR’yl W 2069 7%5@&%%05@ /012 N'Ia"hh&tgcs C14r

aryboxy, CCR-S1A)aryl(G19195)alkoxy, cyano, trlfluoromethyl carboxyl, carboxy-
methyl or carboxyethyl; more preferably, R5=H and R6=(C1-C20)alkyl 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.

A more particular group of compounds of the formula (l) is that in which

R1 and R2 are a methyl group and R3 and R4 represent a hydrogen.
Compounds of the formula () that may especially be mentioned include:

Formula Salt
H,C” \"’ \"/ 2
1 :Jf” HCI
H: ' ’
CH, . CH,
2 H,e” Y Y “CH, HCI
"N
CH,




NNHGCCH3 CH H4 HCNN"N'NH NHOQ O CKN

NH2 Methane- 5 ""C~ Y Y, sulfonate N NH CXCH CH3 H
W@2N7TM99NH2 H3 T T NNOH 6 H3C CH3 H W ' NHXCT/EPI00&012183
IN'"," T , N> 7HCOHHHKI CH3HHHIC NYN | CH

NXN HBCCH3 $ HOO CH3 HH HCN /NN CH TN TN
CH3 9 H, CxCH, -HCGl—CH3-H

. 2
|y
Heoch,
H,C” ?
4 T Y' HCl
CH,
- N NH, Methane-
5 <Y sulfonate
N><N
HC” ~CH,
- 2
'y
6 HJCMOH
id 2
ey
7 HJCX/\/OH HCI
. \/\
L Y g,
N N
HC” “CH, Hel
8
?Hl H H
N _N._N._CH,
T
3
9 He”<cw, HCI
S S
N HCI
10
¢t H
N_N.__NH,
H3C 1 I
N N
HCI
11
OMe
H,C” 73 ?
N N
HCI
12
OH




HCN 'N "NH2 a TTNN HC 10 CH3 HC, N T "N'NH2
Ha TT N NHC 11 CH3 H C N'N'NH2 H T TT N N HC

WA 20006879 2007/ 079915 PCT/ EP2006/ 012183 8 CH, PEI/EP2006/012183
HCN'"N'"NH2 NN 13 OH GH3 HH 14 H3C N "rNY

NvCH, NX N H3C CH3 Funmarate CH3 H CH3 15 H3C N ,

NYN CH, HCl XN HCCH3 CH3 HH16 H3C N'N ' N, CH3
HCI N N CHy
N N NH
H,C \If \"/ 2
13 N N
OH
14 A A
N><N
H,C” ~CH,
Fumarate
R
156 H,C” \l\'JI/ \',]: “CH, HCI
H,CXCH,
16 H3C‘ \f \"/ \CHJ HCI
N><N
H,C” TCH,
2 D
N N N
7| MUY
H,cxca, HCI
18 HiC” \N.r WnN’ : HCl
Y
CH,
H,C CH,
CH.
CH,
19 CH CH
HSC,N\],/N HCI
HN 2N
H H Carbonate
N N _ NH,
20 7YY
?HJ H
H,c'N INI D
21 NN
A
CH, Carbonate
Moy w
H,c’N N N‘CH,
22 N K HCI




H CXCH, CH H H3C.NT
CHH3 H 18 H3C
W@R)07/0®91CH 19 H, ¢, NYN HCl
/ CH H 21 H C-N

NI

22 H3C NYHY" CH3 HCI

PCT/ EP2006/ 01
HCl 0 H3C OH

Ni YNH, HCl

"NYN 17 N XCN H HC
Ny NCH3 H CCH CH
HN'N NH, H H Car bop@I/EP200€012183

H 3C

IN° "N MNY N CH3 Carbonate CH3H H
o WD 2007/ 079915
2183 O CH H H 23 H C N-Y NY N  CH NN
CH 24 CH+ GH HC HCN NHN |[N NH2
H!C,N N N _-CH,
23 1x
ij HCI
H,C i
CcH OH
24 ¢hy P HCI
N /N
H,C I\rN
NH,
HCI
Moy ow
26|  me” \ NnN e HCI
CH,
sy
NN NH,
S Y HCI
27 EjN
A
¢y
s HJC,N\ENmN/NHz
Q HCI
OH
T
N N NHz
29 WS
N>ﬂN Carbonate
R,C
CH,
My
NN _NH,
30 e \N'( \'N'/ Carbonate
CH, CH,
?H° H
31 Y
6 HCI




0 OdCH OH 25 CH, HC NHC"NOHd HNT /N NH2
OHH, ,/HH 26 H C NS (NCH, HC 'NT CH, CH3 H
WO3@7My99ns ' NH2 HC 7 NN\ I O CH H H CoT/ER2606/012183
NH2 28 N N Q HCl CH HIH CN '"NYNH2 29 N N H3C-
Carbonate CH3 CH H N 30 H C N'N'NH2 Carbonate CH,
CH CH3 H ~NyN__"NH3H C = 31 NeN-HCI WD 2007/079915
PCT/ EP2006/ 01218 CHy
N N NH
H,C ) I ?
N N
32 g’
Carbonate
CH,
&M H
33 HJC,N INl NH,
NN HCI
oy
H:C,N\lrn\lrm«lz
34 " para-Toluene-
sulfonate
cl:H’ H
35 ”!C'N\IrN\ﬂ/NHz
HCI
he>em,
OH
36 H’C,N\'LI/NmN/NH,
FI para-Toluene-
£ F sulfonate
CH,
o
37 TN
para-Toluene-
sulfonate
?H’ H
38 g o
fﬁ HClI
[e]
Gy
H,c’N 'NI NH,
N N .
39 fj HC
N
Ch,
?H’ H
HJC,N N _-NH,
40 T
HCI
“ 0
?HJ H
a1 HJC,N 'NI NH,

para-Toluene-

sulfonate
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10C | H H HCN '"NYINH2 NN 32 f/J7 Carbonate CH,
" H 33 HCN "NYINH2 HCI NVN CH3H H C N ' N~NH,

W@200TM7998F a- Tol uene- sul fonate CH, H 35 H, C NYQUI/EP20064012183

TINHC HCXCHCH3H HC M "N "NH2 36 NN F
par s- Tol uene- F sulfonate CH3H N NvNH, 37 H c~ Y ~i N

Par a- Tol uene- sylfonate CH3H H C N NY,NH3-38 N N O
HCI 0 CH3H ¢y
N N NH
H,C 2
42 nr
H,CI HCI
H,C” ~CH,
?H’ H
N N
H,C \“/ \"/NH’
43 N N
CH
\I:f ’ HCI
CH, ]
&M H
N N NH
H,C ?
44 TN
I HCI
HC” “CH,
. para-Toluene-
NN N, sulfonate
€Y
45 N N

and more preferably the compound of Example 18.

According to yet another preferred embodiment, the invention relates
more patrticularly to the use of compounds chosen from:

e 2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine
hydrochloride

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

¢ (-)-2-amino-3,6-dihydro-4-dimethylamino-6-methyl-1,3,5-triazine
hydrochloride.

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
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-
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HOC NyNYNH, 39 nNHC NCH3 CH H 1 HCN'NA40 TTN
TINHC ~o CH4H HCN "NY, N2 41 N~ N

w@ar3AHTolsiene- o sul fonate WD 2007/ 079915 PCT/EP2006/012183

PCT/ EP2006/ 012183 11 CH3H12H C' N "N~NH2 42 N N H, CX
HCIT HCCH CH3 H HCN 'N "NH2 43 NN "~CH HC

ﬁ%.rgc 13&’ e;ﬁlg)%p[%m,\p&lﬁﬂ sééq:lp ng?lgmtartal\_ﬁccagésa%' para-toluenesul-
fonic acid. Hydrochloric acid is advantageously used.

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

By way of example, the following chiral acids are used: (+)-D-di-O-ben-
zoyltartaric acid, (-)-L-di-O-benzoyltartaric acid, (-)-L-di-O,O’-p-toluyl-L-tartaric
acid, (+)-D-di-O,0’-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.

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
() 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.

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 enantiomers of the compounds according to the invention and the
process for separating them are especially described in patent application WO
2004/089917, the content of which is incorporated herein by reference.

The present patent application also concerns the polymorphic forms of
the compounds, as obtained according to patent application WO 2004/089917,
for instance the A1 polymorphic form of the salt (+)-2-amino-3,6-dihydro-4-di-
methylamino-6-methyl-1,3,5-triazine hydrochloride.
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45 N N and nore preferably the conmpound of Exanple 18.
According to yet another preferred enbodi nent, the

wo pwer99eh rel ates nore particularly to the uBET/BP2006/012183

conmpounds chosen from 5 13

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

azi ne_ hydrochl ori de

(+) - 2ThaPresest B'WQPW%I plsoelgtasde ﬁ'iﬁ attien aotymmm fermszofdhe com-

poOAGE N B S Bpg fonm of e sl (Ao G avero4-
dlmét&ylamanoéﬁan‘lejhiyldbﬁlﬁatrlaime HMocbmdenMidf camée pr’epared as

&rlventl on of the formula (1) as defined above,
WS i ng a sufficiently basic function, or both, my

I ncl Uﬂgphﬁﬁm‘éf&l{/ %ﬁBf‘fHé‘m fBﬁﬁbFE&%llﬁylé%' é’re%%@é’lrﬁw ml of

salts organi t m neral aci ds he purposes of

tl meoirieCEatt r0|om/ Mpenatunm dheaiear sniumm pbtmtnecgls I&fi to evaporate
ar ma eut| cce e salt
g | ergeﬁ hgeoﬁ Bﬁﬁeaqwstalllses

hon- t%é%h@?@été’ﬁé‘éiiﬂd i%aééribrﬁféﬁq{%} abI e or gam c or

inorganic acid. Such acids iIncl'ude acetic acid,

bEﬁz@wmtfmopyam d, benzoic acid, citric aci d
car bopbg..lgeg:\géctg}g?nesul fonic aci d, fumari c aci d,

gl ucon amc acid, hydrobromc acid,

hydr ochlcps epastral. rebakitivh aci d mandel i ¢ aci d, rral iC
acid, 20 mal eic acid, nethanesulfonlc acid, mucic

aci d, - B21SCABS aci d, panpic acid, panto WO 2007/ 079915

PCT/ EP?(%(?_Q ind horic acid,

succi ni ¢ aégég%?ﬁalfjégu%ﬂg@{e haz;\(?}ﬁ‘ A%\?E&?@I uenesul -

f oni c- Joi evaliryter thehihterisity afitle iR mhcwﬂttlagdﬁbsﬂexctnaswdre normal-
The |nvent|on also relates, to the chiral salts of the
b*@ﬁ'me nectesisation inythe mpestral )’aﬁ‘ﬂ;eed‘%PQr‘%Q% &"?se;?&r ap; dpsorption

QE h]ﬁnracermt es. 5 By way of exanple, the follow ng
Iral acids are used: (+)-D-di-Oben- zoyltartaric
aci d, P¢egdjusttiendbvwasperformed:ari c aci d,

(-)-L-di oluyl -L-tartaric acid,
(+)-D° 8 1-d“g>og)§o|uy|¢-tartaric acid, (R -(+)-malic
acid, . o) -60-0reml to.@sid, (+)-canphanic acid,

( ) canphani c _aci d,
(-)=W: 1' Ai BdBht hal en-2, 2' - di yl hydr o- genophosphoni c

d, h d,
e BBy L, () camphor o 86
(R) - (B}ul&rﬂ@-yllqmr opionic acid, D-(-)-mandelic acid,

L-(+)-man- de|lé acid, D-tartaric acid, L-tartaric
aci d; ezswtaé'%ip F O two or nore thereof. It will be

appre @&%q e gRfvounds that are useful

ré&ﬁhtl&
accor present invention may contain
asyrm&ﬂﬂ@ mWent res. These asynmetric centres

- 1000 scans
- focalised
- aluminium crucible (analogous to method RA AA21505)
- To evaluate the intensity of the Raman bands, Raman spectra were
normalised by vectorisation in the spectral range 3600-200 c¢cm™. Pre-
adjustment was performed:

- s: A>0.05

- m: 0.01 <A <0.05



may be, independently, in Ror S configuration. It

wll be clear to a person 15 skilled in the art that
we@esvarmtonpounds that are useful accordi ng tPCT/ER2006/012183

inven- tion may al so exhi bil¢ geonetrical isonerism It

shoul d be understood that the present invention

i ncl udes i ndividual geonetrical isonmers and

stereoi somers and m xtWir 8s< 8r eof , i ncl udi ng racenic

U%We‘?%r 9f iﬁ&gﬂgHzﬂp{ f the formula (1) above.

| somers ofa tqns type can be separated from m xtures

t hereof by applr 2iffeatometer DFHDDBrtkemAXE) known

processes, for exanpl|e chropatogra ch- _ni gyes, or
recrystal | i sati bn red@tiondeese §g1t% 'é?‘é"ﬁ?é‘})g%@éo mA)

separately from ' Ry MBS of their
i nt er medi at es. Fo?ﬁ?hgmﬁé}#%@ses eof this text, it is

under st ood t hat =t HReteatdramsensitit@positioare i ncl uded in
the nmention of a given group,,K for exanple

thi o/ mercapt o of FIHMBRLMRPAFRFAMAPhe enanti oners of

t he conpounds agc ' thacbgvention and the
process for separ %@gq?ﬁg?né]areg ieas/peci ally descri bed
in patent applicat$tage\Wadthz @08 089917, the content of
which is incorporated herein by reference. The present
patent appl i cat F orMegswingiwefstage:He4 Sol ynor phic forns

of 30 the conpoungds bt ai ne. [ to patent
appl i cation WO iogﬂ)q%@%acﬂ}n%rgis%g%gg@ézrﬁﬂe. Al
pRlsyer phic formof the salt
xlg-) - 2-am no- 3, 6-di hydr o-4-di -

tfagMan no- 6-net hyl -1, 3, 5-tri azi ne hydrochl ori de. WD
2007/ 079915 PCT/ EP2006/ 012183 13 The present
XR2ntion also relates to the other polynorphic forns
of the com Reunds, agx]h s the HLl| pokpygror phi c form of
the salt {(+)-2-amino-3 6-dihydro-4;
di met hyl ani not 6- met h§1981, 3, 5-1%8 az| ne 8ydr ¢

to 1"UA

whi ch can—be—prepareg '
f orm of Exgr%ﬁe ssolved

chl ori de,
imately 3 ¢
in 50 ml of
sol ution

ot loys:
of the Al 18 188 g
1 mol/1 H

obt ai ned

ag ro
is left

bm j eymper

0 evapar

atopeg T
ate at

he @oear
oomte

per at ure,

in

an open
The char
spectrosc

bieake&, u_1tiB._5J sQ
BPi

opy:*~ 10 ;

er

| i @4Qsi

Hue1@@yst

allises.

¢

Dy i
p 2 -532 CI

IR
M ' spectral

resolutio
met hod A

n -g32

scage K
-_To ev

(BRogI $CS
luate th

(agg og

int en

puUs to

1505) ity of the

r €6cr npl - 52
29.3 57
30.8 30
32.7 35

| R bands,| the7 | R $pedtdla
8 3.04
9 2.90

10 2.74

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
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15 ised by vectorisation in the spectral range
4000-400 cm 1 as an absorption spectrum

woe@anjess nent was perfornmed: -s: A>0.05 -m BPCDEP2006/012183

<A<0.05 20 -w A<0.01. FT5Raman spectroscopy: -
Bri nker RFS- 100 - excitati on 1064 nm - spectral
resol ution: cml

K‘Uba‘?"r@‘éﬁ L5 {6 Binlch (VSRS thrdad &\gblﬁﬂ - rie Ko 656 +1- 1.5
w'd 1 g?wz ?%1“@}.e| 5'@\}3), st t he Raman
S, S ra wer nor ma ed by

vectorl satl on in the spectral range 3600 200 cm 1.

Pre- ustrrg%)é perfornmed: - s: A> 0.05 m 0.01
<Ba '/‘G'?fgs)ls PCT/ EP2006/ 012183 14 w. A <

B208 o Ao} 2R -1 5B 2083 A2 (), O AR D3R5 12883 +i-

K\G (AA0B48N )/~ 6 5N Wl aagmﬁsncﬁ](mpd@w etieS (o), M‘|53 +/- 1.5 (m),
AaRR S5 B05' 19685 05 WiTiabeFos Dhha D 1o Ak fmhcpes +- 1.5

(WiEfef agef. sj(w?‘, 686“ +Thﬁ5;§§8_58953h)- nes () 5845 a1- £8 (sP-525 +/- 1.5

. "Results A form 15 :

(m), 479 +/- 1.5 (m), 410 +/- 1.5 (m), 401 +/- 1.5 (m), 307 +/- 1.5 (M)

H1 form

XRD:
No. d[A] 20 /o
1 8.03 11.0 69
2 7.27 12.2 25
3 6.11 145 24
4 4.01 221 86
5 364 24.5 100
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
+- 1.5 (W), 940 +/- 1.5 (w), 861 +/- 1.5 (w), 823 +/- 1.5 (w), 675 +/- 1.5 (w), 603
+/- 1.5 (W), 573 +/- 1.5 (w), 549 +/- 1.5 (w), 527 +/- 1.5 (w)

The compounds of the formula (I) above also include the prodrugs of

these compounds.
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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 24.9 100 5 3.50 25.4 53 6 3.36

wQ@ens/0ee15 7 3.31 26.9 52 8 3.04 29.3 57 9 2.POr/8BP2086/012183

30 10 2.74 32.7 35 FT-IRIbands (in cni'): 3384 +/ -
1 5 (m), 3199 +/- 1.5 (m), 3163 +/- 1.5 (n), 3107 + -
2993 +/- 20 1.5 (1), 2983 +/ -
17~ 1he (yn ‘mwdkuds’ maant CbimpopBds which WA SHMinistased to the

>

%{lerk, g {%‘n nﬁ%@ { QIofll_bEJ %ig:ally}%@/ r’ed %1 {5514( e b%f’di into com-

pounds bf theforb8R6(IY/ - 1.5 (m), 1263 +/- 1.5 (W. 1235

Ij: %Irgtl'(q,\,preéglggsdg/ycn@ V%\%@@logq%ilgave u I@ss JtheRwise indi-
E 946 +/- 1.5 868 +/ -

E%/d ﬁ?&%gm'ib}%fn%s(m? 687 + - 1.5 (r(T)M 655 + - 1.5
558e+term1“ 5:1(@/20)5&34 denotess a( ipgar4ps branchied gyl radical

gogtgﬁrﬂ%\ag fggg3 1((5 2'61c%r ph)at%ggéﬁzrp% f%g gi‘@z%@gﬁ l?éhcals that

agl emé@‘lﬁe Mentibn@dgm a rﬂcﬁﬂ@mtr’n;; rﬁaﬁnéﬂ)arelﬁ'ﬁ!{hw/ ethyl, pro-
, 1428 + , 1349 +/ -

myts lﬁwropytsdwtyu set: tsltyhv)terténgylwpennyls h(anyl oe;ad dfecyl dodecyl,

686 +/- 1.5 583 +/ -
eéa?éﬁ\% a@éé’]cl?dleci'il?%ﬂé%& 525 + - 1.5 5?3 279 11
1.5 (m}he 4dion +{C1-C26)4Ikdnyl48éndtes élllﬁeém)r bashehed- hwrscarbon-

g 1 oH1Tform XRD: No. d[A] 20 I/]lo ;@u 11.
gseq radigal ¢ontaining ones o Maie ynsaturationsoin qeé@n%form As

§Ik§/fj(9r%4ra% o 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
alkylene 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 “hetero(C6-C14)aryl” refers to a 6-14-membered aromatic het-
erocycle containing 1-4 heteroatoms, the other atoms being carbon atoms.
Among the heteroatoms, mention will be made in particular of oxygen, sulfur

and nitrogen. Among the heteroaryl radicals, mention will be made more par-
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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 cm1): 3386

We0070791{ M), 3080 +/- 3 (n), 1706 +/- 1.5 (S)PCLERHO6/012183

+1- 1.5 (s), 1634 +/- 1.5 1s (n), 1513 +/- 1.5 (m,

1445 +/ - 15(vv) 1241 + - 15(vv) 1079 +/ - 15(vv)

989 +/- 1.5 940 +/- 1.5 , 861 +1- 1.5

ticulary oflf%yl(@lenalzmw;dyl 1p5rr@w} pyirgidylk,/ pyr;_azgmyi \,\yxazolyl oxa-

'73§°[§/‘u isgeazolt) quindil 3 t%??olgﬁ%@é o i nel ude Tha
pr odruﬁte térm 2(C3 h}&)@/cﬂ@afpﬂu rnd&rs\w d%ﬁﬁr@?éwh@vdrocarbon based

PCT/ EP2006/ 012183 The term' dr u
869{1%‘ reRNtaIRSJRON CaB'ﬁVﬁ'?%?B? X%Cﬁ%@d'%%u@wa'”'ng from 3

FH 8 c%?@d(]%yﬁﬁirﬁy. IABA{IGH WAl g ?8@' ihY: F\BH‘{ |f|r§§j n‘né}'ﬂé?eﬁf cyclopro-

Into com pounds o the 7 or mi
pyleam‘hd:ycdl@ismiyl lmdiicmis the ternms used have, unless

oLner wigs oy o GoRA e dOb I Yarar i dhe geotbSponding

| o)
kot g kT 1418 b S e

peoupsnti oned, in a non-limting manner, are nethyl,

et hyl - Ryl . i sopropyl . . butyl s.c-but L, .

Lert - BOEyTedamepts 3Residing i mvebion M ks, a foqg for local
aéiﬂﬁaﬂtag?étshsl’,@bﬁﬂ%wﬂ dradiC dhSusse, liRPnéM! Mtion, pomade, liquid,

(Cl C20) al kenyl " denotes a I'i near or branched

896 mikapbwaer §é§léf@YrtﬁE$cal contai ning one or nore

har e L8 TS midy, Eftprice BHE-HBASR velicie” CEHLEfiig of A neutral hy-
UH))(beDpydn‘éélulosen gel oonef am:lharrwdngehémrmed fedrhesydium carboxy-
isibviés % Aﬁ@taﬁi%ne %&wﬁ} 2 outhasd VebiGlS, carmaneing a hydro-
Rﬁg& ggé %‘?jlléﬁé?é’éd if§ ﬂBBSﬁl,l@ ghb@@aéarpélsgrb%rmﬁgred

on- based radical containing one or nore
unsat Adeantagsouslyt thepmedicamiemtocontaifts frm‘nk@l)a%eto 2% by weight

hﬁgieo@aﬁgf?ggeny ng?{f th%{%qlﬁe(trgh rw?ﬁgl (9% %chu%cally ac-
B&SBbR- é(élV therbéf ard W¥ilitabk!exdipyenit! Th@@é”ex@rple?ﬂs YKl be chosen
Eent 3-y and pent-4-ynyl radicals; - the term

ank@mpow@d%matﬁbOM@oqcbﬁrwmpatlww witly these active principles. They
are, for example, water-soluble polymers of natural polymer type, such as poly-

saccharides (xanthan gum, locust bean gum, pectin, etc.) or polypeptides, cel-
lulose derivatives, such as methylcellulose, hydroxypropylicellulose or hydroxy-
propylmethylcellulose, or alternatively synthetic polymers, poloxamers, car-
bomers, PVA or PVP.

Finally, it is within the capacity of any person skilled in the art to add to
these medicaments various excipients of co-solvent type, for instance ethanol,
glycerol, benzyl alcohol, humectants (glycerol), diffusion aids (Transcutol, urea),
or antibacterial preserving agents (methyl, butyl or propyl p-hydroxybenzoate at
0.15%, taken alone or as mutual combination).

In one particular embodiment of the invention, the triazine derivatives or
pharmaceutically acceptable salts thereof are combined with at least one other

active principle. This active principle may be, for example, of the type, such as
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- the term "hal ogen" refers, in a non-limting manner,
to fluorine, chlorine or bromne; -the term

WO L@GOTPA) aryl " refers to an aromati c group cOPCHEPRINE012183

from6 to 25 14 carbon atdfs with at | east one of the
rings having a system of conjugated pi electrons, and
i ncluding biaryls, which may be optionally

gorantibagtestal, amtifungal owantlwb@ 2gR1Y, Making t'ti possbleoto accelerate

B'Iad, ?Qﬁlgatl ffﬁgdé{ er@%}? II%@;/ @‘%c?%qiré)ﬂe a&ﬂrm‘j}g erg <¥ ,in_combina-

ﬁoﬂﬁnﬁhﬁﬁb&f&ﬂﬂn@h@bﬁthecurhdﬁﬂyl@lrﬁectrqmI e containing 1-4
het er gat ons, the of her atons being rbon, at ons.

Among T hiseaniite PHREHIR MA% AISOFOSIYt Qeaneier iggent for improving
gi%%{rls%%ﬁr sQ&n FYY fhehéppf Cul vﬁ&ﬂ) n'ﬂBF r‘émﬂgaé% platelet-

eroaryl radi ca re par
aeavedgamith fRctor 2006/ 012183 17 t| cuI arI y of furyl,

oxasol b PTEsan? iavabipg BIse ge%%fgjdy'%%IP%%@@'PR%fﬁaaceuﬂca' com-
PB?lﬁéﬁ'éﬂd/&aQ'ﬁ’r@rﬁva ulibs écﬁhﬁ%suﬁ@ﬁ Held) Qh%d‘ié‘bemc effect, for

ers to a saturate hydr ocar bon based ring and
trrpmaalluse nompcrytngl, as antweann@lmoa ﬁtﬂrgpqnmqaﬂyreﬁﬁcbae amount of

ﬁont 2 alerq?apvgs gzthe?gﬁtr?er% f?e I? e WNF%%FglJt'?ﬁ}'Iy acceptable
38Ks fereep Lt}ddan'taféédi&hﬁ (+) Zkhﬁnb@” %IW%—@H%@H’]YE‘T@\O—G methyl-

‘'refers to the correspond| ngrall al kylaryl
gle

grmtrgazmelmdmhlwdel. ing@ syitaile vehiplgr The hapen @wexcm'ent as
?EgcrigﬁgrbequéhAd%rﬂéggo s:hg ti;@%o %%ﬁl?ﬂ%?’l&lf%ﬁBFﬂdb 9% 2% by

orm

adight bbiearsziye démidtlee or bf therrﬁ'@rmaomn&aﬂy addeptabi salt thereof.
| ot1 on, pomade, qui d, er or s

type. qin@tpgquslmpe@@ glgnaamqgﬁgi ﬁgg & BIGSEN ln\)entlon isin a
gﬁé‘lgr? ﬁea 195mR f&qrﬁélq}se ﬁd}/é’ﬁtﬁgés(%ﬁds‘ﬂf’w e lgb'é oﬁﬁzhgfé a pomade,

rged ge or ne um car boxy-
tmlld:ﬁ)gat emilk,llpowder Gpeyvil, dreamsmauss$e, dininvent phh:$|en

\6/19 Ih : ghb Rr'g S ' ngmgga@,g,ot@h Iclﬂ'lF@BgF @rﬁ eaccord?negr ¥ %e fhvention

LoaIMs 24 ewbue ofHRp a8 SItERIK, R UsBEd bféMBL@IyOZ% to
2% by wei ght of the triazine derivative of

gener dhe ftoazing defivatives afithe generatderaila dalan@l fa@ pharmaceutically

et o8 In i B eadfe DLy HINGEE A o cifitif famino-e-
&mﬁylwwtriabide hydrdbhbrfdbeﬂﬂjsampmee he rmtuavdlﬁlonThfeWounds or
are, for exanple, water-sol uble mers of natura

Irsignfepf tawetype,u@ﬁl%%nq;éugs'celaleem éaer(%lrﬂrhafhe@m' burns or
bARS Lal& bYUrFadRESh! Bordichs, 186erBRbNE ERhpHRtions elschaemic or

decubitus ulcers, lesions or ulcers of the mouth, stom_ach or intestine or corneal
lesions, and in particular those caused by a surgical operation performed on
weakened or elderly individuals, treated by radiotherapy or chemotherapy, or
diabetics. This is likewise the case for all dermatoses observed in the case of
patients whose cutaneous circulation is deficient (erythemal lesions or vascu-
larites) and all wounds observed in the case of diabetics. The pharmaceutical
compositions and medicaments according to the invention appear to be benefi-

cial even for the treatment of post-thrombotic tissue necroses, for example.
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| ul ose derivatives, such as nethyl cel | ul ose,
hydr oxypr opyl cel | ul ose or hydroxy- propyl nethylcellu

WO o®e/ 079915 al ternati vely synthetic pol yners, poPCREP®OG(12183

car- 25 boners, PVA or PVPI9Finally, it is within the
capacity of any person skilled in the art to add to

Ve The eARaRaH a8 Sriaaa of 4is BBhdnataiia) fordfileran can vary

Wit C\k@%tl%ng%}(ﬁﬁé%)sev tIftinse LB yd Bs(d atgiontéH the nature and
urea), or antibacterial preserving agents (nethyl,

beneyity of the wpyhd paitd dlsoxthe ageoandweight 30 the religidualken

al one_or as tual, combinatiap). |n one rticul ar,. .
cbodT e mrampis Belof(atiaranesiges phedBddibe didttionare given
8§ noRNifIRG AliskriaBbhy. acceptabl e salts thereof are

conbined with at | east one other active principle.

This active principle may be, for exanple, of the

type, such as WD 2007/ 079 &P2006/ 012183 18 an

anti bacterial, antifungal %'@Eglﬁpr al agent, making

it possible to accelerate the cicatrisation of damage

and infected tissue, sinultaneously or _in conbina-

tion Whe aMauwnts aeaexpipssed anna wWeiglthagisag i nf ecti on.

This active principle may al so consi st of another

agent for inproving 5 cicatrisation, such as

epi t hebrmulatiomekahmlé dr unitiformblaget 100 gnamsfaigedr ,

latel et- derived growmh factor, etc. The present .
P nventonARIES 3 erdhiotdimethyaming e nhoalipzing hydro-
Emgﬁdg:ozshpérﬁg. and/ or a pharmaceutical conposition

avi ng an angi ogenic effect, for topical use,
conpr NaDhpeliatsa@Oilvgrapri nci pl e, a therapeutically
ef fect,i ye anpunt .of io0,triazi i vatives of the
generQVX'P&‘V%%CG‘("FIOS&('\@"QSHLQﬁgg’@@t ?@J?W accept abl e
sal t sMoRepefissitte phBEpESRHS!85 gram
(+) - 2-am no- 3, 6- di hydr o- 4-di met hyl am no- 6- net hyl -
1, 3, sPurified watem ggr r@Msde, in a suitable vehicle.
The vehicle may be an excipient as described above.

Advant ageously, the conposition contains fromO0.02%to

2% byFormaudtiorwexahmplé 12: anitferrelai foat 50 grams af etidsion:
phar maceuti cal | t abl e sgl t t.hereof,

Advantage0mIng3 6 sihcbapbdimet waaae%ﬁdrinﬁg‘ﬁ%,?f,ﬁetriazine hydro-

Pﬁ|gﬁ§@.t1'g rﬁnti onis in a pharnaceutical formfor
ocal usé&, advant ageously of the type, such as a

pormada3% Hydwoatringepomate KH/po(ieropkilic ahasei dispensednn a lipo-

] . Lin t 1 qtd e f d . ..
BRUSBhAsRL (FERY SxGiRia ToBROGR PR PERIeURR isly; iguid par-
gfﬁ‘ﬁt, ﬁigl%e@fde%?éé&oﬁgﬁhgfghéretﬁéﬂs! AR BérelH) PH&® 80affams

I scussed previ ousl The triazine derivatives of
t he gWlethdip-hysirenykenzopteifti2gi@mphar maceutical |y

(5 SRR IR g B e byt am no- -

met hyl -1, 3, 5-tri azi ne hydrochl oride, thus inprove the

cicatrisation of wounds or
Biological resuits

On diabetic rats (STZ), the induction of injuries and their quantification
are determined on the backs of predetermined groups of rats.
The animals are anaesthetised, using a matrix painted with a tattoo dye.

An incision 1.5x1.5 cm deep, including the panniculus carnosus muscle, is



| esions of any type, including surgical incisions,
thermal or chem cal burns or burns caused by

WO e00ad7®ts on, abrasi ons, |acerations, anputati BGIEFEP2006/012183
i schaem ¢ or 25 decubitus @Pcers, |esions or ulcers of
the nouth, stonach or intestine or corneal |esions,

and, in parti Iar used by a suragical eratio
e e i, s Bk T fluids BrdplBalRe S SiBimathers are

Q)ﬁa{yé‘gﬂ %ﬂ?éQﬂgltélrcé?ﬁ@r@éthfh’éaﬂWe SATinjudy %h@té\/é‘iy threlesdays up to
kew se the case for all dermatoses observed in

theepoint of olosupmof the incigies el hrusalhfbud-agniped, Brditysro<-dimethyl-

S b BB T 0Bl oA i Bfcaton
RAAGIRESHEdftAltions GIFRPSRtdr sEverdlthyResfitesatieht accor di ng
to the invention appear to be benefi- cial even for

the treatnment of post-thronbotic tissue necroses, for
exanpl e. WD 2007/079915 PCT/ EP2006/ 012183 19 The
frequency of application of the pharmaceutica
formulation can vary wthin w de ranges (one to
several tines a day) as a function of the nature and
severity of the wound, and al so the age and wei ght of
the individual. The exanpl es bel ow of conpositions
according to the invention are given 5 as
non-limting illustrations. EXAMPLES The anmounts are
expressed on a weight basis. 10 Fornul ati on exanpl e
1: unit formula for 100 grans of ge

(+)-2- Am no- 3, 6-di hydr o- 4- di net hyl am no-6-nethyl -1, 3,5
-triazine hydro- chloride: 2 granms NaCH pellets: 0.01
gramis Hydroxyethylcel lul ose (Natrosol 250 HX): 2
grans Monopot assi um phosphate: 0.65 gram Purified
wat er: s 100 grans Fornul ati on exanple 2: unit
formula for 150 grans of enul sion: 20

(+) - 2- Am no- 3, 6-di hydr o- 4- di met hyl am no-6-net hyl -1, 3,5
-triazine hydro- chloride: 1 gram 33% Hydrocerine
pomade (H L) (hydrophilic phase dispersed in a lipo-
philic phase). (Fatty excipient from Roc(c),

contai ning petroleumjelly, liquid par- affin,
triglycerides, polyoxyethylene ethers and ceresin):
98.80 granms 25 Met hyl p-hydroxybenzoate: 0.2 gram
Purified water: gs 150 grans
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Bi ol ogi cal results 30 On diabetic rats (STZ), the
i nduction of injuries and their quantification are

waedogomomed on t he backs of predeterm ned gr oupST/BP2006/012183

rats. The aninmals are anaegthetised, using a matrix
painted with a tattoo dye. An incision 1.5x1.5 cm
deep, dlng t he panni cul us carnosus nuscle, is WO
2007/ PCT/EP2006/012183 20 made in the mddle
of the back. The injuries acconpani ed by size markers
are analysed with a digital canera at the tine of

'CPJOEL?f o ng fq\ﬁﬁé( Hé@?%@xgﬂ%egggﬁbentepﬁ B8Rl @ below:

(+)-2-am no- 3, 6- d| hydro 4-di met hyl -

am no- 6- net hyl - aZ| e hydrochloride is studied

after topical app 2cat 5 various concentrations

and after several NllaysNof tneat ment. WO 2007/079915

PCT/ EP2006/ 012R83 cDTMs RB Use of triazine
formula (1) below R2 HR4

derivatives of the ner
RL')11"~"-1 r ~R3 R5 R6 in which: Rl, R2, R3
and R4 are indepen | yRégnosen fromthe foll ow ng

groups: -H, -(Cl-C20)al kyl optionally substituted by
ralbiphin, (Cl C5)al kyl, (Cl-C5)- io al koxy or

?? 4 F01 ee0 b s 'aeéﬂen%%ltvac%)kogg JromB ihe [Qiewing araussy

QQO) al kynyl optionally substituted by hal ogen,
(Cl C5)al kyl or (Cl-C5)al koxy 15 -(C3-C8)cycl oal kyl
opt i oA&I1-C26)eikyli apttonmeliypsubstitu@s) by Hyalognn,((Cﬂe%)alkyl, (C1-C5)-

koxy - het er.0 - cycl oal kyl bearing one or nore
gét(gﬁéé%)r?&ggﬁ@ om N, 0 and S ang optional |y
substL & | 1- Ik
o ) S T O A soesan e e den (G Ty ot or

1TQ5)aHF§DdVoxyI 20 thio, hal ogen, (Cl-C5)alkyl,
(Cl- @%@b-@@&alkﬁlﬁ}r Gpridhkiny tidtitdéd - 69) RhISYkA, (C1-C5)alkyl or
(C1-C5)alkoxy

-(C3-C8)cycloalkyl optionally substituted by (C1-CS5)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 optionaliy 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-C5)alkyl, (C1-C5)alkoxy, (C1-Cb5)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,
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am no, (C6-Cl4)aryloxy, (C6-Cl4)aryl (Cl-C5)al koxy,
cyano, trifluoronethyl, carboxyl, carboxynethyl or

W@ a0boxopet hyl , - (C6-Cl4)aryl optionally substPCT/ERO&Y12183

am no, hydroxyl, thio, hal dgen, (Cl-C5)alkyl,
(Cl- C5) al koxy, (Cil-C5)al kylthio, (Cl-C5)al kyI am no,

&%&3‘@@%@%%%&%%4 rémeoboRl arbepymethyl or

ﬁg,rbl&g - (A -Cl3) heteroaryl bearing one or nore
et er oat r’rs chosen from N, O and S and optionally
subst Rt uatmﬂRlyoamtnmone Mndozyd R3 and R aindhermther hand, possibly

et it geh, Sohcely Brom bigredifs ghhdhored and & op-

fit &Télgp Qi'rmg?@)ﬁ@ or3130l(ecﬁet@'réldt@i‘rﬁéI él’%‘se@ﬁ'é\lnkﬂxm and S and pos-

cyan trifldoromethyl, carboxyl, carboxynmet hyl™ or
sibhbosingtsupistitited Sydrroer mere ok thnfollowing geoupsRaming, hydroxyl,

fRis, 3@@9@3} gkﬁi-rC%a%hbgﬁjgb?)aﬁﬁ)x&gr&F&éﬁ%ﬁ(gltéﬂd (§1-CS)alkyl-

afind® ‘(C@@M)ﬁrﬂ@k\} al(OBIGJM))@WI(IH -0%)&kbgy, e lcyaheMrifluoromethyl,
chosen from N S and pos sibly being substituted

pgrbexyl, @arhﬁawaﬁeihyltm@armxmmig groups: am no,
A5 g, s MR A3 Bl b ) ey

(C6-CH4) aryl oxy, (Co6-Cl4)aryl (Cl-C5)al koxy, cyano,

car bongac PPIAIY RSoRRLY RebAGIS By RN INAreNds o, halogen,

1- 20
(6708 LS eReER e i-CoBnk @XpSitamino, (co-c1e)
Iaa,llm)g@r(CS -C )yl @GN 4G8)alkoRy; Cpard, ktnlﬂypromethyl carboxyl, carboxy-

Cl- al thio, (Cl-C5)alkylam no, (C6-Cl4)-
éﬁfﬁ"g@r klé/ﬁ(y@ibl)ﬁl'aryl (C1- C5) al koxy, cyano,
trifl @'20020 lkencygé&@%dﬂy, s@cﬁé“hhﬁé&by]eﬁnﬁ%t hybrd%yl thio, halogen
car boxyet hy

tionally substituted
Hy1-&f)alkyl, hgia‘r alkoxi 6C1+%3/)a@<uﬁhlo (€n- éé)%lkv@mmo (C6-C14)-

o A e AR iy o

bridth umrdanm)twjthylcar boxyl car boxy- net hyI or
car box nyl optional
substT¥3@r éolﬂ}klﬁm‘ ﬁBt'OWB’r%-!Qﬁ?('tUt?%bd arﬂﬁ‘l%&ééﬂrox)" thio, halogen,

(R0 CETaSke! (e105)ERINE) s HRyiamino, (Co-C 1)

é@ﬁem%@ﬂeﬁwm)éI@eﬂ@xycym, trifllbtametbyk tdarboxyl, carboxy-
carb & carb nmet hyl or carboxyet hyl,
FARPYS IT’(‘?)/'I optional |y substituted by anino,

hydr 0Xi3-CBityRlodMdl @ptionally substituted by amino, hydroxyl, thio, halo-
gen, (C1-C5)alkyl, (C1-Cb)alkoxy, (C1-C5)alkylthio, (C1-C5)alkylamino,
(C6-C14)aryloxy, (C6-C14)aryl(C1-C5)alkoxy, cyano, trifluoromethyl, carboxyl,
carboxymethyl or carboxyethyil,

-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)alkkyl, (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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25 gen, (Cl-C5)al kyl, (Ci1-0GC5)al koxy, (C1-C5)alkylthio,
(C1-C5) al kyl am no, (C6-C14)aryl oxy,

W@ a8 a1 ar yl (CL- C5) al koxy, cyano, trifl uor oneP¢y/EP2006/012183

carboxyl, carboxynethyl orR3carboxyethyl,
- het er o( C3- C8) cycl oal kyl bearl ng one or nore
het er oat ons chosen from and S and optionally

subst rp@(@a WVbRPH%na'Wyaiﬂ"é)%tWtedt RY AMIY, J@QHOXWB@'O halogen,

(B [q 1 CElahBlg! (OResfRiRltD) A LHaRylamino, (C6-C14)-

afexyl 4CH- gZI1(4§EryI(B)16ﬂ:5()ﬁﬂ?qucman% trrflub;mrnethyﬂ:t tarboxyl, carboxy-

car pox ca et or car boxyet VO
gﬁd%é’@l‘%%@%ﬁpzooa/ 012183 23 )(/06 )é14) aryl

opt i ong4l. E1%$dﬁ¥il%éé??ﬁg%ﬂé‘8r mbrEHRt¥loatdhis Dhosen from N, O

hal ogen, C5) al koxy

eod-E3rw optiohally, s(lbisntﬂre)thbk)aramond]yd(mflcﬂﬂt) halogen, (C1-C5)-

B T DRI e Rl Ly :ColEamine. (Co-C1ajaryiony,
Torayaiyng 1-CS)alkéy, %ﬁettﬁnlmbmetmabbftﬁwneca}boxymethyl or
nor e heteroatorrs chosen from N,

epthoxpatnyls substituted by ami no, hydroxyl th| 0,

Lo i Py U Bt g, i, oo

(136, GlaAogery,| (C3- (CE))aﬂlka)(m csmknxytr(mwarkynhw (C1 C5)alkyl—
boxyl car boxy r . carboxyet hyl
BODE AP DRy alleorC LpRnlal o 3 lbsL: iarese, pyifuoromethy,

t Cl- C5) al kyl ,
?@1% %g I%%E%%“?&'%é%a?%#ﬁﬁg ECl CB% ZI ky);l am no,
( Co6- Cl4Re§raydnd)Rﬁ pc(ﬁiblﬁldr)mngIvllthlﬂw@@abkma}omdyavmch they are at-
trifluoronet carb car box

&acﬁhsemmwe%erﬁ@ bﬁ(g@%gﬁé) p]tg)qﬂllyﬁ:om@mng one or
Frﬂfr@%té‘ﬁdé%ﬁw@ dMHsEH chflﬁyN abeaﬁél S HAdigedy aY #eing substituted by

mbered ring (m between 3 and 8) option
GOWDQ:II nydrgxpihdhior halages, r(@tk@ﬁﬁlbyﬁ(@h@alkbmm((&n -@b)alkylthio,

risccuBRiRing. “chEalh el Gttt oy, pyano. i

Gb BYKebibYxg, cathkyRiathykoH b Cl4)aryl o
?CG@?&?I CJ).({y cagl kox%@tnyk?fno t?’llemﬁGuoro)rret%yl o

@apggglp y fogramg;wthethﬁwar rgoa)(yequ(}ﬁ padyeyclic residue option-

B3 B S OREHRT (o 1 common.
@ﬂ-ﬂgag(?lthllbt O(C'h-@la)ﬂjh}’laﬂ(lﬁ, l(LgBaCM)aryl()_@éliﬁBfﬂ: IRg)qry|(C‘|-C5)—
BB BaERD, e@%% Vi GRG SARBRImEITD G5 PRSI

% BAYYRG tégétlh Ky PMés@ISI eRrdRAtRg e grBap ad 036-8 the nitro-

t oget her al representing-the group =0
sn atore aofia h@terqcslcgmlk)dmﬂneteroaryigtmmp%slbkyl bging @ubsntuted by

Nl Xy BT LCBRS I P TEBE P8R {6 Bhryic1-CB)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 thereof,

for the preparation of a medicament having a cicatrising and/or

angiogenic effect.
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a (Cl1-C5)al kyl, (C3-C8)cycloal kyl, (C6-Cl4)aryl,
(C6-Cl4)aryl (C-C5)al kyl or (Ci1-C6)acyl group, and

W@k®a/0r99es racem ¢ forns, tautoners, enanti oner BCT/EP2006/012183

di ast ereoi soners, epiners2and pol ynorphs, and

m xtures thereof, and the pharmaceutically ac- 30

ceptable salts thereof, for the preparation of a . .
medi caneHseReroryng teiClaimisphyg camapennd shiiefrsmua (1) in which
Bish i€ Hardd@r2007/ 079915 PCT/ EP2006/ 012183 24 2. Use
according to Caim1l of a conpound of the formula (1)

in which R5 is hydrogen. 3. Use according to Clains 1

and FB We ACQEIEAde e PYTS HoSd & Pt darapumd Of e crthuia (1) i
WrrCRS) A e S iftbpenielen B 2pKefi #RFh!H) HRUCMC20AIRY! groups
aptianally SubbtitERd|tyyaminay, hydiaxydSihis, kydlagema(C 1-C5)alkyl, (C1-C5)-

blkBrev e SreRRles, (51 Salkiagtinp i 1§10 " 1o C1ajany:

e e RoRY | cyak®, ﬂrifldeﬁ@m%ﬂ%ﬁl’,régrBSx&IPcér%xWﬁ%ﬂ?I of t8rboxyethyl.
, R3 and R4 are

precedi ng ¢l ainms, such that” Rl, R2
i ndependently chosen fromH and (Cl-C20)al kyl groups

optionp-,ally s i,futed .C1- l Kyl

(&1 o WRR AR AR A ¥ i @ Peeadi M., Sligh fhat R1, R2

RS aiy Rangredindependésipeohogkrtfram e, asd (011020 alky| gitlips option-

1s R6 are independently chosen from H and

gty Sebsiyatery BaSERS. GHt-Conakvly (GTH5)alkony s dCByCB)cycloalkyl

am no, hydroxyl, thio, hal ogen, (Cl-C5)alkyl,

(Cl-C5) al koxy, (Cl-C5)al kylthio, (Cl-C5)alkylam no,

( O_6]: F&A)Jaeyécmoyding(tﬁ-eﬁi;Abae)df(tﬁé-rE%ediag kataiyns, speghahat R5 and
rifluoronet

W@x‘ﬁé?ﬁ?mggfl’éb’ é'%q%gﬁ%geﬁgﬁ%ooﬁﬁ-fé%§%hafwst gptionally sub-
BIERRS 09 S thofic RRe Maicon, REACHBI (O1-Chakony

are a grou
(ebhiGHalkylthia, hidt-Edealkylaminse (&Gl d)angloxy, 40p-Ché)asyl(C1-CS)-

ASGR e, Rvorgratu Srpbaf rasnBfetsiol Hibaivafy:
of diabetics. 8. Use according to any one of the

preceding clainms, characterised in that the conpound
of th€. Useraacardinyg tpany one of the preceding claims, of a compound of

BRI VRES 91 GnelgEF o b Boup and B3 and R represen

afhydhsgen.ecedi ng cl ai ns, characterised in that the
conpound of the fornmula (I) is
(-)-2-am no- 3, 6-di hydr o- 4- di net hyl -
7. Use according to any one of the preceding claims, for the manufac-

ture of a medicament having a cicatrising effect on the wounds of diabetics.

8. Use according to any one of the preceding claims, characterised in
that the compound of the formula (l) is 2-amino-3,6-dihydro-4-dimethylamino-6-

methyl-1,3,5-triazine.

9. Use according to any one of the preceding claims, characterised in
that the compound of the formula (I) is (-)-2-amino-3,6-dihydro-4-dimethyl-

amino-6-methyl-1,3,5-triazine.
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am no-6-nethyl -1, 3,5-triazine. WD 2007/ 079915
PCT/ EP2006/ 012183 25 10. Use according to any one of

W@eR@7089915t 0 8, characterised in that the conpOIYEE2006/012183

the formula (I) used is 25

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

met hyl -1, 3,5-triazine. 5 11. Use according to any one
of the preceding clains, such that the com pound of

the fqpmysa édc)ordﬁg'tﬁ éﬁ}ﬁoﬁ@rdmméln% H‘Mgr@‘-‘dﬂa@éétéﬁseé% that the
Use according to any one of the preceding clains,

chmp@undrof$lee| fcormulaél)usaﬂ is kri)-Xr@ninardGdihydrom-dimethylamino-6-
F’lﬁéﬁafgtg cal formfor |ocal use. 13. Use according

v 8e ¥ e preceding clainms, characterised in
that the nedi canent contains fromO0.02%to 2% by

wei ght of the conpound of the formula (Icgm
phar mideWseqagcoyding de gnisine efdhe preesdig @SaSUCh that the com-

BRLOADt Fre blTiRE Bl<ne Yo SLB BRFEfAE 0o e

compound of the formula (1) or the phar maceutically
acceptable salt thereof is combined with one or nor
ot her 18nUski agqardingaler ARYIPGEI Ofotheapieceding clabos, a@l?qrggtensed in

t%é B car%?nt iy ﬁﬁéfnﬁ%e@{tnc?%hﬂ%ﬂo%al use.

arnace rcal” conpositio opl cal use
corrprl sing, as active principle, a therapeutically
effectlvg|| amount .of a com

th
for mulld- M FLHdNgneam, OQEyO%tg’@ RIec 855&1%'3'.[“? ocharagterised in
gbaltt%g nﬁéa.Eﬁﬁ\%%i 'ceﬁ{al.rys foREDLIOROL Qo%%‘byt\héi'gﬁ%f tHe Bompound of

icle. . Conposition according to Caim
e faharladi)eon ekd pharma@eutlcallyoac@an’aeblemt thergof and a suitable
ot her zi\ct ive principle(s). 30 17. Conposition
SECBIER ng to Aaim1l5 or 16, characterised in that it
con- tains fromO0.02%to 2% by wei ght of the conpound
of the forrmula (1) or of the tpharmaceutlcally
accepfl4blsesagaordingrigoany one of the preceding claims, characterised in

that the compound of the formula (I) or the pharmaceutically acceptable salt
thereof is combined with one or more other antibiotics, antifungal or antiviral

active principles.

15. Cicatrising or angiogenic pharmaceutical composition for topical use
comprising, as active principle, a therapeutically effective amount of a com-
pound of the general formula (l) as defined in any one of Claims 1 to 11 or a
pharmaceutically acceptable salt thereof in a suitable vehicle.

16. Composition according to Claim 15, characterised in that it contains

one or more other active principle(s).

17. Composition according to Claim 15 or 16, characterised in that it con-
tains from 0.02% to 2% by weight of the compound of the formula (I) or of the

pharmaceutically acceptable salt thereof.



