Ami de derivatives, their manufacture and use as
phar maceuti cal agents The present invention relates to
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them and their manufacture as well as the use of these
conpounds as pharmaceutically active agents. Protein
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pharmaceutically acceptable salts thereof. The
conpounds of the present invention show activity as
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possess anti-proliferative activity. Objects of the
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Ais -NHC(O- or-N(alkyl)C(O-. An enbodi ment of the
i nvention are the conpounds according to formula 1,
wob@eesa39R4 i s hydrogen; and Ais -NHC(O) - PCT/EP2005/012456
or-N(al kyl )C(O -. Another enbodi nent of the invention
are the conpounds according2o fornmula 1, wherein Rl
is chlorine, -Oalkyl, -Salkyl, or alkyl, all alkyl
groups being optionally once or several tines
substituted with fluorine;R2 is hydrogen; R3 is
hydrogen or fluorine; and Ais -NHC(O) -
or-N(al kyl )C(O -. Another enbodi nent of the invention
are the conpounds according to fornula 1, wherein Rl
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2-[4-(4-11,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz
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Anot her enbodi nent of the invention are the conpounds
according to fornula I, wherein RL is nitro, cyano,
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optionally once or several tines substituted with
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equilibrated to roomtenperature for approximately 30
m nutes and than the CellTiter-A o rM reagent was
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Furfh 5965 GEIERN pOLADs lokd gt lortarvecurd
accoeding émtheainvention abtess expedidiiuie 25 prier agistrusfured plates.
-resulting in final concentration of DMSO : 0.3 % in
In st@iveird exdiusionngrocessidd thﬁgeitrudeirrmaéltscmmeateﬂai iaod tbé molten

conmpounds, from3 mMMto 00015 n?\{l ubat e JI68 h rgaY
poly@gy i) exiu roug) @@J@nmah%% or SMis i arday gy apply & certain
shap(éecl:rJ Hrlt&lir (5'tRE rdﬂteFi?raélﬁBt iﬂ"?ﬁéﬂ\y case'AK8 pracddél b§anat

om t enperatu ncubat € tfurther 45 m nutes at room
addﬂmmiéﬂtaatmn&stem%ﬂ\ﬁn appliing yvaste pslyneensreontaiving ivapwities the

SpinpiIa TR e ite int iR AR e 8T eniolde 6P rogict and
proc%% tN@s %oh's@q LG %r&%s@bé @ntHd ﬁnor é?ﬂ'u'sﬁ@ﬂ VirGRIragy

A'significant inhibition of HEK2
matmaimare usedmhldhta@etea(ﬂudaﬁlvtawa sba@a@mulduomil%ymmse of

cnecoBery SRR oty Bl e 3595 OBt chfpries and the
dlffeiémrp'ﬁ?gi%ar piopektie A6l ilods Swdste pofmdecortentsas

medi caments, e.g. in the formof pharmaceutical
conmposition. The pharmaceutical conpositions can be
adm nistered orally, e.g. in the formof tablets,
The g)gcgé §g f&aB ok §ﬁ’19&9?e Qllﬁgér%sﬁ(}%r@ﬁé F}ggleé ?ﬁn\}sé?ﬁl?ﬂecompnses
the &8p% of st ratl on can hovvever al so be effected
rectally, e.g. in the form of suppositories, or
- he@ﬁfgeﬁtq@lbﬁhiy)’@f £pBlymdtid Matdral, M Whncmh@gtm@is peffoimedantil the
he above-rnentioned phar nmaceut i cal conpositions can be
polymtr@ume@rlbj/hgs eoweliviggosiie subisientvibe sdvidgdng to this
i nvention with pharmaceutically inert, inorganic or
- exirudjngitice palymeanicmatenialenanpl e, | act ose, corn starch or
derivatives thereof, talc, stearic acids or it's salts
- préwfthd the goljkaeriamateriasbewasnsaufitst eadrseeoadidrivehatuopesating

coated tabl ets, dragees and hard gel atlne apsul es.
rollssgn@%séldcfaﬁtaw§ef36? &hrsth @/@1%0%@&%5%'8 gf‘fb‘f revgrse of a
5ie28tdh
desfoffiBhtandCaFIBE: forey I mpRHurdcE oing 2o fipft dcRTine
fmlshfad iplﬂ@dlmil aw@tmlbﬂtemmfeamoﬂrs‘aamd eesorm‘ mllsHuaving |, contour
usual ly required,in se of soft gelatin
whichalsa0p SeVETSH o el FOGEN GO S aaEbmalgr surface
ahge Cqaxarrpl e, water, polyols,
bei cerl?g%}éeveget%gg eﬁrg?f]@ F&{ € like. Sui tabl e
carriers for suppositories are for exanple, natural
or hardened oils, waxes, fats, sem-liquid or liquid
pol yol s and the |ike. The pharmaceutical comnpositions
can, noreover, contain preservatives, solubilizers,
st abl I | zers, vvettl ng agents errul Si fe_rs, svveet eners,

o oy



100 ng (0.292 nmol)
4-14-(4-[1,2,3] Triazol -1-yl -butyl)-phenoxynet hyl]-thia
waQeioedHsed9rar boxyl i c acid are activated w th 42Pei/EP2005/012456
(0.584 nmol ) thionyl chloride. The m xture is heated
to 45C and stirred for 1 hour. After evaporation to
dryness the residue is dissolved in 6 m
di chl oronet hane/ tetrahydrofuran (1:1). 37 ng (0.292
nmol ) 4-Chl or o- phenyl am ne are added and the
resulting reaction mxture is stirred for 16 h at room
- solidifiyirey eft thegolyrherip netepaltveltie baing préssadeand sttusiasde: between

e PRGBS LTt o

: Hot | 89(s, IH
pamhwg{zﬁiﬁé&@p%géoﬁﬁu'a ,“A?‘Zﬂ d ph(ef1y|)

It is éreq’%[rgd {4 tﬁ@ﬂr&?r@jﬁg (?ndd'rﬁ% %rpéaﬁkﬁb?% érﬁgl;'(e‘f EQE %Elne(rsed ina

coolitig, Ilcﬁ}ﬂi @ﬂhbhe cerfire njftt,he?rbllls IArlptBjelyéQi coﬁllﬁg'a liquid iMyater. The

rollsgqqanlj@ép)e Ie%t qm halﬁéwgllng?s(eﬁg w&ﬁr}f;pg%p(oﬂan% that the rolls are
Cont%‘{L[O{IS )ﬂwbt;teg seltifad tﬂégb ¢ aVé cOMEY lahaPRARRIHTBE W JoiprRfic

e-4-car I'ic aci
matamalrtoilzlermllsflsmedmmi hyI phenyl)-ami de The title
compound is prepared from30 ng (0.146 mmol)
Thepdyméde Materiad]is ai cwnapdsition that comprises one or more polymer

| -butyl)-phenoxynet hyl]-o0 ol e-4-carboxylic acid and
typeégaglléﬁét %@g w%;\glmyh essen’gl(aafy consists of a Was tle po yrlner ora
tr| fl uor onet hyl - phenyl am ne as described in
recyéxéﬂn%@gm% Yield 24 my (31%. 1H NVR (400 Mz, D

Thelg?‘&@% fgg Pg&}qg_"\:’% gt?gctkg%d HP%IT%%‘%’@E‘?)"O tﬁg@‘}eger%l%\%ntlon

thud isha orfe %&p(@hocékk )Nheﬁelﬂ%odldmcaﬁnbn wesSdng and&tbuctdru@ i.e.
(t, 2H), 2.54 2H), 1.81 2H,), 1.48 (m. 2H).
contogringis: pgg‘@rm,eé Apmuljar@@&w @ygoressmg 'the polymeric material

v IR o AR Rt g
betWeéd ’Ehecmll'p whede n&qhdé;aasr bdcémtcast Y@th@cém/émmnmrtdchnology
Tri azol

Whe\W %}’Fg'”ﬁbﬂfe WWP]W%‘?Q?UFQ%%% %&W'P@ itepgthiAygh a
sha%cgcé (F:F?)Ilﬁ@g?i R @ggé 4 é”né.c%lggtégf)q% Bﬂgﬁ&{ kit lﬂechéfproces(s 100
desditred MED). Trte:eﬂrlﬂairsheatsh-lthajmtaﬂaé)andhtglﬁe xitlofithe extruder
thertgral(gg ﬁ)o|§e s,’gr?qﬁ%zwgslﬂfefsélaégel tﬁ%luawpfchpqpé&@g%cldqglgg cha'e to
cont?a'ﬁwméf oflb ng%ﬁﬂﬁéb(én p@rt@est( 'Whérﬁ"pl &ﬁégsﬁrgamgs@ﬁolyrﬁe?éthe
fornmﬂonmﬂ-thJ&S) or fpaggattm eﬁ;ﬂs@m-}camoﬁep belolggar(/ﬁqj 'Eh;e formation
3Hbut 4 API| +
of fojirs o Bubpletae st e b bl R Sefieisos arGiatopp diige
resmtlueq frofratheradting Fehd pofymeiid ﬁfa@erm eBbbleadrdearhnfight also
tle conpound i's prepared from 100 ng gO 292 mmol )
occyr\vheq 4he potynsgriatety gpptains water e.g. when the waste polymer

el DB TS A AR 80 BB
andlerktrﬁ%&im Mhelso Jewdratedl véim)dr%%‘ses babdIo(f#6aeh Mrmation.

-DMBO): d= 103\@9( IH N 8.84 (s, IH oxazole),
Bub@leﬁoor(fgam 8 [EMme) fé?m theg’ea al tgwpre;g,&rpg; the polymeric material
trlazol e), 7.40 (d, 2H,

be“’i‘?é% f@ﬁ@(&%"&aﬁg 9‘3' ®12 (d, 2H, Ar-H phenoxy), 6.97
(d, 2H, Ar-H, phenoxy), 5.28 (s, 2H, CH2-OPh), 4.39
(t, 2H, IHbutyl), 2.54 (t, 2H, 4H butyl), 1.81 (m
2H, 2Hbutyl), 1.48 (m 2H, 3Hbutyl). M5 M= 452.3
(APl +) Exanple 7 2- [4- (4- [1,2,3 ]Triazol-
1-yl-butyl) -phenoxynethyl] -oxazol e-4-carboxylic acid
(2,4- difluoro-phenyl)-amde The title conmpound is
prepared from 100 g (O 292 rmol)

N N1



(m 2H, 3Hbutyl). M52 M= 580.4 (APl +) Exanple 16
2-[4-(4-1,2,3] Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz
Wob@eAs@ar boxylic acid [4- (5-methyl- [1,3,4] PCI/EP2005/012456

t hi adi azol - 2-yl sul fanoyl ) - phenyl] -am de The title

conpound is prepared from 708ng (0.204 nmol)

2-14-(4-11,2,3] Triazoll -

yl -butyl) - phenoxyrret hyl ] - oxazol e- 4-carboxylic acid and

55 ng (0.204 mol) 4-

Am no- N-(5-nmethyl -1, 3, 4]t hi adi azol - 2-yl ) -benzenesul fo
Dueriatheltac shateberfoimeidgi proéesmiakes placé leetovekd thig roBEYit is

VS: = 595.3 API + le 1
sufigeny 4 Gedt the PP Srate (il Py AdamRsFILIR At Sngbles
the ﬂﬁv@ oﬂtl@?é’l?mériccméﬁérﬁl bt of the extruder.
i soxazol - 3-yl sul fanoyl') - phenyl ] -am de The
t|tIe corrpound is prepared from70 ng (0.204 mol)
2- [4 (4-[1,2,3]Triazoll -

Asi %&%hé;@é}eﬁ%}é@&%& cé’ﬁ(%é%&eés%& wq'noxny as rucﬁ.llr d ple%e

acccﬂfd#\gl tocthBHfVertRINY luskd Mezaase 3f iHo o@mﬂmm‘aébrﬁma@v @t@bmty It
scribed in Exanple 1. Yield 11 $
is thgsgrqfemepﬂ ifshepseipuis afghe first and second rolls are selected such that

the %f‘%‘ﬁigc Iy éf t%e%tmc'tl?régl ét_eyelffek?lsto}‘ht)ﬁcgpc?ﬁ 2Ky fﬁé@%hé 118894 the

oxyl1 ¢ acl

ran@:ﬁtvtcﬁgﬁwsgmhbﬂyw bzm‘hdﬁ mdve prefdrablyontyochm SThe wall
ared from

thickg{epg tod e polymeriq @giﬁria% %ﬁilgiﬁglt%e structured plate varies between
100 OO0 YRR oea AR Tl ko Bt

remﬁa)sce:dea[aasttedames Bstargane5A0unYiaelddo®M0mn. (8% . Ms: M =
539.2 (APl +) Exanple 19

The Zwe[@ht(ér the sZudlured atate dccwdubgntcy the plhenasy mes behlesr aD0g/m?
cgrboxylic acid (4. bronp-2-fluoro,phenyl)-amn de

and ﬁﬁ@otg/m ePERFGOIhetwees GQthel am@ﬁoe@/wg .(0.204 nmol )
2-14-(4-11,2,3] Triazoll -
yl -butyl) - phenoxyrret hyl ] - oxazol e- 4-carboxylic acid and
39 ng (0.204 mol ) 4- Brono-2-fluoro-phenyl am ne as
The pebonetie thateridis aispdoftherecds S formyod 689y . strlidtUSR pldee

acc%ﬂétgm’gotgetﬁ%\%ritio?écagrj I’gg higﬁ]lyéégnt@j’\lrmayte%lv\%h Essb'e'!ﬁt.%% Hhe content
of wﬁst’é%r?olfm%r@éh@@l@rﬁé at Ie&st7£s ﬁ'ﬁlch'{éeny gléﬁﬁlﬁlyq\gnc Im'_?tenal is

-F-4-Br
needed &the)remmmsmemsﬂ.fc(rmnarhy—pu@olelesﬂﬁe doBpositemylised in the

pr°°éﬁ%%8§%i?§gh£@ré(5! a%ﬁ”%ﬁé&@; & 97‘3"5?6?90( Eecyglfr'_dl polymers of 10

- 100 Wbty share%ffﬁb (t1003k% %‘E’é’?ﬁly)ner& |§élsﬂﬁo%'ble as is an
2H but yl 48 (m 2H,

am Appﬁyvgg Iynms of 50 — 100 wt%. \é'referably the waste polymers used

for t%e k?'gp(l.&cé{pg tﬁ‘ﬁ%]i% sgeftglre%p% gﬁ%'u)wtso %eﬂ?xymeot WY%] more”

prefélabty @ 96 netdywtwhenyl ) - ami de The title conmpound is
prepared from70 nmg (0.204 mmol)

2 [4-(4-[!1,2,3]Triazoll-
butyl) phenoxynethyl] oxazol e-4-carboxylic acid and

o B B, L 4 SO e
its ifddt a I@rgeDb@@ty of n?ateﬂalsfvaﬂyhhgl @H)armg oB2hépe, ¢dour, melt
ri azo

VISC@Se'tya%q?f)sy 'mpur:afef«‘S( Basjqglly @lwrsia:ofzo@vméiéﬁbaéeﬂ’afﬁ srovided it

can g%&reg!t(é_@ sﬁgﬁ'})@at# \ggﬁ[ {JC‘W t%eé%rjo%'e( dceé?Ble l.é%d ;'gt is however
6.97 (d, 2H, Ar-H, phenoxy), 5.28 (s, 2H, CH2- OPh)
4.39 (t, 2H, IHbutyl), 2.54 (t, 2H 4Hbutyl), 1.81
(m 2H, 2Hbutyl), 1.48 (m 2H, 3Hbutyl). M. M=
450. 3 (AP1+) Example 2 1
2 [4 (4 [I 3] Tr| azol I yI butyl) phenoxyrret hyI] - 0xaz



M5: M= 450.2 (APl+) Exanple 33
2-[4-(4-11,2,3] Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz
wobk®@edsaar boxylic acid (2- fluoro-phenyl)-am deCTVBER2005/012456
title conmpound is prepared from70 ng (0.205 nmol)
2-[4-(4-11,2,3]Triazoll- 9
yl - but yl ) - phenoxynet hyl ] - oxazol e- 4- carboxylic acid and
23 ng (0.205 mmol ) 2- Fl uoro-phenyl ani ne as descri bed
in Exanple 1. Yield 5 ng (6% . Ms: M= 458.4 (APl + Na)
Exanpl e 34

prefé’rrédlzﬂéf“th% t)?pelf’d Jﬁp@y{ﬂbrd ntlodDeéd into RRE PRICEEBIdNE | skeicrtad from
ol e-4-carboxylic acid

the groupsoptainingl pRlyestet, mquldﬁyp@lyathy&ﬁ@erm@lmr@p\éene

poly§ATRRISIRLe] BoRsRRBNE dnfd Fidfidl &P ™!
yl - butyl ) - phenoxynet hyl ] - oxazol e- 4- carboxyl i ¢ acid and
42 g (0.205 nmol)

The Sitbed Blatep ScaoTE (o tedbyoias 4 Be sagd 1o AMRISLY OF

e
eppig R P Foush e soues o ”“% p%'zmefsC mﬁtsﬁ'g'xyngt%awse Gy
wregmllantu@scr&gbcdwg |coloam: | tbe$64rrég wlaritieparenyegligitte ceherhibhe material

is usLe Q? %3[ s@%p@pﬁ&gﬁ arc%je hE8 %s?&er%p%catz TR Bhdctured
platé/é al@ﬁdﬂt&:u%ﬂ?%?@f?v ble a¥as ok Gré’iné@é Aoty it ¢s Qféf@\'réﬂ that

| uor o- phenyl am ne as descri bed
this d raiExgerpiat comprisesdhe strugtured pjate cannested4o®ne-pr, more filter

oS50 oS e AR S i e kBB b or v

draiﬂa%mﬁt%uérﬁwduﬂdi hder drdmiRgloff. 7. 20- 7.14 (m IH,
6-H 3-F-Ph), 7.17 (d, 2H, Ar-H phenoxy), 6.85 (d, 2H,

Ar-H, phenoxy), 6.81-6.76 (m |H, 4-H 3-F-Ph), 5.13
(s, 2H, CH2-O-Ph), 4.34 (t, 2H, |Hbutyl), 2.50 (t,

The%ﬁeon"f ﬁ?tfé(rll%er lhﬁk&é@bﬁ/%ﬁpg rJe§1 &@%% Fl9uré™ shows the

cros%—s{e@tl(nﬁo[f la, rdtdnedgrate- decprdibgtiy the p’rvemdmynﬁhtl;da}emttmzwall
ar boxyl j ¢ aci

. 0l e-4-
thiclnessip fae fer igin %ﬁ@ﬂﬁréa%ﬁﬂﬁé thaavall hicknessp thrurgiforced
are%Ir Ecjﬁy%tﬁ gélhf Tr%géf?@% ARk Surface has two legs perpendicular
to ead:h btheyl Thelemnteagiteb of ke miafootemdntearbbe gefined @gdiratdhe

it k58RI of R SSRoR pE SR A5 .1 -0,

A mé'régte'% Mﬁhﬂ(ﬁé%ﬁf ﬁ\e?’s?tructured plate
4-11, 2, 3] Triazol -1 -yl -butyl)-phenoxynet hyl ] - oxaz

5 0 B S VAR b o o
mveﬁtl{)rﬂf Td firthex, id¢reasatlod lstablhty of the structured plate the outer surface

o S RIS R P IOV Jo ABAR® FBOHGE CORERPPERRRUTAE Surtace
starﬁ@?é@%@ﬁ 8%@3[@%?% ,érefa '_FS%ﬁgggrlltg% él%‘l@eé%e( asrjéé'twﬁ(ﬁs( #ilfowing

to tHer basmobEthe ifn€0$wfadethy tur= 82 td B0 torthad inhet Gu(face 2irkba
7.01 _(d, 2H, Ar- Hﬁghenox

subArh{_il’IA'bNE th) ac a agsing,{hep into & ¢ Gé’?USrgR said
gtantially | tospHiRbRyIfacesatea, §agsinginen i Yy

cu “%S?t{ PI seg rﬁg a(sctjrf%él ar%ﬁ?%@ﬁglg‘%antléllﬁé lgatilel uter surface

fornﬂh’gtuwwaase oitmﬁmhasr s@ifaceSpkdiilg.yl ). Ms: M = 448. 3
(AP1+) Exanple 38
2-[4-(4-11,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid (3,4- difluoro-phenyl)-am de The
title conpound is prepared from70 ng (0.205 nmol)
2-14-(4-11,2,3]Triazoll -
yl - butyl) - phenoxynet hyl | - oxazol e- 4-carboxylic acid and
26 ng (0.205 mml) 3,4-D fluoro-phenyl anm ne as
descrl bed in Exan'ple 1. Y| eld 15 Ny (16% 1H— NMR (400

~ - T T e 1 -— o~ N



di chl oronet hane. 77.0 ng (0.48 mmol)

4-trifluoronethyl-phenyl)-amne and 0.33m (2.39 mol)
W@ eooesopham ne are added. The resul ting m xt urBCT/BP2005/012456

stirred for 2 h at roomtenperature. After the

addi tion of IN hydrochloric Hrid the mixture is

extracted twice with dichloronethane. The organic

| ayer is evaporated and the residue is purified by

silica colum flash chromatography wth ethyl

acetate/ heptane (1:1) to give the title conpound.
ExaMpid:d: 69 ng (29% . 1H NMR (400 Mz, D -DMSO): d=

10.59 (s, IH NH), 8.88 (s, IH 5-H oxazole), 8.11 (s,

IH triazole) 8.05 (m 2H, Ar-H, Ph-CF 3), 7.72 (m

H, . Ph azol

Polqu;r rmatenal 5@@@,’[@3 ﬁfegrmupé pc%ycggﬁr(qﬁlrom_p ??@T Ept%% rgcpycling plant
oGP MSERY B o (OpE4 8 nd oF ey &g

extrifder vaitth ard idulputydf)1,00kgzhr. (The Beteridhisthedpd t6 280°Cm  2H,
2Hbutyl), 1.42 (m 2H, 3Hbutyl). Ms: M= 500.4
The (e&ﬁi!sdiéat@qgfﬂéheeréﬂ through 4 holes of 8mm diameter at 8 cm distance into

-Met hyl -4-(4-] iazol -1-yl| -butyl)-phenoxynet
the wmqfiwsz &i@nl@a sé@@‘tr@kwtb aaélamqtat eh2 o plp ey Ydthi @f¢t00

mm;ﬁf%ﬁk)éﬁ? } HET %“I?éjln' Fe¥PR2hEAzEMAMPIARE. THe (OnddrdBRnter

rotafihg at speed!13l myhmb Thglsurfalce rod tlyered|lsyis Jproxided | veth a gaofile
rboxylic acid, and

as GaPcioe2 S RIAaRT ad TS, Ba0di e o Ex &sBe Ag3,1mm,

— fi of the product is achieved by preparative
t=0, 248 t=GR AT mg (37%. 1H NMR (400 MHz, D - DVBO) :

The o Pl 4 Fps %%4“5')79 W hetBiat o e i S 58)76@%]1'“6

cent'ré"of iHe'nﬂéﬂé €The Eoﬁ@nélms tl?lké pr¥ssEll aid-ddoled BeBidedntthd two rolis
henoxy- net hyl ), ( IH Ar-H,

aﬁepwbmﬂgmﬁw@tely@rﬂ@rsahﬁ water b@ﬂvaﬁplreelﬁ isduriner wppled.
5.25 (5, 2H CH2-O-Ph), 4.40 (t, 2H IHbutyl), 2.53
The(grofil2thugl bbtaingd has 2 \nghs of 816 gFlm CH temsllelsmqth]oml—ﬁo
kN/@gbuté& 1.42 (m 2H, 3Hbutyl). NMS. M 466.3 (AP +)
8

2-[3-thhy|-4-(4-[|,2,3]triazoI-I-yI-butyI)-phenoxynet
hyl ] - oxazol e- 4-carboxylic acid (3-chl oro-phenyl)-am de
The title conpound is prepared from 196 ng (0.55 mmol)
2-[ 3- Met hyl - 4- (4-
[1,2,3]triazol-I|-yl-butyl)-phenoxynet hyl]-oxazol e-4-ca
rboxylic acid and 70.0 ng (0.55 mmol)

3-chl oro- phenyl am ne as described in exanple 46.

Yield: 137 ng (54% . 1H NVR (400 MHz, D -DMSO : d=
10.42 (s, IH NH), 8.84 (s, IH 5-H oxazole), 8.11 (s,
IH triazole), 7.99 (m IH Ar-H 3-d-Ph), 7.76 (m
IH Ar-H 3-d-Ph), 7.70 (s, IH triazole), 7.37 (m
IH Ar-H 3-d-Ph), 7.17 (m IH Ar-H 3-d-Ph), 7.03
(m IH Ar-H phenoxy-nethyl), 6.85 (m IH Ar-H,
phenoxy-methyl), 6.80 (m IH Ar-H phenoxy-nethyl),
5.25 (s, 2H, CH2-O-Ph), 4.40 (t, 2H, I Hbutyl), 2.53
(t, 2H, 4Hbutyl), 2.21 (s, 3H, Ph-CH 3), 1.86 (m 2H,
2Hbutyl), 1.42 (m 2H, 3Hbutyl). M5 M= 466.3
(APl +) Fxanple 49 2- [3-Methyl-4- (4- [1,2,3 ]Jtriazol-
1-yl - butyl)-phenoxynet hyl] -thiazol e-4-carboxylic acid
(4-trifluoronethyl-phenyl)-am de The title conpound is
prepared from 178 ng (0.48 mol) 2-[3-Methyl -4-(4-
[1,2,3]triazol-I-yl-butyl)-phenoxynet hyl ]-oxazol e-4-ca
rboxylic acid and 60.0 ng (0.55 mmol)
4-trifluoronet hyl - phenyl am ne as described in exanple
46. Purification of the product is achieved by
preparative HPLC. Yield: 145 ng (59% . 1H NMR (400
MHz, D -DMSO): d= 10.67 (s, IH NH), 8.53 (s, IH 5-H
thlazole) 8.11 (s I H, trlazole) 8.09 (m 2H Ar H,

' ~N= N\ — — e~ ~1 1 ' ~N= N\ —



is the reverse of a desired non-planar contour for a
first major surface of the finished product and the

wo@rivense2 sai d first and second rolls havi ng aPCDRPIOF/012456

which is reverse of a desired contour of a second
maj or surface of the finishetlproduct. Over the years
the nunber and variety of purposes for which plastic
mat eri al s have been used increased significantly. In
particular for bulk applications, e.g. as in the field
of geosynthetics, it is of utnost inportance to
Striecttired patbsapompriding Wastegiatymelrs anld & prooés ot producing
satisfy the needs in ternms of perfornmance, but can
al so be produced by | owSH§8:p! facturing processes
and/ or frominexpensive raw materials. Wth respect to
I nexpensi ve raw mat eri alFs—waste pol yners or recycled
pol ymers are considered a viable option. Waste
pol ymers can be virtually cost free and save in
addition the disposal of waste material if a polyner
processi ng conpany uses its own pol yner waste
mat eri al . Hence, maki ng possi bl e the processing of

Claingst e polynmers for the production of said structured

1.

2

3.

4.

pl ates woul d be very cost efficient. However, the use

of waste polyners as raw nmaterials causes problens in
processing such as clogging of the outlet nould and/or
$trlidtared praté BestipneRis alddrivgated sé&ion semphsing YrotNeH) Having
plastic material after extruding through a shaped

amauigrisirface esgraiceregponmiig Bngsisyifees characiedsedaintinghthe

S5 Stacof UL 45T Bt B PR o188 whor

thel, waikdis, therhaensurfade/sifoved rdhfordsmentefalpnd yweearescogposite to
ol ypropyl ene, considerable differences in nelt
Ps%%ﬁst%ﬁ e oet sfaes tthe seinfricgmegnts aredA&haperpfirepencave
éﬂﬁgﬁﬁéty may occur, sone of the contents of the waste
material won't nelt in the heating process or be

e T A

reatdrigel & ih@h@peHence, waste polyners are used only for
rat her crude products, e.g. park benches or |awn

D D B T TP L Ml e
lehgthf b of theofeinfeosamenicbithe widith B af theegswe s taieand,01
dnfbggge mat. The volunme flow through the channel s of

?ﬂ ‘art structured plates is limted by the size and

shape of the flow channe]s, However, the size of the
$‘Ir'é%%€ffgﬁﬁé¢ AEEPIHIY aﬁm 2155 3 ﬂ@réﬁ?é'&.edll%éh%a*gﬁ yter

- f . o . L _
Htfack) i deblanbiifarin 8RGO 3RA The EblrBStondiig iRy SUHHaHRIES starting
paraiiéiftocdet sutadenaicagbassirapinkto tysurfdcetarea thdids naanoaying to

I Ncr easi the wal | thicknpess. . d, add consi der ab

6 Hrmtate er e e fore BdhgBee Sitaes pie plrallel o
SR guﬁ§cé‘§?@eﬁ$asbmgatﬂ€htiht@?r\ cUbRurBr §&H c,‘gi'i'\'ia,ture passes into a
structured plates t6 be used as drain or dral hage mat
$urtdaearearparabeldal cuterf swfacefarmislg thedlasegfdhe dhrmeygurtace
6&@ often be observed. The reason for this is that

F% is almost no volune flowin the corners of the

| ow chanpel s whi ¢ch coul d ad to sedi nentation of .
SPGB B oSty oY 51 PeTERBAID8 CRBTSG] Kodicharacterised
F r t i > i
R BRSSO PR o Do T I gt Tio somm.
di sadvant age of such profiles is that they can be
easily conpressed to an alnost flat structure. The
mechani cal stability of such profiles is
insufficient.In contrast to rectangul ar fl ow channel s,
fl ow channels with curved e.g. round or sem circular
profile show good fluidic or flow properties. But as
drai nage mats are often connected to one or nore

. e . oy - Y "



partially immrersed in a cooling liquid. It is
preferred that the first and second rolls are
wappsosdaat el y half inmersed in a cooling |i quPCI/EP®05/012456

till the centre of the rolls. A preferred cooling
liquid is water. The rolls ckh also be | ess than hal f
imrersed in water. It is inportant that the rolls are
continuously wetted so that the rolls are cool ed and
adhesi on of the polyneric material to the rolls is
reduced. The polyneric material is a conposition that

6. Stamuresgdatenacanrdimgrte anylof tiee ptegesting alaimedsto DHnbaragtayised

it et dhe dalan oSS hiReruBetorerRre AU 1 Flndirdypiate
vahiat $enResR MdoNe hRd DEORMERERE noRUelHfoRRJ dreasidhddbetween
one step process wherein solidification, pressing and

500t and i50§0UM @ thegrtrdenced @reas.per f or med
si mul taneously. By pressing the polyneric nmateri al

7. Fretassfortproducihy sthatired pletes hcogrdingia aeys of the piecaling
shape, is_fixed by the gpeni bet ween the rplls, where
Jano feipr icsamriaing Bt s5F of fepid BstAsify SFapoVene

3P Y fuRkiMhe ERE nPteVBERAS a melt viscosit

rhé%@?ﬁgﬁﬁﬁggggﬁgﬁgbhggkﬁﬂgﬁngxﬁ?ﬂeug_ thHough 2'2%g¥§§° Y
suffidientdo e extridad; extrading therpslymetic oratesal andpregsing the

ahunags BT SheEEn 4 0% dft SsPord AMuEH kBB ratiE ety ane of
M GRAHNG $ddopiasrolis kevingehemaguiidh whhé hegsreb dfkedesired

cl ogging due to contam nation by non nolten particles.

Wrgwg?rmrm?wnf@r W;aﬁ;’ slempisirshigage ofighe Brished progict, and the
HEr oSt Sediid 1S biBloREa CRfoRE VP PETRIERE of o

SGRENRSIPIA8sr CBrRdUCsSa sécdhd Bajdraurilicexdfdie fiaishiedi product,
fromthe heating of the polyneric nmaterial. Bubbles or

saligify imogafitha ipslyraeie malgri While Bring pepssast and sBHelres

r £ bl f j -
{8 Rentind v RETRIS 1P 3 sl Lo, RBRURR firs} and second
B iang paedliyrithnaadesHin ausioting lifibiel, anddre ohtreeric apaterial is a
causes bubble or foam fornation. Bubbl es or, foamare
FRMBOBHOR 1o GOTEPRASEAGAPT Pre PEYETGIYPRS: HJPFsaN&. e of

ARk 5 R R BOR bl P ey
o, 165 b Abopbyf Pl . 2Bl PELUTR o b

shechabyslibhahaBé@ithiab aubverhll ahouet of udete pdlymers or recycled
i ndi cated the size of the grooves can be increased
pelgmess of dQct 1P@WtH. ate according to the invention is
used because of the optim sed nmechanjcal stability, It

9. The phosessradaardiag tofclaime? ooft charactsriseddn thatdhe apdymeric

second.rolls are.selected such that '

RS % B PR SHGIT LS FRPTERF ot ahP e RO e eloted

frb@sthienyrblip do@a@ﬁin@fpolyés?e@%manﬁiﬂéf eolgbihylend, ® ylene,

nore preferably 1 to 10mm The wall thickness t of the

polyyimytahdorige, eolystyrene lamdiy mbxkures tbetegfed pl ate

vari es between 100mm and 1000nmin the non-reinforced
10.bisead th@sruahlred plate lacesrslingita ary obihef daimes) 14 aadrain or

var.i es between 500mm and 5000mm The wei ght of the

[4RR9I& M pl ate according to the invention Iies

bet ween 400g/ n2 and 3000, g/ nR, preferably betmeeP 600, .
11.{ydreinage rgagaemfémg terdaigp 1 § sennectegiiearg o Mok filte); fabrics.

the process for producing structured plates according

to the invention can be highly contam nated with

inmpurities. The content of waste polynmers should be at

| east as nuch as additional polyneric material is

needed for the reinforcenents. For many purposes the

conmposition used in the process contains an overal

anount of waste polyners or recycled polyners of 10 -

100 vt % A share of 30 - 100 wm % waste polyners is
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