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3- ARYLAM NO PYRI DI NE DERI VATI VES Field of the
i nvention The invention relates to a series of

weabsnisssed 3-aryl amino pyridine derivatives tPEI/ER2085/011306

useful in the treatnment of hyperproliferative

di seases, such as cancer and inflanmation, in mammals.
Al so di scl osed 'SCEBSuY§ew@Ehsgéﬁlﬁﬁgpﬂagﬂé in the
treatment of hyperprofiferatTve drseases 11 nanmal s,
especi al |y humans, and pharnaceuti cal conpositions

COMé awe@@n%ucth@&rﬂ@p@md@en&mw ﬁélattt@s r@'oatc%s?lﬂes for
The Ras/ Raf/ MEK/ ERK pat hV\]%vﬁﬂ s a central

t TAREYR DN 6%(?%8? WGt HRmi te & g ‘?%r?%m‘?mducmg

ney ¢t @hefoel issuthacennecepdorsith *snahscapptluea as well as

Tﬁé}t %é Qdé hee g Cl%}‘i’éd%iﬁ? rﬁg%éég geng SSE8Bis  of
vvay iI's uentlTy referred to P

ktm@é%dpammva@oratsaw %maﬁ@@hffmpﬁmll%@en act i vat ed

protein kinase indicating that this pathway can be

stinmul ated by mto ens, cytokines and growh factors

(BreebagkIEPURA, Of cbRenPEes6s, Y@ entgqp1gy, the field of

%emﬁwié@ wWROBht b@nstamulmzsfeara@eceiﬁ der EBhSstible (e.g.
path can trangﬁ %ﬁgnal S, ch resu int
cti

Wt oW 2GR L BFZopthei e of "EEFPOEyBRe Of these
prrogr@@seemms The tRas/ Raf /| MEMLERK pad hwabevreasadreeenor  other
{RPLay Lapary ntfcrxolgéawl%bgbuggol 6] abd OBroduced.
and the prevention of apoptosis errant activafi
ofhe hiRE PEARWES! | 2R OPPRPY oB3BPYVRdaNneKhrpghaAD) ybrewing,
tdaned nitesh cebts. PoBLbebscakiem of daSsule is partlcularly

p to oncogenes and activatin tati.ons at |ead t

ST eS5i o BongEPRud VE et e %éss]e%r BPelFH%Oduce a
arcef fxbsebaeelrage appr ddwnate| yoB0%Uaok ralinduarmapr eamees Senter
(Stire e 1, 9L 9- . t at
o%:éoge%@cé%lo% rr? S gasqglrlél olind 5°n %%f% l’gg i a%gbm the
XS pletcr eat i ¢ cancers as wel |l as many ot her types of

Qﬂ@né; §ul(é(0BE %tho@vln irChRNE€63893, 20Qtek8345 1837 hpparatus

Tg cts of g rollfertglon and tunprigenesis
B‘@ n™do PHEFAAE tHCRePl F3esIIE Chbr efpich a
etatadr 1ﬂ1j1éct]1@ﬁcdév1885,1s7,p1%9£ed3]lﬂérméxl?afamt§tra&g@ﬂﬁst the
e be d re th 0%..0f mali
2@%&3 lb SQ?%&\%@GJE% Jdalt m?td%ﬁat 3@%@2885% 4117rlj§crg:10n device
91492195198 d vealt h@m.hgms eveipl pfd nohathensipdsat heweof the
hegls det eififb-Alr Rashe i Pal Ry has @hdays,beehys .
consi dered a key target for therapeutic intervention
(Chang et al., Leukem a 2003, 77,1263-93). The
%/@MWER@@&@W@A;& ngheat H\nayatan @agétlle, but a coffee
ve ot rollferatlv effects

d ferati. nt | [
E{Wnsetrr ealﬁ’itra‘ﬁgﬁ?lﬁptl n 1%t §F tlg gel'ss ?ncﬁ]{tacﬁ % into  the
N iiEe CREBhiEes- Byt AR imphnd erides. ERKsedanlrmll rrecthytridge
%F}@ryé@&ﬁ E-ﬁ'l%\tl wat‘,%Pr cgﬂd o3 &Aré@' SH leafillt@er paper
activation. Alternative S can
|t &Rt PRRR | YRPRT asa%an@,tr@am gphhse fatger unit.

Wa%ﬁcﬁ%ﬁﬁﬁlﬁ@%@h@éﬂé@t@&t@ﬂge aghé VAl BSer unit’s upper
tr. anscr]]tl%t 1 0oNn, Ct 0 such

tridhsc tPSﬁlP ctd sﬂ%&&@élt Erlg§§| ToPBreyehdsclamped
ipovdeant tio@r oueklk eyal ea@rtolgeessnfcﬁa,e ffdrltexampe;, wall and
r f act opt 0S| . :
e e g O, (B LhS, BLRIEPLARS g gesion 1o a
@ﬁ@mmeyhlmerfaﬂttena eat maver#dehks amrtqstgrqmm pressure
fard afsi dieads 49 rﬁ@@ Aghpvadi ey Qitﬁ&;‘én&htﬁg E??lﬂ:5§ water

in proliferation and, in some cases, erentla I on
AmENG L 1D PTESHKE ehnceS - Ré%or%@%anﬂ begs 39 . efpR much
proteins are the prinmary downstreamtargets of Raf.

The MEK fam |y of genes consists of five genes: MEK1

MVEK2, MEK3, MEK4 and MEKS. This famly of

dual specificity kinases has both serine/threoni ne and
tyrosine kinase activity. The structure of MK

con3|sts of an antno terntnal negatlve regulatory




R4 is selected from hydrogen or Cl-C6 al kyl whereby
al kyl may be substituted or unsubstituted; or R3 and

w@doocanssbe taken together with the atomto whiedm/EP®YS/011306
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are attached to forma 4 to 10 menbered heteroaryl or
heterocyclic ring, each of whixh is substituted or

unsyRst! LYbeds, B | 5nseh ectotyds om by dnggen. fle G O
ﬁﬁg mhe#e SuF%y a%ay be su stltuteg{ bl enoan
uﬁ§95§?ﬁ?uFEEleoﬁoﬁﬁeﬁnHSRBr%%HCB@ t aken together with

the atomto which they are attached to forma 4 to 10

rbocyclic, het roar or eteroc cl
e gbﬁgﬁq%%% %ﬁﬁ%ﬁl?u 8% q??u? gt rﬁgg?sgdapted
sebedkedbﬁewaﬂtrail u@ﬂamawhyw- B@d GheeEdh rad kyh a beverage
cycloal kyl.. aryl ry het er oar.
ﬁg \g%gar ylcllgﬁ F’%dﬁet eér,oal/’%l y+§ﬂ>%%%léhe Sergcr:lst/‘c ?FXI krrﬁ(?e from
whej eceaeh-mbkytledcpthonlikyl prafgrabhet prdapybpaddne as the
hel ehoeyabyh c3HRSt Cruted adinpubstifuitedys\WWiShas a flange

sel ected from heteroaryl contalnlng 1-4 heteroatons or
het 62 oEyB| PRARoRE aF REn§RTCAMRELEL Bat 85 CEBSCHadn wRNSHKituent

| 8f upBYbsapEUL edwRE cBEUDSt thutsedrméhédt au;'ilng closure of the

<g%astltuents%Sthh(_LC( Oﬁ)raf\év“:féo Céh% &aéﬁ O; NRe(rgl(né’d to a

beEWDngl k:i.é\)l,ce CB)i(cr yhiE, aC(l@)}(cheettHb:akg/I )c;losure system

RO XA OB S i

q'ie}gends C(@ CtOeRi tgght@(lg}g;R' R REPPlieRR PR’ the\Ruser.
Cfﬁ%foré\“? £hO) o&%lsuleNBC(fQ)nNRléRcruBBéé(Qb]N%l% Cﬁ@ﬁnt at

NR 4NR4C( O bond,. NRLS,
o"i’ S%hR? %eifgg %?deqﬁé‘r]rd Ieftseﬁaébt]%%l B‘”f‘ﬁ%‘i’r@lr og@ﬁe problem
tmfthatoﬁret Hyl no(ﬁl mﬁﬂqlwlﬁh@lﬂpaékémyhge like rim,

oal Cl
cyc oaI tﬁy %hl ary &Qgry %.E§¥¥h%e§%?oa%aFe of the same
hiet 29 o y"“atﬁ’illal hesertbeydlogdy, ehdthet erpeyérykhbkynormally

whehei fashaaldoHri AldRnyti ?ﬁﬁfﬁ@)’l toCY¥HRaldeyla 8EXL, effect
het er oar yl and het er ocycl IS substltuted or

URREPR 1§ utelt 1?&%“FstgeFéEPeHaF?BnPﬁyH‘F‘éﬁéﬁl()‘r acgoptgolled

a'hktyérn@l IRre§sﬁfld RiGelorart eget Beevatédt @el@tive pressure
ere clic ring to n o
ona??§yan C)ét%n{ sapg rlng 8|%gr§uE§F%FuFS f&Flent to

LFh%l,lb‘GQIt enedsptessN lorkeN- cof faei wikh drema. 3Furdhgrmore,

5nHosr,t'ﬂmS;iunlcie'ﬁq ]'b@\/‘elzagé efn%(:hﬁi@le%r eh£POPRURAS QY FOGMUMLE that
(1), Formula (11)_ a pharmaceutically acceptable salt,

OISR e2br 2pRIRARS RS D OSFRr EPFCeRiANdRAC ROt Rggpend on
Ride ngerR*s3famdethh43r®Ffe>xien(i&Q9mieIHgﬁ yas eh@apedtﬁbﬁrrbf the

REY o oot g Rl B B850 2 ) v, -

S(OjNR 4C(OR 3, -C(ONR 4S(OjR 6, S(OjR 6,-NR

= 4, ¢
IR AR SR o S et by es be £xem
FIEPARNCES- @neaéyerlaapwlsulﬁﬁ- are %%| DaRrRpLal kppwn from
B Q441D 6(ebkyt exrparS(&¥ ] (ER5 4RO Myanyl, aryl,
aryl al kyl , heteroaryl het er oaryl al kyl , heterocyclyl
heterocyclylalkyl C(CR 4Rs) m aryl “NR 4(CR
IR% neapyhle - IIQCRaéRéDlmvhSILBr B‘agyl 1 hblR4 eCR4RSEmoconically-

r CRARS e c
S o AR IR SROHIN iz <., iy omsted and
spbeind ueetifept A03 BHd5 Whickhere ehepedl Ryl a dbikdnjlike tear

af kY& Ytove¥cheal keh aedr Wng st eéf’ﬁﬁ%éd apd Qetf%%)éclmhce rim
are substituted_or unsubstltuted is selected™f

F JyeRXCERAFI ddtehatiyl  fxom cibeasiyie -wedl ot cup 102. A
al kenyl, C2-C 0 al kynyl, C3-ClOcycloal kyl, C3-C O
cycloalkylalkyl, arylalkyl, het er oaryl ,
het eroaryl al kyl , heterocyclyl, and heterocyclyl al kyl,
where each al kyl, al kenyl, alkynyl, cycloalkyl,
het eroaryl and heterocyclyl is substituted or
unsubstltuted or aryl mhlch |s unsubstltuted or

L T Y 1 A a = g, o T |
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3- Oxo- 3- ( 3- phenyl am no- pyridi n-4-yl)-propi "nic acid
ethyl ester, that has been described as in

WO mioensssd ate i n the synthesis of phenyl PCT/EP2005/011306

di hydr onapht hydri ne derivatives for the treatnment of
di abet es and di abet es-rel at ed 3di sorders. In preferred

eg&gguﬂ@nhéldébe 143" icpbs1Rave o he dpld.ov NG, IBapi PESrelief
is as defined above, "preferably hydrogen, halo, d-C

45%%%@ eBemane yReBaP kY| 1 142- C4 al kenyl , C2-C4
al kynyl, cyano, nitro, OR3 or NR3R ; nore preferably

L s o e

onei elrbddisnent , 1&teisl hydrldgen24R2and as defrenet27 for the

e r cC 4 alkyl, &G-C4
g€£¥ ?‘E ?E JE% P%‘geﬁgfﬁeb%er ynyI cyano,
nitro, CR3 or NR3R4; nore preferably hydr ogen, halo O

Gls @nawlseéilffomfegpr gf Q:rk@lé/xtﬂ?é@c%n N8y BY km further
nost preferably O, F or, rretq% In ne enbodi nent
nt

i SORRYHSFS |5 dffter Emsudi ingg Eref”é*rtgﬁlymlet

fcbllﬁéﬂilﬁél subst idnd ednby‘mhularoreﬁerﬁémmr unes,wwref@mahhyernal
| uori nes.. Most _pref erabl S_as i;ne

SHOVESS o1 RP Aoty ERoar BOER, SHEPGRNEI LAY oy FEsEIn o ehe

cyet eal klydapeoszdhal kepyh]le C20C4iaEkpnyer pyano the annular

s f r y I ) £

Wit Ao BTy copr i bl pbadisen el 03 ror

o?e%%%lngmghe pFRPERED| 97 h@/‘éff‘%]g%%loﬂe?ﬁy?x‘:@cwo? I'n

one enbodi nent, R9 i s hydrogen. R10 is as defined

ove, referabl dro 0, Ik
oty RSO Co SIS B Ry U0 AT 0P RG iyl 10 ¢y, Copoule
rII1¢>I©era2L|1do NRAS@R@;? SRR RA; S(HZRper@(o@aNRSBRZIhe upper

%9%\%&% tﬁgo) C]u%lf efo%o) %ﬁ% I&%Q): N%e#'ﬁ( O)fjage 16133 of the

nore pr drogen, nitro, -
A xPPUle- Tegte40a! ke, rs@zmzﬂm Qﬁr@(@CF\IR“%F@er%tMP Of the
nosssprefes oty pydrogen F, d Br, nitro, nethyl,
O nethyl, SO2NR3R4A O C(O NR 3R4, nost preferably
hydrogen, F, d, Br, nmethyl or O nethyl. In one
eTihedvaeat R IDnj]echgdr ogeaughnthrothenneibadoneift the water
' t yet e | t, t hyl
oot eFueFy 1P i Y Bt : T T (P58 30T cbfree. he
fPresswes, ipr dfta aphpsglel ol nJefscrEF@IS%EPeﬁélFirefdﬁe tear face

ef@thHEQEﬁsQBQRﬂ cfola%@dt}@ ahép énQﬁJQﬁQ@niﬁlegi Rening

| kyl, nore preferably Cl1- tional
1ef usIRRFSL OR32 AFYGH Cﬁ@l dPEFngarﬁy%lef members

m@m G al kydpl dvyet oxgy @yfrdﬂ&cﬂmhaﬁaded ormalticefet herr aother
clic ri with OF 4 s I
a h%ﬁ’esal rF%% %I nd op Igfa% I y&g%q?j%& h‘a v a(? gt the

at &yt Bataoreanhas, ihgdborgkongOsakkpls., Rhel t|e§ra§ace tears
d§ﬂ>ﬂ§d @pé’verepf@f erghine Mdrgﬂ%‘ dalhcilds ChAted . flows
G4 cycl oal kyl, C2-C4 alken¥ C2-C4 al kynyl, cyano ,

n‘FlilI?%ug the NRBRELCHBr eCpre E‘Fablf)loh’ydﬂb"dé "Adi2o Gnd  is
Grec&fe BbEYinOs 8ordifdrakkyt, sabivh) Beneaphetaeabbye 127.
hydrogen, methyl, O nethyl or halo, nost preferably
hydrogen, methyl, C Br or F. In one enbodinment, Rn is

Hylgles O]gennciplaaobﬁethea‘oeﬁtn’entioﬁnpirscmtsmals flarr ya@t it can

P PIATTE soDLhchoBi sl erabl B eyencson car

fb@oﬂﬂﬁfé%rlm@ 78 HgléeVened above, preferably
hydr ogen, hal o, C1-Cl10 al kyl, C3-C10 cycl oal kyI

C2- C10 al kenyl C10 Kk ana, njtro, i do;
NRASCRRB®  $E2 P@% §(92%§C¥ c%@ﬁﬁX§R4LS cﬂ(’&j?ﬁt &ﬁs,capsule
NR3 R afict& L de&RBsal kyl) substituted with 1 to 5 F1

nore preferably hydrogen, halo, nitro, Cl1-C4 al kyl,

0-C 1-C4 al kyl, SCF3, SCHF2, SCH2F, SO 2NR3R4 or

C(ONR 3R4, still nore preferably hydrogen, F, C, Br,
nitro, methyl, Onmethyl, SCF3, SCHF 2, SCH2F, SO2

NR3R4 or C(O NR 3R4, nost preferably hydrogen I CI 1

P ———. ~ NI I N ~ N N -
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ZR15, orWis -C(OOR 15 , -C(ONR 4R15 , -C(ONR
40R15, -C(O (C3-C10 cycloal kyl), -C(O(C2-CG O

w@bdoghdss3¢ S(OjNR 4C(O R 5, -C(ONR 4S(0O) | R6, PCT/EP2005/011306

S(OjNRARLS or S(OjJNR 40Ri 5, nore preferably Wis
heteroaryl containing 1, 2 , & 3, specifically 2 or

3 Natons, C(ONR 40R15 O S(O 2NR4ACRI 5. When Wis
heteroaryl, it is preferably where Z and R1l5 are as

def i nédT’)&/%ové,aP@L@feer abPYdet | s MePhd, 1RR HreNR 1gtroduced
gOfQ_ Ofdélsscﬂ@:tﬁt@cﬂe;t%aﬁbé ITRidatﬁar V\hﬁ-‘fj@gti%}ﬁ lrrlreaalﬁs of the
efi ned above referably hydrogen_ or - yl, .

nor e pr@?cg’i”a%‘?ygﬂ%rtbﬁ%ﬁa 'a%n\giaﬁr%}gﬁnﬁﬁf:y@gge&{leglg' 4)
from hyshhogemd€i e dsadkad , cffisile al kenyl, C4-C8

cycl oal kyl al kyl , each may contain 1 N atom optionally

an O atom where al kyl, al kenyl or cycloal kyl al kyl may

be furtherastbsst twaklt of thercapatloHt OlersT gng| Rye¢ning
or NR R'g £ftgand R' are independently hydrogen

O Cl1-C alkyl where Rand R' forma 3 to 7 nenbered

ring with 1 or 2 N atons and optionally an O atom

Al :Tgr-naﬁét/@f?/en&@iagd ﬁ?}é Efapsgoém ﬁmgﬁigte(rj thed dperddhg in
menbered cyclic ringwith 1 or .at ons .an . .
opt 1 onal 15 Bhet atBil"shl a PPR5 265t A G TonaRpy trozedients
substi tepmdatyed oin2 &hkyl capsnde amlmiole hydraxgreing the
O al kyliné\@ffopr S%erta'gs%/cl:t Suld Qn'dcfsal:ﬁ)éh Hadd %gi' leave

al kenyl optionally s ted_ with 1 substitutent .

O Me, NHpe agmeehy| thoowgh Neet hgpFD. oej gpengpgRerforation
prefer abtyatQd Al efatda@ing Wis. preferably - C(O OR

5 -C(ONR 4Ri 5, -C(ONRAORL5 , S(OjNR 4R 5 or

S(OjNR 40R15, nore preferably -C(O NR 40R15 or

A 2NRJ ORI bent & 1 heskecaspsuRt5cpespiefierabhy dvottleneck™

i | ow. i t | 1)y '
O BE PRs g et e Rt (L Dbl Scanee o
i Propeptendr e seeeveend thonih§Eregenanfarbgedowaphigam side
nhtr Qheazigﬁmid NR4 O g%r@m% QO Bal\gsuién?"r%@d}ﬁ Bressure

-S(O )N R4, -S(O)j NR4 , ~CLONR4AS(O|R6 >
AR OE, R R
antnld CaAdalthy | i fc-«dliered kefiyt, e€3mpC20 dalekyttyyl a swelling

= C10 _cvy.cl oal kyl . C3-C | al kyl,
%?O%g-e(é%-g%%%%ﬁlﬁs)', %%ﬁ%@ mugarf/als, ta?y?,e assured
arlyatal ke, ohévemwoseyl fligat droaagterkiy  taklegoryekgl through
heter ogyekybal k¥l tie qgi%tf'f@) k¥l ANR{LR that no water
4R5%mar I, -OQCR 4Rs) mheteroaryl, -NRA(CRARG), . ,
Het rofalr%f, from cRERS) WRheT er bRYCFYPY -grc tHe interstice
A ERES) e het anaayalry lenand siBcCndtbeat kyd9 snlstheukederior

W th to 5 F, each. al kyl, a nyd .. .al.kynyil

¢y ISéFkyﬁaﬂpsélrlﬁ%%gt %?éar@ler%n%o hlgggr)égféln)}lﬁéarbeére 127 of
unseibdevviatedToe subromi tAZ ed hssterténrthiabordesired water
- QN 3 0L cR33, AET GRY R3F 1Sy -

SO Barom i oot b AV Ry sypepior <o
e 102aFReAYLO1CRAE ¢ Caltgy ioPRSA GPY 02 c§ERIANRy eNgagement
G Ghg 0 pyealtaded akikylshar Yindldadt,i Jeet Beeaegh, the annular

nesroatvial ol heterocyciyl, apd helerockel hallefls,, pacn

het evean ythandatetetnggctylr asdubnsebdeiveubge -ciraining bore.

stitute i s.se d fromshydrogen, 3, :
o, Ao i dita iy ey o APhA | 1D R DRCy sy sealing
enmRienens ofnRke fFchiewpd aRi 3eafl RP42arcgerasin degree by
deser iphed nabey eengite Sk | Hepiler abhy s@healed hember 108,
hydr ogen, CF3, 2, CH2F, C2-4 alk%ﬁ ag% C2-i0
atrlk%ngﬂéngﬁdlm IS ePRcrbE fT6HR hYarbg&t, €, ceppyle 101
G eind €Rpédlal kyldeZ.i s as defined above,
preferably a bond, NR 6, NR 6SO2 or O nore
preferably NRi 6. R 5 is as defined above, preferably
hydrogen, d-C 4 alkyl, CC 4 al kenyl, C4-C6
cycl oal kyl al kyl, nore preferably C C4 alkyl or d-C 4
al kenyl, yet nore preferably G-C 4 al kyl. A kyl or

oy e A o g
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contenpl ated that cycl oal kyl, aryl, heretoaryl and
het erocyclyl are bonded via an al kyl ene noiety. This

w@bdoghesss noi ety may be a straight chain or brexmhemosoi13oe

chain group. Said al kylene noiety preferably has 1 to

6 carbon atons. Exanpl es theréof include nethyl ene,

et hyl ene, n-propyl ene, n-butyl ene, n-pentyl ene,

n- hexyl ene, iso-propyl ene, sec.-butyl ene,

t Em tcapat yhensealjdg - engetdyénipr bpyheneyotk2ndi peehgkly and
en 2 [ yl t hy

but iénegs E%&)VHI@ % ene@ﬂ@ JO(?Jqu,{ll"]ge IIIO pressure

beieh/f bakent| QOdlcﬁeltSﬁylthﬁJt‘iﬁwg 20§ éfﬂﬁettl@yalr face will be

béﬁ]\’i@neup?’ §n€llaet h)tlhebutc\élpeiﬁ,e ! hyelbéli*ﬁ{éﬁﬂﬁel‘} the
eth buterTi eto but yl ene,

pﬁ”ﬁ e Wi %ngomqi'egs ﬁre&%)}lng of the tear
pf oy | ené, tBersﬁopeoaybopmomﬁumuetLbﬂmnmyth@eauyhemece In
2 n(?l%h l s%entabéf ENCy g’e EJI:MH %ee"ta%:gyﬁegnq:r% t%lbé/ beverage
pen yl ene. e re erably, said a éne ‘rnoi e
]pIQﬂ@btxwmxnﬁeNnme whithowas ne@%ymenelneeh§ceﬂ@ or fully
@,lparé@é@ eﬂgersgu@rqexgﬁee ﬂ&%hr@ eé&[c[ﬁéjlc')r?s uith the
ene. "Carboxy ref ers to t e g{oup CXC» wher e
F%IFSWEEF eIt hyergRinest IyFeLer Aoyl " refers to
the group C(O R where R |ncludes "C-C 6-al kyl"
" "heteroaryl ", ."C3-_ Cs-cycloal kyl", . . .
A5 spraiaruty o g i e (S8 ¥rordine Gp whick this
(beﬁldmgrmngﬁgemqmﬁ TAcHhoyer r eflereved bhelgnoug the inner

'vﬁlgz%amﬂf ﬁb»f% C{)F \g?;]]‘:ill gykubbeﬁr ¥!lalﬂsﬁ f: material.

et oca\a}yqar WORFNG, a?tSﬂOT lérger%Otéaafiwa@r@m Mol ngealing

AhPHydmebst € H@%hretinQJyUdétf‘ﬁuéﬁt@ﬁéé yiEpheayltangrt Betached
llk%h 'Het er oar gr.ou

T RN L T
anettylhqotyraﬂtyérantiet heel idfe.a "Allkparit i€l emsmbert b€ capsules

%H%% %\5 \M%%r eoﬁcéﬂ%l lfq%‘?—ﬁd gea@lx?%sweans can take place

s(%:}tycq:}@)@t; ky]:he quality of the produced beverage is
IllHﬂl%r l%ﬁ' Jﬂé!l:erlbﬁéﬁéﬂclsgll Qﬁ’é&‘é& pas@&Mb the no longer

heteqrjglr y iy 'Cl-Ceal ky] aryl™ or "Q -C 6-al kyl
At 39Ie’ ”Gfrf% H “aryl", "C2-Cs-al kenyl
heteroaryl " C2- Cealkynyl aryl "

Lkyny] het roar gl.pal kyl s
l% E}“ %et e(r:ﬁOCyC H{yg % 1lher r e ‘]lggxy]yedl,ices the
Gn@mmynﬂmbudbdbypmapsgﬁeexéwpleapﬁelﬁox@n-éﬂh@x@ther hand,

QLh:enPQ(YW@I‘ﬁ kH@wh' k@at" Al @m@;rl@{wlexiﬁi@ff'oﬁopkggsure is

group -C(O OR where R includes "G -C 6-al kyl "
"SRy %19t%e%1f Jal?%llqu%hrty Gt CRLERSP- %er@ %?ffef»

C6- al kyl heteroaryl Alkoxycarbonylan1no refers to

e gr "
e, 9 SRR QLR phete RUDELiderai e alide! 0t an
Kﬁpﬁdﬁequﬂ héteﬂmargéabammdeRgagﬁgb@despo$g¢u@@@® between
rt& O)Il\i%ﬂh ﬁle%ﬂﬁcgﬁgo%\élverra? ercﬁt& x{kﬁ {9 pof such a

ere eac R1 i ncl I ndependent
UQEFQﬂwﬁmsQﬁmaryl or heteroaryl or CrC
6- aIkyI aryI or "Cl1-Csal kyl hetero aryl™" Acylanino

A oA AT el P Bl biyencion co

"‘thetres foar yda rel’511deﬁt6 akyl o far ylhe credlAndC énabdyhent from

\i}l\%!eer 01% rag 2 o %i’BQ%E?zﬂén r %,ef{r %et 0 Lﬁb grPHé’ %98815 The

ereln cte romH
Bdi\@e“@tqq/l 183Ltkis€t¢t@md W$hlhenbgeﬁ%313él€g megherOS® only

%sg:d?’ gheup, i i &- O@nqukerm/tfh £ He2- a@@béh&!@&l capsule) such

'Cs- drcycloa kyI heterocycloalkyl ‘aryl
"heteroaryl", "d- C 6-al kyl aryl" or d Ce- aIkyI
heteroaryl", "C2-CB-aIkenyI aryl", "C2-C6-al kenyl

heteroaryl " C2- C6- alkynyl aryl ",

C2 C6 alkynylheteroaryl "d-C 6- al kyl cycl oal kyl ",

o, o
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Addi tionally, enantioners may be isol ated by
converting theminto diastereoners, i.e. coupling with

w@nooenasssé omerically pure auxiliary conpound, PCT/EP2005/011306

subsequent separation of the resulting diastereoners

and cl eavage of the auxiliaryeéresidue. Alternatively,

any enantioner of a conpound qf the gresent i nvention

nely2be o REARRI FRBAT $PB1Bds bl edtive §9?ﬂtﬂ€sicsa”u;’%gassured

optd cied | yy Ui St arsbIgnarat @t | et Sur Tae cCloapseatsngfmember .

the present invention can be in the formof a

phar maceutically acceptable salt o r a solvate. The

tNoe "iphatr nelceupreathy auceptabhetkubt sbpecfigiiyt oims at an

S n[SrQ‘O\Pérﬁ e%ffreﬂép*l%fg&ﬁ%@' CQM:M qGLaPt Plage of-the-art
toxi c bases or aci ncl udi ng |norgan|c bases or

a1@¢‘d%r%1%l PYQANF &l pAsEsY HFeacy HEh bﬁlébs@ant fealing means as

CONMPOWNGSnAfe t REOCRHESEAt HEVENIiny CORLR Na®BB Ofe MYsRd in
aci dic or basic grou psS, the i nvention al so conprhe

tFEPE ot PRs pBhEfing Gph &AREESGL | GHISF Brmg
txreot dghcal |y acceptable salts, in particular their
pharmaceutically utilizable salts. Thus, the conpounds

of the of the present invention which contain acidic
gflmpgboenrtbelspr esbaeved ttheseegnaups arlde cdsasargsedef the

r'ﬂc?ertt@ Eﬁ%l'ﬂt@venltﬂeondeﬁéﬁdﬁﬁén'@l%m%s &¥&lbp further
neta t kaline earth netal Salts or as ammoni um

s%W?scemkﬁ%ip%%%?s%fe&%%pW%%s%$tsh%ﬁe%%t?% i ncl ude
sodium salts, potassiumsalts, calciumsalts,
nes um s Its or..salts with a ni.a or_or .
Jsrtﬁ%h Rs,2f b TEXardiRS et E%Datﬁ}tl%eprgtg nﬁol%trﬂertret,lon a
twap&@haolahnne cenamiindngddsbe@enpoands(@f thgher liquid
F%éﬁégﬁlﬁfggﬁt'9ﬁ ¥Q%£Qnﬁ§nt§én BQS?BEeHDreTH@S'%apsule is
ups, can beprotonated, can
pi%%e%@e%nﬁoéaﬁnﬁérﬁééa &ébd%cﬁ?ﬁFt%ﬁ?t@F?@V%ﬁ%PBndﬁﬁlce in
t@ﬁdéﬁr racpf gtahel raadlljldtlli?f sidldles \Qllpfrhstsﬁgégalﬂaﬁeorenter the
ani c aci Exanpl es for suita aci.ds in
A G (. R DR aé RepndSRREAETY
sedpaenie. adecdprdihyi coadile nnvhanesult@m(puxﬂﬂ surface of
I I fo p I S
FoAP! HSIRRHJ OB 26k TRPOLIBGNEH SULARRLG, Fedfler veing
se\ttmcytweahbmarﬁeng@ﬁc tacike iBrm cSewiing p?@ﬁﬁaﬁi“@nt with
agt d,1 piamal i ﬂt@t't@hlﬂget pytasehyC a6t flac8BlOni xRl beverage
succinic aC|g glne ic acid, fumaric acid, maleic
RF UG PR eV sul fani ni ¢ aci d, phenylproplonlc
acid, gluconic acid, ascorbic aC|d i soni cotinic acid,
- i c_aci di d ot her [ kng
g%?%oﬁesk}ﬁFeg' §g%ﬁé¥%§ Peﬁﬁg tﬁg?coﬁgogﬁis OW@ %Q %E%ormed
pvleerentthenvemmhe silful Pahedirs| yeabhnai sragigginerdndwith the

Jffo S QY p?ne'n@)etzh Co Ok eeuUl Bavd P@gé NYRRYIRR &S odev1 ce. The
includes,”in addition to the salt_forns nenti aned

| FREPTRAF £ Q1 orl 956kSai s Ay PEELPINSY13SH r &Lpethtveealing

saditise £ aighen obt ahaednbyo s sy omamperet hods which are

known to the person skilled in the art |ike, for

exanpl e by contacting these with an organic or

i Hloe g@eiad. lag dnembénseam ghevebentoeorrdsspéesantduerto its

bg/br%gé on, £xGhapge QL &ALk, gxghange with other salts
resent 1nvention also includes all salts of the

conpounds of the present invention which, owing to | ow

Pﬁﬂélgégghﬁ@LmeﬁtEE§t icinl idey, tt;e,a{@ampé Q@rega’cyleglcb@bleecert a
or use i armaceuticals bu can he use

dSLapres BaPrat BpretPh BbSr R tehaReCRE SAEI08 GIETASE of the
fioevéhegpr ppadatt bonoflephaermaceuti cal |y accept abl e

salts. Furthernore, the present invention provides

phar maceuti cal conpositions conprising a conmpound of

the present invention, or a prodrug conpound thereof,

o r a pharmaceutically acceptable salt or solvate

t hereof as active ingredient together with a
pharnaceutlcally acceptable carrler Pharnaceutlca

o " o s . o -

present

q: in the
N d,



The invention also relates to a use of treating
di seases related to vascul ogenesi s or angi ogenesis in

W@ 200e0%8E86 t hat conpri ses adm nistering to sai dPCTEREPEDS/@11306
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therapeutically effective anmount of a conpound of the
present invention, or a pharmgceutically acceptable

salt, prodrug or hydrate thereqf. In one enggdinent hat th
SHRRl REPRGAT SFHIET reali AGS] diSeESBPERFRLPLY Pomhat the

t 2 DI Pe£OASERERDY 16 cbttBlhedngiyogenespseschtgnsgrface of

i nflammat ory di sease, sych as rheumatoid arthritis, o

aqﬁ%r gggl"’@f%?les, Ff’?ﬁ‘?‘-h%‘{%ryd onet die§<§§§é,n93ki% positive

dbseasese sutdras psoriases, sexteny, weadbsc| er bdemmaa first

A A0 GPes SLADCLLG LELLROPYAY f1 | BIRBLAY Ofto &  second

prena %%Zg,<age-re ated macul ar degenerati on,

heprapge 93ed i orme sered finora, "KEpRSi ' s sarcoma and

ovari an, breast, |lung, pancreatic, prostate, colon and

epi dernmoj d cancer. Patients that can be:freateg Wit h 1

dgﬁ%oﬁﬁ@§169 PREPBEFeSBRt DEnVEnS oifitgrat to the capsule or

phar geeedi healll ysacreepspdt £t sapt sceprodrigs @osule. In the
drates of said conpounds c i n 0 e

ot 2tHFS i FVERt i%ﬁei nc auul 319 ¢ g(}e%gog(eglnp%ea% pté% e%gn%?, gtle o

halee beeni débignosed be hinedly psoriecied festlkaosppsule.

at heroscl erosis, BPH, |ung cancer, bone cancer, CMWL,

pancreatic cancer, skin cancer, cancer of the head ang

HElk, Seat ARGoUSBRTi ABFadCHl &<l iandiaye Ut i flgape ©of an O

CRACElsh&Yad i aingancer, rectal cancer, cancer of the

anal region, stomach cancer, colon cancer, breast

cancer, testicular, gynecologic tunors (e.g., uterine

SHie os@s) ioaroenben oant he aathgbédntbubbs,C@@S@ﬂﬁonﬁlng an

Q%dﬁggi@ngWEErl cang| of Jhe e8hVYi%orGa)Ci NQEAding.

of "the vagi na or carcinoma of the vuIva&; Hodgki n' s o

dhkeaseat tanter the 190 lddehHERIRST cSABePofPed $RmpPPesSition

ié‘&ﬁf’élﬁﬂ@inian@l@é Oé_a 18 £NANES | !’tQ)S)iS:tsﬁmi(rﬂheg:e,nt material

cancer of the thgroL E rathgrOLdto r agaenal er possible

gFERBEST S%r EbhB5CBENdoF PRF REEGEL St aSRe el RofIPREST P

usebdd bmesancerhof dad ipeni sempesst aey chacepincimednily the

0 1a, solid tunors of chil dhood,

Ié%%%%%§t+%y §£%ﬁbnas, cancer of the bl adder, cancer

of the kidney or ureter (e.g., renal cell carcinong,

Cph&l @%@%uqfe then r eRalmRR! Vb E) plelstieepl @sme Gleddle such as

central “nervous system(e.g. , primary CNS | ynphona,

sPi Pal 2E%PE ¥lnors, brain stemglionas or pituitary

adenomas). This invention also relates to a conpound

0 har maceut | cal osition f inhi biti bn

ArPOER TREh i B RERRE YRR cBhpr heg Pre it Pk OBhCion

compouhd 0f Pheppsesedtaviimgertt jloase obody and/or foil member

phaggeceuticald - acceplAPA e, Sghbreins@ltvatéad: ra portion of
prodrug thereof, in_conbination with ag?annu

t of a
chefDPREEaRARY cl8 wABFAPRCEh& CarifunP ST r?ﬁ%303%58u@£0perly
sglicegolMatBe BEverageugroandtabnt Hevikenot herapeutic
are together effective in inhibiting abnormal cel
growt h. Many chenot herapeutics are presently known in
thecarfiingntoneneibedi aepectt lae belvermsdee rapeinding ssystem is
S f 18 gLo0 onsi St 1t '
R B E e Ok AR SRR RRE IR R ¥ aage production
i Aeéiteatl ati ng antibiotics, growh factor inhibitors,
cell cycle inhibitors, enzynes, topoi sonerase

i nhi bitors, biolqgical response i.fiers .
a%FFQEé?ﬂﬁnEQ,aa%gFS @ﬁe??geF§m4ﬁﬁt & PrgRent invention the
anét haddriagensrodhicsngnwenbeorrbyget hes pebabesdt oim which a

met hod faor. i.nhibiting. abnaornal grew b i
o?r??gléfleﬁtélgnhypéeér%?%? ferngt%lc']{/eg%(ﬁltsog3 ergnwhiréclﬁe met Eoéf the
conprises admnistering to the manmmal an anount of a
compound of the present invention, or a

pharmaceutically acceptable salt or solvate or prodrug
thereof, in conbination with radiation therapy,

. o a1 o N R o, o



severity of the condition being treated. Such dosage
may be ascertained readily by a person skilled in the

w@edos/0M5en treati ng or preventing cancer, i nfl|EImEPI0031011306
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or other proliferative diseases for whi ch conpounds of
the present invention are indigcated, generally

satisfactory results are obtai ned when the cong nds
PV REAPE e FERAUTHIOM | BRVEFR A nPsteddng R Hg?FyOf the

d@&,]agelef ddQmaborhal. leme | |drgryamltLQuabouﬁedﬂﬁ)m flow path
ram er ki Logram of ani nal i ght _
p?%?%?%%l? Qi PRt G a%?@lﬂ@?%l%%lf9 g%§2%88 WALdi 9fqkhe cup
doskes b&@et@nﬂlﬁhélﬁpénﬂngayn dhei ioslisnanhed rzhwgyeges the
form _For | ar Is the total daily dosage
tqe c%ﬁ??lgra

|§n¥?5h95bout ms to about 1000 m Il i granmns,
preferably fromabout 1 mlligramto about 50
%ﬂ&?ﬂé?”ﬁasﬂ&é h%f_caéﬁe(’fpﬁezgnkg ﬁ%ﬁtf&@%eﬁzﬁ%s to a
t ot daily 'dose wll generally be from

ab
anave?g@%spredaﬁéae had |#<@q%¥f%m9th9 g’s}g&e both in the

r]ﬁ@ééfeﬁoﬂ?yaha atjeusisad tharr[Hbe(bIVch@ $heh opapsale, both being
t her ape OoNne, a revi ations ma
RGARSH b fa b ERRONS e FORE: SORL YL 8 b ORE- L 08L T

fol | ows. Abbrevi ati ons Desrgnatlon b Broad peak CDI

hopyl ol Ly PCM B chl opQeBt hadeein i
Nrd}[hlaEiIC%b Si'e do{EJ1 9%% I'gi[e%L Et Id| [ sopropyl am ne DVF s
Ny )b Dbt vy 15 opﬁﬁﬁp@@ of the beverage ‘production device.

17 8= Dicet hyd agi wmé ) o8- elhy| éAclofDhg member which is
h drochlor|de HPLC Hi ressure |iqui chronato%rﬁph%
Prgt FIE g east one

LF¥iREs2 1LY t ARenPAEka PdfSViFEZi & BRVerS @
3shtoroper ogbeaapisalaci dpdivR Mliokeag Mafnethe device to
Resonan P r g group

eNzotr %ggoehg 8§$§%¥§ trispyrrolidinof PyBOP

hexaf | uor ophosphate g Quartett rt Retention tinme S

Shngt Lt ldvalRldear Y - PutvhrdEAaHd fbupeeasetdc '@Bédpresent

THF Tetrahydrofurane TLC Thin La er r omat ogr
chApsthiet o it he G588, %é%% gﬁebéfﬁréi fg%eg in the

a@ﬁﬂrdﬁﬂg1t@ebhengruﬁ&duﬁeﬁlamnh@e flethaonedg Eedengstion of

r [ i al d.ar
%ﬁé ?I f 98 %g[’;f %F?gr’&@%% () 1?&% i¥ ®onjunction

ewanhlehe ﬁ@geneerofbyhatehckpﬁgdtﬁeawrﬁgédures

descri bed herein, in conjunction with ordinary skills

in the art, addi tional co npounds of tE resent

| nventTd- L| 8hwE8 Rr &XRTEARIBA FERAPLS BREpEr &8O

conpounds ilAustizated in the exanples are not,

however, to be construed as formng the only genus

that isconsidered as the invention. The exanpl es

furthefFigl | astataives det iilkrstf embddd mrdparht LoR @Erasent

conpounds o In\'} tf.)&?s? thaventd °@ap§—®9§el§kb|lla%@d| bn

the art will er st and that known vari ati ons

of the condurheneaewlerbeéeeés 5t tRE O dmtngeached

preparative ptocedupesngan gy tisad tanrenereHQVExage

conpounds. The |nstant g9 ngounds are generally

i sol ated i n PRRIFOF#PBf EHEFF phar maceuti cal | y

acceptabl e salts, such as those described above. The

am ne- e ba oLre i sel alts

can be ggne?agﬁéw%ygﬁeﬁggggéggtankaﬁrh%g g&%?a%le

base, such as aqueous sodi um hydrogencar bonat e, sodi um

car bonat g, §ogherrbh£%0>flléetae%@almtumdnedr@ege,, in
and extraction of the |liberated am ne-free base into

an organi c sNM¥eRt 2 f GRPSWEE bSPRvFHAS nlt?héZIOSlng
am ne-free bpseitisnl abetivéent s rdinememban band the
further convertedlln Q gnother pharmaceutical l'y

accept abl e safy® B di ssoFutlon in an organi c sol vent,
fol | owed by addltlon of the appropriate acid and
subsequent evaporation, precipitation or
crystallization. An illustration of the preparation of
conpounds of t he present |nvent|on |s shomn |n schenes

o L 1 o o
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-78C. A solution of LiHVWS (1.0Min THF, 3.5nm) was
added and the reaction mxturewas allowed to warmto

w@dnconts3¢ enperature. After 18h the reacti on WBSI/EP2005/011306

guenched by adding a solution of HCl in dioxane (4.0M
2.0m ). The volatiles were remgoved in vacuo and the
crude material was purified by flash chromat ography
using silica gel and a gradi ent of 0-10% nethanol in

DCM 6%1@' ue;gt Shgggi ;/@ e@%as;ﬁmgv%agw??&ﬁ yiael d%pgflle
pure desired produc - me m.n;
P L] S T 1 1 ANFOE S0 TRIDEBVBSTR 6)7 - gazbule
7.72 ( 1H, c&hcdrdclﬁg 2Hz> ghe 8f BHzY); chbtRliEMt din) =

8.8Hz); 7.53 ol
4. 4HZ): 7. 9@"%%1-? 1 ]Jn ngiﬁHégj é:ai’e]f'u(l E’asd nc}t 17§
( 1H , b). Beagled2its closing position,

3- [ (4- Br ono- 2- net hyl phenyl ) am no] i sonl cotinic acid

2b) 4-Brono-2-nethylaniline (186ny
S-f1 UdkDpyPi Ghews. car BOKTF ceg‘épélﬁ“ﬂlinﬁ’f 1%%)&{5?#“
wer e di ssol vagd,dme gy, THF (6.0m ) under argon and the
m xture was cooled to -78C. A solution of Li HVDS (
1.0Min THF, 3.5m ) was added and the reaction mxture
was atiowed 19 avaremlargediegwteiperdevael AftBig246,
the reaction was quenched by addi ng a solution of HC
in dioxane (4.0M 2.0m ). The volatiles were renoved
in vakim- andl tie & udensRestiiye wad eyur PLi e§hBy FRSSRA
chromat ogr apthbM$iéhsi | i ca gel and a gradient of
0-10% net hanol in DCM as eluent to give 215ng (701

nmol ; 70% vyi el d) of pure desired product. LC M5
(nrethoig )9 Bholis5Thel mectind [diitddding0G 7in 14 BVRC €306

| VI Hz, DWMSO = 2.23-(3 ) (

7.27 (2H, s)“%lfz%S C""Ef“‘% g’fss ﬁagcﬁg% iy %)_L081ng
7.91 ( 1H, cposllt:u?ngl—k) 8. 45 (1H s). Exanmple 3
3-[(4-1o0do- 2- et hyl phenyl ) ami no] i soni cotinic acid (2c)
4-1 odo-2-net hylaniline (233ng, 1. 0C0Omvol) and
3-fluoropyridine-4-carboxylic acid (141 ng, 1. O0Omol)
wer e igsolivedshewdr ya THri£8. Oslmjodmﬂmt angorwlaich t hie

m xture vvascool to - [

in THF, 3.5n5% I%gar&‘s@%egné) he reggPlggrll%m % }féré o¥
al lowed to V\mem s odamph Ehtof ebipercapsele Aft er 36h the
reacti on was quenched by adding solid NH4CI. After
filtration the volatiles were renpved in_vacuo and the
cr udeF et ek} at S vasdptri+#@dVb§vf PAshi€hr bftmt ogr aphy
using silica gel and a gradient of O- 10% met hanol in

el uent 208 . (588l ; f
pur ealgje%r rig 5&8880 L(%?%% ﬁe?ﬁgggieylen %f%gg)dl% to
m z [ M+H] +t3t%18kuftcﬂ-l-¢¢h)§b<@3rﬁenMHz DVMSO-d 6) : d =
2.20 (3H, s); 3.80 ( 1H, b)715(1HdJ:88Hz)
7.20 (1H, b)748(1Hdd J =28.1 J
7.61 ¥igH, 13  shous 1a5Hgurth 6emPO§Hmeat Fr Bhichlz)the
7.97 ( H d’séal'lf} 4'?\‘?@mb68.c 3@s( ©) ofExanpl ecdp wall
3-[(4-Brono- 2- meth I %lamn N-e hoxyi soni coti nam
i de (3b) 3- [r(‘@fm}B‘?BnB }Frét ?PBH no] i soni coti nic
aC| d 2b (320nmg, 1. O4mm|) was di ssol ved in 1 5m dry

o T aondd Bhdylle add 4 wf?r%é’gﬁnéat%m'n T

Oet hyl hydr ogyaaei ne hydrochl oride (2.08mmvl, 203ny).
The m'xt_ure was stirred for 2h and the vol atiles wer e

removed in vacuo. The crude materi al urifie
fVash ERierenes dphyFigi ng 3194 c& géFSEndiD adﬂ?fdfe odiment

of;1 01 5Menekpanehedn DCM as el uent to give 280ny
(800mml ; 77/%vyield) of pure desired product. LC M5
(method 1): rt 1.90 mn; mz [MH + 351 .9; 1H NWR
(300 MHz, DVMBO-d 6) : d = 1.20 (3H, t , J = 6.6Hz);
2.21 (3H, s); 3.91 (2H, q, J = 6.6Hz); 7.20 ( HL d, J
= 8.8Hz); 7.34 (1H, dd, J = 8.8Hz, J = 2.2Hz); 7.42 (
1H, d,J=5.1HZ);747(1H d,J=22Hz) 8.08 (

~ o~ —- B ~ o~



sol vent was renoved to obtain 5.5 g of
3-fluoroisonicotinic acid 1-oxide in quantitative

WQ 2@l/d45536 PCT/EP2005/011306
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3- (2- Fl uor o- 4-i odo- phenyl am no) - 1- oxy-i soni coti ni c

acid : Lithium1,1,1 , 3,3, 3-hgxanet hyl di silazan-2-ide

(62 M ,62.0 nmmol) was added to a solution of 2-

f Nooe otlzilat otlvanhei fiel {FwRdg, t130. BBvenbiyni wiTHrbgt expgained

{%fé@? XEB'Bec@@§a§B'H%%ngokiggﬂﬂébéﬁle78 0L, a de51gn
e

n anot er12 hium1, 1 1333hex
e@%@@ﬁ@%mgaiﬁnWPHQha?EﬁlCﬁPsu%ﬂ GORRBLPERa? agidRdl 1 % base
fp(ga%wlaagi by 3={dsOhSi FAiICOMEMbETr aCiHbwlewvrxr de it4. Osg,to be

é The reactio mxturef\l\gﬁ vvarmsd to roemVlable
renderaterd sRansOtedd WEHIGHHYT TRE SHRBHS wak '

eyapler aied, e and vxm;ﬁum arédzamq 5@ YinvEheguH abreheor a

%%?u%%%a¥e£0¥%§w§eh g%%%?g %g 59n§Aggd opposing
y‘eiilbsv del-ipd. follws bEtLthr éiﬁal@ﬁﬁd v i sdret oo gt Zipg-ghaped

Oé g@terb@hergl§9/a Ofcapsule according _to _the present
? | uoro-4-1o0do \t/ am not?\/;l oXxy-isoni coti nigc

abm@en{;pmmscqmpgygqﬁ nal opposing wall members
%ﬁi@hfbﬁer eofmicedeghany | dam net heonheotdhzaddiges to form a

35?%1?‘5%?]0&“19‘? otEPheril afi58) - 1-5587 i S Manitge S821ed
wastsyivhesi zed according to the general procedure of

Met hod 1 as, outlined above, starting with 110 mg

(0.29 mol ) of 3-[(2-fl uoro-4-

| Gelophea] § akd nb e sBRL eBt #RF cahep dthi sxeHeodRdeBE AfOvS a

(Oa éuﬂavhalaéranﬁvyavyﬁgaﬁgia@g éﬁéﬁ@hté71§2wﬁhﬁh 3%6
d for the s¥nt es

Zd%?bﬂ%i% bﬂeﬁ?f“érﬁ”ﬁ -PSH @r?%%t?nfi%l%\ci“a“a%ﬁ vafitgging oft
Geneupt 1 Me¢ hbds8: Be@y oarve 8- phengapsithe- Lsofihéet krrting of

aé?g gerjvalives were.s ntB@éthg 'Qoansag1kﬂe BRAgELre

I Cal procedure f9F 2t he synt hesj s such anal
fgm$9@g be¢ogapsule exceeds a threshold value. The word

2n€%99?ﬁ§ (Enéhueég éct@gﬁspgﬁaulag1ﬁeéak§a?|cehtauﬁg or
acid hium 1 exanet hé gl Si
d

(PYngLor g iSOw?k% 15 %ﬁphﬁﬁﬁ) CRAL 1 AHABY £58 enin Ene

S@éuérom obeZohludt o- 4en9ﬂbanstreag(:ﬂl 4Rgte5ratmrbe) relief
-78 0C. The aIe S d

Py 45575, TUnBal oA SERceRLALRd SpB) gBieet oottt
@r@ahbkaheahyngugflabanfglﬂd@emsexs AE, an gyagple only

gpgﬁaﬂygg) nwesgaddedyf ghbewedubys, cylinders, elongated
rond- 5-f | uoroi sonicotinic acid (L &)g 4.55 mmol )

THEPE52/F) C1%RE - dark col ored honpgeneous mi xture vvas

warnmed to roomtenperature and stirred overnight. The

d di | d Et QA
ChpRaRed RS LB OB LARS 1 LT e e
atlldepungf:eédennsFBaahmaseéecuedwuﬁ@ éh@@()gt Osveriagige can be
ésﬁﬁgﬁé%g_%géﬁghgégé%_gf11qu1d entering the capsule in the

| uoro - an1no I soni cotinic
a@@gloncpggthg Barnivallg3d P I%e capsule 1 and then

2+ B 8PRc - Qﬁlf:hugﬁ@h41hg@‘@dmaﬁmel 3N Pek-fiesaRic dirigr@mient s
de: To a soluti

22bFofinds- ?(?uP?iUSPSf&eVo&SBhgﬁyFFé’moﬁ&elrs&nlgcr Sigrgs from

avhilch145b8vegage. 33 owbk)y LoaNiN dimetisdcicr memmedd ible

( 50n1 carb I.8G1H i m dazole) (60 ng ,0.36
Eideén g%dg?éggr%géture was stirred at room

terrperature for 7 hours to obtain a honbgeneous

%gt ' Qnshéwgoal dppacetat §ht6n Moo a8%a!19’§i11)e Wi been
ad and stirred_for 2h. Water Orfrg was .adde
tq$st1ng

aRYSERE PPedi FRPSUEE SOLAETWAS f i

hot met hanol to obtain

2- Brono- 5- (2-fl uor o- 4-i odo- phenyl ar ni no) -i soni cot i nam
de as an yellow solid (85ny, 58% LC/ Ms: [9.59 mn;
436 438] l\/bt hod for the synt heS| S of

g, o e I L



extracted with ethyl acetate (250 nlL). The organics
were washed with brine (2 x 250 nL), dried over sodium

waeobaizs3and concentrated to a solid (3.06 g, FGPEP2005/011306
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LC/MS [6.03 min; 488 (M+ 1)]
3-[(2-chl oro-4- |odophenyl)an1@p]lsonlcotln|c acid: o
suspensi on of 3-fluoroisonicotinic acid (2.00 g, 14.17
nmmlthenrébieﬁhgﬁemémtahZ(siﬁ¢ﬂ9femh@ GG ashabded 13 and
hi r |I I
D G A g S o
nnmrtl]n swor plendéd alsk , tihe %1%@%?@%@%611 wall 25 o °an

%ﬁé‘i@é?né HOM9aR bi PE {He To&verdde 43r m@&alm Jéﬁééo The
was added I|th|un1bb%étr|net |SI| n% f Oth

nf ovzreg &7c hodi 59 SPeTTBT 0 B ndle? P@rh Bsufttnglther

9£E£5e§0é@éedlgpigt|@nem35ns¢mér@@sigm dB vha. 1ﬁterlor

this een,col ore Iutlon acid

pTE PurS S ahSh S AL Ot D8e L hE MHBKEEE AL oeperally
t@dmptadtDor@@hstenpeahlmr@atghdtb¢|¢®eﬁO@verﬁfghb? capsule
Tfe m xture was filtered, and the crude was dil uted

with EtOQAc (400 m). It was then washed with dilute

HCl (25 m), HO (25m), and dried. During

Q@BE@nﬁﬁﬁﬁi@Heofoibeméﬁﬁeﬁni,a§ Eh@wahlior fod-exactly flat

i odophen a i sonicotinic_acid S ar at ed- out
gu%ntgeg %ﬁf&ge dove{ %6e5§a@g E&%ﬁg?eggg capsule, which
3ol é2- phtesard- 1sdgphengteanbﬂo}nhr@@Q4E@92¢ng|ﬁethyl
o P2l 0¥0! 805 diXeh] HPBLONNYT BRO! €011 BANEABsuTEOM

tihe prévi ous~reac

3- [(2 chl or o- 4- |odophenyl)an1no]lsonlcotlnlc (120. 00

n@he c§§E3YQg%aﬁCégs$ﬁ§n§y§&§ngﬁé bh flbeBl ohpaet Faneers. A
ridl ne

(5 m)

NPRE BPTsBht bBYI 6?ﬁyPan?ﬁgg%§2l§1Cﬁﬁ a%taﬁlﬁﬂoﬁ‘e( DPBRT

hghﬁﬁa&@ 6bt aha @cohbnpgenépus sotupi 6n)teer eandbedpliged at
xture yas added oxaly I d 1

T@%SE%B? Eéﬁxﬁgtlrre leh 2 ?%gng?é%%eﬁg?ggge PhetPe

nbgdur €. was concentrated, and the residue ws dried

under vacuum The crude aC|d chloride was dissolved in

DCM (5 m) and D EA was added (83 , 0,64 )

(50| SneBnby EOFF( ARPS 2025 Gt HoP- TL50AhGNG] ARk, member 5

y%kﬂ@hh¥5}5Y§E0&¥|@ﬁEHec@i#@dﬁ@nw@rﬁﬁynﬂnhaﬁd tHlee interior

reachhon M xhare nas AT hed oLl 28 ol ok tanceataledae as

3a[tésphheeoté the pressure exerted inside the chamber

I a L(4Ry=2g2- di met hyl
,%gglOQOFQ%-gkg?%ﬁE?%Oxé}IgoﬁlCotlnan1de in 77 yield.

Exanpl e 8:

SThéZ &t&p@@x&gl q@enhenyhd@abipo] 9 N r® debydrdoxes an

EBRR ot aHARREs. PESEEnir o- ST oBBBREATT) S niLRE (R e
4E§cp2a2nddnﬂtd’t;ér 1, 8nd|eoot:@Iram]4 yh]-”ﬁ“eﬁh@@y}fgbnﬂ@@mtﬁalg the
nbgﬁl(mé%% §H¥€ed rBB%@kEQ%'&%V%%@naﬂ? a water

descri bed ove mas in acetic acid
mslheap@@namgg@mcfcflbrffze%lnﬂ'hé Féadifosumks as for example

MABLt Q8L DYutd bt Gorbbbete compleLtiter aQQQEQtQQI d4awashich is
renoved and the crude was rified.on Fl%? ﬁter 4I.

t 5ebBREPR120TRYTCES( SEreYeR) 2 Fh T Pe
4-i odophenyl )am no] - N-{[ (2R) - 2 3- di hydr oxypropyl ] oxy}i

E&gh%ﬁétih%%mt%% HEMR 1424 TWBo P4 d M) connection
3mpa2snebhylitl rieddepRdiy Paninto ARy ZRNE G RThy RN -

ypropyl ] oxy}- isonicotinam de:
3-[ (2- et hyl - 4-i odophenyl ) am no] - N-{[ (2R) - 2, 3- di hydr ox
ypropyl ] oxy}i soni coti nam de was synt hesi zed as
3-[(2-chl oro-4-iodophenyl)am no]-N-{[ (2R) - 2, 3-

di hydr oxypropyl ] oxy}i soni coti nam de using |Internediate
3 instead of internediate 2. LOMS: [7.36 mn; 464,
445 (Mrl1)] Exanple 10: Met hyl

D T



Exanpl e 22:
3-[(2-chl oro-4-i odophenyl )am no] - N-net hyl i soni coti nam

W@ 2005/045536 PCT/EP2005/011306
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3-[(2-chl oro-4-i odophenyl )anm no] - N- et hyl i soni coti nam

de was synt hesized according {9 the procedure for

CGeneral Method 1, outlined above, starting with 0.32

nminé  oft har| (@ertrﬂxbmmtsl o.fomehywyaﬁgﬁo]pmﬁfcfowfm gevice,

?r%lnghrré%ﬁt Ig'a %tfcf% 23 m n; 3899(?;!\%1:1% the bell memder

2and eventually also t e capsule holder arg]known %rom the
%}lﬂigr chlor pndrhodppheaybi avipelt M- Hhsed hyspsessconacaines .

3-[(2-chl oro-4-iodophenyl )anm no] - N-di met hyl i soni coti na
e waﬁeﬁymhbléataedcampmdeagat petfierptooedeiemeot (blade,

ot oPteD (et buhel Seo s iéaék' B9ttty Ord0che cop

am noj rsoni COtI nic
agh il (LAt erﬁmumat eapyuand 10. oo eofcagisdenytekisie 13 and

é%%/s 1%%& B84 er302. L AM #odbl Expodde t%@ether e. g by a

lior 0- 4 [ odophenyl ) am no N-SFZ et hy I% nnel
NEERVRL SN RATAHAA d8¥3-31 2 af‘%tl&;é‘ﬁf . Bacanen Iy arfhi 76300
1 1Ab€ 2- smsnoxyiet hyhke- NapaibybE$ont caténses dechwas perforation

th d to th -
MELRBARS . Tauared Stovaat O aP e R w6 0 %ot e igprioT of
3thé2-ddpsarie 41 i Odlmtp%hetﬁ}é ) aarrﬁe}fagmnccﬁham@tacilél protrudes
(I SHLE: RE %ﬂégﬁ%?‘f’gggﬁe? BERutt L s [7.84 nin; 430
(|V|+ 1)] Exanpl e 25:

BT%Q_ZC%%&@ 4- odpphenryl sarinebpNwarnphal,i rr 4iyldvedni 7 and
cotin-amd

33[ (2-AN9Forid s i GHBpRertti Sanf nSATRIBH R B y Freonneretn
cehendwiide mtbeay nd hesi zedladc dradi said oflh@ggrbbbﬁurém 6 to

fog Genenf§ Nez{rlé'e‘z)tdlrr%alﬂ}‘t lth@edc@&()i’ﬂces%%rsté ngoaﬁ,th} of the

4eapduﬂ)hen§t' ) ahabhi sopteeri nieshend (FP¥ ertrRAi a?%psi‘”}le are
aggsglgiem)a%l l@nﬂé’;@hé Nedp¥h 281 BEnL6EMB 8 e2b afidn;contain

anpl e
StPFZU‘?PEéPBG@ LBgEFRS A Pam no] - N- (2- phenoxyet hyl ) -is
oni cot i nam de: 3- [(2 fl uoro-4-iodophenyl)arn
eno [ e e
agglspald& ?Q‘E)déeﬁlg‘nf%?% %g}rjg t‘i‘%s él)(@éf‘ $i8lce of
ottki m:@dbsaiicwel sras@nhg \mtdﬁ@@z@ﬁmﬁe@%lng member 8. The

35b645 uq{e%b%r' %d%%l?lerBQ )ﬁBlmQ]ér&OftlLC@td@ltﬂ’l@Crhﬁterlal used
|nter di ate 0. 45

pﬁél Adeyetdnd aFrﬁ n‘éhe L@WF{BC% ﬁ{“ﬁpe4?§ e s§3ting member
Exanpl e 27:

3-[(2-fluoro-4-iodophenyl)an no] - N-[ 2- (2- met hoxyphenyl

)- ethyljisonicotinam de:

3 Ffuf2 hielrti osro; 4thed($@h?ény19) amarnl@qarNB[ ZJp- et hokgeedy|to the
) el tEQélu] iSopi eQt i Qarg QEI&%S' zegd 2¢eOrdhfget O case the

t 6 procedure for raI hod 1, outlined abaqve,
sts@p{lp@g; wandbex ﬂarmﬁqa @punted releasably to the 'base body

34 (3T UGk 4rhedepbeny| g amiyo] weddiagt idwt cbacimeans of an
(internmediate 1) and 0.81 nmol of
2 200 SfdMfoxy - phenyl ) - et hyl amine. LG/ MS [10.19 min; 492
(M+ 1)] Exanpl e 28 :
2-f.1 uor, d | Yard [ j LN elEttached
N dd 2 i doL0: 4 gg fBASAY! kamino] | sopkeatd npyb
i drdx)pﬁa]ymﬁtmlﬁl éoniéo?ﬁﬁo}bﬁ -“IqJ-F“rtrﬁPazq%I"eh% €aPPBhygas one

r az{.de, Mas %yé‘é@eshi%@rﬁ%@&@l@g 10 the @l'eOQﬁdgm_rlEch Otn fluid
Gener a , i ned abov tartin

mes! ”\b‘fs%m[s( ZE R 4t1i1%rao%an9?f§ﬁ{lnéf. JonPe %’.‘“ﬁ“ze) onee
acid (internediate 1) and 0.47 nmol of

| Hi ndazol e- 3-carboxylic acid hydrazide. LM [Q .14

mn; 517 (M+ 1)] Exanple 29 :

N-[ 2- (3-chl orophenyl ) ethyl]-3-[(2-fl uoro-4-iodophenyl)
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i soni coti nam deDepr ot ection of
2-Chloro-N-{[(4R) - 2, 2-di net hyl -

WO 3aoxs3B@n- 4- yl ] met hoxy} - 3- (2-f | uor o- 4- i odopheeyEPZGFH011306

)- isonicotinam de with 50:50 m xture of

TFA/ di chl oronmet hane at room tegperature for 30 minutes

af forded the desired product. Purification by reverse
pﬁ@sbléxﬂ.‘/ MBLp7.tHe nbnted82ufilaeel)df Ekanplapsade, which is

n eri 'n- - yd r - 2-fluoro-4-iodo
by T B o b b Ehre PR AR RR L (=TT or e
4-[ (4-am nopi peridi n-1-yl)carbonyl]-N(2-fluoro-4-iodo

?P?PXL):EEEU.QEHt?’ 'Eie%awaissm&ﬁsﬁ'@ﬁdtkﬁéogéallng member 8,
er u

{3-1(2-fluoro-4-iodo [ )am no oni
.%@ﬁmf\éa’. diHRRRT /Y %%rlt?anﬁlaé (3@3@?/ i BEG b‘é%%% Bicf‘e term
deprbest éDAsOf ct heeBAE ghnpupunt bl EFALDEM aQ. B3 vimgl rubber

of . . .

t%}?g*bhﬂ/'f)(l-%§9E‘F§}P9u0|b8-t4 i'0 Od:ophenyjrs am no]jl sSHAESPmeTs,
i ooyl ¢pneer i dlasdiys) chabexnt babhasadpssothedsin 4 n

of 50:50 m xture of TFA/dichl oronet hane. After 2 hours

of stirring at roomtenperature the volatiles were
sPatpbedlantyt peitebldueahasintsdfesoliedspalofprper 8 are:

nebHANOl gt Hy p&@lﬂpf ﬁlé{@ylﬁt&ﬁ w&&l@c&ie)d amBR hgacrylic

I\I/fgzlgj_fi P ecllagrme EgE L(%epn%a{lﬁ'stlc el o‘n eoth:asseillcone
Zr&Bb{zfz f Mherse- 4-madaphehy| ) Aaiveo] -pasoni @otdmoygdphgdr £lex,
azinecar boxyl at e

29?'§Ef?§§ﬂ’%o 0- felrgtdLop%enyP) am no |essc%r?| cot |%oylt}err{l3?§rr§tures
zvhehoat boxgtategwas synt hesi zed according to the

procedure for GCeneral I\/let hod 1, outlined above,

starting wwth 3 mmmuol h

3L (22PFUbPS- &‘%tﬁéf&ﬁ‘ﬁeﬁ%ﬁ ) g3 5UNT CBETRPE A ghe same as
(tnteromsli atead) fand 5H@mbap%uh¢dr_a2| gecasboxgtaL such as
i%%l%}%ﬁ%ﬁtn but )glas eerS Ldpl\ésef_[eraso &“E‘he‘@ésﬁ%é’nt nature of
4s1[1¢{ee@12ngl vembed- i sdpphenyeyalvn dhies @sicrstimeAl) shape of

I@]?%?%é%]%/%ll?eﬂ%%gf%gophenyl ) am no] i soni coti noyl } am

no) met hyl ] benzoi ¢ acid was synthesized according to
t he @neceﬂgbal&ehteeaebaalwgt ked Fig. @utdhenetadhiowe member 8

tart
1831?2 Elefg (]JFBt&}ﬁ %ﬁ?ﬂLﬁgﬁﬁkﬁlgm%%éj i &QnFhs; i ngand form. It
(pﬁbh@ﬂgdl atree 191 ampli Og 4Pomplorof 23- afi ndwet Aybbaszdike rim
% 40% Z%@"? ed98o( Met chldmdetfnd €ad7to be able to
cycllo Fo T

uor o-4-1i odophenyl ) am no] | soni c%
n@ﬁfa@ct reely under pressure. is’ made "from the same

Nm&yewanoaxl t8e[ cépkluer, Oﬁéf@wl@mﬂ])awﬁﬂué | sSohicof be an
i nam de nt h%3| {;led accob §g4 ftr% roceqlllire for
Géﬁ%f‘*gFa PHS 1°Eo6PF) Regea star ti g WEh G 2

of 3-[(2- fI uor o- 4- | odophenyl ) am no] | soni cotinic

aﬂgsw a'ita%fgr{% I e %é'o?gd £ 23%8110%1'1@: M]Cclln ear%ﬁ.kee rim is

rconfigured to form an annular Surface that 1is clamped at

il[fggtf lplé‘%rtcla‘i'l'yoqu’hgﬂéél AWV §62R) c@s hypdr @xeprisdverage

I soni cotl na
SPFPQUFFHSPO SeVisfophRhy P aFf Fo} E N FP8R SR HRE oX§PPSp & 1S
Y£33l§§8ea0tflrfdﬁmtd% WeSr sy 8t besisteck soeordhay tent lpply as a

g%ggfﬁ? &I gﬁeG%ner al Ne?ocq'xe ’foH lﬂle}ﬁgexabéw&nto the relief

[eZembuosola i odophenyl ) am no]i sonicotinic acid
(internmediate 1) and 3 mvl of 2-(R)-

hydr oxypr o Ian1neLC7NB [8.33 min; 416 (M + 12

thﬁ-pﬁiexg e free lip 8 extends from the outér edge of the
3-[(2- fluoro 4-i odophenyl )am no] - N -pyridin-2-ylisonic

ot i no- hydrazi de: 3-[ (2-fl uor o- 4-i odophenyl ) am no] - N - py
ridin-2-yl isonicotinohydrazide was synthesized

accordlng to the procedure for GEneraI Met hod 1,

o o o, g ' ~ -



N- (2, 3-di hydro- 1Hi nden-1-yl )-3-[(2-fl uoro-4-iodopheny
| )am no] i soni coti nam de was synt hesi zed according to

wo b@opusseedur e for General Method 1 , outli nedeebap®ps/011306
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starting with 0.43 nmol of

3-[(2-fluoro-4-iodophenyl)am pg]isonicotinic acid
(internmediate ) and 0.57 mol of indanyl am ne. LC/ M5

[ ADa®fe il ke 474 m( M -I-arid]Eﬁa[Irpbélﬁéd outwards. In the shown

“é&%&%?ﬂ§§gykh§ kﬁ%xﬁkwgrqlé jadaphenyidant pol 1,500k 88t walls

po ¥l tlse[pasm @@Id(‘f o5 sdsplapaylen ndligormdet i hanbget by an
W@é%famz\heféké%té%or% NGhEO #1: PIAG %‘%ﬁrn% f@br@@@ﬁr af the

outl i ned above, st art| ng

sf{%@%rbblf% rin; edoFREy FPalLAGH sPdm%%twf%mB?a about 90
(desesaedi pterdyapny Oohpgrim@l oétwyehopeniyhaniBedegrees.
LC/MS [9.55 min; 426 (M+ 1)] Exanple 61:
N-cycl ohexyl - 3-[ (2-fl uor o- 4-i odophenyl ) am no] i soni coti
nlﬁwlteiethat such deflectable sealing member 8 can be placed

£vghonsxyl e Soh( Entbupho- 4250d9BNENYL) AELBOLLSRRECRb i tion
nam s synthesized according to the procedure for
Geperadamiachodor, Gt | PREET 4BBveSeR IRY | R 9IRIFeNR3 of the
NED4 1 Ohg 3mbldel! Uor 9nd4tlh@dodcﬁ@mé:)r@gn mehbseni £obétiv€en the

d (int diate 1 0.42
L ob S S o M 2Rl Bl i ypp ot memner

Exanphe 62aling member 8 can also be provided on the region
16£ Lefe LBE! MRt P lde Fld Zdiaer o £- 59eBIARYRLATHEO warer
, PniiépeehyRgr opyg) - Bh{E( wafegorigt G totophényls) aki na] Pegition

nﬂ)f@ﬁi‘@@{'ﬁ e;Mes EMBt hgsbzedrageordngap@utiBe1. The sealing
procedure Tor CGeneral Method 1, outlined

srfl%‘fﬂ?‘?ﬁgsvv\ctaﬁ‘ & L& ke ebzfranged to cover %b%\ferent portions
3thbPebhpos Ddd- watlophebyhyani hk¢i som) cofi hhe aepdule.
(internmediate 1) and 0.6 mml of 2,3, di net hyl

butyl am ne LC/ M5 [10.32 mn; 428 (M + 1)] Exanple 63:

NA$ [ €48) - 12e25@iemethly| d@tail in Fig. 3, the bell member 9
écgéﬁéf)ﬁ n- 4oyl eaBthoXxhstildedid | Wad®s 4-not  comprise any

i odophenyt ) am noi\}l .
|§%‘ﬁ%%@’€?‘ﬁan¥%%l et 49yl Qi MAMAL 1, WS an-41§ Pell
| hembaox Hpt3dda2-1fy} uean- 4lisedopbepyl yamanofesilient sealing
i soni coti nam de was synthesized as its isoner

‘r[hf‘iﬁ) 2, 2-di met hyl - 1, 3- di oxol an- 4-
yl ] met hoxy} 3-[(2-fl uoro-4-iodophenyl)am no]isonicotin
’\{—Q;‘(d%k 1 ed 883&1%@ sug‘% M +1§-)]ofEXLak'I@| 884’ member 9 is

ylam no-e 2 chI or 0- 4-1 odo- phenyl ani_no
)degbgm@@“q%mqg@perate w1t the resiliently” deflectable

N5 £21 £68T MEABEROsetdTY | Yhe3- c(a?p@dﬂi@r@ 4=rhedee|er1emgl dutiflace 15
1)k [ SOI’]#COII nam de was, Sy Et hesi

or d| ng to
o Sa0l ERr ey CEREAT Thet ReaS: Dantifod b kit 1t ing che
séaaling vméd'nb@rBZ m'm')lpamftlcular the seallng surface 15
3¢ 0 0] i pi.C d
(I n at e”%‘l}j glr] %ﬁl@nﬁ feSlOJEC\% BbC agd sealing or
aﬂiﬁ@ueﬁhpﬂ?nﬁcé’c amhs ‘@W{%dSBHrrFHe Anggrdydirpqtion of

Et‘fﬁ‘gpl:g gﬁle, of 90 degrees or less. Preferably, the angle
3- (2- Chl or o-4-i odo- phenyl am no) pyri di ne- 4-carbonyl]-c

aBbafi efat¥am: 8rt Gt yP ESPEFES
3- (2- Chl or o- 4-i odo- phenyl am no) - pyri di ne-4-carbonyl]-c
bam ¢c.acid t L ut vl ter_.was synt | ze :
a]é%B?Higﬁ §°t 8"t Eé p?oéﬁldﬁrnsgl G- Ce lr%ra{lql\/é#(% %eallmg membex 8
ouf | itfed abwellestartM'gB weohperatimgl efrface of the bell
Snb{Bethl Or -4y i ﬂggghegﬂﬁl/) @'Hafﬁg | SeRIGRLiIgH Caﬁ@' torientation
(internmedi ate 2) and O. of carbam c acid
tert-butyl ester. LC/I\/S [9 69 mn;, 4-45.8 (M+ 1)]
Exanpl e 66:
3-[(2-fluoro-4-iodophenyl)an no] - M hydr oxyi soni coti nam
i de: 3-[(2-fl uoro-4-iodophenyl)anm no] - N hydroxyi soni cot
i nam de was synt heS| zed accord| ng to the procedure for

~ o o o o, g ' ~ M~ A
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t he procedure for General Method 1, outlined above,
starting with 0.30 mol of 3-[(2-chl oro-

wd20060deg3Beny| ) am no] i sonicotinic acid (inter mERCHER208Y/011306

and 0.42 mmol of O I sobutyl hydroxyl am ne. LC/ MS [ 10. 06

mn; 446 (M+ 1)] Exanple 79: 5

N-(3 chl oropropyl)-3-[(2-fl uoro-4-iodophenyl)-amnino]is

Ot Tt | nﬂm dad\&p(t:bd:hlfmropeopysle)alfinfa( 2ehbageoenti oWoph the

eélé{%%gﬁ% nlé)O(Bf n%géner 1 SYNt hesi zed accor di ng

roce ure for Met hod 1 , outlined
above, starting with 1 mmol of 3-

[§Zsih | 40691 Ayl BQOEH@nﬁle)v@L@en%]Hoiﬁth‘@ idHSs@icd d as shown in
(1'nternedi ate and 1.3 mml of _3- hlhgoaop{loggl amln3e clam
LRINE 9. 24h%i @61434"‘%‘@@1)9 ARG A AR P
N i ey - Bﬁéanbbane ﬁllbne_i;ocmm eﬂ}dnﬁmrrg))pmstam))moz:i? naf the
Lde: N 0X c r e} e I RO 0
rr}cf)l‘—i"?%% S wé mSyr%:2 osr 368 ﬁ(l:qgor ﬂ QX@%P rér ogEduractude
fome Ganemalrel\/amudlar I@uﬁmgemmﬁms sftl'a?ttlﬁngYhPlnCh ox
%QHQ! 1

Cf’zg phenyl )am 0 ISO%IngtlIOﬁI czgm%lf(ltnl%eer r(r:ea Szﬁ ee gonto i
amce)lmznwpréw@ FEERA T df dxAfant he. CE*@FHée[ ghgkder
%Pamﬁ%g(“ﬂ)d‘r@-ﬁ&n EX:EJHFP' &8 ther form an indent that is
acﬁc?rggfgrlng%( ary an gégtgtigrqoo?hgﬁgl sur@o?:el §9Lm %‘?ltelrgfore,
Na1Be rzyudar- Behambhi:orxﬁ- 4isodbephedyla@m neyul songcotyem the
C—%énéej?r{ms]h %i%lsé?@ asfortdrlb £9 Jeq 1t hﬁe%ggedyrearfcpr capsule

outli ned ove, starting with O.
meldef B3| {Ratheoebosasi 6H@pﬁ@ﬁ§/ll§19rﬂ“ﬁ@}>?§oﬁl cotAISnrac result

ach & éé?é@I@eﬁéaﬁﬁrﬁiyaﬁng 38 beObnd tensile forces are
BZ%TEt h%e hégg:oxtyllearr%geee &1p tl’[at ggfnmdgflec% (Meell))] in the
l\blbahrﬁlyéis Of3ward] hept - Pnyl 113ed ( B8ukfaoro-14- ivdumphizny h) perfect

|‘§%%1e]6%%$ %rrls%%lwsﬁ)l%?/%l% ZOBtﬁﬂe -3-[(2-fluoro
-Big odéphbnryEk) aiensltiaseniicotWinkih d@l@va}éels%mmﬁ@éﬁiea and the

gﬁgéglé‘g t@1hRe priocedyre f%'fro Qr a'ld\/Et 808sing pressure
i ned aove Startlng W th

361[1%?9@'“%%7’ 02Rd; @d’@phré?lyFljl%mwﬁG]el scﬁﬂtceo’ﬂr}ﬂ cthg gnterior of
(tné ecapdiiateadd BAd18i45 0poh ofressure there the pyramidal

bj Ci/Cl ?[ 2. E{#%]Iheg% 20¥| %rﬂenecaﬁgf@ M)Qd%:!r nii‘on; hé@g (already

Sp{r@auéédloopemnedophemhe) afbhd] mRMPRrhydrokyphenerpgiile 1.
O@%{%é ]}F\E,@?EQBB' Ram g capsule the blade element 24 of the

uor o- 4-i odophenyl )'am no] dr oxyphenoxypr
o‘r)?F?FsbﬂD@6?Pﬁah‘?d€rﬁége§yﬁt REST ?é tée\éorl& A 5 ikep wall

pI@C%(ﬁUVtQ‘léc C&a;?ﬁﬂ]@ al . Methbad al, swiif1 ¢ hedk appgesure of fluid
start

327% Zle%&o'iBJl“l § 0%%%y|lq}l§m E’iusloen’l e nPevsEAge produced

(fﬁbmrnteldeatnmg‘lﬁem&s 4&dmwllrrffd in the capsule can be
h¥%&18éyﬁﬁegﬁé¥9rQHXEQQEQ%engeWe[e% 53121 1308 fdMers 12

3a{1@2theusu@mun@d@shéﬁyﬂ) BATMREF- R-(t et rahydr o- 2H pyra
2-yl oxy)- isonicotin-am de:

3-[(2-fluoro-4-iodo heny .am noj (te ra
nID- )‘Flk‘@xy‘itlaeéﬁl%}b?‘i“ & 9rast s{}ﬁ%hg?lsig&)é &g‘é’r gﬁk‘%%lecmble
t gebbengr m@e@erre 8f @t Gﬁn@r@épsﬁblhod 1i.eut ltheed laboMele 1lip,

St art :
din lined sealin
bﬁ%ugfio igl ogophen&e) afine] i gont clotq ni S Gy J
(snréanedllét ©f1)t hence1as Bos himm | m@fﬂber - The annular support

Ofd?Esgféydﬂ&N px%@erg Xk il O¥¢! A NeLak$ MBI KS: 8% 6 of
StP\EZ qqﬁﬁﬁjﬁﬁ 4J-| dﬂblpy]l’%nijhjaarﬁ:\fﬁj]‘p}\pﬁﬁ ZPPEtH'QPhy?%héﬁ’yl cilamped

- ethy sonicotinam de:

3-[(2-fluoro-4-iodophenyl)anino] - N-[ 2- (4-met hyl phenyCe
thyl]isoni coti nam de was synt hesi zed according to the
procedure for General l\/bt hod 1, outlined above,

o, g



N- (2, 2-di et hoxyet hyl )-3-[ (2-fl uoro-4-iodophenyl)am no]
i soni coti nam de was synt hesi zed according to the

weemeeesse for General Method 1, outlined aboveGT/EP2005/011306
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starting with 0.33 nmol of

3-[(2-fluoro-4-iodophenyl)am pg]isonicotinic acid
(internediate 1) and 0.5 mmol of 2, 2-

dbet Miexy- etlfbarend 0 LW 5tBe @eyicgr4q gnsure that the

%éé%ﬁf |em<9nc°?h'21er d8 handI the <:ap§ule4 as hs|uc|l;1 remain in
oé(%éb%yﬁlgggﬂgl;eg-z:%@Opsgg¥1%gmsﬁo face (15_ rrg% ythpe ekgéqil hember
3eké2t &l sorerdai dppbesyte afbnod - OF - (e Bt byl phenyhbes 8.
oni cot i nohydrazi de was synt hesi zed according to the
procedure for General Method 1, outlined above,

shattabhyw thed. Biprohapéd sealing member 8 represents an
321 Lo { L UGE 05 4¢.] apLpoLi-309k¢ A1 B ced¢i-deinfore:
Ce kg LupE0a pAdoREeyb agbeofieatent 8 sed dencorcing
4sgel hpy phogpoeyenszi Matqry MBI 0L rem; thee 3w e 1ppector
Exatpl 8, 0Qressurized within the interstice between the

2 R 82" SIS AN U TR A 1S ORLGBEE "2 wild

3e(@nELaDI 9- 4rirdde- phenyhan hip - Zhapedy lseaddmigc ohémiaed .  The
de. was, synt hesi zed according.t,q t r r :
OF ey R DS P AR G0, Bl QBRI EL L cyou ao e
me| lofaBed ( 2ddiusrto- 4he sealing surface of the annular
i nylpardi BobeR: A5t W rd SONWE LI NiLafiCid angk O,
n‘?r%ﬁ}g%? aﬁnnr%r#u% AT LG/ M6 [1.85 mn; 372 (Ml L.ess?re
Biﬁﬁ%}’églef the upstream-side of the sealing me which

Nin[ B8ubnbivs{irithgoeemehbykiphenyl hedbkt2bklingr predepld even

I ' - 1 i cotino-hydrazide; .
PV LAAR Lo 00 EBL BRItk SPhes. ora. phus, seodogietinS
eaygyaement | sbActotimothy deazpdgenad sy mimsezegdhe pressure
ageof dinge 9i£§e%1?%$§|§rﬂé'ﬁ€,for CGeneral Method 1,

outl rned above; g wth 0.37 mmol_of , ,
3Ip(phe| eBPedineBlopheRyB) aki BEPPYEHI €6t PAEc PEgvdded in the
(Eptenmedtahee Lprandf B M®ldet 13, which grooves 22 act
3,5-ditrifluoronet héﬂl benzyc!otl}/ld azine, LC/MS [6.4

558 ?Toﬁguiff I‘E’)?gﬁﬁl 1'1116{1 Settle oOr ac umuZagien;on the
4apRet{ 3ukfact| odr ahd icgephenyhdbaenol 3 soni dotippépl} out of

o b .
SERE a5 EREIER HheocaPT b haR, Pram BeTPYS T cot i n

oyl }am no) et hyl ] benzoi ¢ aci d was synt hesi zed accordi ng

to the procedure for General Method 1, outlined above,

stagt i BO Wik QbGrpdditdnt essentially corresponding to a
3-[(2-fl uoro-4-iodophenyl)am_no]isonicotinic acid ,
(YAtbpRBdick ethy did<s s8hpgimgpt of Fig. 2. The sealing
46 2nBL DY baiRe) PeREPI G agh s LEHYBihEnt0iBl RompRedNie. It
1)] Exanpl e 103: 3-[(2-fluoro-4-iodophenyl)am

i AOYeRE[ MRt aR| RAIGHEHZYPY 038 £46Ri dtihardi fd the area
3pb{galhuany 4oiedephany! ham med - MilRpntiafddioroRenzybt the

) oxy] 1 soni coti nam de was synt hesi zed according to the

prepadlee If inderaidl stehowr 1l dut | {Thal spsleng member can
S i bt By . %"ﬁ@kt% £ the sid 11 7 of the base
S%F%%-?%ngo@f%}gdop enyl)%m’ono]iseonsilgoeti“rllziic aciél3 © ,S
(bader sedifatthd) cangude43 .omdThefsealing member 8 according

nt.af.l uo - t - hy V, j ; M5;[&. 5G,.
%ﬁ; %gf(%ﬁggﬁgiﬁégga%aise %0%{&%( éﬁm\éﬁléﬁ, iL€.9G, shaped
3cfo8sfbaotvon-i o@bphesghlamg member can be made of a
nol = Ne ( 3+ xyphe - - in : :
3m%fgli$?agtr%tgg -ilg%oﬁ%g%}y %ggnh%o -tl\l-q{(pé%?rrett:ﬂ%x%a)ﬁgﬁ;la)li sOf the
obhacet italyi .delmapagynchdsirzedcae coedilngst oneiger can have a
procedure for General Method 1, outlined above,
starting with 0.31 muol of
3-[(2-fluoro-4-iodophenyl)ani no]isonicotinic acid
(internmediate 1) and 0.46 mmol of 3- nethoxyaniline.
LC M5 [6.40 min; 464 (M+ 1)] Exanple 105:

o = . "
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Exanpl e 119:
3-(4-Trifluoronethyl sul fanyl - phenyl am no) -i soni cotinic

w@eo0dB495Baor o-i soni cotinic acid (50ng, 0.354med¥/EP20d5/011306

4- (trifluoronethylthio)aniline (68.5ny, O 354mml) was
added to 2nl dry THF and the pxture was cooled to -78
i HVDS ded a t

531(:{ %S%vaggﬁgl c}\ﬁ‘/edlctwoérwar mﬁﬂoklf%%%a gineestsa?ﬁfr e&g?/emc—’lterla1
nbHhthe Hyslsocthddy i £ afitthd dddswl eret hanol 5m ) was
added and the volatiles were renoved in vacuo. The
crude material was purified by preparative HPLC t o>
ofve %dadnpg( 4Ry 19%yeéekdrbof pureulslest feitke material.
gé%)gu%(% LG 12%u1ta%‘1e maéerla 09mar11e szgIMII-H] +Ethylene

3P1(<ﬁ]p§|—1é1f1é uwlerdeeth@mm@h)enylm n@Acti}M]tC(NzltmlcleaCRdbber) ,
3- Fluoro i soni_cotinic fCId 354nnn % q Th
AIRE v Flh@é"l“@n?étaﬁ&%ﬂ antf SG 359 |54 ) ese
afded- 101 2mM  Hiye THR @ﬁglétli‘li‘aﬂ Xt djb@dWanQ@m ed tBmpressive
-78C. LIiHMDS (1M in %’HF 1.24mM ) was added and the

MXREE 1RS aPP@weGaPo REShSo b t ehpBPET A BrBYer Without
nghty i kydrochloric acid ( IMin nethanol, 5nl) was

added and the volatiles were renoved in vacuo. The
crude material was purified by preparative HPLC to

Sedh SR AR2EL, 9%0yLgl d) ol pure desifed PLOUEt apes

B(lﬁfﬂ’pl aslA.g. a film applied to the capsule, an O-ring,
3- 4- Br ono- 2- f | uor ophenyl ) am no] - N- et hoxyi soni coti nam

ide Step 1: Synthesis of

3- [ (4-Brono- 2-fl uoro)amni no]isonicotinic acid.

I MoK 9 | SQPEGDET D §sa§hda(%::1t7.1gﬂng§| khatd in Flg 4 and

4~br ono- 2-fl uor pani.l i ne .
tthgon dftaFy PARIAAd t f\’ﬁas ’8‘8%5%69?0 pafgé_uctlon

IS4 1M hée AblEde?418ni ¢ wpsnaddedhand ttlaeam'ritst;tr g¢hat the

was_al ] owed to r t. e re [ Y
Sotf g™ aerrtl\mﬁh %%%%)C%FO%% H ?r% &%}s{ ad%\(% and a Cked into
tthe hleelrlxtﬂatﬂéewa§ ﬁtueteré'dfaatwrt hef fettat i 188 @\EPE‘H in Fig.

renpyed; hoehagHa. pm%o%@éd%dméﬁf\}ﬁie WBS PAT htEbﬁanm‘ém which
fl ash- chr omat ogr aphy usi ng - fied S|I|ca and

FIRERT - SRR %er?éa\lzgas GRS gh%ween the
leaddgu1s8. 8% mal théSB/eyl ehéhbet puie dedir edesanhoxyl ilong as

id uct
?ﬁﬁ 4B Egmfnei“kﬁruor o)lam nnoﬁa%%%l BIRRSE &% TR %Sul? foldex
113 300ny, a0:o6anmok] lwasediesselds ethidin Bt dayr DVER get into

f d f 60mD! 1308
t%é OéggchgEE@eéH 'thtao)r&o%n vgéagflh”( %%rtéﬁggl am&%e%ms 7 of

Hgﬂtﬁ»oeﬁpéeuleel( tnésrﬁhﬂ , 1nmghyral $t6r PSials member 9,

St &5 &6k abe BRI ent terrperature over ni ght and the

vol atiles were renoved in vacuo. The crude materi al

was purified by flash chromatography using silica gel

ansl @agriadi eatnof rom594iget BanelspeciBCMyas relogexst the sealing
2 he_de d d d

AR BB S oPE i ae o odiy “AcS o BOLT of e

téapeoie whs thet kanudar firedthysprbpes a@fvéhapbalmeember S

to9i ¥8 23-RANhdPSw PFRDLkcefveldher puwalt:ht | e conpouRdr inlet

me_ S %gi%ggd fleleI 1:ngr ta1:r6 Tﬁgmgrooves al\QFl'_gw t§54/ 3 gke of

?ailf 4ohedo+e Inoriphenbraai belwidest hdweyilsehl coembam 9 and
Step 1. .Synth

eﬁ4 a&%llfyf)lgugé%?am no |sorrﬁlceo |en(?c Al|rd is thus flowing

it ootlbissepacet enfdcifcwdlllype Pa@I@wIforarkdhe user to take

4-io0do-2-fluoroaniline (1 .68g, 7.09mvl) was added to

10m of dry THF and the m xture was cool ed to -78C,

LiHWDS ( IMin THF, 24.8nm) was added and the m xture

was al lowed to warmto roomtenperature over night.

Sol i d anmoni um hydrochl oride (2g) was added and after

1h the mxture was f||tered and the voI atlles vere

.
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and carbon tetrachloride (107 m , 1.1 1 mmol). The
m xture was heated at 1000C for20mn in a m crowave

wWorea/0445B& vol atil es were renoved and t he cr udeCT/EP2005/011306

material was purified b y preparative HPLC to give

87my (62/ yield) of the Boc-pggtected title conpound.

The material was treated with 4N HCl in di oxane (4n

font ithat eapseht tlenpévenrtwallnd the vodpsileslwerill even
e e d met hod

e e g e B B O ek 136,

[4-(5-Allylam no-[1, 3, 4] oxadi azol - 2-yl ) -pyridi n-3-yl] -

(At Hr ogD2owetdd - POy | dbramhee se@md  embodiment in which
3- (4- Brono- 2- net hyl - hen¥la@éugeison|cotlnlc aci d

hty}a‘?afFaéltwacél%aék% I member 9 1s 1n sealing
3ehddgbrond- @i oRt byé pheayingneabe s 08i 6Dt the ccapédle 1.
(exanmpl e 2) by the procedure as described for exanple

6 step!. Ste : : :
F LA O SRty PERHh, PAACTTPRIHTERE: Bf che; Bresem®
hyﬂvaﬂtﬂ@n(ﬂn4ﬂﬁﬂnnlﬁhaaseﬂlssahWedaturénbfTbﬁeaadallng

treated with al]yljso anate nmol
hfTsea by ef ph RS THERR Erbedt % 1 JuOSEREE be che
wespstle rﬁldséDf 2hnathen®epﬂétéén®mbafﬂumentThhe sealing
vol atil es were regnved ive tg crude co

WIRRP s 38 e oF PERE G x? §T%B %teb %: Fhe §a88u&Pcrease
def i vied d1omeséepol vBS sydtiwellby dhetpeocedsute 1.

descri bed for. exa e 127 ste thad_ .l 11
rTh%r%P%?n nthey 5€ %n?#/w@ +m%%%?§8§°r‘}&§say§i$ TRRagE Lettanie
e@ﬁd’r@oxﬁﬁﬁ@?sﬂﬁ%fﬂ_&drah@ﬁﬁityehy 6% ﬁgEorms unger the
conpounds _of the sent. invjt eterm ne
b?fgﬁ%r?of?ﬁﬁfﬁg 5Pﬁeﬁﬂu?% t?ﬁaP%f¥ gﬁgB?g SRERRCO the
kiggsel achbvasy vas nopéteohgd whéhgaohetpgeadugorm is not
fl uorescence based assa The _ass es tine reso

ReFer pl&%as

11t eed ehe et PR sBhaWE eSBRRr 37t P& ot prbBeVid

phosphes Vi gt oprobuERKA bysMEKdnt Fheadssaystsdedbiingdle
out in low volune 96 well mcrotiterplates. In a total

ViR biee of L 1501 SerbiPYulE®CeF e i ncubated with 100nM

MEKL1 , 15 nM ATP, 300nM ERK2 enpl oying a buffer

contalnlng 20 TRI S/ HCI, 10 niM xg 2, (100 m M NavVOA4,
1TH® B0 - hilde 0SODLIRTWREHPSD ¢HHRFCRYIIRGt BP £HdS

h@MﬁédléeﬂéﬂEyrsﬂlynbﬁ@téxgwgﬁe(P@fkanhghmaw)s@adlaganmber
Ant i - GST- Al | ophycocyani n (CISBIO in buffer contalnlng

50V EPDTRC anE ©: 9505 Bshhar ef 44488 " afgat AeSr BSEPPENS

| neubriedsf oy PRE Bedbninehb8asdaEkt, TEH@U&§§O%V@6 9) . When
fl uorescence is nmeasured using a LJL- Anal y

(%@¢e@@$al1€%ch@§)thﬁtﬁeaﬁléﬁcW?mpﬁénlﬁapépéﬁgﬁﬁ by the
340 Pfga?nhgm &% Qﬂaiﬁ@v el,gngt hyok 66%186Y ibhe i Rak
concentration of DMSO % To assess the inhibitory
p%@@htmﬁlmﬁmb?ﬁeo@éﬁﬁéuﬁﬁgreFCSGW95ﬁ§e§nﬂeﬂéwnwards
%E%%Q@gmll n.Ehi feaggay) coppounds OQE’leE‘h ﬁah@v e Wh'e%n the
ex Ited 1C50s wthin certaln ran%ie | owi ng
cDﬁ@th@@teR@hprﬁfyssdéﬁ aet F@pt pa Fﬁa1+ﬂsﬁ§aﬁmﬁgalnM
<n " 1 | t
ShbEE RN el S0 TR, MLl Bgconion
ass@yer(¢ﬂﬁp1@e¢mﬁntlné chowa€26laﬂu@§ﬁuﬁ§Iaﬁ@ﬁé@ﬁ?ﬁ@yl

abfle Meloe PLLTURBR PAACEERLI, Eelvmﬁq%e FEldh R
? 7 9% m ng ite plates ce F
fpolfmérlanmaQGQOaéelhsﬁmegldﬁéﬂeA3$®leaﬁ@dMnﬂR¥3}$EF
and cgr£y£ d overnight at 370C in 5% CQ2. Inhibitors
vt eFSert a 'y diluted in 100 % DMSO and subsequently
added to cells to reach a final concentration of 0.25%
DMSO. The cells were incubated for 4 days in the
presence of test conpounds in cell growth nedia (DVEM
wth 10% fetal bovine serum 2nmM gl utam ne for C26,
and M aPaCa-2, and RPM with 10% fetal bovi ne serum
2mM gl utam ne for A375). Cell proliferation was
quantltated u3|ng the ATP I|te ceII prollferatlon k|t

P L s s o



i ngredi ents contained in such capsules. The background
of the present invention is the field of capsul es

wowioeh4s38mt ai N beverage or other comesti bl e (ePUI/EBDOP)11306
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ingredients. By neans of an interaction of these

ingredients with aliquid, a mgverage or ot her
Séé%ifﬁ% Y ?agg {QragééP@ S@gpéhlga Sdiment is
uce e a¥actT on can bef of exanpl e an

exmchcneon Thmsmmng sdasgmguproﬂsueechaor@céssstsmomp@nent

capsul e |cular ada 18 c n_gr

c%%fe% dlr é ?%db? cea cofi%"%)d evg?%re ﬁﬁﬁﬁnent peing
h@iraated wmd&llpredsmm®a3®$exntﬁsguaosu2b and

drai ning a coffee beverage fromthe capsule . A

capsul e as shown in FR 2160634 rel ates to an apparat us

fRs cakibg sedheespeverbye from Aigarérizigetha fibithmamber
wat er injection iceis Iace netically agai nst
heSTppht et [RES T TTaNeS The Wirerths EOFI O the
deypseléncl udes a seal which is applied on the upper
rimof the capsule. However, the seal is part of the
apparatus. EP 0361569 A | does not show a seal ed

cepsul 3 bl @i gof feesholt £r f ekt h Waiisbd i genot iseahedh the

when_ pl aced into the coffee nachine but slnplz press
f???%ﬁn9nm%m%%¥t¥$d@% Qasing, Luch et TP etScan be

PossRE: BN 1V | § BFa RGO@T adl PV HEetle BAbIYIEF OREA, U@ﬁethe top
side of the coffee filter unit. To avoid Spl||ln%e

W et Ut e dehe herPsierl unfpis LPpensti i erarP

pﬁfé@h&{ POLLADINS menbé L &F PROCEXESr ebANPETL he capsule
between the outer rimof the coffee filter unit wal

ahd? € hiehe us Fdrundnhgh wekFedf tRfeWabRhi hel esteh %née‘gh@ﬁh
| 51 fy dsyi §@rme§@ecﬁl 14 es8q8r beyerAgeat tREMHSPBLr iflets to
pressure and which is so not adapted to withstand the
t§f cedPsidt@rlinj ecti on pressure of e.g. nore than 3
bars or even nuchhi gher pressure which reigns in the
capsul e when an espresso-style coffee is froduced. FR
g 3Bor e ckl bes ROFbwiered FPIPerieherai dyesuyspred the
to-be Pﬁewﬁﬁbﬁitﬁglﬁgtyﬁlynﬁ@&t@fe§§u§§rfar§t9§veﬁag@op
devi ce. The body of the capsule is entire made from
iwikkt]orohouteleerprabeit; Pref %?@bwgpow%%pwehé hBus

' heg CaPSULE- el BE-S2RSUNEMBBS 3 and
#Pﬁﬂge €s§&n§$ EH@Q% géo% ggsgne nat%rla? aséthe mai n 0
cosee i fimwte of4 )t heccapsdl enviblafei BYt ks eppsKHegnd of the
duy 4 EéPéHEn%Pfs£§§ 9§Y£C§SaQPuﬁhéh§nE§B§Hh§ mgmeer 9.
capsule is conbined to a brewi ng device which
bayonet-1i ke cl osure system whi ch applies closure
MO0 Ces Ol g QPSR 2o LM VL CRUOEPEAESS MYt BEat o
tightening torque applied by the user erefore, the
capslireed ¢¢n¢msun¢u@h@@fﬁpCi@nolpoWﬁteattmﬂhéhlaterface

[ e C 0 n b

CRLE, 8 Bl AS e dRl: U8y PRRBLTE e CRpeRT g R B Ty,
&wamgwdhlmnth®c¢@@5esomgtmemkﬂesg atmdéosfinghefsahe
géastlc materi al as the body of the capsul e that
nornaf?y requires a sufficient rigidity, to provide a
seal effect which is suff|C|ent to stop water or

|nta|n a controlled |nte ressure_leye
FovhE e St U8 oo el O0F alt I8 REabCHher ThekdBre
alppeBSMeesoahgmgsmémberené go deimpuenbag to the lip 8

espresso-|ike off t Furthernore st
rﬁékﬁ b@%e?%g gﬁ?%% eﬂ39§l@Fo§urge8e 88 gAt can be
q@n&oeatpﬁoof@deﬁgnﬁﬂomloﬁer60§owae1amd do nat depende 1,
on the user force therefore requi.ri adapt ati on

of - ?hetg%ayaf% ?ﬁ%lﬂ%cﬁﬁﬁewﬁﬁarnopjFﬁggopgéslte.

Systens and net hods for obtaining fluid comestibles

from substances containing capsules are for exanple

known from EP-A-512470 (counterpart of US 5, 402, 707)

The capsul e 101 as shown in Fig. 1 has a
frustroconlcallyshaped cup 102 whi ch may be f|IIed

e Y Y A NN o s
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of the liquid flow through the capsule, which pressure
drop will even increase during the interaction between

wo b@elosssaé d and the i ngredients for exanpl e dupCt/@Pm05/011306

swelling of the ingredients. Correspondingly it has to
be assured that the only watepoflow is actual ly taking
pt§0§n§h59§8h the E8E€§?0§80&11f6e§@9§u$§ LU LOAhPression
and that no water can fromthe water injector

i feBce heni Hper seatinpenemesrt he. annul ar encl osi ng
menber 108 and the exterior of the capsule 101 and
then to the draining bore 127 of the device. The arrow
AN ¢aset € ad esan ho srimgless retaoed epn f tiosy qs)'aﬂeh walih7 of the
0 rds, y ripr. o apsul
R B bR AT st T T e el BRI covee
posllipnedaih.the interstice between the annul ar

menber 108 and the capsule 101 and in the flow path
between the water injector and the beverage-draining
br ean | anl tdren@tnbos] neid  &si 5 hoswben i @ou]ldslm@hreplaced by
seal | agerre t can be achi eved at ast

cortalh e SR RS e Tt 9 L gter o B TReFehiet
ammﬁeﬁtrﬁ&ﬁm&e]ﬁ&tefr&sfimﬁgﬁtédkfnrtm&c&apﬁﬁﬂéjdeOr
wal | of the capsule 101 a d t he sul e hol der. case
CHeE TS e 791 TS VEr RRRAF 7 bpels yaatis about
weeercassdlow ng outsi de the capsule, no pressure
sufficient to cause the tearing o f the tear face wl|l
be built up inside the capsule or, alternatively, the
pressure will be causing no conplete tearing o f the
tear face and therefore a poor extraction of the
substance. In such a scenario water will be drained
fromthe beverage production device w thout having
interacted or fully interacted under sufficient
pressure conditions, with the ingredients contained in
the capsule. A n inprovenent could be thought o f
according to which this sealing engagenent is further

i nproved by lining the inner wall of the annul ar

menber with a rubber-elastic material. Wth other

wor ds, according to said approach the sealing
engagenent is assured by structures fixed to or
attached wth the beverage -produci ng device. This has
di sadvantages in that after the use of a substantia
nunber o f capsules a wearing off o f the fixed
seal i ng neans can take place such that the quality o f
t he produced beverage is increasingly deteriorated by
wat er passing the no | onger properly efficient

sealing. Any ,,leak,, at the exterior o f the capsule
reduces the pressure build-up inside the capsule. On
the other hand, it is well known that a sufficient
extraction pressure is a key factor for the quality o
f espresso-style coffee. The present invention
correspondingly ains at an inprovenent o f the sealing
engagenent positioned between the liquid inlet and the
beverage draining side of such a beverage production
system It is thereby the central idea o f the present
invention to transfer a resilient part o f the sealing
engagenent fromthe beverage production device to the
capsul e. The advantage is that any resilient sealing
menber is only used once (i.e. only with the

associ ated capsul e) suchthat a proper functioning of
the sealing can be assured and no hygi enic problens
can occur at the sealing nenber. Note that the present
i nvention thus especially ains at an inprovenent of
the capsul es, such that state-of-the-art beverage
production devices with built-in sealing neans as for
exanpl e shown in EP-A-512470 can al so be used in
connection with a capsule according to the present
|nvent|on The object 'S achleved by means of the

r . Y " I Y e I — I Y L
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proposed conprising such capsul e and a beverage
production device. According to a further aspect of

WO b@epud3sent i nvention the method for produci NBCHEP2005/011306

beverage is proposed in which a pressure-tight sealing
engagenent of an el enent of thebeverage production
devi ce and a seal ing nenber of the capsul e assures
that the only liquid nediumflow path between the
perforated opening in the CGdpimsl:l of the cuplike base
and the opening in the foil nmenber traverses the
interior of the capsule. Another aspect of the present
invemtiapsuke af €6 ¢ontta heiey doevenr agklici mgredt dods, the

accordi both in the base body. and. t he

rren%aé’?sn? sgjcm%b%%l esﬁ%l%%gbe? 1%%%%0 M otsti R beVérage
pergasd@idionsn aiev jenerat eth va}tts:meer M 1 dqet & hinge r pressure
pressin rface' u ed herein is typically_ a

por¥i's %fq?%ec%%% 1pr5ﬂd%¥$] vf%% r%%?swﬁg% HRe

a sikidosei dhtd h@ﬁnﬁrhOlSHlélgcaf@‘dDﬁ why cdandsuby@f@ﬁhla

one part of the device which covers at |east one si

of RPHEETRPR FECTpoR® CFRFMGS of Lt et fevFRRSY e}ﬁ%%n?)a%%ahng

t hen&apsH! es, FUT | heg) asly atiagess e f ealitf £5c anfl Ohg e€iSsule
of the present |nvent|on wi || becone evident for t;1elS

man{kki FRaER G et heedr 10 WHRA iRl FieP t 1S £ BRTBSF ng®

det @b efyeessripthoncshpesbodbrentis ofat hegpeegeiément with
invention taking in conjunction with the figures of

thea*érﬂﬁ%%feoa dPAVFINERT BFYEF1RhoNT BCext a b oReverage
capstb koM d&PMEPLy) St bheFé On 2h&ho¥s] andi héhber (8)
enbodi ment of the present i nvention in which a capsule
i s % e bie®he capsul e hol der but has not yet
reached its closing p03|t|on in the beverage
production devi ce, 3 shows an_enl| arged in_view of
2 g.Thpe m@pswlehwgmf g | Fataryheli Hent Pracadipgt glaims,
in Wi £4c B £8P £n NASaf eacdhIeghd | sn &l RShBErPOSI bEPN; 5
between a bel| nenber and the capsule holder,Fig. 5
shoves &l berspdiet i ve F2widPe: capsul e hol der, a bel
menber and a capsul e according to the first embodi nent
in a position in which the capsule has not yet reached
i1s Bhostapepbeia¢eprding. te chail® alsetodd enbodi ment
°f éﬁ‘%ﬁepé@ Pf%eani’ﬁnéﬁé’i‘ ek gse;liﬁgarﬂeﬁﬂe9r9§da¥k§%ed to
tai , FIg. I's a perspective Vview
of ¢*ﬁertse@dnda%wt9@df<nfe¢ﬁ asmgnstg shevwsatabiggcprgssing
t p as reached
|t§99+%§$%d5€o€?%i%%§et£%¥h%£8d&€§ésg ?ﬁyﬁagenbodlnent
|n mhlch the sealing nenber of the capsule is part of

f u 1 i l.ed :
B R T SR T e R S
accorar agt ¢ 0l zéd ththaEnbbdlﬁ@ﬁllngl@emmsrsﬁéwslé, 26) 1is
fou n n e aljin t
LA s e R
showstéheafourth enbodiment in the final state. Wth
reference to Fig. 2 now a first detail ed enbodi nent
will be explained.Note that in the follow ng the
imvemméonapehlebeceapﬁahgedoraﬁgrofnghEOpaecedﬁagnclaims,

n_of a capsule, d c g Lehy
Cher Rty 8 L8R3 1 Bushal ool PR lndchRhhs 20 4Ry et
cIOBehgowodéfheﬁb&bleFbmeueturet is to be understood
than ot her designs of the capsule are viable, such as
e.g. capsules having an inverted cone or a lenticular
f@rnTMéthapM@lesaeabkahhg pat ehang andropposi ng val | s
(e.g. foils be|n Ied t the,e. [ i
g eI P50 alBap a0t - G cORaRAGS: BeTHE prBcert 26) is
i nvention conprlses at | east two opposi ng mall nenbers
whi ch are connected to each other at the edges to form
a sealed flange-like rimarea, thus enclosing a seal ed
interior. Conparable to the prior art also this
enbodlnent shoms a capsule holder 13 haV|ng relief

o T A~ . Y T s
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surface of the foil 5 and/or a top filter can be
pl aced at |east partially in contact with the inner

we mobacs3of the body 4 . I n anot her node, the epepEP1i085/011306

can al so have foil nmenber 5 which is flat or even
curved inwardly toward the in22rior of the chanber and

t hade gled9e Bt At cEmSRE S & Fr ST | £ VESE agn o SSPOESE tickness

~the pressure exerted inside the chanber during the

ext Ak | PAFPRO eI T TR HEPRSS bel | ) nmenber 9
furthernore conprises an annul ar support skirt 18, the
function of which will be explained [ater, an external

t hr eBek 192P 9l eeE P FL R ek DAY nehblele | Precedieg agbaims,

pr 0%&%9?%&%@ @t"\?rﬁ'@rséé‘ifr}%orﬁ&%é‘zg 9, TP{) is made

f eedi ng Iquid such as for exanp ot wat er’ under

pr ex51a enatepli bt erhenjtdranrtiel whtehias okl Bagabdet of the
moynt Scrgwed) to the bell nenber 9 . Note that the
threé%g{% ig ]usg an exanple for connection neans, be

it rel easabl e or permanent connection neans. The ot her

h r on [ uch.a
B . B e
everteliaddayl ahg onerteec afdul iss hedierofara thanoenidl onatvieg a
pri art.in.the field aof sul e-based _.espresso
mchrres hAa ey o s PR D S RS EE TR o o
el emaprulebl 6dde,5pin, etc.) 24 designed to produce an
opening in the top wall 17 of the capsule 1 when the
capsul e holder 13 and the bell nmenber 9 are noved
) 0SEhd aggbdiele eagroddi ey nenuaty yoropes Ait €th dms ad to 8,

aut gmat i ¢ nmechani sm_.A channel ot sho in, the

o St <ol e Y et T e rafiea "6 ok 1e made

t hadif vatmrblean deadteit tnatddweidnt eri or of the capsule 1

once the perforation elenment 14 protrudes into the

interior of the capsule 1 . The capsule 1 conprises

sia0 d Trop ovddully , acc&tdiavgldo 7clantin ao f | Gingeadt &eitédn Hn

Wi t cl.anpi n ortion 29, erejn the foil nmenper 5

e SN T P il e b L JRatreL hon-

herrmiieeald yadtie: aurdiikel kast/ hodyedaDfstidie gapsuh®idium.
Agai n, other designs for the capsule are possible as

iong as the capsul e can be seal ed and contain the
MENt i THee ddprgiiesli 858 Sed AeE Al dli fly tond hef pEBSERE 1 to 5,

i nvention the outer surface of the capsule 1 presents

o GRS G 17 TR are S NS JRPTRRE nbfbere b 1 made
carehn rasildant e 40 die Joief i thenis efh oaed] T (duesf the
to the geonetrical shape of the sealing nenber 8 .

Furt®idr On,thheaRstH iSig drerer 8 can be integral to

the capsule 1 or a separate piece. In the latter case

t he sealing nmenber can_be nounted rel easably to the

Hfse SOV P BH § i3&PEHerBt® Y DY WeF dergceiing claims,
Me s rQf et e Sy &ehdth 10asiEes tdenSeadd Mo FeADEI r8c i $nd a
a separate piece attached to the capsule 1 , it can _

' bSO ¢ ltlo FIRNTHp LR DL IMEF @G BN pPagle. other in
Al tg] Rptd Melght trLAN fie APRl i ethnde f1 ke PInVASEQUSH order
formand then can harden (e.g. polynerize) onceapplied
ont’® (HeH R & strfatte ety c&?ﬂéu‘ﬂé‘? Wrgeedientpe

case e.g. when applying silicone. If a resilient

material is used for the sealing nmenber 8 , preferably
rifob dihee | RS Wl rer et md narke wad. omhect ephgims 7 to 10,
T UBRE AlASHL P ARABhS Wd AP &y MRLREL Al (BAVI895rovided
rubber elasticity 1ncluding but not"limted to

el &t drersE I81 |iheoriengltEgin caread at %) &l blra Hrange-like

ot hers. JBartj I j for the sea

me %gf (86Ra réer%& lI%JFg?DéVM é(/fEtSﬁ{yelt gﬁ%ﬁp;@gﬁpﬁ%ﬁ%& Di ene Mononer)

, NBR (Acrylic Nitrile Rubber) , TPE (thernoplastic

el astoner) or silicone rubber. These naterials have
particul ar good flex, conpressive properties and can
resi st high tenperatures wi thout cracking. In case the
material of the sealing nmenber is the sane as the one

) o o s .



the capsule, of 90 degrees or |less. Preferably, the
angle Bis of from85 to 50 degrees. Depending on the

w0 oooa0essss mat eri al of the sealing nenber 8 of PEEEP2005/011306
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capsule 1 , the cooperating surface of the bell nenber

9 can have any shape, positionzand orientationwhich

a a t a ] epga i Eh eal Lng
N e e R T A R i
aboghatraeteapsafleinashahowne i pe&l gng dmembde bl L1l) is
me d_capsul e, h 3 a oget her th
capeer e aP g T Re e g B by Fon DSt hae HUR and che
fl ahgeatide onnthé&ocapbisethieebel theewdesr 9igdactor is
incluglgo ne_Qr nore annul ar raising portions that
firmy"PrReR®or clanp the clanping portion 29 of the
capsule onto a receiving portion surface 31 of the
capsul e hol der. The clanping portion can further form
an 1hdéhe RREULS eomerehiest &0y 2aY Ongefattinen R¥feaadd ng

surfagensl. cHheLef OF Ere@Ni AL AT £ KBAADSELBE [ 5) f@éﬂ??‘ises
as resulting fromthe assenbly in closure of the be

menbe?uD- hige capsel eodipl (el ardtdafleerosesmpae (5) .
sealing nenber 8 . As a result the capsule is firmy

held in place and tensile forces are rel eased at the

fr e&6 | i Bhe heapeake de¢¢etding eep yclalmheS chanber toward
thech el L nogl Sud T ag e o WIRt ehya 21 RET R Efbe 11 8] U1 Ohbresent
seal 1 ng can %e obtained. Fig. 4 shows the state in _
whiledtlr hen biethe  emee - Dikerdrithe (ehpaud ea hpdderon3obre side
brought 4y clesi e genent and due to the

wat er %n%E%i%E %%% ?%%%f#%%yopgﬁhe capsul e and

building up a pressure there the pyram dal relief

me r C . hol der - al r eady

pr g%ﬁb:rﬁgop(ggrﬁ%ggei%p?#é&fﬁé)lgﬁe%‘%%ln?lgf t he capsul e

1 .chiporctienstzed oin ofhathetloapsekbithendhlaee €Benkhl 24 an

of 1 roinjector_ 14 gr e P On, 160N

the Rt 14t O Mnd b O S (RLIRERLE PP 15
pressure of fluid has been built inside the capsule,

th ev. C [ i ngredi en I.ned

i n e Taode e Eiofaha i AR ERENE FERLAE 8 %o 10,
betateera ¢ ther i z¢d efn nender shd 2seatihdensuibeoukdi nyliois a
menber 5 .. t he state shown_j ' 4 th

reatide AT G cHETE Sol Tt ekt g of ¢ (he) Of the
capsapsulle, i.e. the flexible Iip, is biased against

the corresponding inclined sealing surface 15 of the
encl osing nenber 9 . The annul ar support skirt 18 now
COVET s Tie expkuwle tdecdtange-tokelaim 63pf the capsul e

1 ile the clanpin ortion 29 js_cl anpedbe e

Sur TR o o o HI e e 70 SRS UTE oha (Pheil) has the
Sseathayge nefrbet @-mneyt helcapsul e as such remain in

position when the sealing surface 15 of the bel

menber exerts a certain pressure force of the sealing
mender the Agbsialéd y?cctdsnfediﬂ@-sdaa@edi@eabi nghmaabeg_rszed in
represents an exanpl e a constructjon for providin

n SAIT 4R % 1T RUEP TR g R GAgR AT A EP S BoRPRG LOn
fromthe water injector will be pressurized within the
interstice between the exterior of the cagsuge,and t he

end osi T ARt ARF SR THL RS eh? udFY yORF r PheCh iPfel8 or 20,
| porsdhenece seadd Noh neider c hd heehi pnghapedeseabi ngl) is

menber will block the water flowas it is biased

ag@ri<chet RdarhPsurtacer bt ehe™aRR8I 4f - nenpeping an
Thizard ockd NG eff apd1 M hd J)J?algytﬁiﬁaﬁiﬁ%e&%u&_@iﬁ@&ﬁgnGr a
at the upstreamside of the sealing nenber which in

t urGPRInat ¥ ARt seal i ng nmenber being pressed

even stronger against the sealing surface and thus to

a sealing engagenent which is the stronger the higher

the pressure at the sealing engagenent. In the

enbodi ment of Fig. 5 grooves 22 are provided in the
circunference of capsule holder 13, which grooves 22

L, a T . 4 . S o,
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engagenent with the sealing nmenber 8 of the capsule 1
Figures 10 to 12 show a third enbodi nent of the

w@e@semts3é nventi on in which the resilient natuper/ap20bdel13o6

sealing nenber is due to the geonetrical holl ow shape
of the capsule itself. In theyglepicted enbodi nent the
Nop NBIDEY et i St 151§ a &capsul
?dien i ncr easaeé]%fsp%ﬂ&uél a t}gér of tﬁgﬂ%}a‘% I?/\gl? 7a%?u ©
the Tapseterding Theraiyrel the pestedingrerbeing oand 2
hol S
suf %\éleréé e%]g%&f%f%é}gu%der 511,11?(_{5 S%%?éey%%gcé)éo%%% lon
by detrelcbsellhavsrh@pmd mlmtmert&b&;r céip)s%@ammcdieto 113e
. Not tht rical formis, not te e
shovvn %bv% I?her Oirs &% eme%‘f ew:é%hltgﬂrll% %%éfhlté@
pr aserileea (®sillemeprofttheasdpsieior Mmbl e nat ure of
the sealing nmenber. The step-1like sealing nmenber 26
according to this enbodinment is only one exanple for a
holj:owﬂeal slmtérerdo@cfo:(dmgam rakdie.zR, to the

"filled" se n nber 8 according to

e C1¢ (R BLLES 19 a5t ore (Sl R FSentye s ong

t heasedhé F@'lcf[&ﬁ@ﬂﬁg i Berisexc ufe)d éb;lefth@ geaoheittapressure on

hO||OMISha e u§%ﬁll a defl ection, he s alin
%9&%? Yt oasu%%a% FOT et 0P

of atshecl'Sé egpaessﬁb t el 04 h@acﬂa@bla\hﬁhidﬂ\m reskbsené .

nature is due to the material used and a "fill ed"

seal ing nenber is used, usually a conpression and/or

dlszadaom@rﬁysﬁerﬁrwcmcem | £ ®CELH Bm ?_referably t he
material for the capsu{a VVI|| be c\gjgfg nrg

pol ymeiSE St i€ ha\d g et IR TS5 1 ent

R ORI f &Se b Seat hd Gerselr d TRer@SEOTr doNY W1Qi&hi %rooves
errbodl ment is inclined. Thus the sealing, pressure

a3t s%ctccﬁﬁo%%tlrble%ﬁﬁ%w%df%ﬁ%ﬁywn%met%ﬁaugh
am:!éker ERANe 1 ped iy ﬁhf&%k@dtl@élﬁéié’aéé’@wé\@lﬂﬁ%

figure 12) .. As can be seen espeC| ally fromfigure
tHEFIR TS IHe R VELR di D LR bR d (1 s e e la e%%la—?}ng
Qv&fpdhedy mof the capsule . Fig. 13 and Fig. 14 show
a fourth enbodi ment in which the sealing nenber is an
O-ring 11. The Oring is geonetrically arranged and,

OE] ef}?@é’yéﬂé%ﬁdacc%‘rciﬂﬁg top e lodd of éi’]&uﬁ@p@@l e23 or

. This is just an exanple of providing a seali
b erhette dhet e T BS B19 thRieaihs (P b AomRT i RS s@@%ltlonal

Vgl%&f‘lr(gf“?ﬁéaﬁé‘ead%t%d |1 ecd Of s @t Wh & hsé“éiingeen%a%ement

perforated in order to create the water inlets to
e 1the BrelPeing namher po?) taehedhe ocapsule (1).
peripherally surround the area in which the water

injector 14 perforates the top wall 17 of the capsule
Re6. THee seestign mwéq’tlr:g e amysof oppremssedObyot he.,
@ FBnbet ; 9y and (feeslhouf
é%ﬁcu%e &%gg% e upperle%d of ﬁ ° §
cﬁrrgagﬁfre&remth@ﬂ; @ud@dnml Iambfaxha;l epenpenagt negbakive to
t ’htat e, bot t e bstantially flat or
i n}{\#)lcﬁee 0 g{e)glsurcgf a@rg%u a|1(:|§lgln%)l yf}\;\at er-tight
interface with the seali ng menber 11 when the capsul e

[ I I i ng

57+ e TRIRAL S Podds Bl £ 08 PRET R e B heCha

adcsnpxaszJefglj etdtabf@ll@vym:rhg ket speal i ng rrerrber (e.q.
arable to the ccor

ST RS St Thgire TCL0E bRatefiEhES: aatng

fcrcmpztimlrtg)pa \/\ﬁiisti?wmltdmnlmapsmlb dnd a.secohé wall

fa(:|n | ect or 14In an a he. bpttom
efq‘T E@er?e e{e% r Al S TGh? e3ST o f%rggam&‘ ﬁe rim (6),

seqi)osm:immixeg dHe ¢apoabe €1)y. ianalObeiagags pkadedtdmn

the side wall 7 of the capsule 1 , the radi al

conmponent of the conpression force will prevail. In an

alternative, the foil nmenmber 5 could be replaced by a

vvaII that can be pi erced aga| nst at Ieast one rel | ef
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11. The capsul e according to any one of clains 1 to 5
characterized in that the sealing nenber (8, 26) is

woehe/0isseen at | east one of the constituent nateCT/EP2005911306

of the rest of the capsule (4, 5 ) . 12. The capsule
according to any of the preceg§ng clains,

SAS! SARLI G TSSO SR pled oty

a‘iﬂrg%ts étndghlhé aAtond ivpldl feagr | (ke Tim area i n

{ s&al f r t

heﬁ%§£s :g%cor§sﬁéhg%%%ﬁﬁﬁgﬁg 0 t%ﬂﬁéggiéggé one
I@ert;lhm alct e:rhqeﬁ:llrst tvraltl trieeniseal G‘Hg arreirtimva(r&:) lge liquid

g]ga\é}ee %(66) ang: oné@;rflaieh ’? n‘?mr& in the

Em:ouabswld anmnirejn* ngt,o any one of cI a| nms 7 to 10,

aracteri.zed in that. t 8,11
6?5%N%ﬁ§i%ﬂ?szﬁﬂﬂI@béflngh ?ﬁéxggéﬁbe quﬁg’ n&%ndl?he
|seqatieaore DO If tdie urae;)saﬁeemmtger:m titee wedeind Nyl afiertser (5)

e S s SR SRR e e or
Qa;@suﬂeefe(rla)ga:wdmlcal Adgrildkearttase ety ) meaiska (8,

cl.osure ne 16., The ca sule ac rdj ng t
e 950 Sl (1t re i T cqmyenty
IS g QSﬁrdiudIﬂtﬂheOrtatﬂtﬁﬂfé ange- |Hdt€ rrcitma(tﬁ)tmde;aterior of
por tlon of. a é@de wall (7) of the base body (4) . 17.

& o ording to claim 11, characterized in
t hat the seallng menber (8, 26) is an integral part of
one of the wal| elenments (4, 18. The capsul e

28c ortdien FSA%h R GIRE B E4) rﬁslaﬁmt &0, characterized

ich alrd@te e eseald Nthd e Ry p(z%sslﬂﬁeJtsl tp's%éﬁlln
different fromthe wall elements , of the

%ﬁ?@e@entlgs TR AN é%@(ﬁ%w t“%?“tk?% nmée 11, 26) of
emr agiRilzed 1)n dipteHdre sea |%1@@Q§ng{a§en¥eﬁt has not
the shape_of an O-ring (11) 20. The capsu
BREESEHnged ysding f9ca§ﬁéﬂétt@f|?@&WQVQEﬁRCWrﬁﬁallng
&RabeRg (gemhar has a L-shaped cross-section. 21. The
capsul e accordlng to any one of clainms 18 or 20,
characterized in that the sealing menber (8, 11) is
gt aghed e see Af Jdeie Meldnettamard s dvbawr-dd Lb?dé&c?lrhg to
adhesi ve or by wel ding or by plnchlng or crinping or
ofsithad & achreiasr t22 anya dfevdrdgt® prodircidfy system
conprising a capsule (1) according to any of the
precedi ng clainms and a beverage production device, the
beverage producti on device having an encl osi ng nenber
(9) adapted to be selectively in sealing engagenent
with the sealing nenber (8, 11, 26) of the capsule (1)

23. The system according to claim 22, wherein the
seal i ng engagenent is only effective as long as the
encl osi ng nmenber (9) exerts a mninmum pressure on the
capsule (1) , but is automatically released as soon as
the pressure falls below said m ni nrum pressure. 24.
The system according to claim23, wherein grooves (21)
are provided in the circunference of the enclosing
menber (9) , which grooves (21) act as air inlet
passages for feeding air through these grooves (21)
and through the rel eased sealing engagenent between
the capsule (1) and the enclosing nenber (9) . 25. The
system according to any one of clainms 22, 23 or 24,
wherein the encl osing nenber (9) conprises additiona
seal i ng neans adapted to assist to the sealing
engagenent between the encl osing nmenber (9) and the
capsule (1) . 26. The system according to any of
clains 20 to 23, wherein the sealing pressure acting
at the sealing engagenent has a radial an/or axi al
conponent relative to the center axis of the capsule
(1) . 27 A nethod for produ0|ng a beverage the
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