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Anti - Ab d obul oner Anti bodi es, Antigen-Bi ndi ng
Moi eti es Thereof, Correspondi ng Hybri domas, Nucleic

wdeiodss73vect ors, Host Cells, Methods OF ProducPOyEBa06068128

Ant i bodi es, Conpositions Conprising Said Antibodi es,
Uses O Said Antibodies And Methods OF Using Said

Anti bodi es The present invention relates to anti-A b
gl obul oner anti bodi es, anti gen-bindi ng noieties

t hereof, hybridomas produci ng said anti bodi es, nucleic
aci ds encodi ng said anti bodi es, vectors conprising
said nucleic acids, host cells conprising said
vectors, nmeNOS. PROPESS FORTIH B PREPARNTION ®F THOC
conpositions conprising said antibodi es, therapeutic
and di agnostic uses of said antibodies and

tbe p&sq:m mtd\iengomeftldttm ar;&baisis fog thoprebaihaomef indokds,sen$2,3,9-tetra-

907, t he physician Alois

ﬁrgﬂ ﬂ%? ¢E¥ %nggﬁ &ﬂgo feur opat hol ogi cal
features of a formof denentia subsequently naned in
ﬂ1,|2$3 henebydroAlagivedheont 9OHPC) And idellvmwesthdraeémmi&a) as inter-
hie alges 1n Set rf LSRG tte Crauas'retlf oL der\r,e ut f)le 2R bgtzrl]r?ce medlca—

Ph Ihdl dence’ of &bout %b@f of ‘thé popu at T on above
ﬁﬁtngseagsa.s aki\virtthrmfnhztte asthegragss fot He pembation oftaycadfazolyl-(4)-oxy-
d%s%gogngﬁg L OffrmlHally there are about 15
RYPA 3R peop e AT ect' " and further increases in life
expectancy are ex pected to i ncrease’t he nunber of

di seased people to about threefold gﬂ:%ﬁghe pext

decades. From a nol ecul ar p | ofN Alpghei ner' s

di sease (AD) is characteri ze 1q#ﬂeq95|ﬂsof

abnormal |y aggreg 3 In the case of
extra-cel lul ar any rs t hese deposits con si st
nostly of anyl oi d- de filanments, in the case of
the intracellular neurofibrillary tangles (NFTs) of
tpe tau protein. The anyloid b (Ab) peptide arises
PPEM he b-anmyl oid precursor pro tein by proteolytic
X eayapend, TOHS-, ah eapeger kslfiefd@si ed by the cooper ative

ctivit f several proteas s na - and
34sé%wg%a§8%§é¥§awégﬁﬂpé§a V305WﬁUh@er of specific
Rf agameyatrsgeaf CoickdlRyl] mzyleiﬂgﬁabhthyhe any! oi df pl4aques4
onsi st nost pti de 0 or
T Rt R A Conlho! SHihrearam Brial ARgmiethil and phenyl-

proguesyli s Ab40; however, Ab42 has a much stronger

oxi.c effect anyI0|d deposits and cognitive
kn‘pé‘f}i‘%ﬁ%eé‘ %ﬁ@&ﬁﬁ ar to those observed in
R Zhiehymls ocm FHiGRaRkyROLEWAES X ibal bamekstoaf, ROeyRiifer with R’ is
syndrggB (trlsony 2 1) , which occurs at a fre quency
of ab 21 in 800 births. The anyl oid cascade
RY ped R@@g?md&)erﬂﬂdh oﬂ&?:h'dltlwlhlyﬁrdg@@thllég lledn hady, chzl Cealkyl,
|ncr sed p uction o wWou, to the
{ or MRDNI O prkes: BeYEohia GRS, Cr b by R B or Cr-Caalkyl-
conQ@@geﬁ?,@f Ab pl aques, these fibrils belng
responsi ble for the synptons of Al zheiner's di sease.

Redifl Retogpi@eisaresed rmeh Yeresi Bet ween severity of
Qgrfﬁ‘"(ﬂl(@arﬁ%lﬁbyl@iyaﬂ@@ @ﬂﬁﬁﬁfbx?ﬁ%ﬁ%k*)@dlybﬁﬂnﬁlo) -2-propanol (e.g.

g¥pothe3|s was favoured until recent The di scovery
08P cayedittlng meﬁlcm%mnﬁ@mn&ﬁﬁraﬁ il fordhgreatment of

F@tﬁetn@sfsu\ffehﬂ o ABmSHyPRE R0 Hiddd nRERGE BedrOAflu 880 m MRidI§Available,
o0 a revised anyloid- cascadehypothe3|s Active

£gmuler ttei towlenimp oBilgeqd des | eads to a reduction in
the formation as well as to partial dissolution of

exi sting plaques. At the sane tine it leads to
alleviation of cognitive defects in APP transgenic
nouse nodel s. For passive immunization with antibodi es
directed to Ab peptides a reduction of an Ab pl aque
burden was al so found. The results of a phase Na tri al
(ELAN Corporation Plc, South San Francisco, CA USA
and Dublin, UK) of active inmunization with AN-1792
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aggravates cerebral haenorrhages. CAA is present in
nearly every Al zheiner's di sease brain and about 20%

wobowlercases are regared as "severe CAA'. PasBCT/EP2006/068128

i mruni zation should there fore.,aimat avoiding
m cr ohaenorr hages by sel ecting™an anti body whi ch

' l. :
R R S AP S HLRE
¢emipYursl digormewnls I( Ab(1- 42) gl obul oners) and anti bodi es
directed specifically agaipgst the gl obul oners.
Di gestion with unspeC|f| Cc froteases shows thatthe Ab
gl obul oner may be ARkg cel Bgui Nning with the
hydrophilic N-ter s pilotruding from the gl obul ar (D
core structure (Barghomgetpral., 2005, J Neurochem 95,
834-847). Such Nterm n&l truncated Ab gl obul oners

7

A S e S O e
eonuprisinpotcinn g agbingennd of foamtladé i nmruni zat i on of
rabbits and mce |leading ta high antibody titers

(W0o2004/ 067561) . The putat fjve pat hol ogi cal rol e of

N-term nal ly truncaked R8s in vivo has been

suggested by seve recgnt reports of their existence
af

in AD brains (Serged ., 2003, J Neurochem 85, (D
1581-1591 ; Thai ’rSl| 1999, J Neuropathol . Exp
Neurol, 58, 210- 21%5 Dur| ng in vivo digestion certain
pzheﬁeela&&ﬁ Rf7 atg) thdeperateailn,C eC@lkyh@prddeshet bre(-NEB-CH,-LTH,) ; and Hal
nsul in %%r ing enzyme (I DE), may be invol ved
%S%ngé’ uron, 32, 177-180). It was an object
ﬁf the @%sﬁi@&ﬁ afpailai@ntcaiyst i@ aqpradviuhe irithleirogi fasn 0.00001 to lower
g@ %C e agai nst Ab gl obul oners whi ch inprove the
% performance of a patient in inmunotherapy
V\,hlle at the sane tine reacting only with a small
Brdrhplenofaf pdllagiuentatalest arauwietPdodr gdbic pﬁpptbldﬁisi kel PRh5), wherein

B SR BRRaa SR o B0 PR Bne TR ARG am. ana

bisQicetontiRNpalladiuhigychpeide] Mlaﬂiyanqsaas tikoP&®l, er another salt without

t f b | d
St oF PeaBitr-gi” bR Rl A o G 80 support,lke
Pil(Phk ), o)y bduhd,el. Oémﬁ@gdiﬁg/aivalduble(ﬁlﬁNupplieaé likd AlHirich, e.g.

D@ NG Al R BTt €16 POy o) Goe) Btk FIFRG MW or type

pr@seni 10 %\EEMEJ Of 190h PaLC S(DI%SHEID Ofple @00 fﬁ(ﬁrﬁ\suﬁplftgs like Heraeus
gﬁ)ﬁul oner - e(:| fic anti 8 | £S,.POS SFSSI ng hig
RS FB Wlﬁrr‘?glé‘fagéul?t(? aéif Y8bul oner s These

anti bodi es are capabl e of discrimnating not only
Bkdigpled off amicddendlop spepdd ehdiadivpacdtal gsti ﬁrmlﬂdp camn@mq)a&nﬁby im-

fibrils,
st T8 R TPl her B BRaflprtod BB i act
haingngaad ) wittlingpatdeabie pylyier aticrdb{R0te4R¢11. Gloo bingp1&ra microen-

bl TR by b oot B el B el a st phase
€38 r(bﬁrgdnﬁbllﬁfhtsd:)omsp@ hiag e firet @asainta dechd, h@vcirﬁl@uaphase (e.g.an

bi ndi ng, af f| 20-.42 | obul oner tha

@%‘ée&?%?h%sﬁ)atr‘?ry?ﬂ'é B H‘é“?%“ ;‘?aﬂ“ﬁ% % Y P I&“é?ﬂaP%‘g?:iXYalﬂ‘éormmg

ﬁﬁteﬁﬁ[s alﬂte‘hﬂﬁer@b@lbdﬁv@é]‘ﬁﬂle dﬁpa@é(ﬁfnﬁgplﬁﬂe anPeetcoGtih@dus second
PE t he |nvention thlIJ]t es to nt|b ?ies

ROF ﬁ%, oMy MAFTAGEPEIE PRIV £y %gap,&}s 5pe Ebf) ?ﬁe{fﬁ 15ppase core

hﬂihabpthcﬁlagy Q@’tged’ri]righﬁél nﬁhecid;jdsgl)ds ﬁ!mghf: dehtirLﬁo@E phibe The encapsulated

antib to both the ul

A3 T D GPBBEIE i (RS P e RNy e HURbAY S gpibed e in

W020080@dTiSN e, g’:l(?ahﬂianSﬁigﬁ[}ﬁ@oécsflﬁme@ﬁblﬂ'ﬁrea%ﬁrlﬁ ngbmomEXCatTM NP

to amno acid position Y of the human anyl oid

protein including both X and Y, in particular to the

am no acid sequence fromam no acid position X to

amino acid position Y of the ami no acid sequence

DAEFRHDSGY EVHHQ(LVFF AEDVGSNKGA I GAMVGEGW I AT

a e - e e A a o o
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AEDVGSNKCA | | GEMWGGW or any of its naturally occurring
variants, in particular those with at | east one

wonioanssne sel ected fromthe group consi sti ng OPCHEN2006/068128

HGR, D7N, A21G ("Flenmish"), E23G ("Arctic"), E22Q
("Dutch"), E22K ("Italian"), and D23N ("lowa") wherein

r t
LA MARR 00 BRE oL o) P8/2) Iniehy SARHerly bIRAR from Sipme-
AbirtChreglmddmataiﬂ@humhmﬁﬁ ¥6r'td substitutions none of
whi ch may prevent gl obul omer formation, prefera bly

Lo : : ot
S oD L FASDRe B IhRF I SN OME IR b Q% ethanol
ﬁglelcally, the term"Ab(12-42)" here refers to the
FroCtaQl] alay ko e iif the presenasef abpse like aQiband praapic bases like

[ I
e o e o b Rue SR sodium
aqstade, Mﬂé@c@r NadQs VFF AEDVGSNKGA | | GLMVGGW | A or any
of its naturally occurring variants, in particular

ThOBR WstihyAle JefiBithe PG t@h’l&)@lta'uﬁ@ 11§ ﬁlel r@%@eﬁjorfl rr@SﬁlttHﬁperature (RT)
group consi'sting of A21G l em sh

Eothecprrgspoafme bogmapognt|of éhei |ivent um@l\g @t l%ﬁ/\ﬁ oF, 1491\@2T

and A42V wherein the nunbers are relative to the start

Phe bf&eﬁ%@%tﬁe%rméd]gﬁﬂﬁ% z[]gmla‘f)%ﬂoé-gf £0& HioRto @2 hours, e.g. for 20
sequence W't h hree addi ti onal am no

heyrgsubd hpeists- gwgferrwﬂé of which may prevent gl obul oner
formation, preferably with no additional amno acid
?H@ﬁﬁdc&édtrﬂl@rb% peffotigd Rothe ?%@eﬁ&%@ﬁﬁ&ﬁo@ﬁ'é@tr@ﬁ dnQ, e.g. tetra-

am no acid 42. Mre specifically, the term Ab(% §
plgyInhosphaniyg chlgsidgni no aci d sequence from am no aC|d
position 20 to am no acid position 42 of the human

FTAY EQAIGst Bn 37121r8inB vé e b dh O LabBdNm2QuidM pAeedinfts known to the skilled
particular to the antno acid sequence AEDVGSNKGA

PIUEVOEERY PRI AGHOBAY DYFuCHiPR. HaigReMymHCiaks Plpgrpt a temperature in the

Voadlob BOHSRT |t6‘b&@6vtth§éﬂr?dsp(§1ﬁﬁ§§b(\!ﬂlh fpdint,le@Ast a ﬂ:ﬁi@e from 80 to 90°C.
mutati on selected fromthe group conS|st|n of

(hereamgve cytalyptapey peo washed enge orpovery (tmtﬁﬁtveth 3 sol\ezzr% g. with the
Golldn@ube@Nn the FR&Mn( e LONRh NMPA2T and A42V wherein the
nunbers are relative to the start of the Ab peptlde

i.nel udi ng both 20 and 4 equence Wi th up

Bhtheet %aaeptqceﬁ% Ahe %ﬂwwnéa? SuBsl ey br BHSIG AR §RId of from 35 to

\M)U %he BBS0 tBr98VEH.g. gb @cbgtb e, $MbMBtd OFor cREBHR! hb |c&!m ound of
%ﬂ&ut an addItI§1 am no acid sub stitutians.
Peabigingd fogherompaideieriypla bl ivhereig) Iﬂi:}éfn%fr%r Lin a
plerdefrdrﬁﬁ@ & 1@@%ae §0ﬂr¢tlﬁlse to 90 Gh Wk &fe coRIuGA\6 k& Hula I may be
associ ation of tides as defined above

piained &iomya ﬁ%‘ﬁB@‘é‘He?ft 9riapig lhpherenddalgnG it gyeld from 35 to 100 %,
g?afaﬁt§&b$gmps According to one aspect, Ab(X-Y)
obul oners are stable, non-fibrillar, oligoneric

ssenbl i es of ( X- pept.i.des whi ch are obtainable
i VORFORFY ﬁP%ﬂ“Qﬂ“é‘dd)étf%P&é%{ @ay proRigHcH pdth 4 lalrlty¥r0m S0 to
OB GTER PBO efel 90 ol 8.5 where (9! ©0uigeseys sm(BPLOAr act er
i zed by defined assenbly nunbers of subunits (e.qg.

arI assegp y forns, "oli rs A", and Iatg

¥Blé §ALIOR B e SHHLiE Of CCOCBPI? gohte § igtionn ag Qrgqnigiodvent, in a
ifixt WELETOA/ (ﬁ@tﬁﬁ@sﬂoh)ent and@a@l ebinl wiref, 8. gl’tﬂMﬁloa or ethanol/water or water

- di mensi bul ar t pe st ucture
gtechH}PQMHSQgE) %‘é‘ﬁ) FPflrE &F ea 2805 0P %PB&E%‘?“@WPWHY of
sgéyﬁﬁm%(ﬂﬁmeyfﬂyggbeoﬂgmmheﬂngaracter|zed by one or

nore of the follow ng features: - cleavability of

N-term nal amno acids X-23 with prom scuous proteases
(such as thernolysin or endoproteinase QuC) yielding

truncated fornms of gl obul oners; - non-accessibility of
C-termnal amno acids 24-Y with prom scuous proteases
and anti bodies; - truncated forns of these gl obul oners

mai ntai n the 3-di mensi onal core structure of said
globuloners wi th a better acceSS|b|I|ty of the core

- 1. /7 /S~ N7\ s Y .
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The follow ng exposure to a detergent relates to the
ol i goneri zation of the peptide or the de rivative

wo b@resf3lte o gi ve an internedi ate type of ol i goOPET/EP{006/068128

WD 2004/ 067561 referred to as_gl_i goners A). For this
purpose, a detergent is allowed to act on the at | east
i - | f il
L LA AR AR B oI ERL ffldion o
étrrep@r@weformulgll vemptigngsyahigingamompdeneé p@@mﬁmla lm the presence of

R§£1§aﬂd %£ta§%8§h%enﬂot%ﬁl?{&ggg&rg§%%§9bgbgtﬁ et%?%\ré%}qan d el %
Rh%eln in fogedae I mdHiboth Rhegethdi walCR.{& 1 u@Hs-anched or
branched al kyl having from6 to 20 and preferably 10

By R RIS A BB, B bion o

eeropsund ¢fdormadia d abmyrisig g ayeliamigdicompoong obforgala IT in the presence of

. ' : fr
b R Ml i RSB e PR BN RG] PR the range
frpar ©@g@ntodk inoh%oe.gain thesmgafriom @01 tr@aniad %catg 6am 0.1 to 0.2 mol

referably selected fromalkali netal and al kal i ne
earth netal cations and anmoni um cati ons. Advant ageous
are detergents of the formula (1), in which Ris '
Hnmhmf@@d)@hmsmt thyé prgkdng invghkon propides a @i ecgbssfonthetpr mar ation of a

bG
e RS e cERP S palh GRSt
ml thi prexeiag of amaléﬂdsmn lo;etabge&h stdllaetley eolporimenTitiee ISFGEhnu mvention
r oyl
Ldgg)% Ip}(%%s%gf g{e%ggaﬁaa%c?)?{ri?ﬁ c%ﬁ{p%l‘aglg Bt kRS Mwhsﬂﬁg cyclizing a

gzmpqnmd aribyradio dhwvheyeinudal isTheintthenpresdncel ef @s(gemonlafdt:) on
Eﬂlaﬂﬁﬁﬁélﬁ%ﬁhdgepends on whether - and if yes, to what

xtent - ‘the peptide or the derivative thereof
subjected to oI i gonerization has unfolded. 1f1
bramthiregbhodimens thepishadit inyestiep pravides pepedesidonthe preparation of a
ﬁ&‘é H@Hd Uﬁof%ﬂ%?gg ﬁgng@ﬁﬂzﬁl'{'gﬁ%{)ﬁ%ogﬁ& gf ﬁ)@ﬁl‘ﬁ‘lfia I‘j“'\x;hlareﬂ‘n HalisT or

ogen bo reaki gent in particular wt
Bemathb porsoicsopr opladtalm cafalyeisindt-Gatkiaoel; & paltadeim adger epalladium
B hieW QUGS vant ageously fromabout 1 to 20 and in
par?%ygu ar ?S%Oﬁ:out 2 to 10 hours, are sufficient
when the tenperature of action is about 20 to 500C and

Exemppies ¢fapadipdiznpoeatalgs it ©1-4gdiginol include £d6PRIntoMtpeein &h is phenyl
eg t
ﬁ]ECer o?éuL drARL lefggthSﬁnﬂSRH% 9?8@ 6) gﬂﬂu‘fﬁ)ﬁaby%l] di é)alladlum

e starting polnt In
(H)ﬁ@sﬁo@aa@npb Fxam pleexfadt efanol inclide msdpnp éth@nolt; h@panol and
Aeibeld ¥fy SisohalidhoRRen pretreated. for exanple,
according to t e procegure i ndi cat ed above as an
alternative to the HFIP treatnent or said peptide or
beanakgriepbodiaerddhe presefit insien tign Bmlctséa@@lmp@sﬂlon containing a com-
g&ﬁlﬁ%ﬁf)hﬁéﬂa'l%ﬂd tfabd¥&S PAor BGlddAn isht tefgfo oa QEL Ifd@r'ﬂ‘g THOC (I).
bout 5 to 30 hours and in particular Troma §

20 hours are sufficient when the tenperature of acti on
Tge geyppeumoftfermge landy bapisanief bilaar o Binkmysn;ty thegkdled artisan

glfgye{helf&mﬁ%bgﬁeddr@sol ubl e conponents are

advant ageoustTy re noved by centrifugation. A few

m nutes at 10000 I's expedient. The detergent
Hradhgreathodimeny tﬁ(’ep@m deaapR AERYidss aprecesidpBhganeparation of a

ss8Foudd ofFSn 18 IP@E&elnaoo@l‘P RGQR [rﬁfeg&mehﬂy,tdlecga&@zg ®r together are

from0.01 to 1%b ht, prefer %/ fromo0.0
B of bl G- gﬁfnprlrsmgr REOBPORRG AT foompBR Iy wei ght |
proves expedi ent. lauric acid or oleic aC|d are

used, somewhat hi gher concentrations are expedient,

for exanple in arange fromO0.05 to 2% by wei ght,
preferably fromO0.1 to 0.5% by wei ght, for exanple of
about 0.5% by weight. The detergent action shoul d take
pl ace at a salt concentration approximately in the
physi ol ogi cal range. Thus, in particular NaC
concentratlons in the range from 50 to 500 mvl

Y T T Y . Y ~S N . o,
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solution may then be concentrated and possible
resi dues nay be renoved by centrifugation. Here too, a

wo ew7n5130¢ es at 10000 g proves expedi ent. The PCT/EP2006/068128

supernatant obtained after centrifu gation contains an
Ab( X-Y) gl obul oner of the invention. An Ab(X-Y)
gl obul oner of the invention can be finally recovered

in a manner knownpey se, e. g. by ultrafiltration,
di al ysis, precipil on or centrifugation. It is (IIT)
further preferred Nf eNegtrophoretic separation of the

Ab(X-Y) gl obul oner $4gunder denaturing conditions, e. g.
SDS- PAGE, produces a double band (e. g. with an
éﬁféﬂbﬂﬁllﬁb@l@%ﬁﬂ 8L WeByhtLof 38 / 48 kDa for

&h6 L AlpoundidresRecial |y preferred if upon
gl utardi al dehyde treat nent of the gl obul omers before

separati on theseflﬁ?/h%péé are merged into one. It is
al so preferred if ze|lexcl usi on chromat ography of the (IV)
gl obul omers result® inCa single peak (e. g.

rre n h appr
K85 TERRS o el Ry TE SR B tosf s B et s
&mawkdbyghﬂmﬁmdmaidehyde cross Ilnked Ab(l 42)
gl obul oner), respectively. Starting out from Ab(1-42)

ﬂle&h aql%théAQI(IlJD%dl%%i)nt [ﬂfe%ljeg:at 1n%919tt1&€]§1%g¥d%gg Bg Qgs fglethg %ireq)aratlon of

cesses ar r Sul
ﬁ\bQﬂlpd-lﬂ)d of fohnhbﬁbwhwemﬂa(omlﬁﬂ)gegieo bn@l—@fbf@Hz—ﬂﬁt compr1s1n g

0- u n a particular enbodi nent of
félgét%l verﬁlﬁ%u %%&g@% Igl obul oners wherein X is
sel ected fromthe _ggoup consisting of the nunbers 2 .
24 and Y is as ned above, are those which are

6btainab|e by trun "& Ab(l Y) gl obul oners into (11T)
shorter forns wherdin Ps selected fromthe group
consisting of the mighbers 2 . . 24, with X preferably

Qﬁ&% ﬁghg MQéj dcﬁi&§r?5 defi ned above, which can

be ac I eve atrent Wi th appropriate proteases.
Wﬁhaﬂﬁgﬂwﬁ@éOfﬁﬁﬂww{Qb 42) gl obul oner can be obt ai ned

by subjecting an (1-42);gl obul oner to thernolysin

pr ot eol ysi s, and -42) gl obul omrer can be

obt ai ned by subjec ngsan Ab(1-42) globu lonmer to (IV)
endopr ot ei nase G u proteoly3|s When t he desired
dh@kmﬂxﬂﬁEﬁmqkdﬁiyﬁiSHHﬁCH@&ﬁhﬁd the protease is

n@ |§atedth§ Iﬁenerally known manner. The resulting
51 Gfl Gxspata en be isolated following the

procedures already described herein and, if required,
Phecasts@dmby tdkh @tacb;n thet Ipl‘d’$ﬁI[CC\Mﬁ nk acip, eagl dn mmgdnﬁd @l le@nacetic acid

ste A det a Q se
o St 4R, PR Bt e G ER e RIS Bty mincure may
bebﬁmnmb@am&ﬁ@me@he% Egﬂwhh&nﬂ&mpdﬁé@mq&tﬁhdhpﬁe&ennnmytﬂw

AR SRR pe St B b telee TR RToTH iy Per B PEb M BB Boine. e.e

at0A0 (P é29tiogl robudakérplacd ia al mitrpgantdt@ok@rerd. ne Ab( 20- 42)
gl obul oner as descri bed in exanples 1c herein, and an

%Fé %rgftéll%)zat%n q’g & (lggsrrrl%oieu&d JF B¢ %%la | a}&t&é]ﬂl atecﬁbyzth &dition of

Oonmer as descri i n-exanp

Raef Byaht yhovelpeoghothe bmpouMMrmﬁIallhnﬁay bb obtaeerdmalyield of
1%%4%3 Prefe&qgﬁ &He olonpr al so exhibits

neur H% 93 ing é?*ect cordi ng to anot her aspect

of the invention, the globuloner consi sts of 11 to 16,

dhecoropourpisef ﬁ:rraimIkyIH ofd INare gorthn el (1K Apilgdpot weg be prepared by
e t of the invention, the term

A%%§g$§§thqJ%QBEn?ﬁaﬁ%ﬁgﬁ?efers to a gIobqunEr

consi sting essentially of Ab(X-Y) subunits, where it

is preferred if on average at |east 11 of 12 subunits

are of the Ab(X-Y) type, nore preferred if |ess than

10% of the gl obul oners conprise any non- Ab( X-Y)

peptides, and nost preferred if the content of

non- Ab(X—Y) peptldes 'S belom1the detectlon threshold

T .
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| ati ng group, e. g. hexahistidinyl; a natural or
nature-derived protein structure nediating further

WG p@ciofizee protei n-protein interactions, e. g. BPCTEP86/068128

of the fos/jun pair; a nagnet[%_group, e. g. a
ferronagnetic group; or a radioactive group, e. g. a
C 5 nég%ﬂg{]o ée}rg et%{breg‘e%? nox%ﬁF %Ir ggo%lt(%g ai)??sﬁegsgtgfe gl%@yteparatlon of a
bﬁnn@nubmabemmmy or by non-coval ent high-affinity
interaction, preferably copalently linked to a group
t hat faC|I|tates |nact|vat on, se questration,
degradati on and/ o agion, preferably flagged
with a group that motgs in vivo degradation, nore (D
preferably with ubng rnrpWhere is particularly
preferred if this flag@ed ol igoner is assenbled in

0
S Bn0 aft &R SRR gl s B o e tnE R
whtieods for attaching thenito proteins are knomn in

nglgﬁumahggahnhpgl Fd/or flagging may be performed
uri'ng or after globul onerisation. |In another
aspect of the inv on, a gl obul omer derivative is a
nol ecul e obt ai nab roma gl obul omer by a | abelling
and/or fl aggi ng reaet . Correspondingly, term (11T)
"Ab( X-Y) nonomer dedrivatfve" here refers in particular
to an Ab nonomer th& is labelled or flagged as
desier fefds habpdie,0bpBUbOREr . Expediently, the
anti body o % ?esent i iventi on binds to an
ﬁ%@@mﬁhw#hQP@nHP@m%@ﬂhﬂﬁhhaVKo in the range of 1x1 0~6
Mto 1x1 0~12 M Preferahly, the anti body binds to an
Ab(20-42) gl obu ﬁgqgf\ﬂk h high affinity, for instance I
with a KD of 1x1 OO or greater affinity, e.g. with (IV)
a KD of 3x1 0 8 Mor greater affinity, with a KD of 1x
ﬂvﬁei&lri\iﬂ)cﬂh @matmire;)afdfenny,tqi Cdalkql owtdgathar &Bﬂiz’s@ﬂlz-@}&
reater. aff.ini a KD, of, 1x1
thP PO AT €‘§}d 08! é‘lxiii‘ir‘t‘ Rl 4 96 e %&ﬁrgﬁmi éMK)inér
g:b‘)éa]l(ﬁr/eddfﬁ dpiohyl, additidn & ekirofoldont linlibyMeatralizagiah evith a base, and
with a KD or greater
B eidliaden BrapithekeRer o ARRA PNy St
affinity. The term"greater affinity” here refers to a
Tegalmeve piodest ie radiatddoio hatem aftet hethe QUVE PO RIFAGEIQM N
unbound antibody and unbound globuloner on the one

Fantfq% er em 1y 1tggnq¥hg]l?r%? nve{ltl ogronl Q?'N]E B% &?Tf(i\l for the

avour o e an Ofer co
prek)emtlse of t hempeumd SSoahbled Wi]fefalnn it fy)tmhtaleé an@flé lbetht]b tagether are
q§%_ ¢yl nteraction where the equilibrium between
ound antibody and unbound gl obul oner on the one
hand and anti body- gl obul oner conplex on the other is
Emmlbies ofi armétal/@mlysofnctlhie aurdnouiod naetbli dotdiyst, &reda pallbdumd catalyst, a

LR R O AR 8 L o B R e

Hkhhnmmyﬂxwesynonynnus W th the term"lower affinity".
According to a particul ar enbodi ment, the invention

' b 4

RS A AOLORAN S0 BRSO 05 AR ERAY prhomoloe
OretdM to the Ab(1-42) gl obulonmer with a KD of 10~12
M or smal | er affinity, the binding affinity to the
G 1cs4@f)a lgilsg lé rﬁ'ﬁ l?t{e et I&Qﬁaﬁb& a'ﬂg a,CO;, salts
inty tot 2 preter c]i\I
Dﬁ@ugamh ecnm hlgti sngluai ﬁ¢qtﬁt@ ;ﬂndforgatmec lams lﬂf@dlyetbfﬂamhme and

vention to the Ab(20-42) gl obul oner is at
Péggﬁﬁéﬁ44%nes . g. at least 3 tines or at least 5
times, preferably at | east 10 tines, e. g. at l|least 20
tines, at least 30 tines or at least 50 tines, nore
preferably at |least 100 tines, e. g. at |east 200
times, at least 300 tines or at |east 500 tines, and
even nore preferably at | east 1000 tines e. g. at

oy NN NSN " oy NN NSN " o, T . NN\ N

A
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a formof the Ab(X-Y) peptide which is not engaged in
essentially non-covalent interactionswith other Ab

w@eprissse Practically, the Ab(X-Y) nmononer i SPOFERI00§063128

provided in the formof an aqueous solution. In a
particularly preferred enbodi nent of the invention,

NPT S SO BRI 03 S P

hmapiganisrbefere gelmy mavibadzarentofef of fieid avwdeliitei agetjc dcfiewith a mineral

SR 55 RRTEE k1 0 SATLLDS OO, FUTN Srmic b

filor trdéty@mmnn pngiprbpylonmgi Aferafduimlitatios, whtet may be eliminated by a
tL | r t it my be
xﬁ Sg%q ?fﬁttgthaﬂ Sﬁlﬁltea pgfg&g S%'B\é%@%irllﬁﬁ%]n an appropriate
manner. Further, it is usually expedient to use said
ABEUthE onutrilizhtion e o additipmal pasetrngyubcard dedl thihe mixivaer
and especially within 30 mnutes after its
Wﬁ@%ﬁbﬁ%ﬁl@ﬁ BNREGH bt g&%AJg{ed B8R kR ARl Ak NMP, DMF,
nonomer ere refers nononer prepara
@th@mplapg Fpesiorettvad! iOrthexfatﬁmremzxth@r éhesoleand maydetadded at different
ége(gﬂofﬂ%) URAOWR hefliRI? oFEl BE Seb QuBRyéip( 1- 42)
paratlon as gescribed in exanp? 2"fier ei n.
Expedlent the anti body of the present invention
Bheagoppt Qi)r/ﬂe@ gnlvenirbyaz bp e theramgeyrorn gP o RYweight %, ozt fom 50 to 70
k@@hﬁﬁLlnlty, nost preferably with a KD of 1x1 0~8 M
or smaller affinity, e. g. with a KD of 3x1 0 8 Mor
smaller affinity, wwth a KD of 1x1 0~7 Mor smaller

&he femneyatuge at gvhlqb‘ thp ONKPOFRENGTIGN maybg pedfpimgdeis depending on

%gﬂhgﬂ ¥ ’ca@fysﬁ’ﬁatdrhh%am&ﬁ a&&éd (Q I‘ﬁ)t Mg rex%{rlﬁllse Lrlgﬁor to the addition of
finity, e.

ﬁ”fefanhtSytheé?mmrﬂWr%\me bﬁ lnlt>h£ r@ﬂ% fmna) RTdadP%ér e.2. 60°C. Following
[

ﬁlfe Idg%tfo)‘l of 'cﬁtal 3 tgﬁ t%%%e@z%t{ﬂ/e ﬁﬁﬁfé@%gsgg gh?@?hn%%ﬁﬁe?%&nﬁﬁﬂggooﬂm g

Pﬁ@iﬁb@Q@DﬁgylﬁﬁbB&lﬁdé ‘Geor f0Ceast 2 tines, e. g. at

| east 3 tines or at least 5 tines, preferably at | east

FRe EdtABS m B beGemdled BB thERabiidPSixtdle UygRSdeddskhBRA to the skilled

or at least 50 tines, nDre,freferany at | east 100

ity ©-geby gtragtion arBY surgon ¢ Theggmoxg! Maake Mo atiegpesature in the
Eﬁ%ﬁi R‘ﬁ@@b&lb%ﬁe ccﬁfﬂé@p@ﬁ’cﬁﬂ Poligs Po&t, %rgtam é/ra%? h«%aﬁéo to 90°C.

50 times, e. g. at least 2000 tines, ~leas

ifh%?smwcd a@talyea@@y Bogohed Ares oregwal fRes vpithes @#\@BF y: gatNlth the

Laash ulQ0A0d fdBRon, B, Qith Rlvpeast 20000 times, at

| east 30000 or at Ieast 50000 tinmes, and nost

Ereferabg%? | east 100000 tines greater than t
y el QYESQT REAG THPNithecompowutnf fpangad my, er?@ﬁaéned in a yield of

Ro8f 5 by % RAL Bo WPOPAEE $: 70ABI90RH £80 @ 90 Bie FF &éﬁﬁﬁe if in the
i nvention havh%% a conparatlvewgésnaller affinity fo
g

ONE BQERES el T FOBDPWHEST o v dH. whereidhaliopr qitl, is used the
!:&ﬁﬁ@@& i Gh @ %&ny@{é?lbwﬁwdtm%r yid D ELHOR Antooed E$om 80 to 90 %:

havi ng a bi ndi ng to the (20-42) gl obul oner
PHAR Cpelpgv%péﬁormﬁbﬁrlﬂt Whm@(mHalzy Ci |1901rrse11 she ogprayad of farmula I may
bSoPaBke i §Yield¥Bém 38lth ghmaL legei*ré(m@rS tgddiog i onal l'y, the
b|nd|ng affinity of the antibody to the Ab(20-42)

| obul oner is greater than to Ab(1-40) fibrils. The
g@ e ONESQT RE%@F@N@%?@P@H& PfgPeeyin 4 maythe pbfaiped in a purity

BAL 5(CONI BeSI 6 o@$ 900 TRNGONBPIGNL b Y. BSSO0I5ak @HPLC
i ndi vi dual q()@%ge%%pt.desom R o TEbr T Aty (PLO).

structure in the el ec tron m croscope, . which b|nd

By Ryaicasian by g-& HERING PRIEFOCtiBN PEFIYHAYEHIAR i} 3@ ganic solvent, in a
REktard Fed drbid st WP BteXof MYwaed £oaghirdN oPathh®SIWAtE or water
a cross- b structure.ln another aspect of the

invention, a fibril is a nolecular structure

obt ai nabl e by a process that conprises the

sel f-i nduced pol yneri c aggregation of a suitable Ab

peptide in the absence of detergents, e. g. in 0.1 M

HCl , Ieadlng to the fornatlon of aggregates of nor e

M Y o o A NN o
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and Ab( 1-42) fibrils. According to a particularly
preferred enbodi nent, the present invention relates to

wa@nio7issies having a conparatively small er af f POI/ER200©068128

both the nmononeric and fibrillagry forms of Ab thanfor
at | east one Ab gl obul onmer, in particular Ab(20-42)

' [

s SR TS o PR FpREE b B PO RERCTROR i it n
puiyerfiO8 iten Vehei (BIPLICr ¢. 5P to 100 tddIRIKD)i bodi es having a
bi nding affinity to the Ab(20 42) gl obul orrer that is

ner, in
A g e T LR S s BB )
Iobuloner such as that descrlbed in exanple 1b
seplas In a particularly preferred enbodi ment of the
invention, the binding affinity of the antibody to
€ BfodAne Hali:RIE '(xzefesus@@ tﬂr@éﬁ{oug tHe s‘ﬁ@éﬁca%on 9RTAbom tempera-

| east 3 tlnes or at | east tinmes, preferably at |east
et PMESN, Mrdlrgethaﬁom%@ezﬁw Nemethat-2pyarolidae. t | mes
or at least 50 tines, nore preferably at |east 100
pfégals&tloﬁ ofgcoﬁ‘l&)o{lﬁééffo?BQlatI'I nes, at |east 300 times or
| east 500 tinmes, and even nore preferably at Ieast

1000 times at _least 2000 tines, at_ |east_ 30
Exaragledrl: Prqpé%?gltonsvééd2thrﬁ@§am@v@hwﬁé¢wp?r@mﬁébﬁ ﬁahf Br, both R’
| east 1000Q)th|gP§pe @HngH% epast 20000 tines, at
| east 30000 or at |east 50000 tlnes and nost
Eieferably at | east 100000 tines greater t han
AGi(hY mrralheidybromaandingdili dérly Bio ap d34-9 Q%@dnol) of 1,3-cyclo-

Ghedidde QIVOJQ%CWQB getﬂ-é}%réﬂ@Hl} @H?f) Wrefbedl%%gﬁﬁ 18.5 ml of acetic

i nventi on are pre er abl A i sol atec% hgartlcu ar
Aot acivhamdgheitiesse Thamixieas wat %ﬁlffeélcfé haggsat 25keAhomogenous

?@r?s'ﬂ;n \'}V%Vf%f}héd) '74 ‘?1111%@ \xya?e!r Q\te?esa(fd@d %1%99@}11@[9 & 25 °C the suspension
| body (5F i.S obtainable froma

@/é%wgrp&tferda% ltzwé P@ & Thepelidas filteredsf| Wé‘?:ﬁ{l?@) Wltéeﬁ%%]l qf water
AEELH T EOC 24h2 bR MR 8R0 1%('98 el hiop 18hsigoscel ates to

a nmonocl onal anti body (10F1 that iI's obtainable from

a hybri doma desi gnat ed g% Aner i can pe Culture
EselediconPerepersion ddrB 1qmulh2@)9¢yc¥qh@xé’feé@éﬁﬁl Hal= Cl, both R’

i nvention alstef §lealcs,-Ea,&ipnocl onal anti body (7C6)
that is obtainable froma hybridoma deS|gnated by

Anerican Type Culture Collection depos it nunb
BFAL 1 gmniHeo i edeioaniling eHE ik =4Fls an¢ &)- Qgé§34tf6ff’z§?1) of 1,3-cyclo-

HB&QG&lQﬁ‘@ IVa’G@t'htRj‘-w geﬁﬁ]e@%}e tdas-des-onl- ?M@?&h?sof\re@'iﬁ #8.5 ml of acetic
esi ghat ed Ameri can Type [ture

@%11 late%ft Cdlrlild Spen. E@ﬁi@@ﬁtumawu@d f%%hﬁlﬂféﬁié%i"c A clear, yellow-

bR @NtRInSPas S 94 1 o wARP QeteOfiRkd %hinb%n{ £A2)C, the sus-
that is obtainable froma hybridoma designat ed

peRstancads stise faaddifioaaly) mak The ﬁO%W@ﬁsﬁltef‘?ﬂJ%éYaS%{ed with 60 ml of
R 140 8ried SORT &SENhouRY §5HId:07 53 (38 % ehith 8F 111928,

monocl onal anti body (2F2) that I's obtainable from a

hybri doma designated by Anmerican Type Cul ture

Bisrpesgion o ageppeppd ﬁﬁf%@ﬂladmrmggomrﬁ eorpptchef formula IT
invention also relates to a nonocl onal anti body (4D10)
Ebahples. 190bbaiRARIE Jrmerde (NybiH RoBetHesignetsCHY.CH,-)

Aneri can Type Cul ture CDIIectlon deposit nunber

PTA—7405 The present invention also relates ta

a
(o R i AmmAY ioh ddy-treesnfinar-cyclohskraineas (K- Hﬁlonﬁé both R’ to-
%}){R&ﬂ AOBHILH JOAL-§ h40Ym ATEBD bR Ef/p&ﬁjpﬁﬁ )L B08n1 of EtOH and 2 ml of

| 'ection deposif nunbef PTA-7809. T resent
RN B erebeated wrdss strging and REEPSSA &rmawﬁl%'deﬁoiq gder 28 h 1 ml
bf trReHyldn$in® MadhdtRBla8d heQM oVt E AR RHRS LORATREN M ure was con-
Aneri can Type Culture Col I'ecti on deposit nunber
PTA- 7810. The present invention also relates to a
nmonocl onal anti body (3B10) that is obtainable froma
hybri doma desi gnated by Anerican Type Cul ture
Col | ecti on deposit nunmber PTA-7851. These anti bodies
of the present |nvent|on 5F7, 10F1 1 7C6 4B7 6A2

P, A TNA N — g—— A PN ~NA o PAIENA N o o o s .
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ot her anti body, nore preferably by directly bl ocking
access to the other's target epitope by binding to an

wepiovopsié n sufficiently close vicinity of thePrdDEP®N6/068128

overlapping with the fornmer or g dentical to the
former, nost preferably overlapping or identical, in

géhrtl;taltecdutlo a5 dllda%'atc'o‘c}?h 19,98 %0 '[Em@ }&gﬁ?au@ﬁ %va? Eééa%%d? cﬁ%%etd%th 5 ml of

EtOHcOW) e@rler(rSQfC)e starbebdy( ltlﬁ evith Zininhof waei( Ko guelntcdsind dried

gﬂb‘k egﬁ? 82'@9[@46)@3#) m. fid t@i%élrwiﬁpzﬁmlﬁﬁ‘énti%tsﬁrg% &!PEiy: 99.8 %
€ra heir a aci d sequences, are |

THBEC) t he present invention also relates to anti bod| es

whose target epitopes are overlapping with, preferably

2060 £l 001 'S, bR PBEI B el ash PAE= 8 b0t R -

§ SaTécted From roup consi §ti
Eer ar@FCH1-CHA6H A B0 re 2.2 amaol) 4EBQXPPHE£5 pOllft)I@.ﬂ_bamrdi (0.79 mmol

PR L5 9 0 A R RSB i
figEand nitidEen amBTSpharAzo 8Q€2 Aft¢DADh IZ;Eﬁlg (20@mahdf BBURE:)4 poly-
g T T
ongunf wasdiltrated aond Henasidenwabedhed with Binl A®FQHL(75706 The filtrate
%@Z cd)o‘?or t 0§§ 2@6 ﬁ;!p?%&gm?d%% wz?s%%:}rgtg&i @%ﬁ@d va’ th %fnt?f FHSH (0°C), dried
RXe), mmechgl hewitloAS (CHRjer 6RTA ngolmrbamf it GOVl D ARKS THOC

O3B 3" nhe R A M0 R ey

particul ar enbodi ment, the present inventi on rel ates
{0 3Bl bwdp e of édﬂmrompmlghnh)ecwmhn&mode $Hqdelre Br.dpth R’ together

BB LR PR i B PR S S MERE 205 2 36

ordl) of NZQ@8¢ weBheagAndFRirrin ] nifEgen ammstq:re 3B185°C for 41 h.

iﬂ@ &/hlfnh ?m%?éﬁgeé) s fﬁHﬁ!&d 3Rk ki %kdﬁée WRELLGlE M@Eﬁml of NMP. The

am no aci d sequence o
hitanegywadvaidad CORRmAnTH O (2 ing/ 98 mlrnd wats dT Ieggeapicaionf washeparated,

byastith ;BRI TG ofRPCRFCD B AR TR 1Th ph210-212°C:

reegpedized elith.chEvweal fron 60 sgexdt P$ FcBION and dobd 61°Ch akles/0 %

A S N e R A [N

sequence of the light chain CDR1 of nonocl onal .
aht 32k d 0 BETQD) o0F12-bro@eilimB7cyclohex-22Ra2ne dDl] =7Bi5 both R’ to-
%81% L éﬁ% @y FEpp: jff 5 Y¢h %76 {n'rl%&f‘a?f 2ER8GE sotvf‘ %Ié@f §5ERT0s cAw,

nven [on thus refateés®to” an es’ conp
he e pf DIVER andvhled i hiH4trhen oQRR3Y a(ImR&erahddtod unzmwmmd nitrogen

GAIBPh 3835 AT 02614 RUBHNE B 16, REALAGI st v
wofhEd With7808] oABKIP. AR filtpFER waslliied tq EX) m1 631 Co2 BBBO0 ml of water.
Jrl"gii: g“{e]él?it%%&g F]v?%s %g %éateéit g/gshggi %@&n”ioo' Vo%%lte? n(#l&lu(%OOC& jSru %e yield: 83
%’f_EHOﬁRS) @F@lélamﬂ’ GrpL@[DRPSdb%B(HPI@ m@cnysteﬂlzed]mth wharooal from

[ n . .
| AR ETEOH d e (50 g s B TG B yich an
Ay th@CE;, sa@lfq PGArZy 995‘% (4PiQ). 7E5, 10Cl or
3B10. Preferably, the anti body conprises at |east one
t f O
B T oA AT Mo A SSUURECE o) JE HEH B R co-
8Eh}rldije NCH3Chan€CHo-) a1 88 mewil dliBd cB0ly§6 table ]SEﬁ@ mDoNOME, and 11.8 g

f C o
P R0 o N e L T TR s ety bR ARG a5 for
B-réquiofd i8EQoh MinNGitdhle dnilhe vacindnixest (IEE) 94s filb2atedfand the residue
SEQ I D NO 4, amino acid residues 31-35 of SEQ I D NO 7,
am no acid residues 50- 66 of SEQID NO 7, am no acid
resi dues 97-109 of SEQ ID NO 7, ami no acid residues
24-39 of SEQ ID NO 8, amino acid residues 55-61 of SEQ
I D NQS amno aC|d resi dues 94- 102 of SEQID N08

o ~ A ~ - Y N~ 1 ARIF N A
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In a preferred enbodi nent, the anti body conprises at
| east 3 CDRs selected fromthe group consisting of the

weegaesses di scl osed above. Mre preferably theCBEEDRS068128

selected are fromsets of varigable domain CDRs
selected fromthe group consisting of: NOVEL PROCESS

T
S ATV T AR YD 35 min
éﬁ,eg;usp_b,ngog agdqdetpr3@h§rmfdic1damb)zﬁ%m-l af water. dhd precipitation was sepa-
RSP0 39 ke 3 DR SR 0P ot 67 e
dﬂﬁﬂa@dMmhmh@rpﬂdbus§5H@Eﬂﬂﬂen@dep@(ﬁbeﬁﬁdﬂ[%ﬂgmbbl)ﬂn{xof
FabEi 300 T P E0E 1SS

car bazol yl - (4) - oxypropanolan1ne derivative of fornula
Whige éi n X |s a bond, -CH -, an oxygen or sul fur atom

IICII_yI, IO.'JILI Ul C U T T |3 T _yl .
PR arogen, - C R Db TR R RSPy iy 1)
hydr ogen, G -C al kyl dh]aro C dHK%DCSEHeCtedTHKHhﬂ) (HPLC)
benzyl, phenyl et hyl gnd phenylprqul;qga i s hydrogen
or G-Calkyl: R4 is |hydrogen or (&2E Sk or when|X

R0 @A 50X PJAN SatoMORA d0get her Wssh 16 15 - OFRD . R5[ 997

nd re_independently of each hydrogen,
ﬁ??&g@%&Aﬁyhroxy, G -|C al kyl , -(ﬁﬁ@?géw g 6al koxy,

RENABI50% Yd/(C60 @ BabKyIdohi 0, Ci - Cogal Kyl sul phj gyT or [ 99.7

a - | kyl sul phonyl ;| or R5 and ther fepresent
H@F%&gﬁ di oxy, e.g. |of 39058

400 thea0BaPalC 30 ¥4 @YY -[37X ( Z- (0- metfoXyphenoxy) & nyl) amgg.7
no);_gﬁ@opanol (e.g. |[EP 004, 920) rvedilpl. A

nt contai ni ng carvedilol(?%?S@He trept nent of

patients surrerlng fTom nypertension or congeSI|ve
heart failure is commercially_ avail abl e
ffhd ot 108 e Qr remopiqf énsﬁ%é:ﬁ@n(tﬁ}e)1m11@41émémfééqrr?éﬁpdtlr§eg (4 mmol)

Bf t%ﬁ@ﬁﬂenfy@‘l’l@ﬁiﬁo‘ﬁﬂlrﬁ’ CRMLEE e JAIOE gsﬁg (f49 EnthS of NaOAc and 5.0 g (23
preparat|on onpound of formul wher ei n.both R7

mnaeo Pﬁﬁé%éh@wulyw)@yd@%ﬂ-%woneoﬁﬂ %et@iel?othﬂ%e togsﬂaler are

\Nh CHlCcHs- %ﬁﬁﬂﬁra!nsdrgkgl & sbKérE‘ Qfebr %@(‘H{@H %@2@5 nﬁQﬁTﬂMﬁthe mix-
erein

are, independent ,
tué@ sphEH e 20 haoes ot 160PG Adisr zoohnga{ﬁ aoﬁtheusghwpbééf‘med off and

Gadhed withBOMI, TRE filthale HE1dREE REDEAM Plvatdr AR ARl 'sHHin g for 30 min the
catalyst in an anount in the range from 0.00001

MoYiEFe Warertractad Fwios With dap e of ethykacpiater é&%fhlfréa@lapy@tactwated

%}ﬂacfléd;@ﬁle%ghﬂ E&t?a\r}g ﬁ%ﬁﬁ@%@%@eﬂt?ﬁ@d RUERLL SonewB8A&! Was stirred

mtbé@qtgyld)tmtsl?@f{ diftes fitetion sRE slpyin & Hegawyatpida] seudg gielg: 60 %
THAC Ip uﬁmfi WOSX%QﬁPQ@)Wa's !r&}yspa@hﬂeé%ﬁﬂﬁédﬂ Cﬁkﬁf Bé‘i% THOC (1),

pal | adi salts ik or anot her sal

Bdetiidendisalorith argalﬁhgntlcesaglplqoBurlafd%ﬁqo/a@é%@)e and

pal | adium catal ysts on a solid support, |ike Pd(PPI
BlehaPRiovEY cQﬁ’ﬂﬁBgnd 8f Brme MR LGnRldoY révabh abl e from
suppliers Iike Al drlch e.g. catalog nunber 511579,
and 5 % Pd/ C, e. %Pd/C50°/H20type E105 CA/

Bramplsé- 1E18WPW3UPG IR (I, bogh lege}élrroqre Sl hp

type K-0220 from suppliers |ike Heraeus and Degussa

ang o1 &hﬂﬁﬁ&f@ﬁwn@&amﬂﬁqiﬂ agdiunpgahal yte (155 AMIRSS 1,3-cyclo-

of a n1croenc@§s ul at e pal | adi um cat al yst ‘i ncl ude

E%&aapcygle%ﬂm Bpfarke dogf»‘)‘ihqfﬁfﬁ)tﬁjﬂi Sithd“Ha) Mats CH??PlVédgn 13.5 ml of acetic

£Q4 hoseelunaal ﬁl%gme nmdu&@%ymr%e; Bifs atCH@)t"C Otﬁéﬁ b¥5 ml of NMP
wWith acti vating |igands, hin a perneabl e

Weerigdepwithi Xhajn. Suhf@ﬂu@%mb? gof wding h&@ﬁx@ﬁﬁ@,@{laﬁ &P %) were

Q@&e@lal/ﬂerﬁ'ﬁéfatﬁ?e RGP ao@wﬁmn%o%ﬁﬁl Bh 0&aQst (@dmr@as@ad@d to the
catalyst in a first phase (e.g. an organic phase),

di spersing the first phase in a second, contlnuous
phase (e.g. an aqueous phase) to form an enul si on,
reacting one or nore mcrocapsule wall-form ng
naterlals at t he |nterface betmeen t he dlspersed first
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The catal yst may be renoved fromthe reaction mxture

by procedures known to th
wezdrasion or by suction.
at a tenperature in the r
correspondi ng boiling poi

iR G MM A

sever al |nes

e skilled artisan,
The renoval
ange fromRT to be

nt, e.g.

e.g. by

may t akeCPERI6/068128

ow t he

in a range from 80

cﬁg[ﬂfea o t}'ife{ p&‘%XmB&a}‘}ﬁé Qﬁ 94096 Cﬁee&{n gat 135°C

vwsechntmutd end@amrurtg‘for éO g Thva w:trnl\mﬁxtuﬁy( 86168 vzadscﬁslrteated and the

Shetl A

rom

BB U

% E}RFEE%JLVQS ‘1606@% zg&gd 1&?&6? k%@%ﬂﬁe%ure to 25

Qﬂ) aBg 3eng of H@ltbnﬂ)@O%ﬂ Gfovat@mph@ledt Flee m@mpnatmjl wis separated,

L@l 2

erelrn

PR

| 15580806 L SRIRPADE. 1 5T, B i

tipleel; gecdctedrwi80ELQI 90 régyysaullizet evltdna:ﬂrpmnmlcfmjﬁ 96 @r RtDHE ahd dried

@B‘@f y?% ?%Tﬁtgbfeb?erﬂw% fd‘r%gﬁ]é’aggﬂp Efgg{ E@an!é&le E{g?g%] (table 2).

to 70 %

By the above process the conpound of formula

Tdﬂaﬂ be obtained with a purity from 50 to 99 5 96

[y

£HPY e g 9616995
fﬂﬁ?éps By purification

or crystallization in an

TG VO g of

orrrgdm decool. Vemtyst. |

watar Ar 1N \Anf er

R

ncrardel/ deedrce / recryst.

S OTRRaT 2B M PO or

fornHb@ type[HlepaEW by t he

$6%$§ qsthe conpo

above process nay
to 100 % (HPLC)

(98490077998

nurlfv of 98
g Bt > P Yot helr

NP (30 7aNRM cdlerth@4 hahge
mol % wherein in fornul ae

Bli® - CH -CH -CH - In an

$%nbdditrent the |

he pr

be
8ed7o997%98

ati on of a
comound

S@WEHQD e[EIOW/#es a process for the prepar
rising PVP|I7Inﬁ
g@)@6n9ﬁ§§H?W)Pﬁhpﬁecﬁﬁese%%/ 165933” pal I adi u

from0.00001 to |
| and Il both R7 {
ot her enbodi nent t

KLY AP Pdpo-1

pwer than 5
oget her

ne present

I nventi on provi des a proc
conpound of fornula

i n an anount

Q@§@91@M@g
range from

onedigned i hiash ReFﬂﬁé@I’ieFréfﬁr

conpris

Brample i aPraparagionipd Tﬁ%@éh@e
in the range from 0.00001 to 1no

off qu&nﬂ% (m I@a19— Imlnd %052¢ (93. 6Irﬁ1mb

ess for the prepar

i cyclizin
0 bt

fromO.

etNeaTe?

tlon of a
conpound

tR2ehey e rGHzc%ItIaC'y-Igv

% e.qg.
g%fl 3- cyclohex—

werﬁ\ﬂéqqellv%m 14 ml of acetic acid

E’tr AV A8 iRbOGETRe Bﬁ!&tu}é‘@asosrti%&@rf@ﬁ 3 RBuRht @0"@0{1%9 B%n1 of NMP

of formula |

resent 1 nvention prOVI de

i

Fe)‘r&leh?thf%fai@%%i%gch‘éﬁ HEf Y|

in the presence of bis(ac

| conmprising cyclizin
peieridded withighdd min Spsedpeitiy 1.7.§
P&l iadh Wi s@h@ltySdlow |70°G5'$vitiu|n RNRIheT

a_conpound
S_a process

etonitril

p@%még@fﬂg%deoqohglon (50 %) were
rrg(’@@d()%%olt 865 % Pd/C 50

HpditweiBRS 6V Y verqsideh e B %P%Maqer/e%% miag figglled off till a
a@13§°c\&4}h% 6htthtdlunldsr @rring for 20 h.

BAE WadD GHEiurg i e erdiltrpigd anétthﬁerﬁﬂé%w veshed ik NMP. The filtrate
RAESHREN thNVERE AL DeRIOY bfé@s%r?tcpﬁ 9‘ﬁﬁsﬁdf99ﬁl StR@iter, were added. The pre-

preparation of a conpound

fornul a co

risin

e Yeb EpasiegovrcdvithaOmd of Warerm#feqde@ﬁ %ﬂeqogteﬂ with EtOH

°® rv%&ﬁﬂﬁ Qr

anol

ﬁ{d ifed
- Aal

CHI' 81’1’1%0

In

g@}fcéfu

AHB
n1(||)

S

henyl | kano

in G -C4al kano

@ 3re Pfkgﬁpitpon%tf IT@-H@@
and utanol nd its i sone
present

conpound of formula
salt, e.g. 0.001-1 ng Pd/
formula 11

oy Y Y LT "

or a di

and trans-d

ﬁls BbAPRTBbeRBh L LEH

my THOC (1).

e

I n anot her enbo
i nvention provides a conposition containing a
and traces of Pd or palladi um
The conpound of
may be prepared by a procedure known to the
skllled artisan or by the follomnng procedure

ﬁﬁ o Bvengl ‘h@lﬁl %Cﬁfl@by@)t n{ P. identical with an

adi um sa

setbangsvove. Rush D850 BB, AR EERAC Q)
kRt 14 acteR A6

um

gl bedlsiplatesl via silica
F" ddo2 MREI firfly:R9.9 %

lato)bls[o (di-o- tonIphosphlno)benzyl]dlpalladlu
Exanpl es of G - C4al kanol

SATECH-)

i ment the

di

In
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15

pl ace at a tenperature in the range fromRT to a
tenperature below the boiling point, e.g. at 6Q0C. The

w0 e@chssme nay take place in a nitrogen at nospheePEPINE068128

crystallization of the conpound, of fornula Il may be

initiated by the addition of water. By the above

1596825 LRI EQTPOURG ATLONT - by TN DS 8 A vl
Hﬂ@nctbnm)uwdbotbe ftogathdrard +CHafdtCHap wetmdrssehcd al 1§ ml of acetic
BT 040 YR SRRE S BRSO 6 S s o
boice HtenddS priey NME wargaddee ssthiros0 mive Spbeegaerdty, 3h g of scalium

FARHDG o P Rl O LRRRE LSS o0 .5

€0.423nwherod)i of 5(%)Pd4C 66 fpblu@dyref EXOS IGA/Mawhy dddeb éo diermixalre.

ﬁaﬁ%ﬁh]@%ﬁ@?s (ﬁstﬁled gfft IK;L?%.P J%alt e o%l%?‘@hc&%ar%geégh% tPﬁEaﬁl}g at 140°C was

emﬂinuledl de ;iﬂrsdemlm g ijr 2Ch- Thawkyh mixtard GGt )veas fdnrated @il the residue
CHgs'hgflz th N]gﬁ-" Iffl]g ﬁRIraﬁes\gl §c§ gént.%rt]e r&d%{; Peid]ué Vﬁj{é%su%e to 50 ml and
G(ﬁ)trll OﬁHCl aﬁnhl)IIISO mlef waset maresanld‘eé ﬁfh,e paedpibagion was separated washed
neut n ase | .
ORIORRSEHAP, TSRy A S BAEC APLLED 7
ﬂewcedszvuhsethafoé’mem (QiiShmrdecﬂmmif BerC)a¥ietdiess WEHIOOTN ), m.p. identical

S antten B PR IR ARl Clie br eparation of a

conpound of formula | wherein in formulae I and IV

bbe tprm?ourmg@ifhﬁnulaﬂ enayCHR bChid @12 star tiaompd pesindfin a synthesis
t a transition netal catalyst,

%%;ﬁlmggoa@f:)f |00Vrln %&%{Q@y a rhodi um catal yst and a

rut heni um cat al yst, e.g. a pal | adi um catal yst |i ke the

ones nentioned above. Exanples of an acid |ﬁ\g‘ ude an

organi § acid, e.qg. ace ic acid or propioni ¢id, or
QnoT 6g3 thereof . es ofa-base NaCH,
m ne} al” al kal i ne ageﬁhts i ke NaHCO an , salts

of organic acids |like sodium acetate, and organic
bases |ike triethylam ne and
t pipropyl ani ng, Neutral i zati on gpy t@k “ace by CH,
oral i zatlﬁﬁg@i/\%g acid wt \m\cﬁ aI kal i neLiJ/O\/\N
nt —or —an ani ¢ base, "e. by neutral i zation an H
organic acid like acetic acid with a mneral alkaline
agent |ike sodi um hydroxi de, an aqueous sol ution

thereof, or with an organi c base |ike trlethyl am ne or
trlpropy4<am ng. After neutralization,

wedb known to the skl e
N dest tlomcﬂiiler—+he>ne o ep an
additi onal base nmay be added to the mlx ure e ONE
POT REACTI ON nay be perforned by addition of a sol vent
li ke NMP, DMF, ethanol or HO in ethanol to the
reaction m xture. The solvent nmay be added at
d|fferenL(sLage 1of the process, e.g. before or after
(ﬁlmzatlfb The amount of the solvent may be
[ h ange from20 to 90 weight % e.g. from50 to
70 wei ght % The tenperature at which the ONE POT
REACTI ON may be perfornmed is dependi ng on whet her the
catal yst had al ready been added or not. For exanple,
prior to the addition of the catalyst the tenperature
may be in the range fromRT to 1000C, e.g. 600C
Foll ow ng the addition of catalyst the tenperature nay
be raised up to the correspondi ng boiling point of the
sol vent used, e.g. at 1350C or 14Q0C. The catal yst may
be renoved fromthe reaction m xture by procedures
known to the skilled artisan, e.g. by extraction or by
suction. The renoval nmay take place at a tenperature
in the range from RT to bel ow the correspondi ng
b0|I|ng p0|nt e.g. in arange from80 to 900C. The

o
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The catal yst may be added to the reaction m xture
after the neutralization. Exanples The foll ow ng

w@bdweyizat i ons were used throughout the speci f PCHEPDNG/068128

RT: roomtenpera ture; DVF: N, Ny di met hyl f or mam de;
NMP:  N-net hyl - 2- pyrrol i done. Prieparation of a conmpound
g{aégr mula |l Exanple 1.1: Preparation of

(1 - bronmoani I i no) - cycl ohex-2-enone (11, Hal = Br,
both R7 together are -CH 2-CH 2-CH 2-) 22.3 g (130
v pjoceds for- the onapardtionres acpmpouphpf ferBpla land 15.0 g
(134 mol) of 1, 3-cycl ohexgnedione (I1V, both R7
together are -CH 2-CH 2-CH||2-) were dissolved in 18.5
m of acetic aci d-&a ~unger nitrogen. The m xture
was stirred for 3 4t 250C. A hompgenous (I
suspensi on was for N 4 Rl of water were added
within 30 min at 250C, "t he suspension was stirred for

g l»7 j .
SRR S Iy | e o AL st
wrepldsingcsycgziggegemwundmbformemlmoc Exanpl e 1. 2:
Preparati on of 3-(2-chl orogni l'i no) -cycl ohex-2-enone

(rr, Hal = d ,bothR?togther are-CH2CH2CH2)
1659(129nm3|) organiline (111, Hal a)
and 15.0 g (134 of 1, 3-cycl ohexanedl one (IV (10
bot h R7 toget her a RCH 2-CH 2-) were dissol ved

in 18.5 nl of acetig Ul d at 250C under nitrogen. The

m xture was stlrred or 3 hours at 250C. A clear,

wakileovrtb Biasd isiepeitdeotly, wa sCdatkylredto gEﬂlerrhreGCHya@Hﬁ CH»-; and Hal
we}rg) added within 30 mn at 250C, the su s pension was
S, for additional 90 min. The solid was filtered

of the pmsfme@f wiphtadiin rchtabykt neahen amd irdthie e gh gatfrd@DO0O@Ir to lower

érago Yield: 27.5 g (96 %9, mp. 171-1720C.
8 |0n of a conpound of formula | starting froma
conpound of formula Il Exanple 2.1: Preparation of

THIE [(rbcesbmichrdii?g toc@ﬁmhbwhalem in @tn2sl@H rdHbath) R (tapether are

ga??(%irzom)ém i no) cycl ohex-2-enone (Il, Hal = Br,
both R7 to gether are -CH 2-CH 2-CH 2-), 240 ng (0.2
mfﬁie)proctesP@t(cE’Rhn Bioklaim0l wherein the OMladnom 2ata1ystd$ present in an amount
L I under stirring and nitrogen

ghgtr 8?{58“?60@%% rlAﬁ{)er 28 h 1m of triethylam ne
vvas added and heating continued for further 20 h . The
i Kteuprecanasccoshiegtnt dametiwhgeShapaliaddi e ggthlyst is pre@MCin an amount

: (Po] ' arated, washed with 5 m of

e P e B B PR P e (1 hy i th 25 it of

water (RT), isolated and dried (500C). Yield: 82 %

FHOEG rrpgess mcprdin glerdlaimad whgrein the palladiran citelystaspiesent in an amount
(@) 2.66 g ( 10 nmol ) of

@“t?%?%@g%%ﬁ?@%ﬁ'ﬁ%%ll@hex 2-enone (11, Hal = Br,

both R7 to gether are -CH 2-CH 2-CH 2-), 250 ng (0.2

ﬁ-,ﬂe)prngesp@j:(cpmhn BioxlapEl yveerengha dallagivng cagaiybt ipyesgt in an amount

3P0 ™ R gEt OH, 1m of water and 3 g (30 mol) O Na 2CO

wer e ﬁleat ed under stir ring and nitrogen atnosphere to

8Q0C. After 44 h 125 % (0.1 mol %i@Of Pd(PPh 3)4 p oly

et prsassdor the poeparasionod A cgmnppprd gbieanulddacersdingrig Claim”]

G&ﬁ%ﬂlﬁﬁ’ggyctlﬂﬁ oh léBItnB@ﬁnd?gf Brmulkhe aé%fdﬂl gﬁd@léﬂfrﬁl %@reln Hal is Cl in

filtrate t he residue was washed Et OH

freguecencefe majlpdipgt atakes cool ed to Q)C. The

preci pitation was separated, washed with 5 m of EtOH

8 cﬁ@progi,rsé £dot B8P0 olaigt 7 Wh&Lin(thd pmadYﬂrﬁ Iaatg@strfs %tc@c()nitrﬂe)—

(RT), isolated and dried (500C). Yield: 70°% T (),

relidiyradhehlesfewi t h an aut hentic sanple. Purity: 99.9

% (HPLC). (c) 8 g (30 nmmol) of

3-(2-bronoanilino)-cycl ohex-2-enone (Il, Hal = Br,

both R7 together are -CH 2-CH 2-CH 2-), 10 ng (0.0446

mmol) OPd(OAc) 2, 12 nml of NWP and 2.95 g (36 mmol)

of NaOAc were heat ed under stl rei i ng and mtrogen

o A NI/~



recrystallized wth charcoal from95 % EtOH and dri ed
(5A0C). Yield [Y9 (table 1), mp. of recrystallized

W BOT0§13)6 i dentical with an authentic sanpl e, PCI/EP3006/068128
[4 (table 1). Table 1: (f) To,J100 ng (0.39 mmol) of
bi s(acetonitrile)-pall adi un(ll}chl oride and 1.5 g (4

ITRb)l PSRRI S  gp

Gorfipriging eycbaing hicompouyd bhfeexuR-1éamnalifg to, cléal 1 whelejin Hal is I or Br

7 - " .
Bl Q97T L 1 680 g 8 8 i
talalestwasas@tldsmmrizo hours at 1500C. After cooling to
2Q0C the solid was filtered off and washed wi th DWF.

i
10 b RSB RaRR P ot e le AR ALkl oo |
vmt:ﬂerinllifﬂh M7 aof, indepygh deatlet Git-€sallvtog todether et (G- 6He1CHz-

tate sol ution was
con ent at e%g&gﬁgidégsoqwﬁm?g; due was stirred with

nmet hyl -t - but yl et he After filtration and drying the
raw materi al (crui eld: 60 % THOC (1), purity: 90.7
% (HPLC) was recrysgaijzed fromEtOH Yield: 36 % (11D
THOC (1), mp. identical®w th an authentic sanple.
Purity: 99.0 %(HPIf@}. Preparation of a conpound of
R Aallis hlo&none- pot reaction Exanple 3. 1:
Preparation of THOC (I, both R7 together are -CH 2-CH
zvlth;Hzm)np@znéOQfO(rmia |) of 2-bronpaniline (I11, Hal
= Br) and 15.2 g {136 mTBb) of 1, 3-cycl ohexanedi one
(1V, both R7 toge r e -CH 2-CH 2-CH 2-) were I
di ssolved in 13.5 acetic acid at 600C under (IV)
ni trogen. The mxture was stirred 3 hours at 600C,
tvhemin/ath Rifarepfndipé deetly Ge@atkylyior higath®ami-6H,-CH,-CH,-;
%s% gent ls%hz%tl 9 of sodi um hydroxi de solution (50 9
e ?enperature bel ow 700C within 30 m n.
Pd cat al yst (tabl e 2) was added to them xture.
W\htﬁepliohmfdnahe gieptiatibedf atédmpound of foohuldaperdingteclofm 1
§V Heatl ng at 1350C was continued under stirring
. The warm m xture (850C) was filtrated and
(d)eqoemodnéoﬁMrrm]lﬂed with NMP. The filtrate was
concentrated under reduced pressure to 25 m and 30 ni
of HOI (2 m/90 ofy wat er were added. The
precipitation was gar at ed, washed with 200 nml of (11D
water, dried (5000, chNtde yield THOC (1) and purity
(HPLC) in table 2; pdecocted wth EtOH or
recrystallized with charcoal from95 % EtOH and dri ed
vBarE) Halyp bplaggqmg.e(€laBrer B), mp. identical with an
RYLREAC G Se0Bb P bl (2Dl € 2) . abl e 2
e 3.2 Preparation of THOC (I, both R7 together
are-CH2CI—|2CI—|2h7 9 .g"(13.1 nmol ) of 2-iodoaniline
(III Hal = 1) and|L.5% g (13.6 nmol) of (IV)
, 3- cycl ohexanedi ofte (PV, both R7 together are -

g&d&%‘%ﬂ A IR T i S ey RRS Py Lttt

hl)tlhé@r@éncﬁ@ﬂ@n atiben a fiktumt obefn d\slﬂtPamE{rﬁo@dldedolmrtthl n 30

adoug e iaaigtion & eRsn Fatan copaD iRy FepE G b base, and

B0 cydlizati@/innge pEsERO D Iémrblta)l cathlybt dadRd/ace. 50 %20 t ype
El 05 CA/vaas added to the m xture. Water/ NVP was

bstilled til a,tenperature a

i ciprns St st e TR T Ram it R vb B RO Epmer are
:CHR€HyaC-m xt ure (850C) was filtrated and the

resi due was washed with NWP. The filtrate was

concentrated under reduced pressure to 2.5 mM and 9 nl

of water were added. The precipitation was separated,
washed with 20 ml of water, dried (500C), decocted

with EtOH and dried (800C, vacuum drying oven). Yield:

33 %WHOC (1), mp. identical W|th an authentlc sanple

o — N~



Is halogen; in the presence of a palladiumcatalyst in

an anount in the range from0.00001 to lower than 5
wob07%5732¢ The process according to claimil1l WhBCEEP2006/068128

formulae I and Il both R7 togei?er are - CH2- CH2- CH2-

3. The process according to claim1l wherein the

I
?gr;[gl% ?é(?ﬁrsf%%‘%ﬁw c%alrgjrlqsﬂr?xﬂ%/elh gh%l]lgﬁnaﬂ{]&atélgst Hsl]gd(PPhg)z;, wherein
Bb cxophatin pig triues- chl(;aﬁamt&owm{loe(dmotthé,flmanlsp]aldplhmzﬂlchﬂ)qﬂgdluns(II) bis-

?m?t%ﬁ/nhlfl) 'fa:ilﬂe %Egllgg:g%drgigggﬁ Jfa sz[ltr 113(9 \NHL gatzg}f]s? OH a solid

pglpoadi um cat al yst is present |n an annunt in the
range from0.01 to 0.5 nol % 6. The process according
I ' :
Iﬁ% @r?%égn%gsn%g{fd%f g‘l‘a‘;ﬁnpﬁ o }?egélﬁlﬁxo 1 ﬁaglghﬁﬁi %a!rtfl%/sﬁ éseaﬁgg(ﬁ to the
praeper mixtore abfer seworipgiond of fornmula | according to
claim1 conprising cyclizing a conmpound of formula I
"f‘? %5%}?&1‘%}% (%In@ilmn% a%ﬁl g{lﬂdrbﬁorfnﬁlaq ac&(ﬂrd{ &0 RlaGR qrhcflﬁ traces of
um cat a he process according
EﬂarpﬁWKMMemdtn t he palladlun1catalyst is
bi s(acetonitrile)- palladiun(ll)chloride.9. Aprocess
lOrmHehfAiERa AlikaB.Rle deGampound of formila |
according to claim1l conprising cyclizing a conpound
of forrmula Il according to claim1l wherein Hal is | or
Br in the presence of a palladiumcatalyst in
G - C4al kanol, a palladiumsalt, or a palladi um
catal yst on a solid support. 10. Aprocess for the
preparati on of a conmpound of forrmula Il according to
claim1 wherein both R7 are, independently, C-C
al kyl, or together are -CH2-CH2-CH2- conpri sing
reacting a conpound of forrmula Il wherein Hal is
hal ogen; with a conpound of fornula IV wherein both R7
are, independently, G -C alkyl, or together are
-CH2-CH2-CH2- ; followed by crystallization. 11.
Aprocess for the preparation of a conpound of fornula
| according to claim1l wherein (a) a conpound of
formula Il wherein Hal is halogen, e.g. C, Br or |
Is reacted with a conmpound of formula IVTT (IV) OO
wherein both R7 are, independently, G -C al kyl, or
together are -CH 2-CH2-CH2- ; in the presence of an
acid or a mxture of an acid and an organi c sol vent;
(b) followed by optional addition of extra solvent,
and by neutralization with a base, and (c) cyclization
in the presence of a netal catalyst and a base. 12.
The process according to claim 1l wherein in fornmul ae
| and |IVboth R7 together are - H2- H2- H2-.13. The
process according to claim 1l wherein the palladi um
catalyst is Pd(PPI1s) , wherein Ph is phenyl,
trans-di (
m acet at 0) bi s[ o- (di - o-t ol yl phosphi no) benzyl ] di pal | adi u
m(ll), bis- (acetonitrile)-palladiun(ll)chloride, a
pal | adium salt or a palladiumcatalyst on a solid
support. 14. The process according to claim1l wherein
the pall adium catal yst is added to the reaction
m xture after neutralization. 15. A conposition
contai ning a conmpound of forrmula | according to claim
1 and traces of Pd or palladiumsalt. 16. The
i nvention as herei nbefore described.



