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Pl PERAZI NE DERI VATI VES AS ANTI MALARI AL AGENTS The

invention relates to novel conpounds of the fornula I
WO 200hi@3dopwvent i on al so concerns rel at ed aspect SPCT/IL2005/001044

i ncl udi ng processes for the preparation of the

conmpounds, pharmaceutical conpositions containing one

or nore conpounds of the folnula | and especial ly

their use as nmedicanents to treat or prevent nalaria

i nf ect i onEOMMIUNICATINGWIEHRESINESSH{VSTOMERS

di seases |i ke sl eeping sickness, Chagas di sease,

anebi asis, giardiasis, trichononiasis, toxoplasnosis,

| ei shmani asi s et c. FIEBDCABMHEINVENTHAN| nvent i on:

Nurrer ous serious di seases affecting hu s as well as
[00&He s {The psrat F’i"%’@i‘é“jﬁesafﬂf"h‘ﬁﬁ““%’?aé‘o 'E}gtga%&by pr ot ozoal

organi sns such as ki netopl asti da, api conpl exa,

anaer obi ¢ protozoa, mcrosporidia and Plasnodium The

clinically mosBAGKERNINDORHIEINYENION s nal ari a.
ari,a i s_one j Lin

ol e e REE o g SABRRE S0 ne BB o
infiraetmarathted demeen indB@dalsifbi pasonpleand| business Ipbmosrs alike. An
killing 1 to. 1,5 . mllion.people ever ha
et %0 o B PP bt WG 2l ane
inBreRRARre RAt A% dnfndréaSinRGthbYYof Mearbal Ci par um bei ng t he

nost severe of 'the four. Al attenpts_.to develo

. , p
[008Hci rieis tyvirally: epoptantita beth e Rusiness PEOViding a3prdss tp @ customer, and
o 18" Gliome: retc&%gpd Svi %gm & ViSSinked BhATER AepeRdabMd @hd) Sbnvenient
nmal'aria are confined to drugs. Various classes of
cotmburication liak egistubaweeni them. TCustomsss plagede highuelig Qg ceivjag the

i nol i timal ari al . ¢chl. i ne: whi
o 2 SR ey 1 anpar i a PR S A s tems o
whitH ﬁ)éytelfl@@yagré_dlﬁ,\/\ﬁil(& lbusiitis_?@éb lsde@f.iﬂleoﬂ catisfied cadtorhére (;o ensure their
curren avaj | abl e antimal arial drugs is spreadin
viebiiing compine BEY TRAHEES PrePin TG RAPRP Y pigomers
aft BEThSses Rgpgd:\‘gxﬁo&ft. Ml dtbméls Uhdr Bisineisa Rpréabrtaives st talk or

malaria parasites render the search for new ,
carespomd | iar witing tre proyide sandcieggivey inforatien almut fpgpducts agngniervices,

HEve 3 hi oblems
L L o

whlcaathytfignsf usi on from asynptotic donors; alnost al

i nfected bl.ood conponents ingl udi re el | .
FQUPAL o1 Bt oD EPRLFERETY DS biepLphct it AR prlogica advances
irPRe fkldSsthoRbhf fzslatll&@ RvbichaiasdTinkcrensell ahd diversiTie tR sth@iibyrwhich

parasite initially populates the |iver, and during
clstananrs gndabisinesses miaw icomewnicers Thisds depenstrafad, i kig; L, tefszence to
lgod cells | ' REnRAArG Dhdifesd @8riaAdEHr Bus
“ﬁg lﬁpggfﬂm%h Aﬁéggm%ﬂé§eeg a af§on products as ' _y
Bisihdsk Bit, sin fepemysjary wolitemiforary lbusinesat Aeskovar intHig 1 the cenfact details

ant i prot ozoal,. chenot herapeutic senal, U S

B SR S REEAP SRS RO APAEERS R M
18768 RMdphbritVEMs | #Tax’ RlnAbeRSI8t for the trhrbatidsions, cat SMS wfmber 20 for
novel [ow nol ecul ar wei ght, non-pepti di,

C, )
repeivingui¢¥ aicssagese ampoeiharsiress 23 & ematl tansgssiqns.And 2 yepsify address
2h?r%ﬁ%ngggaﬁgent and/ or prevention of protozoa

ntections, especially in the treatnent and/or
[@O0SY e nBbthrbusifiessas| aad icastorners pair henefit| feom e ponvsaicnen afforded by the

fal ciparum malaria. .Detail ed descrj ptio :
BB GO AL DU AP SR PR offoriedBaying a busy day
conmpounds of the formula I : formula | wherein X
represents -(CH2)o-2- or -C(=0O)-; n represents the
integer 0, 1 or 2 ; Rl represents hydrogen; alkyl;
cycl oal kyl ; et hoxy-carbonyl; hydroxy-ethyl; benzo[1l
, 3] di oxolyl; aryl that can be nono-, di-, tri-, or
tetra-substituted, wherein the substituents are

i ndependently sel ected from hal ogen, al kyl, al koxy,
-CF3, -0OCF3, hydroxy, cyano, al koxy-carbonyl,

al kyl -carbonyl, and carboxyl; pyridyl that can be

oy
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ethyl; 2-[(pyrrolidine-3-carboxylic acid
Cl.5-al kylester)-1 -yl]-ethyl;

w@2q4ofpyaeol i di ne- 2- carboxylic acid)-1 -yl]- et hpdT/1L2005/001044
2-[(pyrrolidine-2-carboxylic acid G -5-alkylester)-1
-yl]- ethyl; 3-[(pyrrolidine-3-carboxylic acid)-1
-yl ]-propyl; 3- [(pyrroI|d|n8-3 carboxylic acid
G -5- alkylester) 1 -yl]-propy

ma fifdyhat bk Ihds meiss2d ¢k bppoytunity @Cix‘éll) big seryjcp 35?\6%| durigg regular
bus é)?% rh%}?%,'p?d}i - 2- C ar ‘?ﬁfé’}(‘lﬂl t%%%&é gusﬂsgssolﬂél&y C%i}e?c\ilﬁlg ﬂou]'s by fax or

eniale&naﬂamKMea)aﬁmldu nyl)-2-acetyl;
1-(2- carboxy pyrrolldlqgl) 2-ac

[OQ c algBig3l yp%e(v&ep@ﬁdlw| e @Jag%t&(; flgtalls S}IOWH on business card 10, it is

érg iH@ERO%NA ﬁﬁ@siﬂéhﬁ&ﬁ' af'c%nﬂilﬁil'la@éiy bptiond whith has itself created a
oxy-pyrrolidinyl)-3-propionyl

coimm&maaodsamecwwtolml quyteporapy Bgivigng) is typically overwhelmed with

cog S AT o )5 oA, e et et - e Ahidoipped

thé vety waahwhﬂowmms@m & figfelrabolyywith aeelmswywmrgﬂwﬁly Keeping up

2- lidin-1_-vl
wgh E,\Spr-mgrqag{)lg]coptacg,qienﬁgo%)g ﬂP %ﬁ%a?nﬁtl‘ésr Iagl nn tﬁﬁl@féﬁl}{nology, and
%h%n%z o contadt K¥ethilf)l RRE % Nphysi (ﬁl ] retdchtiony, area-code changes

ydr oxy- ethyl) plpera2| aié- eth
co’mrpumtlgm spvice .pyqv;ldgr m g(aépat om a mmor mconvemence to

5 al céh o?rh Ghtlonl Th¥lch t%@(ﬁ%%xp%e{l& dfZriting a quick business
VI pi per azi n- g r opox
eramrrmr mh ohndale4afyhe etghnw;n;ch %Hdlepﬁh 01S| destipatipm plothe sfart of the next

(azet.i di ne- 3-carbo ac d -
et 6PREOE oo BN PPiera eyt HopEhdCith pmyeicome and
incdlvEni€ithe )éysunﬂar[c(e E, re |tl|\ed'l‘tﬁ§;- 13 -bogt, Bday lin do@‘cnedyatldn required to
-yl ]-ethoxy; 5& rrolldlne 3 carboxylic acid
m@mdgmmmkyl%ﬁﬁﬁﬁqwm. Phane@eEAs)Y- 2- [ (pyrrol i di ne- 2-
bo | 1 h with their cust d
LA bt o 95 s g 3 o
hrsmhacanystm«:ecmmng (dm hiy uasomnpryrtmr ibgstrigterest fo make it easier for
x
X%/thglzle{nFS Q/Cgr oxy %}1%845%?%3&0& i Jrummlzmg the cost
m‘Bﬂtﬂ tli% QR HdneySfot éﬁmﬁdrﬂtoﬁ%cﬁ -thoemn. bBhepé Efforssctiante included business
C -5-al kylester)-1 -yl]
el i iy g v
Hl@e[erﬂ?ﬁﬂbglls NEhidh SAVRUYMER RE Eddt 6F a Ticphbng @it velieh- c’hllmg the

propoxy; 3-[(pyrrolidine-2- carboxylic acid)-

bu%vﬂe]ss rﬂwpmssys hage pl(sp yseddoll frpeuunbersarithdhs panee %fé’ilf‘obusmess spelling

\§ §gm7y 8’)1( Xt B%} g ﬂ1e %}IL ne@ﬁ%&%adptpohg X(;/u’stomers easily retain and

ré’arlév(e3hdweb’nﬂmymmﬂhbﬁdn dTelephetie numbie}s: iavo hesoyset to jingles and seared

2- am no- 3- hydr ox dr. ox th I.ONOX

o CENRI e 5. OBt EREA R, T8 ST, (HORENSE in the modern
%99 ! Btons hrd BT sitiallidie 13 -tBaritdeoayddi sunsteer cbf -the means of
-1 -oxo- 2-ethoxy; 1-(pyrrolidine-3-carboxylic

avnuywdumymdqmﬂQWQﬁ@kethoxy 3- car banoyl pr opoxy;

3-(Ci - 5-al kyl car banoyl ) pr opoxy;

3- (2- hydr oxyet hyl car banoyl ) pr opoxy; -0OCH2- CH(OH) - CH

2-NR3 1R32 ; 3-[(azetidine-3-carboxylic acid)-1

-yl ]-2- hydroxypropoxy; 3-[(azetidine-3-carboxylic

acid Ci-5-alkylester)-1 -yl]-2- hydroxypropoxy;

2- hydroxy-3-[ (pyrrolidine-3-carboxylic acid)-1

-yl ]-propoxy; 2- hydroxy-3-[(pyrrolidine-3-carboxylic

acid C -5-al kylester)-1 -yl]-propoxy; 2-hydroxy-

3-[(pyrrolidine-2-carboxylic acid)-1 -yl]-propoxy;

2- hydroxy-3-[(pyrrolidine-2- carboxylic acid

C -5-alkylester)-1 -yl]-propoxy;

2- hydr oxy- 3-[ (2- hydroxy-pyrrolidine)- 1-yl]-propoxy;

2- hydr oxy-3-[ (3- hydroxy-pyrrolidine)-1 -yl]-propoxy;

2 hydroxy 3 pyrrolldln 1 yI - Pr Opoxy;
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The present invention also relates to conpounds of the
formula I':formula |I' wherein n, X, Rl, R2, R3 and R4
waem7ascodkef i ned for fornula | above. The presePtT/IL2005/001044
invention further also relates to conpounds of the

formula | , wherein X represents -(CH2)o-2- or
-C(=0-; n represents the iﬁteger O, 1or 2; RL

represents hydrogen; al kyl; cycl oal kyl :
et hoxy car boBRI[EF W@Nﬁ %ﬁYVlNﬁ%Ii oon yl;
d] i lart d
B, BB, B S i il ity g ot
dlétﬁldﬂ)p Glﬁiﬂl&ﬂt ﬂmhes edrehiking fortinm dfathe gpmlﬁcatMny [The dvResiop, however,
hydr ox Ikox ar y

best 1a§/|to dagaab?ﬁw aefﬁaXngﬂWﬂ%?r B A dbiects features, and
M@%es thidteos, nfAy bbst be Sntefstdotl By @éferembecﬁ fhie folfolndng detailed description

substituents are |ndependentl sel ect ed from hal ogen,
Whﬁnkyadmmth@wyompmg dramapes in Whghoxy, al koxy- carbonyl

X
o T i S0y s o
[Ol)mjepeﬂigi@nislayi exeﬂnplatyelﬂprbm)mwepﬁsﬂe bukipels erigl- abewaylp Fig. 1, the

cq%ggh thal Pr&YfP%‘P %%F%tﬁ] gglll’] c?r%{)zh 1ot OE:Zn %ﬁﬁntcytvﬁﬁt Wp}el?erred

erﬂisHaﬁﬁéhbétﬂaép%&ﬂthnlﬁo@Iaml hal ogen, cycl opr opyl ,
CH3-S-, or neth&pfulfon or that can

DNo- _or
[08illsu bgtg{ B Uf a8 ti3tipRs © @Rynn(}yﬁnred %tqqgl Fietgl?s management system
oP§ etdh é tRENZOS L ARNe: wilhl N Blefdhel; erhisoafthkng Jfi thy | present
of benz ?a wher el n both phenyl rings can be nono-
in@éntidh - substltuted mhereln the substituents are

[OiOgg elp &% a%ﬂs el t§§ ttheag fc':or sl mh'ély z%g ﬁéﬂg\lﬁy @(H; gl&ﬁents shown
m&hé«ﬁ)gm@sﬂ{ab@ﬁu Inedezsaﬁ@weensm tdty:dleo@e Bxarmjlkyﬂle dinerbising bf some
car boxyl ; al koxy-carbonyl ;

m.d
of{;ghg | e@ﬁqeps;q may;pg, pxaggerpted éﬂatlag gt %{ememx f{)rr ty aPZurthr ‘where
%151%6 3 r'iattéJ tr&Eren e RinRkdds hﬁﬁ b YEpehted UMOAS thart&m'es to indicate

epen 'y sel ected from phenyl, hal ogen, alkyl,
caﬁdqmqﬂngoOﬁ&k%ﬁ@ﬂﬂ@Mﬂmwdroxy, cyano, al koxy- carbonyl,
al kyl -carbonyl, and carboxyl; pyridyl that can be
nmono-, di-, or tri-substituted, wherein the
substituents are independently selected from phenyl,
hal ogen, al kyl, al koxy, -CF3, -QOCF3, hydroxy,
al koxy-carbonyl, and carboxyl; benzot hi enyl;
thiazolyl; or thienyl; R3 represents hydrogen; alkyl;
cycl oal kyl; fornyl; acetyl; ethoxy-carbonyl;
hydr oxyet hyl ; benzo[ 1l , 3]di oxolyl; pyridyl that can be
mono-, di-, or tri-substituted, wherein the
substituents are independently selected from phenyl,
hal ogen, al kyl, al koxy, -CF3, -OCF3, hydroxy,
al koxy-carbonyl, and carboxyl; furanyl that can be
nmono- or di-substituted, wherein the substituents are
i ndependently sel ected from phenyl, nethyl,
hydr oxy-nmet hyl , and brom ne; thienyl that can be
nono- substituted with phenyl, nmethyl, or chlorine;
pyrimdi nyl that can be nono-substituted with phenyl,
al kyl, hal ogen, cyclopropyl, CH3-S-, or nethyl sul fonyl
or that can be nono- or disubstituted w th nethoxy;
pyri dazi nyl ; benzot hi enyl; benzofuranyl; quinolinyl;
i soqui nolinyl; or benzhydryl, wherein both phenyl
rings can be nono- or disubstituted, wherein the
substituents are independently selected from hal ogen,
al kyl, al koxy, -CF3, -OCF3, hydroxy, cyano,
al koxy-carbonyl, and al kyl -carbonyl; or R3 represents
aryl that can be nono-, di-, tri-, or
tetra-substituted, wherein the substituents are
i ndependently selected fromthe group consisting of:
phenyl, wherein said phenyl ring can further be nono-,
di-, or tri- substltuted mhereln the substltuents are

o 1 . T |
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acceptable salts, reference can be nade to "Salt

sel ection for basic drugs", Int. J. Pharm ( 1 986),
W@300788b24 21 7. The compounds of the fornul a |PCDM2805M01044

one or nore asymetric carbon atons and nmay be

prepared in formof optically pure enantioners,

m xtures of enantiomers such as racenates,

di astereoners, m xtures of diastereoners,

di ast er eoneri c rSIMMARY OFTREINVENFIQN ast er eoneri c

[Oéﬁg o ng‘gg@ & Pé‘r“%?gg‘s %ccggi h‘sﬁj X ﬁ%?[gltsm dc %Gﬁhgg pog |rﬂa€t3 &d (psent

inVéhtidn, AHUARYA ML R&Uciatifg a eogmuiiyation hickmame with a business for use
chronatogra hy, thin |ayer, chromatography (TLC), high

wigheal mﬁﬁa&t}'@eq Hf QUM PORPISH%phy (HPLC), or

[o§ LA@St %dldit%ﬁ&ﬂyoﬂx ackr@{nBé Wifl a GRIGRM moammmmuewm infention,

fornu wherein X represents. -

the epthed emysndlixe rowinggreeh qonm@l?aéﬂ'i\ & dhg ‘%‘155‘F§FI “ﬁ“ﬂﬁlﬁe@, 45{ng the
o Gecdd BhiBbd dsfiRiated

comppny cia.g% mcknagx}eeml arc]:aoerg:ienﬁé S‘tﬁ{ Hnt:éﬂoﬁ ccadd ate

ected from hal ogen,
wﬂﬁﬁwhmeaf&@xymnmﬁﬁﬁmn OCF3, hydroxy, cyano,

al koxy- car bonyl , aIk carb X
[P}l Faihgeinispdance; b St e m‘%nuPP@‘ FigeR 4fefiton, e
t n i Renekpiict Ydesdll 6t edthr ofpe of customer
mﬁﬁﬁ%;“gﬂs ’h‘{l&ﬁ mﬁ{ea ceg'?cm “QGF3, hydr roxy
ccaﬂllkmganglawb@h yicludgmhe mw@on pxﬁ]ﬁlgﬁym %Y ggrﬁlo%glereof
0 U ﬁ%&nﬁih&e
0BRSS R BB it R B O i enf Gentin,
tha NGlpdar siNdoRehuriidatien yﬂlayt ineludec anailp &xxingelephonth snotilgt tééplwnb’h short
met hyl or g%orlne nzot hi enyl ; benzof uranyl;
“ﬁ%%ﬁﬁ??ﬂ§l p 1terpeap 8P? yl; R2 represents aryl t hat
[P DerHRN®also ?1‘ ovided,th accoffandetiititia piedied embedimenttodthei present
the substituents are independently selected from b
inyergioy) a mathpd dpstnding nrgyiding pjbysiyess With uni mpRRIcAigRs number
o%%ﬁ‘ ? tcﬁﬁ?ﬁ’lcan E‘Hﬂ)é!monadnhl‘ﬂapﬁlﬁg BRAYfied s EmEMERONY Mimber to

pyfr I nmono-, di-, or tri-substituted,
eMzh address fortike lsmmsssuxsu@myshwmmmp@hm@q prodarpefitagpusiness.

hal Ik
T SR, &R K R ot (s vention

tﬁer}h&K&i Yhy iRludé l?élﬁﬁg |comﬁ1nﬁiicﬁbna Bdﬂr&éed’itoethasmﬂei tomarunications
for forrmula | above, Al so refer&gd con{) unds.. a{;l N

b éRhE aPRIPPTiafehe asidrst a5 & flnctigp gt 1B [YPS O} OBFRINGRHY

[ j Moféo{/ﬁﬂﬁgg&ﬂiaﬁcet@iﬂ\ 4 it RAEd endbodRen? 8CthEPrefent Mvention, the
represent phenyl; and and R4 are as defined for

uhﬁaﬁumanMnabomsnmﬁksmmﬁﬁB$GWPéﬁme WisEds ar e

0 ot 1he f vention, the
(8D et ap pesSighe Whth referl Shdidh By Ehiove
typeP beSithuni}acoy nay Rihids nad, fief tieleplabnfy omotfilsrtelepheny, short message
above and R4 represents a radical of the formula
seapiise ISR @%@WF@ phenyl that can be nono-, di-
[6d217 ; ﬁﬁaﬁ}ﬁﬁﬁ &cémmfcklvhﬂht £prefeB@ eRbOdinbR of Wiespredeneintantion, the
are i ndependent | el ected from phenyl,  hal ogen,
padvk;phg may kaskugde Seéﬁ@g a wgm%‘}‘ﬁﬁ?&‘ﬁom&%%ons nuniber, confirming

Car R{%.lil%éu %‘&JJ\ LR that B8 ety Wiified BSmmunications
é?@ nventi on a

ates to conpounds of formula
nhm%te i Inﬁt tbemg misadi g smy)fotlmn ebusinessp prd, off 30 emapping the unified
substituents and synbols as defined for fornula | , or
a preferred enbodi nent of fornmula | , are replaced by
their preferred nmeanings as defined herein, such as
those defined for the above-given preferred conpounds.
In an especially preferred enbodi nent, the present
invention relates to a conpound of fornmula | , wherein
X represents -(CH2)o-i- or -C(=O-; n represents the
integer 1; Rl represents hydrogen; al kyl;

et hoxy- car bonyl ; hydroxy-ethyl; benzo[l , 3]dioxolyl;
aryl that can be nono-substituted wi th hal ogen, alkyl,
alkoxy, CFS or alkylcarbonyl pyridyl that can be

s o o o P———




met hyl ene- di oxy; benzot hi enyl; benzofuranyl;
qgui nolinyl; or isoquinolinyl; or R3 represents aryl
wo bat/os@ be nono-, di-, tri-, or tetra-substipart/ERN05/001044
wherein the substituents are independently sel ected
fromthe group consisting of : hydroxy-GC-i-5-al kyl;
2, 3-di hydroxypropyl; di-(hydroxy-C - 5-alkyl)-Gi-
5-al kyl ; -CH2- (CH2)k NRS 1R32 ;
co&taﬂlﬁﬁdadomemﬁnmrﬂameyh ithe &usintss Bnd ythe gemmynication access numbers
(azetldlne 3-cC @ lic.acid C -|]D %Ikylester) 1
assigned;fp, P“nﬁsﬁi S GPmRgppication servige BOVITRS 4 i d) - 1
-yl ] - ethyI 2- [ (azeti di ne- 3- carboxyllc acid C
-i-5-a|ky|ester)-1 -yl ]-ethyl;
3-[(azetidine-3-carboxylic acid)-1 -yl]-propyl;
3-[(azetidi ne-3-carboxylic acid C -i-5-alkylester)-1
-yl ]-propyl; (pyrrolidine-3-carboxylic acid)-1
-yl -methyl; (pyrrolidine-3-carboxylic acid G -5-
al kylester)-1 -yl-nethyl; (pyrrolidine-2-carboxylic
acid)-1 -yl-nmethyl; (pyrrolidine-2- carboxylic acid C
-5-al kylester)-1 -yl -nethyl;
2-[(pyrrolidine-3-carboxylic acid)-1 -yl]- ethyl;
2-[(pyrrolidine-3-carboxylic acid G -5-alkylester)-1
-yl]-ethyl; 2-[(pyrrolidine-2- carboxylic acid)-1
-yl]-ethyl; 2- [(pyrrolidine-2-carboxy|ic acid G
5-

- alkylester) -yl ]-ethyl;

3- [(pyrrolldlne 3-carboxylic acid)-1 -yl]-propyl;
3-[(pyrrolidine-3-carboxylic acid C -5-al kylester)-1
-yl ]-propyl; 3-[(pyrrolidine-2-carboxylic acid)-1

-yl ]-propyl; 3- [(pyrrolidine-2-carboxylic acid

G -5- alkylester) 1 -yl]-propyl; -CH2-(CH2)P-CONR 3
1R32 ; -COONHR 3 1 ;

1- (3-carboxy-azetidi nyl)-2-acetyl;

1- (2-carboxy-pyrrolidinyl)-2-acetyl; 1-
(3-carboxy-pyrrolidinyl)-2-acetyl;

1- (3-carboxy-azetidi nyl)-3-propionyl; 1-(2-

car boxy-pyrrolidinyl)-3-propionyl ;

1- (3-carboxy-pyrrolidinyl)-3-propionyl ;

-(CH2) PCH(OH) - CH 2-NR3 1R32 ; hydroxy-C 2.5-al koxy;
di - (hydroxy-C - 5-al kyl)-C - 5- al koxy;

2, 3-di hydr oxypr opoxy; 2-hydroxy- 3-net hoxy- propoxy;
OCH2- (CH2) m NR3 1R32 ; 2-pyrrolidin-1 -yl-ethoxy;

3-pyrrolidin-i -yl-propoxy; 2-piperazin-1 -yl-ethoxy;

2-[4-(C 1-5-al kyl ) -pi perazin-1 -yl ]-ethoxy;

2-[4-(2-hydroxy-ethyl)-piperazin-1 -yl]- ethoxy;

3-pi perazin-1 -yl-propoxy; 3-[4-(C -

5-al kyl ) - pi perazin-1 -yl]-propoxy; 3-[4-(2-

hydr oxy- et hyl ) - pi perazin-1 -yl ]-propoxy;

2- nmor phol i n-4-yl - et hoxy; 3-norpholin-4-yl propoxy;

2 [ (azetidi ne-3-carboxylic acid)-1 -yl]-ethoxy;
2-[(azetidine-3-carboxylic acid C -i-5-alkylester)-1
yl]-ethoxy; 2-[(pyrrolidine-3-carboxylic acid)-1
yl]-ethoxy; 2- [(pyrrolidine-3-carboxylic acid

O -5-al kylester)-12 -yl]-ethoxy; 2-[(pyrrolidine-2-

carboxylic acid)-1 -yl]-ethoxy;

2-[(pyrrolidine-2-carboxylic acid G -5-al kylester)-1

-yl ]- ethoxy; 2-[(2-hydroxy-pyrrolidine)-1

-yl ]-ethoxy; 2-[(3-hydroxy-pyrrolidine)-1 -yl]-
et hoxy; 3-[(azetidine-3-carboxylic acid)-1
-yl ]-propoxy; 3- [(azetidine-3-carboxy|ic acid

C -5-al kylester)-1 -yl ]-propoxy;

3-[(pyrrolidine-3- carboxylic acid)-1 -yl]-propoxy;

3-[(pyrrolidine-3-carboxylic acid Ci -5-al kylester)-1

-yl ]-propoxy; 3-[(pyrrolidine-2- carboxylic acid)-1

-yl ]-propoxy; 3-[(pyrrolidine-2-carboxylic acid C

-i-5-al kylester)-1 - yl]-propoxy;

3- [(2 hydr oxy-pyrrolidine)-1 -yl]-propoxy;
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or phenyl; or phenyl which is nono-substituted with

phenyl, pyridyl, alkyl, alkoxy, dialkyl-am no,
waoroophsdoeao, N-benzyl - N-al kyl - am no, PCT/IL2005/001044

(di al kyl -am no) - al koxy, phenyl al koxy, or

tetrahydro-isoquinolinyl; or R3 represents the

follow ng group: wherein Z ﬁepresents phenyl or

pyridyl; R31 represents 2- - 5- al koxyet phenyl,
pyridyl, pWT}AH&D@ESCRM]&NI &K’K@H@ib

yl r b o r
rofta 15 B Bltyine WAUELUSHRER, RiiOns Bhcific getails a‘g e in
orfi@Rb BER Tt tﬁbr‘éygh urdledstahding ohiha yriventiine HyWevep,yt will/be unglerstood

pyrimdinyl; and R4 re resents hen
byctbeseiskilied i B aghat ﬁ@ v bt e%er a ‘F%hese specific
deﬁilg1 r]ﬁ)othe}‘\’tiﬁf'aﬁéeg WIEHWn GRS, ﬂl‘@@ﬂm‘es dhd comysonents have not been

ubstituted, wherein the substituents are
demd:e@meqﬂtsbysg@lt«e@hseaeﬂ\e@rﬁﬁﬁmrw@wn al kyl, al koxy
peCI al. eéx%cé)@ﬁﬁéd b{-lan Zveaimdance of
[ rei p eny 'S (fh-sﬁgtg%lﬁtﬁg W th CFS%referred
co@&ﬁ@ﬂétﬁltksmfr bfeocrvma:bmelbyatakmg Md[vsgr@ge 1of the means by which modern

co_rrgﬁl)r}l%ogltl_ Jﬁé,tt%f}? t\ék(j %%gcré ﬁ?rg}ﬁnu%lcéanonsf z)\ccess npumber to another through
ce%frél‘}o&tfngfehluﬁhaﬂﬁﬁdw&wmﬁgydn)xce%cr ylamde, N-[(S)-1

-benzyl -2-(4- benzyl - pi perazi n-1

[0034]) - FigRoreéarenge }O-‘I‘Q“f]ms e ade lspists abusiness card 30, which includes
HH;A éo'nafﬁ 32{%[ %enz t 91'39 qxla):c‘ﬁ&drnyé %fﬁlqepret%h&( &boliment of the

Yyl -pl perazi n-1
preseh) m2/e1moo eplayd ]he I‘ﬂalq-nengfbmoytactbtqtpz}ﬂ 1p-provided on prior art business

car%éﬁ,z\yﬁn gr%@ raqgeﬁm n %Cgfyéoﬁmﬂ?can&k Lé's%}ll'rt} provided by

fulMbdgrd oot 8dthlsl 12: ofnfaciebltact yibthﬂmyl Jnay all contain as their single or

chl};féﬁggaggetg%/ l@ goggé)é%) %}%B))é{(%kgérnp% elTique{y a%go_c:ljélted with one business. For
{ohs SicknAndSFbI Y BRARKS Jrc, may be "*2879".

eﬁpﬁe %lee(r%?'qfn%%lg%&zyl ) cacryl am de and N [(S}S 1 :

[OOBSB]nzyAs shofvh- indng. y2, ip |ag@pct§g¢enwr_gh a preferred embodiment of the present

D1 oo g g AT S KA s g +2879" may

bd5dkRafed %rﬁﬁmrﬁ&h@ﬁlsﬁamtmﬂddeﬁgﬂm @ntabt Jegad) ofla business. In the
e); B%rl]e‘z yloaélolg’lgq-lﬁ.)ﬁ ]tgq\lglggfl %?t%é?(}el}ag “*|2%7e9n ﬁ?ljlces the mailing address,
pﬁ’on@%uﬁl[)érf fad %&H&t 2% mBLAR YliberGhY M%Bﬁn@ addrds[of BpsylBusiness, Inc.
-Benzyl - 2- (4- enzyl-plpera2|n 1

In yjc)mdgnc@mtheg e embogientyefthe prepeng lefﬂt)on some contact details,

(4 trifl t 83Yb) i h

eaﬁZ%/nil #J%esggﬁ ng%impl s agl n@%ﬁ%l/eagnp%x dHduffiR) apbended to the
cor)ﬂn):m?at@ﬁ@me]tda;ﬂe] INh¢ dasppf ¢odipact3ontaddataily having prefixes or suffixes

aggg(gdf L) g %Jogrrnggﬂm h¥ spts e ) %il'i gle gprgrgc?ate({\hlgt(ég cc}mmumcatlons

cldﬁnezréﬂﬁiﬁs qluhifyihg Sedént (bétwm’ﬂ allbMthe cythjpicpemeazt detaild for a single
-yl)-benzyl ] - 3- (4 trifluoromethyl-phenyl)-acrylam de,
bNil{lﬂ(SS) 1 Benzyl 2-(4- benzyl pi perazin-1

) i ?d}zay bismebendy komprise fewer communication
%@QFL tcr:?l??aﬁgrorret rﬁ‘% Y eny )-acryl an%vde Il)\l-
aeddssnmuytbeR-(CANSEI thhn fullrjgtmq:qmtam details 12. For example it is shown in a

X0- et L
coparisge Ry bt 1 et Y B i Giontionblib EARE diatared b
N-[ 4-(4- Acetyl pi perazin-1 -yl)- benzyl] N[(S)-1
- benzyl - 2- (4- benzyl - pi per azi n-
1-yl)-2-oxo0-ethyl]-3-(4-trifluoronethyl-phenyl)-acryla
mde, N-[(S)-1 -Benzyl-2-(4-benzyl-piperazin-1
-yl)-2-oxo-ethyl]-N-[6-(4-pyrimdin-2- yl-piperazin-1
-yl)-pyridin-3-ylnmethyl]-3-(4-trifl uoronethyl-phenyl) -
acrylamde, N[(S-1
- Benzyl - 2- (4-furan-2-yl net hyl - pi perazin-1
-yl)-2-oxo-ethyl]-N(4-

ML O T 1
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pyridin-2-yl -benzyl)-3-(4-trifluoronethyl-phenyl)-acry
| am de, N-[(S)-1 -Benzyl-2-(4-benzyl-piperazin-1
WO yl0yo9oK0- et hyl ] - 3- (4-fl uor o- phenyl ) - N-(4- pRCT/IL2005/001044
di n-2-yl -benzyl)-acryl am de, N[(S)-1
- Benzyl - 2- (4- benzyl - pi perazin-1
-yl ) - 2- oxo- et hyl | - N- (4- et hyl’- benzyl ) -
3- (4-fluoro-phenyl)-acryl am de, 11[.1S
reféﬁﬁcezmlméialé 42 A9 181202220t 24) in ful length contact details 12 to two

- 2- 0X 0 6- (2- hydr oxyacet yl am no) -
C@%? HWg’?Wﬁﬁ¥ﬂ%?F5§ (4-trifluoromethyl - phenyl)-acryl
[082%] de Refdrdnée (< n&e r}ﬁade tpi ngr B zwhicl illusirites? a srmpict)contact details
-t hi azol - Sd/lmath -ethy

copshiniatiph it ypezat(vs g pechitimsE ot Hreleppd pmhodiment of the
an.s%F% ﬁ‘lgentlmi [if %% Fujlc'tlgﬁ Nt cufredtfy AVR1ANE typésPeft ddminfunications service

4- pentyl'- benzyl)

praviflés (CSRs) 4dr GG@QIWFO MI‘WI qnm‘@fesi |t(aﬁpqgmatm_afs(1®mel1ts of unique

I
cor%;p\.)m(}é{lgr}? &{ciq\wﬁ '@ F{és%feéﬁrgm 4? hég(:)ll)ectUh%oxry?y comprise a database 46 in
whixh b#l hﬁo&aﬁdnmét\ﬁ&,éh kach-tudinssi4f and rits mssigmyd cmhtypgtmatmylmmne
am de, (S) 1 -Benzyl - 2- (4-benzyl - pi perazin-1
6Q‘W¥bezg?9f det hyl ] - N[ 4- (4- et hyl pi perazin- 1
[0D. zt]) %@K&ln]lmt’ﬁnéﬂmﬁ Eér%béiﬂbﬂﬂatﬂythayﬁheﬁ&é Ineagpeydf @pmohgnication

1 -Benzyl benz I perazin
servyb@ to bugn@5@t4|4§pql mqy,(le 2PROF p b p B;efprre% embodiment of the present

W”;Emf% %‘e F)lpe%e(t%f | %bg&egf%d RS 54 a6 YduBA3 e&h unique

enzyl - pi perazin-1
CWWW&U@Mldhhmb]te Ns Ipi'uparzuldre.Ss As shown in Fig. 3, exemplary CSPs 42
pqqlsflfr}?tg)ﬁmllfmun&gnc}ng Isgnlngeosrtg gl?smeXs Mprplz?yqx&lhdeaacﬂo\éi GiLddBa, one or more

tele%ﬁ bevielp ﬂiv(d%tswgl dﬁ@fohiﬂorehﬁnﬂml phopé seevieezprowviders 42¢ and one or

- 2- 0X0- ethyI
np;mn@mtszwz@ i 143 3 (4-trifluoronethyl-phenyl)-acry
h d embodi t of the present invention, each CSP 42
[doggiwzslp gt(%xo e2 2 .feérﬁ gIrII1 % lI351Ienmet hyIp pi perazin-1

may loperete ayd maixitaim adianabase 52 and a router 54. The data m each database 52 of
|quor I

e?cé)égf’eagém)ﬂw(l qqg% E%‘Jru}fg&% Q%’L/Qd' By h¥ C"“S'p 4R M]Ilength

cor?(ic} -détaflX st@én@d"t& ehl:wyiisuﬁbm bﬁ the CSP, and the compact contact details

yl met hyl - 3- (4- trlfluorone nyI acr

SRS b St b R i € iefapdsffogment of the

prf\één?t Fxﬁtﬁ)ﬁ lcohtad? YiEthﬂ’d d@)m'dmatlon umt (CCDCU) 40 may coordinate the
nme

4-trifluoronethyl-phenyl)-acryl am
aan@bxﬁ)y o‘f cormnumcatlons nicknames for a¥51gnFIJnent 0 b)usmesse}é 44 wit CSPs 42. A

unﬁﬁin Z(}Zlmg%lag?él qlém%}:%ﬁntap ¥d 2RV H h HALIR&S 3% Whlenlit is determined by

qupayiqo; &nghbemﬂmia)wﬁiof Zhlltdatafbbmriznmahyh& phl@lmyle) hagciop been
| am de, N—I Benzyl - pi perazin-1 -yl)-2-oxo-
assewﬁmny,?mm’é?‘ﬁ%ﬂ et hyl ] - N- (4- pyri di n-

[ﬁgsm A b borambficdtioh fid mrawhm@hmingmmmm the CSP
S)-1 -Benzyl - 2-(4- benz%%ﬂplpera2|n

42\hahdlipg dheocomimmyiidatiop gy epp tﬁ&%éﬁ)}? gmtent(l}j: communication to its

h I I
gﬁ?ﬁgamﬂéf¥§§%%p enzf%éf&%&{ enzygﬁ&@%%rSZSEyl) ey
[0031) - 2Fexexampley by sHéwpGn é’hg: dxynquzmvaAN "*2879" may* be associated

W yil(rgfggrggcll%@ﬁ 2 ygﬂtﬂlrs%fﬁsls %{Bﬂﬁg % 3§ {h&é tﬁgl)(%?ofﬁce may

-yl)-2-oxo-ethyl]-N{6- [(2 hydroxyethyl)

nmet hyl - am no] - pyri di n-3-yl nmet hyl }-3-(4-trifl uoronethyl
-phenyl)-acrylamde, and N-[(S)-1

- Benzyl - 2- (4- benzyl - pi perazin-1
-yl)-2-oxo-ethyl]-3-(2-fluoro-4-
trifluoronethyl-phenyl)-N(4-pyridin-2-yl-benzyl)-acry
| am de. The conpounds of the forrmula | are useful for
the treatnent and/or prevention of the diseases
nentloned hereln espeCIaIIy mal aria. In one

e

S .y a o L, r "
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MeOH Met hanol min mnute(s) Ms Mass Spectroscopy PBS

Phosphate buffered saline prep. preparative PyBOP
w®enzosameazol e-1 -yl -oxy-tris-pyrrolidi no- phoSpDIT2006/001044

hexaf | uor ophosphat e quant. quantitative rt room

tenperature sat. saturated SK-CC02-A

2- (Di met hyl ani no) -ferrocen- 8

-yl -palladiun(l1)-chl oride D norbornyl phosphi ne
fo&&?ﬂ)&i@%er(&Iau&essanﬁ%zswsmheeaemzmtdmmfﬁces Df business 44. Such a

-yl-L/, L/, L -tetrapet hyl uropi um.t
o st b iveh PP U 0 e S ORI frent
avl‘n?a‘éfer fr& "R SRS REEs AN{NerrtalRvél {e/t;ﬁat offiGe #2anmay haveenmire sophisticated
mnutes) W ultra viol et s visi bl e General _
méthatforenllestingmupiladdiossed to: a qopruniahens NiKRENE.  Anal vt c:

R % Agzswmo leph
w@éhn?ﬁ%ﬁ‘?"é‘% c’%ﬁﬁlgc?buﬁ%’ r(ghéeg?r&g%e?tga}lml;&@ A tgo one
nuhfbls 163 foli ﬁadnmll&&%nﬁo((EANB'%@ mp tﬂenhpm cqmw 41b detects the

m./ m n. n' W/ Vs +
Soﬂéﬂ:?ao Caofa % clyng; Ao O;%E %% en t ﬁegl lo%ofopﬁ?é business
Ec%%twnh%zg#@et onitrile; B: H20O + 0. 05% ammnl um

droxi de (25% aq G adi ent ; 80% %é %%;/o B ove p alls
[omsaﬁ Cleluler pbonel P FamiesaraeY FEHIaNEmY route ¢

\ ! epfbiR! da11S OF ngRind ey ¥ a@fling to
re lvelafﬁgr%‘%{’ﬁ&%% yAﬁér%‘tmo“g +lt% 05% Et 3N. gml?enta@B e
edigingnall foseadmgi mechomising. i Ahgnauyglyalnna}ay eleleplmny ospEices groviders

.mn, 1 nk/nmin. The i ocratlc this option. Oth

g G i e Sh BBE e Sealbert iniithal @it this option. Otber
mBSahikht ! ro@tﬁ‘%CtEAN O1879 My 2l ba aﬂﬂelgi)ls alh adekin@uded in the present
coI unn 50x2 mm and a fl ow of 100 ni/m n. Exanpl e 1:

r rae WEAN priege@P invantio )
(B3, hHE ol e

mBy BEPu{e3he cgmnmnca@ommclyma@ﬁ 02879 gtosopfaat buginess 44 éy text. message

9 wer e 42
SFIBenTR pissaradi oy e s pYES @k 2 clulr elphons opeator 42,
ind@Set GaRick Prosilief 42d) &ah,roﬁtotelxt)mﬁagrg atldresseditdi qompnct gpntact access
Et OAc (400 m ). The m xture
RRETY S0 $HEOYT 0 20 et ST S B AR G B Y Raanana,
i WiHefXhd %Q:%&Eag& AbFbdretriReed B Mhsifibss 44, ok higey pmiaydaifarwarded to
er was dried over magnesiumsulfate, filtered and
ammcommcmsedommmpuﬁ%@%'é@atﬂ%“é@%sé% to give 4.375 g
6(@#’5 A (Lr kxj;t‘h 8 ehBodRBRYIfth Bf‘eﬁe%? lifVedtion, customers
>?8 mc acid tert-butyl ester.
niaSzaNStypé Ble—coﬁmﬁﬁloﬁncm,s n[clldi-dfﬂlel—"*&S’ZPZ 4ntg 4 weBbeqwsgr and[nqag)he routed

tq S%g;]\&g lsl_ 2- (béflg%g ?X %ﬁﬁ"?‘z atn%gem?ch%n §r9 may b be avalkasle through
ﬂs?b coﬁab%emasgbr)mdm oo applicashs) Netdx ok Bruel 41ﬁ(bwd) c));l of Israel. Netex
| owed t he addltlon of 4 MHCl. in d| é% bweb.co.l
nmb' t)"ansmtvecqwmwaéomgwlﬂarm? de1 1B DPEbFR L eby © bwe
w(«]:gsu\éeMOugﬁ q@\é%g&igtg@ ﬁat{ilﬁgé@f %a?&%ﬁs%&é %p%f‘ﬁhd’n@ Quﬂhﬁﬁs @u@h as the

to give 2 guant yield) of é
commndightions (ndckbane ytb - rpglparHBLsn such as the actual website address of the
-yl )-2-o0xo-ethyl]-N(4-pentyl-benzyl)-3-(4-

cpyp 3horonethyl phenyl ) -acryl am de hydrochl ori de.

[1)(53[6 ) In &Rcordbhcd l@mﬂi ?prege%ﬂt&l]elﬂnbadlﬁﬁﬁt @bthe Presgnt 3nvention, customers
N[(S Benzyl - 2- (4- benzyl - pi per

may|a mmmksmpl}gqqss(% :ﬁéﬁ lagqlress é:ﬂ]}?ﬂningat&e( QPmmumcatlons nickname
trifluoronethyl-phenyl)-acrylam de hydrochloride (2 g,
5.55 mmol) was dissolved in nethanol (50 m ), '

foll owed by the addition of triethylam ne (0.562 g,

5.55 nmmol ) and 4-n-pentyl benzal dehyde ( 1 .076 g, 6.1

O mmol ). The m xture was heated to reflux for 5 h,

cooled to rt and sodi um borohydride (0.6 g, 15.8 mmol)

was added in several portions over a period of 60 mn.
Stirring at rt was continued for 12 h, followed by the
addltlon of mater (2 n1 ) The n1xture was

o T e 1

o N a



10

Step 4 :
2-{(4-pentyl -benzyl)-[3-(4-trifluoronethyl-phenyl)-acr
w byh3eoadi no} - (S) - 3- phenyl propi oni c acid (50 POI/IIQ0EAH1044
mol ) was di ssolved in acetonitrile ( 1 .0 m), TBTU
(37 ng, 0.1 15 mmol ), DI PEA (37 ng, 0.29 mmol) and
1-fornyl pi perazine ( 1 2.23ﬁb, 0.1 05 nmmol ) was added
and the mxture was stirred for 16 h at rt, filtered .
ofdbmsiness #é. tAs sheyuy infHig 2, by emaibaddrespfor bugingss b may inglde,p domain

N-[(.S):1 -benzyl -2-(4-fq | pj N~ .
naig 5257 S0 Faep 40 e eyfhRaags iskhare, Emails addrosscd o
"R csP.BGRY Inhy béforyhrded biethe k&vévBecetvibgthdse efndilsorg different email
M+H] + = 620. 50.. Exanpl e : . . .
aciesy desismrie by Doyt T 18§ Ba4ta P EFRRERYIT SRS g each
| dg A50 DPssdcRhedSw N ROYIih@éa80h GicRedntt, (DtheBorwBrd(iSemail
bl}r%?%?%hmlg?%?;ssg%%%d in acetonitrile ( 1 .0 nm), TBTU
add8:gs fogbusiness 46 nmol ), DI PEA (37 ng, 0.29 nmol) and
et Pi per.azi - . in
o7 R GRARTAT cif Gt pivelool ISR AR Getheren
manl ndiditiestiony, subktititiond, dhangesepnd MRIGlaG will sowdcpty tofthose of
N[(S)-1.-benzyl-2-(4-nethyl pi perazi n: .1 .
ordippany_ skill, i, the; Pﬁfﬂ i -‘N(tt‘%g%‘?n ¥‘{/ pe B‘@ﬂ%?i‘?‘}d- iat the, apperded claims are
inkdbMLa RNERY Mt s@Er Mbdifitatens hid- MfEngds Rs Fall wikBinniha truf Mejpicl} of the
= 606.38. Exanples 9 to 11 were prepared according to
invergiopr ocedur es descri bed for the preparation of
Exanples 7 to 8 : Exanple 9 620.55 Exanple 10 636. 48
Exanpl e 11 Exanple 12 : Step 1:
2-{(4-pentyl -benzyl)-[3-(4-trifluoronethyl-phenyl)-acr
yl oyl ]-am no}- (S)-3-phenyl propionic acid ( 1 .5 g,
2.86 mol) and TBTU ( 1 . 1 g, 3.43 mol) was
di ssol ved inacetonitrile (30 M _) and DOPEA ( 1 .5
m _, 8.6 nmol) and stirred at rt for 5 mn, followed
by the addition of Fnoc-piperazine hydrobromde ( 1
.22 g, 3.1 5 mol). The reaction m xture was stirred
at rt for 16 h and concentrated under reduced
pressure. The residue was dissolved in EtOQAc ( 150 ni)
and washed with brine ( 100 m), dried over nagnesium
sul fate, filtered and concentrated under reduced
pressure. The crude product was purified by colum
chromat ography (silicagel, EtOAc / heptane = 3/ 7) to
give 1.75 g (75% of 4-(2-{(4-pentyl-benzyl)-[3-(4-
trifluoronethyl-phenyl)-acryloyl]-amno}-(S)-3-phenyl -
propi onyl ) - pi perazi ne-1 - carboxylic acid
9H fl uoren-9-yl methyl ester. LCMs: tR = 1.25 min;
[MtH + = 8 14.5. Step 2 : ,
4- (2-{(4-pentyl -benzyl)-[3-(4-trifluoronethyl-phenyl)-
acryl oyl ]-am no}-(S)-3-phenyl propi onyl ) - piperazine-1
-carboxylic acid 9H fluoren-9-yl nethyl ester ( 1 .75
g, 2.1 5 nmmol) was dissolved in DM (47.5 m _) and
piperidine (2.5 mM _) was added. Stirring was conti nued
at rt for 30 mn. EtOAc ( 150 m ) was added and the
m xture was washed with water (2 x 150 ml ). The
organi c |layer was dried over magnesium sul fate,
filtered and concentrated in vacuo. The residue was
purified by colum chromatography (silicagel, MOH/
DCM =11/ 99) to give 1.05 g (82.5 %9 of N ((9S)-
1- Benzyl - 2- oxo0- 2- pi perazin-1
-yl -ethyl)-N(4-pentyl -benzyl)-3-(4-trifluoronethyl phe
nyl)- acrylamde. LCGMs: tR =0.97 mn; [MH + = 592.1
9. Step 3 :N-((S)-1 -Benzyl -2-o0xo0-2-pi perazin-1
-yl -ethyl)-N(4-pentyl -benzyl)-3-(4-
trifluoronethyl-phenyl)-acrylamde (50 ng, 0.084 mol)
was di ssolved in acetonitrile ( 1 m_) and
pyri di ne- 2- car bal dehyde ( 10 ng, 0.092 mmol) and
sodi um tri acet oxyborohydride (26.7 nmg, 0.1 26 nmol)
was added. The mixture was stirred at rt for 16 h,

a o, Nt O~~~ 1 o
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In an inert atnosphere,
trans-4-(trifluoronethyl)cinnamc acid (34 ng, 0.1 56
wonop3aas di ssolved in DCM (3 m _) and PCT/IL2005/001044
1-chloro-N, N, 2-tri net hyl propenyl am ne (24 ng, 0.1 82
mol ) was added at rt. The reaction m xture was
stirred for 30 nmin fol | owedl®y the addition of
1- (4-benzyl -piperazin-1 -yl)-2-[(1
H i ndol - 5- ylnethyl) am noCLABYIS3- phenyl - propan-1 -one
Stirring was continued at rt for
Ué3ﬂ n%“@ngﬁWW@gyn ver e evapor at ed under reduced
1. Bfbé So lgﬁe resi due was dlrectly purlfled by
prep. HPLC to give 33 ng (39 .% %é)i
" bssnoiglinga emnmemzwomwéma@? with blg?}“fs b435- with g pripjing types
[)-3-(4-trifluoronethyl-phenyl)-
°#8Ft°1“g4"°g"’x'k‘f‘%r“% tR=0.96 mn [M H+ = 651
24 Exanpl e 48: LC—NB LCGMs: tR=0.75tR = 0. 89

= 5 Vi = 739 71 The conpound of
%ﬂ@dﬁc@?gﬁ?‘géﬁ}%—%’dc@ Mg to the procedures o
d@&ﬁ{nkg Rach E@thmbMeativhepasAd Ibﬁ:ﬁn@ﬁ uﬁumpéchusiﬂg sai¢ pbramunigation
I ndol e- 5- car boxal dehyde in st

nigknpmg; ip aew@m%%b AZQNERRLERen %ﬁ%?ﬁrﬂ?{‘@b%‘s%?‘é‘bed yith said type of
ngé&&ﬁ R the procedures described above for the
uctive an1nat|on step, 2- amno-1
- (4-benzyl - pi perazin-1 -yl)-(S)-3-phenyl -propan-1 -one

sk oudfiasroniig B Qi R GRBHSREC 1Nt O

- Vb ez?ch(t?p& b Qﬁﬂoﬁ&nmﬂuﬁmlmbﬂ,( Ei)v-lr&- aroepyét- qontaptadetdil which
-one (.1 .56 g, 99 ¢ LC- MS tﬁ ? n, [MH + =
inghgessaid comyrapication pic il "Faéortpr?é“oﬁr C&Uur es
descri bed above for the acylation with 1-chloro-N, N, 2-
trimet hyl propenyl am ne as the actlvatlon reagent,
41Tbe4nbé1nd yubcopthg taelaim 1 angwhggmr( gaid types of communication comprise
Ctll %)r( QEHun: lrggglﬁ%lgé] Qjﬂﬁféyslagé){eﬁﬁé’ertSMS')oiﬁﬁnfet dnd ehhil.
gt é@ was ¢ Into
-benzyl 2- (4 benzyl plpera2|n 1
x0- et hyl ] - N- (4-chl orobenzyl) -
53A(*He ? $9RBISB¥et hyl - phenyl ) -acrylanide ( 1 .63 g, 79
N prodiliin}/B:bubifess WlthOBuhified cédbhirdlications ferfibey for St pesof:customer
1-(4-Benzyl - pi perazin-1
comnjnigat{os; or o- benzyl am no) - ( S) - 3- phenyl - propan- 1
one (83 d Wi &4 fYS5a1dAR8inBB issued
.'E%ppg}%oﬁg} ifict ColnrfiiiKations' RN edkh G e 00
bigtoli cbnm@adommweptoviderd pbsashleus{ne®. nl.) and degassed
for 5 mn with N2-gas. Stirring at rt was conti nued
for 30 mn. The reaction m xture was heated to 80 C
ANthe RtHe@ALeofdif Bt dMin LandGdmprising: di ssol ved in di oxane
(5 nL) was added via syringe. The xt ure was heat to the
t orouting eomppnigations addreesyd 493l poifip CPBH“}%E"’SWW e—er °
cBmatfchtios extract ed
a@ﬁ’gﬁ’%ﬁ%‘ édd)f(‘@%g%a %@Tﬁ?iﬁned organi c | ayers
wer e dried over nagne5|un1sulfate filtered and _
cent.rated i.n Th i
oy P GRUA PO S Hh Ay Sl E P bR Lo o, b i
vhidue 1 salPo@inés. 246 ny (26 % of N [(9)-I
- benzyl - 2- (4- benzyl - pi perazin-1
-yl)-2-oxo-ethyl]-N(4-chl oro-benzyl)-3-(4-
trifluoronethyl-phenyl)-acrylamde. LGMS: tR = 0.98
mn; [MH + = 772.71 . Exanples 50 to 56 were
prepared according to the procedures described for the
preparati on of Exanple 49: Exanpl e 50: Exanple 5 1:
Exanpl e 52: Exanpl e 53: Exanpl e 54: Exanpl e 55: Exanpl e
56: Exanples 57 to 64 were prepared according to the
procedures descri bed above for the preparation of
Exanpl e 1 by repl aci ng Boc-L-phenyl al ani ne by the
respectlve Boc L an1noaC|d except for Exanple 6 1
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each address for the business issued by the
commruni cati on service providers of the business.
wQ 2018369Addi ti onal |y, in accordance with a prefErIeas/001044
enbodi nent of the present invention, the nmethod may
i ncl ude routing conmunications addressed to the
uni fi ed communi cati ons numbdl to the appropriate the
address as a function of the type of conmnunication. _
8. [ 1048 IAdthddbaceondang, toj alaimc andiwhereinygaidntypesff sogmpuggpation. comprise

L

[0020] Further, in accordance with a preferred
enbodi nent of the present invent#onVithe t gg,of

9. Jhameriod acandingrin climc) gV heEs saiq BEOVIdng CORRERS: nhobi | e
t gligR (niFRS SQERuMBIHhS RurkM) , | nternet and
e%g%%ggﬁéﬁg%?gginally, in accordance with a preferred "
e whrdfomigwitlo fach Weldmommcanmwwf‘owwéﬁéhﬁr%\?i PR ied

i ncl ude sel ectin : JHith i &emxyni cati ons
“ﬁﬂﬁﬂggfOEHHF@FHP%Q?W%%ﬁagggﬁx%he cgﬁﬂﬂnfcation service
PhOME Betput Sfakidt doafitneing ar tawey mappihg exld covied cpwEuhigHiPNs number

nunber 1 s not being used.by any other busin '
bafyeer iSRS Hif oM BRI RSt PARCS ARarT Bfififbuttes by
sdid Gl ORISR s@Pile bRRIdERMUNI cation access nunbers

assigned to the business by the comrunication service
provi ders. DETAI LED DESCI UPTI ON OF THE | NVENTI ON [ 0022]
In the follow ng detail ed description, numerous
specific details are set forth in order to provide a
t hor ough understandi ng of the invention. However, it
will be understood by those skilled in the art that
the present invention may be practiced w thout these
specific details. In other instances, well-known

net hods, procedures, and conponents have not been
described in detail so as not to obscure the present

i nvention. [0023] Applicant has realized that the

i nconveni ence caused by an overabundance of contact
details may be overcone by taking advantage of the
means by whi ch nodern communi cati ons may be routed
from one communi cati ons access nunber to anot her

t hrough central routing equi pnent and forwarding
services. [0024] Fig. 2, reference to which is now
made, depicts a business card 30, which includes
conpact contact details 32 which may, in accordance
wth a preferred enbodi nent of the present invention,
replace the full-length contact details 12 provi ded on
prior art business card 10, while not detracting from
the full range of comrunication versatility provided
by full-length contact details 12. Conpact contact
details 32 may all contain as their single or chief
conponent a "communi cations ni ckname" uni quely

associ ated wi th one business. For exanple, the

comruni cations ni cknanme for Busy Business Inc. may be
"*2879". [0025] As shown in Fig. 2, in accordance with
a preferred enbodi nent of the present invention, one
sinmple, short and generally easily remenbered nunber
such as "*2879" may be substituted for nearly all of
the disparate and |l engthy contact details of a

busi ness. In the exanple shown in Fig. 2, the single
contact detail "*2879" replaces the mailing address,
phone nunber, fax nunber, text nessage nunber and
websi te address of Busy Business, Inc. In accordance
with a preferred enbodi nent of the present invention,
sonme contact details, such as email address 36 shown
in Fig. 2, may have a prefix or suffix appended to the
comuni cations nicknane. In the case of conpact
contact details having prefixes or suffixes appended
to the communi cations nicknane, it will be appreciated

I e " L T I



