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Enzyme Inhibitors This invention relates to conmpounds

whi ch inhibit nenbers of the histone deacetyl ase
wo 2061130303 enzynes and to their use in the trertTeBR006/001642

cell proliferative diseases, including cancers,

pol ygl ut am ne di seases, for exanple Huntingdon

di sease, neurodegenerative di seases for exanple

Al zhei nmer di sease, autoi mmune di sease for exanpl e

rheumatoid arthritis and organ transpl ant rejection,

di abeMETHGRS AND ISYSTEMSHICRRESHIION UGUORDINX TION

di sease, cardiovascul ar di sease, atherosclerosis, and

the inflammtory sequel ae of infection. Background to

t he Ig

i 5 D L BN R oL A hlig FAALG AR B posiion
ofrmaiunﬂaeobf mes af thewystppe dnd medmds.r dMord spevifc lanthe poésent invention

wo each of tong

t
reliship Al e e B RO e oA RTcAtom R & wser of the
po@ftﬁgﬁrﬁdarﬁtﬁéfcﬁééf Sthefeb§ Wa&ﬁ%ﬁl@ thé Q)@SOI'HQI&B@H Rgi donfekghice of the

order to al OM/transcrlptlon of the associ ated genes.
pofitmns of thpttwomaérsr equl ation is key to differentiation,
proliferation and apoptosis, and is, therefore,
tightly controlled. Control of the changes in
chr ormé invesfidiEhdl Hplisftbn18RER nBinbbl GMeefdridl i@ MhidhSit is necessary
nedi at ed by coval ent nodifications to histones, nopst
orrdssiadhily forF Uigse ofat Wsteith i identifystheppasgioanef other users of the system.
Oof,
MRk S| WDphldilon TP s odTEL B sBbdiE i iy AGBLUEAG kbl for the
pdsftloamoﬁ Qsaas bﬁs sqstemetn 2pedripe aldng sweld seenedo,( whick wiitlvbeodtilised for

the covalent nodjficatio f hi.stones their role
the DYPARE Pl (EFBIRA @ e Shrovio e o Tt ine gaption, is the
converg bt (NERYERES A an3 orB 03 thSfecking N5t a?'pﬁsseMgé‘rg?gr example,
Nat Gre 389, 349-352; WITffé AP 1996 Science 27
ar@Ving @7 2y aisvadt Wadpe®gn desighateigo zoltecs term Booxthe mrB@JJt 22,
128- 132 for reviews of histone acetylation and
transcription). Acetylation of histones is associated
W t hAepreast,oft aeBoaNBibEs thB@lobal tetprange mhghddRRlinking two people
active, whereas nucl eosonmes with | ow acetyl| ation
whedenet leog, one aogher i extremehs hit PR Péstallf SF%FP%W? perspp meeting the
pa@&%%&] QL' 82 il ﬁrrﬂzfmg htslrhgré ott o BORA ﬁéﬂdegnﬁ&l bBrinted note or
enz ‘Cl asses o opposI ng ac Ivities; histone
s1gc'fnt arl dtnamsireamee s thdAbpy tlean dhd‘ﬂr&t/mgqaadmgext wyilbsesind recognise it

In transforned, cell eved .t hat
in\a A BRh Ao SE R o er g St ts et pENvals Hale o apege are often
crhrded RRYY e%ﬂwe%ﬁﬁ@ to ARIRE v palsdn@¥iseWhle fbSters can often spend

potential” roles of "HDACs in tunorigenesis see Gay SG
thartyto Bistty BEn@O9 or ©enrupiblsevdsal hoursi@aiting $yr a passetger by gome through

R T RN TN T e—

a\ﬁéﬁﬁﬁlélt@ tﬁl@%&ufgeﬁl@étbtsn §id hriolfcdnivhitd)istices Bfid SRR iessage system
cell proliferation, induction of apoptosis and

(SMP)oesspess. 19F exampar is dvestadh 1 rousinelineneompassesanfasmatier only about

%l AR ARG B L e g v e

lupgape rédigibpment i ¢ potential in the treatnent of
proliferative di seases such as cancer (Kraner, CH et
aI 2001 Trends Endocrinol 12, 294-300, Vigushin DM and

add ﬁgﬁ%n o e &g’er Slﬁﬁ{ gagl?@% A’?éésg&ts ?{g%gg%lglﬂif’%ﬁ Phﬁgg%rs arriving at an

aifok, \tmttlye presbitséxangle catéoy | at ionderi to Mamiﬁycthb gubrson tbeting them, a
fol |l ow ng, di seases and di sorders; poiygl utan ne

PATFIBSIL 8OO0, E5aHp %62 1 PHAGHIGh CAMPARY dogas Gifes ThiS can ofien be
2002 Curr Biol 12, R141-R143; MCanpbell A et al 2001
Proc Soc Nat | Acad Sci 98, 15179-15184; Hockly E et al
2003 Proc Soc Natl Acad Sci 100, 2041-2046), other
neur odegener ati ve di seases, for exanple Al zheinmer
dlsease (anpen B and Brlon JP 1996 J hburopathol Exp

A N N\ T T
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cancer cell proliferation, polyglutam ne diseases for
exanpl e Hunti ngdon di sease, neurogdeenerative di seases

wo e0ocaxsopl e Al zhei mer di sease, autoi mune di SPEEEBR@6/001642

exanpl e rheumatoid arthritis, and organ transpl ant
rej ection, diabetes, haematol ogi cal disorders,
i nfection (including but not I'lmted to protozoal and

d d
PR 14 TS L 98 PR CREAL PTG g con e bt

wiritien) tooesthalbior ponmndas irconetthadné. onviéleevdr! ealviln pasbngers do not

he forego ng ase types, which conprises.
0?]19 E ahdpeer astigr-erYastpus Rogsibilisienee the passenger’s

n%g ecﬁE g%{ ablgévégg b gfanf"n&ﬁgpaoéfﬁﬂt md Qr! &nﬂahg ABme or a host name.

def’i ne term “ester" of "ester

Fudhdmoye, 1grmmpr ampatss eape@radﬂgrpthma) redtrictith ol wRARings areas, the

t he grou racterjsing the ester, notio |y derived
b e bR e o brey? Kpov| e Breamhcten WAl b will they be inside

or §SiSthe teioivhl buiaglp@i N @ and b are integers refers to

a straight or branched chain alkyl radical having from

ato b carbon atons. Thus when a is 1 and b is 6, for
exa rm i.ncl udes th et h p

s o Pificr B0t T ' ACea S I8 Y Dol armifyRd AP aiport or other

suchpiecdtivh. amd pﬁrd@ﬁﬂ%blgnzﬂsd us@eetBéRicAn bBeatk Shlthe wrong place or may
“di val ent (Ca-Cb)al kyl ene radical " wherein a and b are

have: gete ayat W@S@we%o%@%béw&pwmm%@ram@w forehityin something to eat

ob A0 AAPELR s 0, LTS 0, 0 UER LS e i

pakenrger and véiect ﬁleaamvmgt;mgmngelf ddearmt kaow whe @ ghll iDkespect of the
br anch d chai n al kenyl noiety having froma to b
ﬂEﬁWﬁBﬁ Stoms having at | east one doubl e bond of either
E or Z stereochem stry where applicable. The term
i ncludes, for exanple, vinyl, allyl, 1- and 2-butenyl
and QWMIW@I@ rgperylor ofkerusish loeatising dcheot eflaw people meeting

%sg%ﬂ% v/aﬁa qil)e %}Ag%ﬁ"a? e H& %lag%ln%er C%%§H§ tp%r%elvegt outside the

on chain faving TFom
a1h1ﬁﬁ8bu1<]1hﬁg defobd meb%dlse&hﬁ ﬂh@@etsﬂﬁ ahédiing aletdak S0E ﬁﬁ:re They can
her ei_n ﬁ al kynyl " wherein a and
S‘B’S%&@n hids Ferushed BY et &@Fﬁaﬂ%’e tréqiﬁaﬁ QT éwllﬁymhpéa etc. Finally,
whBRl fheftY i DGREP IR0 ﬁ@rc‘f@%&ﬁ% LE oM Pherd ? EARPA different
atons and having in addition one trlple nf. hi &

direstionsvouwtiichrag! andmngqxaswngerphey exdt, hiy/isydasy fo siptpbypyotydee the person

1l- a 2-bu neth I-2 propynyl, 2-pentynyl,
d%55‘?[513ﬂ€t%);ﬂ§}?ee %‘E‘F{fws - hexynyl ,  3- hexynyl ,
4 hexynyl and 5-hexynyl . As used herein the term
"dival ent (Ca-Cb)al kynyl ene radical"” wherein a and b
ar e The prgaend inventipw seelss 4o addregseame onyehre of thsse prsfddnes by providing
and at, | east

o BBEPR ARG B B B g B b e of s,

S}rs&he t@mpsifg aDRAst, onbiuseOlerthinkl; WE ldast drtthebile BAMmASicHRons device,
to 16 r|ng atons, all of which are carbon, and
al}dnélllfél‘@%r afgAneehing éifc oAty pne Aser seaingk ead rihe ré least rane mobile

I
SSHRHESL Y ] Sl WM IGHE g SRHERNER, s, e

rebnuinlgddsntlﬁcanomxﬁonhmoncﬁrcﬂn@pﬁmnyﬂser ¢y detehtiingl a second user who is
and cyclooctyl

cIo entyl, cl ohex cycl ohepty
reg tﬁéL% ?Y?{?rﬂ do eilﬁ‘cv?&éhq %{IES& YsFeiti toaRQHify 3 mobHe cpmpmications
démoassoé?éted it the SEHEHECAR NS "’Eﬁé}?i?}? h6tify A 58'second user
i ncl udes radi cal's having two nmondc
ofctac Hostyedei’s pasidioatand iiamhi:p&tmg/rme%ngrcff tﬁe rreotusyrsl | Thedsers may be

Bl b el i TR AL

unqualified term"heteroaryl"” refers to a nono-, bi-
or tri-cyclic aromatic radical containing one or nore
het eroatons selected fromsS, N and O and includes
radi cal s having two such nonocyclic rings, or one such
nonocycllc r|ng and one nonocycllc aryl ring, which

g, o S g
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Transcriptional regulation is key to differentiation,
proliferation and apoptosis, and is, therefore,
wo e@atikogotontrol | ed. Control of the changes i nPCT/GB2006/001642
chromatin structure (and hence of transcription) is
medi at ed by coval ent nodificat;i ons to hi stones, nost
notably of the Ntermnal tails. Coval ent nodifications
(for exanple nethyl ation, acetylation, phosphorylation
and ubi quitination) of the side chains of am no acids
are Brefymbly| tiel dyytemeidchitiedmedny ﬁ)‘tisﬁiﬂn@flnfdi?mm@ﬂ asebiated with one
nodi fi cat|ons of  hisfones d their r
Of PRFRsRCPI PrsResisty ‘é’tmﬁ?{afgéfrﬂs%» sy SP‘FP@éPS@Ié#S idgntified by the
ety %38*%2%%35%&9 SPGB ARG BroBlydfi brovided by the
g7 1useF 2yitlariiatassecipidewithl tE9 9egistered dsecBad alsers. SAVIoR2 preferably,

QB GPn sBithf oo Bs R Ay Mo paodh efiran gt match, or if the
cGiBpdrieh ¥l @ONhae nlatdhAB RS s W b&Ed BpuR BeeRet dentified as

key regulators of the mtotic cell division process
(Bi schof f and Pl ovvman 1999 Trends Cell Biol 9,

454- QNE der.e n_cance

ot he?g‘g MYS’p{rflg P eatt a éerofe%%l.?\%é%" @%rahbalnf( Q? bﬂaefﬁggnumca“ons
dMid:esQahle Thebile2 corﬁ&&nﬁ:ﬁﬁ()ns b cdsh lw@@m{mﬁé)&faﬁk Obeihdirsleasable upon

identified so far are referred to as Aurora-A,
ldﬁa m{%‘f%loe ahntheaysep tepminal - ph A aecandaieyot Aleralively, the system further
||

oAl o Bk KR5GS i B diRE s A Rt i DR jcaliby 1A the at least
oficauesr Jemdinall tlesmebilecomdiumipatibst devécdsd3within the bank being releasable

o R B sl PR Gl | Bt T et thsobisk of mobil

cdﬁlﬁlhnﬁh!tﬁ&{sade%&ﬁl M8y iRGdd adudPinBiRQ ahe SRENMt6rface enabling the
formation in a nunber of systenms (G ef and Prigent,

idenycation of |a|usgcr|eq1;m[1ng 350qbi murmh@y)nr@y@ebéédltlonally, the mobile

f r t

o fRIhichiEE FRiOR R NE B araclihe ™ on BE BRI B HERBE o charger
oferitivedo baﬁ)ar@hmebﬂe b@n@%ﬁfc&ﬁ@fs&&ﬁﬁ‘ﬁs.l n a nunber of

human cancers and their overexpression in cells in

vitro leads to transformation, centrosone

abno f

anmey TRty e Btk SARHREL @bl ECH eviRs RghndsPBltgns to sense the
refraveobrmobit commuickiens deviveyarsl t rselasptitw(aplacemm Midre preferably,

CrE B o BT0E P RGP 0 1008 ca Ty o R 894 golor  data port

repd&not e t unour devel opnent by pr OVI d| ng growt h
advant age orby inducing genetic instability and that
Aurora Kinase inhibition should have therapeutic

por o pldafar ik Apg, S EhuRC B At o896 retcased fom
thi Ulnk cbdsed ngponeh alegrdecoPeharige. K Predggbliyn gbntrwtﬁicm the mobile
their, pr epar ation: WO 02/00649, WO 2004/000833
cqmapBisAton dgYice 49 APEsETS 20 Tt 2gbutions ideht, seush and/en to dlsplay
2 9
o2 BRAL 08032 ORI 0 L s il
thgedsphly dieingc toperitive etrpl disglay Wiets eitiat Qis SrapShditted to the mobile

cl opropyl) or = groyp Ra
IS el 6F (6% B! | Mirackseferehly fhes e pl b gommunications
{ I R j .

e R T A A TADrR llofition.

heteroaromatic ring, L 1 is a linker radical, usually

contai ni ng nitrogen and carbonyl, and ring B is an

optional (r = 0 or 1) aronmatic or heteroaromatic ring.

The -WA-L 1-(B)r-H can be thought of as the side

chain of the quinoline/quinazoline ring system and it

i s the quinoline/quinazoline plus side chain which

plays the major role in binding to the Aurora ki nase

enzyne. The substltuent Rb appear s to be orlented away

-
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aromatic radical, and includes radicals having two
nmonocycl i c carbocyclic aromatic ringswhich are
wal2ooearddys | i nked by a coval ent bond. 111 ustrat POUEGBR006/001642
such radi cals are phenyl, biphenyl and napthyl. As
used herein the unqual ified term"heteroaryl™ refers
to a nono-, - or tri-cyclic aromatic radical
cont g g éﬂgfef}@@ eRMboRhht NRE ‘?ﬁ&ﬁite%rﬁﬁh@a&foﬁg deVRBReudds an alarm
and G I ncl udes radi cal aving two suc
nreolaniyne [that emiitsgs wanring whess tehdevieeocyeeédsca plredgteamhed) tdéstance from

nonocycl i.c .aryl ri.ng, ich are_directl i.nked by
ot SRt Tl PR b eBP oGt e o cagninications device
1dchicﬁﬁ)éhaal£iﬁf‘ﬁie€hﬁﬁ§fh théftlb?ﬂ’i{s’ a %ﬁﬁﬁ%‘ Fotlen fplﬂie[r%le Ydvel of the device’s
i m dazol yl , benzi m dazol hi azo , benzthiazoly
bﬂtéﬁml maltsZosilgw a Méd@ﬁlmltlm ézdl yli’refqmghlaztbb ymobll@)«a)zruhgmcatlons device
benz

1nc g)é)g;g):rxﬁmre 1 aélalgﬁ); playbeéh% k\/flpég 8109/ ey plflﬁ? % M?ge to a radio

bﬁ?&&éﬁs&z Mdﬂ: prefrabld] el moﬁlﬁddﬂx@ﬁhﬁw&tlonﬁ)ﬂ%{/ﬁb %’a@%ﬂ)phed to it a unique
(% yrazinyl, triazinyl, indol yI and i ndazol yI used
8

fifipatiopne unqual ified ter m " het er ocycl yl" or
"heterocyclic" includes "heteroaryl™ as defined above,
and in its non-aromatic nmeaning relates to a nono-,
bi - ©x ahetherc prdfércedn emaodinehi, motifidattal iscoiat Aichisad l@cipe transmission

or nor._e roat.qns. sel ec romS, N and O, and
Sl et oa AT, seleched [1om, S, N A1d 0212 19 4t tast one

uSRWEBLRAING BRfcBE] IRLE 26164 JAELRECRERIE!. V‘Mo‘?@ fe?erably, notification
coval ently |inked to another such radi cal P

uiikiees cYareless Fadabice WWIFD, (Ada dgh Hrequesty 6(UH,@ é/fery Uigh Frequency
lyl, furanyl, thienyl, piperidinyl,

Cvgghazo y%mﬁ5gé%8? I soxazol yl, thiazolyl,

t hi adi azol yl , pyrazolyl pyridinyl, pyrrolidinyl,

pyrimdinyl, norp oI|nyI plpera2|nyl i ndol yl ,

mor pﬁbﬁtiﬂhﬂlo hgrep,‘rffqyyegrpym odyysrgnghe UseE mmﬂl ymcludes a user interface.

I yi.e n

T e i S TR W erfoce, | Mogs BieEbLy the wser
tednimes ;chides n wersleesfpedeficed in the context in mhlch it -
occurs, the term"substituted" as applied to any

noi ety herein neans substituted with up to four

conpgd b%tﬁeﬁﬁ&%ﬂéduﬁﬁﬁ&ilmﬁﬁc %@ﬁs%bﬁﬁnhlnﬁeﬁemﬁhhﬁéatmn with a

be, for example, (CrC 6jalkyl, (CL-CsJalkOXy,

may
cqrgtml angduldyilr o%9quCs @g)vgne Ketwonirer B,t@fﬁrably,( me at least one user terminal

R b1t RIS r Be bt s M0 Bty SafPE s the comeo

géneté(tioln&)f(th@hBar t€ifinal; 4440 cofiélfnddule fHRAes nifBRfdT monitoring the
- SQZ NH2, CO\lHR A, -SQ2NHRA, - CONRARB,

Opfsmkm and/qeginforeren. - RIREREDLY> Bisoneer, termaa\HRelades means for

e ——

profddiOONER coditrod Gt e BincluleiCONRNARBr ampdativiy AGROMAtARB  Still more
n.RA and RB are independently a (Cr C6)al kyl
P“(Vé% @G)thﬁﬂq%%f%ﬁp atr @’ﬁ;ﬁ Stgn 1HBRTeyYe ﬁocunﬁiézee% S%fiﬂuraﬁon of the
YR BB Dborffighlp st 108t GRAidPRAiY DGl k0 F0breferaply, the at
be one of the foregoli ng substituent groups. seé
lehﬁrmmusdretennnm 'is abnfigired [fadwdl tes eorabdi hoduie raearﬂ for updating
addi. t i 1on and quaternary salts. Conpounds of the

P§ Yon which are acidic can formsalts, including
pharmaceutical ly acceptable salts, with bases such as

al kal i netal hydroxides, £§ sodi um and pot assi um
hydr Gké @eesentalmmtmealsaptqw taainethodr ok cateslimtipg the position of a

mBE:ﬂ%eés ahfum a Oan"g P@%#\%gyy%{?ﬂ‘g: q%?ﬂsgmsmg eoSrtgf)isnioP receiving

tri s(hydr oxyrret hyI ) am no- et hane, L-arginine,
L-1ysine, N-ethyl piperidine, dibenzylam ne and the
i ke. Those conpounds (I) which are basic can form
salts, including pharnaceutically acceptable salts

wi th inorganic acids e.g. mnth hydrohallc aC|ds such
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sonme cases pick up additional binding interactions

wth the enzyne at the top of, or adjacent to, the
woreaoal1203eh- cont ai ni ng pocket, thereby enhanci nBCT/GB2006/001642

bi nding. Wth the foregoing general observations in

m nd, taking the variables making up the radical -

L1-Y1-[CH2] z-jn turn: z nmay be O or 1, so that a

ne_radj.cal

1dn1§t§1h cbétlg L &glt& %‘@\?\%r\lie rf r&k Feqst o%e SQ? el{d‘ra% T, % 1) l{éa Hl%lbgg lé!)l%ﬁlumcatlons
de@‘iﬂm@ uhel Sed@fld tuler, I.reﬂiéﬁfhﬁg Qiént‘iﬁd:&oﬁ inYd uﬁmytelbm;nalf 6ff the system, of at

exanpl e, - R 3- , - =0) -
legt ope ﬂ@taser %@F éyﬁerms degenﬁya% ge R{‘%PS% 5%%%14 wecond user who is

nSHERuES, andHAGR

regr %?éedr ‘?Ve% %geug Eggts?allg é‘[g}éﬁ'ggsu nas’ %I} e’ gﬂén#{lbg’ﬂe cpmunications
device-ifsued asihe detarininedisecond user, Oia d metendy, heat tlsafinst ases had identified

co unsofthel ention Yl is a bond. In e , .
(BT & (g psergly BRSNS | BS fggiafiers position
arfl ﬁ&ﬁfhttlné_l&ﬁlé‘éhﬂg 8f thettwd users CH CH2- , - CH2CH2CH2-

, - CH2CH2 CH2- ,-CH= CH, -CH=CHCH 2- , -CH 2CH=CH,

CH2CH=CHCH2- , -C=C-, -C=CCH 2- , CH2C=C, and

i ncﬁ?fd@ E{ﬁﬁ%d}?l Pgﬁﬁ é%q% | {02 offz‘tlj/él\lzs\l%é)_%{] user 1s rece1ved in the user

terrdd CHAVMGRH( ek ve enﬁﬂdﬁﬂgﬁ}r@gﬁenuﬁcaﬁbh %‘ﬂ@i‘&@b@%ﬁﬁ?ﬁ is received in
and - \WCH 2CH2- where Wis -O, -S-, -NH, -N(CH 3

a gpnk giHmebilp KpropunEREien) dvices that iy PPWWWHM?JB’@“ d'with the user
eﬁhE%Land Al k2 include dival ent cycl opropyl,
ycl opentyl and cycl ohexyl radicals. At present it is
preferred that Al k1l and Al k2 radi cal s, V\,hen present

are ele
And DR Re e BRI of i b e it idehd B BHATH optionally, a
sécﬁfi'ﬂy%li@ "I‘H% 1&ént1ﬂ@ﬁ§c5h B the s&ontl R€er'A4Y 186 idchudR an indication of user
hydrocarbon chain (optionally substituted and perhaps
tybe\a wegr sameohefirst usar ead.ptionallya mispeirity nidege) .
Presently it is preferred that there be no optional
substituents in L1. Wien both mand p are 0, L1 is a
di vaireatpréfeied efibobingdit| paymeaat hotpeikatibnols ﬂ&qﬁ@mlcﬁ@ini the second
radi cal mnth 5 - 13 ring atoms (optlonal
useg BRq ist igeeitiyd PYwER the issianceaithgmab éﬁ@?maﬁ@wlom deidcsy
is 1, L1 is a divalent radical including a hydrocarbon
chain or chains and a nono- or bicyclic carbocyclic or
het elnoaryathdrcermbaatiiment, whe bleeBnd u&& 1si degeratiners by the performance of a

9&9&%? A al" h‘y é‘frufglfstg%t{s ld%eﬁrd rlﬁv,%f 1?&1{{?;%%%%%}%5 iwitthoarll registered
sée¥fd Qﬁ%‘ta\ﬁh thé &n&ﬂ@lc@ﬁ@%caﬁ@% B&ice OF tife $HRBRE uséis notified upon
bi - cycl i'c heterocyclicl radical having 5 tol3 ring

1<mtmm matchy cweﬁesahiy,plé 3 ity fis nej ci@mnm/the sterdef proyiding the first

t.hi [ ol r.adi
B @it B st Bt perf el Genc oy selsgtiop, frpp the st
n@tﬁ?ﬁg&ﬁb@ﬂdﬂiﬁrﬁ&mﬁﬁn&ﬁﬁ)n& f&é@i&bla@%cﬂtéd withathe s’.écdiﬁi/ ui&i assoc1ated
Owth n being 1. In other enbodi nents, n and p nma
with\the seleationi d§an apprepriatemivieh degsoait peist.sthe ﬁ\rstﬁlsamap be provided
xﬁEHan*&%B&éAf ag.‘c? mg%cltwhté piLher embodiments m may be O,
n nmay be with €i'ng a nonocyclic heterocyclic
radical, and p may be 0 or 1. Akl and Al k2, when

prese y . be selected from-CH 2- -
@%@ﬁ thg sactderroynpEniqationp Hevige baea E;g%%t@f I is visibly

a@é&?&ig) %@Lv’vﬁgr %@%ﬁwm@ﬁag@%&gﬁ fl%ﬁgg}t}ty once the signal

hasOb&@l—@E(x@)rl@dged (tddebyl httbwingGh2ichi2&gnitidaHathe bearer of the mobile
CH2CH2CH2OThe group R R6 is hydrogen;

%%mﬁﬁéﬂmnﬁékV@Qanple fluoro or chloro; or G-C 4

al koxy for exanple nethoxy, ethoxy or n- or

i so-propoxy. Presently it is preferred that it be

nmet hoxy. The radical WWen Wis -NR5- , R5 nay be

hydrogen (currently preferred) or G-C 4 al ky], for

exanple nethyl ethyl or n- or |so propyl cr all the

L | r " 1T .
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identified by standard literature searches online or
from secondary sources such as "Chem cal Abstracts" or
wO Bwel133es n". The routes to conmpounds of the | PUEOBR@G/001642
described in the Exanples below are typical of those
derived from known chem stry gs described in the
literature. Those reoutes nay be adapted for the
preparati on of other conpounds of the invention. In
general, the conmpounds of the invention nmay be
syntinesiceabobindnea tHeQAvakion, 16 MpthuddnBullestha swptdf ndonitoring the
conpound (HIA) or %gNB) wherein J1 and J2 are mut ual
opeedion; Afdhe systeRmndis marifeine the sygem; fos radfmcdgns. Preferably, the
t |
m&?ﬁg ?‘H‘Q ?n%i?nﬂsechg gteksbf%g?\ﬂg%gqg% é‘o\]{%ﬁ)?ﬁ‘?gﬁl% ﬁg‘m tﬂe ﬁgpr terminal an
opehdtioniloe amdior mformatlamreiatm@m ithe cﬁﬂBﬂﬂHIpemtloneffuhé 8sdr mermmal and

t he desjred co ound rein - . 2- Li kew
M EGTngo1n; the gopt Wﬁﬁ lag ag g e mﬁg erﬁrbxghe &lsp o providing is
prgﬁ;gwe& @&t%eh%dicglﬁ he desired conpound wherein Y1
Simlarly, when L1 is alkyl and J1 are J2
bot hhydr oxy, a condensati on reactlon results in the

des klg éi %—VngF 3 meﬂ%g/_\hglmi?s( &teg gr\}lé’datﬂ%a E%%EB ljzo_%gura‘uon and/or

a &Ml whtiog bfttheutedtemiih N Tife AP0 oFtRe LM tBindiRAISs preferably
of the Aurora kinase fam |y, nanely Aurora kinases A

updated perigligelby enondnitighien af & eprstepioreduse by g usar feppinal.
treatnment of cell proliferative disease, such as
cancer, and in treatnent of inflammation, in humans
and Iatehpll’efet’i‘ﬂidlmhbodlﬂnént\;\/iohbe tie firstend taodd tusats Hakve met, the mobile
ecific dose, | evel n articular patjent wl
WHERH9RY egl%ﬁ.f@%@acgfx? 4 abe ek népua.%ﬂ?rhgreferred embodiment
pa%{ehwstaysoqfroéeaﬁedsaﬂefalr&& tQQHHHééHd enpl oyed, the age,
body wel ght, general ﬁ) sex, diet, tinme of
adn1n|strat|on route of adn1n|strat|on rate of
excr tion and.the.severit
oar 1 et <GPUdERy RE T BB HhATHER AR apt sy way of
exafiptd @11?rwlltﬁ feBerardecy tad addomiphglyink Hfa“bﬁgsi &f whithned by
clinical trial. The conmpounds with which the invention
is concerned may be prepared for adm nistration by any
‘rout | LC .
or op it i Bbreth O b Sl R W A R on: sy
be iFigtfe@ 1fs ammoreidetaibd parsial mpmeﬂtetmn qithel eystem of Figure 1;

gra | es, uid or e ratlons sych
g s BiEla St 81:%8?%111@3}61% HiTdhe St PBe TByention
Susmg&e%fs a f18k! (ﬁﬁ%aﬁ‘f‘gleyﬁ&ﬂ%wh@% pliRngPbPlhe system of the invention;

adm nistration may I n“unit dosé presentation form
andnd may cont ain conventlonal exci pi ents such as

glo:]gwhg%ﬁ , emgff Céor ex gjg%u 1t§1§1?§ I ﬁhag emiorfl’the invention.

fillers for exanple Iactose sugar, maize- starch,

cal ci um phosphate, sorbitol or glycine; tabletting

| ubrFieanet ] shasys ax anpVievhat esivatens ob teapresent anvention. The system
r ca

coplglst)é ({‘fhay J’u‘fr ae{rglfycfl%lrr% mg‘ddlés Flrﬁ :fbltﬂérg % ?rl{sgr e%lr%al 102. This is

prsféfdbly’:la tbﬁdi—su‘fbérﬁt&rrmhneﬁ Ublﬁthﬁhfa? beThl aerin@ibhled s oﬂﬁy vhﬁety The user
coated according to nethods well known in no

texminplyisc thgt fesmnap b cyhiely . inofhg) exangple dhagy @p]a‘?lﬁgllt?ﬁ@ theppghout this
de@&sﬂtﬂ)nt lcﬁ?lll{ el% ersfa‘?flvﬁg%f'ﬁllx ger@L‘B UhQH el dddilsYas W111 be described

enélons &t i ons syrups or el
Inamihﬁybﬁewpresented as a dry product for
reconstitution with water or other suitable vehicle
bef ore use. Such liquid preparations nmay contain
conventional additives such as suspendi ng agents, for
exanpl e sorbitol, syrup, nethyl cellul ose, glucose
syrup, gelatin hydrogenated edible fats; emrul sifying
agents, for exanple lecithin, sorbitan nonool eate, or
acaci a; ~non-aqueous vehlcles (mhlch nay |nclude edlble

o o L, o o, o
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g, 3.6 mmol) was added L/-(4-hydroxy-phenyl)-benzam de

(2.33 g, 10.9 mmol, 3 eq). The reaction m xture was
whe@baeh3pd 1400C for 3 hours. After cooling toPCDGBR006/001642

tenperature, water was added to the reaction m xture

and the m xture was extracted~-3 tines wth ethyl

acetate. The conbined ethyl acetate extracts were

wash Ldr . .

ol o AR 6060 A L o doves 106
Asedll %dlppfee&fﬂlrfﬂ)m e &, the baak ddK bﬂmebﬂ\aeorﬂﬂmhfdaﬁ@hsbiwlces 106

col um chr omat ogr.aphy elutln W|the
MR OF MSIHRIASHIE C(fggqyser teranali L2 or g@ygs¥aélﬁ alppe. tlpihelatter case, the

bﬁmﬂ/ﬂl beslcimd Hredly td-fHeNRer Aidal {02 Ntk viaHaA0 iring or by

WLrblepﬂmwnSHydr oxy- 6- met hoxy- qui nol i n-4-yl oxy) - phenyl ] -b
enzam de A m xture of stage 2 product (0.56 g, 1.17
nol ) and 10% Pd/ C (80 ng) in 10% cycl ohexene/ et hanol
(80 mhe vamis 10#at attoundedsivle iy tf)ﬁl’!h—é’l:r&‘i’lufeﬁnln-ghe TRY fouch-screen
catal yst was filtered off through a pad of Celite,
teRiEt wghatgif dlee wier hermmaﬁ APdpr a Tepargie tquchtsereen terminal 1ncorporated in

nt-at uced sure to afford th
AT O 5 B T3 Bl e o
frof/ %rs Imiieéhrfg%hhdigl]ﬂatsen@érag&féhed to heremafter as meeters) and optionally
( i Benzoyl anm no- phenoxy) - 6- net hoxy- qui_nol i n-7

eé)aa]ymgntt f@F Fl"rﬁ’d‘lsﬁ)?ﬁi&lﬁrsﬁéﬁm a?hWbl@ﬂfﬁieéseﬁém@ﬂe communications

(o] {
d@L\?{&%[sLlREﬁ‘?ta%{l/ 5?%?(\)%%6tﬂgseeaﬁ§)‘%/ééqﬁ@% Qfl??/ Z?re rn)edph"gll}]e Ib]an]%J 104 also
ingop@pdterea Charging, de@ld&Z(nmrsﬂo)wn)n "thyhla?rgmg dWMe(s'bﬁvemw charge each

0C dd - but b
mﬁg)’d? S P ?I&Se eé’ (% Tﬁig@% ,ﬁrlgj,ﬁeg&ftg{m%f n_gxccgrd?rgly, when a
misBRe , co}nrﬁulﬁﬁf)tldnﬁ 8evite afo6DisMdoditddo Ramih PIRES BAIKD eth@5§%1k charges

r;gl .1 mol, 4.1 eq) and diisopropyl azodicar boxyl at e
C(( nuqush’ a r@hﬁrg‘mbip baigery V@é})ln\ﬁbﬁr @obthe porpigaitations ddvice 106 until it

fﬁﬁ%g&&{éﬁ?e%%%l%r eiaélr% thl uééndtc?lﬁ 9 mh 0;:h serves to provide a

bateay thaype diratier ef appsoxionteen24 héwes, winefilly eﬁa&gedi
pressure and purified by colum chromat ography to give
the title compound (135 ng) in 46 %yield. LC M5

pur i W’hen?a? Iﬁobﬂé Zcoﬁ%ﬂﬁc%t%ﬂdéwcé H d@'\’fsg %l%ggedwgm'_tkse bank 104, the
d@a@a (Oﬂ—mt]mjh,e h:ig}&s( dagreengf chargsss (efleﬂ,sed;)as léngd%s thd Mnodnt of charge is

s@ﬂenﬁ:go)r ORG%&T{ E"b il le gtf.lzr}fnslt_)lirﬂ%n’l-ozt gagi d%? a rqaﬁé)swztcl’} and/or a bar

c¥Neh@S] endddr a chip reader and/or a data port reader which senses when a mobile
(S)-2- terf - But oxycar bonyl am no- 4- hydr oxy-butyric acid

coypppisatiang| deviaeet06 Bapheqn rraepvisd] and isensss dren i hgs fheere replaced,

th%reﬁga&? trans c ion ratnd Ols)tIOflal dy e%l}ll tgleluas%%/ ooxwyf)mbgkeyc}ewce was
releasat todbel chaageslu&perwa@e p@f bLochQifCtﬁﬂé bags or iheghke3 Additionally, the
mml(zﬁln acetomtnle%lo m) at 0 0C was ed
bankgl 44 i LRETRHYE Fosaskire fhsrapeeunt of ghargg ing pach devscesl (nipt is docked
. t
o GRcRh BRSO STV MU e e
m nutes and the reaction mxture allowed to warmto

room errper ture and irred for . 16 hours. A whit
pr ectIFaEYe ha}’iﬂh% W@gﬁe WW’@H“\%‘%O%‘{] wedQ0ds ?el%i’ﬁ%ﬂ from the bank

10egegevid \bltl@?rfetlﬁghésf bil@ul%fi%f‘ceﬂfaéé AL tlﬁféd&farél %ﬁfﬁg bank 104 is
pressure. The tit ound was | Sol ated as a
rebaabédy] ¢s1.1@ng a92this meecten)age 1id B e 50 PradelermBiBOndtimum working

pe(zrc_iqq’zagﬁ (%‘i rf%ﬁt(a%_fhlsmﬂ’le &_scg t(syg%}’nag)'l(:)gf @_g* %E'{ﬂg B'04 g})_gs é%@% of which

(S)-2-teAf-Butoxycarbonyl am no-4-(fe/f-butyl -di net hyl -
silanyl oxy)-butyric aci dA suspensi on of stage 1
product ( 1.8 g, 7.7 mmol) in DCM (100 m) at 0 OC was
treated Wi th trlethylamne (2. 15 m, 15.4 nmol , 2 eq)

Y ' o o, A — — ~ A I 1 A ~ -
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tenperature for 18 hours. A precipitate was coll ected

by filtration, thoroughly washed with diethyl ether
wapaenegspystal | i sed from Et OH Et CAc to af f or d PEIEGB2006/001642

di-HCl salt of the title conpound as an off-white

solid (7.72 g, 72 %yield). Lg/I\/S: mz 556 [ M+H] +. 1H

NVR (300 MHz, DMSO-d6) d: 10.55 (1H. s), 8. 75 8.72

m(gb gel*g %Er%(:%tzﬁnz r%%éicgsd'g&yﬁ %An lﬁg%:fj ZHanine aéldsadso ﬁ]ﬁ duration that

an§ mdbifs BortiEmicBtid-devicds (106 arélactivel ¢ bhérediy ﬁlzth’ie Uﬁhk 104. In one
4.10 (1H, br s), 3.98 (3H, s), 2.44- 2.

exampip ambgliyen, Wigpn 2 meBleiconunyg pptiony devwerﬂ‘éG b%bmasqhgrgmg for 2

f
T T A T
wﬂ;hlﬁcthel’fﬁﬂé‘rl(ﬁt mge be-fitted with a micro-switch and/or a barcode reader and/or an
b R T oGS R B B e v
m‘)ﬂl S rPmudi ?atﬁbng'a@‘ln)se 6 ﬁoq;@eﬁ&é it 9anl@@§4 %}Qﬁ‘éf)eﬁsed)thmefrom

utlon 0 trlpheny 2.56
DCM (7.2 mM). The solutlon was stlrred for a further 5

e af { gl(%in%g%% thgpéyg eg:ll :?% the, glob{ﬂe cbm?ﬂu%?ca?ig% )device 106.
Eioﬁ)mgbﬂee&fmﬂ%ﬁl@%ﬂ/&l@ rd%@ﬂ:)é' i3 HRd4relty 869y that! Isydhlst%b@fr“cﬁﬁdco a person

cycl opentyl ester (1.00 g, 3.48 nmol) in DCM (8
reBisterioglagta wactwawitbtthe spderhorThegmigetar §ame$> theemobie egmmunications

de&?cgegvt{/lrﬂég}ggg%%%lﬁ& ﬁl %rt 1?%hﬁ g% n{g;?tsé%g) ik dﬁ-@i)%% communications

dévidet W@irﬁdﬁi&s tnkeadl$ ?(S h}zshf}ema:eﬂhﬁftkﬂ tmiﬁ)thﬁﬂ %g@éﬂ%dr has arrived and is
acetate : heptane (1:9, 2x10 . The conbi ne
WaiHES Fope a5k Sisaricons 1%§aleothe é‘?ﬁ? gt wans fAEsIae Fhecfgvemdo vibrate,
i
Lglggé 'togttgé/j E%%é;%é 1&%@& m& H%)}}gsil l?j%ﬂlia'hg%éted (tléz pr;:sentatlon of
anyavelitdy vvcafmng vt |messogy @ thk prtMnMﬂan(oi dataiiza d@ﬂ@y Bynt integrated with

the m;o(%l% 21'1'%1“7? %%Vl%‘r&‘ls}_ﬁG ﬁggtl %na%lgn?hf r%?}fifel(%%n 1cét10ns device is
enhbRd-to ]fe&:@ve( Bidht Bita Hom WAdirddHs aﬁivalsﬁ?(}@fmi o example V1a UHF or

(S)-4-[4-(4-benzoyl am no- phenoxy) - 6- et hoxy qui nol'i n-
SMy| rosspdeing.taaf thdisplay draoihy ixtpgte dé)iPﬂ%M‘iIEt acid Stage
6: To a solution of
(S)-4-[4-(4-benzoyl am no- phenoxy) - 6- met hoxy- qui nol i n-7
- y| OXld mdbilé evintimicakycadbacssl B me-prefeyabiyc ofiedsticted range. This
cycl pentyl ester (17, 0. 02 n THE, ( )
mgans helgmgetony ReEsisr qdéweg%hﬁsysteﬁ%f %ﬁﬁ‘b”lm withiy ¢ Pr%%emmed close
S MRRA RO hBNBé képt waiting
raé uigga i%{egg%ﬁwég@ vva%&%gded %E%rsgtgggtl on was Pt wailing ot
loog rppﬁedlmfte:ﬁneigaﬁn@ operstiamdf thaesyﬂdﬁl enwilt berdesdibad delow. In this

ced ssu The ous s dil ut edW| t
e ea Rt T AP RERS 4ot 00 eSS Fhlarth which is
adtivhie8 upBANRY REbIG SoRXiunaGtiesk H&lice ﬁ@d"%lng@ﬁéeﬁt(ﬁ}t o rirf, i.e. past
over magnesi um sul phate and isolated as a white soli )
the 1predetempined Higancee| diis fetws e isepes 1foonokfynmeesgg who are in

ptgsgss’_% ﬁ,ﬁEx rgnﬁ (?[(Z“_OA}’ICIRU lé’%t%%ns| daer¥110rf]:01 Oght}elarl]tot)}(l y)j reénain i 8ossession of that
dévﬁkﬂi 106-if they@¥vheouBlit Mttengpt a6 | cdvStiagsrerhised &/hil stsaillini poBsession, thus

seqre)agmmverxtﬂmzb% eAMMBLISAENS,APYices FamHnile BisSHE i n- 7
-yl oxy]-2- ferf-butyl carbonyl am no-butyric acid (6.5
ng, 0.01 1 mol) in DCM( 1 m) was added TFA ( 1 m).
The Ataghiiedywhs nedbileveethrivmisdtions fdevice 106 wnay kave stdred within it a
evapor at ed under reduced pressure to afford the title
nEBPRsoRinHishY emawtbloyiPsagse SHeR @8, ‘0F Gy 219 8O QU | f) range” “Your
LG MS purity: 100 % mfz 488 [ M+H +. 1H NWVR (300 MHz,
CD30D), d: 8.75 (1H, d, J= 7.8 Hz), 8.00 (4H m, 7.65
(4H, m, 7.40 (1H, d, J=7.6 Hz), 6.95 (1H, d, J= 8.0
Hz), 4.60 (2H, m, 4.30 (1H, m, 4.20 (3H s), 2.60
(2H n) Exan'pl es 5-14 ver e prepared by utilizing the

1. a4 " 4 o, o, ~ e~
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Schene 6 Stage 1-
b/ s- (4- Benzoyl am no- phenyl )-di sul fide To a sol ution of
w0 20064205 nophenyl ) -di sul fide (5.45 g, 21.9 nmpCY/GBR006/001642
DCM (110 m) under an atnosphere of nitrogen was added
pyridine (3.9 nm, 48.3 mmol, 2 eq). The reaction
m xture was cooled to 0 OC and benzoyl chlori de (5 1
d [11 Qf.
pilsende? bR 1€ DB b I LRAC OF PURRS: SRar S Blist Ry optease retom
tar Mmﬂaléh'p&nﬂut messamdnsy be teghekal fo3 Qllsﬂdwérﬁﬁor a‘hd&ﬂé pEbsentation by
coIIec t[))yflltratlon washed with DCM a
they JebieRy fP& U Femmurertions deuse Pe of 8 tagg@rsagrtah associated with
tHel rbdBrLQHRS as white solid (10.01 g, 100 %
yi efd). 1H NVR (300 MHz, DvBQd 6) d: 10.40 (2HL s),
7.95 (4H, d, J=6.9 Hz), 7.83 (4H, d, J=8.7 Hz),
7.63;

L/ -( Izﬁ/g‘?rg’é]ba?(j Oﬁ% ﬁ?lc)ogﬁjéw&%o& Wity eacly groflp gmppunications device
106 viad: RER3AY] @M TR RAREN iOSjis?}éHfdff&ed&éEQ 19%}') Q%ns%ﬁss?on system, i.e.

mmol ) in glacial acetic acid was a
itge wadesed aetveorly, mglogedmmworlg iva agiwakdo wheéchr edytspedific devices, in

ﬂ{rﬂeg}g g%%zr%h xf%% reecovvas 1%10 %Oé’rg gigvicﬁ igghcaﬁ Cgﬂ%er‘:? aﬁ‘gghlﬁfcommumcate

wial the eystelnonNeo@ltkidg dvies iafk pbleGbPidnat®do thBeetdi dThe closed
was di scarded and the solid was triturated with water,

nefwoggutilige P abWaesdes E@i@él@y EWEIRD W ks i hisequienpys (UHF), Very High

FRATARY F. )
LS nﬁ; 2%03?%/?5350?{ﬁ lg’f 2‘%@1‘1&%%2.%1‘@%@%%3%“’6 or an
RERED trmwk/ﬁyelder de®iB6 T(h.ﬂ:lRSB? deVl.cS Gm{Pbt pksent #6 tHe terminal 102,
b 1)s noz shown 1n4 15*1 l rE‘gl’cerna’uvelys it may be‘]mgreldfy cl:_|ozn)nect§5 tg the terminal
1¢5) - 2-t ert - But oxycar bonyl am no- 4- (4- chl or o- 6- met hoxy-q

ui nol i n-7-yl oxy) - butyrl c acid cyclopentyl ester To a

sol uti on of 4-cloro-6-nmnmethoxy- qU|noI|n 7- ol (300 ng,

1.43 2-f

but yP{T%BIIaéel cyc%)gbné%? t?lmges e jpatid @2 ﬂbﬁ%afj(ggzl @esfciedlt debit

o1e&p):ou1tt dé)M:pa(yEI:ﬁhink );ystﬁﬁ Radrdapet aﬁ@ credit G2 abetat €arll 2dth the system,

nr?l q)..The reactlon m xture was
ing }Sr?@%?d&%le@oamaﬁeé Fhezrﬁlq%?.m?%a meblle feRmugicebens deyigeoli from the
bARTRRY aUPEE A4 & thehif
aqueous gusf)enm on was él\%érogqgmgggvt\}otg Egg%%/lloaa—’gga[yg}egt i processed
b4sgd Bpomd fixedtlergs wba tied: msehchargefor eamhplenwer e washed
with water (2x50 m), brine (50 M), dried (MJSO4) ,
filtered andconcentrated under reduced pressure to
| eaveinallP r@ﬂ\ﬁ;téi’lh lcontk8Ir b d§1atii 0ns BY¥nifeRted B the user terminal 102 via a
chr omat ogr aphy %50 % et hyl acetate in heptane)
segpd pEEwTk Hd 2t | The sy &mﬁoh@@UkﬁaiSeomatiwoswmml monitor and

}%%87'[}1 st %@eﬁhg)%g%glﬁese fea§1 %s[ %icnb?d A%Htoﬁ—f,ietaﬂ below

Wﬂh,reféreﬁeeﬂ)fa 2H1 m), 6.06 (1H, d, J=5.4 Hz),
523519(1Hn) 4.58 (1H, br s), 4.39-4.33 (1H, 1),
4.22-4.14 (1H, ), 4.09 (3H s), 2.49-2.42 (2H, m,

ét 2 gl'et ]vzzfﬁzbé gﬁljremmd It knd 's?élte&sdéscr'i@ed Jbo%g f{n%'s_l’apﬁfi(:ation in many

sifusliows: [Fbr(eétafﬁph:z tyhanbaextpided)ihouldiasiitipns an@1drgxHotelobbies. A
lin-7- i( 2-terfbutoxycarbonyl am no- butyric acid
fugggq Bise ryar Oélgf:reyfang\e YELSIQRs &Xigts in respect of alrports with pickup areas for

cdrs) AZmBSﬂé Yc‘éﬁB&o@é/\h@em;egPBé célf'ecféal 64 ?%E%IS& terminal
uinolin-7-yloxy)-butyric acid cyc openty ester
102pandCGhé driveradap thdy/ gq W-ameackmpwveiting engal Jr-dafén ZHmdeelll(tha{Zbe notified

0..57 mol dii opropyle h [ am n
of Bre gisng Banesind i KAl Aiay, (Sf PUA oMo Py collect that
was stirred at 80 OC under an atnosphere of nitrogen
for 24 hours. The reaction mxture was allowed to cool
to roomtenperature and diluted with ethyl acetate (25
m ). The organic solution was washed with water (2x25
m) brlne (25 m) drled (I\/gSO4) , flltered and

o T Y 1 o oy o o o
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yl oxy] -butyric acid cycl opentyl ester LC/ M5 purity: 99

% (254 nm), mz 557 [MrH +. 1H NMR (300 MHz, CD3QD)
wa@l200813B9% 2H, s), 8.36 (1H, d, J=7.0 Hz), 8. 03PCREB2@)/001642

8.02 (1H, s), 7.69-7.55 (3H, nm), 7.43 (1HL s), 6.95

(1H, d, J=7.2 Hz), 5.37-5.34 (4H ), 4.50 (2H n,

4.35 (1H, m, 4.13 (3H, s), 2.59-2.53 (2H, :

ol 9

p%f&%gil 9 ﬁgﬁlg%}rrfl%ne erﬁ%_ Hp?ﬁgéb%zénm@ ec-lgrbg'e%ﬁ-gb &9 from valet

sarmictd eas patkties ifxiliesEx Amphgivafy passefigenridael oy ﬂ16rnselves to a user

Sche . .Schene,_8 Stage 1- ) ) )
teEle(ag? R? tVY}Bdb;'?P‘il?r?sd?%ﬁ ‘@?iw%%e%itheaewval $8fl (he gassenger’s car is
bl%ugﬁ'ﬂtﬂ%c'éﬂeétkﬁl%‘{ﬂt' mdine (6.34 g, 45.3 nmol) in

pyridine ( m ) was added benzoyl chloride (5.8 m,

49. 8 mmol , 1 1 eq) dropwi se over 10 m nutes. The

reacti on.m xt ure efluxed for_ 6 hours,_ . poured into

| co (A0BINRS IMECIEPT oG b depiafiotng eriamoft Disuneaign m its most

lifnfted GorRST M}Js@ﬁi D%%Y ?éédflb/'eh&ﬁfﬁq_é%@ a p%&ﬂ@%f%éﬂeﬂﬁh@l@ 102 It may

and taken up he Sol ution was wash
algp phcqmpaa@a(p@mm qﬂb)anksﬂ% df mwpmmumdauemse@em 106 In such

a duce ressur to.l eav
LS e I NI STCAENE XN T ——.
106 viaathe netwiorRAMS, I&lfoi"@ﬁ/@ﬁcbablh leérl fehBin@D MDD WA B cdhnected to each
thlckyeIIOW0|I %yield). LOM: mz 245
TM 4+ Ik hgelso iefs@%\;qhgraT piur@ttgg)é uper tetminals 102 are provided within the
z sql
S ST Doy AR LT S ARl e i
uscmbctr)mmals ét)h,aﬂneldn{tﬂﬁ@ ﬁnd>r)1 thasisadidaninBld/ € WHich) Inglar@Ndn a mobile

c e e s it 1 RSB0 b mElHICS gt o nearest user

tef@a@l.i on m xture was filtered through Celite, which
was then washed with ethyl acetate. The conbi ned
filtrates were concentrated under reduced pressure to

cr onigfisi? Sl £ Bor ool e B Y s Bremts gfFigore 1 and

ddftéﬁlk;ﬂé thﬁi I‘m@gildv}ash ﬂm/@ls’teﬁwlésmhpléinérae@ An@ mahdgdd. YTBE stem of the
+

present nveRfine 19, lfpnle{f@nwérifo@? afﬁ’fnﬁ &f @/Phqﬂt/aerﬁelssxslteam nais approach

1%2% t(tltzhoé@ﬁtr%}hfa%ﬂ'e 11610 fﬂl\/&}(—tﬁﬁ] fhe #ﬁ%éﬁf t%ﬁ'? ?%l\l?mq hg{ag%glﬂ%};lltﬁlx the system

towerssursr thaaltb@ bne aﬂatommomlt ltd meeadlk itheiSaisggee tO run dehfral accounting

1§ u%%?tl é%lnterggg a%&g%&m f%%ﬁtlc net@ggé%used

(17), 3244 3256 This key internediate is then used as

detailed in Scheme 10 for the synthesis of Exanple 27.
Exard$ @itk pe apparent, each user terminal 102 1ncorporates a touch-screen 202. Each

) 4- oyI n Nno- - Q-
uéteﬁ c;c;c(ér_nga ﬁg aqu] 1 0?1%8{% S y}s co c Cy%l 8%2%??/?2 6[ransmlt‘cer or
tra&ﬁhﬁﬂterlré‘éeiﬁr mﬂ)ﬂl dsyalred@ymotedz THORBMHrinsrditleNYRita3@B tter/receiver
CD3C0D),, d: 8.75 (1H, br s), 8.00- 7.90 (6H_m,
faqlhgages qongggu](ugﬂmrmvnh ragly mpbilg copyppurgations gevice 06 pyia the network
@, 4.31 (1H br s), 4.06 (3H, s), 2.55 (2H, br s),
2.0-1.60 (8H m.BnBr SnCl2.2H20 Stage 2 Et OH AcCEt 70
C Stage 3 Dowt herm A Stage 4 260 C 8 hrs Schenme 9

é (Benzyl 0X) % met hoxy- 4-nj_t robenzeneTo a
soI 3G foigh %T?F@tfﬁe& b-%i&@!ﬁﬁéﬁma WesbSegver 20aandnig| 9 Database
St s PSR s g SOTP AR G scon

netverdcul 1. wilksis $e¢qndgcbt\a0rkalﬂ‘mrdhtabt)emrp ésginitretria) Digital Subsuiiber Line

(Ag%%e%hs'ﬂ'&& e I‘F%?Yr@mpgh EII%E n o Xﬁaﬁtrlﬁ H\égi}?e an Integrated

(3x100 m). The conblned organi c extracts were dried
over magnesi um sul phate and concentrated under reduced
pressure. The residue was purified by flash col um
chromat ogr aphy (2: 8 Et OAc: Heptane) to provide the
t|tIe conpound as a ye||OMISO|Id (7. 46 g, 97 % yield).

NN R R AN~ -— o~ N
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HNO3 St age 2 600C Formam de Stage 4 1900C Schene
11Stage 1 - 4-Benzyl oxy- 3- met hoxy-benzoi c acid net hyl
W@s106/120B95 a sol ution of methyl vanillate (5.0 BCT/&B2@D6/001642
nmmol) in DM (50 m) was added K2CO3 (4.92 g, 35.6
mml ) and benzyl bromde (3.9;m, 32.9 mmol). The
reaction was stirred at roomtenperature, under
Dilital S8€ices @twdtk IRIS) 11RO Hf £id Ry (boﬂﬁéc@i'bn( &k, BObuch-screen
stirred for 30 mnutes. The aqueous | ayer was
teaminatsct Gdangi standrl@recaminchnt dperge gmiapen&wﬂherf the%hservers if required.

L M AT ETE < RS

hﬂemmmemkpdm b&ﬁlet:ﬁ@l fsidok Bo P BLPEbRS arfdl BE 8P+
col oured sol |?J[y 6. 35 Cﬂgcl)\/s purity: 100 % mze%%l%als 102 can

bg meigtained ppdywrdaterbioc or mmuegyy dl‘he7\7&€§(0 Serer 206 1ncorporates a data

re#s)ﬁto?}y %20% g'éz‘.a(gﬁﬁpé %Ié dgﬂe‘ 1 us(aﬁ:_| gﬁnodéls géZA'%q_rgs le log files

thdt:ﬁreﬁred:ﬁx)ed ﬁorﬂ%aéh?trherSérmlﬁalgﬂreféikblyiﬁ XML&‘Snﬁéi"hs #ill be described
- Benzyl oxy- 5- met hoxy-2-ni tro-benzoi c acid

t a
&‘gp oggr@‘gqan cr%thg datgirepqsgarygs discussed in more detail below.
4 benzyloxy 3- net hoxy-benzoic acid nethyl ester (7.08
g, 26 mol) in acetic acid (50 m), at QOC, was added
dr opWhe Patabtsel Serewi 208 (idcarpdrates @rprdéedutaduh@ile THeand a data module

(S R s e R et ¢ 8o T
in¥&naBenlr THe bRfceded Bhy iforidedib &lsedbh %Mﬁ%ﬁc#ﬂformatmn on

and the conbi ned or ganl C extracts wer
thpasege olugen terméihla quecssinslae48e8, witk bndescdbed i:htérl\/gﬁmpdatmg user

teﬁﬂ‘iilafs @Fsﬁg(\iﬁsg’él?e% dlafe?)o r"l%\“ de %ﬁo%%{he 2\3 rﬁgqglu&) is 1§cu§§agl in more

de[taMl-lbﬂld'w 1H NMR (300 I\/Hz CDCI 3) d: 7.55 (1H, s),
7.53-7.39 (5H, n),711(1H5)523(2Hs)399
(3HL s), 3.92 (3H, s). Stage 3 -
2- AMRO-4nlsn (o] t
ety Acmnxfau ?%ddg%%y aﬁonﬁ{clafBSYathe% L GmAGLheTR M hine 218,  The
adfmipyistratjoro xyachingeinhopyralesn i taystetre aad i congnt Ghlaiiﬁgd?ryQZO and a report

t owd (5.91 g, 105.9
sfinafipn dhetile 3221 TS adfatieden (Bt s g gorrﬁﬂm}d fo monitor the
sybtefdHrbth2anyl r)zmo%cl%ﬁ:étfonacﬂt thdrdBrdtnbnRid tﬂ@ﬁﬁ o uf #efﬂn)mance of the

was heated at reflux for 4 hours. The reac xture
sygien, dardpding eqch afdhe yseirermings 4621 dhewdstmastrationhm&thidc218 is also

B AU R SOPEER6) 8 BR bEpOLBUSEPEAAS s
repertsy Irek&)rtsfml pnﬁﬂ fodlOIREY bR h Bibsing/ ﬁio'bﬁ&vc%ﬁinhtﬂncatlons devices
. LCINS purity: 92 % mz 288.1 [ MrH] + H NVR
10263@{5(? I(,%%orts clgxgqra;gm;d/gg lgusHof myobils, cgygm(mmcatg)ns device 106
bagtertés ﬁn%?’ besbrod?ice?ihb§< ‘a_gﬁums?fra%g (ri?fﬂ tf‘e) reR§ a%%enuﬁ,aéor %22 These

7- Benzyl oxy- 6- met qU|nazo one
reportsvira pretivoed by kakipg ﬁ-smdh procedan zfmn@ tl&cpxdcém&éwxhodule 214 of the

ter (5.0 v 7.7 n formm de

DRizSE So5ier 1080k Pinedpbhing toyhas Ruprodh e baTsdiscd roeest. Finally,
thé @OMES  mBANE o HRERpNBES soRR J

pr eci plntﬂat e vvag 1f |&{)er ed, SovvagogﬁQf déﬁls%ﬁ?g?p%%%ngmhénay be for
examglera foudswdentensinal @ & gapslaolpade the title conmpound

as a tan brown solid (4.0 g). LG M purity: 98 % mz

283 [ MrH +. 1H NWR (300 MHz, DWVSO-Cf6) d: 12.10 (1H,

gr 221)1 ,(a Z%C%eﬁ%ggh?enzi t@@n@eﬁ@nﬁﬁﬁ 1@ corhpiases (bustil; preferably
of plugaingym @Ud}ﬂ-%h eHiep S@tab’lermamal,%m ajmbﬁ used. Ahis housing contains an

0X |naz Li ne (1 60
orflogfi SRR < tosedlS 2Pt elas RS R ke Bmaloiiignnd) @ peyment
cool ed, concentrated under reduced pressure and
azeotroped with toluene (2x30 m ). The residue was
di ssolved in Et CAc/DCM (1:1), washed with brine, dried

(MgS™) and concentrated to provide the title conmpound
as an orange SO|Id (1 02 g) LC/I\/S purlty 95 % n12

NN A NN R ~ NS
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Exanpl e 32:
(S)-4-[4-(4-Benzoyl am no- phenoxy) - 3- br onp- 6- net hoxy- qu
WO p@bi1ze39s yl oxy] - 2- te/f-butoxycarbonyl am no- bRCT/GBE006/001642
acid cyclopentyl ester LC/MS purity: 96 % mz 636
[ MPFH +. 1H NWMR (300 MHz1 DI\/SOLgG) d: 10.29 (1H, s),
8.92 (1H1 s), 864(3H br s),77.95 (2H, d, J=8.4 Hz),

m%cﬂa%é&% T(xioé Hshoémg %B ;keﬁz plététeg Q ztltfﬁmrgtw,fl%f D n(télglﬁl’etic stripe
eﬁcodér/ﬁ:a&ﬁ (ﬁélﬂ-thoWh) "Bhgfﬁsef Hrini)s ard st‘hiad—a?oriéQn&cﬁins dhkbling single or

lgg 5&%} . Schenme 14 Stage 1:

mpltipls Jptallations: pllisie 2% lwéfeﬁo%@;ﬁlrfa@ étﬁCﬁbtd with refiaeente taaFigure 1, to

th%ol)ﬁ’é 'oP'?n&fe gan@? 'FM' S HioBE o6 éa&? 9:‘?‘ DRk riOé gng der that the
nmol ) 1 n acetic aci G e) d

pmcgm)n 62‘@ @64hmuser tgrndindl maylhﬁggb‘rothmrslea@t of78 anBﬂera)ﬁ*Lmumcatlons

Py heat ed%to 95 0C for hour and cool ed. The
e HRpraE8Spt e v ol PRiaBn§R P et the present
infxelitiod, T ¥ Qfillt P& REQHA! HALG 'vﬁth"‘@éf@fenéécb ”Fggu?’@% Of course, in

neutralised with 2M ag. NaCH and the solid er ed,

eippediarent tmwﬂcﬁdhﬁrhﬁn&rl% elnplyS©4) taushprooeende prbeessor running an

éﬁlfcgﬁoﬁwgggfdes 1@%8)' Irtlgﬁ 3: %4%%? 103(%%%19 fﬁ_fzc?mmumcalt\{sons device

wilMbe-refebgeddby e BAhk( dddier Bhe Sdntrd. 5thé Hank SQroceZso'i‘]fuﬁm%é the bank
7.14 (1H, s), 5.20 (2H, s), 3.86
B}qlcgtl%e 2:
7- Benzyl oxy- 3- br ono- 4- chl or o- 6- met hoxy- qui noline To a
stirred m xture of
7- belhy lnoefgrad kspemﬁeeﬁrortefdncthy -ubbt eptinhiod] i ]r024rsoﬁlae fa{llbv&. The user

RN SN e N C TN

ineRAkSdn sgmeﬁttt@t)ﬁ@t hbrit@GUs
ater was added. . The 1prbmvvas aa:]@ttlgteg%é?‘to ﬁ?na?wﬁ&&mfiaﬁp and pin

comeplisshs 2 dehsyi Broteptien e oud anallSR3hdmnstiitier eut franstnh‘eter/recelver
OBBEIL RSl R AT AROR s G RSt e e
map be eny cait ef t1bl©et @hﬁt&rdﬁ dth@ printdre Fe@HBOA AR B, E%h%anetlc stripe
e olid 79 %yleld) LC/MS purity: 9
%Péer %3 bleprq Rms‘(e@éer pHyell paspriofes) d: 8. 34
(1H, s), 758(1H s), 7.54-7.50 (2H, n), 7.46-7.37
(4H, m, 5.32 (2H, s), 3.99 (3H, s). Stage 3:
N-[ ﬂéﬁ&iﬁm’tnwbxyﬁﬁféaddaﬂ, ﬁ-thBtIhoixye— cpmmahicatichsydeviogy -106, these

G PR R ST GrB L Y Bs. : Beshon gl s cPiefgply, his i

lob&ted &ifh@8a NoBidg ﬁl'ﬁﬂ:h'—l/s s{zéd Q(y g§ EBWVO@JF ﬁEBf.Js brabR @%@ﬂ? t‘ﬂ%r ckets and
(337 1.58 ol m ) was heated at 6

forzﬁﬁl ngt@t it istheren Lﬂl@ oéﬁledmtslee is ebncwenfigaicd cto teuable branding

alt?i‘;’]clr atd\/fgljtlgfr{lgxgtggm%e aese dAg e&%y {e eﬁ]{erné?bé uctgﬁanumcatlons device 106

reac re was coo

1np]adés A smak dcﬂeat DB, dréfefaBb/ HRGHiE akyha ity (ﬂ@) c%ﬁ' Gn locations
L f& wa arated, dried and concentrated.
whergfelt %& exapRle: Byavaairblerio e Bansmsded ohy Sb%m%ge system

(S{E}Iﬁﬁgé %fg%ﬁé aﬁt{i)g@ sﬁglh H{f%@h' ﬁﬁg%sg E’%{ﬁlﬁd I%é%lqu 1}{16 displayed

by( e-dbvict- (06 &e tirosdream n’ﬁhep b \chmdnbiieitiond dewtd 08y iflHdapted to
i nolin-7-ol mxt reo
Tepgive schAl aé”b?‘bm? et 3y - qui nol i n-4-y| oxy)
- phenyl ] - benzam de (35 ng, 0.063 mol) in TFA ( 1 m)
and thioanisole (80 m) was refluxed for 4 hours,
cool Bak an«zblhaorwommunataednsu mercehﬂ@th mayc ualso iftlade #w acknowledge

-4-1.4-(4- Ben oy ono- 6- ret hoxy- qu
Sy et i, S TRaTOrBLE b R R A SRR nesoEy PiReh aivated for
acid cycl opentyl ester The residue from Stage 4 was
dissolved in DVF (2 mM), K2CO3 (20 ng, 0.139 mmol) and
(S)- 4~brono-2-terf-butoxycarbonyl am no-butyric acid
cycl opentyl ester (24 ng, 0.069 mml) were added and
the ntxture heated at 40 C under n|trogen for 18

T 1

o .



10

15

20

25

30

J=2.4 Hz), 6.24 (1H, dd, J=2.4, 8.1 Hz), 3.82 (3H, s),
3.71 (2H, br s), 2.29 (3H, s). Stage 3-

WG 2mbhz0syfret hyl ene- 2, 2-di et hyl - [ 1, 3] di oxane- 4PGF/ABoIV6/001642

A m xture of cyclo-/sopropylidene nal onate (21.6 g,
150 nmol ) and triethylorthoforgate (75 nl, 450 mol,
3 0O eq) was stirred at 80 OC for 3 hours and

d e o; t
SRTET ST IAEG SOCHARUPEERNER ALYt M e o 10
tc( 31@ ﬁﬁlﬁmm@m Ofn ?fat@ﬁOCéSbbﬂ% (Zﬁéggﬂl\/biz a%%EKﬁlt Bjom tie: descnptmn to
fél% t %p.pkn?) leflge f?nq(iw is Sﬁ%{]g’é‘ rgspo,gégetq %16 éeqegpt of a r)lotlﬁca’uon at the
nfobﬁlg.%oglﬂginq@glgﬂ§ de‘%c@ jgoxo- [ 1, 3] di oxan-5-yl i denemnet hyl
) -am nol -2- met hoxy- phenyl ester A mxture of acetic
aC| d 4- am no- 2- met hoxy phenyl ester (12.22 g, 93 mol)
and 5- . L . . . . .
o1 hor e CTRPIIS eemsmyuigsting dAvie: 10§ arefiuabiy. hisee gisme identification
n{hBed 3yfibo) 308818} theliil, SftioddlyshNdRMindidAQvitd % cWRﬁlr printed on it.
refl uxed for 2 hours. The reaction m xture was cool’ed
This igfgmationy issprewided toam a@mlmgpasggnggy upor thpmld@mfymgnlgemselves to

ibh # 1d he and dried un
el AR A P P RSB Fe WBl peEOITh idemity thci
meetelr aiersby pebvediinghe GiecekSity/ ot thé %Vlﬂﬁdﬁﬁengﬁf & n2@@8 to be displayed
I\/}P:-Na ]+ and 693 [2M+Na] +. 1H NVR (300 MHz, CDCl 3) d:
by the D HICELEL This ig0 zlollslpng desgaglf f(egq.lre wr cgl@i_mths (pqz[)ersons wishing to

reéal’ﬁ]a IE)JVEBr?g}ﬁ’W)Iée)% t%av'é@%g ghé?a%% f age ﬁgtﬁg a{)&%on of people

&hwmgkmuwﬂqmﬂxﬁmtxmnpwlhydro qui nol i n- 6 yl ester A

m xture of acetic acid

4-1(2, 2-di net hyl -4, 6-di oxo-[ 1, 3] di oxan-5-yl i denenet hyl

) - anBaed %blf@&&ﬁ?ﬁﬁﬁﬁﬁ%' d&aEEN 06 LihcRdeda RAv Ba ﬁH?rl Yharge level
di phenyl ether (220 %) and bi phenyl (78 g ¥ was h
wegling futiosr  Wiken Kbe attqrbrereﬂ@mm emta J@m@ ef Wéssharge, thls function

W socﬁg‘as%rg%gtocﬁ{a b{at?er?\as A o’lqgég tgl I nerq %Eo( é\fg‘?ﬂlé &04 and to

swih hh&lﬁnﬂadaecoaﬁﬂutﬁcaiohylde@tcher%aﬁd adfolt}@ Mﬁldl@fhaﬁ eduipher level of
ressure to | eave a yellow solid. Purification_ by

JLI.Y %\Y%mgﬁﬁ?h(dglsgbmomﬁg% iR ﬁa@CKy’oblle communications
K ged, t
d@«flf:é) 16@ aSGQ?e%H%ﬂgl éic%ﬂ?&i" ﬁgte Z\ﬁl’é&él?#h? I\#&F@ql O%O{_' %W more than a
(fl@@'@HMsz diﬁt@@dﬁl)effmably hoﬁtﬁo(elthan br3 mjngutd wakk, (fdiHexathple) from the
J=7.4.Hz) ., 7.68 (1H s), 7.38 (1H, s), 5.96 (1H, d,
“ﬁeé%rﬁu‘%)l,o2§?g‘f‘“§r§i{- s), 2.29 (3H, s). Stage 6-
4- Chl or o- 7- met hoxy- qui nol i n-6-0l To a solution of
acetic acid 7-methoxy-4-oxo-1 ,4-dihydro-quinolin-6-yl
est ePrefgably, gie mebilersppmunicatipes dﬁ‘d@fml@QS@Hmh)lfmed to be robust
y- 7 7
oY Rt e b, o A b by 4 v option 231 1o

nzke decvhvedied tondey. Tetiheepopitds fdatives FBahé proselice dﬂaﬁbullt-m MP3
water (200 m ) and the pH was, adj ust

k ed t
p ?We\?}qlllj ggqqr;)aow@_lhn]@gbegp ,adogﬁ]y tg@sp@&d@@dmbroadcast and/or a built-in

MP4 o
et hangfé gﬁge di et EQ?h ﬂler an se uent b}cg{ OnSngeevr1ce 106 is
corduceidopniesspt ‘életMP&ﬁ)tayerj lbmyttrdtlblalt&drmmeuioaRaﬁ or MP4 movie

el | WSO| 5 47 %yield), LCMS mz 210
PleK R enﬂhp%%ﬁ tl%‘b’ér % hp3ysiem. 10. 22 (1H, br s),
8.54 (1H, d, J=4.7 Hz)17.49 (1H, d, J=4.7 Hz), 7.43

(1H, s), 7.410 (1H, s), 3.97 (3H, s). Stage7-
6- Belihy lopsiptida of ity s:yS?emrmfhbe(jnwnﬁm fis nwﬁescm"ts:dl with @¢ference to

of 4-c r o- 7~nmet hox ol i n- (5.47,
i ) T Astypn DRk Fomseh s posglast aisibe 75 fiig grample, at an
in DM (50 m) was added potassi um carbonate (7.23 g,

52.3 mol, 2.0 eq). The reaction m xture was stirred

at roomtenperature for 18 hours and poured in water

(300 mM). The aqueous solution was extracted with

et hyI acet ate (3x300 m) The conbl ned orgam c

. PN NN N - L NN N
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Exanpl es 42-45 were prepared by the nmethod shown in
Schene 18 bel ow. Schene 18 Exanpl e 42:

w@ J)os22038®t yl am no- 4-[ 4- (4- benzoyl am no- phenoxpQF/6Br@ibi001642
‘oxy-quinolin-7-yloxy]- butyric acid cycl opentyl ester
To 4

(S)-2-Am no-4-[4-(4-benzoyl arr% no- phenoxy) - 6- met hoxy- qu

alﬁg (??3{ 6Sy L y%ppr@éé%b%&s@xc 'tc?m?ﬁ’a?l ggﬁa llntgtsatc€ '§>v1{hlﬁ and thus the

sys{'dno W13&:i‘é1e(td15clﬂ§cr¢en020216lnmm1y) upoul attwaﬁhg)thcankeretel(rﬁﬁal 102 which
mol ) at 0 0OC. The reaction m xt
gy B PGB g PR FHEST. 8 @Brﬁl%ﬁ% elaamrl@edla such as
advRItisbmldAY -thd NBedEY q’@ ﬂﬂsg&hféﬁe WBS aCOOEENiRALSE HRAYS swipe an
vacuum and purified preparative HPLC to provi de ?1
actcptuilté:rcdlmb@hlh dardsmathmmmﬂfﬁk salrd régier,ny, sc&@n%ﬂbrﬁigj}a fast track
0
se@@gm Eca‘e r@gl% r}ﬁ{fnfca‘ma‘tjlgg %g[h'q}\%_goﬁés]ég&y Q/}Bsé%ns ((%g lql\fl_li%’l language and
ha?vﬁ%a(lérgu %é chcﬁe@@pt?on?%r @%eeﬁ)offeﬁn%“a‘ ¢ho3& &izﬁngt'i@ﬁ_ls Of course,

o‘rﬂjgr scgefgs maygoezdlsﬂﬁgyedz]mhalln also Qe thqﬁrst 401’_an b@%)eegmteracted with

b}i g%ei rg,f E{ﬁllgl‘plez%vherf %ghc‘%cégf gl%:ﬁ%la%g Ex%{ﬁ%ﬁnée 4gpor2 Selection of an

a;(p‘ﬁ)pr?a—té\(lla&igyth@ﬂffm 4n [adail bl O EEZSY RS 4305 PRBOHYDo:030BY he user is
qU| nolin-7-yloxy]- butyric acid LC/ M, mz 530

ptlomgtﬁ v1a1q_|g1[qpbgcelgg;@r Mteriacedoyxample, go identifthegselyessasza meeter or

ﬁgﬁls%ﬂngog 4_0 ( ( :9?00;_#569%16 ’opé&?lﬁ-l ?'Qa?h Cffs@seg ét@[érface fora

ufeR b iddntife.th@mgeltds a, a Ixletdsy dizgthervi&S (fudétiondtox JB©4) 7 one of the

sc%ﬁe%s ?E%t’m%i éegpr%s%é é 1al]g% in 4h1(%g %BH Sglon %(’%\E‘Bfés Qipitted. When
ider fyftr, ﬁeﬁﬁela@_ﬁisofy hRBleR GhP RRREX Yl ayOo  BrleBRtt Hith el d\)@:r\Zew of the

-yl oxy] - 2-[ (t hi ophene- "2-car bonyl y-am no] - butyric acid

omey@tmpzfrthsf pyséasn of thednwamtiondf sugh heg n% already bed }plmqﬂ}ed An option

to E%M\/% %Q/QI?J\%% T%g%]@ b% g?egzg_t‘zé b}% rggtin(ssgf 6[h§ toi}ch7§creen 202.
Altdddativkly,] Eh3 det¥dgw niayobe é‘lalﬂabth vid #5hélp Hanction. £l ﬁhilzﬁnot presented

7.61-7.
alttgp‘ejltu@lly 3 \7(3111,.@56 und;ersiqocﬁ ghqf t}tﬁge c@o;gesgandgrogtlc)p@) are @r@xgded by the

v%%ﬁsorﬂ%&@ 21{5 (a)@%bo@,ce 5%51&’15&@ 1ot %ng %nﬁl%caﬁig' 2(2?Has és HBose described

bdog6 (2H, m, 1.75-1.64 (6H m . Exanpl e 45:
(S) - 4-[4-(4- Benzoyl ani no- phenoxy) - 6- met hoxy- qui nol i n-7
-yl oxy] -2-[2-(3- methoxy-phenyl)-acetyl am no]-butyric
aci dNex(C P aiebiél i€ piddhpied M5 thel ﬁisérYtenﬁﬁla%wthe ?&l'éh-screen 202, to
[ MrHE . 1H NVR (300 MHz1CD3QD), 50
erftarrhe detagi& Pf therpapsengergwhem |-the}ﬁare Jﬁ-.epugg Hg)janous gaa(lqmay be entered

gl Py Sl ol g shofk ofht Bl il i i bpssguger's g

nfdldr (§nction dx(104). dAddlﬁamﬂl}J'ﬁf a s’écﬁ&ity(c’bﬂe Hap beén &greed with the

4.37 (1H,
pagsep(gel?%pf 1s|he1ng3ngt3a €€qu]rlt)é yodegxs glgtel(eﬂpqy thf me(gteg glh@rl ﬂqrompted by the
é%terﬂmﬁag (éﬁunomox %838'If1n(§§e §r cc@e is @f@%l fﬁ%hlg’%oﬁﬁ) access to the
cation to’the cyc en
pdssengtt doiails iy aeailibicheiarthp nxsﬂateamlmts 1&2 d\ethaut ecddoptotstion. The
|nSchg:g$198taelsche ?h9Exa npl e 46;
detas entorgdl y.-the pecien awe%ﬁarsge VA 3 BRI e ViR gl galong with
b, I

th'g ;&earﬂ@ éicyélaga/u}wllthym éfgh!e{: Qnﬁ%egs gb%?{r% lgyaifglggﬁ%gyk et artiving
pavbéngexSD30D), d: 10.35 (1H, s), 8.71 (1H, d, J=6.6 Hz)1

7.98 (4Hldd, J=1.3, 8.3 Hz), 7.91 (1H 1 s), 7.65-7.49

(5H, m, 7.39 (2H, d, J=8.9 Hz)1 6.99 (1H, d, J=6.7

Hz), 5.41-5.26 (1H, m), 4.59-4.50 (2HL m), 4.39-4.31

(1H, m, 4.13 (3H, s ) , 2.65-2.54 (2HL nm), 2.40-1.66

(6H m, 1.57-1.10 (3H 1 m), 1.06-0.90 (4H m Stage 1-

(S) - 4-[4-(4-Benzoyl ani no- phenoxy) - 6- met hoxy- qui nol i n-7

yI oxy] 2 fert but oxycar bonyl am no- butyric acid

oy e
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butyric acid 2-nmethyl -cycl opentyl ester LC/MS purity:

99 % (254 ran), niz 570 [ M+H] +. 1H NMR (300 MHz,
weDReD039%l: 8.69 (1H, d, J=4.3 Hz), 7.97 (4H, dPCTEB2006/001642

Hz), 7.89 (1H, s), 7.71-7.49 (4H, n), 7.39 (2H, d,

J=8.9 Hz), 6.96 (1H, d, J=6.4q41iz), 4.58-4.47 (2H, m)

, 4.36 (1H, t , J=6.3 Hz), 4.12 (3H, s), 2.70-2.48

(12;|6Irf")m e%qbl)alrﬂelﬁ%f(tﬂé"qn\mgimn éévﬁgc}%p%?nérﬁg g%ulre.ilhfor use of the
S@W@I@@lb affchﬁxaiﬂpimd 46r ﬁhs useiof thaeerviae aBe Hisplayail toShageseter prior

to( e§5try4o fithe PASBET, Syﬂaﬁ’ﬁ‘l ng- %ﬁéﬁwy C%d%‘f*ﬁci???nﬁ?l phheiteums of use is

imzpﬁe@‘%] th%‘rh&'térttﬁérpémeﬁﬁ%) A BEEBE s RGBS hitd &% Hgreed security code.
met hyl - cycl openty

Pgymyend of @aymﬂgewﬂ@msamm (£ tﬂlh@ ngte@ inrBtdetizy boxi3i 6l deperting upon

the Sg’a)él)% §§nﬁ§%rfufu?rgtf{é$ﬁ%a};€ @%’résgg%)% qu#%mg% @ s v&ﬁlplng a credit or

dah‘ﬂld@ﬁd @ﬂ aﬁtaﬁ@ﬁmh edrd vHenntht Le&aBrnginal @@@hﬁ&tédotoothg Gecond network.
0.05 mmol, 0.2 eq), 2- methyl

Akt%%b%t %??@11 ppymarg, ¢gbit cyrctmammlt or preyid saul mmwchamsm or
Jwier gad t.iQn.

thr@n'g%zlt“gu)rlgg{//\&an\ig@g)T ?V?Crl%g am% \;\?}ger (r%flg% ? %r{l}l%%rﬁ % & Sran% uPe 2 fpnd alone

cdighotios. e tlerast bEpDidennasthenajpion ahe dardidater el wefidhe details of
pres H‘R}S The, resi due was di ssolved in DCM and washed

b i FicYia(the magpetiq §trip o |catfeehiBy andvivlh sesgizorisatien, from the

cralit o’RdcdUnk RGrd ﬂ@)@lcﬁ:f 9RP I3y mBNEAR tlﬂ’ﬁp3gf' 8@ &lisation is not
magnesi um sul phat e and e\?apor at ed unger reduced

gipes §b@meteirmeasb¢cbmu@ttewwmm prideegamsifingtionlbor1310) a finite number

o hEIR SR BN L YRR ML S5 SL BORERNE, s i

fup 3o Box 1362%1)111@311%) cdrﬁﬁﬁcat[dn& &&litel 1M+d'“ﬂp'bnse%t 86 e bank 104 of
2- Ami no- 4-[ 4- (4- benzoyl am no- pheno 6- met hoxy- qu

0
mpbaﬂﬁ SR ICBGH sticgs 106 Cenalion hos g, Abi ol byt povision

% t%l%?ﬁ@l?s%?&é}? éﬁ%ﬁ%ﬁf&te@f& t%fr %@(!reésg% tZ!Zg i accordance with

thm Applraatioms 224,i te etheabanloohd4, emheaiﬁtmr gespofisel rBletdes the mobile
bef or.e Lvap rati The product

nder re re,
ot ice G Brchas i N GherplesTe b RaER. dRdne e of cash,
débitt da8d CHPPNhi R BcRuKLEAAVIROMdeH i dcbifdl a2 Bed2MbBA%br use of the

Exanmpl e 50 was prepared using

sygtey. JL1Bg tsAappepyieterib smpodiments it-viniohra fixed yhdrge devied.
tertbutyl ester* at Stage 1 of Schene 19. Exanpl e 50:
(S) - 2- Ami no- 4- [ 4- (4- benzoyl am no- phenoxy) - 6- net hoxy- qu

i nol Wﬂheﬂ pydcexdtlg pdyuient via ediflot @QEdoubbEM, B8 %W\Wﬁ connect with

: ty: 97 % m 544 M-H] +, 1H NVR (300
crg%gl 0 z [ MtH]

oa gemny ¢pd elearing spstepy as -,apgg)ppqtq d Cogmgctmn with these

Ty X o e e

428(1Ht,J65Hz) 413(3H s), 2.69-2.45 (2H,m
esi s of

53.

( 9) ée F%Q‘}i‘&%‘i’fbg%gé 12 3-UShPb ATYBIERy idpptifigsi themselves, at the

y Efhel n h
usEIe "térni%’dl 10263% fl}_lﬁFt%thIggtﬂeEZ}? %OQ g% ﬁﬁ}ﬁé}ﬁaﬂeé%mécﬁg be met by a
preamsga@ mebter,( @)3 msﬁegmyisq)rymatekidnyém their sietatlis r(nﬁm@en tox 316).

e u ) - 2- Ami no- succi
Agi, e‘ﬁﬁtm@% Bgr tE‘% PgSGnES. %awa o Ekompae or other Hight
infoy b Q. dSoﬁnQ o@&tll%f t71e§e3délﬁ'i¥§ ma% oSG foalll B3R aV&Dit, credit or

in 25% water in dioxane (50 The sol ution was

acequnt rcartl gt tho Gkarda dieuserytetnivalr bodaeading fgc;lhty 13he user is then

1.5 i n dioxa
et deefn B A PheB b RRE b Rt 8PSl Y, it diminglprocessor
tenperature overnight. Water (10 m) was added and the
m xture was extracted with ethyl acetate (2 x 20 m).
The organi ¢ phase was back extracted with a saturated
aqueous sol ution of sodium bicarbonate (2 x 10 nl).
The conbl ned aqueous Iayers were aC| d|f| ed to pH 1

T | o, o A~
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8.16 (2H, d, J=7.9 Hz), 8.01 (2H, d, J=8.7 Hz), 7.92
(1H, s), 7.88 (2H, d, J=8.1 Hz), 7.64 (1H, s), 7.42
W@ 20d6/120399=8. 8 Hz), 7.00 (1H, d, J=6.6 Hz), 5.HBAFEB3D6/001642
(1H m, 4.53 (2H, t , J=4.8 Hz), 4.35 (1H t , J=6.2
Hz) 4.14 (3H, s), 2.64-2.53 {gH, m, 2.02-1.87 (2H
1.85-1.59 (6H m. * ntheS|s of

2R OB PR A SPSTE PEPRTTAE sy

11essdjeanagnee(d)(fuﬂetmmhmadl8§znol (1.00 g, 9.2 muol) and
triethylamne ( 1.42 m, 10.1 mmol) was cooled to 0 OC
and 4-trifluoromethyl-benzoyl chloride (1.36 m, 9.2
| Th%%rqgﬁﬁﬁaldfd?peﬂkﬁ' Carribl Suf §2oHpAfsdH & e Y@ﬁ engered by the
allowed to warmto roomtenperature and sti rre

pdseengst withdhe éeigild anernd ky al enesbess phorhade ragistate with3Be system. If a

il in OGP FEat Bp 2oL 360 ISH s diePlirige e passenger via the
toﬁéﬂ-’s‘érbéi{‘ 208 8nVEFIHE daddbi der %@&eﬁpvxfl&]tgg ant&h aﬂ@tn?(ﬁce(téso%reement via
brine (100 m), dried , | tered and

ﬂl@@ﬁ]é@tmn eft anch ffivroativerhathon od thﬁ mghnseret:mZ% fayredamhle, a signal is sent,

vih! tltl? %t&/%g‘g?m ?%0%161%%98 Gf' l’ Ol él?f LLd 111fﬁt1%&s}_i¥w§c)e to notify that

déiflé’e(bﬂt]thaé‘s)amg&’s]a%n(fﬁ fdfurfétmd 58x QZﬁ)Not_i'ﬁ&@ioﬁ 2ilthid way informs the
j+8.0 Hz), 7.54 (2H d, J=8.9 Hz), 6.76 (2H, d, J=8.9
mp&tyr §[th§ 31 ppssgwion of the signalled mobile communications device that the

u in (%gt y | 0 x&lg&y g R ‘ES%C éen(néll})ag E?g{ ?e g P‘g;?)h?.gé%lmqlmcatlons

utyric aci
deytncteul%om @festdorcrdinggsath € noefi bedioy -t uha attdntior -of lthd Zied@r ¢h any one or

10.4 .npol) in DVE (80 added
MRES 4T @%r‘%%gﬁ HrEyI sgesar%%c\ f L6+ ifetohynap skapiylade dswivt of the
ndlificktert B UpIeNHg KA Bcinbwldig@med? - BB hroil&l b the mobile
reaction m xture was stirred overnl ght at 40 OC.
copyPugatiqne fevied ldhder reduced pressure. The remi n| ng
m xture was poured into EtOAc (200 nm) and H2O (200
m), the organic layer was separated, washed with
bri nat diisl pBEMidMeKHprbeddird,0fle sr Radira 1 b2 dagtisd th® number and/or
reak the nuIS| on formed. The aqrganic | ayer was
c@ﬁ?%tﬁ dvithh ther mobide, Germaaiationy ﬁ@@@eaﬁ& in thq pogpession of the
d
P&?&a e AR SRR Phr P8 Blodl Bof B Ppssthbgdo giain. The
prizited dlétaﬂ&.ﬁbl\lﬂe amim%]@érﬁﬁﬂ:atﬁdﬂ-*df thaf] Ish@wﬂi/ﬂ?t}(e&%sdbﬂgzl; need to call the

" 6 1
maUE y53ig) iy do, By peed g0 et g detpls.o Metehy sploipg, the wnique
1d8ﬂt1ﬁo’ét18ﬁ3 v(rli’eﬁ ]gl%)ngte’ﬁ B3 @Btﬁfs ﬂ“ﬂle '?@rmn?al 412)2(1%".‘5ufﬁ|€ierr1;c) to initiate a

noilﬁ@'gtlc’;p s1glla1(bj:mg et t@ﬂ@m@bl%cqrmmmmtlom 489ic0 .16 if gMestion. The
{,a
palgnedy BwtS MotheetiBFiCin ths s ot e o termingh g9 3y fesienated

wiaiting ereaci d cycl opentyl ester To a soI ution of
(S)~2-terf-butoxycarbonyl am no- 4- (4-chl or o- 6- net hoxy-q
ui nolin-7-yloxy)- butyric acid cyclopentyl ester (4.41
g, 5 ); ed T
The TeuipRel b s o afhis HBE 4981 he Kebeame K prsffed. via the
tofidir-s@edno202sof thé @serabmenil msmml’pwsﬁﬁleuﬁﬁtelﬁes[ eolhick thay or may not
ssure and the product ourﬁgy into DCM (100 m) and,.
R &SI (Ygse a?taﬁ%\a@dpra%ﬁ Gy sy odent IRgaecenbodiment, the
mé‘rt%?% r)? %%ﬂ-%?/%?ﬁ %/gfﬁéalef?mé {Ch e anggglg(}lit;&entfﬁ-l &% e@? agfilgérae 90% of
the semenchacacaro v diee ehierdd ndime codfoouthel sGideOlight nB@bée This list is

gkl o Hepapspngats Dauea) LEb e, Box 83495 1f apg oihe Spegsated matehes
(1H, d J=6.0 Hz), 7.43 (1H, s), 5.22 (1H n), 4.49

(2H. ), 4.29 (1H, ), 4.03 (3H s), 2.62 (2H ),
1.79 (2H, m), 1.68-1.65 (4H, m), 1.53 (2H, m). Stage
3-

(S) 2 Benzyl am no- 4 (4 chI oro- 6- rrethoxy qU| noI|n 7 yl o
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7.21-7.1 1 (2H, m, 6.98 (1H, d, J=6.8 Hz), 5.36 (1H,

t , J=5.7 Hz), 4.53 (2H, t , J=5.4 Hz), 4.35 (1H, t ,
wad2®6420325 , 4.14 (3H, s), 2.64-2.55 (2H, m, 1rPOBGB2H6/001642

dd, J=6.4, 13.6 Hz), 1.82-1.62 (6H, m. Exanple 66:

(S) 2- Am no- 4-{4-[ 4- (4-chl oroﬁ)enzoylam no) - phenoxy] - 6

- met hoxy- qU|noI|n 7 onxy} butyrlc acid cycl opentyl

is (l\eﬁsq%r%tc&%’/(ﬁ geé s te fha%% cﬁ ages it ﬁf) %tc&%@%fg%%gtwe option

avhilfblé tiFehgh ?heﬁﬁ;eﬁ tblning) 1027 uﬁﬂer t2dtordol dEtheprébiessor 224 running the
750737é m, 6.99 d, J=6.6 Hz), 5.40-5.32

a;(phpahq@ 22 fg@:t](ogmoxtii%) J on sp@}:ﬁomo@@ Qggxppqiate mpteh, ghe selected
m§§1)16 iOIgIEu_DLl n(sagl’vw% i$ 4%t§ﬁ %f&r?c?_? Bhx S%Z)OOl'f 1 A8k Hhot found, the

pdsSengér AMiofified of ﬁm[;ﬁoée@utﬁﬂodbhe\be Nz tlb exdnngly.-thl @Bmm@erﬁs directed
- met hox ui no| | n- yl oxy but ri c aC| LCMS p
togge%rp 211 gtglgat{o Orfﬁp‘lmj @Frta to lés Wltmg status
801793(4H n) 788(1H s),
asf?‘gﬁffsgf.ogé ?‘ﬁﬁ}’ﬂé?i 7.53 (1H, s), 7.42-7.36 (2H, n .
692(1HdJ64Hz)460450(2H n, 14(3H

( 1H 8 43 (%IH &8 nlzotlﬁ%atzgn Zﬁcs)gq (tflle uer' termmal 102 the mobile
c&ﬁlm%c@ﬁﬂﬂ@%e%d’e%d@a&l%ﬂ(els WaArDargr bf by HP HRBRY |ai8R7Z 8¥%cribed to

[ 'am no) - phenoxy] - 6- net hoxy- qui nol i n-7-yl oxy}-butyric
ncad‘ydh@ymb@p énpgssessinent thedpBeplipd that thepapgengpythey are awaiting has

B SR R BT oo 25, e

méetéd thén Glal{et theifMmay o 38 dset Qerrdihl wikere Yh&ﬁas@er%%r {slible to identify
m,_ 5.43-5.32 (1H , 4.53 (2H, t 4. 36
th@lpry girtye-gf 3h¢.|ﬂ)fou14 ag;@/O( sqqde safsoozatgh nga gj,g 1@1211}16 rﬁ)mmumcatmns

o2l 2y S B e OIS B

béeametpihe pinetawxyilades thﬁembb&q/eqnmnmlcampni -deviox ¥ P6 buthyg bagk 104.
aci dLC/ Ms purity: 95 % mz 574 [ MrH +. 1H NMR (300
MHz, CD30OD) d: 8.59-8.45 (1H, m), 8.09 (1H, br s),
7. 92Tﬁ§ |ﬂanl€I 104] s@ns%s k‘He) re';_)gacz&eﬁtlﬁ the)device Gl Iqifttied 243 meeter as to
m, 7. d, (1H, d, J= 4 0 Hz),
whe@sn mm@vemoéns bmn&@er(l@qqd hepauss. meplacemert, dgie b06 is required

sl ol r B oo Bl AR SRl Gncion

b&y B3 NG YheppesBeng¥t hasobdenahétna Togy bbbh}t}trahsdcymn ds pmddced and printed
mgt%/fl %%%nté%llqpn%s_’éfet{l@gf/ Nsorall}llrxlgltalyb (ogp:fgeés eyxeg u'_l of the system,
0
%%djt’, ?ifﬁﬁ c(rzzl?!co angd 3ogr (Z égr&%%gre%eilgg 1§d ?’Hjh:l%é_damdlcatmg the
chdrye ttat has Beaﬁle(/mldl forpse of B& {y2tem, twhicl) nfy1ba-ised 41p85 a standard
@%&@/&rﬁ?@%ﬁ%f@@ﬁm& go;(é;s_p rﬁo%eéfgﬁg@cﬁ%bx 334, if it is
es(tﬁ)lrsﬁeﬂﬂaﬂ ﬁie“ih&ﬁlé’f&{rﬁﬁﬁﬂrcéndrﬁ dedickriok liy BEiAERENRSNedR G der that a
oyl am no) - phenoxy] - qui nol i n-7-yl.oxy}-butyric
reptrcdmentVEs pdssied;: tigz %er miermymd 1 RA-Hjlispensps NWRrgrd@Gment  mobile

cqp@an%gﬁp’a%(’le\fjc:eé(%? ?'PZ% : %&%glc‘:a(l?gea%%g%fhg J;_)Q%s éééfj(%’?_%lls associated

with, the réifladedoblle SbadmBnibations@ebide (106l to dhe dewlyddikdnsed device 106
4.72-4°57 (2H, n), 4.08 (3H, s), 3.98-3.90 (iH, m,
(fongiombhos3B381H, m), 2.49-2.31 (1H, m. Exanple 72:

(S)-2- Ami no- 4- (6-nmet hoxy-4-{4-[(3-nmethyl -1

H i ndene- 2- car bonyl ) - am no] -

phenoxys a adiiAedtion-hés Peaxyent tud yobite a@ndluﬁt)caﬂlmmeidvyde (functlon box

t LC/ M5 ity: % (254 10 [ Mk
3%5\);{?1{%@ m&%&%omtgrsotg g ni%é{ oﬂno@?qlccgr[np?sl catlons dev1ces 106

7.79-7,92 (3H, m), 7.53 (1H, s) 7.29-7.39 (2H m,

7.1 1-7.27 (4H m), 6.95 (1H, d, J=6.6 Hz), 4.52 (2H,
t , J=5.5 Hz), 4.34 (1H, t , J=6.5 Hz), 4.13 (3H, s),
2.95-3.07 (1H, m), 2.52-2.66 (2H, n), 1.85-2.04 (2H,
m, 1.57-1.83 (6H, m), 1.30 (2H s), 1.20 (3H d,

o -~ o o o s

-
..‘
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18.6 mol ). After 5 mnutes of slow addition of
aniline, the product precipitated. It was filtered and
worwhae3sith DCMto give afford the title conpPUIGBa®6A01642
white solid (1.6 g, 100 %yield). LOMS: mz 256
[ MFH] + and 533 [ 2MtNa] +. 1H (300 MHz, DWMSO-c/6) d:
10.2 (1H, s), 7.99 (2H, d, J=6.6 Hz), 7.78 (2H, d,
= Hz) 4 (. . .
to; ?&e%t‘ugé ewg%h%%h% dl?rcgbxlg/e %rfﬂ:ﬂldﬁ%%b&e%v?éamm t]%ge}f;as bekh notified is
replscpé s iherbank aad etlietheadhid réblqtdeﬁmylt sdrebause ythe pdms&yger has been met.
ester .6 g, 6.2 ) in OHH201/1 (60 ml
Oaa%fdwnémn%%edsth@t B ssihst st e Pk AP HOMBRK D). the process
t t e
ccéilgésutt%I eg{] érf(;éd(ﬁﬁ{cubﬁ%k mggﬂg H@ﬁ@ﬁéﬁt iltfféfte% gﬁ@&ée%lﬁned perjo od of time, it
1spd®mmn¢chﬂledthnfpas$¢n\gashé$ 1t éreenl mamryrthd nwetdn (ﬁﬁ@tlon box 340), the
ssol ved centrate er reduce
PlSFELER PRt bt ERd o Lre Seat Bt Ator 2] SRpoge opggpteations device
106 © otifiddédde aghinz B¢ #MEH“HJE ﬁ&j&j béﬂ)%rtf)ﬁﬁ@'d\lﬁ‘iltﬂimaﬁbélwvﬁl the user
(300 MHz, DMSO-d6) d: 13 (1H,"s), 9.99
teymggl pp maynrylyy upor,lghq 2J|a|1t1ng)pa’$se3ge1( qﬂpnn@ the ‘pngme(cgéle agfpociated with

faflestrl gl o IRIERiSHS Sgvics 09 el nerBd S bhenoxy)

- qui noI i n- 7 yl oxy]- butyric acid LC/I\/IS nmz 488
[ MtH] 1H NMR (300 MHz1CD3OD). d: 8.74 (1H, d, J=6.8
Hz) A8 gready meentioped gpovey vden(if s ne§ beipgaed, the ysprterminal may

xgﬂz)lo 6§ﬁr§c 1%1%% tﬁﬁaZ%?s@r%tOSI%xe(s}ﬁen rr)Tl'be %’cﬁgct Sthode may start

affer57 s@lZpbndzd pf JetstivityHznd 141a335nc4u<&9 adﬂd‘tlserr)e,nts4fdk510(céll—lserv1ces ie.

%zlgfﬁy’fw@ @8@% Q}% ﬁlrgoﬁl {[1]1161 @ﬁtézglg]g q,lﬁ%shl-rqrﬁg{qgc ive mo%w may be

plekEReN Atvikifed fouabhctpile SURER” RRERALRwIth PabBEof &Mt to attract
outlined in Scheme 26 bel ow, using the appropriate

ugpns 19 the sgreest gthegnogex gwpn@bﬂ;egcommumcatlons devices 106 include a small
dl(sﬁ)ag% army? 4Tf1§ Eﬁmxﬁ’mélﬂir%e [ug aﬁx'féjr%%g%%rﬁéseso t‘i*eor example,

acbhaetﬁ sy Yacilities Odvlaﬂalﬂe ybhfhhy )theb diritaisCares Ioﬁ tb‘ey @irpm miasl be advertised.
ster LONMS, niz 63% [t 1H NMR ( CD30D) ‘
gl s fgatgre @axfur@engorg 6 qqg)m wythgbgh;t dg@y@,gkq 1trway be activated when the

6
3y il s o A 5o Tt 10
al4o B8 pfobijedtwith d s@réh fazility th dBW Bdrs ®)sea®h&3r {e@¥icessin, the local area

2. 68:2.46 (2H. 2. 02-1.52 (8H, Ani i ne Et 3N, DCM
a‘éﬁ&jﬁ@@%ﬁ@ﬂ%@%&%@?&ﬁ%ﬂ Sch?me 26 Stage 1-
(4- Acet oxy- phenyl )-acetic acid A solution of
(4- hydr oxy-phenyl )-acetic acid (5.1 1 g, 33.6 mmol)
and %bﬁ antprfecgttbel linkistthe clieniseryice systeny iogether is not @twebsite running
hydr 2Q h 45
et e B0 A3BLT i Rolipb Ay et bfbese. s s

apspatend dional P\igdré‘l 2Peddh( @b @erﬂ‘in)al 10 ehotdshiien dcatiygae] @pphcatlon 226).
ext racts vver e.washed with a saturated aqueous solutio
feppis 5@peﬁv30us 9 fderngioormelworlytpilige ang) seowjres less bandw1dth

I G BTN s

instmack, iin-buile sevaxity steaqured ddeantluded td preatntothe Lﬁélaﬁenﬂaccessmg any

e e R e R S Bfoegappeemated that
thé ﬁE@tﬂf)lo@aﬂgr IE H1dOifl¥ séff ng(gg{]'tlgﬁq 'a}s)un_ 4 | 4 lj%lous because

to 0C an a2Msqu n of or |
log@ifiles apiE@r mstinfly 2nChe q)uchﬂsreanl d@ﬁ, ahen pvlies darge elocdfients, files and
nut The reatlon i Xxture was allowed to warmto
mPnh ‘ﬁ%ﬁlﬁE’FﬁF&Fee ed for 2 hours and concentrated
under reduced pressure to give the title conpound as a
yellow oil (6.64 g, 100 %yield). This acyl chloride
was used without further purification. Stage 3- Acetic
acid
4- [(4 trifl uor orret hyI phenyl car barmyl ) - met hyl ] - phenyl

o, — o o .
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pot assi um car bonate (29 g, 5 eq) and hydroxyl am ne
hydrochloride (14 g, 5 eq) The reaction m xture was
watienz@dont refl ux overnight. The hot m xture MBEGB2006/001642
filtered and the solid was washed with hot ethanol
(2x100 m ). The conbined filtyates were concentrated
under reduced pressure to give the title conpound as a
light brown solid (6.30 g, 98 %yield). LM mz 153
[ MkH] +. Stage 2- 4-(5-Phenyl-[1
, 2, 4The gatb@dote- ﬂ)rylip)daﬂii]gmlcﬂ sﬂ'sberﬂ gfohetihoentioh is now described with
% L/ di B:ydrox%[ qenz mdh1 21. 7 mml%1 in . .
asHeT ¥ arhe (sovt bf%@ce SEorp EHEBY B R Lstiteraninal 102 is
c&rﬁreéteg to Acﬁc bodFR modh1€910,8h Lpfedlrfed an;'igilﬂﬁaﬁ‘ﬂ Ry e?g%#u?e VPN. A
l'ux. The reaction m xt’ure s stirr at Fef or
VfB‘T isaelesed Hetwork adhiclos Imstxlbil@d é)yVIIa’EErlmb tpkcﬁdccﬂ,ousreo aame and password

ids B Pl e el e el BEoReR ooy, ol Reigeted spmputers (ones
w@tﬁdhé“@&ﬂ?&ﬁ IMatifreddy 616 g o0 %eﬁf&am%@%tsﬁﬁg Iﬁéﬂn@?pm?&%l addresses

%;nl c phase was dried on nmagnesi um sul phate and
angbt éﬁlttu&l ayeledictimerdris pectitrseley xﬂqggsmre@tltycpfgn weer aar@e gnd password

e urifi
3 oot QAR s ol Sl el 3k peiy e pesrect. The
d:itblﬁtsbl deber ADZPR Uinshtels atathMWsana $&ation.( Modfoves, tB6 ¥port generation
y|e . LOMS;, mz 239 [ MtH] +. 1HN|\/R(300|\/Hz

2 pgesept l_psthte zxﬁpmaatrat}pnlchhn@ 2l &.@)avaga@g viaya hrowser to a fire
Wgﬁgasé&rea;e 1-7.52 (3H, m, 6.95-6.88 (2H1L m. The
fol | ow ng exanpl es were prepared by nethods descri bed
in Schene 28 bel ow. Exanple 93:

4-trifluyoro

S) - 2= Ami, no-.4- t hyl - ph
ot T APELERR P 24 Sichiola 19 itk gystit of Festekeydata from
tl'féydéltafb@%%éﬂ/ereﬁ)%efbr tHe/ PBpo et &f ?&%rz[t gortslﬁld\%ﬂ{tg’cggthe updating
, DMSO-c/6) d: 9.82 (1H, s :
bqtmqf raedia agd datppon eagh @ger(tgmmn@lr 162 Wlthm thg sygem s”g‘he administration

mécl?% g%gl’c’g]%) Jfggggar{{ﬁlh 1né51gxgelge(ggﬁz(a§y pgrs %al@o%%u{ p/i't’lﬂl a suitable

spv):l,ﬁoétléhﬂ @ZH;SS tto theladministiafion hadling islotibiled Mia arft [flérnet protocol
‘2, 46-2.42 (2H, m, 1.92-1.7
bafe% Srqwally Erepypieg usesngige apd B@S&@@r@dgmfé@ﬂan &t dlgfereguired.
Stage 6 Schene 28 Stage 1-
L/ -[4-(7-Benzyl oxy- 6- met hoxy- qui nol i n-4-yl oxy) - phenyl ]
- ac eTheradueiivistkationcanduse 18 dbegem/éve te tmgdzgedhwivtdb server 206 and

7-.benz hl or o- -rret I nol (12
g o S Y e PR R P s 5 Bl the system
aﬂ(ﬂ-&rﬂﬁen'ﬁ nihhafer 208, *Eadh u@&- tfihal B20is SkbwdvRr NWe(ﬁﬂe%l t check update
00 m) and heated under to nitrogen to 150 OC for

lniorelqﬁl@e 1d inritlee dasahase eniveri 20 detagmodile 216 pigrbintervalsool

to roomtenperature, diluted with DCM (12 x 20 nl).

The conbi ned organi ¢ solutions were washed with 2N

Na OHFigBrex4 2BGwstihe, stut that 4r8 @@rridd)out i iofder (1@ APk the system of the

filtered and concentrated under

dri ed ,
mwét'&f%)e glngﬁ?aé@g FPERCesiIngtgn kg A | T qs%ﬁmm%s&et%mag@ane 218 is

0
RSN EIBTESHgRckS i 15 s 4L RAE o a1
terrhmalfkl\ﬁltl[umhﬂ gystenl hModefbragionmnithataay bs ethdeiindlodd touch-screen design

er rification in the next step. .Stage 2- .
and FanS R, oM e R WRYR SRb P bF AR BB tarAdd@dditiona
uﬁr Stéﬁrﬁﬁeﬂ? Naeflf thhwwcﬁ-screens 202 to the R stem an to ch ge thie]scheduled

V-T4-(7-benzyl oxy- 6- met hoxy- qui nol oxy) - phe
up(htfetlmm dier {sB6 te?@ngi)ls withinethk asmstbm( 1¢Dﬂcenrth)e admwehisiratpl hes made the

d concentr HCl m ted to reflux
ullgtes AR SR aeaH (6 atb Aol heriiees O brnb e atiistrator to
(500 M) and basn‘led to pH=12 with 2N NaCH A
precipitate was collected by filtration and taken up
in DCM MeOH (4:1, 1.25 L). The organic sol ution was
washed with water (250 m), brine (250 m), dried
(I\/gSO4) , f||tered and concentrat ed under reduced

- .




9.27 (1H, s), 8.79 (1H, d , J=6.6 Hz), 8.63 (3H, br
s), 7.78 (1H, s), 7.71-7.67 (3H, m), 7.48 (1H, d,
Wa 200652099, 7.36-7.26 (4H, n), 6.98 (1H, t , JPCT/BBRHP/001642
6.87 (1H, d, J=6.6 Hz), 5.25-5.15 (1H, n), 4.42-4.38
(2H, m, 4.25-4.15 (1H, N, 4995 (3H, s), 2.45-2.40
(2H, n), 1.88-1.79 (2H, m), 1.68-1.55 (6H mn). Exanple

d%t%)%}ig? er}ﬁet%lgr_ til_e {ugdaﬁtg tsh%g(lg bﬁ _af)al_ieidatp 6%66 %SFQ% ?tetlhi }me (9% &, at 3 later time
(fuhetopmi boal 404).7- yl oxy}- butyric aci dLC MS purity: 93 %

(254 nm, mz 503 [MtH +. 1H NMR (300 MHz, DMSO- Cf 6)

d: 10.22 (1H, s), 9.98 (1H, s), 8.37 (1H, d, J=5.1

HZ) Iiﬂlt toszde?en%ﬁ‘l&lzthﬁt tgl Ejlpiz_fwzt? Zﬁ%.ll%é %gﬂled?t tljlz 54%6 &E%—!ldmlmstrauon

5 m@clgne Ql$—|parses all]th?a’ chaﬁ@} tha h2@e Yo, matle ahdDuhdldz Yhe information (data
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argi/érgn%w ﬁecfléﬂhncﬂ)férééaﬁgp%ggé@?) \’/ialegﬁjp%'st,?sto (tﬁelz_l 'da?al)'ase server 208
(foftioR HoXi 408y.4- { 6- met hoxy-4-[4-(4-trifluoronethyl -benzo

yl am no) - phenoxy] - qui nolin-7-yloxy}-buty i ¢ acid
cycl opentyl ester LC/MS purity: 95 % (254 nm, nlz 624

o 6 )
8. Sguﬁ?«%_'usea tergugz‘lilqu%%@ @%/5 éfﬁtﬁn %&}s %}or %gg%e(ﬁ%quf)v&hlch it will
nﬂefﬁ)ghtd‘ﬁ]b da&b@& betblr D08 dirOrddr Mg )ascefta@b wihdther Bherd 28 any updates

7.77 Xdz 7.71 (1H, s), 7.44 (2H 1 d, J=9.
a\pqzljabl% Fglgct(og_bo d&]S_bQW& th.& yutogtagg updqt.p rqquestgaigh@sqhgﬂuled time, of

oot i, 40750y R g 15 0% Roagyblig My sSefQnidfbodato takes

plaéd, Thy daﬁl&a&mbﬂeﬂ.@% controls the entire system, providing, via data rep051tory

6- 4-{4-[3-(4-trifl thy
2T oS Dasor L B Gy o) gy Ak abe terminal
16 ﬁit&?@é&té]é_hhﬁlﬂbﬁzwﬁ%l\@cw Séﬁ&er Pk d((A%q’? m%aﬁm a%sd(ss%ﬁds to it a
ugqugidentity of yhe wep@rping] wien dm@g@oHZ‘,he d8ta'62tlse(szﬂer #ien sends back to

i oind)« B b Tooolibes, bp BoC ') 5 g, it amy. This

iMorﬁ&ilb]élcr)t a\gjlablé ﬂﬁ5ug}3ﬂ'lc cS)latlo'ch 3ok 2EArriBd outlinGdndtidhlbox 406. If an
“I(IQQ e B rﬁﬁiﬂﬁ%i qul(ﬂél-%beb%él%)ztﬂmweg termingl ¥02udavoriadsyandpiastalls the

peﬁ:%%(%% tgcﬁtrezlirg qalen@i@igﬂ %?gécﬁat%rpme' &Zlitzéxﬁé Fﬁﬁ é_)dg %ﬂ:}&ﬁﬁﬁb gical order

(fe: 300 Meix 41{DVH®nd @pdate ish@q@iged, IHd, ursipting ProBess(ehdh (fadction box 416).
8.17 (1H, d, J=5.1 Hz), 7.72 (2H, d, J=8.1 Hz), 7.54
(2H, d, J=8.4 Hz), 7.49 (1H, s), 7.42 (2H, d, J=9.0
l;Z) Ingacﬁﬁlo(n]tb' théﬁbov@ &Qh &(?ddh s@reeﬁ*x@m@lﬁgﬁaﬂﬁe&% tab¥er data to the
ccg1}rol gloggle(ljp| at ﬁgt ,pego%oiit_l_mp forythe gu@gse{s_‘gﬁ systjam r@mtmhg and report

E%xg%;ag{r}?ﬁ]g}r @%'e Eéz%rgd’ ag?}]()% %}ﬁég%%ﬁ% réom or 1ts own operation. Operation

lopetiepitya gwfa@éd ﬂnﬂodﬂn@ﬂbf }serhlﬂn\té lnGagtCarl Gy GERDE OF Yhe momtonng of
ester LCO/MS purity: 97 % (254 nm), mz 642 [ MH +. 1H

thmwe@@@eﬂ@ﬁ&n ofthgcuspr fgrmmal; 80X ane, incg profested amptyodirgent,7sent once an

h@%g!ﬁ r% ol rﬁmﬁﬁ% 1 1§ ;s d&ln'j‘!e%ﬂ%t % Eroijk g%écf%rﬁ%ll ppe of the user

termhinalg, 6O sYst&B kaaws. This sVepGBre(pidrslcnttéd by Fedon®ox 5021 Figure 5.
5.40-5.33 (1H, m), 4.56 (2H, t , J=5.7 Hz), 4.36 (1H,
t , J=6.5 Hz), 4.16 (3H, s), 2.61 (2H, t , J=5.7 Hz),
2.0 ( . O 4 .
(R )21'51 anc ﬁ)g biM SOVQ a u rqgrnﬁn?%O?%'éﬁdﬁtg?h iﬂf&?iﬂi‘ah%vé?a%le for updating
the ﬂa’ea])meaaér\&z (208 SIIy Itl)ls stepntieyser tenmnal 102 determines when information

oI|n7 r id cycl opent est er LC/ M5
wil ot Vo bl maye 1D g gioss Masep SPon HepRe D cls, when data
MHz1l CD30OD) d: 8.75 (1H, d, J=6.8 Hz), 8.43 (2H, d,
J=8.7 Hz), 8.30-8.22 (2H, rr), 7.93 (1H, s), 7.76-7.56
(6H m, 7.06 (1H, d, J=6.6 Hz), 5.41-5.31 (1H, m,
4.55 (2H, t , J=5.5 Hz), 4.35 (1H, t, J=6.5 Hz), 4.14
(3H, s), 2.70-2.46 (2H, m, 2.04-1.56 (9H, m. Exanple
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s), 8.79 (1H, d, J=6.6 Hz), 8.59 (2H, s), 8.03 (4H,

m, 7.77 (2H, m, 7.60 (3H, n), 7.43 (2H, d, J=9 Hz),
woG2@6/1¢@ky d, J=6.3 Hz), 5.22 (1H, t , J=5.6 HQT/GB2®8/001642

(2H m, 4.12 (1H, m, 4.05 (3H, s), 1.96 (4H m,

1.86 (2H, m, 1.66 (6H, m. E%f;\n'pl e 116:

(R) - 2- Ami no- 5- [ 4- (4- benzoy| an ho- phenoxy) - 6- net hoxy- qu

oS s, 954 BRI ISR 1 98 LB conco

m@dlh']ﬁ ldO ﬁEScohnbiZtio;n BetQBeI{ #d, uﬁr telFfnad IHZ)and7th8 @Ia(aB’d‘be server 208,
% n, 37 (1H, S% 7.19 (2H

e. g_gleinﬁzv)or éia_ﬁm( gh?ck.d by—genj_hq& smplllﬁ Py the datab&s@ gerver 208

(%@n}o%ﬁ?@%&f a?xlg(ﬁ%F %%iéa%'é is fgcelvg:d ﬁpregp&ge,(tﬁybomebtmn is present

ar(drR) Trﬁ&sﬁerl of dafa-rhal falke oz oﬁahwnngmxpmlm oHyb))velﬁergTH’(d'@v&yesél khessage is
ST OO pentenol ¢ ol g preloppnidosster L S
1{PQ%pbed (MBI GHE) 0 9.58 (1H 5), Y50 (1 5.
8.80 (1H, d, J=6.6 Hz)1 8.54 (2H, s), 7.78 (1H s),
771(3Hn’)748(2HdJ75HZ) 732(4Hn)
?iﬁlso%leﬁt Alaﬁge?nz(,{?texg}mgdzltthﬁz(elg(qnnt%ﬂtlon 45 @ges?rgthndgljlat a transfer may
bélcdtied 3tt, tHY uset t@MinadH02 Bkiradks 280 G 6k th%@élﬂleﬁm%gcﬁ(lf logs are

(R -2- Am no- 5- { 6- met hoxy- 4- [ 4- (3- phenyl - ur ei do) - phenox
bfgﬂ]lg Hansered)-and{ar sxiipcts paenitprvigcnformation Kenpthe vser t@digel 102 (if

mé%géq%foﬂaﬁog 15711&1(5(% E\“‘ansf%#e‘ngf g%ﬁ_’? s gy%n%ﬁzqg ipformation

(sd¢h dsBainddegsaryrtobireate DdBrepdHid Iﬂ&uoﬂeéﬂ%aﬂ(iéﬂndal)sgr térmdihal operation
, J Hz 5 (1H,

n%ozrmaﬁlgry) rfija{_q;?nst 1g¥og;gat1g_q_lst0ged the PSﬂztyﬂn]@aﬁ @)O% sipce B}formatlon was
laﬁt),)sen@togﬂe &ﬁhﬂ)aﬁ) Thi3 i8R rindtibn R 0§Qed t& att ASPLwel® Baéedf Bhich inputs the

ln(cmmazomnnmths Qaahmt: OBy - Thisdis[ Shfedetlrasf fa]lbmnﬂzhdﬁj/cbg filhes and/or

S P DR AL e (B SR srver 20,

Tlliﬁ Zdrﬁiﬁstx{a%rkﬂnhoh&ﬁZﬁWBhé&@QhMﬁectM1@ tiése 9re71ﬂed and collates
s)., 9.63 (1H, §),880(1Hd J=6.6 Hz),
th 21pforr§§tlon7 I;tgh?qp]an §1s ity ingg t]qen;lpta e sPLvRB 2@ HA guccgssgmessage is

pd;ge)d by Zl?éfﬁ r%érveﬁ B3 %cz ?Qusefte%gt r%% T?zs E}On nf,or%@ éc%n (function box

51034, m, 1.63 (6H, m. Exanple 120:
(R) - 2- Ami no- 5- (6- et hoxy-4-{4-[3-(4-trifluoronethyl-ph
enyl ) - ur ei do] - phenoxy} - qui nol i n-7-yl oxy) - pentanoi c
aci dﬁ—l i :
é&mlH ) N&%@éﬁgﬂ-&{ NL%EEH IFefdé: w1%n %6(8 %%%%erv% 50858@13 triggers
arg 2ppﬁglre¢ :SQCI‘V thqz)lf afty Smluslml-l dat@ 1s msdnlled( ﬂttﬂ;) tho datib% from a user
(2H

nal f;gz ﬂztsyoa?re & ra{%ﬂ ang téﬁ ééﬁha‘%ﬁn caéls% tF% l_pgglpfs 1s collated and

seﬁt tBGthé a¥iteradminis®atoR bt sﬂ%ort@é siahent] 2fiis information may be sent by
(R - 2Amn05%6 met hoxy 3-(4-trifluoronethyl-ph
shartyngssegeesystgn (SMS) messages or e-mail, for example (function boxes 512 and

51%@0 OLeé(léfr{? es(]tlatg WLWSJ oyil P ﬁ’@ggfo %E({ %Elg ﬁrﬁ? CIJ[ d Esageéés that the

usE:rMthma]l. H-DZ\INEhtfa'B @Poddsking DMBQZ@f Wltage 1908901t the) the touch-screen
9.9 éle S) 395 %‘%El J=6 Hz), 8.52 (3H, s), 7.77
digpiqy 262 isjnef Wwo 71nfoyp:}at1w} is Vol@@ed( Su¢ §1}at thes, alsrt sent to the

adﬁﬁxglstr%téhoﬁs‘%% gldégm%#tﬁ%gﬁdg@g% d}é@é‘aﬂ;)%ﬁ driht u %%Hermmal 102 in

quejtionfxeaipdsen dd2de, location, and a description of the fault. As will be appreciated,
(R) - 2- Ami no- 5- (6 rrethoxy 4-{4-[3-(4-trifluoromethyl-ph
enyl ) - ur ei doj -

phenyl sul f anyl } - qui nol i n- 7-yl oxy) - pent anoi ¢ aci dLC/ M5
purity: 94 % (254 nm), mz 601 [ MtHl +. 1H NWR (300

MHz, DMSO-cfe) d: 8.33 (1H, br s), 7.72-7.68 (4H, m,
7.35-7.30 (6H, m, 6.49 (1H, br s), 4.17-4.13 (2H, m,

3.94 (3H1 s), 3.02 (1H, br s), 1.90-1.67 (4H, m). The

—l'.

tt?l)[l
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LC/ MBS purity: 97 % (254 nm, miz 642 [ MrH . 1H NWR

(300 MHz, DMsd 6) d: 10.87 (1H, s), 8.70 (1H, m,
w@2eb8/1¢@b5 br s), 8.19 (2H, d, J=8.1 Hz), 8. 10PCWEB2w@5/001642

J=12.3 Hz), 7.97 (2H, d, J=8.4 Hz), 7.75 (2H, m, 7.58

(2H, m, 6.80 (1H br s), 5.22,(1H, t , J=5.4 Hz),

4.37 (2H, t , J=4.6 Hz), 4.20°(1H, m, 4.03 (3H, s),

tl‘é;( éﬁeﬂ( éﬁ!?'z e stnt’ 8 Las 9n?la1{y2 'ﬁestrga‘tloills a2 JreqlﬁreQiG n n?ldmon to the

adrﬁl)rﬁs?iraﬁn‘lsuppo&'t {epattdrenenzoyl am no- 2- f| uor o- phenoxy) - 6-m

et hoxy-qui nolin-7- yloxyj-butyric acid cycl opentyl

ester LC/MS purity: 96 %(254 nm, mz 574 [ M+H] +. 1H

NVR (RO QatHhat %Dﬁl@})c 4§ d A %ﬁ@

(1H dd, 5=2.4, 12.9 %é gi@%s H@%ng( %%ncuon box
589), via, Tat- eikaﬁ@le(, Mecm)e Wéb paee/ . Blis (emablesnyhe AnGiQisTatb® of the system

1#?01’ i ﬁlpg)'?ng' e&%rwmggtgb%%ﬁég) a%)aroggat(elﬁ_ersqn(s% @téy{pé%i_’!’ies to view
uffer%aga‘u()ﬁ"én ﬁﬁerac%o@ﬁ Bgrcﬁﬂse@ Zﬁld BorsZof %‘Idlw@ﬁal(t%ﬁl:h—mreens within the
sysgym forAppae kxcpuor(smrkf@mtb@ynmswem f | uor o- phenoxy) - 6-m

et hoxy-qui nolin-7- yloxy]-butyric acid LC/ M5 purity:

98 % (254 nn), nlz 506 [MrH + 1H NVR (300 Mz,

CD30R) wilt b& eﬁﬁerﬁtlﬂrbmdhe IBOvOthaE the Srebitht (113-\|'dnt1dﬁ|creates a simple, yet

J23¥’42 7.99 (2H 1d, J=7.9 Hz), 7.91 (1H, s),
pgwersu ( rq']:alst jgllmgn g09thp|ZBrob}pmagf 2 aal e(g}d efﬁment meéting of, for

Gy 25 P £ 3 Pl e g v

pabsargefsaie, be_st)otlfﬁdbftecﬁseﬂiﬁw@lﬂnh-l,andr)vhe& ﬁﬁrraxad@ngéers reddy to be met. Tt

The fol| owi ng exa repared usin
e R PREe ol T plopafkd Poher dhdie ekt dhd sreygets them from
W'aﬂdeﬁh'g%rﬁlod RBAURI bEXEAP| Br &3Bhple. Tt allows meeters to avaﬂ themselves
Am no- 4-[ 4-(4- benzoyl am no 3-fl uor o- phenoxy) -
éfaﬁélws dutheariivialy areg| a@flﬂfﬂ@d@%ﬁ @dctamrml dgpel opesasuity/ conﬁdentlahty

L e

theye adv@BadelH, thé;)pres%nV ]1nw7e1f51bn( Qéslultm’)m ﬁloﬁé. offibidni( th'betmg between

Pa{?s‘?f%ger%amwg aba 1@33@0@ gnd i peﬁyle %S%af@é itp rrzeeto 3191&5 agd frus reduces

éﬂ%)astlo‘hlﬁ@ha{tlé'eaten. J=6.5 Hz), 4.14 (3H, s), 2.65-2.52
(ZH, m, 1.94 (12H, s), 1.84-1.61 (6H, nm. Exanple 131

(etS 21 o@ﬁ‘m ‘ﬂﬁ[}hg]le é{g's/egl%ﬁvge%ﬁ? h{a?r?mygg% f | o(@) Xi hg%o q)(e%fl%p~?c§§assengers
i dﬂrﬁnpoﬁftérm:iﬁﬁ [tMrtll bk aphiéchivRy ﬁ%@@le'\/ﬁ%ntlm Gﬁbhcatmn in

860(1H s), -7.98 (2H,"m, 7.92 (1H, ,
mppy eqtpvqlgnt( gﬂ;qatlg s aryd et 7t glth efpre ot tq b@g;onsislged( @Hmnted to the

I{;hflgzg}é}%'}; ﬁg{i (sé%}'rang) 8%1(){%’%61( émjﬂjj) 513] GSStdojfl %@ Ehﬂ* rivention has

beeh, deferdlibd( didve By, why OF-cxadfle( ddfly, mid thit Godifi&diohd Bf detail can be
2,47 (1H, s). The follow ng exanpl es were prepared

mg ?W&h@ql?wsoﬁt}%?épmﬂ?nﬂf ~ni tro-benzene at Stage 1 of
Schenme 30 above. Exanpl e 132:

(S)-2- Ami no-4-[ 4- (4-benzoyl am no- 2- net hoxy- phenoxy) - 6-
met hoxy-qui nolin- 7-yloxy]-butyric acid cycl opentyl
ester LG/ MS purity: 93 % (254 nn), mz 586 [ MWH] +. 1H
NVR (300 MHz, CD30D) d: 8.69 (1H, d, J=6.8 Hz),
8.02-7.96 (2H, m, 7.90 (1H, s), 7.86 (1H d, J=2.3
Hz), 7.67-7.63 (1H, m), 7.61 (1H t , J=1.4 Hz),
7.60-7.55 (2H, m, 7.48 (1H, d, J=2.4 Hz), 7.40-7.35(1
H nm, 6.93-6.88 (1H, m, 5.40-5.32 (1H, m, 4.53 (2H,
t , J=5.6 Hz), 4.35 (1H, t , J=6.5 Hz), 4.14 (3H, s),
3.83 (3H, s), 2.65-2.53 (2H, m, 2.01-1.86 (2H, m,
1.85-1.58 (6H, m. Exanple 133:

(S) - 2- Ami no- 4- [ 4- (4- benzoyl ami no- 2- net hoxy- phenoxy) - 6-
met hoxy-qui nolin- 7-yloxy]-butyric aci dLC M5 purity:
94 % (254 nm), nlz 518 [MrH +. 1H NVR (300 Mz,

P — -—r~ o~ NN PN NN ™ N\
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The product was isolated after evaporation of the
Et OAc to give a yellow solid (60 ng) which was taken
wo ooosae@doivi t hout further purification. LC NS pReT/GB2008501642
% (254 nm, mz 373 [MH] +. Stage 2:
(S)-4-[4-(4-Benzyl am no- pheno %) 6- met hoxy- qui nol i n-7-
yl oxy] - 2-t er f but oxycar bonyl am butyric acid

@/@ﬁgentyl ester. A m xture of

=t#=penzyl am no- phenoxy) - 6- net hoxy- qui nol i n-7-ol (60

ng, 0.16 nmol), (S)-4-

brorm 2-terf-butoxycarbonyl am no-butyric acid

leycl épporitm easpilination sygfemifor gopaginating 4 paghiomafia number of users,
nate (44 ng, 0.32 nmol, 2 eq) in

ﬂ% fdo‘u”é“fb —In“l(olo m) was stirred at 35 0C under an

at rmap]a:est@neﬁseritmmgﬁn for 20 hours. The DMF was

rem)ve@ under reduced pressure and the crude residue

di ss8t\7ad opf § govfevicsdl%r (2 x 50 n) and

bri ng {eporM aonngétir%dth(ewsl% one fskf %&&ﬂla@%ﬂd the at } ast one mobile

concentrated under reduced pressure to | eave a ye Tow
CQmmUmC(a&O)@ deyice; Puri fication by col uim chromat ography

0

g|5 e a/o Oat%lvsli ggtfe fy(s)?r;:jtgd ; hlell_st | leS Canﬁounn%:gg@an(gzlggnﬁﬁcahon
1rﬁU§matiBhZfr(§143 Hrbdider, td HettRne 30RcdMdzusePMRD IS B)stéed Rithdhe system

(1H, d, J=5.3 Hz), 7.50 (1H, s), 7.29-7.43 (6H
toympet theAg st user, apyl togrotigy 7. rggbltezwmm)mlc@tlcgg qemige a@somated with the

RN e O N —

and facHitftingZn8RingdHithadwo dse®D- 1. 88 (2H, m), 1.47-1.66

(7H, m), 1.32-1.41 (10H, m. Stage 3:

(S)-2- Ami no- 4-[ 4- (4- benzyl am no- phenoxy) - 6- met hoxy- qui
2ol i ix gt bl orbiia¥ibh SysaGh 9s eMGhePaN i i
(S)-4- 04 (4- Be%zyl am no phe%oxy 6%%1%53&%%?%1& ??]S%em includes
n}ﬁlawfo]r s@meﬂmﬂonbmmwwu@dwlmwnmtmmym.secca@ whers registered to meet

| o g ent 1ydl he § egqtgg{ln 55 qung%eg ?’3 tg“}%?e)r a‘i?mPB lﬂer ohﬁﬁg ai Qompanson

of ﬂ{wﬂéﬁlﬁﬁﬁaﬁoﬁ QhifoZmB@dH frovidedClOfEleehiRt 1ERCHHID Phat -EB@Clated with the
reaction m xture was evaporated to dryness and the

regisiergd secRBd UpEH| ated as the TFA salt (40 ng). Exanple
139:
(S)-2- Ami no-4-[4-(4-benzyl am no- phenoxy) - 6- met hoxy- qui
3nol i m:ﬁos;tionmo]-erdhlatlym isystem iasl c]la(ﬁlétﬁnpﬂznhizl, wlSh‘Beﬂqde'ﬂlﬁﬁcahon of the

s%n%:% uf;qf_chgr% i %sory xagt) ma’é;:h;sgr lgfI) 1%.1: C@?panson yields a
n&r‘lﬁdt&ﬁaﬁti@@éiect@ﬁbg?h@érs{%ér d J=8.9 Hz), 6.88 (1H

75 (2H, n), 4.52 (2H, t , J=5.3
Hz) , 437(2H , 4.28 (1H, t , J=6.2 Hz), 409(3H

4 SRR %ﬁ%ﬁa@eﬁ siuet s A S el cfim Wnerein the o
16a§}) o Bier NenAnd1GmaRIEBO é)’oaﬂk[df #18bi0X QomniHARRANbnLHENes; Fhe mobile

henoxy] - qui nolin-7- ylo utyric acid cycl opentyl

ceymppicpitgnyslayiges (ithig glmgmsbmme leaspble 3men [idgntificationsiat the user
OD) d: 8.68 (1H, d, J=6.6 Hz),

t‘%‘%’é‘ g’qggmé%‘ﬁ ', 7.88 (1H s), 7.71-7.60 (2H, m,

7.59-7.49 (4H, , 7.38- 29(2H m, 6.97 (1H d,

J=6.6 Hz), 5.39-5.30 (1H m, 4.56-4.47 (4H m, 4. 33
S(1H, A p051t30116 cqrop%latlog} q){gte(rg lgs claimed ig7any. g:gchztp.g fajm, the system

4
%?ccﬂr/g@%m% eny ﬁtll@& 6111% gﬁ\élc 1naco§no u lcatlon with the at

leaft énerm(sbtox?tnm)nm,y ltheau:mbylle cdsrhmggﬁ:gtlér& Ge‘@cTslﬁnanﬁmIfﬂé )bank being
THF (10 at, -78.0 s.added a 1M solution o

r%‘??é?‘RJF uReRidER isstion fbiie Gank At fopgeopdyses m, 16. 25

mol ). The reaction was allowed to warmto room

tenperature and stirred for 1 hour. To the crude

m xture was added water (20 m) and the aqueous

solution was extracted with diethyl ether (2x50 m).

The conbl ned orgam c extracts vere washed W|th 1M Na(]—|

[T 1 .
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acid cycl opentyl ester (65 ng, 0.18 nmmol) and K2CO3
(31 ng, 0.22 mmol ) and the reaction m xture was
warioeneos or 3 days at 40 OC under nitrogen. TPeT/OBR006/001642
was renoved under reduced pressure, the crude was
diluted into Et CAc, washed wi sat. NaHCGO3 and bri ne,
dried over MgSH4, filtered and concentrated under
reduced pressure to give a light brown solid. DCM (+
ldrop of MeOH) was added and a white solid crashed
6out , Andsittonvesorditatios kadedas felditedid elain 6, @h@&%lnt the bank of mobile
pure product (47 nmg,. 39 %yield 1H NNR (300
@ngca@onw gvices @ncl Qqs] amxsermr@g ACeH, %)usev iggerface genabling the

il o e ol g, 24>

4.21-4.12(1H, n) 4 01 (3H s), 2. 44 2.30 (2H rﬁ
2.14 (3H, 2H, 1

79 46Ag@cpq1t1qgg co- B Wémnnslygc 31493 [’ +1n giyaag égns 4 to'6, wherein the
doBille 266?15?1&190&1&@ 5@»11&%)()&6 re(cﬁa%’éﬁﬂlé‘ | 2dd the bank includes a charger
H-pyrazol - 3-yl am no) - 2- phenyl's fanyl qui nazol I n-
opergtitadp redhat gerthe mudild copoivopetivyd deystesr To
(S)-2-terf-butoxycarbonyl am no- 4-[ 6- net hoxy- 4- (5- net hy

| - 1H pyrazol - 3-yl ani no) - 2-

gphenw sasitfcndd-odiaidz @kstBm fsydlaxel iR elithér f ikl 4 or 5, wherein the
cyclopentyl ester (47 ng, 0.07 nmmol) was added a AM’

bagdy eif mehile porprmunicatignudeyiesr dnduds mPgusdaderssethe seleasea a mobile

ture under nitrogen

C&Hﬁ%ggﬁere§¥br 2 oﬁ?én& ﬁqaggﬁgﬁ%@as concentrat ed
under reduced pressure to glve afford the title

conmpqund .as a te. solid 78. % yj el d)

Oeasdr BRFRD B‘P igpiins ewte aS. %'1? 1ed afty gl &, Bryyeia the means for
sARR®Aard et frbhh 0 SRRANGIS Hif réef@llaf Qﬁcf/of%&e% Borfreader.
activity was neasured using a sinple mcropl ate assay

for Aurora-A actrvrty, al so suitable for

gh-t hr ough creenrn [n bri 33
1o B AR e &7 P, o8 PR A6 7. wherein the
n(oNBE’):o@ﬁﬁhfbdh&is&iﬁWﬂeﬁlh&(ré])eaédd fereA Eiet ok dasddl uHoh lal REtR D charge.
signal. The plates were formatted to contain the
inhibitor, controls, positive control (staurosporin)
nd : r .
181, B A, A4 kD5 UDBLH R Rl Pl BB e, upon
nd'tnﬁxﬁuumtthwﬁb@)ﬂa)conﬁhm1®ﬁéﬂ welice isaspetatiteas lepliavibfationgiight, sound
ag@ .% ? mere obt ai ned from Perki nEl mer Life
Pig diplaviy HoRm | C50 val ues were deternined by
non-|inear regression analysis, after fitting the data

oint results to the equation for signoidal dose
-es panpasitignt ¢o-erdiniatibh eygeope clamad in eny preagding staithpgherein the at

ncentra i on of .c nd,)
lea%ﬁ%rrobl ki AR AR TR a b ERRE B fsRbeing operative to
display letafteat iglrimsitiited toBe hibile Womehunedabbey\dviceSM the@etwork.
Journal of Bionol ecul ar Screening 9(5), 2004, 391 .The
Aur ora-B enzyne assay follows the identical protocol

fs Ayr ' u t . .
195 LB b SRR LRl S1 RUBLBTR Y DR SliPappecin e
mlobdercatonivhticnsad20{de Mclads nikang orGekhdsbledging) 0&851 e d¥itwetk, receipt
{ﬁ? tefted Cell inhibition Assay The correspondi ng

gaatiiigation. | j nes (U937, HCT 116 and HUT) growing in

| og phase were harvested and seeded at 1000 cells/well

(20Qul final volune) into 96-well tissue culture

pl ates. Followi ng 24h of cell growh cells were

treated with conpounds (final concentration of 2QuM.

Plates were then re-incubated for a further 72h before

a sul phorhodam ne B (SRB) cell viability assay was

conduct ed according to Skehan 1990 J Natl Cane I nst

82, 1107-1 112. Data were expressed as a percentage

i nhibition of the control, neasured in the absence of
inhibitor as folloms - 96|nh|b|t|on = 100- (( SVS) x100)

s " o
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the display being operative to display data that is
transmtted to the nobile comunications device via
wo b@onzi3edr k. More preferably, the nobile PCT/GB2006/001642
comuni cati ons device includes neans for
acknow edgi ng, via the networg; receipt of the
notification.In a preferred enbodi nent, the nobile
0 ' i.ons V. [ ugde a i smth .
TN ATHLER bR oG JRSLARL S Shirci e
mpbitsl esemihitatodi ddvideci@cludesmad hRrtiseéchhgisni thal emlt® a warning when
anot her preferred enbodi nent, the nobile .
the devithereaedohrredelomeiacd distazge Somrba Pagt dermEefani sm t hat
emts a warni ng when a charge |evel of the device's
battery falls below a predeterm ned | evel. Preferably,
13.he Agusitencarondivatiah i systsmday cleenédnml ardepreoeding rclaimr evherein the
g R G R ey ROP G AE) POHETHEBE Pt & Werbing when o
cH gg’@"I!e!\%l GRS deMi Ry B8 8RB £stedQeinlindd 1PLIGUE
iIdentification. In andther preferred enbodi nent,
notification is via a closed | oop transm ssion system

referably, notification is achi eved via an RS232. .
197 andritin Rroiputle' S aS e Yl pifeding Haim, wherein the
mG B e6hRRinicAtidMRedBlicd BREIde®BRe VS ort OFHNMRIP3 YB¥e® an MP4 movie
preferably, notification utilises Wreless Fidelity
playireny a ligkegedors igiiofresfleasicy (UHF), Very High
Frequency (VHF) or Bluetooth nethods. In still another
preferred enbodi nent, the user termnal includes a
17User Ai pusgtiohageordRiativarsgbicyn, ad bleinusiein ami prebediag ickim, wherein the

touch-screen.interface. r referably, the user
o B U R R e i £ PSS AR a&@w%égeqqﬁlaﬁm- her

preferred enbodi nent, the user termnal is in

communi cation with a control nodule via a secure
1§r i vat posiganveotordiPatidre sugiem, ag lekimed |isagty oresedisgrclaim, wherein
nagrggnalx}ycLﬁdgﬁQnegns f%L ﬁen%rating an operation
Toy*anito?® F HP8F MY A PEIFEPT AP Y0 t he correct

generation of the user termnal, and the contro

nodul e includes peans for nonitoring the operation |lo o
19nd/ Brpasiiosr erapTdapatiopr ysiepnps ylaimerd Iy skaimt &S, iyheapin notitication is
adbREEH YESTRENS ook U R B fleast Shcl REr GARRGC! modul e,

periodically the operation ['og and/or I nfornation.
More preferably, the control nodul e includes neans for

pdating.the system Still nore preferably, the nmeans, . . .
2o DR HED e GHIet B ERifird &t €y b hegn Tovfication i
achRVEl G AR OIB2G a8 O hRBARANE AR atBedsPBhd SHef RlnfA. Of

the at | east one user termnal. Still nore preferably,
the at | east one user termnal is configured to pol

he ¢ontrol nodul.e neans for updati,n riogjcally. .
2he e FROMBER Srus® wroliBid ' RBimol 57 defin 20, wherein
ndétifrcafiéh DatisdagWiteEesd Fddlite TWIFT)2 Ul iEgh Frediefe (OHF3 }/ery High

position co-ordinating system conprising the steps o
Fregieasicy ( HiFd enBlueteodh msthodsn t he system of at | east
one second user, issuing a nobile conmunications
device to the second user, receiving identification,
23.n aApssitioh eosdrdiahtic systeen sydiiard intnpprecedisg clafig wherein the user
first user of the system_ determning, in the user
tepraing) ngludes user yrerfaresnalling yssr gyt stered with the
systemto neet the first user, and notifying the
nobi | e conmuni cati ons device issued to the determ ned
2% ec oAosisien couirdinatiore sysbank as thahed imeclbinr 22, wisereinhths user interface
.identified thenself to the user termnal, thereby
18 3dPyaiySCFRsnipefagond user of the first user's position
and facilitating neeting of the two users. In one
enbodi nent, the identification of the second user is
received in the user termnal. In an alternative
enbodi nent the identification of the second user is
received in a bank of nobile conmunications devices

. o - .
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device 106 if they erroneously attenpt to | eave the
prem ses whilst still in possession, thus serving to
w@e@eani3or he nobil e conmuni cati ons devi ces froPCTGBR@6/001642
m ssing. Alternatively, the nobile comuni cations
devi ce 106 may have stored widhin it a nunber of
vi sual or audi bl e nessages, such as "You are goi ng out
of range" "Yourpassenger flight status is : "Baggage
in Hall" or "Landed", and "Power Low, please return to
24.er mAnpbsitiorSewbrdiesagesteiity dtmid igaey pbcéding diagh) ’ierein the at
and/ or audi hl e presentation_by the delivery to the
leaghione ases dermivaldaglndars @edreedingdevise: a trigger signal
associated with the required nessage. The term nal 102
IS in comunication wth each nobile comuni cations
2%evi AepdsiBnvemonlinmtionotyktedhOs: claineednit awyr firebBdng Tldd@r twherein the
of a closed | oop transm.gsion system i.e. it is a
Ut B%’é‘&laﬁ Bf§PmuRicatign xgt "EWPimiOg“l& Vifot SRSPRE RISV A netryork.
only specific devices, in this instance the nobile
communi cati ons devi ces 106, can connect and thus
26 onmhmosiioa wi-oiditatien systemnas dlamedtisi disind2y,i whereiar the at least one
ab}e to,connect to the network. The.cl.osed, network . :
s himinel TSTATSE PP I sTatiEL 1 pRPTRUPHPE abdjor lOpgion relating to
thEr@eteenSohetddidn) of Mervser il eane tHey cdnidb m&ule includes means for
Bl uetooth, in conjunction with an RS232 transmtter

mgpieréng the operalk@P DR Andon dnPIRadiony ecei ver device. The

RS232 device may be present in the termnal 102, but

is not shown in Figure 1. Alternatively, it may be
2Trer eAyposiioneot@dination bestére neichided @2clainn 28, whefedr thediser terminal
.eﬂgpdinent he term ngl 102 or _ge banﬁ,lg4 i ncl udes
ingludpgypqns f'alé ryagiing, (o rﬂon’e'g]rlgoé GrRshiedicy Y &he operation log and/or
inRegiagbsation of a credit or account card with the

system in this enbodi nment, activates the release of a

nobi | e comruni cati ons device 106 fromthe bank 104.

pon,return of the.nobile comrunications device :
2 OR3P st S FBHRGT B 4ol s g Y 27, wheren
the icomtrdl asethl€ihandes meinsesa il ing hd@lsteyn. a system

control nodule 110 is connected to the user term na

102 via a second network 112. The system contro
29104UAS i AP Bldinfioh Sy R EObiaid IO BfaintSh, YAEALIR thE Sneans for

system depicted 1n Figure 1. ese features’are
updiating ithe dysternmiy epdetise | tobepdate wi tbnfighgticmno€ the system and/or a

Fi.gure 2. ]t will be appreciated that the system
cog@%epﬁggaf%&eaﬁmgs §T88k i on in many situations.

For exanple, it may be extended into train stations,

and | arge hotel |obbies. A further use, for a longer
3G-angh pesitioh ga;ordinpidensysten asplaitnedon chaimp2f osclain B9, wherein the at

.ckup._areas .for.car A nobi | onmuni cati ons devi ¢ .
o oo PRl i Pl W @ofla B8 Reliol Fusdis aneafp 36r wpdaing
petiodidalig. driver can then go to a nearby waiting area or

cafe. They will then be notified of the arriving
passenger's arrival and nay drive to a collection
poi n | lcect . . Sim ' t
1o A shAER ok kol dRLBRNRE BEon Bl FyhBl SE LGSR positon co-
ordiatihg SyBten,cethpedingthes kepgoft aci lities. An arriving
passenger identifies thenselves to a user termnal 102
whi cleqpingidendificaion, 41 te sydemy efatdgast ong secepd vsgBl ,  and
t he e : ' t [.on poi nt.
As ﬁ? 5£&§BB§8@?Q¥Q§?H |gurgmfgg%ﬁ%g%gﬁ%%% syst em of
t hi sreceiviaptidemification, $n amsdr tbimihalexd thosystend lof asleastene first user of
may readily enconpass a plurality of user termnals
1hi§%ﬁﬂ?% may al so enconpass a plurality of banks 104 of
nobi | e communi cati ons devices 106. In such
enbodi nents, each user term nal may be connected to
each nobil e communi cations device 106 via the network
108. Moreover, each user termnal 102 may be connected
to each bank 104. It is also feasible that a plurality

o s A NN o o oy
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Preferably, the nobile comunications device 106 is
manuf actured to be robust such that it can w t hstand

wheiag2apdpped. It al so preferably has a | anyardr/apkio6i001642

231 to nmake it convenient to carry. Further possible
features are the presence of built-in MP3 player
w t h headphones, a linkage to"a locally transmtted

radi o _br S nd/or_a.byilt-in,MVP vie pl aye ...

cuch P REEh AL § bl N T8 1SR h e syotem
tol@Betithe anhsauam@d to interrupt the MP3 player, locally
transm tted radi o broadcast or MP4 novie player when a

not i RPEIIeHHe mobilecompnisations dedce ipgiasito thp determined second user,

per, S -t he o By, .
RETEALED, e USSPl (ORCLIRBLGP 5 Ml i, ey
nolefyimgntht edcdra neeetof ahg fiss engey pasitiow iand fadilitatihg $neeting of the two
exanpl e, at anairport, arrives, they approach the user
Y% m nal 102, and interact with it and thus the system

via the touch-screen 202. Initially, upon activating

the user termnal 102, which nay be in a dornmant state

320 phesethed as ledrimed éenlaom 3dh wdieremma yhebid e fanpting ottt second user is
such.as,advertisenents, the neeter is presented with a
TCEIVER S PR (Y PHem t o swi pe an account/ credi t/ debi t

card in the termnals' card reader, a screen offering

a fast track service, a screen providing information

3%n hédwnethodge ddimed i clarmidd, svhirsim thel idegfiftagtion nd the second user is
Vi ' ti: r. . a een of ferin
S SRR SR RN e B BB RGBYy coupted
withsid @seetbrinivial.i al | y al so. Once the first screen has
been interacted with by a user, for exanple where a
choi ce of | anguages is presented upon selection of an
34ppr Qpﬁlbﬁ%? as UMIHRAGn ahy %@c?eﬁ‘m@‘éﬁ" b et v identification of the
I anguages (function %ox 302), the user Is pronpteg,
fixsit ases inpledshiacwbr nesey andpvpiidrally, 4 scudyamdee, to
identify thensel ves as a neeter or otherw se (function
box 304). O course, the pronpt, via a graphical user
35.nt enf @eod fa@rclAmds 8k ah of GRilkk BY b BRITERIKES tIdSidentification of the
meeter or otherw se (function box 304) is one of the
secopdyes indhudes payindisatinneafasertypem vseanpype of @ fighli ushr aad eptionally,

At box 302 is omtted. Wen identifying

a%%@%&éﬁ%@é as a neeter, the neeter nmay be presented

with an overvi ew of the operation of the system of the
invention i.f such has not alrea been presented. An., . =
3t 1 SrimpgoLRs sl mmop%?&%@g B éib‘@ﬁgﬁ@s@mt gythorisation is
rSABRRI Blont ke OMHNA- Sek 8 ROfecePbl eﬂrfb?t ﬂovﬁleyissﬁalﬁge f the mobile
overview may be available via a hel'p function an fhus
compmupicatgastdedicaut omatical ly. It will be understood

that these choices and options are provided by the

processor 224 in accordance with the controlling
3APP| ACakthod ad ¢fimas ihSy bhemBnd$s ¢4 BheRhHRIOMe ination of the
the neeter is pronpted by the user termnal, via the
sqcoid hses epmpriseaerforming eqmpatisor ef tiel fystofser’ hgser name with the user
nass t . ' Var,i pus tails may.,. .
oA SRRE e B AT, SRR W BB Byl Ropplpiions device
of the s@a58 anges nowefie] wod lokeinpasesager ' s flight nunber
(function box 306). Additionally, if a security code

has been agreed with the passenger that is being net,

se . . I A

3§ Chdblibl S Uih L FUAREST. Wodolf IFE Bl JER gBleRRbEthe step of
poefling the fedeser svidthh disedf abssibhie Snqictiedtis pado®sal &g, pen selection
passenger details is available via the user termnals

102 without code protection. The details entered by

the nmeeter are stored within a nenory in the user

termnal, along with the details associated with al

other nmeeters registered with the systemto neet

arriving passengers.In an enbodi nent of the invention

in which paynment is required for use of the service,

N N1 o o o " o
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after a set period of inactivity and may incl ude
advertisenments for |ocal services, i.e. services
w@e@ohiaiBbe at the airport. In the attracti on nedEGB2006/001642
flash or interactive novie may be presented inviting
users to "touch the screen” éernating wi th pages of
content to attract users to the screen. Furthernore,

oREPIRL bS SATR Ay At AR P e

aegtel wgihnte pele@pses. For exanpl e, adverts for
facilities available within the arrivals area of the

airport may be advertised. This feature nay

urt TP T . C del e i .
e at T IPaa nd i Bath o, WHLOL i Bl fuortatnplch R not exis,
proealigs instudisak to the first wded. ayed. The user term nal 102
may al so be provided with a search facility to allow
users to search for services in the local area and to
401 NK AW B Y O IcBHALY LG of AGkinkd 19855 t0 THE, yHefEihaGRe mobile
that links the client/service systemtogether Is not a
cymipshicetionsrieivivg Has emnidie identdy et is visitilg appleed todt, aad wherein the
| ocal website.runni.ng froma |l.ocal database. IS
B el PG 1 L 2 aBa gt Bepnscolis, T 195 Beeh dgknowledged,
tHetdo§RIIbRER th¥ir técoBnitidRRIf tHeHehR 02 #R)mobiRGtmiteations device.
systemis 1 npervious to Internet or network failure
and requires | ess bandwidth. In an alternative
A4f‘\.nbo%| H&%’Eﬁag Q? ofRlaah! § %Le loqpala%r"f‘sn ‘% tl r&M eir{c'hkcﬁf?g the step of
can be used. Tn I'S I nsttance, i n-bul 't security
mvaastitethe dperatiog bilthedystompnéioe ronitbang gersystemnfor malfunctions.
accessing any renotely held information that is not
i ntended for user access. It will be appreciated that
4hhe usgeahdl Acahinyed &l il |AS iﬁﬂu&iﬁg the @t%? Nt prAVRILE 88 a control
Is distinctly advant ageous because Tocal Tiles appear
miodslediinh yheowser hamizalcdn epargem 120 2nd/ev afomhaion riglagieg to the current
docunments, files an [ tinedia el enent re
BT ther [rRBh Y PTRGlsi i Y o LBl fe lpgandor e
infevaemibhon is now described with reference to Figures 2
and 4. As wll be appreciated fromFigure 2, the user
termnal 102 is connected to the control nodule 110,
kN a,p red. e ' [ PN ) [ .
44" AR SRRk Pl 47, S T B p Sl WP carriod oo
p@iclieadlgl , user nanme and password identification neans.
This means that the network only allows sel ected
conputers (ones with the correct I P address) to | og
480 A fbheWalk|cl4ifRl ih Gh$ ot ReihEBENBef, PERiAEL e step of updating a
addresses and the virtual private network i s secured
sysyenn eenfiguratipnemifoy acbnfigurson oftire usarderprusawor d f or
access. This allows renpte access to the systemif
security privileges are correct. The database server

4208 AsmbBsd adl cRimédm daie44,06lddréiaThe dHTRAVARIOn Jffi€e user terminal is
report generation nodule 222 present in the

updatadresiodically npomipiiiation 2 gn updaie ardcadire byitie wsen tesménal.
to a fire walled secure area. The admi nistration
machi ne 218 controls the entire system It correl ates

46lat aAfmetod he chhahebaseyseff ddmsBA8of43! whbeeim) whpe #esfief and second
generating reports and facilitates the updating both

ugsrs havginetatie mepkils commpmisptigaedeviceriprepitacirg 2o fia bank. ¢ he
system The adm ni stration nmachi ne 218 can be, for
exanpl e, inplenented on any personal conputer with a
sui tabl e specification. Access to the adm nistration
machine is controlled via an Internet protocol based
firewall. Encrypted user nanme and password
identification is also required. The adm nistration
machi ne 218 is operative to update the web server 206
and dat abase server 208 with new i nfornmati on upon
demand. This is performed via the system and content
manager 220. Each user terminal 102 is, however,
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second user via the network, thereby notifying the
second user of the first user's position and
wo awl12439% i ng neeting of the two users. 2. A pPGI/GBRIV6/001642
co-ordination systemas clainmed in claim1, wherein
t he system i ncl udes neans foréftoring i nformation
associ ated with one or nore second users registered to

et f|r t e nd .user ntified
47. ‘he US%IP'% d% agﬂ‘neg Larn}h 18 eé%ﬁ,p%x}ce ’%ﬁ f{dﬁ q,rﬁlesecon&) Yisers have
mief] &hd h{dbﬁatdoﬁﬁnmﬁéaﬁoﬁﬁﬁbﬁﬁe By vite@dd Y thd®ahk, Slyméaels processed
wWth that associated with the registered second users.
argl a eeeipkistrigtede o- or di nati on systemas claimed in claim
2, wherein identification of the second user occurs if
the conparison yields an exact match, or if the
5 4&onpArthsthod ylilhst'cﬁhﬁahy acldreinbdfore dbatibddswitietefereret fyantfo as shown
.first user A position co-ordination system as
Hﬁkﬁﬁﬁﬁaﬁpﬂwﬁﬁ§h%¥@&%dlng claim wherein the at |east
one user term nal includes a bank of nobile
communi cati ons devices, the nobile comruni cations
45&] evi Sewstaint su'batanhzdlyb@rhentjdiqﬁge rdebaisdbvith wepomnce to and/or as shown
g catio at the user termnal, of a second
in | %Pccoglpaﬁylﬁgglhf Y885 co- or di nati on system as clained in
any preceding claim the systemfurther conprising a
bank of nobile comunicati ons devices in comunication
with the at | east one user termnal, the nobile
conmuni cations devices within the bank being
rel easabl e upon identification at the bank of a second
user.6. A position co-ordination systemas clainmed in
claimb5, wherein the bank of nopbile conmunications
devi ces includes a user interface, the user interface
enabling the identification of a user requiring a
nobi | e conmuni cati on device. 7. A position
co-ordination systemas clainmed in any of clains 4 to
6, wherein the nobile comunications devices are
rechargeabl e, and the bank includes a charger
operative to recharge the nobile comuni cations
devices. 8. A position co-ordination system as cl ai ned
in either of clainms 4 or 5 wherein the bank of nobile
communi cati ons devices includes neans to sense the
rel ease of a nobil e comunications device, and to
sense its replacenent. 9. A position co-ordination
systemas clainmed in claim38, wherein the nmeans for
sensing are selected froma bar code reader, a chip
reader and/or a data port reader. 10. A position
co-ordination systemas clainmed in any of clains 4 to
7, wherein the nobile comuni cations devices are
rel eased fromthe bank based upon a degree of charge.
11. A position co-ordination systemas clainmed in any
precedi ng claim wherein, upon notification, the
nmobi | e communi cati on device is operative to emt
vi brations, light, sound and/or to display
information. 12. A position co-ordination system as
clainmed in any preceding claim wherein the at |east
one nobil e comuni cations device includes a display,
the display being operative to display data that is
transmtted to the nobile comuni cations device via
the network. 13. A position co-ordination system as
claimed in any preceding claimwherein the nobile
communi cations device includes neans for
acknow edgi ng, via the network, receipt of the
notification.14. A position co-ordination system as
claimed in any preceding claim wherein the nobile
communi cat i ons: devi ce i ncludes an al arm nechani smt hat
emts a warni ng when the device exceeds a
predeterm ned di stance fromthe user termnal. 15. A
p03|t|on co- ordlnatlon systen1as clalned |n any



